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Abstract

This thesis investigates the representation of a stochastic epidemic process as a directed
random graph; we use this representation to impute the missing information in final size
data to make Bayesian statistical inference about the model parameters using Markov
Chain Monte Carlo (MCMC) techniques.

The directed random graph representation is analysed, in particular its behaviour
under the condition that the epidemic has a given final size. This is used to construct
efficient updates for MCMC algorithms.

The MCMC method is extended to include two-level mixing models and two-type
models, with a general framework given for an arbitrary number of levels and types.
Partially observed epidemics, that is, where the number of susceptibles is unknown or
where only a subset of the population is observed, are analysed. The method is applied
to several well known data sets and comparisons are made with previous results.

Finally, the method is applied to data of an outbreak of Equine Influenza (H3N8)
at Newmarket in 2003, with a comparison to another analysis of the same data. Prac-
tical issues of implementing the method are discussed and are overcome using parallel

computing (GNU OpenMP) and arbitrary precision arithmetic (GNU MPFR).
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CHAPTER 1

Introduction

1.1 Overview

This thesis aims to develop methods for Bayesian statistical inference for stochastic
epidemic models, in particular, inference for final size data using a multi-level multi-
type model. The analysis of final size data presents challenges to inference techniques,
especially for more realistic models which are commonly of high dimensionality and
analytically difficult. However, the need for proper statistical inference is paramount

to make informed and rigorous analysis.

The remainder of this chapter provides background theory, including definitions and
notation, that will be used later. Initially we define an epidemic model, the stochastic
version is the focus of this thesis, two standard results for the stochastic model, the
threshold and final size equations, and several extensions to the simple model. Then
we outline Bayesian statistical inference and present the implementation of a technique
known as Markov Chain Monte Carlo, theoretical results on validity and convergence
are omitted. References to key papers are given in the appropriate sections, as well as
a brief review of recent work in the area of statistical inference for epidemic models.

Finally, an outline of the following chapters is given.
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1.2 Epidemic Models

There is a long history of applying mathematics to the study of infectious disease
data. It is thought to have originated with Bernoulli (1766), a study of the effect of
vaccination on smallpox mortality. Bailey (1975) provides a further discussion of the

early history and development of epidemic modelling.

Much of the following background is also presented in summary by Andersson and
Britton (2000). We reproduce the outline here but refer the reader back to the fuller

descriptions within that book and supplementary references.

We begin with a population of individuals, some of whom are initially infected with the
remainder susceptible to the disease. Individuals become infected after contact with an
infective individual, they will become an infective themselves. Infective individuals re-
main so for a time called their infectious period. At the end of an individuals infectious
period they recover or become immune and are called removed. Thus, removed indi-
viduals play no further part in the epidemic, this may represent immunity or mortality

depending on the disease being modelled.

Individuals are thus classified as being in one of three states: susceptible, infective
or removed, and an individual has transitions between these states according to some
model. The simplest such model we shall consider is called the Susceptible-Infective-

Removed (STR) model.

We consider only closed populations, where the total number of individuals is constant.
We shall use the following convention, unless noted otherwise, that the total population

size is N, of which n are initial susceptibles and a are initial infectives, i.e. n+a = N.

This thesis will primarily be concerned with stochastic epidemic models, which we shall
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define in Section 1.2.1. However, for some diffusion results for continuous time epidemic
processes considered in Chapter 2, we shall need the deterministic model outlined in

Section 1.2.1.

1.2.1 Deterministic Susceptible-Infective-Removed Model

Early work on epidemics was focused on deterministic models, as they were better
understood and there existed known methods to analyse them. For example, the study
of HIV was initially conducted using deterministic models. For an overview of other

such examples and theoretical results see Anderson and May (1991).

The formal definition of the deterministic model was given by Kermack and McKendrick
(1927), known as the deterministic general epidemic. Let x(t), y(t) and z(¢) denote the
number of susceptible, infectives and removed at time ¢ respectively. The initial state
is (2(0),4(0),2(0)) = (n,a,0) and x(t) + y(t) + z(t) = N for all ¢ > 0. The model is

defined by the following differential equations,

' (t) = —ax(t)y(t)
y'(t) = ax(t)y(t) — By(t)
2'(t) = By(t),

where v and 3 denote the rate of new infections and removals respectively. The im-
portant term is the product of the number of susceptibles and infectives, z(t)y(t), this
is the so called mass action term, where the rate of new infections depends on the

product.

The deterministic model is generally valid for large populations only. In particular,

outcomes near the edge of the state space for small populations can be problematic
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since the deterministic solution is continuous.

1.2.2 Stochastic Susceptible-Infective-Removed Model

The stochastic model was presented around the same time as the deterministic by
McKendrick (1926), however it received much less attention. The focus at that time
was on discrete-time stochastic models, namely the chain-binomial model proposed by

Reed and Frost.

As before, we consider a population of N individuals with n initial susceptibles and
a initial infectives. The infectious periods of the infective individuals are independent
and identically distributed according to a random variable T' with an arbitrary but
specified distribution. While infectious, an individual makes contacts with each of the
N individuals in the population at times given by the points of a Poisson process of rate
A/N If the contacted individual is susceptible, they immediately become an infective
and can immediately begin infecting other individuals for the length of their infectious
period. An individual is removed once their infectious period has ended. The epidemic
ends once there are no infective individuals remaining. Following Ball (1995), we refer
to this as the standard SIR epidemic model and denote the process by Ej, (A, T'). The
rate of contacting an individual is normalised by the total population in order to keep
the rate independent of the population size. The epidemic process is stochastic, thus

it is applicable to small populations where the deterministic approximation fails.

The infectious period, T, is a defined distribution with mean, E[T] = ¢ and variance,
Var(T') = o2, we shall consider various infectious distributions, though they are often
parametric and of a form that gives rise to tractable expressions. The special case where
the infectious period is an exponential distribution is known as the general stochastic

epidemic, an unfortunate historical artifact. The exponential infectious period is com-
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monly used for mathematical ease, though many realistic biological disease infectious

periods are poorly approximated by such a model.

1.2.3 Threshold Results

Returning to the deterministic model, Kermack and McKendrick (1927) showed that
y, the number of infectives, is initially decreasing unless y(0)(axz(0) — 8) > 0 or equiv-
alently x(0) > f/«, i.e. the ratio of the rate of removal to the rate of infection. The
model exhibits different behaviour depending upon whether x(0) is greater than 3/«
or not, this is said to be a threshold between the two behaviours and the inequality is

a threshold result.

For the stochastic case, Ball (1983) derives several threshold theorems, specifically for
the SIR model presented in Section 1.2.2, Theorem 7 states that a major epidemic

occurs with non-zero probability if and only if A¢ > 1 (using our notation).

We define Ry as the basic reproductive number for the simple SIR model, which is
defined as the expected number of infections caused by a typical infective individual
in the early stages of the epidemic. For more complicated models care must be taken
to define a typical individual. We call Ry a threshold parameter, since it determines
if a major outbreak is possible; if this is less than one, i.e. below threshold, then each
infective is at best producing a single new infective and the epidemic will quickly die

out.

Note that being above threshold does not mean a major outbreak will occur, only that
there is a possibility that it will. Since the process is stochastic, there is a non-zero
probability that the process will die out even if it is above threshold. Determining the

probability of a major outbreak given the process is above threshold is also of great
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interest in epidemic theory.

For the standard SIR epidemic model, the basic reproductive number is Rg = A¢, where
A is as defined in Section 1.2.2 and ¢ is the expected length of the infectious period.
The epidemic is above threshold if Ry > 1 and a majour outbreak is possible. For

details see Williams (1971) and Ball (1983).

1.2.4 Final Size Results

The SIR epidemic process ends when there are no more infective individuals, all that
remain are susceptible and removed individuals. The final size of an epidemic is com-
monly denoted Z and is defined to be the total number of initial susceptibles that
became infected during the course of the epidemic, i.e. Z = S(0) — S(c0). The final
size does not include the initial infectives and hence 0 < Z < n, where n is the number

of initial susceptibles.

For the deterministic model, we have that z(f) — zoc < m as t — 00, where 2z is
the solution of z = n — zgexp(—9), i.e. the final size is less than n, meaning not
everyone is infected. This is a very interesting result, that even for major outbreaks
we do not expect the entire population to become infected under the SIR model. In
the stochastic setting, there is a non-zero probability of all possible final sizes (for non-
degenerate parameter values), so more care must be taken for the final size behaviour;

this motivates our investigation in Chapter 2.

For the standard SIR epidemic model, denoted E, (A, T"), Ball (1986) derived the

probability of a final size k (0 < k < n), denoted Pj*, which satisfies the following set
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of triangular equations,

- (S0P _my g,
Sy () e

k=0

where ¢(s) = E[exp(—sT)] for s > 0.

Using these equations we can theoretically calculate the final size probabilities, how-
ever there are issues of numerical stability in practice. In fact, the expressions become
unstable using standard double precision for populations in the range 50 < n < 100
(see Demiris (2004)), depending upon the parameter values and infectious period dis-

tribution.

Many limiting results have been derived for the final size of a stochastic epidemic as the
population size tends to infinity, these account for a variety of models. The following
results are derived rigorously in Scalia-Tomba (1990), though we present them using

the form and notation of Andersson and Britton (2000).

For the standard SIR model, as defined in Section 1.2.2, there are two limiting results
depending on the form of the number of initial infectives. We present only the case
for a fixed number of initial infectives as the population size tends to infinity. The
alternative, having the ratio of initial infectives to susceptibles tend to a constant will

not be presented (see Andersson and Britton (2000, Theorem 4.1)).
Theorem 1.1 (Andersson and Britton (2000, Theorem 4.2))

Consider a sequence of epidemic processes Ey, o, (N, T). Assume that a, = a for all n,

and define ¢ as the nontrivial solution to

1 —exp(—Awp) = 1.

Also denote the final epidemic size by Z,, and write Z!, = Z, + a.
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If Ao <1 then Z,, — Z almost surely, where P(Z < 00) =1 and Z is the total progeny
in a continuous time branching process Eqo(\,T), initiated by a ancestors, in which

individuals give birth at the rate \ during a lifetime distributed according to T .

If \o > 1 then Z, still converges to Z, but now P(Z < o0) = ¢, where ¢ is the
extinction probability of the branching process Eqo(\,T). With probability 1 — ¢, the
sequence \/n(Z] /n—1) converges to a normally distributed random variable with mean
0 and variance

p(1 = p) + Na*yp?
(1— )2 ’

where p =1 — 1.

From the result, it follows that the limiting final size behaviour is dependent upon
whether the process is above threshold. In the case where it is, there is still uncertainty
of a major outbreak. The probability of a major outbreak can be calculated using the

branching process approxmation to the early stages of an epidemic.

Theorem 1.1 derives an importanting limiting result for the final size of an epidemic, the
behaviour is dependent upon whether the process is above threshold and is inherently
stochastic. It is an important result in epidemic theory, much work has been done to
extend these results to alternative models. For example, Ball and Clancy (1993) derive
an asymptotic result for the final size of a multitype epidemic where individuals move
among a fixed number of groups; Ball et al. (1997) derive asymptotics for a population

of households with local and global contacts.
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1.2.5 Model Extensions

The general stochastic Susceptible-Infective-Removed model described so far has many
limitations, specifically for application to actual epidemic data. The model assump-
tions usually do not reflect real-life diseases characteristics. The following selection of
extensions gives an overview of some of the progress made to adapt the simple SIR

model.

1.2.5.1 New States

Some diseases cannot be explained by the Susceptible-Infective-Removed sequence of
states. For example, for the common cold a more appropriate model is the Susceptible-
Infective-Susceptible (SIS), since the virus adapts quickly and so individuals do not
become immune. In such models the epidemic process will stop with probability one
since for stochastic models there is a non-zero probability of the process reaching the
state of having zero infectives. This is a so called absorbing state, though the time to
absorption may be infinity. Thus, to consider the behaviour of SIS models it is common
to consider the quasi-stationary distribution of the epidemic, i.e. the distribution of the

number of infectives conditional on the process not being extinct.

As another extension, we can consider that individuals have a latent period between
being infected and becoming infectious. During this stage they are exposed but can-
not spread. This new exposed state can be added to form the Susceptible-Exposed-
Infective-Removed (SEIR) model. In fact, we can build arbitrary sequences of states
from among: susceptible, infective, removed and exposed; as well as others. These
become compartmental stochastic processes, with transitions between states according

to a given model.
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The SEIR model, including a latent period is an important extension in biological
terms, since many real-life diseases have a latent period. Interestingly, if we restrict
our attention to the final size distribution of an SIR model, then the distribution is
invariant to the inclusion of a latent period, see Ludwig (1975) for details. Thus the

final size analysis of this thesis apply equally to SIR and SEIR models.

1.2.5.2 Two Level Mixing And Multiple Type Models

Thus far we have only considered homogeneous populations of homogeneously mixing
individuals. A natural extension is to relax these restrictions and allow multiple types

of individual to mix, i.e. make contacts, in more complicated ways.

Human populations generally exhibit a structure that is of importance when modelling
an epidemic. Within a population individuals will be grouped, the most obvious such
grouping is within households. It is reasonable to expect the disease to spread at a
different rate between individuals within the same household compared to between

individuals in different households.

In this example we have two levels of mixing, within household and between household.
Assigning each individual to a single household we then consider infectious contacts as
either global or local depending on if they originate outside or within the individuals

household respectively.

It is desirable to obtain threshold results for these models as for the simple SIR, see
Ball et al. (1997) and Ball and Neal (2002) for details. Firstly, the definition of the
basic reproductive number needs to be adjusted for this new setting. For the two level
mixing model Ball et al. (1997) defines R. as a generalisation of Ry, such that a major

outbreak is possible only if R, > 1 (recall that all threshold results are derived in a
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limiting sense, for any finite population a stochastic epidemic process has a non-zero
probability of any final size), where R, = Rgu, the product of the reproductive ratio
R¢ for global contacts and the mean size p of local outbreaks. Thus R, is a clump-to-
clump reproductive ratio, the expected number of clumps contacted by a clump. For

clumps of size one, R, = Ry.

Two-level mixing models can be investigated using an independent household model,
where individuals within a household are subject to a local epidemic process and a con-
stant global infection. Addy et al. (1991) consider maximum likelihood procedures to
estimate community infection rates from final size data under an independent house-
hold model. We shall apply our approach, where the household final sizes are not

independent, to the same data in Chapter 3.

For many diseases, there is a need to consider sub-populations that will have varying
characteristics, i.e. to consider non-homogeneous populations. The addition of multiple
types of infectives, where the mixing rate between types may differ, requires an alter-
native threshold result and final size analysis, Ball and Clancy (1993) derive examples

of these using multi-type branching processes.

1.2.5.3 Epidemics On Random Graphs

In Chapter 2 we shall consider an epidemic process represented as a directed random

graph, and use this representation in Chapters 3 and 4 in our inference technique.

There is a different area of epidemic modelling using random graphs to represent the
contact structure of the population, on which an epidemic process is then begun. This
is related to non-homogeneously mixing multi-level models as discussed by Ball and

Neal (2002), however the contact network is itself random.



1.2 EPIDEMIC MODELS 12

Many interesting papers exist for such models, see Andersson (1997, 1999), Newman
(2002) and Kenah and Robins (2007). The random graph social networks have been
extended to include so called ‘casual contacts’, equivalent to the homogeneous mixing

and two level mixing effects, see Ball and Neal (2008).

1.2.6 Final Size Data, Missing Data And Partially Observed

Consider a completely observed SIR epidemic model. For each individual, ¢, we observe
the time they are infected ¢;, and their subsequent removal time ¢;,, i.e. the length of
their infectious period is ¢;, —t;,. Also, we observe the individuals that are contacted
by individual ¢ during its infectious period. From these complete data, we can make
inference about the infection and removal rates in the model using techniques such as
maximum likelihood (since the likelihood can be expressed given the complete data)
or using a Bayesian approach, for example O’Neill (2002) use Markov Chain Monte
Carlo (MCMC) (see Section 1.3.2) for the case of missing data, but their method

applies equally to complete data.

Complete data are generally not available for real diseases, partly due to the difficulty
in detecting the exact times of infection and removal biologically, also the effort to

record all the observations for a moderately large population is prohibitive.

Epidemic data usually consist of the times the disease was detected in an individual,
and the period over which symptoms (or a positive result for some medical test, for
example positive swabs for MRSA) were observed. As such, the actual infection and
removal times are unknown. The scale of the epidemic in time can also be an issue,
observations will usually be recorded as daily counts; if the disease cycle occurs on a

shorter time scale then such censoring will affect any inference.
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In the extreme case, for an epidemic we record only those individuals who were infected
during the course of the outbreak, i.e. the removed individuals in an SIR model, without
any further details of when they were infected or for how long. It is thus simple to
collate the detection times into a single time point, the end of the epidemic, and each
detected individual has been infected. We then have the final size of the outbreak. See

Longini et al. (1988) for an example of final size data.

For final size data, care must be taken as to when the epidemic has ended. Obviously,
final size data is not defined for a disease where individuals are not removed, i.e. SIS or
equivalent models, nor is it complete if the end of the epidemic cannot be determined

satisfactorily.

An epidemic is said to have missing data or be partially observed if the complete
information on each individual is not recorded. The type of missing data considered
so far concerns not observing all events for an individual. Alternatively, we may only
observe a subset of the population (which may also have missing data), i.e. there are
individuals who are completely unobserved. If the fraction of the population observed

is small, then any inference about the epidemic must take this into account.

1.3 Inference And Markov Chain Monte Carlo

Given data about an outbreak of a disease, we would like to develop an epidemic model
and then fit the model to data. The model will contain a number of parameters and

we wish to infer the parameter values from the data.

There are many approaches to inference, for example the commonly used maximum

likelihood method considers the likelihood function of the model parameters given the
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data and then maximises this likelihood over the parameter space.

For any inference technique, care must be taken that the model is appropriate. Inference
can be made even for a poor choice of model, but the applicability of the results is
questionable. Model choice is not considered in this thesis, see Berger (1993) and Kass
and Raftery (1995) for a discussion of topics in the field of model choice including Bayes
factors and model averaging. For an application to epidemics, see Neal and Roberts

(2004) and O’Neill and Marks (2005)

In the following sections we shall outline the Bayesian approach and methodologies
used. For a more detailed background see for example Bernardo and Smith (1994) or

Gelman et al. (2003).

1.3.1 Bayesian Inference

Bayesian inference is a modern statistical technique for parameter estimation for a
model given data. The model must permit a likelihood and the parameters require
prior distribution. The likelihood and prior distribution are combined, using Bayes’

theorem, to compute the posterior distribution of the parameters given the data.

We introduce the following notation to express the concepts in this and following sec-
tions, alternate notation will be used for the specific algorithms in Chapters 3 and 4.
Let 0 denote the vector of parameters to the model, under the Bayesian framework the
model parameters are considered as random variables. Let X denote the outcome of
the model, itself a random variable. We may proceed given a realisation of X, namely
x, together with a likelihood of = given a parameter set, L(x|f) (a common alternative

notation for the likelihood is 7(z|@)) and a prior density on the parameters, 7(6).
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1.3.1.1 Bayes’ Theorem

We wish to derive the posterior density of the parameters conditional on the data,

i.e. m(0|x), which we obtain from the following relation

m(0|z) = x w(z|0)m(0).

This formula is known as Bayes’ Theorem. The formula can be expressed up to propor-
tionality by ignoring the integral in the denominator, which is necessary to obtain the
correct normalising constant for equality. The expression is commonly stated crudely

in words as “The posterior is proportional to the likelihood ttmes the prior”.

The integral may not permit a closed form in general. One technique to overcome
this problem is to choose an appropriate prior for the likelihood, a so called conjugate
prior. If such a prior cannot be found, then a numerical evaluation of the integral is
necessary, one such technique is Monte Carlo integration. Alternatively, Markov Chain
Monte Carlo (MCMC) is a technique that avoids the calculation of the integral and

gives an approximation to the posterior density.

1.3.1.2 Prior Distributions

The choice of prior is a matter of controversy even among proponents of the Bayesian
approach. Broadly there are two types of prior, non-informative and informative/elicit.
The former is chosen when we have no information concerning 6 and wish the prior
to reflect our lack of knowledge, i.e. not to favour one value of 6 over another. The
latter are created using an expert’s opinion, we shall not consider elicitation methods

any further in this thesis.
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As mentioned, priors are commonly chosen from parametric families for computational
convenience. In particular, if the distribution is conjugate to the likelihood, that is
the posterior density belongs to the same family as the prior, computation can be
made simpler. To avoid confusion, the parameters of a prior distribution are termed

hyperparameters.

Conjugate Prior Morris (1983) showed that exponential families, which are a com-
mon form of likelihoods, have conjugate priors. Bayesian inference techniques will work
for any prior, however for speed of computation conjugate priors can be preferable. For
example, consider observing x heads after n coin tosses, wanting to make inference
about the probability of a head. Here 8 = p, the probability of a head. Thus the
likelihood is

L) = (o -p a0

If we choose a beta distribution for the prior on p, with the hyperparameters o and 5,

thus p ~ Beta(a, )

where B(a, ) = Flf(uyoz_{(ﬁﬁ)) Then the posterior is of the form

g ()Pt (1 —p)"~p (1 — p)P!
mlple) =
fqzo B(a,B) (3)a"(1 = gn==qo=1(1 — q)f~1

pz—i-a—l(l _p)n—:c—‘rﬂ—l
- Blxt+an—-z+p3)

Thus the posterior density is again a beta distribution. We say the beta prior is

conjugate to a binomial likelihood.



1.3 INFERENCE AND MARKOV CHAIN MONTE CARLO 17

The hyperparameters of the prior are chosen to reflect our knowledge of the parameter.
For particular families it is not always possible to form truely non-informative conjugate

priors.

Proper Non-informative Priors For non-informative priors, care must be taken to
ensure all expressions are well defined. If the parameter space is finite, either discrete
or continuous, then a proper non-informative prior can be defined. In either case we

use the uniform distribution, for a finite discrete parameter space, © = {61,...,60,},

Likewise in the case of a continuous bounded parameter space, © = [a,b] for —oo <

a <b< oo,

Both priors are non-informative, giving no preference to any value of 8 in the parameter

space.

Improper Priors However, if the parameter space is unbounded then the prior may
become ill-defined. For example, if © = (—o00,00) and we choose a prior of 7(f) = ¢

for all § € O, then clearly [m(8) df = oco.

This is a so called improper prior. Inference is still possible given the additional con-

dition that [7(x]f) df = C' < co. In that case,

m(z|0)c _ m(x|0)
[ w(z|0)c df c

w(0|x) =
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then we may proceed as for a proper prior.

1.3.1.3 Sequential Bayes’

An important part of Bayesian inference is the ability to combine the analysis of mul-

tiple data sets. If x1 and x5 are independent data samples, then

m(0|z1, x2) ox Lz, x2|0)7(0)
x L(z2|0)L(x1|0)7(0)
o L(x2]0)L(x1|0)m(0)

o L(x2|0)m(8|z1).

That is, we can obtain the full posterior of 8 from x; and xo by first evaluating the
posterior density of 6 on the first data set x1, m(f|x1), then use it as the prior on € for
the second data set x2. Given an arbitrary number of independent data sets we can

update the posterior for 6 sequentially.

1.3.1.4 Posterior Estimation

Once the posterior distribution is obtained, we may plot the density function to rep-
resent the information about the parameters from the data. To summarise the density

there are two common approaches, point estimation and interval estimation.

Point estimation is a single summary statistic, usually the mean, median or mode of
m(0|x). The appropriate measure to use, either the mean, mode or median, is dependent

upon whether the density is symmetric, multi-modal or heavy tailed.
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Interval estimation generally requires a numerical approach, for a given level a we

obtain a subset C of © such that
1—a<P[Clz] = / 7(0|z) dé.
C

Such a subset C' is not unique, a commonly used set is the highest posterior density

(HPD) defined as
Cupp = {9 € 0. 71'((9\3:) > 5(0&)}

where ¢(«) is the largest constant satisfying P[C|z] > 1 — a. Thus Cypp consists of

the most likely 0 values.

An alternative simpler interval is the equal tail set. From 7(6|z) calculate the o/2 and

1 — a/2 quantiles,
Cer={0€0:0,<0<0_40}

The equal tail interval can be misleading for multi-modal non-symmetric posterior

densities. Clearly, Cgypp = Cpgr only for unimodal symmetric densities.

1.3.2 Markov Chain Monte Carlo

Markov Chain Monte Carlo (MCMC) methods are used to implement Bayesian infer-
ence by evaluating a Markov chain constructed such that its stationary distribution is

the posterior density of interest.

An MCMC algorithm is used to simulate approximate samples from the posterior dis-

tribution by generating a Markov chain. The foundations of MCMC were developed by
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Metropolis et al. (1953) and generalised by Hastings (1970). It was not until much later
that the approach appeared in the statistical community, with the paper by Gelfand
and Smith (1990). We shall now outline several MCMC algorithms. There is a vast
literature on Bayesian techniques and MCMC, for more details on the limiting theory
and other practical issues see for example Gilks et al. (1996) and Robert and Casella

(1999).

Let {Yp,Y1,...} = {Y; : t > 0} be a sequence of random variables such that Y;;
depends only on the current state, Y;. Associated with the sequence are the transition

probabilities, P[Y;11|Y:]. Such a sequence is called a Markov chain.

We wish to construct a chain such that once it reaches equilibrium, after a burn in
period and regardless of the initial value Yp, then the chain draws samples from 7 (0|z).
This is achieved by using an appropriate algorithm to sample the next element of the

chain.

1.3.2.1 Metropolis-Hastings (MH) Algorithm

The posterior density, m(f|z), is known up to proportionality, which is due to the
normalising constant. We desire a method that does not require calculating the de-
nominator in Bayes’ Theorem. The MH algorithm draws approximate samples from
the true posterior. The name is derived from Metropolis et al. (1953) and Hastings

(1970) who first proposed and developed the method.

At each time t with current state 8 the next state #¢+1) is chosen by first sampling
a candidate ¢ from a proposal distribution q(~\0(t)). The candidate is then accepted
with probability a(6®), ¢) and then #¢+1) = ¢: else rejected and the state remains the

same, i.e. 00t = () The acceptance probability « is the minimum of one and a
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ratio of the posterior and proposal densities.

™

(
(0

(60, ¢>=mm{1, ol2)g(69)]¢) }

“z)q(4]0®)

Thus the algorithm for a MH update is

Algorithm 1.1: Generic Metropolis-Hastings (MH) update for parameter vector

Propose ¢ ~ q(-]é?(t));
Evaluate a(6®), ¢);
Draw A ~ U(0,1);
if @ < A then

‘ pl+1) — b
else

‘ pt+1) — ()

I =R B R S

Recall § may represent a vector of parameters, in this case there are several possible
updates. Firstly we can update all the parameters at the same time, thus all are
accepted or rejected. Secondly, each parameter can be updated in turn. Each step of
the chain consists of n updates, where n is the length of 8. Finally, the parameters can

be updated in blocks, each parameter belonging to a single block.

1.3.2.2 Gibbs Algorithm

The Gibbs algorithm is a special case of the Metropolis-Hastings algorithm, the name

is derived from Gibbs random fields where it was first used by Geman and Geman

(1984).
Let 6 be a vector of n parameters, 01,...,60, and let #_; denote the vector with the
element 0; removed. Then 7;(6;|0_;,z) for i = 1,...,n are called the full conditional

distributions of (0|z).
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The Gibbs algorithm samples from the joint posterior distribution using the full con-

ditional distributions, by sampling each of the 6; in turn. Thus the Gibbs algorithm is

Algorithm 1.2: Generic Gibbs update for parameter vector 6.
1 For ),

2 Generate GYH) from 7T(01’9(_t)1,:1});

3 Generate 9§t+1) from 77(02]9(_%,916);

4
5 Generate 0" from W(9n|9@1,x);

The Gibbs update is a special case of the Metropolis-Hastings with acceptance proba-
bility one. The proposal distribution is the full conditional distribution, i.e. q(6;|60—1) =
mi(0:10—;). Let 00 = (6%,...,6%) be the current state and ¢ = (61, ... 6%) be the
proposed state when updating 6;. Using the fact that

7T(91,92, v 70n)
w(0a,...,0,)

7[‘1(91|92,. . ,Qn) =

the acceptance probability of such an update is

By m(¢)a(0"|¢)
a(H(),¢)—m1n{1,7r9t)Wm}

(6
t+1 pt t t |t t
:min{l, 7r(0t t9 Gn)mf&w?,...,@?)}
(65,05, ...,0L)m (677105, ...,0%)
'n{l m(0L 05, ... eg)m(eg,eg,...,eg)w(eg,...,eg)}
= ml ,
W(0§7037 .t )7-‘-1(9?‘"1’03"072)7-[-(95”9%)

= 1.

The benefit of Gibbs updates is in no longer needing to calculate and tune an acceptance

probability, since all proposed samples are used. This can result in much shorter runs to
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obtain a suitable sample. It is possible to combine the Metropolis-Hastings and Gibbs
updates into the so called Metropolis within Gibbs, as well as other update methods;
see Gilks et al. (1996) for more details.

1.3.2.3 Proposal Distributions

The Gibbs algorithm is a special case of the Metropolis-Hastings using an appropriately
chosen proposal distribution and performing sequential updates on each parameter in

turn.

For the standard MH algorithm we are free to choose an arbitrary proposal distribution

provided it is reversible, i.e. ¢(0®)|¢p) # 0.

The choice of proposal distribution directly affects the rate of convergence of the chain.
Often the proposal will have tunable parameters that are determined before the MCMC
algorithm is run. These tunable parameters, also known as scaling factors are vital to
optimal performance. The following are a selection of common proposals, for details

on convergence and performance see for example Sherlock et al. (2009)

Independence Sampler The simplest choice for a proposal distribution is one that

is independent of the current state,

a(¢160") = a(9).

This is called an independence sampler, as each proposal is independent of the chain.
Independence samplers will perform poorly if they do not cover the regions of the state
space with large posterior density, though as with many possible options in Bayesian

inference, there are situations in which it performs better. The acceptance probability
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for an independence sampler is

Symmetric Random Walk Metropolis (RWM) The random walk is a popular
choice, with the symmetric case being common due to a simpler acceptance probability.

In this case the proposal distribution is

a(¢|0®) = q(jo — 09)).

The acceptance probability is then simply the ratio of the likelihoods. Thus a proposal
with a higher likelihood is always accepted, which can cause problems with multi-modal

posteriors.

Commonly, the chosen symmetric density is a normal distribution centred at the current
state, with the variance o2 as a tunable parameter, i.e. ¢ — 0t ~ N(0,0?). This is the
original case proposed by Metropolis et al. (1953). For vectors of parameters, we can
generalise to the multivariate normal distribution letting ¢ — %) ~ N,,(0, %), where ¥

is the n dimensional covariance matrix.

Multiplicative RWM For non-negative parameters, the additive nature of the ran-
dom walk requires special attention at the boundary. Instead, let the proposal be a
random multiple of the current state, ¢ = ) exp(U) where U ~ N(0, 02). This avoids

the complication of checking for negative candidate values. The acceptance probability



1.3 INFERENCE AND MARKOV CHAIN MONTE CARLO 25

of a multiplicative RWM is

a(0®, $) = min {1

1.3.2.4 Convergence, Burn In And Thinning

The theoretical justification of MCMC states that the samples are approximately drawn
from the posterior density once the chain has reached its stationary distribution. That

is 0) as t — oo, is a sample from 7(0|z).

The speed at which this happens, known as the rate of convergence of the chain, may
not be possible to describe analytically. The proposal distribution will have a large

affect on the rate of convergence.

For example, consider a symmetric random walk metropolis with a normal distribution.
If the scale factor o2 is too small the chain will accept many small jumps and it will
take a long time to explore any tails of the distribution. Similarly, if the scale factor is

too large, the chain will often reject large unlikely jumps and it will fail to move at all.

The acceptance probability determines how often the chain will move, and there has
been much work on determining optimal scaling to give the optimal rate of convergence
and mixing. Roberts et al. (1997) derived the often quoted value 0.234, that is the
optimal scaling factor results in an acceptance rate of 0.234. The acceptance rate is
the ratio of proposed candidates that are accepted. This result has received a great

deal of attention, and its validity in a wide number of situations has been tested.

Without an analytic result for the convergence of a chain, it is necessary to adopt a

more subjective measure. For a given component of 6, a trace plot shows the history
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Figure 1.1: Example trace plot, the dotted line indicated the end of the burn in
period. There after each iteration is a usable sample from the posterior
density.

of the parameter for each iteration of the chain. An example is shown in Figure 1.1,
there is a clear initial period where the parameter 6 changes dramatically from its
initial value (an arbitrarily chosen point in the parameter space). Once this period has
finished, the plot shows a more stable variation and the chain has reached its stationary

distribution as desired.

A burn in period is the number of the initial iterations that are not used as samples
to estimate the posterior density. The number of iterations to remove is generally
determined from looking at a trace plot of the parameters. Beyond the dotted line
in Figure 1.1, we claim the chain has converged. Iterations past this point are thus

approximate samples from the posterior density of interest.

We require independent samples from the posterior in order to generate a reasonable
approximation to the density. Since each iteration is dependent upon the previous one,
the chain does not draw truly independent samples. To overcome this, a process of

thinning is applied to the observations after convergence has been reached. An example
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of thinning would be to take only every fifth sample. The amount of thinning is based
on how dependent consecutive samples are (a result of the proposal distribution) and

the total number of available samples (less those removed in the burn in period).

We can inspect the independence of samples using the Auto Correlation Function
(ACF), a measure of the correlation of a process. Let {X; : t > 0} be a process,

then the ACF between two time points, s and t is given by

R(S,t) _ E [(Xt - Mt)(XS - MS)]’

0s Ot

where X; has mean p; and variance JE.

If the process is second-order stationary, then the mean and variance are time inde-
pendent and we may approximate the ACF for a discrete finite process. Note, the
computed ACF for a chain will vary depending on the amount of thinning and the

form of the proposal distributions.

Adaptive MCMC Commonly there will be no indication as to how to set the tunable
parameters or how to choose the initial value of the chain to minimise the burn in
period. An initial MCMC run can be performed to obtain a better estimate, but for

complicated models this can be impractical.

To overcome this issue Haario et al. (2001) developed an adaptive proposal scheme, the
theory of which is developed by Roberts and Rosenthal (2007). The proposal density

is adapted for optimal scaling as the chain converges.

Adaptive MCMC can perform poorly if the chain adapts to a region of the state space
away from the posterior mode. The chain can become ‘stuck’, that is the chain remains

in a subset of the state space of low posterior density, so several runs are still required
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with varying initial conditions.

The adaptive proposals discussed are RWM using a normal distribution, for non-normal
proposals it would be necessary to check that the resulting adapted proposal conserved

the ergodicity of the Markov chain.

1.3.3 Non-Centred Parameterisations

To make inference possible for the epidemic models we shall impute some missing data,
otherwise the likelihood is intractable for the models we wish to consider. Thus we
augment the observed data set X with an imputed data set Y. Then the likelihood
for the parameters of interest is 7w(0|x,y) and the posterior is the joint posterior of the

parameters of interest and the imputed data, i.e. 7(6, y|x).

The imputed data Y = y will naturally be dependent upon the parameters 6, and the
likelihood of the observed data X = z is in turn dependent upon the imputed data.
This natural framework is called Centred Parameterisation, as the imputed data y is
centred between the parameters and the observed data. This dependence can cause

poor mixing of the chain and very slow rates of convergence.

Non-centred parameterisations and partially non-centred parameterisations attempt to
make a new data set 3 that is independent of 6. The imputed data y is then some
function of 3’ and #. This can greatly improve the mixing properties of the Markov

chain.

It is not always possible to re-parameterise the augmented data, nor is the benefit
guaranteed in all situations. For more details and a summary of non-centred methods

see Papaspiliopoulos et al. (2003), Neal and Roberts (2005), Kypraios (2007) and Jewell
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et al. (2009).

1.3.4 Approximate Bayesian Computation

The standard Bayesian approach requires the likelihood of the data x given a realisation
of the parameters 0, if the likelihood is intractable we may augment by incorporating
missing data y as additional parameters. The form of 7(x|0) or 7(x|y,0) is key to the
efficiency of the algorithm. However, if the likelihood cannot be augmented or is still

intractable then another approach is necessary.

Beaumont et al. (2002) proposed a likelihood free method named Approximate Bayesian
Computation (ABC). Originally applied to population genetics, the method was ex-
panded and investigated further by Marjoram et al. (2003), Plagnol and Tavare (2004)
and Blum (2009). Interest in ABC is growing due to its simplicity over MCMC, in

terms of coding and complexity, see Toni et al. (2009) for examples applications.

To implement likelihood free methods, the underlying stochastic process must be easy
to simulate relative to the cost of computing the likelihood. Thus, for a given parameter
set 6 we can generate an observation x’. As in MCMC, a proposal distribution is used
to generate a candidate parameter ¢, we then simulate a realisation of the stochastic
process using the candidate parameter and update 6 = ¢ if the outcome matches the

observed data, i.e. if 2’ = z.

Algorithm 1.3: Approximate Bayesian Computation (ABC) using exact match
Draw ¢ ~ w(6);
Simulate 2’ from process with parameter ¢;
if 2/ = z then
‘ accept ¢
else
‘ reject ¢

S Uk W =
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Using an exact match between the observed data z and the simulated data is only
viable if the probability of the observed outcome is sufficiently large, i.e. P[z]|6] > «,

where « is equivalent to the acceptance probability for a Metropolis-Hastings update.

Thus if the process is highly variable or of high dimensionality, the simulated data
will rarely equal the observed. In this case we may consider not only exact matches
but those that are close as well. We define a metric p between two outcomes of the

stochastic process, and a tunable distance parameter €. The modified algorithm is:

Algorithm 1.4: Approximate Bayesian Computation (ABC) using distance met-
ric
Draw ¢ ~ mw(6);
Simulate z’ from process with parameter ¢;
if p(z,2’) < € then
‘ accept ¢
else
‘ reject ¢

S Uk W =

Using ABC we obtain approximate samples from the posterior conditional on the dis-
tance. As € — oo the samples are drawn from the proposal (to simplify the algorithm
an independence sampler is commonly used, the samples are then drawn from the prior
on #). As € — 0 we obtain samples from 7(0|p(z,2") < €). The choice of € is a balance

between accuracy and acceptance.

An appropriate distance metric may not be immediately obvious, instead it is common
to use summary statistics, S(z), defining a metric in terms of them, i.e. p(S(x), S(z')).
Using sufficient statistics is related to the accuracy of the approximation, see Sousa

et al. (2009) for an example on a discussion on summary statistics for ABC.
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1.4 Previous Literature On Epidemic Models And Infer-

ence

The literature on mathematical modelling of epidemics is extensive, see Section 1.2 for
examples on the topics discussed. For a summary text, the books by Andersson and
Britton (2000) and Diekmann and Heesterbeek (2000) give background and a detailed
introduction to the area. The former discusses stochastic modelling and their statistical

analysis while the latter is focused on deterministic models.

Inference for stochastic epidemics, in particular Bayesian inference, has developed
rapidly in recent decades due to the increase in available computer power. An intro-
duction and summary of progress in the use of Markov Chain Monte Carlo (MCMC)
methods applied to SIR epidemic models is given by O’Neill (2002). In particular,
the work by Gibson and Renshaw (1998) and O’Neill and Roberts (1999) demonstrate
the first use of MCMC methods for epidemic inference. This was later expanded to
non-Markovian infectious periods by O’Neill et al. (2000) and to incorporate two-level

mixing models by Demiris and O’Neill (2005b).

Interest is not only restricted to the Markovian continuous time SIR model (and its
derivatives). For example, O’Neill and Becker (2001) return to a previously analysed
final size outbreak to consider varying susceptibility. O’Neill (2003) considers inference
for the discrete-time Reed-Frost model and Streftaris and Gibson (2004) consider infer-
ence for continuous time epidemic where infectious periods follow a Weibull distribution

using MCMC.

Modelling and inference of partially observed epidemics has also developed. Panaretos
(2007) considers a partially observed branching processes to model the early stages of

an epidemic, focusing on the probabilities of a minor or major outbreak conditioned
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on the observed process. Britton and O’Neill (2002) consider the contact structure (or
social network) underlying the epidemic to be a random graph with Bernoulli random
edges using MCMC. In addition to extending inference to multi-level mixing models,
Hayakawa et al. (2003) allowed for multi-type models where differing types have their
own infection rates. They also consider the case where the number of susceptibles is

unobserved, i.e. a partially observed epidemic.

Though MCMC methods are common in inference for epidemic models, there are a
variety of specific algorithms for specific problems. For example, the Approximate
Bayesian Computation (ABC) technique has been used by Blum and Tran (2008) to
make inference on the spread of HIV and Clancy and O’Neill (2007) use rejection
sampling algorithms instead of MCMC to obtain exact Bayesian inference and perform

model selection.

1.5 Thesis Outline

We begin in Chapter 2 studying a stochastic epidemic process using a representation
of the epidemic as a directed random graph. Properties of the representation are
investigated and various approaches to its analysis are considered and compared. The

representation removes the need for temporal analysis.

Using the directed random graph representation, an MCMC algorithm is constructed in
Chapter 3. We proceed to analyse a well known data set and compare results to previous
work for a one-type one-level model. The algorithm is adapted to include extensions
discussed in Section 1.2.5 and 1.2.6. Section 3.3 incorporates partially observed one-
type one-level models, which are extended to two-level mixing models. In Section 3.5

we extend the algorithm to accommodate an arbitrary number of levels and types,
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this general framework covers multi-type multi-level models. Section 3.6 applies the
algorithm to a previous study by Demiris and O’Neill (2005a). Finally, in Section 3.7 we
discuss practical issues of implementing the algorithm and techniques used to overcome

them.

Chapter 4 is a case study of an outbreak of Equine Influenza (H3N8) at Newmarket
in 2003. The algorithms developed in Chapter 3 are implemented and we consider
approaches to overcome the practical difficulties, in particular the length of the MCMC

runs required.

Finally, Chapter 5 gives a summary of the results of the thesis, the methods and

algorithms developed and their application to the case study data sets.
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CHAPTER 2

Conditioned Epidemic Processes

2.1 Introduction And Motivation

When investigating the behaviour of a disease, it is common to have many unobserved
events. Normally the exact infection times of individuals are unobserved, typically
only their removal times are known. Given the relative timescale for some diseases the

removal times recorded may be inadequate in detail for temporal inference methods.

Instead of considering the temporal information, we can infer something about the
infection rates from the final size alone, i.e. the number of initially susceptible individ-
uals that are infected by the end of the epidemic. By considering only the end point
of the epidemic we are potentially losing a lot of information, indeed if more complete
temporal data is available or if analysis of temporal effects such as interventions are

desired then alternative methods are required.

The non-temporal representation of the epidemic process we consider is a directed
random graph. In this chapter we shall present the relationship between the final size
of an epidemic and a digraph, then investigate the properties of the directed random
graphs. In particular, we consider a random graph conditioned on having a certain
connectedness property, which corresponds to conditioning the epidemic on a particular
final size. Being able to sample from the set of such conditioned graphs leads in turn

to Equation (2.2). In general it is also of interest to understand the distribution of
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conditioned random graphs, since such information can be used to design better Markov

Chain Monte Carlo (MCMC) algorithms.

Section 2.2 defines a directed random graph and its relationship to a stochastic epidemic
process. The correspondence between connectedness and final size is explained and

notation for the following sections is presented.

We begin by studying small graphs with less than twenty nodes, which correspond
to small populations. The graphs are first characterised by their edges, Section 2.3
considers two approaches to calculate the probability of a given connectedness in terms
of edges. Each approach is presented as a counting procedure, with the two formulae
being derived in Sections 2.3.2 and 2.3.3. The graph is then characterised by rank in
Section 2.4, with comparison to the edge characterisation and counting methods. The
correspondence with epidemic processes with varying infectious periods is made and a
general framework for an arbitrary infectious period is presented in Section 2.4.4. This
allows for a specified distribution for the infectious period, provided each individual’s

infectious period is independent and the specified expectation exists.

Numerical results are presented for the edge and generation representations, however
computational limits are reached for fairly small populations. Section 2.5 considers
discrete-time branching processes conditioned on their total progeny. These processes
can be used to approximate the connectedness of a directed random graph under certain
limiting conditions. Exact coupling of the two processes is not derived, instead, a

numerical investigation is used to demonstrate the limiting behaviour.
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2.2 Directed Random Graphs

2.2.1 Definition Of A Directed Random Graph And C-Connectedness

A directed random graph is a mathematical structure from Graph Theory, which has its
own standard notation and definitions. In this section we shall restrict our discussion to
the directed graph only. In Section 2.2.2 corresponding terms for an epidemic process
as defined in Section 1.2 will also be used. For the remainder of this chapter several
epidemic and graph notations will be used interchangeably. For Chapters 3 and 4 the

epidemic definitions will be preferred.

The definitions and theory presented in this section are sufficient for this thesis. For a
more detailed investigation of Graph Theory, including concepts not related to epidemic
modelling, see Ore (1967) and Bollobas (1998). Also Harary et al. (1965) discusses the
theory and applications of directed graphs to structural models in the social sciences,

though not with regard to epidemic modelling.

Standard Graph Theory is concerned with fixed graphs, however we are interested in
those of varying characteristics, so called Random Graphs. Again we refer the reader
to more specific literature, Bollobas (1985) for example, to explore random graphs in
more detail. There are two types of graph, directed and undirected, the correspondence
to an epidemic requires the concept of one individual infecting another, i.e. a direction

for the infection to occur, hence we consider the directed random graphs.

Define a directed random graph, G, as a collection of N labelled vertices, 1,..., N (for
finite N). Set a subset of the vertices as roots, let there be R roots (1 < R < N).
Without loss of generality we may assign root vertices the labels 1,..., R and non-root

vertices the labels R+ 1,..., N. For each ordered pair of distinct vertices (i,7), where
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1 <14,5 <N,i+# j,adirected edge from ¢ to j occurs with a probability p; ;. If the
edge (7,7) exists, we say there is a path from i to j. There are N(N — 1) possible
directed edges between all pairs of distinct points, we do not consider parallel edges or
loops beginning and ending at the same vertex. Thus a directed random graph G is a

collection of N vertices and probabilities for the directed edges between all vertices.

The edge probabilities can take many forms. We shall initially consider independent
edges, i.e. letting P[(7,7)] be the probability of the edge (i,j) being present, then
P[(4,7), (i, k)] = P[(4,5)|P[(4, k)] for all 1 < 4,5,k < N and i # j # k. More generally,
random graphs are defined in terms of the out-degree distribution of each vertex. Let
Vi be the out-degree distribution for vertex i. For independent edges, the out-degree
distribution is multinomial, though we shall initially consider the simpler case of a

binomial with parameters N — 1 and p, V; ~ bin(N — 1, p).

A directed path is a sequence of directed edges, (vi,v2), (v2,v3), ..., (Vn—1,vp). A non-
root vertex ¢ is said to be directionally connected from the root vertices if there exists
a directed path from at least one root vertex to ¢, i.e. v, = ¢ and 1 < v; < R. The
graph G, is said to be directionally connected if each non-root vertex is (directionally)
connected to the root vertices. A random graph is said to be C-connected if exactly
C non-root vertices are directionally connected to the root vertices. If C' = N — R the

graph is directionally connected.

The distance of vertex i to vertex j is equal to the number of edges in the shortest
directed path from i to j. Let d;; denote the distance of i to j. By convention, d; = 0

and if there is no directed path from ¢ to j then d;; = oo.

Definition 2.1
The rank of an individual is its minimal distance from a root verter, i.e. rank(i) =

min{dj; : vertez j is a root}.
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If vertex 7 is not connected to the root vertices, then it has an infinite distance from all
of them, hence an infinite rank. For a given random directed graph, we can summarise
the ranks of all vertices into a rank chain. The rank chain counts the number of vertices
of a given rank. Define X; to be the number of vertices of rank ¢ in the digraph for
0 <i¢< N—R+ 1. The zeroth rank contains the root vertices, i.e. Xg = R for all
digraphs, and hence the maximum finite rank for a vertex is N — R, i.e. one vertex of
each rank. Thus we terminate the rank chain at rank N — R+ 1 so that Xy_r4+1 =0
for all digraphs. Note that, Xoc = N — R — C, i.e. the number of vertices that are not

connected to the roots and are at infinite distance.

Fort =0,1,... let Y} = ZE:O X;, a cumulative total of the number of vertices and
define Z; = (X4, Y:). Then the rank chain for a digraph can be expressed as the vector
Z =(Zo, Z1,. .., ZN-R+1)-

The connectivity of a digraph can be written in terms of the ranks of its vertices, all
vertices of finite non-zero rank are connected to the root vertices. The rank chain also
encapsulates the connectivity of the digraph it corresponds to. For a given digraph

G = g with the corresponding rank chain Z = z, its connectivity is

N N—R+1 N—R
C=> Tocrank(iycoc} = »_ Witi€grank(i) =t} = > @ =yn-r— 0.
=1 t=1 t=1

Where I¢py is the indicator function, equal to one if the condition E is true and zero

otherwise.

We shall condition the random graph on its connectedness property in order to inves-

tigate its behaviour in comparison to the unconditioned structure.
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2.2.2 Epidemic Model And Its Relation To G

Recall the definition of the standard SIR (susceptible—infective—removed) stochastic
epidemic model from Chapter 1. Consider a population of N individuals, of which R
are initially (i.e. at ¢ = 0) infective and N — R are susceptible. An infective individ-
ual remains so for a period of time 77, the infectious period, a non-negative random
variable. The infectious periods of different individuals are independent. For this chap-
ter we shall initially let 77 be a point mass distribution, i.e. Tt = ¢ for some ¢ > 0.
While infectious an individual has potential contacts with other individuals within the
population at times given by the points of a Poisson process of rate % > 0. Each
such contact with another infective has no effect, while a contact with a susceptible
individual immediately makes the susceptible an infective. At the end of its infec-
tious period an infective no longer makes any contacts and is said to be removed, it
is no longer involved in the epidemic. Let S; and I; be the number of susceptibles
and infectives at time ¢t > 0, respectively. The epidemic continues until there are no
more infectives remaining, so I, = 0 where 7 is the stopping time of the epidemic,

i.e. 7 =inf{t > 0: I; = 0}. The final size of the epidemic is the number of susceptibles

who became infected, So — S = N — R — 5.

The relation between the directed random graph G defined in Section 2.2.1 and the
epidemic model is as follows (see, for example, Andersson and Britton (2000), chap-
ter 7). The R root vertices correspond to the initial infective individuals, and the
remaining vertices correspond to the initially susceptible individuals. By settting
p=1-— exp(—%TI), an edge represents an infectious contact, since the probability
of a susceptible avoiding infection from a single infective is exp(—%TI). The (random)
set of vertices that are directionally connected to the root vertices has the same distri-
bution as the set of individuals who become infected in the epidemic. Thus the number

of directionally non-root connected vertices has the same distribution as the final size
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of the epidemic.

The result is based on Ludwig (1974) (presented separately in Ludwig (1975)), which
state that for every epidemic process there is a corresponding Markov Chain which has
the same final size distribution. We construct such a Markov chain, which determines
the size of the next generation based only on current generation, this Markov chain

allows us to construct the directed random graph and study its connectedness.

2.3 Random Directed Graphs Characterised By Edges

Denote by Qﬁ, the set of all random directed graphs on N labelled vertices of which R
are roots as defined in Section 2.2.1 with out-degree distribution V. Let g be a specific

directed graph from the set of all possible graphs. There are 2V(V -1

directed graphs
on N labelled vertices if we characterise the graphs by edges, since each edge is either

present or not. Let Xﬁ(C ) be the subset of g}@ containing graphs that are C-connected.

We now consider the problem of calculating P[G = g |G € x§¥(C)], where g € G¥ and
0 < C < N —R. In other words, we are interested in the distribution of G conditioned
upon its being C-connected. It is not immediately obvious how best to describe an
arbitrary graph. A natural approach is to characterise G by the number of edges it

contains.

Henceforth we shall restrict attention to random digraphs with independent edges and
set p; j = pforall 1 <i,j <N, i%# j. Then for two specific digraphs g and ¢’ both
with [ edges (0 <1 < N(N — 1)), we have

P[G=g|=P[G=¢]=p1-p"V DT for0<I<NN-1). (21)
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The probability of a given digraph is a function of its number of edges and total number
of vertices, and all digraphs with [ independent edges on N vertices are equally likely.
In particular, this means that a natural way to calculate P[G = g|G € x&(O)] is to
evaluate P[L(G) = l|G € x&(C)], where L(G) denotes the number of edges in G. In
the sequel we will usually write L instead of L(G) for simplicity. Note, that Equation
(2.1) is only true if each edge is independent and occurs with probability p. It is simple

to generalise to vertex-dependent edge probabilities if all edges are still independent.

Specifically, if the probability of an edge emanating from vertex i is p;, and if 1, ...,IN
are the number of edges emanating from vertices 1,2,..., N in g respectively, then
N
PG = g] = [[pi (1 = pi) V¥~ 170 (2.2)
i=1

We shall not consider different edge probabilities here, since our results in this section
can not easily be extended to this situation. Theorems 2.10 and 2.12 are derived assum-
ing interchangeable edges, reducing two isomorphic digraphs to the same case. If the
edge probabilities were different per vertex the digraphs may no longer be isomorphic
in general. In epidemic terms, different edge probabilities correspond to different types
of individuals. We shall consider multi-type epidemics from an inference view point in

Chapter 3, extending the results of Section 2.4.

Returning to the single edge probability, since all random digraphs with [ edges are
equally probable, we shall need to count the number of digraphs that satisfy the C-
connectedness property of interest. For a given NV and [ there are (N (]\;_1)) digraphs.
However not all will be in the set x%(C) for a given 0 < C < N — R.

Definition 2.2

Let Aﬁ(C,l) be the number of digraphs on N labelled vertices of which R are roots,

with 1 edges and that are C-connected.
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A digraph g € g}@ consists of N labelled vertices and a set of edges each denoted (i, j),
1 <i,5 < N. A subset of the vertices are roots. Given the set of root vertices and the
distance between two vertices we have defined the rank of each vertex in Section 2.2.1.
We now introduce edge types depending upon the rank or connectivity of each vertex
at the end of the directed edge. For g € x&(C), define g + (i,4) to be the digraph g
with the edge (i,7) added, for 1 <i,j < N. Similarly g — (4, 7) is the digraph g with

the edge (i, 7) removed.
Definition 2.3

An edge (i, 7) is called Free if adding the edge to the digraph g € Xﬁ(C) does not change
its connectivity, i.e. g+ (i,5) € x¥(O).

Definition 2.4

An edge (i,j) is called Backward if the rank of vertex i is greater than or equal to the

rank of vertex j, i.e. rank(i) > rank(j).

All Backward edges are Free, though not all free edges are backward. If rank(:) < oo,
then both vertices are connected and adding an edge between them will not affect the
connectivity of the digraph (it will also have no effect on the rank of either vertex).
If rank(i) = oo, then vertex 7 is not connected to the root vertices. Since the edge is
directed, from vertex i to vertex j, adding it will not connect vertex ¢ nor will it affect
the rank of vertex j (the edge adds another path from the root vertices to vertex j
of distance infinity). Strictly Backward edges are those where rank(i) > rank(j) and

Equal Backward edges are between vertices of the same rank, i.e. rank(i) = rank(j).

Definition 2.5
An edge (i,7) is called Forward if the the rank of vertex j is greater than the rank of

vertez i and rank(i) < oo.

Definition 2.6
An edge (i,7) is called Required if it is a Forward edge and removing that edge will

increase the rank of vertex j, i.e. rank(j) > rank(i) + 1 in the digraph g — (1, 7).
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By the definition of rank, once a forward edge is added from vertex i to vertex j, the rank
of vertex j is exactly greater than the rank of vertex i by one, i.e. rank(j) = rank(i) +1

in the digraph g + (i, 7). With a digraph g, each edge is either forward or backward.

These definitions will be helpful in explaining the results of Sections 2.3.2 and 2.3.3.
In these sections we shall give two methods for calculating AR (C,1). Section 2.3.2
describes how to decompose the possible digraphs into simpler basis digraphs, while
Section 2.3.3 defines a recursive algorithm. The methods have many similar aspects,
the latter is simpler to implement practically and the former gives more information
about the underlying structure of the problem. Example output is presented in Section

2.3.4 for both approaches.

2.3.1 Digraph Connectedness Probability Mass Function On The Num-
ber Of Edges

We now consider combining the calculation of Aﬁ,(C,l), the number of digraphs on
N vertices of which R are roots such that C are connected using [ edges, with the

probability of a given digraph as given in Equation (2.1).

Since the values of A%(C, 1) for varying C' and [ are counts of the number of digraphs,
and we know the total number of possible digraphs, the counts correspond to a partition
of digraphs into equivalent classes defined by their number of edges and connectedness.

Specifically, for fixed N, 0 < R< N and 0 <1< N(N — 1),

N—-R
> agen= (M), (2.3

C=0
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and,

N(N-1) N—R N(N-1)

N(N -1 _
> oy agen- > (YY) ey
=0 C=0 =0

using the identity

b=0

We will use Equations (2.3) and (2.4) to provide a practical check of our results in

Section 2.3.4.

There are 2V(N=1) possible directed graphs on N labelled vertices, each of the N (N-1)
possible edges is either present or not. We can partition these into sets specified by
their connectedness and number of edges. Extending the notation of Section 2.3, denote
the set of digraphs on N vertices of which R are roots with C' connected (not including

the roots) and with [ edges as X% (C,1). Then,

N e N,

0<R<N,

()| = AR(C,1) for
0<C<N-R,

0<1<N(N-1),

and

Following from Section 2.3, we assume each edge is present independently with prob-

ability p. Thus the number of edges present in a random digraph is distributed bi-
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nomially, i.e. L ~ Bin(N(N — 1),p). For a digraph G € G we are interested in
P[L(G) = I|G € x§(C) c G§].

Given L = [, all digraphs are equally likely, so

AR(C l)
_ R 7 AN\
P[G=gexyO)|L=1]= mv
l
and
N(N -1 1)
P[Lzl]=< ( l )>p’(1—p)N(N v
whence

N(N-1)
PG e xR(O) = > AR(CDp (1 —pNN-D (2.5)
=0

Using Bayes’ Theorem we have

P[L =1|G e x&(C) c GR] =
_ PG exR(O)|L=1P[L=1]
P[G € Xﬁ(C)]
P[G e xR(C)|L = ]P[L = 1]
TV Ple XE(O)|L = KP[L = K]

AR (G pt (1—p) VN1
_ ZkNioNﬁ) AR(CR) o (_p) V-1 C< I <N(N—-1)—(C+R)(N—(C+R)), 26)

0 otherwise.

The range of [ given in Equation (2.6) is derived in Theorem 2.12 in Section 2.3.3.
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In the special case when p = 1/2, Equation (2.6) reduces to a ratio of digraph counts,

AR(C D)

PIL = Ilg € xE(C).p=1/2] = .
" S AR(C k)

2.3.2 Counting C-Connected Digraphs Using Basis Digraphs

In order to partition the set of all possible digraphs according to their connectedness,
we shall use the underlying structure of such a partition. Each partition can be reduced

to a set of minimal digraphs which form the basis of all other digraphs in the partition.

If g € x&(O), then there may exist other digraphs ¢’ € x¥(C) which comprise of all
the edges of g with additional free edges added, i.e. ¢ = g+ (i1,41) + -+ + (in, jn) for
some n and vertex pairs i,j where (4,7) is a free edge. Note that both g and ¢’ are

both C-connected as the additional edges are free.
Definition 2.7

A digraph g € Xﬁ(C) s a basis if there are no backward edges in g, i.e. there are only
forward edges. It is a minimal basis if there are no free edges and a maximal basis if

all free edges are present.

Consider the three digraphs below. the middle digraph can be seen as a minimal basis
for the ones either side. The two outer digraphs consist of the middle digraph with two

additional backward edges.

3 [/éi% AN N
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In fact it is a minimal basis for three-connected digraphs on four vertices of which one

if a root.

The digraph g has labelled vertices, however, since all edge probabilities are equal and
we are characterising the digraph by its number of edges, we can consider two digraphs
g and ¢’ to be isomorphic if one is obtained by permuting the vertex labelling of the

other.

To count the number of C-connected digraphs with [ edges, i.e. Aﬁ(C, 1), we will find the
set of C-connected bases. Then find the number of digraphs that have [ edges in total
on each basis. This amounts to decomposing the A% (C,1) into a sum with binomial

coefficients, one per basis and accounting for the number of isomorphic digraphs.

We shall consider a simple example first, then a more complex example and finally
present a general theorem for decomposing all possible digraphs characterised by their

connectedness and edges into bases.

Example (N, R) = (4,3)

Let us consider the case where N = 4 and R = 3, i.e. four vertices of which three are
roots. There are 244~ = 212 = 4096 possible digraphs in this case. There are two
possible classes of digraph, 0-connected or 1-connected, since 0 <K C < N—-R=4-3 =

1.

Figure 2.1 shows all the basis digraphs (for zero and one connected digraphs) up to
isomorphism, since we arbitrarily label the vertices. For example, consider Figure
2.1(b), by relabelling the root vertices from 1,2 and 3 (reading from left to right) to

1,3 and 2, the two digraphs are the same in terms of their edge structure.
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1 2 3 1 2 3
| @ @ ® @ @
O O
4 4
(a) Only Basis for C =0 (b) First Basis for C = 1
with one forward edge
1 2 3 1 2 3
L @ [ o o @
O O
4 4
(c) Second Basis for C' =1 (d) Third Basis for C = 1
with two forward edges with three forward edges

Figure 2.1: All basis digraphs up to isomorphism of four vertices with three roots,
covering both C' = 0 and C' = 1 (connectedness). The four vertices are
labelled, however this is not all possible digraphs.

Let us consider A3(0,1), the number of digraphs with [ edges that are 0-connected. For
such graphs there can be no edge from a root vertex to the single non-root vertex. This
discounts 3 edges, i.e. (1,4), (2,4) and (3,4), where (4, j) denotes an edge from vertex
i to vertex j, from the total number of possible edges, 4(4 — 1) = 12. In this case the
remaining 9 edges cannot affect the connectivity of the digraph. This is easy to check
by looking at Figure 2.1(a), since adding any edge apart from the three excluded means
vertex 4 cannot become connected. These 9 edges are backward, they emanate from
a vertex of rank greater than or equal to the one they go to and thus do not affect

connectivity of the digraph.

If we specify that there are [ edges, then [ < 9 otherwise the digraph will not be 0-

connected. We have nine possible edge locations from which to choose the [ specified,
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i.e. choosing I from among the 9 backward edges. Thus,
3 9
A3(0,1) = ; for 0 <1< 12, (2.7)
where we use the convention that for integers a > 0,0,

<a> 0 ifb>aorb<0,

(a—aib!)'b' otherwise.

Moving on to A3(1,1), i.e. the number of digraphs with [ edges that are 1-connected,
we must have at least one edge from a root vertex to vertex 4. However, we must take
care to account for all such digraphs. The three edges (1,4), (2,4) and (3,4) are of
special importance, they are forward edges. From these we can deduce the three basis
digraphs shown in Figures 2.1(b), 2.1(c) and 2.1(d). Each of these three basis digraphs

has one required edge, to connect vertex 4 to the root vertices.

The first, Figure 2.1(b), has only one forward edge which is required. Thus the first
digraph is the minimal 1-connected basis. The second, Figure 2.1(c), has two forward
edges either of which can be removed without effecting the connectivity, i.e. one of
the two edges is free. Figure 2.1(d) has three forward edges between rank zero and
rank one, any two of which are free. All three of these bases have the same number of

potential backward edges, they differ in the number of forward edges that are used.

For a given basis graph we again wish to find the binomial coefficient formed of the
number of potential backward edges and the number of these to choose, which is [ less
the number used as forward edges in the basis. Finally we must find the number of
digraphs isomorphic to a given basis, which is a product of binomial coefficients we

shall collectively call the isomorphism coefficient.
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C\L|O0O 1 2 3 4 5 6 7 8 9 10 11 12
0 1 9 36 84 126 126 84 36 9 1
1 3 30 136 369 666 840 756 486 219 66 12 1
Total | 1 12 66 220 495 792 924 792 495 220 66 12 1

Table 2.1: Values of A3(C, 1) using basis decomposition. Zero values are left blank
for clarity.

In this case we obtain,

A§(1,1)—3<l_91>+3<l_92>+<li)3> for 0 <1< 12. (2.9)

Each of the terms corresponds to a basis digraph in Figure 2.1. Consider the first term,
3(131) (Figure 2.1(b)). The factor of three accounts for the three sets of isomorphic
digraphs. The nine backward edges that cannot affect connectivity are the same as for
the O-connected case, but for this basis we need one forward edge to be assigned. This
forward edge is in addition to the nine backward edges, so we obtain the term [ — 1 in
the binomial coefficient, i.e. we can assign one to ten edges in total, one forward and
nine backward. A similar argument yields the terms in (2.9) relating to the other two

basis digraphs.

Equations (2.7) and (2.9) are expanded fully in Table 2.1. The bases decompose the
digraphs into isomorphic digraphs with forward and backward edges, which can then
be combined as binomial coefficients representing the choice of [ less the forward edges
from among the backward edges. For [ > 9 there are not enough backward edges on
the 0-connected basis, so no such digraphs exist. Similarly, if [ = 0 then there are not

enough edges to attain a 1-connected digraph.

It is simple to check Equation (2.3) for the decomposition using the relation

() -G+ ()



2.3 RANDOM DIRECTED GRAPHS CHARACTERISED BY EDGES 51

Applying the relation iteratively,

2 Men = @ +3(131> “’(1—92) ! <133>
B K?) i <l—91>] . Kl—gl) " (zfzﬂ i KzL) * <z_93>]
- (V) +2( 20 +(2)
()= ()= ()

satisfying Equation (2.3).

Example (N,R) = (4,1)

Now consider a single root vertex and three non-root vertices, so that the possible values
of connectedness, C are 0,1,2 and 3. We shall use the terms forward and backward
to describe edges as before, as well as using a concept of distance between vertices to

define rank.

For the 0-connected basis, we proceed as before. From Figure 2.2(a), there are no
forward edges and nine backward edges. Recall, all backward edges are free, i.e. it can
be added or removed and not affect the connectivity and is to a vertex of less than or

equal rank than from where it emanated. Thus,

A4(0,1) = (?) for 0 <1< 12. (2.10)

Now suppose we add the edge (1,2) to Figure 2.2(a), giving a 1-connected basis. Clearly
there is only one such basis up to to isomorphism. We can select (1, 3) or (1,4) instead,

hence the isomorphism coefficient is three.
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1 le
° |
20
o o 0 {9
2 3 4 30
(a) Only Basis for C =0 (b) Basis with maximum

distance for C' = 2

Figure 2.2: Two basis digraphs up to isomorphism of four vertices with one root.
Only one of the two basis digraphs for C' = 2 is shown.

In this case there are only seven backward edges. Assume without loss of generality
(1,2) is the forward edge, other choices are accounted for up to isomorphism. Then
vertices 3 and 4 are not connected and have infinite rank. Hence, from vertex 2 there is
only one backward edge, i.e. (2,1). There are three backward edges from both vertices
3 and 4, giving the total of seven backward edges. The edges (2,3) and (2,4) would
be forward edges if added, they would alter the connectivity of the digraph making it

a different basis for a higher connectedness. Thus for the 1-connected basis,

A, ) = 3(1 _7 1) for 0 <1< 12. (2.11)

For 2-connectedness we must take care to define the bases correctly. In Section 2.2.1
the rank chain was defined, this sequence counts the number of vertices of a given finite
rank. The total number of vertices of non-zero finite rank is the number of connected
vertices. The bases can be summarised by a rank chain, which characterises the forward

edges used.

To be 2-connected, both vertices can have rank one, or a single vertex of rank one then
a single vertex of rank two. No other rank chains are possible, for example if both

vertices are rank two, there must exist a rank one vertex which is a contradiction since
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the other vertices are rank zero and infinity respectively.

The latter case is shown in Figure 2.2(b), with the rank chain Z = (1,1,1,0). The
isomorphism coefficient is the product of binomial coefficients for choosing individuals
to be of each rank. The rank one vertex has (:f) choices and the rank two vertex has
(%), giving (?) (?) = 6. For this basis, the number of backward edges is six: (4,1),
(4,2), (4,3), (3,1), (3,2) and (2,1).

For the other 2-connected basis, with rank chain Z = (1,2,0), we can augment Figure
2.2(a) by adding the edges (1,2) and (1,3). There are three such isomorphic digraphs
having seven backward edges. We combine the possible digraphs by adding the totals
from each basis. Hence,

Ab(2,1) = 6<l f 2) +3<l_72> for 0 <1< 12. (2.12)

Note in both 2-connected bases we had two forward edges, both of which were required
making these minimal bases. In order to have [ edges, two must be assigned as the

forward edges leaving [ — 2 edges to be chosen from among the backward edges.

Finally we consider 3-connectedness, there are five basis digraphs as shown in Figure
2.3. Figures 2.3(a), 2.3(b) and 2.3(c) correspond to the rank chains (1, 3,0), (1,1,1,1,0)
and (1,1,2,0) respectively, the basis shown in each figure is minimal and so consist

entirely of required edges.

Bases 2.3(d) and 2.3(e) have the same rank chain, i.e. (1,2,1,0). They differ in the
number of forward edges between the first and second rank. Both are basis digraphs,
as they contain no backward edges. Figure 2.3(d) is the minimal basis for the rank
chain (1,2,1,0) whereas Figure 2.3(e) is the maximal basis, it contains every potential

forward edge.
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o, Ny

(d) (e)
Figure 2.3: All basis digraphs up to isomorphism of four vertices with one root
which are three-connected.

Given the five basis digraphs, we can count the number of backward edges on each, for
the choice of forward edges write down the isomorphism coefficient and combine all the

terms. For the bases 2.3(a)— 2.3(e) respectively,

- 00200 D6
-OOBE-O0L)

collecting terms gives,

9 6 7 7
_ <1<12. .
(l—3>+6(l—3>+9<l—3>+3(l—4> for 0<l<12.  (2.13)
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Again we can check Equation (2.3), that the sum for a given [ is as expected,
3
12
> Al(e,l) = ( l ) for 0 <1< 12.

General Basis Decomposition

We now derive a general form for the decomposition of a digraph into component bases
that will yield A% (C, L). We begin by stating several lemmas that will be required for
Theorem 2.10.

For c-connectedness, excluding non-connected vertices the largest attainable rank is
c. This corresponds to the rank chain Z = (R, x1,...,2¢,0) = (R,1,...,1,0), where
x; =1 for 1 < i < ¢ If we remove the zeroth rank and the terminating rank, ¢ + 1,
then we have a sequence of integers of length k that sum to ¢ € Z. This is a partition

of ¢ into k parts.

Lemma 2.8
For c € N, there are (;j) partitions of ¢ into 1 < k < ¢ parts and 2°~' partitions in

total.

A basis is characterised by its rank chain and the number of forward edges. A forward
edge, (i, j) for vertices i, j in g, is such that vertex j has rank one greater than vertex i.
By the definition of a forward edge, vertex j has a greater rank than vertex ¢, however
by the definition of rank, if the edge (i,7) is present then the rank of vertex j can be
at most one greater than that of vertex ¢. From the rank chain we can find the number
of vertices of two consecutive ranks, then all bases on this rank chain will assign edges
between the minimal and maximal number possible. The Inclusion-Exclusion Principle

can be used to find the number of possible forward edges.
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Lemma 2.9

Let u and x denote two consecutive ranks in a rank chain. The number of potential
forward edges is ux. The number of ways to assign e edges from among the potential
forward edges such that all x vertices are connected is

(7) -2 ())

j=1

which is zero if e > ux or e < x (since at least x edges are needed to connect x vertices).

Proof
Denote by R the set of all assignments of e edges from u vertices to x vertices. Then

clearly

ux
rI= ("),
e
R may include assignments that do not connect all x vertices. Label the x vertices

1,2,...,z and let R; denote the set of assignments where vertex ¢ is not connected, for

1 <4 < z. The number of valid assignments, such that all z vertices are connected is,

R| = [R1 U~ URyl.

Using the Inclusion-Exclusion Principle we can express the size of the union of sets as

a sum of sizes of intersections,

RiU-URe = > Ryl= D [RyNRyl+-+ (D" RiN - NRy.
1<ii <z 1<y <ig<z

It is possible to express these terms in closed form. The set R; is all assignments where

vertex ¢ is not connected, which is equivalent to all the possible assignments without

vertex i being present, i.e. |R;| = (u(xe_l)). The summation is equivalent to selecting
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one vertex from the z to remove. Thus
x\ (u(x —1)
> ral=(7) ("),
1<i1<x

Similarly, for |R;, N Ri,| we can consider all assignments where vertices ¢; and iy are
removed. The summation, over all 41 and i5 such that 1 < i1 < i < x is equivalent to

choosing two vertices to remove from the z. Thus,

> IR NRy| = <923> <u(1:€— 2)>.

1<i1<i2<x

Continuing for all terms of the expansion, we obtain the following,

e anse () (G ()

For the final term in the summation, | = z, the assignment binomial coefficient becomes
(“(ng)) = (7), which using the definition of (2.8) is zero if e > 0. This is consistent
with our definition, as Ry N --- N R, is the set of all ways to assign e edges from u

vertices to no vertices (all excluded) which is zero if e > 0, so we can reduce the range

of [ to, 1<l <z—1. O

Figure 2.4 shows an example of Lemma 2.9 where u = 2, x = 3 and e = 3. The grey
boxes denote removed vertices for the inclusion-exclusion calculation. In full we have

the total number of valid assignments as,

() - (O - %)

—20 — (3(4) — 3(0)) = 8.
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O/O O / O/

Figure 2.4: Example of Lemma 2.9 using the Inclusion-Exclusion Principle to de-
termine the number of valid edge assignments when v = 2, * = 3 and
e = 3. The first figure shows the case of interest, assigning edges that
fail to connect the three target vertices, the second shows the number
of ways to do this by excluding one of the target vertices, and the final
figure excludes two vertices.

The three terms above are illustrated in Figure 2.4, firstly the unrestricted assignment,
then having removed one vertex and finally removing two. It is impossible to assign
three edges in the third case since there are only two potential, hence the zero for the

final term. It is easy to verify the eight possible assignments explicitly.

We can now derive a general expression decomposing any C-connectedness on g € gﬁ
into components corresponding to basis digraphs.

Theorem 2.10 (Digraph Bases Formula)

Let Aﬁ(C’,l) be the number of digraphs on N wvertices of which R are roots with | edges
such that C' non-root vertices are directionally connected to at least one root vertez.

Then,

)

{z(m) :1<m<20*1}

S | (G B S G

e1=x1 ep==xy

0<C<N-Rand0<1<N(N-1). (2.14)
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Here Z™) s the mth partition of C into parts with the zeroth position set to R and
a running total, i.e. Z™ = (R, Z1,...,2Z) for some 1 < k < C, Z; = (x4,y;) and
Yi = Zi:l Tt

Proof

Firstly, we notice that all bases can be classified depending upon their rank chain, Z
and the number of forward edges. Thus the first summation is over all possible rank
chains. By Lemma 2.8 there are 26~1 possible partitions which correspond to rank

chains with suitably amended vectors (adding g = R and zj41 = 0 for partitions of

length k). The sum is indexed by the mth partition.

Given a rank chain, we must assign the labelled vertices to each rank. This comprises
part of the isomorphism coefficient, relating to the choice of vertices. The number of
ways to assign the vertices is

k
H (N - Z/il)
i=1 i ’
where k is the length of the current partition and yg = x¢9 = R, since for each rank we

must choose z; vertices from those that remain, i.e. N —y;_1.

For a given partition, corresponding to a rank chain, bases are characterised by the
number of forward edges connecting each rank with the next. Let e; denote the number
of edges assigned to connect the x; vertices of rank ¢ from rank ¢ — 1 consisting of x;_1
vertices. The minimal number of edges, i.e. the number of required edges is z;. The
maximal number of edges is x;_1x;, every possible edge from rank ¢ — 1 to rank ¢. The
k summations for each rank determine the number of forward edges to assign, having

the form

ToT1 Tp—-1Tk

e1=x1 ep=xy
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for a partition of length k. Note the amended vector, including xg = R is required.

For the current partition, once the total number of forward edges is chosen, i.e. Zle €,
we can write the binomial coefficient corresponding to the number of ways to assign the
I less the number of forward edges among the potential backward edges. The number
of backward edges from rank ¢ is all the edges among vertices of rank ¢ and to vertices
of lower rank. There are z;(z; — 1) edges among the rank i vertices and x;(y;—1) edges
to vertices of lower ranks. Hence the binomial coefficient for the bases with partition

Z and ey, eo, ..., e, forward edges is

(Zi l’iyz—_l Eﬂfz(l‘z - 1)> _ (ZZ ii(zyi‘fl))

since by definition, y; = x; + y;—1.

Lastly, the other component of the isomorphism coefficient accounts for isomorphic
assignments of the forward edges. In this case, the number of ways to assign the e;
edges between each rank. Using Lemma 2.9 and taking the product over all the ranks

completes the proof. O

2.3.3 Counting C-Connected Digraphs Using A Recursive Approach

Theorem 2.10 provides a constructive approach to calculating A% (C, 1), the number of
digraphs that have N labelled vertices of which R are roots and have L edges resulting
in being C-connected. However, though mathematically acceptable the approach is not
simple to implement as the decomposition must consider the entire problem at once.
Specifically, the partitions become very large for moderate N, making explicit basis

decompositions difficult to express.
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Instead of determining the basis digraphs we can consider a recursive approach. Roughly
speaking, by adding edges we then reduce the problem to one on a sub-digraph with
fewer edges and vertices to consider. This continues until we reach a trivial assignment
of edges. At each step we consider vertices of the next rank until C' vertices have been

connected.

Of interest is the number of digraphs characterised by the number of edges, so the
number of edges [, and the connectedness C' are fixed constants in the recursive formula
(as well as N and R). For each rank, we track the number of edges assigned from the
initial [ and the number of vertices connected so far. The edges assigned at each rank

will be either backward or forward in type.

For Theorem 2.10 we considered the total number of forward and backward edges to
obtain the binomial coefficients, instead we shall now choose these at each rank. The

two approaches are different formulations of the same problem.

For a given rank t for 0 < t < C' 4+ 1, we write k£ to denote the number of vertices
of rank ¢, n to denote the number of already connected vertices (not including the k

vertices of rank t) and m to denote the number of unconnected vertices.

We can relate these variables to the rank chain of the digraph, ie. k = 24, n = y1
and m = N — y;. The recursive approach is a way to count the number of digraphs
without having to consider the whole rank chain at once, thus we shall avoid using the

notation of rank chains but still use the definition of rank.

For each rank the total number of vertices is clearly constant, i.e. k+m +n = N. At
rank ¢, a number of edges will be assigned (both forward and backward) from the fixed
total [, leaving [ unassigned edges. When [ = 0 we want to have connected C' vertices

to the roots, leaving m = (N — R) — C unconnected.
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At each rank, we calculate the number of digraphs that have k root vertices and m non-
root vertices that connect C' —n — k of the m vertices using [ edges. The | edges must
emanate from the current k& roots and must connect the required number of vertices

from the m non-roots. The [ edges may also link with the n already connected vertices.

Definition 2.11
Let Belk,m,n,l] be number of ways of assigning | edges from the k roots such that

C —n —k of the m non-root vertices are connected.

Then Aﬁ(C, [) is the sum of all the possibles sub-digraphs from rank 1, each of which is
a sum of possible sub-digraphs from rank 2 and so on recursively, ending at a trivial sub-

digraph. A trivial sub-digraph is one for which we have a closed form for Ba[k, m,n,l].

To illustrate the recursive algorithm, consider Figure 2.5(a) where N = 8 and R = 1,
with the aim to calculate Aé(él,l) for 0 <1 < N(N —1). The following presents
the concept of the counting method without explaining the edge assignment in detail.
We begin by considering the initial root vertices, i.e. rank 0. There are no previously

connected vertices, so (k,m,n) = (1,7,0).

For example, select two vertices to be of rank 1. Assign a number of forward and
backward edges, j to connect the two vertices leaving | unassigned edges of the fixed
initial number [, i.e. [=1- j. Then, we consider rank 1 to be the roots of a sub-
digraph, with fewer vertices and fewer edges to assign. In this example, the rank 1
sub-digraph has two root vertices, five non-root vertices and one already connected,
ie. (k,m,n) = (2,5,1). The problem is now reduced to a smaller digraph, and we
continue by setting the number of rank 2 vertices as two say. These then become roots
of a new sub-digraph at rank 2 where (k,m,n) = (2,3,3). At this point the recursion

stops, we have connected 4 vertices as specified.
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(a) Example (k,m,n) Sequence: (1,7,0), (2,5,1), (2,3,3)
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(b) Example (k,m,n) Sequence: (1,7,0), (1,6,1), (3,3,2)

Figure 2.5: Example recursive steps to calculate A}(4,1), showing the root vertices
of successive sub-digraphs. The shaded group of vertices are the current
root set, the unshaded group are those vertices that have already been
connected.

We have not yet discussed the details of choosing the number of vertices in the next
rank or the number of edges to assign, they will be discussed in the proof of Theorem

2.12.

The rank of a vertex is always defined with respect to the original digraph, thus the

roots of a sub-digraph will have a non-zero rank.

Returning to our example, choose a single vertex to be of rank 1 and three vertices for
rank 2 as shown in Figure 2.5(b). The diagrams for choosing one or two vertices at

the rank 2 are not shown, in fact there are eight possible paths resulting in different
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Rank Number of vertices in rank
0 1
1 1 2 3 4
2 1 2 3 1 2 1
/N | X | a
3 1 2 1 1
4 1

Figure 2.6: Tree diagram showing all choices of rank for calculating A}(4, L). The
grey circles denote trivial sub-digraphs and are the end points for the
recursion. The black triangle and star mark the sequences shown in
Figures 2.5(a) and 2.5(b) respectively.

choices at each rank.

The example is to calculate Ai(4,1), from Lemma 2.8 there are 24~!

= 8 corresponding
rank chains. Unlike the basis approach, we do not consider all chains at once, but
search them recursively by choosing the number of vertices in each rank successively.
This search is shown in Figure 2.6. The grey circles denote trivial sub-digraphs, where
the desired connectivity has been reached leaving only backward edges to be assigned.

The choices at each rank for Figures 2.5(a) and 2.5(b) can be traced in Figure 2.6,

along with all the other possibilities.
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Theorem 2.12 (Digraph Recursive Formula)
Let A]%(C, l~) be the number of digraphs on N vertices of which R are roots with | edges

such that C' non-root vertices are directionally connected to at least one root vertez.

Then,
) 0<C<N-—R,
) B¢[R,N — R,0,1] for
AR(C,D) = C<I<N(N-1)—(C+R)(N-R)-C),
0 otherwise.
(2.15)
If m= (N — R) —C, then
1<k<C,
2 _ 0<m<N-—-R,
Belk,m,n,l| = (m +(l<:+n”;)(k:+n 1)> for (2.16)
0<n<N,

otherwise,

Belk,m,n,l] =

m—((N—R)-C) m min(l,k(k+n—1+r))
2 < > Z BC[T,m—r,k:+n,l—j]oz(k‘,n,r,j) )

T
r=1 j=max(r,l—m(k+m+n—1))

(2.17)
where

a(k7 n’ r?]) =

min(j,kr)

w:max(r,jzk(kJrnl)) (k(kj_—llj ”)> { <IZ> N ﬁ(_l)ll G) (k(rw_ l)> } (2.18)
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Proof

We obtain Equation (2.15) from the definition of Bg[k, m,n,l], the sub-digraph count.
The initial digraph has R roots giving k = R; there are N — R non-root vertices which
are initially unconnected, so m = N — R; there are no previously connected vertices

initially, so n = 0 and we wish to assign lNedges, 1=1.

The count is zero if [ < C, i.e. if there are not enough edges to connect C vertices.
Likewise, conditioned on C-connectedness, there are edges that cannot be assigned. In
particular, there cannot be any edges from the R+ C' vertices that are to be connected
to the (N —R)—C which must remain unconnected, in total (R+C)((N—R)—C). Thus
if the number of edges to assign is greater than the total number less these forbidden
edges, i.e. [ > N(N —1) — (R+ C)((N — R) — C), then some of these edges must be
assigned, connecting at least one of the vertices that is to be left unconnected, violating

the C-connectedness.

The stopping conditions of the recursion are the trivial sub-digraphs, which are reached
once we have connected the required C' vertices, i.e. when m = (N — R) — C. Also
I = 0 is a stopping condition, but if this occurs before connecting C' vertices the valid
sub-digraph count would be zero (in fact, we shall select the sub-digraphs such that

this does not occur).

When m = N — (C' + R) and we are conditioning on C-connectedness we do not want
to connect any more vertices. Thus we must assign all remaining edges as backward
edges, i.e. those that connect to a vertex of equal or lower rank. The number of ways
to do this is a binomial coefficient, choosing the [ edges left to assign from among all

possible backward edges from the rank that triggered the stopping of the recursion.

The backward edges are the following: m(m — 1) edges between the m unconnected

vertices; k(k — 1) between the k vertices of the stopping rank; m(k + n) edges from
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the m unconnected to the k4 n connected vertices (since these are directed edges they
will not connect any of the m vertices to the roots) and finally the kn edges from the
k vertices of the stopping rank to the previously connected vertices. Adding the totals

for the four types of backward edge together gives

m(m — 1)+ k(k — 1) + m(k +n) + k(n) = m* + (k+m)(k +n — 1)

potential backward edges, from which the [ remaining edges must be assigned, giving

Equation (2.16).

For m > (N — R) — C there is no simple closed form for the number of sub-digraphs.
However, given a (sub-)digraph with k root vertices, m unconnected vertices and n pre-
viously connected, then B¢k, m,n,l] denotes the number of such (sub-)digraphs that
have [ edges assigned resulting in the original digraph being C-connected. By choosing
the number of vertices of the next rank we can reduce to this sub-digraph (denoted by
prime) and count the number of possible digraphs of that form, i.e. Bi[k',m/,n',l'].
Hence Belk, m,n,l] is the sum over all possible sub-digraph counts. Denote by B and

B’ the digraph and a particular sub-digraph.

We shall now explain the details of Equation (2.17) (Figures 2.5 and 2.6 show an
example that we shall refer to). Firstly, select the number of vertices of the next rank,
k', for clarity we shall relabel this as r. If we are not at a stopping point then r > 0
and r < m — ((N — R) — C)) by the C-connectedness condition, otherwise we would
connect too few or too many vertices. There are (T) ways to choose the r vertices from
the m unconnected (this is the number of unconnected vertices in the digraph B, we

select the new root vertices for the sub-digraph B’ from the m unconnected vertices in

B).

Given the set of vertices in the next rank, it remains to select the number of edges to
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assign from the current vertices to those in the next rank. These j edges will connect
the k root vertices of B to the k' = r root vertices of B/, and may also include backward
edges. If we assign j edges to link B to B’ (i.e. connect the root vertices of B’ to B’s
roots) plus backward edges, then we carry forward | — j edges to the sub-digraph B’,
ie. I’ =1—j. Denote by a(k,n,r,j) the number of ways to assign the j edges among

the potential forward and backward edges.

We have now reduced to a smaller sub-digraph by choosing ¥ = r and I’ =1 — j, the
k roots of B become part of the set of previously connected vertices thus n’ = n + k
and since the total number of vertices is constant m’ = m — r. Without considering

the limits of indices, we have Equation (2.17) roughly as,

Belk,mn,l] =" <’:‘) S alk,n, K, j) BolK m! w1

k! j
m . .
:Z< )Za(k,n,’l“,j)BC[T‘,m—T‘,TL—Fk',l—]}-
r " 7
The number of digraphs of the form of B is the sum of all possible sub-digraphs B’ for
all choices of r and j, with coefficients (T) and a(k,n,r,j) accounting for the number

of ways to choose the new roots and assign the edges respectively.

The range of root vertices for B’, given that the sub-digraph B was not a stopping point
of the recursion, i.e. Equation (2.16),is 1 <r <m — ((N — R) — C). The range for j
is more complicated, since it must account for the number of edges required to achieve
C-connectedness and the number of potential edges in subsequent sub-digraphs. It is
not strictly necessary, since any specification which cannot achieve C-connectedness
would have a count of zero, however specifying the range on the indices exactly leads

to much faster implementation on a computer.
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In the sub-digraph B’ the total number of potential edges of any type is,

K —1)+Km +2)+m'(m —1)+m' (K +2') =K +m" )& +m' +n —1),

ignoring any connectedness condition (the total edges from the k' roots and m’ un-
connected vertices to all other vertices, not allowing any loops). Thus I’ must be less
than this, otherwise there would be too many edges to assign and not enough possible

places. Hence,

<K +mYK +m' +n' —1),

and substituting ' =1 —j, K =r,m'=m —rand n' =n +k,

l—j<(r+m-r)(r+m—-r+k+n-1)

j>l—m(k+m+n—1).

Also, j must be at least r to connect the r vertices to the roots of B. Combining these

two bounds, we have

j > max(r,l —m(k+m+n—1)).

For the upper bound, j is trivially bounded above by [, the total number of edges
available. However, there is also a limit to the number of edges that can be added to
link B to B’. Specifically, k(k — 1) within the roots of B, there are k(r) forward edges

from the roots of B to the roots of B’ and finally k(n) possible edges form the roots of
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B to previously connected vertices. Again, combining these two bounds we have
J <min(l,k(k+n—1+r)),

which completes the derivation of Equation (2.17).

Finally we consider the coefficient a(k, n,r, 7), the number of ways to assign the j edges
linking digraph B to B’. The j edges must connect the chosen r root vertices of the
next rank and they must not connect any of the other m — r vertices (otherwise it

would violate the choice of r).

The number of ways to assign the j edges must first determine the number of those
edges that are to be forward edges, connecting the k root vertices of B to the ¥ = r
root vertices of B’. Let w be the number of forward edges assigned, leaving j — w to

be chosen from among the potential backward edges.

The number of potential backward edges is k(k — 1) + kn, from the k root vertices to

the k root vertices of B and to the previously connected vertices. Thus the number of

k(k;1+n)).

ways to assign the j — w is ( i

The forward edges are those that ensure the r vertices are connected. They are chosen
from all the edges between the k and r vertices, i.e. there are kr possible edges of which

we choose w. Using Lemma 2.9, the number of valid assignments is
kr . {7\ (k(r—=1)
- —1)t :
() - (Z ()

Hence a(k,n,r, j) is the sum of the number of ways to assign the j —w backward edges

and w forward edges over all values of w.
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It remains only to place limits on the range of w. The upper limit is the smaller of
either the number of edges to assign on B, i.e. 7 and the number of potential edges,

kr, giving
w < min(j, kr).

The lower limits is the greater of r (since there must be at least r edges to connect the r
vertices) and j — k(k—1+n). The latter limit is so there are not more backward edges,
j — w, left to assign than potential backward edges, of which there are k(k — 1 + n),
ie. j—w<k(k—1+mn). Thus

w > max(r,j — k(k+n—1)),

completing the derivation of Equation (2.18). O

Corollary 2.13

If C' = N — R, that is the digraph is totally connected, then

N(N —1)

AR(C)l) = AR(N - R,1) = ( z

) for 1> (N —1)% (2.19)

Proof

There are N(N —1) total potential edges on a digraph with N vertices. For a vertex to
be unconnected, assuming every other vertex is connected, we must not assign any of
the N — 1 edges from a connected vertex. Hence to have a single unconnected vertex,
there are N(N —1)— (N —1) = (N —1)? potential edges. If | > (N —1)? then the vertex
will be connected, hence C = N — R. So AR(C,l)=0for C < N—Rifl> (N —1)%
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C\L|O0O 1 2 3 4 5 6 7 8 9 10 11 12
0 1 9 36 84 126 126 84 36 9 1

1 3 21 63 105 105 63 21 3

2 9 57 153 225 195 99 27 3

3 16 111 336 582 636 456 216 66 12 1
Sum |1 12 66 220 495 792 924 792 495 220 66 12 1

Table 2.2: Generated A}(C, L) values using Theorem 2.12. Zero values are left blank
for clarity.

Then,

2.3.4 Numerical Examples

Theorems 2.10 and 2.12 give two different methods to compute A¥(C, L), the number
of digraphs on N vertices of which R are roots that are C-connected with L edges.
The bases give an insight into the underlying structure of the partitions, as a sum of
isomorphic minimal digraphs, whereas the recursive theorem provided bounds on the

number of edges.

For computation, an algorithm derived from Theorem 2.12 is easier to implement, since

the recursive function is simple to implement.

Table 2.2 gives the number of digraphs in each subset x¥(c,) of G¥ for N =4 and R =
1, listing all values of A}l(C, L) for 0 < C <3and 0 <L < 12. These were computed
using both methods, firstly using the basis decompositions given by Equations (2.10),
(2.11), (2.12) and (2.13). Secondly the recursive algorithm was implemented, the two

methods give identical results.

Table 2.2 gives the values of A}(C, L) for all appropriate C' and L as given in Theorem
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C\L|0O 1 2 3 4 5 6
0 |1 4 6 4 1
1 2 6 6 2
2 3 10 12 6 1
Total [1 6 15 20 15 6 1

Table 2.3: Generated A}(C, L) values using Theorem 2.12. Zero values are left blank
for clarity.

2.12. The number of subsets X% (C, L) is of order O(N?), accounting for the N(N —1)
edges choices for each of the N — R possible connectedness properties. This does
not fully account for the number of recursive iterations that are required, for larger

connectedness the computation will be longer.

The bases decomposition of Theorem 2.10 also becomes computationally expensive for

2¢=1 possible minimal bases, in total there

large N. For all connected values there are
are 2V=F+1 _1 bases to consider (there is a single minimal basis, up to isomorphism, for
each rank chain). So the computation is of order O(2"), accounting for the recursion

along each rank chain.

Tables 2.3 and 2.2 demonstrate Corollary 2.13 and the bounds for [ derived in Theorem
2.12. For (N, R) = (4,1) in Table 2.2 we see that for | > (N —1)? = 9 all counts are zero
except for C' = 3 (i.e. total connectedness). The connectedness that is exceeded with
minimal edges is c; = Y528 = 1 where f(cf) = f(1) = 8, i.e.if | > 8 the digraph cannot
be 1-connected. Similarly, the connectedness that is impossible without sufficient edges

is ¢p, = f(ep) = 3. Hence for 3 <[ < 8 all values of connectedness are possible.

The recursive algorithm was implemented in a program that computed the size of
all the subsets of gﬁ. Using the exact summation limits derived in Theorem 2.12
prevents searching zero count iterations. Also, by storing the sub-digraph counts,
Be[k,n,m,j] they will be reused in the recursion. For example, consider the parti-

tion (N,R,C,L) = (4,1,3,6) which from B[1,3,0,6] will consider the sub-digraphs
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R\C|0 1 2 3 4 5 6 7
1 98  9s 19s 5bs 2m51  10ml14 31m33 1h41
2 8 24s bH6s 1m4l 3m08 10m37 50m06 -
3 8 50s 2m25 6m38 17m37 45m06 - -

Table 2.4: Computation times for Af(C,-) values using Theorem 2.12, where m and
s denote minutes and seconds respectively.

B[2,1,1,3] — B[1,0,3,2] on one recursion and B[2,1,1,4] — BJ[1,0,3,2] on another,
thus by storing B[1,0, 3, 2] on the first pass we will not have to calculate it again. This
example is rather trivial as the stored step is also a stopping condition, for larger NV
and C this will result in a greater improvement by storing intermediate sub-digraphs.
Using these two improvements, the recursive algorithm was able to calculate the com-
plete table of subset counts for NV < 15 within a period of hours. For 15 < N < 18 the

algorithm required several days, larger N were not considered.

Table 2.4 lists the times to compute AZ(C,-) for pairs (R, C), calculating the counts
for all 0 < 1 < N(N —1). Obviously if there are more root vertices, the maximum
connectedness C' is reduced (i.e. the maximum value of C, total connectedness is when
all vertices are connected, C' = N — R). The relationship between computation time
and (N, R,C) is not linear, and hidden in Table 2.4 is the dependence on L for the
individual calculations (whose range of valid values is also influenced by the triplet

(N,R,C)).

2.4 Random Digraphs Characterised By Rank Chains

In the previous section we derived a method for computing the probability of a partic-
ular directed graph, conditioned on it being C-connected, by enumerating all possible
locations of edges and counting those that were C'-connected. We wish to investigate

conditioned random directed graphs as a method of data imputation for inference on
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epidemic processes with final size data.

The methods of Section 2.3 consider the directed edges of the graph. We have studied
their properties, conditioned on a connectedness property of the digraph which will
correspond to the final size of an epidemic process. If we impute the edges, we hope to

make the inference of the epidemic process tractable.

During the derivation of Theorems 2.10 and 2.12 we used the concept of a rank chain to
encode some information about the digraph. The rank chain includes the connectedness
of the digraph, but omits details of the edges within the digraph. In this section we
shall investigate the rank chain as an alternative way to encode the digraph, with the

aim of using this information in the data imputation step of our inference.

Primarily, the difference is the amount of information about the digraph being stored.
Section 2.3 investigates the information the edges give about the digraph. We now

consider whether the rank chain provides sufficient information for our purpose.

The theorems given in Section 2.3 are valid for independent random edges, which cor-
responds to epidemics with fixed infectious periods. In Section 2.4.3 we will express the
rank chain equivalent for fixed infectious periods, and then consider different infectious
periods and rank chain models. We will then simulate rank chain representations of

digraphs, which are representations of an epidemic process.

2.4.1 Rank Chain/Path Notation And Definition

In Section 2.3.3 we counted the number of C-connected digraphs by using a recursive
method, which involved reducing the desired digraph into sub-digraphs with fewer

vertices and edges. We will consider stepping along the rank chain in a similar recursive
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manner.

The term rank is used in Ludwig (1975) to couple the final size of the epidemic process to
a Markov chain, the term generation will also be used as an equivalent name. However,
they are not the same in an epidemiological sense, see Pellis et al. (2008) for a discussion
of the two definitions. It is possible for two individuals to be of the same rank, but
different generations, if the timing of the infectious contacts is considered. Since the
actual times of infectious contacts are the missing data we are attempting to avoid the

need to impute, rank and generation shall be equivalent in our case.

The edge information is no longer important when considering the rank chain, there is
no explicit information about the edges being recorded. We consider instead knowing
only the rank of each connected vertex. It is possible to construct another recursive
method to calculate the probability of a digraph being C-connected, omitting edges
there are fewer variables to account for and hence fewer recursive steps. The results
characterising the number of edges cannot be directly related to the rank methods,
as the latter does not store the necessary information about the edges required to
reconstruct the exact digraph. The rank method cannot produce output as in Table

2.2, but it can compute the rank chain probabilities.

Recall, a single rank chain corresponds to several bases in Theorem 2.10. Covering all
the possibilities from the minimal basis to the maximal basis, in terms of the number of
forward edges assigned at each rank. Under the rank chain method we no longer track

the edges, thus we have reduced to considering the rank chain as all bases at once.

Briefly we restate the definitions given in Section 2.2.1. Let r and s denote the initial
number of root and non-root vertices, with a total of n = r + s vertices. Let P, ;[E]
be the probability of event E given r roots and s non-roots. Denote the rank chain as

the vector Z = (Zy,Zs,...) where Z; = (X, Y:). The number of vertices of rank ¢ is
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X; and the total number connected including rank ¢ is Y;, i.e. Yy = E}Z:O X;. Since
the cumulative totals, Y; are a function of the size of each rank, we shall often write
the rank chain as Z = (Xg, X1, Xo,...) for clarity. The number of vertices is finite
and for the chain to continue there must be at least one vertex in each rank, it is
sufficient to consider only ranks 0 <t <n—r+1. As X,,_,11 = 0, then X; = 0 for
alln —r+ 1 <t < oo. We shall use the term rank ¢ to denote a vector Z; or Xy, and

(rank) chain to denote Z.

We will condition on the digraph being D-connected (to emphasise the difference be-
tween the edge and rank methods we shall use D instead of C'). So D = d corresponds
to the final component of Z being ¥, 41 =r+dfor 0 <r <nand 0 <d<n-—r.
Let 7 denote the length of each chain such that 7 = min{¢ : X;41 = 0}, i.e. 7 is the

last rank of non-zero size.

For example, the two diagrams in Figure 2.5 (p63) show two possible rank chains that
connect four vertices, d = 4 from among seven non-root vertices, s = 7 with a single
root vertex, r = 1. By Lemma 2.8 there are 2771 = 23 = 8 rank chains. Figures 2.5(a)
and 2.5(b) show the rank chains Z = (1,2,2,0) and Z = (1,1, 3,0) respectively, both

having 7 = 2. The remaining six rank chains can be deduced from Figure 2.6.

Relating the above to an Susceptible-Infective-Removed (SIR) epidemic process as de-
fined in Section 1.2, the initial number of susceptibles and infectives are Sy = s and
Iy = r respectively in a fixed population of size n = Sy + I; + Ry (where ¢ denotes
continuous time). The final size of an epidemic is the number of initial susceptibles

that ultimately become infected, corresponding to the connectedness of the digraph,

i.e. SO - Soo =d.

The space of all possible chains Z is a subset of Zfﬁ*rﬂ. To differentiate an epidemic

process from a digraph we shall call such rank chains paths, though both rank chains
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and paths are interchangeable due to the equivalence stated in Section 2.2.2. The
path Z for the epidemic gives the sequence of infected individuals, terminating when
there are no individuals subsequently infected. The following method will calculate the

probability of a given path.

Each path consists of elements Z; = (x4, y:), the number of individuals infected in rank
t and the total number infected so far, in the following sections we shall calculate the
probability of moving from one such state to another, which we shall term the step

probability.

For a given final size d, it is possible to calculate the number of possible paths. By
definition Zy = (a, a) for all paths, and the d individuals are assigned to the generations
such that there are y, = a + d. Then by Lemma 2.8, there are 2¢~1 possible paths,

which is the sum of the number of paths for each length, 1,...,d.

Note that we use 7 as the length of the path, not the stopping time of the epidemic as
is typical, since we are not interested in temporal data. Though not identical, there is a
relation between the stopping time of an epidemic and the length of the corresponding

rank chain, the latter can be used to give an approximate scale of the former.

2.4.2 Conditioned Path Probabilities

We now present an analogous set of results for paths as given for edge characterised

digraphs in Section 2.3.1, noting that the two are not directly comparable.

The set of conditioned paths can be listed as the partitions of the connectedness into
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integer components. Hence the probability of a path being D-connected is,

P[D:d] = Z Prs[Z:Z(m)]a

{z(m):1<m<2d-1}

where m indexes the integer partitions.

Instead of considering the entire path at once, we apply the recursive approach of
Theorem 2.12. The probability of a path can be considered as the product of the
probability of each rank. The probability of a rank being of a given size depends only
on the size of the previous rank, corresponding to the potential forward edges. For
a random digraph we know the probability of an edge, p, which we assume are all
independent for the moment. Thus for a given rank, only those edges emanating from
the previous rank determine the probabilities. This reduces the path into independent
steps,
d

PrslZ = (20,21, -, 20)] = [ [ PrslZer1 = 2141120 = ). (2.20)
t=1

For the recursive approach we must search valid paths given the condition of being
D-connected. Let Z,1(u,v) denote the set of valid (i.e. having a non-zero probability)
states at rank ¢t + 1 from a given origin state Z; = (u,v), we shall call these states

targets and Z; the target set. Then
Zi(u,v) ={(z,y):0<z<n-v,y=v+a}
Similarly, define the origins of Z; = (x,y) to be valid ¢ — 1 ranks,

Z1(a,y) = {(uv) iv=y -2, 1 Su<y—a}
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In general Z;(u,v) is the set of states (z,y) that are i ranks further along the path
than (u,v) such that P, s[Zi1; = (z,9)|Z: = (u,v)] > 0. It is not possible to express
a general form for the set Z; for |i| > 1, hence we will require a recursive method to

search the paths.

Since (0,y) € Z41(x,y) for all x and y, in particular for y < r + d, i.e. the path
terminates before achieving the desired connectedness, we cannot consider all individual
steps without care. Instead we consider only paths that result in D-connectedness and

weight the probabilities accordingly of individual steps.

If we condition on D = d (0 < d < s), then for a general rank ¢t (0 <t <7 =d+1)
we derive the probability of rank ¢ + 1 conditioned on the path being d-connected. For

O0<t<m0<u<s,r<v<r+s,0<zr<sandy=v+ux,

PT‘,S[Zt+1 = (%Z/)|Zt = (U,’U),D = d]

=P, s[Zi11 = (z,9)|Z: = (u,v), Zgy1 = (0,d +7)]

PrslZis1 = (2,y)|Ze = (u,0)[Prs[Zayr = (0,d +7)[Zi11 = (2,9), Z¢ = (u, )]
Pr,s[Zd—l—l = (Ovd + T)‘Zt = (u? U)]

_PrslZin = (2,9)1Z = (u,0)[Parisy[Zasr—yi1 = (0,d+ 17—y + )] (2.21)
Purts—olZatr—vt1 = (0,d+ 1 — v+ u) ' .

The final rearrangement is a similar idea to the recursive method of reducing to a
smaller sub-digraph, i.e. given a rank ¢ and desired d-connectedness, we can reduce to
a sub-digraph on fewer vertices with n — y, vertices of which x; are roots and consider

paths of the sub-digraph. Specifically,

PrslZap1 = (0,d+1)|Z = (2,y)] = Pos—(y-n)[D =d = (y —7)]

=Purts—y[Zarr—ys1 = (0,d+1 -y +2)].
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For ¢ > 7, there are no vertices of rank 7 + 1 by the definition of 7, then Z;(0,y,) =
{(0,y,)} for all 4 € Z*. Thus it is sufficient to consider paths of length 7 < d + 1, as

the longest possible path with D =d has ; =1 and y, =t for 1 <t <d.

For expression (2.21) we need P, s[Z441 = (0,d+7)], which is calculated using the total

probability relation

PT,S[Zt—&-l = (x,y)] =

= Y PrilZi=(w0)Prs[Zi1 = (2,9)| 2 = (u,0)]
(u,v)eZ_1(x,y)

= Z Prs[Ze = (w,y — 2)|Prs[Zit1 = (2, y)|Z = (u,y — 2)],
0<u<(y—=)
which must be applied recursively until the origin set consists of the initial conditions,
ie. Z_1 = {(r,r)}. This backward search from rank ¢+ 1 can be approached in reverse,
instead perform a forward search from the initial conditions and consider the paths
contained in the sequence of target sets, Zi(r,r), Z2(r,r),... such that (0,7 + d) €

Z44+1(r, 7). We shall consider methods of performing this search in Section 2.4.7.

2.4.3 Fixed Infectious Period

The equations derived in the Section 2.4.2 are independent of the form of P, 4[Z:y; =
(z,y)|Zt = (u,v)], which is the basic component required to calculated the chain prob-

abilities. We describe the exact form of this component.

We begin in the simple case where all edges in the random digraph are independent,
which corresponds to the class of epidemics with fixed infectious periods. Recall that T
is the infectious period distribution for an infected individual. We consider the special

case when 77 = ¢, a constant. We now derive the dynamics of the path Z, i.e. step
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probabilities.

Denote the probability of an edge occurring as p. In terms of an epidemic, an edge
corresponds to an infectious contact which occur at times given by the points of a
Poisson process of rate A/n during the infectious period 77. Hence in the special case
of fixed infectious periods, the probability of a contact is one minus that of avoiding

infection, i.e. p =1 — exp(—%c).

We have that for 0 <t <7

PrslZi1 = (2,9)Z¢ = (u,0)] = (7))L = (1 = p)")"((1 —p)") )7 (2.22)
r>0,s>0
0 <u<max(r,s),r<v<r-+s

0<z<r+s—wvmax(r,v) >y=u+uz,

which follows from the fact that the size of the next rank is a binomial distribution

given independent edges,
(Xt11|X¢,Y:) ~ Bin(n — Y, 1 — (1 — p)™X*).

In other words, X1 lies between zero and the number of susceptibles remaining, n—Y,
and the probability of each such susceptible being infected is one minus the probability
that they avoid infection from all the infectives in rank ¢, which is (1 — p)X* by the

independence.
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2.4.4 General 77 Distributions

In general for arbitrary infectious period distributions, 77, the edges of the digraph
from a given vertex will not be independent. That is for a vertex ¢, the probability of

the edges (i,7) and (i,k) (j # k) will be dependent.

As mentioned in Section 2.4.3, the probability of a path (either conditioned or not) can

be expressed in terms of the basic component
PZ?S[Zt-Fl = (x7y)‘Zt = (U,U)].

Here each individual has an infectious period 17 drawn from a common distribution T

with (vector) parameter ¢, T ~ T.

In general we have the following,

PrslZi1 = (2, 9)| 2t = (u,v)]

=Er [Prs[Zi41 = (2, 9)| 2 = (u,v), Ty + -+ T;, = T3]

where T, is the infectious period of individual j in rank ¢, i; being the individuals

label.

e[ (77271 - e 2Ty ep(-2my ]
i(—l)” (2) exp(—%Tt(T ts—v— k))]

:(r—i-s—v)E
x
k=0

_ <’“ e “) ;0(1)w—k @)E [exp(:\LTt(T bs—u-— k))]
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by the independence of the infectious periods

u

:<7“ e ”) g(_w—k <Z>E [exp(—j\LT[(T bs—v—k)| . (223

Equation (2.23) can in principle be evaluated numerically for any 77 which has a
moment generating function. In some cases a closed form solution is available, and we

now briefly describe two such choices of T7.

In the constant infectious period case, if T = ¢ for an individual, then for a generation

of u such individuals we have,

Pr,s[Zt—i-l = (x,y)\Zt = (u,v)] =

(727 e (e (et o) e

k=0

It can be easily checked that Equation (2.24) is equivalent to Equation (2.22) by setting

p=1—exp(—2c).

Similarly for an exponential infectious period with rate =, i.e. Tr ~ Exp(7), after some

manipulation we obtain,

Pr,s[Zt+1 = (x7y)‘Zt = (u,v)] =

((r +i) - ’U) go(_l)x—k <z) (2(r i _’:} = +7>“. (2.25)

It is common to consider Gamma infectious periods with shape parameter « and rate

B, i.e. if Tt ~ T'(«c, B) the T7 has probability density function

fr (x) = Fﬂ(:é)xo‘_le_ﬁx, x>0,
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where

oo
I'(z) = / t*~Le=t dt, z> 0.
t=0

For positive integer z, I'(z) = (z — 1)!. Thus, for a Gamma infectious period,
Pr,s[Zt+1 = (xay)‘Zt = (uvv)] =

<(r + Z) - “) :o(_l)xk (z) <2(r - _i T B>M . (2.26)

The edge counting method assumes independent edges, therefore there is no analogous

result in Section 2.3.1 for Equation (2.25). It is impossible to construct such a result
using only the number of edges present within a digraph due to the dependence between

edges from the same vertex.

2.4.5 Step Distributions

For paths considered so far we have considered a given infectious period distribution,
T7, to determine the probability of rank ¢ 4+ 1 given rank ¢. We have defined this to be
the step probability,
r,s,t,h,u,v € ZT,
Pr,s[Zt—i-h = (13, y)|Zt = (U,’U)] for
0<z<r+s—v—h—-1lLv<y<r+s.
Since each step is independent, using the rank representation we can express the prob-

ability of a given path as the product of 1-steps.

For a given choice of infectious distribution we have a step distribution from each state
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Zy = (u,v), denote this distribution by H. Specifically, define

H" () = Prs[Zisn = (2,9)| Z = (w,v)] for 0<z<r+s—v—h—1,

r,8,U,0,t

so that

r+s—v—h—1

Z Hrf’fs,u,v,t(x) =1,

=0

where the distribution depends on the initial conditions r and s, the rank ¢ of the
current state Z; = (u,v), and the step length h. The distribution H is discrete on the
finite set of integers, 0,1, ..., 7+ s—wv. Step lengths greater than one will not generally
be considered, since the expressions for longer steps are more complicated and they are

combinations of 1-steps; hence we shall set H = H'.

Instead of focusing on the infectious period 17, it is also possible to consider a step
distribution directly. For example,

1

ap——— Y fOI“OS:BST—i—S—U,

Hr787u7lv7t (x) =
0 otherwise.

This uniform distribution on all the possible target states from Z; = (u,v) is clearly
different from Equations (2.24) and (2.25), though it can be used to calculate path

probabilities using the expressions in Section 2.4.2.

However, though an arbitrary step distribution is mathematically valid it is difficult to
relate to an epidemic process. For the uniform example given it is not possible to find
an infectious period distribution 77 such that Equation (2.23) will yield the distribution
H.
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Given the complex form of Equation (2.23) for an infectious period distribution where
a closed form is not available, it may be advantageous to approximate using a simpler
step distribution H. Depending upon the numerical properties of the full step distri-
bution, an approximation may be more appropriate. Estimating the error between the
approximate and true distributions is not easy, as the recursive method will compound

any error, hence we do not consider this idea any further.

2.4.6 Summary Of The Path

Since y; = ZZZO Tk, is a function of x;, 0 < i < ¢, it is sufficient to store a path as the
vector X = (Xo,...,Xsr1). The paths are high dimensional vectors and are difficult
to adequately summarise. We shall consider the path of the average, the component

wise expectation of each generation, as a summary. That is
E[Z‘D = d] = ((T7T) ) (E[ZI‘D = d]a E[Z2|D = d]) PR (E[Zd‘D = d]) ) (07 T+ d) )7

where Zy = (r,7) and Zg+1 = (0,7 + d) by definition. We treat each rank individually

to obtain the following,

E[Zis1|Znr = (0,d +1)] (2.27)

= E[ E[Zi1|Z, Zn—y = (O,d—l—?“)]]

taking expectation conditioned on rank ¢

=E Z («’I?',y) P[Zt-i-l = (way)|Ztvsz—T = (0,d—|—7”)]
(z,y)€241(Z:)
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then taking expectation to remove the rank ¢ conditioning

= > > (zy) x

(uv)E€Z4e(r,r) (z,y) €241 (u0)
xPlZiy1 = (z,y)|Zt = (u,v), Zp—r = (0,d + 7r)|P[Z; = (u,v)| Zp—r = (0,d + 1)],
(2.28)

which contains terms we can calculate using the expressions in Section 2.4.2.

The summations in Equation (2.28) are not easily evaluated, the outer summation is
over all states (u,v) € Zy(r,7), i.e. all the states that are ¢t ranks from rank zero
(Zo = (r,r) uniquely, if ¢ > 0 then z; < y;). As previously mentioned, there is no
simple description of this set, the most efficient way to obtain it is by a forward search
from rank zero, recursively considering all possible paths. However, since this search is
also required to compute the conditioned probabilities in Equation (2.28) there is no

additional cost.

We can similarly calculate the variance of each rank as
Var(Z;) = E[Z/Z;] — E[Z]]E[Z],

where Zj is the transpose of Z;. The form is as in Equation (2.28), so we do not give

the expression in full.

The covariance between two ranks can also be computed in the standard way,

COV(ZZ'7 Zj) = E[ZZ{Zj] - E[Z{]E[Zj]v

()

for ranks ¢ and j.
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2.4.7 Simulated And Exact Conditioned Path Probabilities

To obtain exact conditioned path probabilities, in terms of conditioned steps, we must
first calculate the probability of the path being d-connected, where d is the connected-

ness we wish to condition on, i.e. Py [D = d] = P, s[Z441 = (0,7 + d)].

In this section we discuss several methods to compute the exact conditioned step prob-
abilities and an approximation using rejection sampling. We initially derive exact
algebraic expressions by hand for small digraphs, then three exact numerical methods,
either a brute force listing of all possible paths, a stepwise forward search or applying

the Forward-Backward Algorithm.

2.4.7.1 Exact Algebraic

Using Section 2.4.2 it is possible to form algebraic expressions for the conditioned
step probabilities. For example, if (r,s,d) = (1,2,2) with a constant infectious period
Tr =c (ie. q = exp(—ﬁc), the probability of avoiding an infectious contact), thus

the probability of an edge is p = 1 — ¢. Using Equation (2.21) for the first rank

P12[Z1 =(0,1)|Zy = (1,1)]

N =

P12[Z1 = (1,2)|Zo = (1,1)]
1)]

Pi2[Z1 =(2,3)|Zy = (1,

[1—2q+¢%,

s
5

2
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and for the subsequent ranks

P12[Z2 = (0,2)|Z1 = (1,2)] = ¢
PlQ[ZQ—(l 3)‘Z1 == (1> 1—(]
P1s[Z2 = (0,3)|Z1 = (2,3)] = 1

P12[Z3 = (0,3)|Z2 = (1,3)] =
These expressions combine to give,

P12[Z2 = (0,2)] = P12[Z2 = (0,2)|Z1 = (1,2)] . P12[Z1 = (1,2)|Zy = (1,1)]

=q. G)[q—qQ],

and

P12[Z5 = (0,3)]
=P12[Z3 =(0,3)|Z2 = (1,3)] . P12[Z2 = (1,3)|Z1 = (1,2)] . P12[Z1 = (1,2)| Zp = (1,1)]
+P12[Z3 = (0,3)|Z2 = (0,3)] . P12[Z2 = (0,3)|Z1 = (2,3)] . P12[Z1 = (2,3)|Z0 = (1,1)]

=1.(1-¢).2¢1—q)+1.1.(1—q)* = (1 — ¢)*(2¢ + 1).

The d-connectedness probabilities derived so far are not sufficient to apply Equation
(2.21). The approach includes reducing to a smaller sub-digraph and considering its

connectivity. Thus we also needed to compute the following,

P11[D=0]=P[Z; =(0,1)|Zy = (1,1)] =

PLi[D =1 =P[Z = (1,2)|Z0 = (1,1)] = 1 —p.
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Given the probabilities of being d-connected on the original and sub-digraphs, we can

use Equation (2.21) to obtain the conditioned step probabilities. For example,

PLQ[Zl = (1,2)|Z0 = (1, 1),D = 2} == Pl,Q[Zl = (1,2)|Zg = (1, 1)] ii’jgj
1—q 2¢ _2(1-p)

=) T 205D " 2q+1 - 3=

similarly

Pi2[Z: =(1,3)|Z1 =(1,2),D = 2] =1,
1

PialZi = (2.3)Z0=(1.1).D =2 = ;=

PI,Q[ZQ = (073)|Zl = (273)7D = 2} =1

2.4.7.2 Numerical Brute Force

Since we can enumerate all such paths as the integer partitions of d, it is possible to

calculate this by brute force,

P, [D =d| = > P,s[Z = 2™,
{z(m):1<m<2d-1}
Alternatively, as discussed in Section 2.4.2, we can consider an algorithm to search all
possible paths that are d-connected. This avoids having to enumerate the partitions

explicitly, this equivalent method is more intuitive to program as an algorithm.

Deriving the exact algebraic expressions by hand becomes difficult and the expressions
become unwieldy for d > 5. For example, Figure 2.6 shows the eight paths (ending
with grey circles) that are required to calculate Py s[D = 4], becoming impractical by

algebraic methods.
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To achieve results for any n of interest it is possible to compute these step probabilities
numerically using a given value of p. Unfortunately to compare for a different edge
probability p’ would require recalculating all the step probabilities. For large n this
repeated computation can become excessive, the balance between finding the exact

algebraic expressions and computing for each p will depend upon the situation.

Using target sets Z;(x,y), i.e. the possible states reachable from (z,y) in ¢ steps, we
can program an algorithm to search from the initial state, Zy = (r,r) to compute all

path probabilities.

Considering the path in steps allows some optimisation techniques that are discussed

in Section 2.4.8.

2.4.7.3 Forward-Backward Algorithm For Hidden Markov Model

The Forward-Backward Algorithm (FBA) was derived by Baum as a technique to solve
optimisation problems of functions of a Markov processes. The algorithm is defined
in Baum et al. (1970) and Baum (1972) and applied to biological examples. The
original descriptions consider probabilistic functions of a Markov process, the term
Hidden Markov Model (HMM) was defined later. Hidden Markov Models have many
applications and have been researched considerably with the increase of computing
power. For an introduction to modern HMMs see MacDonald and Zucchini (1997). The
tutorial by Rabiner (1989), intended for an audience interested in speech recognition,

shall form the basis of our notation in this section.

For t =0,1,... let Oy and Q¢ be the observed and hidden state at time ¢t. We define
an HMM such that there is a hidden Markov process {Q; : t > 0} and for each time ¢

the observed state O, follows a distribution defined by the hidden state.
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Returning to the epidemic process, the steps along the path z are a Markov process
on the enumerated states S; = (x,y), where z is the size of the rank and y is the
running total, indexed by 4. The state space is finite, as 0 <z < sand r <y <r +s.
The transitions are the step probabilities between two states, where many transition
probabilities will be zero. If we assume these states are unobserved, instead we observe
whether the connectedness is d or not, then we can consider the epidemic process as
a Hidden Markov Model and appeal to the Forward-Backward Algorithm to find the

probability of observing d-connectedness.

Define L, E and G to be the events that y; is less than r +d, equal to r + d and greater
than r + d respectively. Assume the actual steps along the path are hidden, at each
step we only observe one of the three events: L, F or G. In a probabilistic HMM the
events would have a probability distribution dependent upon the hidden state Sj, in

our case each distribution is a point mass at the appropriate event.

We can relate this to evaluating the probability of a final size as follows. If we observe
the sequence, O = (L, L, L, E, F), this corresponds to observing a d-connectedness path
of length four, but we do not observe the exact path. The two consecutive observations
of the event F, i.e. that y3 = d + r and y4 = d + r, imply the path has terminated
since this can only occur if x3 = 0. Thus we can rephrase the probability of all
paths of length four that are d connected as the probability of observing the sequence
O=(L,L,L,E,FE).

The Forward-Backward procedure is defined as follows. Let O; be the ith observed
event and ¢; be the ¢th hidden state, with O and @) being the complete sequences
respectively. Define the set of transition probabilities from a hidden state ¢ to another
hidden state j to be the matrix A = (a;;) and the probability of an observation given the

hidden state ¢ as b;(O) in the matrix B (accounting for all possible observed and hidden
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state combinations), finally define the initial state distribution as 7; let A = (A, B, 7)

for convenience.

For the epidemic process, the observation probabilities are point masses on the events

L, E or G and the initial state will be a point mass corresponding to (r,7).

We wish to compute

Pl0] = 3" POIQIPIQI,
all Q

but since P[O|Q] is an indicator function, the hidden process will either match the
observation or not, this reduces to the brute force approach in Section 2.4.7.2. The
Forward-Backward Algorithm makes this calculation more efficient. Define the forward

variable
Oét(l) = P[Ol7027037 e 7Ot7Qt = SZ’AL

that is, the probability of the observed partial sequence from 1 to ¢ and the ¢** hidden

state being S; given the parameters A. We can calculate «;(t) recursively.

We initialise as,

Here there are N possible hidden states, i.e. an ordered list of the pairs (z,y) cor-
responding to states of the epidemic process, the initial state distribution is = =
(m1,...,7n), which will be a point mass at the state corresponding to (r,7) in the list.
Finally, b;(O) is the probability of observing O if the hidden process is in state ¢, which

is an indicator function for state ¢ as S; = (x,y) with conditioned d-connectedness,
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then

1 ify<r+d 1 ify=r+d 1 fy>r+d
bi(L) = bi(E) = bi(G) = :

0 otherwise 0 otherwise 0 otherwise

Induction on each step is performed as,

where a;; is the transition probability from state ¢ to state j from the matrix A and T'

is the length of the observed sequence.

The induction terminates with the final step,

P[O|)] = Zam).

By the definition of the forward variable «, we have at each step ¢ found the probability
of observing the partial sequence up to step ¢t and being in the state S;. The terminating

step sums over all the forward variables to give the probability of the observed sequence.

The Forward procedure as stated here is not a great improvement on the brute force
method, since the observable states are indicator functions and the transition matrix
A contains many zeroes. In cases where the number of observable states is larger and
not point mass distributions the algorithm is a great improvement over the standard
forward search. If there are IV hidden states and T observed states, the brute force

search is of order O(TNT) where as the forward procedure is of order O(N?T).

This is only the forward part of the algorithm, the backward part can be defined in a
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similar way, using a the probability

/Bt(l) = P[Ot+17 Ot+27 v 7OT‘Qt = SZ'7)‘L

which is the probability of the hidden state being S; at time ¢ given the observed states
from time ¢t 4+ 1 until the end of the process. This can be used to make inference about
the parameters of A, which is the problem we are motivated to solve. The techniques
are described in Rabiner (1989) and MacDonald and Zucchini (1997) are Expectation
Maximisation (EM). We shall consider a Bayesian approach in Chapter 3, namely
MCMC.

2.4.7.4 Monte Carlo Approximations

Finally we consider a method to calculate an approximation to the conditioned step
probabilities. The method of Rejection Sampling will be outlined and a comparison

made with the exact methods in Section 2.4.7.5.

Given the initial condition Zy = (r,r), corresponding to r initial infectives and using
Equation (2.21) to calculate the probabilities of the next rank for all possible sizes, we
sample from that distribution, then repeating for subsequent ranks, we can simulate
an entire path until x; = 0 for some rank ¢. Once a path ends its connectedness can be
checked and if it matches, then it is kept, otherwise discarded, i.e. we reject samples

that do not conform to the required condition.

This process will be extremely quick, since we can construct an unconditioned tree,
exactly as in Figure 2.6, for each branching point we can enumerate all the branches.
We need only calculate branch probabilities as they are required. Also, we can terminate

samples that will fail to be d-connected before they achieve the stopping condition, i.e. if
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yr > 1+ d for any t we do not need to continue as this path will be rejected.

However, unconditioned simulation and then checking connectedness will become inef-
ficient for large n or for p which do not match the desired connectedness. By match
we mean the probability of observing the d-connectedness given edge probability p is

very low.

2.4.7.5 Comparison Of Exact And Approximate Methods

If we consider rejection sampling as another method to compute the conditioned path
probabilities, then considering when it is appropriate to use each method would require
further investigation. We omit such considerations since we are primarily interested
in inferring the value of p given the d-connectedness condition, whereas the methods
presented in Sections 2.4.7.1, 2.4.7.3 and 2.4.7.4 calculate the path probabilities given
p. We are investigating the behaviour of these path probabilities to gain insight into
the Markov Chain Monte Carlo (MCMC) algorithms presented in Chapters 3 and 4.

Two programs were implemented in the C programming language, the first initially
performs a complete forward search from rank zero of all possible paths and computes
the conditioned step probabilities which depend upon the infectious period specified;
from this paths could be simulated if desired but the exact probabilities are available
(for the examples considered the forward step search was used, though the brute force
method and Forward-Backward Algorithm give identical results). The second program
simulated paths unconditioned, using the step distribution specified, from which only
those achieving the desired connectedness were stored. The rejection sampling is based
on a fixed step distribution, hence there is no inference made directly for a given set of

parameters.
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For (r,s) = (1,20) the first program took two days to compute the probabilities of
all possible paths for all degrees of connectedness. Clearly, the number of paths for
d = 1 is far fewer d = 10, hence the time to compute all paths for large and small
connectedness is relatively quick. Over half the time was spent computing paths of
length eight to twelve. Part of the issue is numerical accuracy, the probability of any
given path decreases for large numbers of vertices. So for larger digraphs, there are
more paths to consider and each path’s probability takes longer to compute to sufficient
accuracy (see the discussion of GNU MPFR in Section 3.7.2). Exact results, such that
the sum of all non-zero probability paths equalled one, required accuracy to over thirty
decimal places; reducing the precision dramatically reduces computation time at the
cost of the total sum of probabilities not being one. For (r,s) = (1,9) computing the
probabilities was completed in fifteen minutes. Note that, as a consequence of the

complete forward search we have the probabilities of any connectedness 0 < d < s.

Table 2.5 compared the path of the average using the exact probabilities and the rejec-
tion sampling method for (r,s,d) = (1,2,2). The expected exact path was calculated
using the expressions derived in Section 2.4.7.1. The simulated values, X are the aver-
age of the accepted runs for each rank. For each simulation K runs are performed and
K, are accepted, the kth simulated path is denoted Z*). Then

K k K k
o k=1 Zt( ) L —ayn k=1 Zt( ) Ly —ain)
E[X,] = — — .

K
2=t Ly gy
Since the zeroth rank is fixed, XO = Xy and given the D = d condition, }A/d_i'_]_ =Y
for all simulated paths that are accepted, hence in the table Yo =3 exactly.

Table 2.5 demonstrates the issue with rejection sampling if the event observed is very

unlikely. Even for this small example, the number of runs required to obtain estimates
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Theoretical Simulated
p | Xo  E[Xi] E[X,] Yo | E[Xi] E[Xo Y| K K./K
1.0 | 1 2.0 0.0 3 2.0 0.0 3 |10  1.000
06 | 1 15 0.4 3 | 1.55848 0.44152 3 | 10*  0.6315
04 | 1 1.45 0.54 3 | 1.4583  0.5417 3 | 10°  0.3502
001 | 1 1.3355... 0.6644... 3 | 1.3348 0.6652 3 | 107 2.978e—4

Table 2.5: Comparison of the path of the average for (r,s,d) = (1,2, 2) between the
exact probabilities and rejection sampling for various edge probabilities
given independent edges.

that are close to the exact values is growing in orders of magnitude for increasingly
unlikely edge probabilities. For the example presented, the simulations were completed
in under a minute, we use this example only to illustrate the problem of the acceptance

rate Ko /K.

2.4.8 Algorithm Implementation And Optimisation

The recursive method presented in Section 2.4.2 considers each rank of the path by
reducing the problem to small paths. The states that form each path Z are used to
calculate step probabilities, which combine to give the path probability (each rank is

independent, thus the path probability is the product of step probabilities).

The calculation of the path probabilities can be greatly optimised by noting two obser-
vations. First, the step probability distribution may be independent of rank. This is
true for the examples given so far: constant and exponential infectious periods, though

this does not have to be the case in general. Specifically,

Prs[Zis1 = (x,y)|Z = (u,v)] = Prs [Z1 = (2,y)| Z0 = (u,v)] Vt>0. (2.29)

Thus storing the computed step probabilities will reduce the number of calculations

required.
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Secondly, storing intermediate probabilities for the probability of a given rank being
a given size will reduce duplicate calculations. Denote these probabilities by ¢ (x,y),

where

0<t<d+1,
Qt(%y) = Pr,s[Zt = (x,y)]ZdH = (07d)7 Zy = (7’77“)] 0<x<d+1-t,

t<y<d

When calculating the probability of a path, first check if the probability of reaching

any part of the path has already been calculated. Then,

P[ZOZZO,Zl:Zl,...,Zt:Zt,Zt+1:Zt+1,...,ZS:ZS]

= qi(z,y)P[Ziy1 = 2441, .-, Zs = 24).

If using a rejection simulation approach, these intermediate probabilities will be ap-
proximations to the true values after K simulations, i.e. qAISK) (x,y), which can be used

to estimate the summary path. In the limit,

@EK)(%',Z/) — qi(z,y) as K — oo.

The intermediate probabilities, ¢;(z,y) are comparable to the forward and backward

variables of the Forward-Backward Algorithm described in Section 2.4.7.3.

Finally, there are practical issues relating to the implementation of the algorithms. In
particular, for large d the number of paths is large and the probability of an individual
path becomes very small. As the probability become small, it will cause buffer un-
derflow on a computer, i.e. the numerical value will be smaller than the minimum the

computer can store. There are two approaches to solve this problem, the first is to use
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high precision code. We shall discuss this in more depth in Section 3.7.2, though the

principle is to increase the accuracy by storing more decimal places in the calculations.

The second approach is to restructure the problem to make computation easier, the
optimisations discussed can be considered part of this restructuring. Though mathe-
matically identical, re-writing a problem can greatly affect computation. It may reduce
the number of calculations required, as the Forward-Backward Algorithm does or it may
make the calculations for numerically stable, see Section 3.7.1 for more details. For the
Forward-Backward Algorithm a technique of scaling the probabilities can be used, see
Devijver (1985), which attempts to prevent underflow by scaling the probabilities up

such that the normalising constant will cancel.

It will be more beneficial to restructure a problem than to simply increase the computa-
tional precision, though in some cases this may be the only option. Also, restructuring
for numerical stability may involve more calculations, so there is a trade off between

higher precision and complexity.

2.4.9 Dependence Of The Number Of Additional Non-root Vertices
On Conditioned Probabilities

We have considered several step distributions in previous sections, either derived from a
given infectious distribution (determining edge probabilities) or from a specified distri-
bution (without any comparable infectious distribution). For all the step distributions
we can condition on a connectedness to derive a new distribution, H|D = d, using the

expressions in Section 2.4.2 (H is defined in Section 2.4.5).

In the special case when edges from a vertex are independent of every other edge, the

digraph can be reduced to a sub-digraph consisting of only the vertices that are to be
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connected. Since the edges are independent, every connected vertex will independently
avoid connecting with the additional non-connected vertices. These two independent

events that can be treated separately.

Following from Section 2.4.7, again letting p =1 — exp(—%) we can express the prob-
ability of a path that we will condition to be d-connected on a digraph with r roots
and d + s non-root vertices in terms of a smaller digraph (note we use s to represent
the number of additional non-root vertices, i.e. s > 0). The sub-digraph consisting of

only those vertices that are connected, i.e. r roots and d non-roots.

Py a+s|Z = z] = P[r 4+ d vertices do not connect to the s vertices|P, 4[Z = ]

d+s

. )(pH_d)sPr,d[Z _ Z]

PrasslZ = 2] = (

The binomial coefficient accounts for selecting which of the non-root vertices are to be
connected. The next term accounts for all the edges from the d + r connected vertices
that must not connect to the s vertices. Finally the probability of the sub-digraph.
This is only possible for independent edges (and in this case all edges are independent

and identically Bernoulli trials).

Since the path is composed of independent steps, we can expand the expressions for
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the digraph and sub-digraph and equate terms as follows,

d
Pr,d+s[Z = Z] = H Pr,dJrs [Zt+1 = Zt—i—l’Zt = Zt]

t=0
S r+d+s—
_ H < yt) (pxt)ﬂ»‘t+1(1 _ pa:t)r+d+s—yt—xt+1 (230)
t=0 Tt+1
d
P47 =z = [[ PralZei1 = 2011|120 = 2]
t=0
S r+d—
_ H < yt) (pxt):(:t_,_l(l o pxt)r—&-d—yt—zt_;_l‘ (231)
t=0 Tttt

Recall that the generations are related by,

d
Yt+1 :Z/t‘i‘CUt—s-l and sz:yd:T"Fd,
i=0
then equating Equations (2.30) and (2.31) we have,
r+d—y+1 r+d—y+s

Prats|Zi1|Ze] = (p™)° PralZi41| 2],

r+d—ys1+1 T r+d—yg1+s

for s > 0, which combine to give the probability of a path Z as

+d—y+1 r+d—y+s

P, g1slZ] = (pr+d)® d P, 4l Zii1| 2.

d+slZ] = (p )Hr+d—yt+1+1 rr A=yt dlZi11|Z4]
:(r+d)s r4+d—yo+1 r+d—1yo+s HP d[Zt+1’Zt]

r+d—yi1+1 r+d—ya1+s
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and since the sub-digraph is to be totally connected, i.e. yg = r and yg41 = d + 7,

d+1 d+s
IR HPr7d[Zt+1 = 21|21 = 2]

ridvs [+ S
= (P +d) < > HPr,d[Zt—i-l = Zt+1|Zt = Zt]

Pr,d+8[Z =z] = (pH—d)S

S
7 s d+s r+d— T\ T T \T+d—yt—T¢
e (D) L ey

This is the relationship between the path probabilities on the digraph and sub-digraph.

The product of binomial coefficients can be combined,

P.ais|Z = 2] = (p™9)* (d + s) ( d ) 1—[(pggt);,;t+1(1 _ preyrd e

S T1,X2,...,2d

(2.32)

where the multinomial coefficient is defined as,
n n! “
=————— wh ki =n.
(kzl,kg,...,k:m> kgl el EEE ; =

Apart from the implicit dependence of A on the number of non-root vertices, Equation
(2.32) shows that for edges that are independent Bernoulli trials with probability p of an
edge being absent, then the number of non-root vertices can be reduced to only those
that are to be connected and the probabilities adjusted for any additional non-root

vertices.

In terms of the conditioned probabilities, the number of additional non-root vertices is

conditioned out (except the implicit dependence). Since,

Praselz =21 = (1 77) 0Ptz =
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and
Prats[Zay1 = (0,7 +d)] = Z PratslZ = z].
{z:Ya=yq41=r+d}

Then applying these relations to the conditional step expression,

Pr,d—l—s[ZtJrl = (x,y)|Zt = (u7v)v Ziy1 = (O’dJr T’)] =

_PravslZin = (@, 9)1Z: = (0, 0)Paridrs—y[Zasr—yi1 = (0,d + 7 —y + )]
Pu,r+d+s—v[Zd+r—v+1 = (07 d+r—v+ u)]

sr+d—v+1)...(r+d—v+s)
= rdl 4 =\ Z; = (u, X
(p ) (T+d y+1) (T+d y+ ) ,d[ t+1 (l‘ l/)| t (U U)]
o 2 ) ) P iy 2]
(r—i—d v+s) u+r+d— U SP’U, r+d7v[Z]

(r+d—v+1)...(r+d—v+s) (Hd*“s) (prtrrd=y)s

S

X
(r+d—y+1)...(r+d—y+s) (Hd;vﬁ) (putrtd—v)s

=(p")”?

X PralZip1 = (z,9)|Zi = (u,v), Zgr1 = (0,d + )]

:Pr,d[ZH-l = ($7y)’Zt = (ua U): Zd+1 = (O7d + 74)}

Cancelling the binomial coefficients and recalling that « + v = y, we see that the

additional non-root vertices, s > 0, have no effect on the conditioned step probabilities.

This is not true if the edges are not independent and identically distributed, for example

an exponential infectious period or the uniform step distribution.
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2.5 Branching Process Conditioned On Total Progeny

As descibed in Ball (1983), the early stages of an epidemic process can be approximated
by a suitable constructed branching process, defined in Section 2.5.2. For minor out-
breaks, the entire process may be approximated by a branching process. This motivates
us to investigate branching processes conditioned on their total progeny, i.e. the total
number of offspring not including the initial ancestors. For a thorough background on
branching processes see Mode (1971) and Jagers (1975), both derive many key results

for continuous and discrete processes.

In Section 2.5.1 we present the Galton-Watson Process and define notation analogous
to the random digraph. Using an expression for the probability of a given progeny in

Section 2.5.3 we then derive four example step distributions in Section 2.5.4.

The example distributions are investigated numerically in Section 2.5.6. Finally, the

approximation is related to the epidemic and digraph.

2.5.1 Branching Process

We shall consider only the case of discrete time generations, commonly referred to as a
Galton-Watson process. The theorems of Ball (1983) require continuous time branching

processes, see Jagers (1975) for further details.

A Galton-Watson Process is a stochastic process, {X; : ¢ > 0} which obeys the recur-

rence relation,

Xy
Xo=1 and Xy = Zf](-t)7
=1
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where <£j(t)) is a sequence of independent and identically distributed random variables

on Z+.

The branching process will be used as an approximation to the rank chains on a di-
graph as presented in Section 2.4. Thus we define an analogous set of notation, let
W = (Wp, Wi,...) denote a sequence of generation sizes of a branching process. Each
individual, ¢ in generation, ¢, has a number of offspring according to a given distri-
bution; denote by §§i) the random variable of the number of offspring. Let a be the
number of initial ancestors of the branching process, which is equivalent to a indepen-
dent copies of the branching process. As for the random digraph, let Wy = (x4, 1),

where z; is the number of individuals in generation ¢t and ys = >, -, ;.

Similarly, let P,[E] be the probability of an event E in a branching process with a
initial ancestors. Let T denote the total progeny of the branching process, i.e. the
total number of individuals ever born, excluding the initial ancestors, when the process
becomes extinct. We will be interested in the behaviour of the branching process

conditioned upon T = k, for some fixed k.

For unconditioned branching processes, the extinction probability is defined as,

Pegt = lim P[X,, = 0].

n—o0

If E[¢1] < 1 then Pt = 1, otherwise if E[¢;] > 1 then 0 <6 < 1.

Conditioning on a specific finite total progeny requires the process to become extinct

once that progeny has been reached, i.e. Pext = 1 regardless of the offspring distribution.

The sequence of generation sizes is directly analogous to the rank chains of the random

digraph, we shall call both paths. As for the digraph we consider step probabilities to
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describe the branching process. Each step is from one generation to the next, each of

which is independent given the initial size of the starting generation.
We derive a set of expressions as in Section 2.4.2,
Po[Wis1 = (z,9)|Wi = (u,v), T = k]

:Pa[Wt-‘rl = (xayNWt = (u,v)} Pa[T - k‘Wt—H = (x7y)7Wt = ('LL,'U)}
Pu[T = k|W; = (u,v)]

P,T=k+a—1y
PuT =k+a—1]

=P, [Wit1 = (z,y)| W = (u,v)] for a,k,u,v,z,y,t € Z..

(2.33)

Recall the total progeny does not include the initial ancestors (as the connectedness
does not include the initial root vertices). Hence the event {T" = k} is equivalent to
Wit1 = (0, k+a), by the same reasoning as for the digraph. This reduces to considering

the step probabilities,

Po[Wit1 = (2, y)[Wi = (u,v)].

2.5.2 Epidemic Model And Its Branching Process Approximation

We appeal to the results of Ball (1983) and Ball and Donnelly (1995). We shall briefly
explain the approximation of a closed population stochastic epidemic by a branching

process described in these papers, omitting the proofs of any results.

We match an epidemic to a branching process as described in Ball (1983), namely the
initial a ancestors of the branching process are matched to the r initial infectives of

the epidemic. The epidemic process is as defined in Section 1.2.2, denoted Zn(w) and
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a continuous time branching process, denoted Z(w), with a given offspring distribution
(w is a member Q from a suitably constructed probability space). Each new offspring
is matched to a labelled individual in the population. If the individual was already
infected, then the offspring is a ghost, it and all of its subsequent offspring are ignored.
We shall now present several theorems that, given this construction, prove the corre-
spondence between the two processes. Let Z n(w) be the epidemic process relabelled
and Zy(w,t), Zn(w,t) and Z(w,t) be the epidemic process, relabelled process and

branching process restricted to the interval [0, ¢].

Theorem 2.14 (Ball (1983) Theorem 3)

For any fizred t > 0 and any metric on the space of sample paths {Z(w,t),w € Q},

Zn(w,t) 225 Z(w,t) as N — oc.

Thus the epidemic process, as the population size tends to infinity, converges to the
corresponding branching process. This result is also known as Kendall’s approximation

and was stated in Kendall (1956).

Let Ty (w) and T'(w) be the number of individuals born in Zy(w) and Z(w) respectively,

for all w € Q (as defined in Ball (1983)). Then,
Theorem 2.15 (Ball (1983) Theorem 4)

The final size of the epidemic converges to the total progeny of the branching process,
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note that T'(w) may be infinite.

Theorem 2.14 is presented again in Ball and Donnelly (1995) using similar notation

and further details of the approximation.

Theorem 2.16 (Ball and Donnelly (1995) Theorem 2.1)

There is a probability space (2, F,P) on which are defined a sequence of epidemic mod-
els indexed by N (the initial number of susceptibles) and the approzimating branching
process, with the following properties.

Denote by A the set on which the branching process Z(-) becomes extinct,

A={we Q:tl_i>mZ(w,t) =0}. Then, as N — oo,

sup |Zn(t) — Z(t)] =0 for P —almost all w € A.
0<t<oo

Further, for any c1 < (2a)™! and c3 > (2a)7!, as N — oo,

sup  |Zn(t) —Z(t)] =0 and sup |Zn(t) — Z(t)] = o0,
0<t<cy log N 0<t<ca log N

for P — almost all w € Q\ A.

Thus for a minor epidemic, for sufficiently large N, the process behaves like a branching
process. For major outbreaks, where the corresponding branching process does not go
extinct, the epidemic grows like a branching process until about v N individuals have

been infected.

We are interested in the total progeny approximation of the final size, which for suf-
ficiently large population size N approximates the final size of the corresponding epi-
demic by Theorem 2.15. From Ball (1986), if the infectious period is a constant,
i.e. T; = c¢ then a branching process with a Poisson offspring distribution approximates

such an epidemic. Since during an individual’s infectious period they have a contacts at
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the times of a Poisson process. All contacts result in an infection under the branching
process approximation, thus the number of offspring must be the count of the Poisson
process, i.e. a Poisson distribution of rate Ac. For a Negative binomial offspring distri-
bution, the corresponding epidemic process has gamma infectious periods, with integer

value shape parameter.

We shall consider these two cases in Section 2.5.4, giving total progeny probabilities
as in Ball et al. (2002). We also consider two other offspring distributions that do not

match an explicit infectious period.

2.5.3 Conditioned Probabilities Of An Entire Path

As for the digraph, there are 2¥~! possible sequences of generations that result in a
total progeny of k. So to calculate the conditioned probabilities we must again either

calculate them exactly or use rejection sampling to generate approximate solutions.

For the digraph, to obtain an exact probability required all the possible 24! paths, in
terms of the branching process then
Pa[T:k‘] = Z P[W:’U}] = Z H P[Wt+1 :wt+1\Wt:wt}.

{w|T=k} {w|T=k} 0<t<7

However, for a Galton-Watson Process we can use Theorem 2.17, presented by Dwass
(1969) in terms of branching processes based on Good (1949).
Theorem 2.17 (Dwass (1969))

For a simple Galton-Watson Process we have the following relation,

a
k+a

Pl =k = — 2 Ple+ &+t &pa =k (k=0,1,...) (234
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where Zkzo P.[T =k| =

Instead of calculating the total probability of all 28! paths, we now need only calculate
a single probability, namely P[{1+&2+ - - +E&k+q = k]. Theorem 2.17 is of particular use

when the right hand side can be evaluated analytically for a given offspring distribution,

&

In the following section we present four example offspring distributions that yield closed
forms for Equation (2.34), these will be related to their corresponding epidemic process

in Section 2.5.6.

2.5.4 Example Offspring Distributions With Algebraic Conditioned
Probabilities

Poisson Distribution
Each individual has a random number of offspring with a Poisson distribution, i.e. £ ~

Pois(A). Let S, = & + -+ + &y, then S, ~ Pois(An). Hence using Theorem 2.17 we

have,

a
PolT = k] = (=Pl + - + G = K]
a
= k+aP[Sk+a = k]
a (Mk+a))k
= — k> 0.
Pt a X exp(—A(k + a)) a>0,k>0

Given Poisson offspring, the step probabilities are given by

Po[Wiy1 = (z,y)|[Wi = (u,v)] = P[S, = 2] =
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Combining these expressions as in Equation (2.33) gives,

Pa [Wi-‘rl = (xay)‘Wi = (uvv)7T = k} =

P,[T=k+a—1y]
Pu[T:k’+a—’U]

=Pa[Wit1 = (z,9)[W; = (u, )]

z  (A(kta—ytz))rta—v

z £ — exp(—Ak+a—y+x))
- (>\U') exp(—Au) - uy+ (A(k+fzk—t;+uy)))!’“+“‘”
z! e (oo exp(—A(k+a—v+u))

_ (f) k+a+u—wv k+a—wv u T ktata—y\e
C\w/ \k+atz—y x k+a+x—y kE+a+u—wv '

It is interesting to note that the rate of the Poisson offspring distribution, A, does
not appear in the conditioned step probability for any step. We will return to this

observation in Section 2.5.5.

Geometric Distribution

For a geometric distribution, £ ~ Geo(p), we note that the sum of n geometric random

variables is a negative binomial, i.e. S,, ~ NegBin(n, p).

Pl¢=a]=p(1—p)* and P+ -+ =5 =k = <k+z_1>p”(1—p)k~

Hence the progeny distribution is

Pa[T = k] =

a (k+(k+a)—1

Fra\ (k+a)—1 >p(k+a)<1—1)>k E=0,12,..,
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giving the step probabilities,

Po [Wis1 = (2,9)[Wi = (u,v), T = k|
<(k:+a—y)+(k—|—a—y—|—x)—1>

(@) (B () | G e
( )

(k+a—v+u)—1

As for the Poisson case, the conditioned step probabilities are independent of the geo-

metric offspring parameter, p.

Binomial Distribution

For a binomial distribution, £ ~ Bin(m, p), and the sum of independent and identically

distributed (i.i.d.) binomials is a binomial, i.e. S, ~ Bin(nm, p).

m nm

e R T (/)

Pic—al = (

Hence the progeny distribution is

Pl =k = — (GPZMWﬁpﬂl—pﬂ“@m/k k=0,12,...

giving the step probabilities

P, [Wi-i-l = (xvy)|Wi = (u,v),T = k]
((k:—i—a—y—i—x)m)

- [(D (M)] (u;n) <(kz +ka+av+yu)m>

k+a—wv
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Unlike the Poisson and geometric cases, the conditioned step probabilities for a bino-
mial offspring distribution are dependent on the parameters, though only on m, the
maximum number of offspring an individual may have. This is not that surprising,
since the m limits the number of valid paths, which may now be less than 2*~!. For

the first step, g = yo = a,

km
Pa 7 = Gl = (w7 =4 = [(2) (55)] (*7") M ,

k

which is zero for x > am. So if k > am the path W = (a,k,0) is not valid. In the
most extreme case m = 1, each individual has either zero or one offspring and if a = 1

there is only one valid path, i.e. zg =21 =--- =2, = 1 and 241 = 0.

Despite the dependence on m, the shape parameter, p, does not appear in the condi-

tioned step probability.

Uniform Distribution

The final example is included as a comparison to the uniform step distribution on the
random digraph in Section 2.4.4. Obviously, for a uniform to be valid there we need
to induce an upper limit, the range of the uniform is a parameter, as for a branching
process there is no limit to the population as for the finite digraph. For the digraph
equivalent, each step was limited by the number of unconnected vertices remaining, so

there was no explicit parameter.

We need the following lemma to obtain a closed form for Theorem 2.17, for a proof see

Uspensky (1937, p23-24).
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Lemma 2.18 (Uspensky (1937))
The probability of obtaining a total of p on n s-sided dice requires the number of ways
to achieve this total. This is the coefficient of P in (x + 2%+ - +2°)", divided by the

total number of outcomes s". Thus

| Lwom)/s) o\ (p—sl— 1
=2 B ()

=0

where |x| is the floor function, giving the integer part of x (rounding down).

Let £ ~ Uni[0, m], then we can express the sum of n such random variables as,

Lot )
1 n\ (k+n+(m+1)l—-1
k=0,1,...,
Which follows from Lemma, 2.18, consider the dice as the number of offspring (0, ..., m)

offset by one (1,...,m + 1) and requiring a total of p plus the n offset (one per dice),

ie.s=m+landp=Ek+n.

As before we can then write

k

il
a 1 \FeR (k+a\ (k+(m+1D)l+k+a—1
P[T_k]_k+a<m+1) lz(;(_l)< l >< E+a—-1 >

k=0,1,...,
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giving the step probabilities

Po [Wir = (2,9)[Wi = (u,0),T = k]

S[GIC===]

L (_l)l (u) (x+u717(m+1)l) ZL%J (_1)j (k+a+:rfy) (2(k+a—y)+x—1—(m+1)j)
l J

=0 u—1 7=0 k+a+z—y—1
k+a—v
™ k+atu—vy (2(k+a—v)tu—1—(m+1
S (D (e (B )

Though this step probability is not elegant, it is a closed expression for a conditioned
step probability. For the equivalent digraph step, a recursive search of all valid paths
is required to find a conditioned step probability. For similar reasons to the binomial

offspring distribution, the uniform parameter m remains in the conditioned expression.

2.5.5 Parameter Invariance Of Conditioned Step Probabilities

In the previous section we observed that for the Poisson and Geometric offspring dis-
tribution, the conditioned step probabilities are invariant of the respective parameter
(i.e. the Poisson rate A or geometric probability p). We now explain the invariance and

relate the example distributions.

First consider the Poisson case. We have conditioned the branching process to a fixed
number of offspring, k. We use the following standard result of Theorem 2.19, the
distribution of waiting times for a Poisson process conditioned on the number of points
in a fixed time are uniformly distributed (see p139-141 Parzen, 1964).

Theorem 2.19 (Parzen (1964))

Let {N(t) : t > 0} be a Poisson process with intensity v. Under the condition N(T') = k,
the k times 1 < 70 < --- < 73, in the wnterval 0 to T that the events occur have the

same distribution as the order statistics corresponding to k independent uniform random



2.5 BRANCHING PROCESS CONDITIONED ON TOTAL PROGENY 118

variables on the interval [0,T).

Using Theorem 2.17, conditioned on k offspring we can consider all the lifetimes to-
gether. That is we conditioned on there being k points in a Poisson Process of length
(k+a)c with rate A(k+a). By Theorem 2.17, these k points are distributed uniformly
at random on [0, k + a], and in particular their distribution is independent of A. For
example, in the diagram below we have one initial ancestor, a = 1, and condition
on a total progeny of five, & = 5. So there are six intervals corresponding to all the

individuals and the grey circles are points of the Poisson Process.

The k points will occur in an interval corresponding to a specific individual. There
is the issue of assembling the individuals and their offspring counts (number of points
in their interval) into a valid Galton-Watson Process, though this is combinatoric in

nature and does not affect the current discussion.

In the example given, individuals 4 and 6 cannot be the initial ancestor (as they have
no offspring). A valid path would be W = (1,2,2,1) where Wy = {c3}, W1 = {c1,¢5},
Wy = {ca,¢6} and W3 = {c4}. There are many other valid Galton-Watson processes
that can be constructed from the diagram, though they only depend on the counts in

each interval.

By Theorem 2.19, each point is uniformly distributed over an interval, the interval
counts do not depend on \. Hence, the conditioned process is a combinatoric problem

on the interval counts that are independent of the rate. Finally, the conditioned step



2.5 BRANCHING PROCESS CONDITIONED ON TOTAL PROGENY 119

probabilities are a function of the entire conditioned path, which we have shown is A

invariant.

For the Geometric offspring, the sum of k 4+ a i.i.d. geometric random variables is a
negative binomial distribution, NegBin(k + @, p). The geometric is a discrete analogue

to the exponential, so the negative binomial is related to the Poisson process.

Theorem 2.20

Let X be a negative binomial random variable, X ~ NegBin(r, p). Under the condition
X =T, the r successes at the points t1 < to < --- < t,, wheret; € {1,2,...,T+r} for
each success i, t, =T +r and t; # t; for i # j, have the same distribution as the order
statistics corresponding to k uniform draws from the set {1,2,...,T +r — 1} without

replacement.

Proof
The proof follows that of Theorem 2.19 in Parzen (1964).

Denote the times of the r — 1 successes (the rth success always occurs at t, =T +r
by the definition of the negative binomial) as U; and the ordered version as Ug;). Let f

denote the joint density of the r — 1 draws. Then

) 1 1 1 T
U(p_ = T = /.
e T Ty 1T =2 T (T+r—1)

fuay, uey, - - -

The probability of successes at ¢1,...,¢, and failures everywhere else given T failures
is
(o r-pt  @T+r—1r

There are (r — 1)! permutations of the » — 1 unordered uniform draws, hence

f(U(l),...,U(r)) = (T — 1)!f(U1,...,u7») = f(tl,...,tr‘X = T). O
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By a similar reasoning to the Poisson case, using Theorem 2.20 the Geometric con-
ditioned step probabilities are invariant of the success probability p. The binomial
step probability is equivalent to a conditioned negative binomial except for the limiting

parameter n, the maximum number of offspring. Under suitable conditions,

Bin(n, p) — Pois(1/p) as n — oo,

so without formal justification, we expect a similar p-invariance as observed, but there

to be a dependence on n.

2.5.6 Numerical Results

We present some numerical results relating to the expressions derived in the previous
section. As established in Section 2.3, we display the results graphically by considering

the path of the average for each generation.

The averages are over a number of simulated paths, typically 10°, each generation
average can then be calculated as well as an approximate of the 95% interval. The
interval approximation is based on ordering the generation sizes and defining the range

covering 95% of the sample paths.

Under the branching process approximation to the random digraph there is no recur-
sive component. Neither is there any implicit dependence on the population size, as
discussed for random digraphs in Section 2.4.9 in terms of vertices. For small total
progeny the time to compute the probabilities is the same as for the equivalent epi-
demic process. However for large final sizes the digraph approach is unfeasible (the
recursive path searching becomes too costly), which is not the case for the branching

process method.
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Recall the total number of valid paths of total progeny is 2¥~!. so even though we can
calculate a conditioned path probability in one pass, to calculate exact expectations
for large k is still too computationally intensive. For example, if £ = 30 it would take
several decades to compute all the possible paths if we could evaluate one per second.
Since this is so impractical, we use the exact conditioned step probabilities to estimate
the expected generation size using simulated paths. We do not reject any samples,
as we did in Section 2.4.7.5, as all paths are simulated from the exact conditioned

probabilities.

As with the digraph calculations, we can store intermediate steps to speed our calcu-
lations. Which is a greater saving for the branching process step probabilities that are

parameter invariant.

Poisson Offspring

We start by considering the Poisson offspring distribution derived in Section 2.5.4.
Since the step probabilities are invariant of the rate parameter A, these results are

valid for all Poisson offspring distributions.

Estimating by simulation the path of the average, as defined in Section 2.4.6, we can
compare across different numbers of ancestors, a and the total progeny we condition

on, k.

Figure 2.7 shows the path of the average generation size for a = 1 and varying k. The
total progenies shown are: 10, 20, 40, 60, 80, 100, 200, 500 and 1000. To meaningfully
compare the plots, in Figure 2.7(a) the generation and average size of the generation

have been scaled by k, the conditioned total progeny, i.e. plot t/k against E[X]/k.
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Since xg = a for all paths, on the scaled plot the expected size of the zeroth generation
will tend to zero. There seems to be a limiting behaviour when scaled by the conditioned

total progeny.

Figure 2.7(b) shows the same average paths as Figure 2.7(a), except the generation and
expected generation size are scaled by the square root of the conditioned total progeny,
i.e. plot t/Vk against E[X;]/vk. This rescaled process hints at a limiting distribution

as the conditioned total progeny tends to infinity.

This vk scaling is related to results in Drmota and Gittenberger (1997) and Gitten-
berger (1998); specifically let (L,(t),t > 0) be a Galton-Watson process conditioned
on a total progeny of n, where L,(t) is the size of the ¢t-th generation. For a sequence
of positive numbers, (c,,n > 0) such that ¢, — oo and ¢, = o(y/n), then the scaled

process,

1
ln, = —Lp(cyt), t>0,

Cn

weakly converges to the local time of a three-dimensional Bessel process. If the scale

factor is ¢, = y/n, the limit process obtained is Brownian excursion local time.

From Gittenberger (1998), the average extinction time of a branching process condi-

tioned on the total progeny n is proportional to /n.

This provides a limiting result for the conditioned Galton-Watson processes considered.
Further, the maximum generation size also has a limiting distribution. For uncondi-
tioned branching processes results for the maximum are given by Lindvall (1976) and
Weiner (1984), these results are extended to conditioned branching processes under
finiteness constraints on the offspring distribution by Kerbashev (1999) and finally the

expectation of the maximum generation size conditioned on total progeny is derived
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Figure 2.7: Scaled path of the average for a Poisson offspring distribution with one
initial ancestor, ¢ = 1 and varying conditioned total progeny, k. The
generation and estimated expected generation size are normalised by k
and Vk to facilitate comparison
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Figure 2.8: Four selected sample paths from Poisson offspring distribution a = 1
and k = 100 chosen from 10 simulated paths. Normal approximation
95% intervals are shown as dotted curves and the expected number of
generations is shown as a dotted vertical line.

by Bondarenko and Topchii (2001).

Figure 2.7 shows the estimated expected size of each generation, which we have called

the average path. Despite the smooth nature of the average path, there is a great deal

of variability in specific realisations of a path.

This variability in sample paths of the conditioned branching process is illustrated in

Figure 2.8, which shows four realisations in the Poisson offspring case. The paths were

selected from 10 simulated runs and chosen to display the variability not captured in

the path of the average graphs, i.e. they have been chosen to look different. The dotted

lines are an approximate 95% interval over the generation sizes. The vertical dotted

line corresponds to the expected number of generations, i.e. E[r] where 7 = min{t :

Tt4+1 = 0}.
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The interval is approximated assuming the generation sizes are normal distributed, this
is clearly inaccuracte near the boundaries as the interval will not be symmetric and
the assumption of normality is not theoretically derived. As a first approximation the
interval for each generation, i is given by X; + 1.96\/\W . These are the mean and
variance of samples of the i-th generation, assuming the average size of a generation
is normally distributed with mean E[X;] and variance Var(X;). This leads to intervals
with negative lower bounds and upper bounds that exceed the maximum attainable
generation size, i.e. k in a branching process conditioned on having total progeny equal
to k. Alternatively, we can consider the interval of the empirical quantiles as a measure
of the variability of the average path, i.e. ordering the samples for the i-th generation

and taking the 2.5% and 97.5% quantiles.

Figure 2.9 compares the average generation sizes, normal approximated confidence and
quantile interval obtained from 6 x 10* sample paths with a Poisson offspring distribu-
tion conditioned on k£ = 100 with a single initial ancestor. The normal approximation
intervals are shown as dotted lines, clearly becoming negative for some generations.
The thicker solid line is the average path, included as a reference to Figure 2.7. Fi-
nally, the empirical quantiles are shown as solid lines. Approximating the distribution
of the expected generation size as normal seems fairly adequate, setting any negative

lower bound to zero.

As noted in Figure 2.7(a), considering the limiting behaviour of the average path as

k — oo for a fixed number of initial ancestors will cause the zeroth generation to tend

to zero, xg = ¢ — 0 as k — oo. Figure 2.10 shows the average path when the ratio

% is kept constant, the generation size is scaled by k to ensure the zeroth generations

coincide, though this may not be the optimal scaling. The lines are for conditioned
a

progeny’s of 10, 50, 100 and 200 with the ratio § = 0.1. The average paths are

calculated from 10° simulated conditioned paths.
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Figure 2.9: Comparison of generation sizes obtained from a normal approximation
and empirical quantiles for a branching process with one ancestor condi-
tioned on a total progeny of a hundred with Poisson offspring, i.e. a = 1
and k = 100 paths. The normal approximation and empirical 95% in-
tervals are shown as dotted and solid lines respectively. The average
path is a thick solid line.

Figure 2.11 shows the approximate and empirical intervals for the corresponding fixed
ratio when there are twenty initial ancestors and a total progeny of two hundred. The

approximate intervals still closely match the empirical.

Finally we consider the variance of each generation size, i.e. Var(X;) for 0 <i < k+ 1.

Since g = a and zy; = 0 for all paths, clearly Var(Xy) = Var(Xy41) = 0. Figure

2.12 shows the estimated variances for each generation conditioned on various total

progenies. The generation is scaled by the square root of the conditioned total progeny,
i Var(X;)

ie. N and the variance is scaled by the progeny, i.e. —=*. Tt is clear from Figure

2.12 that there is a limiting behaviour being observed.
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Figure 2.10: Path of the average for a Poisson offspring distribution for values of &,
maintaining the ratio of a/k = 0.1 Both the generation number and
generation size are normalised by vk to facilitate comparison

Alternate Offspring Distributions

So far we have considered only the Poisson offspring case, this corresponds to an epi-
demic with fixed infectious periods. For fixed periods, in the directed random graph

all edges are independent which greatly simplifies calculations.

Though we consider three alternative offspring distributions, we expect them to behave
in a similar manner. A negative binomial distribution with parameters r and p =
r/A+r tends to a Poisson distribution with parameter A as r tends to infinity. For
sufficiently large r we may approximate using the Poisson case. For a gamma infectious
period, I'(a, b) with integer shape parameter, the corresponding approximate offspring
distribution is a negative binomial, NegBin(a,b). We considered the case where a = 1,
i.e. an exponential giving a geometric offspring. Since our conditioned geometric step

probabilities do not depend on the probability, we can make the approximation to the
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Figure 2.11: Comparison of generation intervals for a Poisson offspring branching
process with a = 20 and k£ = 200. The normal approximation and
empirical 95% intervals are shown as dotted and solid lines respectively.
The average path is a thick solid line.

Poisson arbitrarily good. Hence we expect the negative binomial and Poisson offspring

cases to be similar.

Similarly, the binomial distribution converges to the Poisson distribution as the number
of trials goes to infinity while the product np remains fixed. Since p may be arbitrary,
we need only consider the number of trials. If n > 20 with sufficiently small p, we may
approximate the Binomial by a Poisson distribution with parameter np. For sufficiently

large n, we expect the binomial and Poisson offspring cases to be similar.

The uniform case does not tend to a Poisson, so we expect the average path to be

different.

We compare the average path for four branching processes conditioned on a total

progeny of one hundred with a single initial ancestor. We set the parameters of each
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Figure 2.12: Comparison of generation variances for Poisson offspring branching
process conditioned on various total progenies. The generation is
scaled by vk and the variance by k. All have a single ancestor

distribution to be equivalent in a sense, so that the comparison is meaningful. For the
Poisson offspring we do not need to specify a rate, since in the conditioned process it
is an invariant parameter. We consider the negative binomial with ten success events,
though we only derived the result for a single success, i.e. a geometric, the result is sim-
ple to generalise. For the binomial and (discrete) uniform we set n = 10, the maximum

offspring from each individual.

Figure 2.13 shows the average paths estimated from 10° simulated conditioned branch-
ing processes for the four offspring distributions derived in Section 2.5.4. As expected,
the Poisson, binomial and negative binomial appear very similar and the uniform ex-
hibits a different behaviour. The parameters of each distribution have been chosen to

have similar characteristics.

Finally we consider the variance of the path, the separate generation variances esti-



2.5 BRANCHING PROCESS CONDITIONED ON TOTAL PROGENY 130

0.10
|

— Pois(1)
--- NegBin(10,1)
— BIn(10,1)
- - Uni[0,10]

0.08
|

Generation Size (scaled /k)

0.02
|

0.0 0.5 1.0 15 2.0 25 3.0 3.5

Generation (scaled /sqrt(k))

Figure 2.13: Comparing scaled offspring distributions, with ¢ = 1 and k£ = 100,
of the empirical expected size of each generation for the distributions:
Pois(1), NegBin(10,1), Bin(10,1) and Uni(10)
mated from simulations. Figure 2.14 compare the four offspring distributions of Figure
2.13, plotting the variance for each generation. The generation and variance are scaled

as in Figure 2.13 to facilitate comparison. The behaviour is similar for the Poisson,

Negative Binomial and Binomial. The Uniform is clearly distinct, as expected.
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2.5.7 Branching Process Approximation To Finite Random Digraph

In Section 2.5.5 we showed the Poisson offspring branching process is invariant to the
rate of the Poisson distribution. As described in Section 2.5.2, a branching process with
Poisson offspring can be used to approximate an epidemic with fixed infectious periods
in the early stages. We now investigate this approximation using the random digraph
representation to give a relationship between the rank chain of the digraph and path

of the branching process.

The random digraph conditioned on connectedness and the branching process condi-
tioned on its total progeny are both tools to consider the final size of an epidemic.
Since the branching process approximation assumes a large population, it would seem
that increasing s, the number of susceptibles in the finite graph, should affect how close
the two processes are. In particular, the random digraph is A-dependent whereas the

branching process is not.

For the random digraph, consider the constant infectious period case, let ¢ = 1 without
loss of generality. Figure 2.15 shows the effect of varying A at various values of s, given
one root node and a conditioned connectedness of five, on the expected size of the first
generation, X;. The graph was produced using the expression derived in Section 2.4.4

for the digraph simulations.

In Figure 2.15 a horizontal line has been added to represent the equivalent branching
process, with a single ancestor and conditioned total progeny of five, i.e. a = 1 and
k = 5. The line is horizontal as the path probabilities, and hence the expectations, are
invariant to A. The line corresponds to the digraph letting the population be infinite

in size, i.e. letting s — oo.

It is interesting to note that the lowest non-horizontal line in Figure 2.15 corresponds to
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Figure 2.15: Comparing the expected size of the first generation in a conditioned
random digraph and a conditioned Poisson branching process. With a
single root and ancestor, r = @ = 1 and conditioned on d = k = 5 while
varying A. The digraphs have different number of initial susceptibles
s.

seventy five susceptibles, s = 75 which is not particularly large. The approximation is
fairly good even for small populations. Conversely, for the smallest population shown,

s = 5, the approximation is very poor.

Finally, the limiting behaviour illustrated in Figure 2.15 can be shown algebraically
with the following example. The step probabilities of a conditioned random digraph
are s-invariant for suitable A, see Section 2.4.9. Though the number of susceptibles,

s is implicit in the definition of A. Using the example derived in Section 2.4.7.1, for
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(r,s,d) = (1,s,2) and letting s — oo we have,

__Ac
% T+

PislZ1 = (1,2)[Z0 = (1,1), D = 2] = ———
14 2¢ 7+

—>§ as S — o0

=P1[W = (1,2)[Wo = (1,1),T = 2].

That is, the probability tends to the conditioned step probability of the equivalent
conditioned branching process, with a Poisson offspring corresponding to the fixed

infectious period.

Since the digraph step probabilities cannot be expressed in an easily obtainable alge-
braic form, we cannot generalise this for any such step probability. Though, by the

definition of the branching process approximation, we expect this to be true.
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CHAPTER 3

Inference For Final Size Data Using Markov

Chain Monte Carlo Methods

3.1 Introduction And Motivation

We are motivated by the need to analyse epidemic data, specifically final size data, to
gain insight from previous outbreaks. As discussed in Sections 1.2.6 and 2.1, obser-
vations of epidemics are often incomplete in regard to each individual as well as only

covering a subset of the population.

In this chapter we consider the following problem. Given final size data and a stochastic
epidemic model, what can be inferred about the parameters of this model from the data,

what insight can be gained?

The final size data will consist only of counts of the number of susceptibles infected
at the end of the epidemic. We shall use the stochastic Susceptible-Infective-Removed
(SIR) epidemic model defined in Section 1.2.2, using the directed random graph rep-
resentation investigated in Chapter 2. To make statistical inference about parameters
of the model given the data we use Markov Chain Monte Carlo (MCMC) methods as
outlined in Section 1.3.2, we shall present update algorithms specific to the final size

data.
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For final size data, the likelihood under the simple SIR model is intractable, since the
only information from the data is the state of the population at the end and beginning
of the epidemic. There is no explicit information about the start of the epidemic,
specifically the number of initial infectives is unknown and at first we shall assume a
single initial infective, later this will be considered another unknown parameter. To
proceed we must augment the likelihood with sufficient information about the course
of the epidemic to obtain a tractable expression. The imputed course of the epidemic
will be the representations investigated in Chapter 2, firstly we shall consider the edge

representation and then the generation representation.

Using MCMC we will make inference for the infection rates of the SIR model. Without
more detailed temporal information, it is not possible to make inference about the in-
fectious period directly. For the fixed infectious period case, it is impossible to separate
the infection rate and infectious period, the two parameters are indistinguishable. For
this chapter we shall only consider a fixed infectious period, that will be considered a

known constant of the model.

In Section 3.2 we consider the simple SIR epidemic model, with a single type of indi-
vidual with the course of the epidemic as missing data that we impute. Imputation of
edges has been investigated by Demiris and O’Neill (2005a), we present this approach
and the generation representation developed in Chapter 2. Both methods are compared

using sample data sets.

We define an epidemic with missing data to include all types of data that are obser-
vations of a process omitting some detail, e.g. the exact infection and removal times.
Final size data can then be viewed as an example of missing data, where the infection
times, removal times and which individuals infect each other are unknown. Partially

observed epidemics are defined to be those where the data only represent a subset of
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the population, i.e. a specified fraction of the total population. In Section 3.3 we extend

the algorithm to enable the analysis of such data.

Including unobserved individuals naturally leads to incorporating multiple types of
individuals, some of which may be unobserved. We briefly expand the algorithm in
Section 3.4, though we present a more complete general framework in Section 3.5,
allowing individuals to have multiple levels of mixing. Thus, the general framework
allows for arbitrary types of individuals and an arbitrary number of levels of mixing,
together with a general form for the rates of contacts among individuals. There are
limits to the type of model that can be fitted, namely no temporal effects can be
included, e.g. weekday-weekend cycles. Also, the data may be too sparse to implement
the complicated general model, which may lead to overfitting or poorly converging

Markov Chain Monte Carlo algorithms.

The multi-type multi-level algorithm is applied to the household data presented in
Longini et al. (1988), and comparisons are made to the edge imputation methods by

O’Neill (2009) on the same data set.

Finally, in Section 3.7 we consider practical considerations of implementing the MCMC
algorithms. In particular the use of parallel computing using GNU OpenMP and the
need for arbitrary precision using GNU MPFR. To implement the MCMC algorithm
in the C programming language we have also used the GNU Scientific Library (GSL),

see Galassi et al. (2003) for further details.
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3.2 MCMC Algorithms For Simple SIR Epidemic Model

In this section we consider an SIR model, as defined in Section 1.2.2, with homoge-
neously mixing and homogeneous population of N individuals, which we shall denote
a one-type one-level (1t1l) model, with a fixed infectious period, i.e. I = ¢ for some
constant ¢ > 0 and ¢ = E[I] = ¢. An infectious individual has infectious contacts with
another given individual at the points of a Poisson process with rate % over some inter-
val I, where N is the size of the population of which n are initially susceptible and a are
initially infective. Initially we set the number of initial infectives to be one, i.e. a =1,
without any explicit information it seems a reasonable assumption that the epidemic is
initiated by a single external infection to an individual at random. All individuals are
labelled by an index i from the set {1,2,..., N}. Let x denote the set of indicies of the
initial infectives, for a single initial infective we abuse the notation and let x denote the
index of the single initial infective. Since the population is homogeneous and we are

restricting attention to the case a = 1, we may set x = {1} without loss of generality.

We wish to make inference for A, the infection rate, given the final size of an outbreak in
the population. Let d be the number of initial susceptibles that are ultimately infected,
not including the initial a infectives, out of the initial n susceptibles. Let N =a +n
and D = a + d be the total population size and total number of individuals who are

ever infective respectively. The data may be summarised as the vectors

ac Z_|_
0 = (a,n,d) for necz, (3.1)

0<d<n
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or

NeZ,
Y = (N, D) for , (3.2)
0<D<N
depending on the assumption on the initial number of infectives. We shall initially

consider the case where a = 1 and use the 6 notation. Thus we wish to find the

posterior density m(A|f), using Bayes’ Theorem we have
m(A|0) o< L(O|N)7(A).

The likelihood can be derived for any population size, specifically Ball (1986) derive a
general expression to compute the distribution of the final size given the rate A. How-
ever, these equations to compute the likelihood of 8 given only A become numerically
intractable for large populations, even with the assumptions of a fixed infectious period
and single initial infective we cannot derive an expression for the likelihood that is ef-
ficiently computable. To obtain such an expression, dependent only upon the infection
rate A\, we must integrate out all other dependencies. In particular, it is difficult to
integrate over all possible paths to achieve a final size of d, the approach of Ball (1986)
using a set of recursive triangular equations. It is not impossible though, to obtain a
numerical result for the likelihood using arbitrary precision computing as by Demiris
(2004), we shall return to this in Section 3.7.2. However, MCMC methods rely on
repeated iterations of the chain that require evaluation of the likelihood, if the compu-
tational cost (usually time) to evaluate the likelihood is too large then the method will

be infeasible.

The likelihood of A given all the information from the data and the model (e.g. fixed
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infectious period and a single initial infective)

(A0, 1, k) < L(OIA, I, k)m(A),

is still intractable, despite additional parameters being fixed in the model. To apply
MCMC methods we require a computable form for L(6|-, \). To achieve this we augment
the likelihood with additional data, that we consider to be a new parameter, giving a

joint posterior density of A and the imputed data.

In Section 3.2.1 we reproduce the results of Demiris and O’Neill (2005a), wherein the
likelihood is augmented with a random digraph characterised by its edges, following
Section 2.2.2 we use the relationship of the digraph to the final size of the epidemic to
compute the likelihood of the final size d given the imputed course of the epidemic and

the infection rate.

Two edge methods are reviewed, both of which require detailed information on each
individual in the population. In fact, it is possible to only consider those individuals
who are ultimately infected, as discussed in Section 2.4.9, since there is no need to
explicitly account for contacts between those who remain susceptible for the entire

epidemic.

In Section 3.2.2 we augment the likelihood with a digraph characterised by generations,
which contains less detail on individuals within the population. The update steps for
an MCMC algorithm are explained in detail, defining notation that will be extended

in subsequent sections.

The two augmentation methods are compared in Section 3.2.3, with particular attention
to the convergence properties of the generation representation under various tunable

parameters.
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3.2.1 Imputing Edge Representation

Following Demiris and O’Neill (2005a), though using our notation defined in Sec-
tions 2.3 and 3.2, let G denote a random digraph on N vertices of which a are roots and
edges are present with probability p =1 — exp(—%c)7 where c¢ is the fixed infectious
period and A is the infection rate. Then, the connectedness of the digraph is equal in

distribution to the final size of the matched SIR epidemic.

We shall consider two forms of representing the digraph G, either as a connectivity
matrix or as contact lists, the latter yields a more efficient MCMC update step using

a Gibbs update.

For a given digraph, G, the likelihood of 8 = (a,n,d) is an indicator variable, either

the digraph is d-connected or it is not. By Bayes’ Theorem we have,

(G, \0,1,k) x L(O|G,\, I, k)7(G, |1, k)
x L(O|G, N\, I, k)7 (G I, k)w(A|T, k)

o L(O|G A, I, k)m(GIA, I, k)m(N),

since we assume the infectious period, infection rate and seed infective index are inde-

pendent a priori, then

ﬂ(G,)\le,I, li) X ]I{9|G7,§} W(G’/\,I, /i) 71'()\)

Where Igg ) is the indicator variable, one if the imputed digraph matches the final
size data and seed infectives, otherwise zero. The digraph has edges with probability
p as defined, thus 7(G|\, I, k) is the probability of the imputed digraph. Finally,

() is the prior density on A, which is assumed independent of the other parameters.
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The prior will be an exponential distribution with a hyperparameter of p, i.e. 7(A) =
pexp(—pA) o< exp(—pA) (note that the prior is on A, not the scaled rate ). Let
u be sufficiently small to induce a fairly flat non-informative proper prior, since the

expectation of an exponential is p .

To implement an MCMC algorithm, we must establish an update step for the infection
rate A and the imputed digraph G, once the chain has converged it will draw samples
from the joint density. We are primarily interested in A, so we may compute the
marginal density by considering all samples and ignoring G. This is only valid if
the chain has converged and care must be taken to ensure the correlation between
the infection rate and imputed digraph does not distort the marginal density. We
shall update the parameters one at a time, effectively in two blocks, as discussed in

Section 1.3.2.

Care must also be taken in selecting the initial state of the parameters. An initial short
run of the MCMC algorithm may yield clues as to suitable initial values for the infection
rate A, however the digraph G is a high dimensional object that must be summarised.
The appropriate summary is considered, it must be sufficient to determine convergence,
but also minimal to reduce the quantity of output of the algorithm. Hence, there may

not be an obvious ‘good’ initial digraph, or a method to construct it.

The update steps for the digraph and infection rate depend on the form of G, we
present the intuitive form first using a connectivity matrix and symmetric Random
Walk Metropolis. However, a more efficient update is possible using a Poisson repre-

sentation of contact lists and a Gibbs update.
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3.2.1.1 Connectivity Matrix

The following method is as implemented by Demiris and O’Neill (2005a), we present
the approach in detail for comparison with the generation method that we develop in
Section 3.2.2. A digraph G consists of a set of vertices and edges, we may represent G as
a matrix indicating the presence of edges on the graph. Label the vertices 1,...,a,a+
1,...,a+d,a+d+1,...,N, such that the first a vertices are the roots and the next
d vertices are those that are ultimately infected. Let G be an N x N matrix such
that g;; = 1 if there is an edge from vertex ¢ to vertex j, for 4 # j. Since this is a
directed graph, the matrix G' need not be symmetric, i.e. g;; # gj; in general. The

correspondence to the epidemic is as before.

Define the update for A to be a symmetric Random Walk Metropolis (RWM) as defined
in Section 1.3.2.3, the candidate value is N = A+ 1, where [ ~ N(0, 012). The candidate
must be non-negative, thus if A < 0 we reject the proposal immediately and do not
have to calculate the acceptance probability, since w(A) = 0 for A < 0. The variance,
012 is a tunable hyperparameter that must be specified beforehand, commonly a trial
MCMC run will be performed to tune the hyperparameters. Following Section 1.3.2.3,

the acceptance probability for the symmetric proposal g(:|\) is

a(A,\) —min{l (G, N|0,1, H)q()\\)\’)}

(G, X6, T, m)a(V )

— min 7(G\N, I, k)m(N)
- {1’ TGN T R)(V) }

Since the proposal is constructed to be symmetric in that the proposal probabilities
are equal, i.e. ¢(N'|\) = ¢(A\|\), they cancel from the acceptance probability. Also, for
the X update the digraph G is unchanged for the candidate, the term 7(0|G, \, I, k) is
independent of the value of A, i.e. m(0|G,\, I, k) = 7(0|G, N, 1, k).
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Though we desire a non-informative prior on the infection rate A, the chosen proper
prior is not truly non-informative. If it were, then all values for A would be equally
likely and the ratio of the candidate to current prior would be one. However, since the
exponential is being used, the prior density contributes to the acceptance probability.

Namely, since 7(\) = pexp(—u), then

=exp (—p(N = N)). (3.3)

The digraph G is a parameter in the model, we must search the space of digraphs using
an update step to obtain the joint density of A and G. The vertices and their labels are
fixed, without loss of generality we have set K = {1,...,a} and we shall assume a =1
for the present discussion. Thus, the space of digraphs is concerned with the random
edges, each of which is independent of all other edges and present with probability
p=1-— exp(—%c), where ¢ is fixed and A is a constant during the update of G as we

are updating the parameters independently.

First, we must define a proposal distribution to generate a candidate digraph. We can
either add or remove an edge from G to generate a candidate digraph G’. The simplest
scheme would be to select an element of the matrix G at random and invert the entry,
if the edge is present remove it or if it is absent add it, i.e. g;j = gij +1 mod 2. There
are N2 — N possible edges, self edges are excluded, thus we choose all edges equally.

The acceptance probability is then

o(G. ') = min {1 Ly TGN L, ff)}

Ligiary m(GIN 1, k)

The chain should begin in a valid state, thus there should be no need to check the term
Iig|c,x) as the current state should always be a valid digraph. However, it is necessary

to check Igiqr «) for both additions and removals.
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It is possible to reduce the digraph G to only those individuals who ultimately become
infected, this invariance is shown in Section 2.4.9. If reduce to the sub-digraph on D
vertices, then is it no longer necessary to check validity after adding an edge, since
any additional edges cannot increase the connectivity. It is important to still account
for the remaining N — D vertices, as they will have a great affect on the likelihood of

different infection rates.

To check whether the digraph is valid, a recursive search can be performed beginning
at the root vertex. Let v be an N length vector, and initialise it such that v; = 1
for i € k and zero otherwise. Beginning at the root vertices, travel along each edge
away from the roots, to the set of vertices comprising the first generation. For each
visited vertex 4, set v; = 1. Then visit all connected vertices from the first generation,
i.e. the second generation, during the recursive search set the i*” component to one
if vertex ¢ is visited. It is possible to make this search more efficient, if a search
meets a vertex that has already been visited, then that specific recursive search can
be terminated. Then the digraph is valid if the required number components of v are
one, i.e. Zf\i 1 V; = a+d. There seems no more efficient method to check connectivity.
For small populations this recursive search is sufficient. However, as D increases the
search becomes more costly and the amount of information stored grows by order N2,
which means the MCMC algorithm must move about the large space of G and check

connectivity for each iteration that requires Iggq x}-

Since each edge is present independently with probability p, where the probability is

constant for both current and candidate digraphs, the probability of a digraph G is
n(GIM 1, k) = plol(1 — p)NN=D-IG]

where |G| =}, >, gij, i.e. the number of edges in the digraph G.
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Finally, the form of the starting digraph must be specified. For simplicity, and to
guarantee a valid initial digraph, let g1, =1for 2 <j <a+d, g;;j =0fori,j >a+d
and ¢ = j. Thus there are no self edges, the required d individuals are connected to an

initial infected and there are no contacts to the remaining susceptibles.

3.2.1.2 Poisson Representation

The following representation by O’Neill (2009) demonstrates a key issue in MCMC,
that an appropriate form of the likelihood can lead to a more efficient algorithm. By
considering the digraph as a set of contact lists, it is possible to form a Gibbs update
step for both the infection rate and digraph, though it is still necessary to check that

the digraph is compatible with the observed final size data.

Let X be a D = a + d length vector, X = (x1,x2,...,2p), where z; is the number of
contacts individual ¢ makes during its infectious period, including repeat contacts. Let
C; be a vector of the individuals ¢ contacts, i.e. ¢;1 is the first individual contacted by
individual 7, where the length of C; is x;. As mentioned, we restrict to the sub-digraph

consisting of only those individuals that are ultimately infected.

Recall, an infectious individual makes contacts with a given individual, uniformly se-
lected from the population, at the points of a Poisson process of rate %, over a period
of length c¢. Thus z; is the count of the corresponding Poisson processes. Note, al-
though we restrict attention to the sub-digraph on D individuals, the infection rate is
still normalised by the total population size N. The contacts are made uniformly with
the population, since we are considering a homogeneously mixing population, thus each
individual is equally likely, i.e. P(c;; = k) = 1/N for all k € {1,...,N}. Define the
digraph G to be the vector of Poisson process counts and the collection of contact lists

for each individual, i.e. G = {X1,C1,..., Xp,Cp}. Giving the probability of a digraph
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G as,

W(GM,I,H):ﬁ@C)@W(;)%

i=1

PR ED by 1\ 2% 1
<NC> exp(—NcD) <N> et (3.4)

Then the joint posterior density is,

(G, A0, I,k) x w(0|G,\, I, k) (G|, I, k)T (N)
o Iggia ) ()\C)Zi Ti exp(—AeD) exp(—p)

o Iggiamy (N2 exp (—=A(eD + p)), (3.5)

up to proportionality, and ignoring constant factors that will cancel out in the accep-

tance probability.

Following Section 1.3.2.2, we select the proposal distribution for the infection rate
as the full conditional distribution, i.e. w(A|G,0,I,k). From Equation (3.5), if the
proposal is a gamma distribution with shape parameter 1 + Zi’;l xz; and rate param-
eter Dc + p, then such a proposal is the full conditional distribution, i.e. g(A'|\) ~
T <1 + Zi’;l z;, De + ,u>. It is simple to check the resulting update is a Gibbs step and

has an acceptance probability of one.

To update the digraph G, we see from Equation (3.4) and by the construction of the

digraph, that the number of contacts for each individual has a Poisson distribution,

independent of all other individuals. Thus, choosing an individual at random (from

among those that are ultimately infected), proposing a new number of contacts X/
A

according to a Poisson distribution of mean £;c and uniformly assigning these contacts

among the population to propose a candidate, C7, is the full conditional distribution,
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m(G|\, 0,1, k). Tt follows immediately that the acceptance probability is one, provided

the candidate digraph G’ is compatible with the observed data 6.

For the seed digraph, to ensure a valid starting configuration, set x; = 1 for 1 <14 <
D —1 and zero otherwise, with ¢;; = ¢+ 1. This is a minimal tree, with a single branch
including all the vertices. That is, each generation consists of a single individual who
has a single contact during their infectious period. This contact is with a susceptible,

who becomes the single infective in the next generation.

Hence using the Poisson representation of the digraph it is possible to form Gibbs
updates for the infection rate and for the imputed digraph is also a Gibbs step, provided

the candidate digraph is valid with respect to the final size data.

The algorithms presented, using the connectivity matrix or Poisson representation,
both require a method to check the validity of a candidate digraph. A simple recursive
approach was presented in Section 3.2.1.1, which is applicable to any population size.
Using the Gibbs updates results in a more efficient algorithm, in terms of computation
time, since all proposals are accepted removing the computational cost of evaluating

an acceptance probability.

3.2.2 Imputing Generation Representation

In Chapter 2 we began by investigating directed random graphs characterised by their
edges and then proceeded to consider representing the digraph in terms of its gener-
ations. The generations approach reduces the amount of information recorded about
the digraph, specifically the details of each individuals contacts are no longer known.
However, in terms of our MCMC approach, this loss of information is about the im-

puted data. Our aim is to augment the parameter space with the minimal information
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necessary to form a likelihood, thus we now consider the generations representation as

a sufficient and more efficient augmentation.

Another benefit of the generation representation is the simplification of checking the
imputed digraph corresponds to the observed data. For the edge representations a
recursive search technique was necessary to check connectivity. Thus there is a saving
in computation for the generations approach, however there is no proposal distribution
giving rise to a Gibbs update, which is a benefit of the Poisson representation. There

is a balance between these benefits for different situations.

3.2.2.1 Notation And Definitions

The generation representation is as described in Section 2.4, there are N individuals
of which a are initial infectives and n are initial susceptibles, a +n = N. Initial
infectives are members of the zeroth generation, those they directly infect are the
first generation and so on for each successive generation. Recall, we use the term
generation as equivalent to rank, though this is not the case for the temporal definitions.
Similarly, we shall use the term path instead of rank chain to emphasis the application
to epidemics. Denote the observed data, i.e. the population and final size, as either

Expression (3.1) using the vector § = (a,n,d) or Expression (3.2) using the vector

Y = (N, D).

Let Z be the random variable denoting the path of an epidemic, Z is a vector of two
dimensional vectors (effectively a matrix), i.e. Z = (Zy, Z1, ..., Zq, Zq+1) consisting of
the vectors Z; = (X3, Y};) for 0 <t < d+ 1. The random variable X; is the number of
individuals of rank ¢, and Y; = ZE:O X is the cumulative sum. It is sufficient to specify
only the size of each generation, the cumulative sum is used to simplify expressions and

in a practical sense can be stored to aid computation and as a rapid checking tool.
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Since we restrict attention to digraphs that are valid and d connected, the largest
attainable rank is d. For a given path Z = z, denote by 7 the last non-zero generation,

ie. 7 = max{t: X; > 0}.

From Section 2.4.4, using the notation Py[E] to denote the probability of an event F
given 6 = (a,n,d), i.e. a initial infectives, n initial susceptibles and a final outcome of

d. From Equation (2.20), the probability of a given digraph is

=2 = [[PolZr1 = @1, 9001 Ze = (1,00, (3.6)
and by Equation (2.24) for a fixed infectious period I = ¢,

PolZiy1 = (2,y)|Zt = (u, )]

_ ( (r+s) ) (1 _ exp( —%c) )m (exp(—]/\\[c)“)r+5_y

_ <(7“ + ::) - v> kio(_l)x—k (2) exp <—]AVC(7~ +s5—v— k))u . (37

Using the path Z as a representation of the course of the epidemic, we can augment the
likelihood as before, to obtain the joint posterior density of the path and infection rate

as the product of an indicator function, the likelihood of a given path and the prior.

(2, N0, 1, k) xx (0|2, \, I, k) (2, A1, K)
w(0|z, \, I, k)w(z|\, I, k)m (AT, k)

XX H{g‘zﬁ} 71'(2‘)\, I, Ii) 7T<)\) (3.8)

This is the density we explore using our MCMC algorithm, drawing approximate sam-
ples to estimate the marginal posterior density of the infection rate A, the parameter

of interest. In the following two sections we discuss the proposal distributions for the
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two parameters, A and z, describing their update algorithms in detail.

The data used for parameter inference is only the length two vector ¢ = (N, D), if we
consider a an unknown parameter, or the length three vector 6 = (a, n,d), from which
we are attempting to estimate the joint density of A\, x and z (which will include the
imputed value of a if this is treated as an unknown). Attempting to make inference on

so many correlated parameters from two or three numbers is clearly rather optimistic.

3.2.2.2 )\ Update Steps

For the infection rate A we use a proper prior, an exponential with rate parameter
u and a symmetric Random Walk Metropolis proposal for new values using a normal
distribution, i.e. X ~ N(), 02); rejecting any negative proposals to ensure the candidate

2

is non-negative, i.e. 7(A) = 0 for A < 0. The proposal variance o° is a tunable

hyperparameter.

The acceptance probability for the candidate X' is the minimum of one and the ratio of
the likelihoods and probability of the candidate and current state under the proposal

distribution, as defined in Section 1.3.2.1, thus

a(\, V) = min {1 (2, N|0,1, k q(/\|/\/)}

(2, A0, I, k)q(N|N)

=oin {1 TR

Where m(\) is the prior distribution, an exponential with rate p and w(z|A, I, k) is
the likelihood of the current path give the infection rate, given by Equations (3.6) and

(3.7). The full infection rate update is shown in Algorithm 3.1.

For a suitable seed value for the infection rate, it is common to perform a short trial run
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Algorithm 3.1: A\-update for one-type one-level model
1 Propose ) ~ N(\, 02);

2 if X <0 then

3 ‘ reject

4 Calculate acceptance probability a(X, N);
5 Draw A ~ U(0,1);
6
7
8
9

if a < A then
‘ reject N
else
‘ accept \

of the MCMC algorithm to obtain an estimate if there is no specific guidance otherwise,

though this is generally unnecessary.

3.2.2.3 Z Update Steps

Using the edge representation of Section 3.2.1 there was a natural method to update the
digraph, adding and removing edges. For the generation representation, we no longer
retain specific information on an individual, only the generation in which it appears.
Hence, the natural update is to alter the generation an individual belongs to. As stated
in Section 2.4.1, there are 2471 possible valid paths of final size d, and it is not feasible
to integrate out the path parameter, Z, to obtain the posterior density of the infection
rate alone, hence we are using an augmented MCMC algorithm to estimate the joint

posterior density.

The structure of Z, an epidemic path conditioned on a final size of d was investigated in
Section 2.4, we shall use that information to form the initial seed path and to motivate
the update techniques that follow. Our motivation for imputing the path over edges is
use the minimal information necessary, in particular specific details of each individual
are no longer recorded. Thus, we no longer label the individuals explicitly and only

know the size of each generation, not which individuals comprise it.
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m ABC =z ‘ m ABC =z

0 000 (4) 4 100 (1,3)

1 001 (3,1) 5 101 (1,2,1)
2 010 (22 |6 110 (1,1,2)

3 011 (2,1,1) | 7 111 (1,1,1,1)
Table 3.1: Example correspondence between path index and path using binary rep-
resentation

Since the cumulative totals are a function of the generation sizes, we can consider
the a path as a vector denoted (z¢|z1,...,2r,2r41), where 29 = a and z,41 = 0 by
definition. The bar (]) is used to separate the zeroth generation to emphasis that it is
fixed. We wish to propose a new candidate path, 2/, in such a way that we can explore
the space of all possible paths and consider candidates that are in some sense close to

the current path.

Independence Sampler An obvious proposal would be an independence sampler.
Specifically, we can enumerate the set of all possible paths, {z(m) :0<m<297t 1},
then select a new path uniformly. To derive the m!* path for 0 < m < 2971 — 1 we
can convert from a binary representation of the index to a path. To illustrate the
correspondence between a path index m and z("™), consider the following example. Let
d = 4, so there are 8 possible paths, then consider the four individuals in a row with the
three spaces between them. Label these spaces A, B and C. Then we relate the binary
representation of the index to the presence of dividing lines in these spaces. Scan from
left to right along the line of objects, we move to the next generation when we meet
a dividing line. Such a correspondence is shown in Table 3.1 for the case d = 4. The
proposal is simple to implement and the resulting acceptance probability is reduced
to the ratio of the densities, as the proposal is a uniform distribution, i.e. q(z'|z) =

q(z]2") = le,l. However for moderate d, the space of valid paths is large but only a

small subset have a high (marginal) posterior density. Thus many proposed candidates

will be rejected and the chain will mix poorly.
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Using the path index as described, it is difficult to consider paths that are ‘close’; in
order to achieve a higher acceptance rate. For example, if d = 8 then 2(%%) = (1,7) and
paths that are ‘close’ in terms of index are 2(%3) = (2,1,1,1,1,1,1) and 2(5%) = (1,6,1),

which have very different likelihoods for a given infection rate.

We have not yet properly defined when two paths are ‘close’. If we consider all paths as

vectors of length d, then we can define the Euclidean norm as the distance A, between

two paths 27 = (x1,...,24) as
A2, 2?) =
Where || - ||2 is the L2-norm. From the index of a path it is not immediately possible

to determine its distance from another path. When the space of paths is large there
is no direct method to obtain the set of paths within a given distance of the current
path in terms of their index, i.e. for the path indexed by m and a distance ¢, the set
of indicies {i : A(2(™), 2()) < €}. Tt would be necessary to compute A(z(, 20)) for all
0 <i,j <291 —1 before running the MCMC algorithm. How to specify the distance
€ is also uncertain, as the relationship of A(z,2) to the ratio of the marginal posterior

densities :rr(él“;)), is complex. Given the shape of the state space, consisting of all valid

paths, {z(™) : 0 <m < 2%1 -1} Z4 . it is not clear that such a distance is well
suited to selecting candidate paths, in fact the state space is an integer simplex, since

>, x; = d for all paths, and this structure should also be taken into account.

K-jump Proposal Instead we consider a candidate that differs from the current
state by a single individual, who has been moved from its current generation to a
different one. Such a candidate will always differ in two generations, thus the distance

will be A(z, 2') = v/2, which is the minimal distance any two distinct valid paths can
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differ by.

We shall term our proposal a K-jump, where K determines the number of generations
an individual is moved. Given K = k, we determine the generations that contain
individuals that can be moved k generations, this is done to ensure the candidate is
a valid path. Alternatively, it would be possible to select the length of jump, move
an individual and then check if the path was still valid. This alternative procedure is
sufficient for the one-type SIR model, but not for the two-level mixing model we shall
discuss in Section 3.5. In particular, the rejection rate due to proposing an invalid path
becomes prohibitively high. Thus we outline the more complex method for the simple

one-type one-level model first, to introduce the notation and approach.

The update is performed as follows. We determine the range for K such that there
is at least one individual who can move for each value. A specific K = k is then
chosen uniformly from this range. The current path is scanned to find generations
with individuals that can be moved k, the total number of possible moves is counted
and denoted by J;. One such move is chosen uniformly from among the J; and an
individual is moved, forming the candidate path, z’. The proposal distribution is a
product of uniform random variables determined by the origin path. The proposal is
guaranteed to be reversible, since the individual moved can be returned with a jump

of the same length.

For the K-jump we introduce the hyperparameter Ky, > 1, this limits the range of K,
that is the furthest an individual can be moved in a single K-jump. For the one-type
one-level model, the value of Ky primarily effects the length of the burn in period.
It is introduced as a tunable hyperparameter to increase the acceptance rate in the

two-type model.

We assume the initial number of infectives a is fixed, so we must take care with the
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shortest valid path 2(%) = (a|d,0). For this path, the length is 7(?) = 1 and this is the
unique path of length one. The only possible jump is of length one, moving an individual
from the first to the second generation. Thus for 7 = 1 we have K ~ Uni[l, 1], i.e. there

is only one choice.

For paths of length greater than one, z = (alzy,...,2z,,0), then an individual can
always be moved from 7" to the 1% generation, a jump of k = 7 — 1 generations. This
may result in the length of the candidate being different to the current path, i.e. if
x; = 1 then moving the single individual will result in a shorter path. Conversely, if
x1 > 1 then it is possible to move an individual from the 15 to the (74 1) generation,
a jump of k = 7, which will result in a longer candidate path. It is important to note
that the jump of length 7 only results in a valid candidate path if the first generation has
more than one individual, otherwise the move will result in 2’ = (a|0,z2,...,2,,1,0)

which is an invalid path.

Thus to determine the range of possible jumps we must consider the length of the
current path and the size of the first generation, combining the above we have 1 < k <
K =min{(7 — 1+ {5 >1}), Kmax}. There is no reason to prefer any jump length, thus

we propose the length from a discrete uniform, i.e. K ~ Uni[l; K].

It is important to note that, so far we have not determined how many possible jumps
there are for K = k. Only that there is at least one such jump resulting in a valid
candidate path, since if an individual can be moved k generations then is could be
moved k — 1 generations; if z1 > 1 and for 1 < k < I, then an individual can always
be moved from the first generation forward k generations. Intuitively, there will be
more valid moves for smaller k. Also, we have not yet determined the exact method to

construct the candidate path.

Let K = k and suppose that for a given path z in generation ¢ there are z; individuals.
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We wish to move an individual to a new generation. This can either be to an earlier or
later part of the path which we shall term backward and forward jumps respectively.
For generation ¢, a backward k-jump is possible if the candidate path 2/, constructed
such that #} = 2y —1 and z}_, = x;_;+1, is a valid path. Similarly, a forward k-jump is
possible if the candidate path 2/, constructed such that r} = x;—1 and z, _, = x4 +1,

is a valid path.

There are criteria to determine if a backward or forward k-jump is possible for each
generation 1 < t < 7, and we define the function Ji(x;) as an indicator of this. Let
Ji(x¢) be 0, 1, —1 or 2 corresponding to none, only forward, only backward or both
k-jumps are possible for generation t. Let Ji(z) = (Jx(z0)|Jk(x1), - .., Jk(z+),0) be the

function applied to the entire path. The criteria are:

fax;>land k<t<r,

-1
ift=7rand k <7,
Je(z) = 41 ifey >land t+k <741, (3.9)
2 if both,

0 otherwise,

where 1 <t < 7and 1 <k <K = min{(r — 1+ ]I{x1>1}),Kmax}. Recall that the
possible ranges of ¢ and k have been derived earlier. The criteria for a forward k-jump
require that the target generation t 4+ k not be beyond 7 + 1, otherwise the path will
not be valid. In addition, the origin generation, ¢, must have more than one individual,

otherwise moving them will result in a zero generation part way through the path.

Similarly, for the backward k-jump, we cannot move to a generation before the first (we
assume the zeroth generation is fixed), thus & < ¢ < 7 and again the origin generation

must have more than one individual, i.e. x; > 1. The special case when ¢ = 7 is needed
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since we can always move an individual from the 7*" generation backwards, which may
result in a shorter path, though we must still check that k¥ < ¢t = 7 since the range
of valid k can include 7 (in the case when a forward jump from the 1% to (7 4 1)t

generation is valid).

Equation (3.9) will be implemented in our MCMC algorithm to determine and construct
candidate paths. We defined J; to be the total number of possible k-jumps for the

path z, hence

Tk = Z | Tk (21)]- (3.10)
=1

We shall select one of the possible k-jumps uniformly, so let g be the index of the
chosen jump, g ~ Uni[l; Jx]. Once a jump g is selected, it is necessary to determine
the corresponding generation and direction. This is done by scanning the vector Ji(2)

and determining the ¢g'" entry. The origin generation to is defined by,
t
to = min {t gy ’Jk(ﬂﬁz‘)\} :
i=1

The direction 0 of the move is either backwards (6 = —1) or forwards (6 = 1), care
must be taken to account for the generations where both backward and forward moves

are valid.

Jk(l’to) if Jk($to) = =1
d=41 if Jp(x,) =2 and g — Zﬁgl Jr(x;) =0

—1 if Ji(xt,) =2 and g — ngl Jp(z;) = —1

The definitions of the origin generation, top and the direction §, are in terms of the
counting function J, and presented in an algorithmic form. This obscures the simple

principle behind the K-jump update, thus we shall present an example shortly.
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As mentioned above, the procedure is overly complicated for the one-type one-level
model we are considering. In particular the need to scan the path twice, first to
determine the number of valid k-jumps, Ji, and then to determine the origin generation
to, and direction 4, requires many additional calculations. The procedure is designed
to construct valid candidate paths, since in contrast, proposing arbitrary k-jumps and
then checking whether the path is valid becomes less efficient for the extensions to the

model in Section 3.3, in particular see Section 3.3.6.3.

Finally, we construct the candidate path 2’ as,

/ j—
Ty, = Tty — 1

/ _
Typys5k = Tto+ok + 1.

For a given k, there are Jj possible candidate paths which are all unique. In total there
are J = Y Ji, where the sum is over the range of valid k. All such paths are unique
and consist of all the paths whose distance from the current path is v/2, i.e. they differ

from the current path by moving a single individual.

Not all J candidate paths are proposed with equal probability, larger jumps are more
likely to be proposed. We determine the length of jump k before considering the
number of possible candidate paths, though by the construction of the range of k
there exists at least one such valid candidate. Clearly, J1 > Jo > .-+ > Jx where
K = min{(7 — 1 + [{;,51}), Kmax}, since the criteria reduce the number of potential
generations where a k-jump is possible to k <t < 7 and if a generation is k-jumpable

then it is (k — 1)-jumpable, i.e. Jp(z¢) < Jp—1(x¢).

Assume we propose 2z’ from z using a K-jump, so there is a unique 1 < k < K and a
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unique 1 < g < Jj corresponding to the proposal, thus the proposal probability is

11

/
q(7'z) = =—.
(12) = &5
The proposal distribution is not in general symmetric between candidate and current

paths, i.e. ¢(2’|z) # q(z|2’). Importantly, J depends on the k chosen so candidates of

different lengths have different probabilities of being proposed.

The acceptance probability can only be calculated after the first stage of the proposal

is determined, i.e. when the length £ is chosen.

! = min TF(Z/,)\|9,I7/<V) ( | )
a(z,2) = {17 (2, \0,1,r)q(2 |Z)}

) { H{g‘zlﬁ}ﬂ'( ‘)\II‘»‘)% }
=min< 1,

K
]I{g‘z ,{}TF ’)\ I K %

=min< 1 (A1, K) K T
T NLE)K TS

%H)&‘H

k

By construction, the candidate is always a valid path and so Igg.r c) = Igg. ny = 1. It
the origin and target generation do not include the first or last generation, then K" = K
since the length of the candidate and current path are the same. However, even for this
case, in general J/ # Ji. The complete K-jump update is summarised in Algorithm

3.2.

Example Of K-jump We present the following example to clarify the K-jump up-
date, the proposal distribution and the construction of a candidate path. Using an
example of § = (a,n,d) = (1,n,5), that is a single initial infective and a final size of
five. The size of the population need not be specified since it is not required for the
proposal and construction. The population size is accounted for in the likelihood of

the path z, where the number of initial susceptibles that escape infection, n — d.
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Algorithm 3.2: Z-update using a K-jump for one-type one-level model
Let K = min{(T -1+ H{x1>1})7Kmax}§
Sample k ~ Uni[l, K];
Calculate the vector Ji(z) = (Ji(zo)|Jk(x1), - - -, Jk(x7));
Calculate J = Y74 |Jr(xi)|;
Sample g ~ Uni[l, Jx];
Determine the origin tp, and direction § corresponding to g;
Construct the candidate path 2/;
Calculate acceptance probability «;
Draw A ~ U(0,1);
if a < A then
‘ reject 2’
else
‘ accept 2’/

©C w9 O AWy =

- e e
w N = O

Let the current path be z = (1]2,2,1,0) where 7 = 3. For clarity, we shall re-write
the path as the transpose of this row vector, include the length 7 as a subscript, and

exclude the (7 + 1) generation. Then the path z is expressed as the column vector,

First we determine the valid range of k. Let Kyax = oo for this example, since the
final size is so small and the number of candidate paths are easy to manage. Since
larger jumps are more likely to be proposed, the tunable parameter K ,x can be used
to ensure that the probability of small jumps is not too small, we shall return to this

in Section 3.3. Using the path z we have

,C = min{(T — ]. + H{x1>1}), Kmax} = mln{(3 — 1 + 1), OO} = 3

Instead of selecting a specific K = k, 1 < k < 3, we shall construct all the possible
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candidate paths and their probabilities. Using the transpose notation for Ji(z) we

have,

Thus there are eight possible candidate paths, J = >, Jr = 8. Each is uniquely

indexed by the pair (k,g), where k is the length of jump and 1 < g < Jj. Below are

shown all eight possible paths,

(2,2)

ifk=1,Ji(z) =
if k=2, Jy(z) =
if k= 3, Jg(z) =

1
3

0
0

,J1=4
yJo=3
T3 =1
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11 _ 1
34 7 12

Wl
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The probability of proposing a specific 1, 2 or 3 jump is

respectively.

The unequal candidate probabilities at first seems a problem, given our concept of two
paths being ‘close’, such an imbalance would seem to move around the state space in an
odd manner, especially compared to the independence sampler. However, our distance

metric does not account for the epidemic process that the path represents.

For example, moving an individual from the last to the first generation has the follow-
ing effect. The second generation is infected by one more individual, then it and every
subsequent generation must fail to infect one less individual. Since originally the moved
individual was in the last generation, it avoided infection by all but the penultimate
generation of infectives. This will cause a great effect on the likelihood for the candi-
date. If however, the individual was moved only a single generation the effect is much
less. Hence, longer jumps are proposed more often but may have a lower acceptance
probability, whereas shorter jumps are proposed less often but are more likely to be
accepted. Together the likelihood and unequal proposal probabilities counteract each
other to a certain degree. To influence this balance we introduce the tunable parameter

Kmax-

3.2.2.4 Algorithm

The generation representation is used to augment the likelihood, we have presented
the update steps for the infection rate parameter A using a symmetric Random Walk
Metropolis and the imputed path Z using a specified proposal distribution, in order to

obtain an estimate for the joint posterior density m(Z, A0, I, k).

For the generation approach there are two tunable hyperparameters, namely the vari-
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ance of the proposal distribution for A and the maximum jump length of the K-jump
update of Z. Both updates require the calculation of an acceptance probability, com-

pared to the Gibbs updates of the Poisson representation.

Each parameter is updated independently, though we expect there to be a correlation
between the infection rate and the path in the joint posterior. This may affect the

mixing of the algorithm and we investigate this in the following section.

Since the space of all possible paths is large, it is reasonable to perform multiple Z-
updates between A-updates. This is a common strategy to aid mixing in MCMC
algorithms, particular for imputed data since we are only interested in the marginal
posterior density for A\. Hence for each iteration we obtain a single approximate sample

from mw(A]-).

3.2.3 Results And Comparison To Estimates In The Literature

We shall consider two data sets, the first of which is commonly cited in the epidemic
literature. The methods used to estimate the infection rate vary, and care must be
taken to make direct comparison between various methods. Secondly, we consider
the example data sets in Demiris and O'Neill (2005a), specifically the application to
single-type homogeneously mixing data. Demiris and O’Neill (2005a) use a random
directed graph to augment the likelihood in their MCMC algorithin, specifically the
edge representation in Section 3.2.1.1. It is then a fair comparison between the estimates

from the edge and generation methods.
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Gaussian Method Generation Method

mean 1.177 1.183
median | 1.165 1.171
s.d. 0.211 0.217

Table 3.2: Comparison of estimates for the infection rate A, reported as Ry = 4.1,
between the Gaussian method of Demiris (2004) and the generation
method of Section 3.2.2. On 6; = (1,119,29) using a fixed infectious
period of 4.1 days.

3.2.3.1 Comparison To Classical Data And Gaussian Method

The first data set we consider consists of a total population of N = 120, in which we
observe a total of D =a + d = 30 or D = 60 individuals who were infected. Following
our assumptions, let @ = 1 and hence 0; = (a,n,d) = (1,119,29) and 0 = (1,119, 59).
The infectious period is a constant, I = ¢, that must be specified prior to the MCMC.
To compare to results in the literature we let ¢ = 4.1, to give an infectious period of 4.1
days. Though we make inference for the infection rate A, we report the reproductive
number Ry. For the one-type one-level model, Ry = E[I]\ = ¢\, given a fixed infectious
period of length c. Recall that R is a threshold, such that the final size in an infinite

population is finite almost surely for R < 1.

For the data augmentation approach, either using edges or generations, we do not
condition on R > 1, i.e. we do not assume the epidemic is above threshold. For many
classical inference results such an assumption is necessary to derive the estimators for
A, for example the martingale approach derived in Becker (1989). Demiris (2004) (see
also Demiris and O’Neill (2005b)) use a final size approximation, using the Gaussian
final size result in Section 1.2.4, in an MCMC algorithm. The estimates are taken

from Demiris (2004), and compared to the generation algorithm in Tables 3.2 and 3.3
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Gaussian Method Generation Method

mean | 1.424 1.429
median | 1.413 1.421
s.d. 0.182 0.186

Table 3.3: Comparison of estimates for the infection rate A, reported as Ry = 4.1,
between the Gaussian method of Demiris (2004) and the generation
method of Section 3.2.2. On 6; = (1,119,59) using a fixed infectious
period of 4.1 days.

corresponding to the data 61 and 6y respectively. The mean, median and standard

deviation are calculated from the marginal posterior of A.

The estimates agree for both data sets, the differences are expected from using the
MCMC approximation and the different posterior densities. The generation method
draws samples from the full posterior, w(\, 2|0, I, k), from which we obtain the marginal
posterior density m(\|z, 0, I, k); where as the Gaussian method estimates the posterior

density m(\|0, I).

As mentioned, many classical inference techniques assume Ry > 1, for example Becker
(1989) (p.153) estimate Ry = 1.10 using a martingale approach. The restriction to
an epidemic above threshold can cause artifacts in the estimates, in particular, it is
common for confidence intervals to have their lower bound below one, despite the

method conditioning on R > 1.

3.2.3.2 Comparison To Edge Representation

Demiris and O’Neill (2005a) consider three sample data sets, each with a population
of N =100 and D as 25, 50 and 75. We express these as three vectors, while assuming
a =1 1e 03 = (1,99,24), 04 = (1,99,49) and 65 = (1,99,74). They consider a
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0 Edge Method Generation Method
Mean (Standard Deviation) Mean (Standard Deviation)

(1,99,24) | 1.16  (0.23) 117 (0.24)
(1,99,49) | 1.42  (0.21) 142 (0.21)
(1,99,74) | 1.86  (0.21) 1.88  (0.23)

Table 3.4: Comparison of estimates for the infection rate A, reported as Rg = (A,
between the Poisson method of Demiris and O’Neill (2005a) and the
generation method of Section 3.2.2. On 63 = (1,99,24), 6, = (1,99, 49)
and 05 = (1,99, 74) using a fixed infectious period of 1 day.

fixed infectious period with ¢ = 1, since the infection rate and infectious period are
indistinguishable it is an arbitrary decision. Setting an infectious period gives a scale
to the epidemic, in terms of the temporal behaviour, thus the observed final size data

6 can not be used for inference on this scale.

The reproductive number, Ry = t\, where ¢« = E[I] = 1, accounts for the infectious pe-
riod, thus it is consistent between the two examples, despite the previous case using an
infectious period of 4.1 days. Since the case of #; and 03 are approximately equivalent,
we expect similar results. From Tables 3.2 and 3.4, the estimated mean reproductive

numbers are 1.18 and 1.17 respectively.

The results of Demiris and O’Neill (2005a) are compared to the generation algorithm
in Table 3.4. As expected, for larger final sizes the estimates for the reproductive num-
ber increase. The generation method produces estimates consistent with the Poisson
method. The results are directly comparable, both use an exponential prior on the
infection rate, m()\), with rate 4 = 1075 and the models are identical. In particular
the infectious period is constant and assumed to be one, ¢ = 1 and the infection rate is
normalised by the size of the population, i.e. % Care must be taken when comparing

models to ensure they are equivalent, since normalising the infection rate is not done for
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all models. In fact in Section 3.5, where we introduce multi-level models, the infection

rates may be scaled in different ways.

3.2.3.3 Effect Of Seed And Tuning Hyperparameters On Burn In, Conver-

gence And Mixing

The generation algorithm used to produce Tables 3.2, 3.3 and 3.4 was implemented in
the C programming language. Each chain was run for 10° iterations and completed in
5 minutes. As discussed in Section 1.3.2.4, for the samples to be valid estimates of the

joint posterior density the chain must converge to its stationary distribution.

The path z is a vector of length d, and it is difficult to determine suitable criteria in
terms of z to test if the Markov Chain Monte Carlo has converged. For the infection

rate A we can qualitatively determine a burn in period from the trace plot.

One quick summary of a path z is its length, 7. Since there is no exact mapping
between the number of generations and the length of the epidemic in real time, there
is no specific interpretation to 7. However, as we showed in Section 2.5.6 using a
discrete branching processes as an approximation to the generation representation, for
a given final size d there is a limiting form to the average path as the population tends
to infinity. Hence, there is a limiting value for the expected number of generations as
N — 00, assuming such a result is valid then the expected value of 7 should converge to
this limit. Hence we shall use a trace plot of 7 to determine if the chain has converged.
For the one-type one-level model, the length of the path may be sufficient to summarise
z, but it cannot convey the form of z. We shall return to this in Section 4.6.3, to define

further summaries of the path in the general multi-type multi-level model.

The seed path, i.e. where the MCMC algorithm is initialised, will have no effect on
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the final estimate of the joint posterior density, as it is estimated from the samples
after the chain has converged. However, if the chain is started at a position of low
posterior density it may take a long time to escape the region and converge. Thus, the
seed will have an effect on the burn in period, i.e. the number of iterations that are
ignored up to the point the chain has (approximately) converged. From Section 2.5.6,
we expect the length of the path to be approximately 2v/d, using Figure 2.7 and
the ‘kink’ in the variance shown in Figure 2.12. To demonstrate the effect of the
initial seed we shall consider the two extreme paths, the unique path of maximal and
minimal length, i.e. zmax = (1]1,1,1,...,1,0) and zpin = (1]d,0) where 7, = d and
Temin = 1 respectively (in terms of the enumeration of all possible paths, using the

binary representation of each path, the extreme paths are 22711 and z(o)).

Using the path length, 7, as our indicator for convergence of the Markov chain we have
the trace plots for four runs in Figures 3.1 and 3.2. All four runs consider the same
data, 61 = (1,119,29), using a fixed infectious period of 4.1 days and an exponential
prior on A with rate p = 107%. The A-update is a symmetric Random Walk Metropolis
as described in Section 3.2.2.2, the seed infection rate it set at 0.1. In each figure the
two extreme seeds are used, with differing hyperparameter K.y, the largest K-jump

allowed.

The simplest update is to move an individual a single generation, this would propose
very likely candidate paths, and would seem a reasonable update. Thus, letting Kpax =
1, we run an MCMC chain using the two extreme seeds and show the trace plots of
7 in Figure 3.1. We clearly see the slow convergence of the length to the estimate,
E[7] = 10.30 (estimated from the second pair of runs using samples after convergence).
The two chains in Figure 3.1 have not yet converged, since neither have crossed as of
the 3000t" iteration. In particular, the slow rate of convergence from the maximal path

is evident.
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Figure 3.1: Comparison of burn in period between two seed paths with respect to
the length of the path, 7, for the case 6; = (1,119,29) with a constant
infectious period of 4.1 days. The K-jump tunable parameter is set to
one, i.e. Ky =1
In comparison, Figure 3.2 uses the same seed paths, but with the maximum K-jump
set to Kax = 15. This has been chosen to be approximately 3vd = 3v/29 = 16.2. The

rate of convergence is much faster, from either seed path we reach the target region

within 1000 iterations.

Using the chains from Figure 3.2 we can plot the marginal posterior density of 7, as
shown in Figure 3.3. The MCMC algorithm, after convergence at the 1000*" iteration,
draws approximate samples from 7(z, A\|f, I, k). Since the path length is a function of z,
we can compute its density from the samples, considering all samples drawn regardless

of the value of X gives the marginal posterior density.

The estimated mean is from the branching process approximation, which is independent
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Figure 3.2: Comparison of burn in period between two seed paths with respect to
the length of the path, 7, for the case 6; = (1,119,29) with a constant
infectious period of 4.1 days. The K-jump tunable parameter is set to
fifteen, i.e. K. = 15

of the infection rate A and valid for large populations. The estimate of 2v/d = 10.78

gives a guide to suitable seed paths.

Instead of using the minimal or maximal path, we can use the estimate of the mean
length to construct a seed path as follows. Let the generations be equal in size to [%\/&1 )
where | | denotes the ceiling function, until the d individuals have been assigned to
a generation. The benefit of such a construction is to generate a seed path near the

region of convergence.

The reason the latter chains converge quickly is in regard to how often the candidate
path is of a different length to the current path. Recall, for a given k all jumps are

equally likely. Thus if we limit to jumps of length one, i.e. Knax = 1, then for the
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Figure 3.3: Marginal posterior density of the path length 7, for the case 6; =
(1,119,29) with a constant infectious period of 4.1 days. The poste-
rior mean is shown, as well as the estimate of 21/d.

path to reduce in length there is only one possibility. The final generation must be of
size one, then the probability of proposing a shorter path is jl_l. However, if we let
Knax = 2 (assuming the path is at least length three so that a backward 2-jump is

valid from the last generation) and x,; = 1, then the probability of proposing a shorter

path is
11 +1 1 >1 1 +1 1
20 20120 20
1
J1

Hence we are more likely to propose the candidate path that is shorter, meaning the
length of the path has the potential to change more rapidly. A similar argument applies
to increasing the length of the path, a larger K,,x means there are more potential

individuals that can be moved to the (7 4+ 1) generation.
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Figure 3.4: Plot of the counts of proposed k value for all k-jump update steps and
the number accepted, for the case 6; = (1,119,29) with constant infec-
tious period of 4.1 days and Kp.x = 15.

For the one-type one-level model, using the branching process approximation in Fig-
ure 2.12, the range of path lengths seems to vary between v/d and 3v/d. Hence, setting
Kmax = 3V/d is a logical choice for the hyperparameter. For the models in the following
sections, we must revert to the method used to tune the variance hyperparameter for
the A-update proposal distribution. Namely, a small trial run is performed to better

gauge the mixing of the chain.

Setting Kmax = 15 and running our MCMC algorithm we obtain Figure 3.4, the counts
of proposals of length k separated into those that are accepted and rejected. The chain
was run for 2 x 10° iterations, within each iteration there were two updates to the
path z and one update to the infection rate A, of which the initial 10? iterations where

classed as the burn in period.

Comparing the marginal posterior density of 7 in Figure 3.3 to the proposal counts for

k-jumps in Figure 3.4, we clearly see that jumps of length 7 or greater are proposed less
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often. This results from the derivation of the range of k, depending on the length of the
current path. Thus, since the posterior mean length is 10.3, we expect the number of
15-jumps to be far fewer than 5-jumps for example. It would seem tempting to reduce
the upper limit, however the longer length jumps enable the chain to rapidly move
around the space of paths. Also, from the bar plot we see than the proposed candidate
is accepted approximately 50% of the time, independent of the length of jump. In fact,
longer jumps are accepted slightly more often as the likelihood drives the chain towards

the highest posterior density of the shorter paths.

The non-centred methods discussed in Section 1.3.3 are of interest if the relationship
between the imputed data and the parameters of interest causes high rejection rates,
adversely affect the mixing of the Markov chain. In Figure 3.5 we plot the joint posterior
density of the path length 7 and the infection rate A using a kernel density estimate
from the samples drawn. The A and z updates make perpendicular moves on this plot,
which may conflict with the shape of the posterior density. In fact, the posterior is

unimodal and regular in shape giving no cause to consider more involved techniques.

3.2.4 Extending The Generation Representation

The model described by Demiris and O’Neill (2005a) has two aspects not yet considered
for the generation representation, namely non-constant infectious period distributions
and varying the individual chosen as the initial infective. We shall also consider re-

moving the assumption of a single initial infective.
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Figure 3.5: Joint posterior density of the infection rate A and the path length 7 for
the case 6; = (1,119, 29) with constant infectious period of 4.1 days and
Kiax = 15.

3.2.4.1 Updating Label Of Initial Infective

The population is fixed to be N individuals, of which a are initially infective and n are
initially susceptible, such that a4+n = N. All individuals are labelled, i, for 1 <7 < N,
and the set x consists of the labels of individuals who are initially infective. Assuming
a =1, we have let kK = {1} in the generation algorithm, a fixed parameter of the model.
Demiris and O’Neill (2005a) consider allowing the index of the initial susceptible to be
an unknown parameter. Thus the posterior is now the joint posterior of the imputed
path, z, the infection rate, A, and the label of the initial infective k. Therefore the joint

posterior is

m(z, N\, k|0, 1) o< (0|2, \, k, I ) (2, A, k|I)
x (0|2, A, &, D) (z| A\, k&, D)w(A, K|T)

o Iggpz ey (2N I, K) T(A) (k). (3.11)
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Here (k) is the prior density on the label of the initial susceptible (for the current
discussion we assume a = 1) and the infectious period and set of initial infectives are

assumed independent a priori. It seems reasonable to assume a proper uniform prior

for k, i.e. (k) = 1/N.

For the edge presentation, each individual is labelled and their edges recorded in order to
determine if the digraph is consistent with 8. However, for the generation presentation
we do not note which individuals are in each generation. Thus the labelling is arbitrary,
and during a K-jump there is no accounting for which individual is moved where. This
reduction in information is the motivation for the generation method, reducing to the
minimal information required to augment the likelihood. In a homogeneous population,
it is reasonable to remove the accounting of which individual is in a given generation

since all are equally likely.

Hence, updating x for the edge method will result in a new root set, which can then
be checked for consistency with 6 and the likelihood calculated for the candidate. For
the generation method, updating s properly is impossible. It would require knowing
the generation of each individual and who infected who, this is necessary to construct

the candidate path.

For example, consider the case § = (1,n,4) with the current path as z = (1]2,2,0),
where 1 = 2 consisting of individuals {2,3}, o = 2 consisting of individuals {4,5}
and k = {1} (implying x¢ is the individual labelled 1). If we propose & = {2}, it
is impossible to construct the resulting candidate path 2’ from the information given.
Since we do not know who from generation one infected who in generation two, the
possibilities for the candidate first generation are: {4,5}, {4}, {5} or 0; without knowing
the edges we cannot determine which is correct (note the final option results in a path

that is no longer valid). More obviously, to which generation does individual 1 belong in
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the candidate path? Without detailed edge information, we cannot begin to determine
into which generation the individual should be placed, or even if they are connected
to another generation (using terminology from Section 2.3, if there were no backward
edges to the current root vertex, then it could not be directionally connected to the

candidate root vertex).

In fact, the updating of k in the generation representation is equivalent to proposing a
new path by a mechanism we cannot describe, i.e. we cannot construct the candidate
path, z’. Viewing a x-update as simply proposing a new path means we can say that
the update is implicitly performed as a finite sequence of 1-jumps (since the number
of initial infectives remains constant, any path can be transformed into another by

repeatedly moving a single individual).

So, a k-update is another type of Z-update. An algorithm that performed both k-
updates and K-updates would potentially mix better and may converge quicker (allow-
ing for occasional large jumps in the space of paths). Not performing any s-updates
does not then affect the marginal posterior density of A or z. Since x is an arbitrary
label, there is no benefit in knowing the marginal posterior density of k, thus we can

safely ignore the parameter in homogeneous populations.

3.2.4.2 Updating Number Of Initial Infectives

Given an outbreak within a closed population, it is reasonable to assume the epidemic
was initiated by a single outside infection. This is the reasoning on assuming there is

always a single initial infective, i.e. a = 1.

We have introduced the notation # = (a, n, d) to denote the final size data. However, in

reality we are given the total population size, IV, and the total number of individuals
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who were infective at any time during the epidemic, including the initial infectives,
i.e. a +d. We have used the notation D = a + d, thus the actual data are usually
reported as the vector ¢ = (N, D), where a € Z, is unknown. Define the function

¥ (a) as the map » — 0 by ¥(a) = (a, N —a,D — a).

Considering a as an unknown parameter gives the joint posterior conditioned on v as,

m(z, N\, K, a|, I) o< w(Y|z, A, k,a, (2, A\, K, all)
(0.8 ﬂ-(w|z7 A? K? (1/7 I)ﬂ-(z|)\7 H? a’ I)Tr()\7 K‘/’ a|I>
X H{6’|z,f{} 7T(Z|)‘7[7 K) W()“K’a a, I) 7T(I€,G,|I)

X H{9|z,/€} W(ZP\: I, ’i) 7[-()‘) 7T(I€|(Z) 71'(0,),

where 7(k,a) is the prior density on the number of initial susceptibles and the set of
individuals, obviously x depends on a, thus we let 7(a) be the prior density on the

number of initial infectives and 7(k|a) be the density of the set x given its size a.

There are several ways to perform a-updates, we shall consider two. The first is to
adapt the K-jump as defined in Section 3.2.2.3, allowing jumps from and to the zeroth
generation. The algorithm already checks to ensure the origin generation is not reduced
to zero individuals, thus the only adjustment is to the range of valid k. The maximum

jump length including the zeroth generation is

ICa = min{(T + H{xo>1})7 Kmax}7

as the last generation can always be 7-jumped back to the zeroth and if zg > 1, then

an individual can be (7 + 1)-jumped from the the 0" to the (7 + 1) generation.

Alternatively, we can update by adding or removing an individual from the zeroth

generation, this requires removing or adding an individual at random from the path
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respectively. We shall give details of this method in Section 3.3.6 and 3.3.8, in particular

we shall present d-updates and n-updates that can be adapted to perform a-updates.

Care must be taken with the a-update, as the prior density on a will have a great effect
on the joint posterior density of z, A and a. The issue is the strong dependence between
the parameters, i.e. the number of initial infectives will determine the form of z which
in turn will determine A. The difficulty in estimating A and a at the same time is due

to non-identifiability within the model, as outlined above.

For example, the degenerate case when a = D, i.e. z = (D|0), implies that A = 0 is
a valid value for the parameter. In fact, if a = D then 7(A|§) = 7()), since the data
contain no information to update A. A uniform prior on a would be an unreasonable
choice, as it would give a significant weight to the degenerate case in the joint posterior
density. A better choice would be to restrict the range of a, or a prior with the
majority of probability near a = 1. For this reason the MCMC mixing benefits from

an informative prior on the a parameter.

A small study of a-update steps, using a full non-informative prior and restricted uni-
form prior were performed. Ultimately, the marginal posterior density of a had sufficient
density at a = 1 to question the need for the added complexity. For the remainder we

shall assume a = 1 to simplify the inference.

3.2.4.3 Alternative Infectious Period Distributions

Finally, Demiris and O’Neill (2005a) compare the fixed infectious period to an ex-
ponential and gamma infectious period. We consider two approaches to extend the

generation method to enable varying infectious period distributions.
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Thus far, for a point mass distribution, the infectious period of each individual has
been equal, i.e. I = ¢ for each individual 4, 1 < i < N, where I? is the random variable
denoting the infectious period of the i*® individual. If we consider alternate infectious
periods, for example a gamma distribution with shape hyperparameter a; and rate
hyperparameter (3, i.e. I ~ I'(ay, 1), then each individual has a random infectious
period denoted by I, which are independent and identically distributed (i.i.d.) copies
of I. We write I’ % I to indicate that I is equal in distribution to I. Finally, each I°

will take a specific value denoted (.

Integrate Out The Infectious Period Our first approach is to integrate out the

infectious period from the likelihood. Recall from Section 2.4.4,

.
L(z|\ I, k) = Pg[Z = 2] = [ [ Po[Z1s1 = 241|Z: = 2.
t=0

In order to integrate out the infectious period we can take the expectation with respect

to I,

PolZis1 = z41|Z = 2] = Ep [Polzer = (2, 9)|2 = (w,0)]|L = (¢, ...,¢)|,

where 1) = ¢0U) ig the realisation of the j* individual’s infectious period and I, =
(¢ W ...¢ (“)) is the vector of infectious periods of individuals in the " generation.
Note, for the vector I; the individuals are indexed by j for 1 < j < x4, i.e. by the number
of individuals in generation t. Each individual has a unique label 4, for 1 < ¢ < N,
however it is not necessary to know the exact labels of individuals within a generation,

only the number of them when integrating out the infectious periods.

We shall restate Equation (2.23) from Section 2.4.4 in order to highlight taking expec-

tations for the simple one-type one-level model. Assuming all infectious periods are
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independent and identically distributed, i.e. I* 2 T for all individuals i in the popu-
lation. More specifically, 160 £ I, for all individuals j in the generation. Then, the

probability of a single step (all steps being independent), is as follows

Pjlzes1 = (2,y) |2 = (u, )]

1 [Pl = ()it = (u0)]

It — (<(1)7 L 7C(U)):|

a+n—v )\ — G)
(1) (e (5

xT

a+n—(v+z)

exp —% > ¢V ] : (3.12)
7=1

We can rewrite the product in order to extract the expectation with respect to I as,

T i (N—v—
:(Nx U) E; kZ:O(_l)x—k (i) exp N ;C(]) i ’
:(Nx— v) : (—1)7* <£>EI _exp ~Z(N—v—k) Eu:lC(J)
=0 L j=
—<N$— v) kxo(_l)mk (;i)EI f[leXp <_])\\f (N —v—k) C(]))
= j=

since the infectious periods are i.i.d. we have,

:<N; ”) i:(_w—’f (”};) j]i[lE[ [exp (_])\\T (N —v—k) gU))]

k=0

:<Nx_ “) f:(_nﬂﬁ—k <£> E; [exp (-2{ (N —v—k) g)} " (3.13)

k=0

For the final step, there is no superscript on (, since all individual’s infectious periods

are i.i.d.. By taking the expectation, the infectious period is integrated out from the
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expression.

Hence, Equation (3.13) is the likelihood of a single step and the likelihood of a path z
is the product of steps along the generations. Having integrated the infectious period
out of the likelihood, it does not appear as a parameter in joint posterior likelihood nor
is there a prior. We condition on knowing the infectious period distribution for each

individual and are assuming they are independent and identically distributed.

Unfortunately, the alternating sum in Equation (3.13) is numerically unstable when

the generation sizes are large. Also, if the expectation

is costly to compute then the calculation of the likelihood, which is needed for z-updates
and A-updates, will be slow and cause the MCMC algorithm to take longer to generate

a sufficient number of samples.

Let I Be An Additional Parameter The alternative method, used by Demiris
and O’Neill (2005a), is to consider the vector of infectious periods for all individuals as
a parameter, i.e. I = (¢',¢?,...,¢Y). It is necessary to know the labels of individuals
that comprise each generation, as was the case for k-updates. However, it is possible to

use this approach with the generation representation, whereas x-updates are impossible.

For each generations ¢, there are x; individuals in that generation and we require the set
X; which contains the labels of the z; individuals, i.e. Xy C {1,..., N}. Only D of the
N individuals are ever included in the digraph at anytime, and since the population is
homogeneous it suffices to reduce I to a D-length vector, the permutation of individuals

is accounted for in the binomial coefficient in Equation (3.12). Hence we may reduce
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to Xy € {1,...,D}. To maintain a valid path the following must be true, Xs N X; = ()

for 0 <s#t<7and U_oX; ={1,...,a,a+1,...,a+d} ={1,...,D}.

Then the posterior density becomes (ignoring x and reverting to the case of a fixed

initial number of infectives for clarity),

(2, A, ¢10) o< m (0], A, Q) (2, AlC)
o (02, A, O (2[A, O (A, )

o (8], A, Oz, QW) (C), (3.14)

where ( is the D-length vector of infectious periods for all individuals and 7(¢) is the
prior density of that vector, assuming a priori that the infectious period and infection

rate are independent.

Thus, for the likelihood component of Equation (3.14) we can use the probability of a
step in the path as Expression (3.12). Since ¢ is a vector of constants under the the
likelihood, the expectation in Equation (3.12) is ignored and we only require the sum
of infectious periods of individuals in generation ¢, hence why we must now specify the

sets of labels, A;.

It is necessary to then include an I-update step in the MCMC algorithm. The prior will
be a vector of D independent copies of the infectious period under consideration. Since
we are making no inference for I, as it follows the preset distribution according to the
prior, we will only consider the marginal posterior density m(z, A|-). Let the proposal
distribution be equal to the infectious period distribution, i.e. ¢(I"|I?) = q(I"*) ~ I, for
each infectious period independently. Let I(_; be the vector of infectious periods I,

less the individuals in generation ¢, i.e. Iy = I'\I(_y). Then the acceptance probability
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for proposing a new vector of infectious periods for generation ¢ is,

( (i)}
G, (T
min {1, TN ﬂ,mw( 2l DI Dal
RGPS AT EP S N ALV E AP
(=
=

s

2, M (), I1]0)q
2, A\ t),It\G q

s

a(Iy, I]) = min {1 )

™

3

™

Where g(1t) is set to be equal to () = [[7L, P[IU) = ¢U)]. Since the likelihood of
the path is a product of independent steps between generations, there will be further

cancellations possible in calculating «.

For the edge representation, it is a trivial matter to assign a variable for each individ-
ual’s infectious period. There is no need to amend any of the update steps. However,
for the generation method we must amend the K-jump (and any other updates that
affect the path z). In this case, when an origin generation is selected, a specific indi-
vidual within that generation must be chosen and moved and the corresponding origin

and target label sets, Xp and Xpsk, updated.

For large final sizes, updating all the infectious periods at once would lead to low
acceptance probabilities. Thus it is more efficient to update them in blocks. The
generation representation provides a natural partition, and this is how the acceptance
probability is stated above, i.e. perform an I-update on each A} in turn. However, any
blocking structure could be used, for example by type, level or class (see Section 3.5.1.2

for these defintions).

The I-update and modified K-jump are presented in Algorithms 3.3 and 3.4 respec-

tively. The A-update is unaffected with respect to its method, only requiring the use



3.2 MCMC ALGORITHMS FOR SIMPLE SIR EPIDEMIC MODEL 185

Algorithm 3.3: I-update of the infectious period vector I = (¢',...,¢P) for
one-type one-level model

Sample ¢t ~ Uni[0, 7];
Sample I/ ~ I for each i € A};
Calculate acceptance probability «;
Draw A ~ U(0,1);
if a < A then
| reject I}
7 else
8 | accept I}

[==JN%, GRS VR VR

of the modified likelihood including the vector of infectious periods. For the K-jump,
the proposal distribution also needs to be amended, since we now select a specific in-
dividual to be moved from among those in the origin generation. Then the proposal is

in three parts,

Where J), depends on the k value selected and x;, is the size of the origin generation

(from the point of view of the current path). Conversely,

1 1 1
Q(Z|Z/) = ﬁ 7}{/: ﬂf; ’
o

where by construction, ;= 2, 1sr + 1.

Choosing To Integrate Or Incorporate I The choice between integrating out the
infectious periods or incorporating them as additional parameters is a balance between

computational cost and adequate mixing in the parameter space.

Equation (3.13) is numerically unstable, it requires a high degree of precision to accu-

rately calculate the likelihood. We shall discuss how we overcame this problem using
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Algorithm 3.4: Z-update using K-jump with infectious period vector I =
.., ¢P) for one-type one-level model

(S

1 Let K =min{(7 — 1 + [, >1}), Kmax};

2 Sample k ~ Uni[l, K];

3 Calculate the vector Ji(2) = (Jix(20)|Jk(21), - - -, Jr(2r));
4 Calculate J, = > "7 |Je(2i)l;

5 Sample g ~ Uni[l, Ji];
6
7
8
9

Determine the origin tp, and direction § corresponding to g;
Select an individual 7 at random from & ;
Construct the candidate path 2’;
Update the label sets;
10 Calculate acceptance probability «;
11 Draw A ~ U(0,1);
12 if a < A then

13 ‘ reject 2’
14 else
15 ‘ accept 2’

GNU MPFR in Section 3.7.2, though essentially we increase the number of bytes used
to represent each number in memory. This dramatically increases the time to compute

the likelihood, and thus slows down the MCMC algorithm.

Conversely, letting the infectious periods be additional parameters allows quick evalu-
ation of the likelihood at the cost of having to explicitly explore the space of infectious
periods. Care must be taken to ensure the marginal posterior density, 7(z, A|-), ade-

quately covers the space of I for all D individuals.

Results And Comparison Returning to the data sets analysed by Demiris and
O’Neill (2005a) for the one-type one-level model, e.g. 05 = (1,99, 24), ignoring x for
the reasons discussed in Section 3.2.4.1 and considering the case of a fixed single initial
infective, a = 1, we compare the infectious distributions considered by Demiris and
O’Neill (2005a) on the same sample data. Namely, a fixed period, exponential and

gamma all with mean one, ¢ = E[I] = 1, and with variances 0, 1 and 10 respectively,
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0 I Edge Method Generation Method
Mean (sd) Mean (sd)
(1,99,24) I=c 116 (0.23) 117  (0.24)
I ~ Exp(1) 1.27  (0.37) 1.28  (0.40)
I~T1(0.1,0.1) | 1.37  (0.50) 1.36  (0.53)
(1,99,49) I=¢ 1.42  (0.21) 1.42  (0.21)
I ~Exp(1) 149 (0.27) 1.49  (0.28)
I~T1(0.1,0.1) | 1.55  (0.36) 1.51  (0.33)
(1,99,74) I=¢c 1.86 (0.21) 1.88  (0.23)
I ~ Exp(1) 1.96  (0.27) 1.99  (0.28)
I~T1(0.1,0.1) | 204  (0.37) 1.99  (0.35)

Table 3.5: Comparison of estimates for the infection rate A, reported as Rg = ¢\, be-
tween the edge method of Demiris and O’Neill (2005a) and the generation
method of Section 3.2.2 incorporating the infectious periods I for three
distributions. On 65 = (1,99, 24), 6, = (1,99,49) and 65 = (1,99, 74).

ie. I =1,1~Exp(l)and I ~1(0.1,0.1).

In Table 3.5 we reproduce the values from Demiris and O’Neill (2005a) and present our
results for the generation representation using the method of including the infectious
periods as parameters, the estimates are in general agreement with respect to the

standard deviations.

3.3 Partially Observed Epidemics

3.3.1 Definition And Notation

As discussed in Section 1.2.6, we differentiated between missing data and a partially
observed epidemic. The former accounts for incomplete information about individuals

(perhaps of varying degree), e.g. unknown time of infection or unknown time of removal.
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/ Observed °® PY \

Figure 3.6: Diagram of an example partially observed setting. Black circles indicate
individuals who became infected during the course of the epidemic. The
shaded region denotes the observed subset of the population. In this
example, the complete data can be summarised as ¢ = (N, D) = (41,17)
of which we only observe 9,1, = (10,4).

The latter accounts for when only a subset of the population are observed, i.e. for some

individuals no information is known.

For example, consider Figure 3.6, assuming a closed population, an epidemic has oc-
curred within the population. However, we only observe a subset of the population
(shaded grey on the diagram) and thus we have no information about the unobserved
component. Let N denote the total population size including all individuals, with
Nop and Ny, being the number of individuals observed and unobserved respectively,
i.e. N = Ngp + Nyyn. Similarly, define Dy, and Dy, to be the total number of infectives
in the observed and unobserved components respectively (we shall consider the number

of initial infectives, a, shortly).

There are two types of partially observed epidemic we shall consider, models with
unknown number of infectives and unknown number of susceptibles . In both cases

there is an observed component, o, = (Nob, Do), which is the constant data in our
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model. The two types differ in the additional information that is known, both shall be

considered and update algorithmns presented.

For an unknown number of infectives, the size of the unobserved component is known,
i.e. Nyn- Such data are usually described by saying that the total population size, N,
is known and a proportion, 7, is observed. Then, nN = N}, and only the number of
unobserved infectives, Dyy, is uncertain. Alternatively, with an unknown number of
susceptibles we assume there are no unobserved infectives, i.e. Dy, = 0, and only the

number of unobserved susceptibles is uncertain, Nyy.

Unknown Ny, is common when there may not be a closed population, or there is a
potential for part of the population to be immune, i.e. they are not susceptible to
the disease and should not be included. The case of unknown D, occurs when the

population is large and only a small part can be (randomly) sampled.

For this section we shall again consider the one-type one-level model, though even with
such a model it is important to consider how the subset was selected. For multi-type
multi-level models, a bias in the subset observed would affect the inference. For the
unknown D,;,, we assume individuals are observed at random in the one-level model,
implying no bias in the subset and the proportion of infected individuals in the observed
component is similar to the population as a whole. For the two-level model, including
households, then we would assume households are observed at random. Observing
individuals at random in a two-level model is a very different assumption. In Bayesian
analysis, it is possible to alter these assumptions by placing informative priors on the

parameter of interest, and we shall consider this for the case of unknown Nyj.
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3.3.2 Previous Literature

Demiris (2004) (see also Demiris and O’Neill (2005b)) consider the case of partially
observed populations with unknown Dy, using an augmented psuedolikelihood based
on the total severity of the epidemic to estimate the posterior using MCMC . Their
approach assumes the epidemic is above threshold, as do many classical approximations
and limiting results. The generation method gives an exact likelihood to generate the

posterior density and makes no assumption on the epidemic being above threshold.

Hayakawa et al. (2003) consider the case of unknown Ny, i.e. the number of susceptible
individuals is uncertain. They again use MCMC, imputing the times of infection with
known removal times (a missing data problem) using the approach outlined in O’Neill

and Roberts (1999).

Both Hayakawa et al. (2003) and Demiris and O’Neill (2005b) investigate the case ¥on, =
(120, 30), a standard example in the epidemics literature. The full data set consists
of temporal information, thus it has been considered by many authors, using many
inference techniques, for example Bailey (1975), Becker (1989), O’Neill and Roberts

(1999), Hayakawa et al. (2003), Demiris (2004) and O’Neill (2009).

3.3.3 Outline For Partially Observed Model

First, we wish to make inference for the case of unknown Dy, i.e. given the total
population size N and the observed subset o, = (Nob, Dob ), where Ny, = N — N}, and
Dyy is unknown. We shall denote by 7 the ratio of the number of observed individuals
to the total population, i.e. n = % Thus 7 = 1 reduces to the case considered

in Section 3.2 and as 7 — 0 the subset observed is a negligible fraction of the total

population.
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In Section 3.3.5 we shall discuss adapting the edge method to account for a partially
observed population. The algorithm requires only a few amendments, whereas in Sec-
tion 3.3.6 we adapt the generation representation and introduce a new update that is
required for the MCMC algorithm. The difference between the two approaches, edge
or generation, is in the amount of information needed to obtain the posterior den-
sity. The edge representation is required to store a much larger imputed data set. As
the observed proportion, 7, grows small this becomes a prohibitive issue, in terms of

algorithm run-time.

The methods for unknown Ny, using the generation representation require only minor
modification to the methods in Section 3.2.2. The outline for the edge method is

discussed in Section 3.3.7 and details for the generation method in Section 3.3.8.

We do not implement the edge methods, instead citing results from papers using equiv-
alent or comparable methods in order to verify the generation method. In Section 3.3.9
we apply the generation approach to several test data sets. First, with a fixed observed
component and varying 7, i.e. an increasing total population size N. Second, we con-
sider a fixed total population and observe a varying sized subset. In each case we use

a fixed infectious period of 4.1 days and report the reproductive number Ry.

3.3.4 Posterior Density

As discussed in Section 3.2.4.2, we shall assume there is a single initial infective. How-

ever, we must consider if the initial infective is in the observed component or not, since
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a = Qop+aun = 1. For simplicity, assume the initial infective is observed, which implies

90b = wob(l) = (1;N0b - 17-Dob - 1)

eun = zﬂun(o) = (07 Nunv Dun)-

For the case of an unknown number of infectives, we wish to make inference on the
joint posterior density of A and z (note that Dy, is encoded in z) given the data

Yob = (Nob, Dob) and N. Then the posterior density is

(2, MOob, N, I) < w(Oop|2, A\, N, I)7(2, A\| N, I)
X T(Oop|2z, A\, N, (2| A, N, I)mw(\)

o Ltg,, 3™ (2[A, N, I)7(A). (3.15)

For the case of an unknown number of susceptibles, we wish to make inference on the
joint posterior density of z, A and Ny, given the data 1o, = (Nob, Dop) and Dyy,. Note
that Ny, must be explicitly included, since it is not encoded in z. Then the posterior

density is

7T(Z, A, Nun‘eoba Dun; [) X 7"'(Hoba Dun‘zv A, Nuna I)?T(Z, )\7 Nunu)

o< Igg,, Dunlz3 (2| A, Nun, I)7(A)70(Nun), (3.16)

where 7(Nyy) is the prior on the number of unobserved susceptibles. Assuming the
infection rate and number of unobserved susceptibles are independent a priori. The
indicator term ensures the imputed path z is consistent with the observed data. Com-
monly, D,y = 0 and Ny, = Dy, i.e. there are no unobserved infections and there

are sufficient individuals to support the observed data. It is not clear what prior to
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use for the unknown number of susceptibles, Ny,, where the parameter is unbounded,

i.e. Nyy > 0.

3.3.5 Edge Representation For Unknown Number Of Infectives

The edge method described in Section 3.2.1 is unchanged for the partially observed data.
For each individual in the population we must record its edges, we cannot restrict our
attention to a smaller sub-digraph in this case. Using the edges of all individuals, it
is possible to perform a recursive connectivity check as before to ensure the imputed
digraph is consistent with the observed data, i.e. Iy  .3. The check will also calculate

the number of individuals connected in the unobserved component, Dy,.

Hence, when adding or removing an edge from the digraph we may increase or decrease
Dyn. The effect of altering the number of unobserved infectives on the acceptance
probability is two fold, firstly in the likelihood of the digraph and secondly in the prior

density on Dyy.

The digraph is defined on N vertices and the MCMC updates are as in Section 3.2.1,
namely a symmetric Random Walk Metropolis for the A-updates and adding or remov-
ing edges from G for the G-updates. The connectivity check is required to determine

if the digraph G is consistent with v, and to determine Dyy.

It is necessary to store all the edges for all the individuals in the population, that is the
size of the stored digraph is of order N2. Whereas, for the generation method the path
is a vector with size of order N. Thus, if the number of individuals is increased the edge
methods suffer in terms of computation costs. For example, returning to Figure 3.6,
consider the number of edges that need to be imputed. Care must also be taken to

ensure the chain is properly mixing in the space of all imputed unobserved components.
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3.3.6 Generation Representation For Unknown Number Of Infectives

We can extend the one-type one-level representation of Section 3.2.2 to account for
having observed and unobserved individuals. The population is still homogeneous
and homogeneously mixing, with a single infection rate parameter A we wish to make

inference given 1o, = (Nob, Dop) and N (implying Ny, = N — Nop).

For simplicity, assume there is a single observed initial infective and there are no un-
observed initial infectives, we shall return to this assumption shortly. Also, assume the
infectious period is a fixed time c¢. Hence, we do not need to consider integrating out
or including a vector of the infectious periods. Importantly, we do not need to account

for which individuals constitute each generation.

3.3.6.1 Extending Generation Notation

The epidemic process can still be represented as a path, consisting of a sequence of
generations, where each generation may have observed and unobserved individuals.

Therefore, we may naturally extend the notation and definitions of Section 3.2.2.1.

Let xop ¢ and xyn s be the number of observed and unobserved individuals in generation
t respectively. Then, the total number in generation ¢ is x; = Zoh ¢ + Tun,¢. Similarly,

define the cumulative totals ¥, ¢, and the combined cumulative total ¥ = Yo, + Yun,t-

The definition of the length of a path z remains unchanged, i.e. 7 = max{t : z; > 0}.
In addition, we can deduce the generation where the first observed and unobserved
individual occurs. Let rop = min{t : x; > 0} and sop, = max{t : z; > 0}, similarly
for ryn and syy. By assumption, 7, = 0, since Zoh0 = aob = 1 and by definition

T = max{Seb, Sun }-
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We may represent the path, z, as the matrix consisting of the sizes of each generation
split into observed and unobserved counts. Recall, we need only specify z; for clarity,

since the cumulative totals y; are a function of the generation totals.

Also for clarity, we use the column vector notation introduced in Section 3.2.2.3. For
example, consider the case where do, = 4 and dy, = 2, then an example path can be

expressed as,

10

20
z=111

10

01

L d4

Where the left column is the observed component and the right is the unobserved.

Note, each column need not be a valid epidemic path when taken on its own. In
the example presented, the unobserved path (using the row vector notation) is zy, =
(0]0,1,0,1,0), which is clearly not a valid path since there are zero generations before

the desired total number of infectives is reached.

The density of interest is the joint posterior of A, z and Dy, as shown in Equation (3.15).
Thus we must consider how to perform updates for all three parameters for the MCMC

algorithm.

3.3.6.2 \-update

The A-update can be performed exactly as described by Algorithm 3.1 in Section 3.2.2.2.

The proposal remains a symmetric Random Walk Metropolis and the acceptance prob-
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ability is unchanged, using the generation totals. For clarity, given the example path

above we can explicitly state the generation totals as,

ob un | Total
1 0 1
2 0 2
z =
1 1 2
1 0 1
0 1 1
L d4a

3.3.6.3 Z-update Using K-jump

For the path z, we are conditioning on the total number of infectives in each column
(using the column notation above). Hence, an individual is restricted to a given column,
but may be moved to any (valid) generation within the path. Therefore we may apply

Algorithm 3.2, the K-jump, as the Z-update for fixed dyy.

Define Ji(z) to apply the Equation (3.9) to the matrix z instead of the vector z.
Calculate the range of valid k using the path length 7. The total number of k£ jumps is
the sum over all observed and unobserved generations. Note, the check to see if a move

is valid still uses x; > 1, i.e. the generation total across both observed and unobserved.

For example, given the path z above, it has length 7 = 4. Assuming a fixed number of

initial infectives, the range of valid k is

1<kE<K= min{(T -1+ H{x1>1}),KmaX}

=min{(4 — 1+ 1), Kjnax} = min{4, Kpax}.
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Applying the function Ji(z) for each 1 < k < 4 we have,

(10 (0 o | (0 0 |
2.0 10 1 0
F=111 Jiz)=12 2 |=0=6 JLE=|1 1 |=h=4
1o 0 0 0 0
01 0 —1 0 —1
) - - . - -
0 0 0 0
1 0 1 0
J3(z)=11 1 =T=4 J()=|00|=>N=1
0 O 0 0
0 -1 0 0

Since z3 = 1 and 7 = 4, i.e. the third generation is not the last generation and is only
a single individual, then Jy(z;) = 0 for 1 < k < 4, where z; = (Zobt, Tun,). We assume

a fixed number of initial infectives, i.e. Ji(20) = (0,0) for 1 < k < 4.

Justifying The K-jump As an aside, we now justify the choice of the complex

K-jump over the simple Z independence sampler discussed in Section 3.2.2.3.

Essentially, whereas it was simple to enumerate all possible paths for the one-type one-
level model, for the partially observed case, this is not so. In particular, for 0 < m <

24=1 _ 1 it was possible to construct the path z("™ using the binary decomposition.

For the partially observed case, it is not trivial to calculate the number of valid
paths, which is necessary before we can enumerate them. To show this we first need

Lemma 3.1.
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Lemma 3.1

Let (n, k) denote the number of ways to place n objects into k bozes, n,k € Z. Then

(n, k) = <n+i:—1> _ <n_;gk11>

We place bounds on the number of valid paths consisting of an observed and unobserved
component. It is possible to form a recursive algorithm to search all possible paths,

but it must exhaustively search all such paths.

Lemma 3.2

Let M be the number of paths consisting of dop and dyn individuals. Then

git < gp < (dobtd=1Y (dun+d—1
o o dob dun ’

where d = dg, + dyn.-
Proof

The lower bound follows immediately from Lemma 2.8, there are d individuals in total

and thus there are 2¢=1 valid paths in terms of the generation totals, x;.

However, there will be more possible paths since each generation total can be made by
various combinations of observed and unobserved individuals. For example, if z; = 2

it could be either z; = (2,0), z; = (1,1) or z; = (0,2) (assuming dop, dyn > 2).

As a crude estimate, the maximum length of a valid path is d. Thus, we assign the
observed individuals to the d generations in a number of ways derived in Lemma 3.1.

Similarly for the unobserved. Hence the crude upper bound of (dObjg_l) (d"“dtf_l). O

From Lemma 3.2 it is clear we cannot easily enumerate the set of valid paths, thus it
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is much harder to construct an efficient independence sampler in this case.

For the example path of this section, dop, = 4 and dy, = 2, the possible number of
valid paths lies between 32 < M < 2646. This is a large range, the upper bound is an
especially crude approximation. Consider a completely observed epidemic, i.e. dy, = 0,
then the number of possible paths for d = 6 according to Lemma 3.2 is 32 < M < 462;

in this case equality holds with the lower bound and M = 32.

3.3.6.4 Dy,-update

Finally, we must update the number of unobserved infectives. Clearly, since 0 < Dy, <
Nyn there is a finite range and we can use proper priors for Dyy,. Also, by assumption

ayn = 0 implying dyn = Dyn.

The path z represents the sizes of each generation as a matrix, such that the column
totals are the final sizes of the observed and unobserved components. Increasing or
decreasing dyy is represented as adding or removing individuals from the unobserved

column of z. Thus the dy,-update is another type of Z-update.

Additions may be made to any generation in the unobserved component up to the

(7 + 1)'h generation.

For removals, we extend Equation (3.9) to include the case k = 0, representing whether
an individual can be removed from generation t. Correspondingly, Jy is twice the total
number of removals, this is done to be consistent with the definition of Ji for & > 0, see

Equation (3.10). Define z;; to be the number of individuals in component i € {ob, un}
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for generation t. Then,

if Tit > Oand z; > 1
i € {ob,un}

Jo(wir) = ife;; >0andt =171 for (3.17)
1<t<r

0 otherwise

Note Equations (3.9) and (3.17) are only defined for ¢ > 0, since we consider the zeroth

generation as fixed.

As stated, we count twice the number of possible moves to maintain the relation,
Jo>T1 > J2 > -+ > Jx, assuming the entire population can be removed. For the
partially observed case we apply Jy only to zy,. Continuing with our example path,

we can count the number of possible removals as,

10 00
2 0 2 0
z=11 1 Jo(z)=12 2| = H=8>6=0"
10 0
0 1 0 2
L d4 L .

0
0
Jo(zan) = | 2 | = Jo(zum) =4
0
2

Note, for the partially observed setting we do not wish to alter the observed component.
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Thus we only wish to find the partial sum of

jO(Zun) = Z JO(wun,i)-
=1

The origin generation, to, corresponding to a specific choice of g in the range 1 < g <

%jO(wun,i); is defined as
1
to =min{t: g = 3 Z Jo(Tun,i) }-
=1
Using an identical scanning technique as for the origin of the K-jump.
We propose adding or removing an individual with equal probability. For an addition,

we propose the target generation at random from the entire length of the path plus

one, so that

1
/ _ =
al']2) =

Conversely for removals, we must calculate Jp(zun), and select a generation at random

to remove an individual from, so that
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The acceptance probability of a dy,-update is

/ . 7'('(2/,)\, |90b7N7 I)q(z‘z')
(chun; dun) = m{l’ 72\ 8on, N, 1)g (z’|z)}
:min{l Ligy 137 (2 |A, N, D (N7 (dy, ) g (2 !Z')}
’ H{00b|z}7T(Z|)‘7N7])7T()‘ 7T(dun)Q( ’Z)
~ min {1 m(2'|A, N, I)W(dﬁn)Q(ﬂz')}
(2, N, D7 (dun)g(2']2)

Notice the proposal density is in terms of the path z, since updating dy, causes a new

candidate path, 2. The update is summarised in Algorithm 3.5.

Algorithm 3.5: dyy-update within Z for partially observed one-type one-level

model
Choose Add or Remove, P[Add] = P[Rem| = 3;

1
2 if Add then
3 Sample g ~ U[1,7 + 1];
4 Construct 2/ by :L‘/un 9= Tung +1;
5 Let ¢(2'|z) = §T—+1 and q(z|2') = %T&rl;
6 else
7 Calculate the matrix Jo(z) and Jo(zun,i);
8 Sample g ~ Unil[l, M],
9 Determine the origin generation tp corresponding to g;
10 Construct 2’ by @y, 1, = Tunto — 1
1 A 1 .
11 Let q(2'|z) = o) and ¢(z|2') = NACOE

12 Calculate acceptance probability «;
13 Draw A ~ U(0, 1);
14 if a < A then

15 ‘ reject 2’
16 else
17 ‘ accept 2’/

Unlike the K-jump update to Z, there are no tunable parameters for the d-update.
We can adjust the frequency of d-updates in the MCMC algorithm. For a given value
of dyun, it seems reasonable to give the chain a period to explore the distribution of A
and z. Hence we perform a d-update every fifth iteration of the chain, coupled with

performing two K-jumps within each iteration we explore the path space adequately.
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Adapting To An a-update The dy,-update described will only add or remove
individuals from the unobserved component, excluding the zeroth generation. However,

it is a simple matter to amend the algorithm into an a-update.

Once we have chosen the component in which we wish to update the number of initial
infectives, then increasing or decreasing a requires removing or adding to d, since for

an a-update we treat D = a + d as a constant.

Thus we can use the function Jy(z), defined in Equation (3.17), except alter the con-

dition that ¢ = un to the component we wish to alter the number of initial infectives.

3.3.7 Edge Representation For Unknown Number Of Susceptibles

In contrast to the case of unknown number of infectives, the edge representation now
requires a new type of update, we must add or remove vertices from the digraph as a

whole.

Note, removing a vertex is not the same as deleting all edges into and out of it. Instead,
the removed vertex has no part in the digraph. Select a vertex at random to remove,
then check the candidate digraph is consistent with the observed data. Adding a vertex
does not require a connectivity check. We omit further details, though such updates

will follow a similar form of those in previous sections.

3.3.8 Generation Representation For Unknown Number Of Suscep-

tibles

Hayakawa et al. (2003) address the case of an unknown number of susceptibles using

a temporal approach and MCMC. Our generation approach cannot make inference for
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the infectious periods as is done by the authors as has been discussed previously. Thus,

we use a fixed infectious period of specified length.

As an interesting point, to adapt the edge representation for an unknown number of
infectives was trivial, yet to adapt the generation representation required a new d-
update to be developed. Conversely, for an unknown number of susceptibles, the edge
method requires adding extra vertices to the digraph, whereas the generation method
requires a trivial change. This difference is not explored further, however it suggests

there may be some benefit to either method in certain situations.

The path representation, z, is unaffected by altering Ny,. The number of unobserved
susceptibles is accounted for in the likelihood of the path z given the infection rate
A, the observed component 1, and the unobserved component ,. The likelihood is
presented as Equation 3.12, where there is dependence upon N, the total population

size.

Unlike the case of an unknown number of infectives, for an unknown number of sus-
ceptibles there is no upper bound for the range of Ny,. Hence, the posterior density
may be driven mainly by the prior density and not the data; since the data provide no

information directly about the number of unobserved susceptibles.

Since we assume au, = 0, then Ny, = nu,. If we choose to propose a candidate
Nun according to the prior distribution, i.e. ¢(nl,|nun) = 7(nu), then the acceptance

probability becomes the ratio of the likelihoods,

™

Z, A nunwoba unaI)Q(nunm{m)}

aln TL, = mln {
( e un) T\ 2, )\ nun|eoba unaI)Q(n{m|nun)

(
(
:mln{l W}

m(z| A\, nun, I)
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Algorithm 3.6 summarises the update when using the prior density as the proposal
distribution. Though a valid algorithm, if the prior distribution is very sparse, then the
proposals may have a very low acceptance probability since they will differ drastically
from the current value, e.g. ny, ~ U[0,10°] is an extreme example. This is an issue

due to the high correlation of the infection rate A to the number of susceptibles V.

Algorithm 3.6: n-update for partially observed one-type one-level model

1 Propose nl, ~ 7(Nun);
2 Calculate acceptance probability a(nun, nl,);
3 Draw A ~ U(0,1);
4 if « < A then
5 | reject nly,
6 else

7 | accept nj,

3.3.9 Results

We have not implemented the edge or Poisson representations for the partially observed
model. So we cannot make direct comparisons between properties of the MCMC,
e.g. rate of convergence, mixing or parameter correlations. However, for the partially
observed model using the Poisson representation with n = 0.1, i.e. observing 10% of the
total population, using the data for an outbreak of influenze in Tecumseh, Michigan
(see Table 3.9), O’Neill (2009) report run-times of several days. We have not performed
an analysis on that data using the partially observed generation method. However, for
the one-type one-level model, the run-times were of the order of several minutes to an
hour. The reduction of the unobserved component to a single vector, as opposed to
the entire digraph, gives a great improvement in computation time for the partially

observed models.

We compare the generation representation to results from various authors, using dif-
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ferent techniques and assumptions. The results are comparable, in their estimates and
reported cost of computation. Following previous literature, we report the estimate
for the infection rate as the basic reproductive number, Ry = ¢\, to enable compar-
ison of various infectious periods. However, for the present case we only consider a
fixed infectious period since it has the best convergence properties and minimal cost to

compute.

Table 3.6 is for the case of an unknown number of infectives, with a fixed observed
component and varying total population size. The point estimates for the reproductive
number are comparable. The chains were run for 100 iterations, performing two K-
jump Z-updates every iteration and a dy,-update every five iterations. Thus, for the
larger populations the number of iterations may need to be increased to allow the chain

to explore the larger path space.

The important observations are still evident despite the anomaly. Namely, for decreas-
ing 1 the standard deviation of the estimate decreases as does the interval estimate for
the epidemic being below threshold. As discussed in Demiris and O’Neill (2005b), the
decreasing standard deviation seems counter intuitive, as we are observing a smaller
proportion of the population we expect our uncertainty to increase. However, as the
observed component is kept constant, we are actually assuming more about the un-
observed component. Since the only information is contained in g, hence we are
implicitly assuming a major outbreak has occurred. This is illustrated by the reducing

probability of the epidemic being below threshold.

As a more fair comparison, in Table 3.7 we assume the total population is fixed as
1 = (1200, 300), then reduce 7 resulting in smaller observed components. We assume
the observed component is exact, i.e. the proportion of individuals that are infected

to those that avoid infection is the same. Contrasting n = 1 and n = 0.01, we see
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that the reproductive number is higher and the probability of being below threshold
is larger for the smaller observed component. Since we are inferring the behaviour
of the entire population of 1200 individuals from a sample of 12, it is unsurprising
that the standard deviation of the estimate is larger, as we are less sure about the
point estimate. This is reflected in the interval estimate of Ry being less than one,
showing a greater uncertainty of the epidemic. It could be, the 12 individuals sampled
by chance include the only infectives in the population, i.e. there was only a minor
outbreak. Our method allows this possibility, and this is apparent in the probability
of the epidemic being below threshold. Conversely the estimate for Ry does increase
for smaller observed components, since by the reverse reasoning the epidemic could be

a major outbreak.

The uncertainty in the reproductive number is linked to the uncertainty of the final
size, not knowing the total number of infectives. Table 3.8 shows the estimates and
95% intervals (as defined in Section 1.3.1.4) for D corresponding to the epidemics in
Table 3.7. Again, contrasting n = 1 and n = 0.01, we see the interval in the latter
case is very wide. This corresponds to the uncertainty on the outbreak within the total
population, by chance we may under or over sample the number of infected individuals
in such a small sub-sample, this is reflected in the wide interval for dy,. The correlation
between Ry = Ac and dy, is estimated to be 0.711 and a plot is shown in Figure 3.7,

as expected the parameters are clearly correlated.

3.4 Multi-type Epidemics

In the previous section we have introduced the concept of observed and unobserved
individuals within the epidemic. To accommodate this in the generation representation

an additional column was added to the representation of the path z. The unobserved
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(Nobs Dob) 1 N | Ry (sd) P[Ry < 1]

(120,30) 1 120 | 1.1826 (0.2165) 0.2016
0.5 240 | 1.1493 (0.1491) 0.1599
0.2 600 | 1.1577 (0.1010) 0.0609

0.1 1200 | 1.1603 (0.0749) 0.0205

Table 3.6: Estimates for A, reported as Ry = ¢\ for a fixed infectious period of 4.1
days, observing a single initial infective with 119 initial susceptibles con-
ditioned on Dy, = 30, with an unobserved component of the population
of size anNob-

(N7 D) n (Nob7 Dob) RO (Sd) P[Ro < 1]

(1200,300) 1 (1200,300) | 1.1574 (0.066969) 0.00801
0.75 (900,225) | 1.1590 (0.067398) 0.00649
0.5  (600,150) | 1.1605 (0.067590) 0.00618
0.1  (120,30) | 1.1652 (0.071719) 0.00931

0.01 (12,3) 1.1680 (0.110924) 0.07427

Table 3.7: Estimates for A, reported as Ry = ¢\ for a fixed infectious period of
4.1 days, observing a varying fraction of the total population, where
¢ = (N, D) = (1200, 300). We assume the sub-population has the same
proportion of infected individuals as the total population and a single
initial infective is is the observed component.
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Figure 3.7: Plot of Ry = Ac against dy, for the case of a fixed population ¢ =
(N,D) = (1200, 300) and n = 0.01, with a fixed infectious period of

4.1 days. The plot shows the high correlation of 0.711 between the two
parameters, as well as the increasing uncertainty in \ for smaller dy.



3.4 MULTI-TYPE EPIDEMICS 210

(N, D) n (Nob, Dob) | dun D 95% highest posterior
density region for D

(1200,300) 1 (1200,300) | 0 300 (300,300)
0.75 (900,225) | 75.287  300.287 (284,318)
0.5 (600,150) | 151.312 301.312 (273,332)
0.1  (120,30) | 281.904 311.905 (203,367)

0.01 (12,3) 282.280 285.280 (63,526)

Table 3.8: Estimates for dy, and D = Dy, +dyy, for the partially observed epidemics
in Table 3.7, giving point estimate and highest posterior density region.

individuals were then subject to one of two new updates, either the d-update or the
n-update for unknown numbers of infectives or susceptibles respectively; as well as the

modified K-jump and A-update.

Implicitly, we have two types of individual in the model, observed and unobserved.
If we do not perform the d-update or n-update, then the two types are completely
observed, instead we can adjust the model to include new infection rate parameters.

Thus, we have two types of individual who can differ in infectivity within the model.

We shall now present the details of extending the generation model to include multiple
types of individuals. Using the framework developed for partially observed models, the
modification is primarily to the likelihood and A-update. This section will be an outline
of the amendments, as we shall combine multi-type and multi-level models together in

Section 3.5.

In Section 3.4.1 we derive the path step probability for a fixed infectious period, the
product of step probabilities along a path is the likelihood of z. Section 3.4.3 considers

the form of A, the matrix of infection rates, as well as the MCMC update.
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3.4.1 Multiple Infection Rates For Fixed Infectious Periods

Denote the type of an individuals by 4, and for the moment consider a two-type model
where i € {1,2}. In the most general case, we consider the infection rate between each
combination of individuals that can occur, i.e. let A be the matrix of infection rates A;;
from an individual of type i to type j. For the two-type case we have,

A1l A
A= 11 Al12

A2 A2z
The infection rates need to be interpreted with care, they represent the rate of the
Poisson process that determines the contacts an individual has during their infectious

period.

Recall, for the one-type one-level model there were potential problems in attempting
to make inference for many correlated parameters: the infection rate A, the number of
initial infectives a, the indicies of the initial infectives x and the imputed path z, using
only two or three numbers. We now introduce further, potentially highly correlated,
parameters that may affect the inference. Care must be taken not to overfit the model

if the data do not support the estimation of so many parameters.

Multi-type Likelihood

Generation ¢ now consists of z1, individuals of type 1 and x5, individuals of type 2. A

path z is still the product of independent step probabilities, where we must now modify
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to consider the case of different types of individual. Therefore the step probability is,

T T1t+1 T2t+1 Tit T2t
P9 Zt41 = Zt = )

Yit+1  Y2,t+1 Yt Y2t
where we currently assume all individuals have independent and identically distributed
infectious periods equal in distribution to I, i.e. for individual i, I° 2 I. We assume for
simplicity that the infectious period has the same distribution across multiple types of
individual. This is reasonable to assume in many situation. Initially, we shall assume
a fixed infectious period of all individuals, i.e. I = ¢. However, we shall return to
this assumption and relax both the restriction to a fixed period and the need for all

individuals to have an identical infectious period distribution in Chapter 4.

Hence, the step probability can be expressed in terms of the probability of avoiding
infection from the previous generation, exactly as was the case for the one-type model.
The probability of an individual of type 1 avoiding infection in generation t + 1, given

21t and woy, is

N N
2 A Ti,t
il
= exp <— Z W Z C(k)>
i=1 k=1
2
Ait )
=exp —Z— TigcC
< i=1 N

That is, the product of avoiding an infectious contact with all infectives of type 1
in generation t and all infectives of type 2 in generation t. The probability of being
infected is thus one minus this probability. Since we assume I' = ¢, we can simplify

the sum of infectious periods, ¢¥), as shown.
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In full, the step probability for a two-type model is

Ti1t+1 T2t+1 Tit T2t
Py | 201 = 2=
Yit+1  Y2,t+1 Yt Y2t
Ny — _
_ < 1 yl,t) (1 B exp(_Al))xl,t-H (exp (_Al))Nl Y1,t+1
T1t+1
Ny — _
(27 (1 exp (- Aa)) 7 (e ()
T2,t+1
2 N_ .
STT(Y 5 0 e o (-, @y
j=1 Jrt+1
where

From Equation (3.18), it is simple to extend to an arbitrary number of types of in-
dividuals. Each new type will contribute an additional term to the A; sums and an

additional term in the product.

3.4.2 Varying The Form Of The Infection Rate Matrix

The current model is for individuals mixing homogeneously within the population. The
addition of the infection matrix, A, allows us to model varying infectivity within the

population.

However, we can determine different forms of the infection matrix A, i.e. impose addi-
tional constraints on the entries in the matrix. Obviously we can choose to set certain
rates to zero in the model, corresponding to a type of individual being unable to infect

another. Such a model is uncommon for the multi-type setting, though will be more
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relevant for the multi-level model. For example, in a three-type model we might sup-
pose that only type 2 and 3 individuals can infect type 3, giving an infection matrix of

the form,

At Az 0
A=1 X1 A2 A3
A31 A3z As3

For the most general model, consisting of H types of individual, there are H? infection
rates to make inference for. The data will consist of 2H pieces of information, the total
number N;, and how many ultimately became infected D;, for each type 1 < i < H,

during the epidemic (we currently consider a fully observed epidemic).

Thus, the model will over fit the data with a large number of types. Determining
whether parameters are identifiable given final size data has been investigated by Brit-
ton (1998), who considers whether infectivity can be estimated given equal suscepti-
bility. To account for this it is common to place further constraints upon the infection
matrix A. These constraints will determine the model for which we are making in-
ference. There are four common models for the infection matrix A in the literature.
In the following we consider the multi-type one-level model with H distinct types of

individual. These forms for A will be adapted for a multi-level model in Section 3.5.
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General Model As mentioned, the general model has H? infection rates without

any further constraints. That is,

A1 A e Al
A21 Ao

Agen = . (3.19)
AH1 AHH

The general model suffers from highly correlated parameters, partly due to over fit-
ting the data. For final size data, the correlation adversely affects the mixing and

convergence of the MCMC chains.

Product Model The product model, considered by Britton (1998) in terms of esti-
mating parameters, is a reduction of the general model into only 2H infection rates,
where A is the product for two H length vectors, i.e. A = Ba’, for = (B, ..., By) and
a = (a1,...,ag). The infection rate between two types of individual is the product of

their separate rates, i.e. \j; = B;q,

Bior  Prag - Broyg

Pacr1  Paan

Aproa = : : (3.20)

Bron Brog

Reducing to H parameters greatly reduces the correlation within A and is a more

justifiable number of rates to make inference from. For the general model there are
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more infection parameters than data points for H > 2. The constraint of symmetric

infection rates may not be biologically accurate.

Susceptibility Model Again we reduce to only H parameters, one per type of in-

dividual, however the form of A is very different to the product model.

We consider the rate A\ to encapsulate the susceptibility of an individual to being
infected, instead of the infectivity. That is, the rate from type i to type j depends
only on the target type j (the susceptible), i.e. A\j; = A;, thus we consider \; to be the

susceptibility of type j to infection.

)\1 /\2 . )\H
Al Ao A

Asus = . (3'21)
Al A

Infectivity Model The opposite to the susceptibility model is the infectivity model,

where the rate between two types depends only on the origin type (the infector),

ie. )\ij = AZ
)\1 )\1 ‘e )\1
)\2 )\2 e )\2
Mug=| . (3.22)

It is important to note that the inferred parameters for the susceptibility and infectivity
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model will be very different, despite both being a H length vector, i.e. (A1, -, Ag).

The notation used is slightly misleading, Agys is not simply the transpose of Ajuy.

3.4.3 A-update

The posterior density of interest now includes the matrix of infection rates A, which may
itself be a function of sub-parameters, i.e. (A, 2|0, I). Using the modified likelihood
from the previous section, it is sufficient to replace the single infection rate A by the

matrix A in all expressions for the posterior density considered so far.

For the prior we may use independent exponentials of rate u as before, with a sufficiently
small rate to form a relatively flat prior. We may assume independent priors for each

component of A. Thus

Where there are H types of individual under the general model for A. If we consider

an alternate form of A, the prior will be H independent distributions,

We shall assume there are H infection rate parameters, i.e. A is of the form of Equation

(3.20), (3.21) or (3.22).

For the proposal distribution, we use a multivariate normal with covariance matrix X.

This allows us to propose correlated candidate parameters, which may lead to higher
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acceptance rates. Let A = (A1,...,Ap), the H length row vector of parameters, then

q(N'[A) ~ Np(A, 3).

For a two-type model it is convenient to update both A; and Ay simultaneously. How-
ever, for larger numbers of parameters it may be more efficient to use block updates as

discussed in Section 1.3.2; or perhaps update each parameter individually.

The acceptance probability is similar to that derived in Section 3.2.2.2, however using
the multi-type likelihood derived in Equation 3.18, the multivariate normal proposal

distribution and independent priors for each parameter.

3.4.4 Z-update

Each type of individual will be a separate column in the representation of the path z.

The total of each column is conditioned to be d; for type 1 <¢ < H.

Assuming a fully observed epidemic, then we need only perform K-jumps as modified

for the partially observed setting in Section 3.3.6.3.

However, there is an issue concerning the initial infective. If we assume a = 1, where
a = a1 + -+ + ap, then the type of the initial infective could have an effect on the
inference. Whereas for the partially observed one-type case we could assume a single
observed initial infective without loss of generality, we must now allow for the type to

vary.

To alter the type of the initial infective, the current path must be altered in two ways,

first adapting the function Jy(-), we determine all generations that contain individuals
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that can be moved, excluding the type of the current initial infective. To emphasis the
different we denote this function J(;)(2), where i denotes the type of the current initial
infective. Unlike the k-jump search, J;) = >, Zj Jiy(zj4) can be zero, i.e. there may

not be any free individuals.

if j#4,2;;>0and 24 > 1

[
IN
IN
=

Ty (@) = ifj#i,zj;>0andt=r for

—
IN
~~ .
B

0 otherwise

Then, select an individual to move and place them in the zeroth generation. The

current initial infective is then moved to a generation at random (within their own

type).

The proposal distribution is composed of the product of the two independent steps,
determining a free individual to become the new initial infective and removing the

current initial infective.

The proposal is reversible, since the original initial infective must be free (it is either
added to a valid generation or at the end of the path) and the candidate initial infective

can be returned to its origin generation. The a-update is summarised in Algorithm 3.7.

3.4.5 Partially Observed Multi-type Model

The multi-type model was developed from the partially observed case having two types

of individual. The unobserved individuals were special only in that they were subject
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Algorithm 3.7: a-update within Z for multi-type model with fixed a

Determine the type of the current initial infective, i;
Calculate Ji;)(2) and J(;);
Sample g ~ Uni[l, 7 ];
Determine the origin generation tp and type ip corresponding to g;
Sample ¢t ~ U[1, 7 + 1];
Construct 2’ by;
$;70 = .751‘70 —-1= 0;
%,t =2t +1;
xéo,to = Tigto — 13
$;o70 =Tin0+1=1;
Calculate acceptance probability «;
Draw A ~ U(0,1);
if a < A then
‘ reject 2’
else
‘ accept 2/

© 00 N O oA W N =

o S o S S S S G S G Y
A A W N = O

to d-updates or n-updates.

For any of the A models described there are several additional constraints that can be
commonly applied. The first, already mentioned, is to set a rate to zero prior to the
MCMC run. It may be only a single entry in the infection matrix, or all locations of
that parameter. Obviously, setting a parameter to zero in the product model means

that type cannot be infected nor infect any other type, which is not sensible.

Secondly, we can set several parameters to be equal, thus considering the two types
to be the same. Then, we can consider one of the equal types to by an unobserved

component, performing d-updates or n-updates are desired (perhaps both on different

types).

Combining everything together, we have developed a model to make inference for par-
tially observed multi-type models with both unknown numbers of susceptibles and

infectives of different types (we cannot have an unknown number of susceptibles and
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infectives of the same type for obvious reasons).

3.4.6 Types: Definition And Notation

If we consider partially observed multi-type epidemics, it is unwieldy to consider H
types, where some types have unobserved components and others not. Instead, we
decompose a type into a set of covariates. Consider the example where each individual

is classed as either an adult, child or infant, and is either observed or unobserved.

Let the type of an individual be defined by W mutually exclusive covariates, e.g. age

and component. Define the set H, to be all possible values of the w™®

covariate, for
1 <w < W. Thus there are H,, = |H,,| values of each covariate, with each individual
having a specific value. For an individual 4, define the function H,(i) be the value
of the w covariate, which we shall denote by h,. We can enumerate the set H,, such
that, 1 < Hy(i) < Hy for 1 < w < W. Define H(i) to be the vector of covariates of
individual 7 and H to be the set of all possible W-tuples of Hj x --- x Hy,. Then in
total there are H = |H| = Hj x --- x Hy possible types of individual, though there

need not be an individual that exhibits every possible set of covariates.

Returning to our example, a partially observed three-type epidemic consisting of adults,
children and infants that have both an observed and unobserved component. There
are two covariates age and component, i.e. W = 2. For age there are three values
of individual and each individual is in one of the two components, i.e. H; = 3 and
H, = 2. Using meaningful labels, instead of numbers, h; € H; = {adult, child, infant}

and he € Hy = {ob,un}. Then, for each individual 4, H(7) is a length two vector in the
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following set,

H(i) = (h1,he) € H= {(adult,ob), (child, ob), (infant, ob),

(adult, un), (child, un), (infant,un)} forall 1 <i<N.

By considering the type of an individual as a set of disjoint covariates, we can more
easily express the relationship between individuals. Clearly, considering the above as
a single list of six types of individual is equivalent, though perhaps more confusing
notation wise. In this thesis we only consider models with two covariates, one being a

type of individual and the other being observed or unobserved.

The infection matrix A, is now an H X H sized matrix in general. Thus it is appropriate
to use a model with additional constraints in order to reduce the number of parameters

that we make inference for.

3.5 Multi-type Multi-level Epidemics

In Section 3.2 we began with a simple one-type one-level model for a homogeneous
and homogeneously mixing population. By extending the generation representation in
Sections 3.3 and 3.4 we have a general framework for multi-type models allowing for

partially observed populations (a special type of individual).

For the multi-type model we can consider varying infectious period distributions, either
as additional parameters or integrated out of the likelihood using expectations. We have
not shown this explicitly for the multi-type case, a more complete derivation will be

presented in Chapter 4.
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Our final extension to the generation representation is to allow for multiple levels of
mixing, as introduced in Section 1.2.5.2. Specifically, the inclusion of households where
individuals are able to make local infections within their household and global infections

with the population are differing rates.

The addition of multiple levels is similar to multiple types, in Section 3.5.1 we introduce
the definition and notation of levels. We present a general framework for an arbitrary

number of types and levels.

As was discussed in Section 3.4.1, a model with arbitrary numbers of types and levels
will over fit the available data. Therefore we present suitable constrained forms for the

infection matrix A in Section 3.5.2.

For this chapter we have mainly focused on a fixed infectious period, for simplicity
and computational ease. Continuing in this vein, we present the multi-type multi-level

model likelihood for fixed infectious periods in Section 3.5.3.

Before applying the generation method to a data set in Section 3.6, Section 3.5.4

summarises the MCMC update algorithms developed.

3.5.1 General Framework For Multi-type Multi-level Models

Returning to the case of a fully observed epidemic with a homogeneous population,
i.e. one-type, we now address the need to account for non-homogeneous mixing that

real populations exhibit.

As discussed in Section 1.2.5.2; initial work has focused on a two-level mixing model,

where individuals are members of households, see for example Ball et al. (1997).
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3.5.1.1 Multi-level Notation

Let V' denote the number of levels of mixing, so for the household model we have
V = 2. For the first level of mixing, we consider all individuals able to mix with all
others at some rate, termed global contacts. Each individual is a member of a single
household (for the current discussion), then the second level consists of all possible
households. Within a household, individuals make contacts at a different, typically

larger, rate called local.

Hence, we can introduce a label for each individual determining their relationship to
other individuals, similarly as we did for the different covariates that comprise an

individuals type in Section 3.4.6.

Let L, be the number of groups within the v*" level and L, be the set of such groups
(commonly given numerical labels) for 1 < v < V. Similarly, for an individual ¢ in the
population, define the function £,(i) to be the group individual i belongs to in level v,
the value of which we shall often denote by [,. Finally, let £(7) be the vector of groups

individual ¢ belongs to, such that

L) = (L1(3), ., Ly () = (1., ly) €L =L; x --- x Ly.

Consider the example setting of Figure 3.8, consisting of individuals that have two
levels of mixing, within the entire population and within their own group. In this case,
V =2 and (L1, L2) = (1,4) and each individual is a member of a distinct level set.
In this case, there are only four such combinations of levels, i.e. determining to which

group an individual belongs.

As for the multi-type model, we encode the varying rates between levels in terms of



3.5 MULTI-TYPE MULTI-LEVEL EPIDEMICS 225

Population

Figure 3.8: Diagram of an example one-type two-level setting with four groups
(commonly called households), i.e. V = 2 and (L1, L2) = (1,4). Filled
circles indicate individuals who were infective during the course of the
epidemic.

the infection matrix A. In the most general model, we consider the matrix to have L?
unique rates, where L = |L|. We shall consider the form of A in Section 3.5.2, for now

consider each entry \;; as a rate from an individual in group set 4 to an individual in

group set 7, for 4,5 € L.

For a fixed infectious period, the likelihood of the path can be decomposed into in-
dependent step probabilities as for the multi-type case. Again, we omit varying the

infectious period until Chapter 4.

Thus, for the path z we have a column for individuals for each unique level set. Im-
portantly, the model does not allow for migration of individuals between groups during

the epidemic, it is assumed such events do not occur.

For the infection rates thus far we have always normalised by the total population
size N. For multi-level epidemics it is common to normalise by different constants for

different levels of mixing. For example, in the two-level household model the local rate
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is usually not normalised.

Since the entry A;; in the infection matrix will be for a prescribed form, as discussed
in Section 3.5.2, we shall include the normalising constants within A. Hence, in the

following expressions consider A;; to be a function of other parameters.

Then using the example case of Figure 3.8, the probability an individual in group 1

avoids infection from all individuals in generation ¢ is,

exp (_)\11 (C(l) 4o C(f’?u))) exp (_)\21 (C(l) NI C(Iz,t)))
exp <_)\31 (C(l) R g(fts,t)>) exp (_)\41 (C(l) NI C(mu))) 7

where ( is the infectious period of an individual (we index the individuals within each
generation, hence the parenthesis around the superscript), and x;; is the number of
individuals of groups ¢ in generation ¢. Since we are considering a fixed infectious

period, i.e. ( = c for all individuals, then the above product reduces to

4
exp <— > e xi,t) ;
i=1
and the probability of being infected is one minus the avoidance probability.

In full, the step probability for a two-level model with four distinct level sets and a

fixed infectious period is

Tit+1  T2t+1 T3t+1 T4+l Tit T2t T3t T4t

I
Pe Zt+1 ct =

Ylt+1  Y2,44+1  Y3,t+1  Y4t+1 Yt Y2t Y3t Y

4

N — . ) o

:]I<] y) (1= exp (— A7) (exp (—A)M 700t (3.23)
j=1 N Tt
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where

4
Aj :ZAZ‘J' LCi,tC, j:1,2,3,4.
i=1
The data in the matrix is either

ar az az a4
N1 No N3z Ny
¢ = or 0= ny Mg N3 nNg 5
Dy Dy D3 Dy
di do d3 dy

depending on whether the number of initial infectives is assumed known.

3.5.1.2 Combining Multi-type and Multi-level Models

The likelihood for the multi-type and multi-level models given by Equations (3.18) and

(3.23) respectively are almost identical in form.

Definition 3.3
An individual has o type defined in terms of it’s covariates and a level set that define
its relation to all other individuals. We call the combined covariates and levels of an

individual its class, which we shall denote by w. That is for every individual i, for

1<i<N,

where S = H x L and S = |S| = wazl Hy, Hq‘)/zl L,. The function S applied to an

individual i gives the class of that individual.
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Population

Factory
Workers Town A

)
O@" /

Figure 3.9: Diagram of an example multi-type multi-level setting with two types
of individuals: circles and triangles; and four levels of mixing: global,
within town, within households and within workplace.

Then the step probability for a multi-type multi-level fixed infectious period is

I Ty t+1 - Twg,t+l Lyt - Twgit
Py | zt41 = Zt =
Yy t+1 - Ywg t+1 Yoyt - Ywg t
ij 7ywj,t+l
o ij - ywj,t )\
—= eXp - Wi Wy :L'wi,t c
Lo, t+1
wj €S 7 w; €S
afwj,t+1
x [ 1—exp| — E Awiw; Twg t i (3.24)
w; €S

Where w; and w; denote two classes of individual and Aww; 18 the entry in the infection

matrix A corresponding to the rate between these two classes.

Example Setting We present a complicated example setting, with a highly struc-
tured population in Figure 3.9. The total population size is small, N = 25, therefore
we would not attempt to fit such a complex model in practice, we only use this as a

demonstration.
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The population has one characteristic of gender for each individual, male (triangle, A)
and female (circle, o), i.e. W =1, H) = H = 2 and H = {A,0}. There are four
levels (V' = 4) of mixing: within population (L; = 1), within the two towns A and
B (Ly = 2), within each household (L3 = 9) and within an individuals place of work
(Ly = 2). Note that the within workplace level has two groups, those that work in
the factory and those that do not; it is important to include a void group in each level
so that every individual belongs to a group. Hence there are S classes of individual,

where

w \%4
S=]] Ho [[ Lo =@ x 1)(2)(9)(2) =72

w=1 v=1

The general infection matrix A would require 722 separate parameters, which is clearly

inappropriate. Thus we consider constrained forms of A shortly.

The data matrix ¢ has S columns, one for each class of individual. We can summarise
the 1 based on any characteristic or level by counting the number of individuals desired.

For example, the number of males is

N
Nao=Hi:H(i)=A,1<i<N}| = Z Leaiy=ny-
=1

Similarly for any other identifier, or group of identifiers, for example the number of

males in town B,

N

Nap=i: M) =4 and Ly(i)) = B1<i < N = Tg—ay Iza—5y-
=1

Recall, since there is no temporal information in the generation representation the

infection rates must be interpreted with care. For example, the rate between individuals
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in the factory could implicitly model the factory not being open all day.

3.5.1.3 Types Or Levels

Mathematically, types and levels are equivalent and there is no reason to differentiate
between them. In fact, in terms of the likelihood they contribute the same terms. Thus

we could rephrase types as levels or vice versa.

The mechanism they differ by is in the form of the infection matrix entries. Recall,
we consider the entry Ay,.; to be a function of some other set of parameters we have
not yet defined. Returning to the three-type one-level partially observed model, it
would be equivalent to consider this as a model with six types of individual. Using
a more structured notation is useful for clarity of expressions and when implementing
algorithms. For example, using the observed or unobserved covariate, we know only to
apply d-updates or n-updates to unobserved classes. The interface is clearer and easily

extended.

Also, though there may be a large number of classes, some of them may be empty,
i.e. there are no individuals matching the specific combination of covariates and levels.
The additional notation has been introduced to account for the most general case, for

real life data sets a more specific notation may be more appropriate.

3.5.2 Models under consideration

We shall now restrict our attention to models with a single characteristic that consists
of multiple-types and two levels of mixing: within population and within group (which

we shall call households).
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As mentioned, the full general infection matrix contains too many parameters for proper
inference, thus we reduce the model by introducing a new set of parameters, with A
being a function of these sub-parameters. Let Ay(-) be used to emphasis that the

infection rate matrix is a function of these sub-parameters and the data .

In Section 3.4.2 we presented the product model (3.20), susceptibility model (3.21) and
infectivity model (3.22) for the multi-type one-level case. We now present the Product

Model (PM) again, in terms of classes of individuals.

We present two specific models for the two-type two-level case, namely the Global-
Local-Susceptibility (GLS) and Global-Susceptibility (GS). We shall use these in Sec-
tion 3.6 to make comparison with the results of Demiris and O’Neill (2005a). Thus,
there is one characteristic W = 1, with two types H = {1,2} and there are two
levels V. = 2 a global population mixing and local mixing within the households,
ie. L = {(1,1),...,(1,La)} where there are Ly households. For clarity we shall re-

label the level sets as L = {1,..., L} where there are L households.

Thus, the class of an individual can be expressed as w = (il) for a type 1 <14 < 2 and

a household 1 <[ < L. Then we write the rate from class w to class v for w,v € S, as

Awo = Agit) (jm)

Where A(1)(jm) is the rate from an individual of type 4 in household [ to an individual

of type j in household m.

Recall, we have included the normalising constants in the function A,,.,. Thus in the
following models for A we shall also specify the normalising constant, usually a function
of the current data v, specifically the total number, N, of a class w. Note, we say

current since altering 1 is possible via n-updates.
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Global-Local-Susceptibility Model The Global-Local-Susceptibility model is an
adaption of the susceptibility model to the case of global and local mixing. The rates
depend only on the type of the target individual, i.e. the susceptible, thus the model
accounts for varying susceptibility to the disease among different types of individual.
There are two rates, global and local, to account for the two-levels of mixing and both

depend only on the type of the target individual.

Therefore we reduce to the following sub-parameters, a vector of local rates A¥ =
(A, MDY, a vector of global rates AC = (AF, A§) and 4, i.e. four infection rate parame-
ters instead of the 4L2 or 2L under the general and product models respectively. Then

the infection rate matrix is a function
G \G L L
Aw()‘l ) )‘2 9 )‘1 ) )‘2)

We define the additive Global-Local-Susceptibility model as

G

WJ for I #m
2\¢

)‘JL+W for I = m,

>

Al (m) =

@

note that we do not normalise the local infection rates, only the global. This is a

reasonable model for small households of relatively uniform size.

For complicated models there will be some additive levels of mixing and some not. For
the example in Figure 3.9, it would be reasonable to assume that the within workplace
rate was additive with the within household rate, although the within town might not

be additive with the within workplace. Any such model is valid.
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Global-Susceptibility Model The Global-Susceptibility model is similar to the
Global-Local-Susceptibility, except the model allows different rates depending on origin
and target type within a household, i.e. local infections, but global infections still only

depend on the target type. That is
Ap(AF, G AT, Ay, A3y, Ada).
and the entries are

—& for Il #m

)\fj—l—W for l =m.

3.5.3 Likelihood

The likelihood of a path z for a fixed infectious period is the product of step probabilities
derived in Equation (3.24). Together with a form for the infection rate matrix A and

6.

In Chapter 4 we shall consider the likelihood of an arbitrary infectious period. How-
ever, the fixed period gives similar point estimates of the parameters, with varying

uncertainty.

In Section 3.7 we shall discuss practical issues concerning computing the likelihood. For
an MCMC algorithm, the likelihood must be computed for every Metropolis-Hastings

update, i.e. all updates described for the generation representation.
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3.5.4 Summary Of Update Algorithms And Seeds For Multi-type
Multi-level Model

In Sections 3.2, 3.3 and 3.5 we have presented update algorithms for an MCMC scheme.

Many of them require minor adaption to the the general setting or to a specific model.

3.5.4.1 A-update

The A-update is specific to the form of the infection matrix. However, given the set of
sub-parameters used to determine the entries of A, the update for the sub-parameters
can be done using a symmetric Random Walk Metropolis with a multivariate normal

proposal distribution, as in Section 3.4.3.

Seed And Tunable Hyperparameters There are no general guidelines for seed
values of the sub-parameters nor the covariance matrix ¥ for the multivariate normal
proposal. A small sample chain must be run to obtain estimates, though this will only
be necessary if the number of sub-parameters is large. For the case studies that follow

arbitrary seed values were sucessfully used.

3.5.4.2 Z-update

The path z is now a high dimensional matrix, consisting of a column for each unique
class of individual. We have developed several Z-updates, each with a specific purpose.
The K-jump, with tunable hyperparameter Ky,,x, is the primary Z-update. In general
we shall perform multiple independent K-jumps sequentially within a single iteration.

For all of the MCMC runs performed we compute two K-jumps per iteration, this
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seems to give reasonable mixing characteristics.

There are two possible a-updates, the first is a modification to the K-jump allowing
jumps to and from the zeroth generation. Then the total number of initial infectives
may vary. The second maintains a fixed number of initial infectives, commonly a = 1,
and updates which class (Algorithm 3.7 is in terms of types, but it is simple to adapt

to classes) the initial infectives are.

The d-updates and n-updates are for unobserved classes with an unknown number of
infectives or susceptibles respectively. Both updates are easily extended to the case of

classes of individuals where the number of classes is fixed.

Seed And Tunable Hyperparameters The seed path is non-trivial to construct
for the multi-type multi-level case. We desire to seed near to the posterior modal path
to minimise the burn in period. From Section 3.2 and the investigation on Chapter 2
we determined that the approximate length is 2v/d, where d is the total final size across

all classes.

Thus to construct the seed path, begin with the first class, w, and let each generation
be of size one, ie. x,1 = -+ = 2,4, = 1 and s, = d,,. Then, for the second class,
v, begin in the generation after the first class ended, i.e. r, = s, + 1, again letting
each generation be of size one. Once the length has reached 2v/d, reset to the first
generation. For classes with an initial infective, begin in the first generation to ensure

a reasonable likelihood.

For example, consider a model with 15 classes, each with a final size of two, i.e. D, = 2

for all w, and a single initial infective in the fourth class. Then d = 29, giving an initial
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seed length of 24/29 =~ 11. Then we construct the seed path as below,

b Jwi w2 w3 ws ws W Wy Wg Wy Wi Wil W12 W13 Wia Wis

0 1

111 1 1

B~ w
—_
—_

© oo N o ot
—
—_

12 1

Instead of a single individual we could stack them to reduce the length of each class,

. . . th .
but still reset to the first generation upon crossing the 2v/d  generation.

The only tunable parameter for the Z-updates is Knax. Our investigation indicates

the length of the path to vary between Vd and 3V4d. Thus, setting Kpax = 3vVd

would allow jumps of the appropriate length. These results are based on the one-type

one-level case and experience with partially observed epidemics.
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3.5.4.3 Unknown Number Of Classes

We now present two new updates for the multi-type multi-level model, though the first is
only presented for completeness. We do not implement the case of an unknown number
of classes. The second is a new type of Z-update to aid mixing of high dimensional

paths.

So far we have always considered the number of columns in the path z to be fixed,

i.e. the number of classes is fixed.

This is primarily of interest for partially observed multi-level epidemics. For the one-
level case altering the number of unobserved infectives or susceptibles required updating
a single column in the path z. Whereas if we introduce an unknown number of house-
holds, then we do not know how many classes there are (since each household defines

its own class).

To avoid this issue, we may assume the unobserved population has households exactly in
proportion to the observed component. Then the number of classes is known. However,
this is only valid if we assume the total population size is known, i.e. we are considering

an unknown number of infectives.

For the case of an unknown number of susceptibles, we may add or remove susceptibles
from known classes, but we may also wish to add or remove households as a whole.

This requires adding or removing a column from the path z.

To add a new column, we must propose a new data vector for the class to be added,
0. (a,n,d), then add the d individuals to the current path in some manner. A sensible

proposal for 8, would be from the distribution of observed classes.
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Removing a class is simpler, since we can set § = (0,0,0) and the column then has
no contribution to the likelihood. It is more efficient to zero a column than remove it
entirely, since when adding a new column we can reuse the removed class. This last

point is for computational efficiency.

We do not implement the adding and removing of entire households, though the method
outlined above would be relatively straightforward to program, there are issues on

mixing and convergence that are unresolved.

3.5.4.4 Slip-update

If there is a large number of non-empty classes, with a relatively small final size, d,,
and the epidemic is locally driven, i.e. AL’ >> A then the path z will consist of many

small clusters of local outbreaks.

Since each local outbreak will generally progress in consecutive generations, for a given
class w we would expect r, and s, to be close, relative to the size of d,. We defined r

and s in Section 3.3.6.1, where 7, = min{t : z,,+ > 0} and s, = max{t : z,,; > 0}.

For a locally driven epidemic, where each household outbreak will be initiated by a
single outside infection, we may consider the household outbreak in isolation. This is

commonly assumed to derive limiting results and for other theoretical work.

Thus we expect the length of each class to be in proportion to twice the square root of

the final size, that is

Sw —Tw %2\/%7

following the reasoning as for the seed path.
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If the epidemic is locally driven, then proposing a long K-jump on an individual to a
generation away from the others of its class will lead to a low acceptance probability.

In particular, the class would then have two global infections into it at separate points.

Thus it will take a number of shorter K-jumps to shift all individuals of a class within
the path. Hence, we introduce the slip-update to enable quick movement of an entire

class.

First, we must determine if all individuals within a class can be moved. Define the
function Js(z,) to be one if the class w can all be moved, zero otherwise. Let J5 =
> wes Js(2w), that is the total number of slip-able classes. The slip indicator function

is defined as,

1 ifxy—axy>0for 0 <t <7,
Js(zw) = and if x; —xpr=0for 7_, <t <7

0 otherwise,

where 7_,, is the largest end generation excluding class w. Namely,

T = max{s, : v € S}

T_w = max{s, : v € S\w},

The special attention needed for the final generation is such that a slip can reduce 7 in

the candidate path.

We then propose to move the class to a new starting generation at random in the path
excluding the current generation so as not to propose a path identical to the current
one, i.e. v, ~ U[1,7_, + 1] not letting r/, = r,. To sample a new starting generation,

choose uniformly from [1, 7] and if 7, is chosen, set r,, = 7, + 1.
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Hence, the proposal distribution is

1

/
q(z'|z) = .
(']2) —

S

We summarise the slip-update in Algorithm 3.8.

Algorithm 3.8: Slip-update within Z for multi-type multi-level model with fixed

Calculate Js(z) and Js;
Sample g ~ Uni[l, Jsl;
Determine the class to be slipped, w corresponding to g;
Calculate ry, s, and 7_;
Sample h ~ U[1, 7_];
if h =r, then
| =T+l
else
‘ rl,=h
Construct 2z’ by moving class w to new starting generation;
Calculate acceptance probability «;
Draw A ~ U(0,1);
if a < A then
‘ reject 2’
else
‘ accept 2’/

CD(ZJNIQU‘#-WND—\Q

e O S O = T
S ks W N = O

Example Of Slip-update Consider the path,

W1 W2 W3 | Tt W1 W2 W3 | Tt

1 0 011 1 0 011

0 0 1|1 0 111
z= removing second column 2z =

1 1 012 1 0 011

0 1 12 0 0 1|1

1 0 011 1 0 011
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Only the second column is free to slip, since if we remove the second column the path

remains valid.

Then there are four valid candidate paths,

r 1711 0 0
r 1T 1711 0 0

1 00 1 00 0 01
0 01

011 0 01 100
1 00

110 100 0 01
0 01

0 01 011 1 00
110

1 00 110 010
- - = 1010

- 1010

All the candidate paths have the wo as a slip-able class, thus the slip-update is reversible.

We use this simple example to justify the slip-update, clearly a slip-update is equiv-
alent to a sequence of K-jumps applied to the same class. However, each K-jump is
performed and accepted independently in sequence, hence the intermediate paths may
have a very low likelihood. Whereas, a slip performs multiple K-jumps in parallel,

which will lead to higher acceptance probabilities.

The slip-update is a method to increase mixing within the path z, as for the d-update,

it is best to have a number of iterations between each slip-update.

The slip-update performs well for one-type multi-level models, but only when there are a
large number of small classes in a locally driven epidemic. However if there are multiple
types, the columns are slipped separately, thus we will separate local individuals and
the acceptance probability will decrease. Instead we can slip sets of columns matching

a given level set, say a household.
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3.6 Case Study

In this section we apply the general framework developed in Section 3.5 to two specific
data sets. The first is a one-type two-level case and the second is a two-type two-level

case.

Both data sets contain a moderate number of individuals, combined with the additional
structure within the data means we test the ability of the general framework to handle
such structured data. For the moment, we still restrict attention to a fixed infectious

period which is identical for all individuals in the population.

The two data sets were presented in Longini et al. (1988), who consider an approach
using independent households to investigate the community level infection. We compare
our results to those of Demiris and O’Neill (2005a), though they use a gamma infectious
period for the one-type case with shape parameter 2 and rate 1/2.05, we shall make a
comparison with a fixed infectious period of 4.1 days. For the two-type case Demiris

and O’Neill (2005a) use a fixed period of 4.1 days, thus direct comparison is possible.

3.6.1 Data

The first data set, ¥, is presented in Table 3.9, consisting of individuals of one type
that are grouped into households. The table lists the number of households that contain

N, individuals of which D,, were infective during the course of the epidemic.

Using the notation of Section 3.5.1 we have, (W, V) = (1,2) with H; =1, L; =1 and
Lo = 287. That is there are 287 groups, which in this case represent households. The

data summarise an outbreak of influenza A(H3N2) in Tecumseh, Michigan in the period

1980-1981, see Haber et al. (1988) for details, the data are summarised in Table 3.9.
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Number in House, N,
1 2 3 4 5 6 7

Q3 44 62 47 38 9 3 2
- 10 13 &8 11 5 3
ae}

% 9 2 7 3

L.ﬂé 3 5 1

~ 1 0

2 1

g

=

Z

~N O Ot W N~ O

Total | 54 84 60 62 19 6 2 287

Table 3.9: Data for one-type two-level case, ('), an outbreak of influenza A (H3N2)
in Tecumseh, Michigan in 1980-1981. Counts for the number of house-
holds matching a given configuration, v, = (N, D,,), are given. Repro-
duced from Demiris (2004).

We can convert into the form required for our path, i.e. § = (a,n,d), since we have
the final numbers infected in the population on a per household basis and shall assume
a single initial infective. We have reduced Table 3.9 to counts of identical household

configurations for clarity, instead of listing each household separately.

The second data set, 12, contains information about two types of individual, depend-
ing on the antibody titre level, which is termed low (type 1) or high (type 2). We can
readily apply the method to the data, since we have the number of individuals and
how many of them became infected on a per household basis. The complete data are
presented in Table 3.10, reproduced from Longini et al. (1988) which contains further

details on the collection and typing of individuals.

There is a single characteristic with two types, i.e. H; = 2, corresponding to low (1)
and high (2) titre levels. Each individual belongs to one of the 567 groups (households).
In 13 of the household configurations (f) we do not know the final outcome, also for a

further 9 (1) configurations are unreported. Hence we consider only the 545 households



3.6 CASE STUDY 244

for which we have data, i.e. Lo = 545.

The two-type data set is actually from two separate periods, 1965-1971 and 1976-1981,
though this is not important in illustrating the generation method. More importantly,
the study is a random sample of all households, accounting for 10% of the total popu-
lation. Hence, for a full analysis we should include an unobserved component for the
remaining 90%. However, we must decide how to impute the unobserved households,
either randomly or as nine exact copies of the observed component. For our results we
assume 1 = 1, similar to the analysis by Demiris and O’Neill (2005a), this simplifies the
analysis at the cost of not fully modelling the data and underestimating the uncertainty

in our parameter estimates.

3.6.2 Results

For /() we determine the infection matrix using two sub-parameters, i.e. Ay (AL, NG,

using the additive form defined in Section 3.5.2.

For the two-type data, we apply both the Global-Local-Susceptibility and Global-
Susceptibility additive models as defined in Section 3.5.2. Hence there are four and

six sub-parameters respectively,
Aoy AL AE AT AS)  and Ay (ML A5, AR AL AT, AS).

Since the two types are based on low or high antibody titre levels, it seems reasonable

to use the susceptibility model.

We implemented the algorithm as outlined in Section 3.5.4, using computational meth-

ods we shall discuss in Section 3.7. Specifically, for ) and 1? we perform an update



3.6 CASE STUDY 245

N1 Ny Dy Dy Observed N1 Ny Dy Dy Observed
1 0 0 0 45 3 1 0 0 13
1 0 18 0 1 0
0 1 0 0 65 1 0 6
0 1 5 1 1 1
2 0 0 0 52 2 0 1
1 0 11 2 1 0
2 0 8 3 0 5
1 1 0 0 52 3 1 0
0 1 2 2 2 0 0 11
1 0 8 0 1 0
1 1 4 0 2 1
0 2 0 0 45 1 0 1
0 1 6 1 1 3
0 2 1 1 2 1
3 0 0 0 17 2 0 3
1 0 4 2 1 0
2 0 3 2 2 0
3 0 5 1 3 0 0 10
2 1 0 0 28 0 1 5
0 1 1 0 2 0
1 0 6 0 3 0
1 1 0 1 0 2
2 0 2 1 1 1
2 1 2 1 2 2
1 2 0 0 16 1 3 0
0 1 6 0 4 0 0 10
0 2 0 0 1 2
1 0 2 0 2 0
1 1 1 0 3 0
1 2 0 0 4 0
0 3 0 0 11 5 0 0 0 3
0 1 4 other 3t
0 2 0 4 1 0 0 2
0 3 0 other 47
4 0 0 0 16 2 3 0 0 4
1 0 4 other 6t
2 0 6 2 other 41
3 0 0 1 4 other 21
4 0 2 5 other 31

Table 3.10: Data for two-type two-level case, ¥(?), combined outbreaks of in-
fluenza A(H3N2) in Tecumseh, Michigan in 1965-1971 and 1976-1981.
Counts for the number of households matching a given configuration,
¥ = (N1, No, D1, Ds), are given. Reproduced from Longini et al. (1988)
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Edge Method Generation Method
A AC P NG
Mean 0.050 0.193 0.048 0.189
Median 0.049 0.192 0.047 0.188
Standard deviation 0.010 0.025 0.008 0.021
95% highest posterior | (0.032,0.072) (0.15,0.25) (0.032,0.065) (0.15,0.23)
density region

Table 3.11: Comparison of results for one-type two-level data set, 1»(!), between
Demiris and O’Neill (2005a) and generation method. The edge method
assumes a gamma infectious period and the generation a fixed infectious
period, both with mean E[I] = = 4.1 days.

of the A sub-parameters every iteration and two K-jump updates every iteration.

We compare our estimates for the sub-parameters in each model with those of Demiris
and O’Neill (2005a), Tables 3.11 and Table 3.12 compare the one and two type cases
respectively. Note, for the one-type case the comparison is not direct as a different

infectious period distribution is used.

Given the posterior means and standard deviations in Table 3.12, it is interesting to
consider the relationship between the four sub-parameters. We update the parame-
ters all at once using a multivariate normal with a defined covariance matrix 3, for
the current case set to a diagonal matrix, implying independent components. If two

parameters are highly dependent then the MCMC chain may mix poorly.

0t jteration

Figure 3.10 shows the pairwise plots for each parameter, using every 10
after the burn in period. The corresponding correlations are in the diagonally opposite

position.

As expected, the local and global rates are negatively correlated within the same type.

Since if we increase the local susceptibility we must balance the corresponding global
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Figure 3.10: Pairwise plots of infection rate parameters using every 100" iteration.
The correlations are given in diagonally opposite position
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Global-Local-Susceptibility Model

Edge AL (0.0817 (0.013) 0.0124 (0.0073) )

0.0817 (0.013) 0.0124 (0.0073)

\G 0.143 (0.014) 0.0576 (0.0090)
0.143 (0.014) 0.0576 (0.0090)

Generation AL (0.0842 (0.013) 0.0182 (0.0084) )

0.0842 (0.013) 0.0182 00084

\G 0.142 (0.014) 0.0564 (0.0090)
0.142 (0.014) 0.0564 (0.0090)

Table 3.12: Comparison of results for two-type two-level data set, (?), using the
Global-Local-Susceptibility model and a fixed infectious period of 4.1
days for all individuals. The edge results are reproduced from Demiris
and O’Neill (2005a)

susceptibility, the balance is due to the conditioned final outcome of the path, to match

the observed data.

Given the correlation between the parameters, we investigate the mixing of the MCMC
algorithm using the Auto Correlation Function (ACF). Figure 3.11 shows the ACF
for the four sub-parameters of A, the two local and two global rates. We can partially
explain the large auto-correlation of A% if we examine the two-type data, @) . There
are 18 households that consist of only type 2 individuals where a non-zero number of
them become infected, out of 545 households in total. Thus the amount of information
directly related to the local susceptibility of type 2 individuals is limited. We must
also consider the high dependence between the A parameters, especially between local
and global rates, which will reduce the information about A% in households containing

both types of individual.
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Figure 3.11: ACF Plots for A sub-parameters under the GLS Model from the gen-
eration method, using every 50" iteration
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3.7 A Note On Computation And Parallel Computing

Markov Chain Monte Carlo methods using Metropolis-Hastings update steps require
the calculation of the acceptance probability, consisting of the posterior and proposal
distribution, at each step. For the method to be viable we need to calculate the

acceptance probability accurately and efficiently.

In Section 3.7.1 we present several optimisations to the acceptance probability calcu-
lations, each reduces the number of computer operations, increasing the speed of each
iteration. These optimisations may have a secondary effect on accuracy, removing un-
necessary error. However, eventually the limits of standard computer accuracy will be
met and the calculations will become invalid. In Section 3.7.2 we discuss the issue of
accuracy. Finally, we consider parallel computing techniques in Section 3.7.3. As the
data sets become larger, the time to generate a sufficient number of iterations becomes

prohibitive. Parallel computing can help to tackle such issues.

Other practical concerns exist, though we shall not consider them further. For example,
the amount of memory available to hold a large data set, not only must we store 6 but
also the whole path z (as well as temporary candidate versions, §' and 2’). For the
actual final size data, the memory required is very small, but the imputed path may

be a very high dimensional object.

The amount of output generated by an MCMC algorithm can be unmanageable. We
have used the moments of the path z as a summary, reducing the amount of data
output for each generation to four values. If instead we recorded the actual path z
at each iteration we would generate a lot more output. For example, assume each
iteration produces 1 kilobyte of output (in terms of computer file sizes), then running

109 iterations will produce log files of approximately 1 gigabyte in size.
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Optimisation is a balance between efficiency and complexity. Reducing an iteration
from 0.2 seconds to 0.15 seconds will reduce the time for 10° iterations from 2 days and
8 hours to 1 day and 18 hours, a reduction of fourteen hours run-time. Whether such a
reduction is worthwile depends on the effort required to optimise the 0.05 seconds per

1teration.

3.7.1 Computational Efficiency

Naive evaluation of the likelihood will in general be an inefficient operation. For each
update algorithm, the acceptance probability must be analysed to find cancellations

and unnecessary terms that can be optimised.

For example, when performing an update of A the likelihood must be evaluated, as in
Equation (3.24). However, the binomial coefficients depend on 6 which is unchanged
between the current and candidate A’. The coefficients will be identical in the denom-
inator and numerator, hence we need not waste computer operations in calculating

them.

Likewise, a K-jump alters a single class in z from the origin generation to the target
generation, effecting an additional generation either side. Assume tp < to4sk, i-e. a
forward jump, then the candidate path 2’ is identical to the current path z up until
generation tp — 1 and from generation tp4s1 + 1 to 7. Since the likelihood of a path z

is the product of independent step probabilities, the identical steps will cancel.

In fact for the K-jump we can go further, since only the binomial coefficients associated
with the updated class will differ we can ignore the binomial coefficients of all other

classes.
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Using temporary variables to hold intermediate results can greatly increase efficiency.
For example, the two exponential terms in Equation (3.24) are the same, we need only

calculate this once and reuse the value.

For A-updates, if we store the contribution of the current state to the acceptance prob-
ability, i.e. the denominator, should the proposed candidate be rejected and the path
not alter in the Z-updates between A-updates, we may reuse the denominator value.
Since an acceptance rate of 0.234 is optimal (see Section 1.3.2.4), if the hyperparame-
ters are tuned to achieve this acceptance rate then the probability of the A-update and
two subsequent K-updates being rejected is (1 —0.234)% = 0.45 or 45%. This saving
on forty-five percent of 108 iteration updates could have a significant effect if the cost

of computing the likelihood is high.

3.7.2 Computational Accuracy And GNU MPFR

Accuracy is dependent upon practical issues, theoretically any mathematical expression

given can be numerically evaluated, however physical limits may cause inaccuracy.

Consider the binomial coefficient,

() = o

a common term in the likelihood of a path z. The formula is valid for any a € Z; and

0 < b < a, giving an integer number of ways to choose b objects from among a objects.

If we consider a naive function to calculate the binomial coefficient, we define

f(@) = al = (z)(x = 1)(z—2)-- (2)(1),
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then the binomial coefficient is calculated as
<> _ f@
b)  fla—"b)f(b)

However, a computer stores integers in fixed amounts of memory, that is an integer is
represented as a binary number of fixed length. For a 32-bit computer the standard
unsigned integer type is 32 bits, i.e. it can store an integer up to 232 — 1. Thus, if
any of the factorials exceed this limit we have an error called buffer overflow, i.e. the

computer is attempting to store a number larger than the maximum it can represent.

The naive approach fails for a ~ 20, since the factorial of 20 causes a buffer overflow
in the numerator, despite the fact that (Qbo) is easily represented by a standard integer

for all values of b.

The problem is the intermediate calculations, principally the numerator, causing a

buffer overflow. A solution is to express the binomial coefficient in an alternate way,

C)_( al mxm—numa—@—n)_f1a+;—g

b a—o)bl )b —1)---(1) i1

Thus each intermediate value is the ratio of two smaller numbers. Obviously, the ratio
is not in general an integer until the entire product is taken. Using this ratio will

stop a buffer overflow of the standard float type (the C programming language stores

non-integers as floating point numbers).

A product propagates any inaccuracy in the terms, since we take a product of rationals
the computer needs to store these internally as base two (binary) numbers. Again, a

computer has a fixed size to store any number, meaning rounding error may occur.

Instead, we can take natural logarithms of the product to give a sum of floating point
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values, taking the exponential of the sum to give the binomial coefficient,

b , b
<Z> = H %_1_@ = exp <Zlog(a +1—14)— log(i)> .

i=1 i=1

Note that the final answer may not be an integer due to rounding and representation
errors. However, using this form to calculate the binomial coefficient we can attain

accurate results for a ~ 90.

As an aside on efficiency, for the sum of logs expression there are b terms to calculate.

The binomial coefficient obeys the identity,

ay\ a
b) \a-b)
Hence, if 2b > a then calculating (afb) instead will be quicker.

For larger coefficients, there are basic types of variable that are stored using more bytes,
the so-called double is equivalent to the size of two floats, allowing much larger numbers
to be stored. Eventually, there is an upper bound using standard data types, though
this will vary depending upon the programming language used and the architecture

(e.g. x86 32-bit, x86 64-bit, PowerPC, etc.) of the machine used.

The GNU MP (Multi-Precision) library is an extension to the C programming language
allowing integers (and rationals) of arbitrary size to be stored. It uses a custom variable
type that the user can specify the number of bytes of storage. The GNU MPFR, (Multi-
Precision Float) is based on GNU MP, allowing floating point numbers of arbitrary
precision. Hence, we may define a variable to use sufficient memory to calculate any

binomial coefficient desired.

For acceptance probabilities, we have the opposite problem, attempting to store num-
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bers that are too small. This is called buffer underflow, a problem briefly mention in

Section 2.4.7.3 on the Forward-Backward Algorithm (FBA).

This was also a problem when calculating the probability of a certain connectedness
of a digraph using a brute force path search in Section 2.4.7.2. That is, some paths
resulting in the correct connectedness are highly unlikely, contributing a small but

significant amount to the total probability when summing over all such unlikely paths.

Increasing the precision dramatically affects computation time, so it is always more
efficient to rewrite an expression cancelling terms and removing products before using

GNU MPFR.

For example, using a fixed infectious period we have the likelihood of a path z as the
product of independent step probabilities. This is very numerically unstable, hence if
we consider the logarithm of the likelihood the product becomes a sum. Additionally,
each step is is fact a product of avoidance and infection terms which itself will become
a sum of logs. For the fixed infectious period, standard data types are sufficient to
perform MCMC. However, for alternate infectious periods that are integrated out in

large populations we must resort to using higher precision arithmetic.

3.7.3 Parallel Computing Using GNU OpenMP

An MCMC algorithm must be run for a large enough number of iterations to first

converge and then give a sufficient sample to estimate the posterior density.

Using efficient methods of calculation and removing unnecessary computations is within
the ability of casual programmers, requiring the ability to manipulate the mathematical

expressions.
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Code optimisation is another skill entirely. In the C programming language for example,
the architecture will determine if post or pre incrementing variables is quicker in loops.
Such low level optimisation usually performed by the compiler and is beyond the scope

of this thesis.

There are two further options for decreasing the run-time of our MCMC algorithm.
Using a faster processor, i.e. performing more operations per second, will generally
reduce the run-time. Though other factors play a part. The second option is to use
parallel computing, that is perform disjoint operations in parallel to reduce the overall

run-time.

Recently multi-core processors have become more readily available, these single pro-
cessor chips contain multiple cores that can run their own processes and share access
to the common computer memory. To use this functionality we use GNU OpenMP, a
library that allows simple modification of existing code to a multi-core environment.
OpenMP (Open Multi-Processor) uses a shared memory model for the program, where
all processors share access to the same memory space and are thus all located on the
same physical machine. For details of OpenMP in the C programming language see for

example Chapman et al. (2007).

A separate technology called MPI (Message Passing Interface) is used for running a
program across multiple machines that are connected via a data network. Thus each
machine, called a node, is a separate unit, with no direct access to the memory of
another node in the cluster (the collection of all nodes). To facilitate parallel com-
putation, each node must exchange data over the network linking the cluster, called

message passing.

See Quinn (2004) for a discussion of the two approaches and details of their implementa-

tion, possibly combining both technologies in the same application. When to use either
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technology is dependent upon the specific program, data structures and calculations
required. As a guide, MPI is more suited to lengthy calculations on small fragments of
the entire data. Whereas OpenMP is more suited to many short calculations, requiring

repeated reference to the entire data structure.

As an additional consideration, to use MPI the program should be designed for that
purpose from the start. The mechanism of message passing requires careful planning
of functions and access to specific data and variables. Conversely, it is far simpler to
convert an existing program to use OpenMP. The shared memory aspect of OpenMP
can cause so-called race conditions, where two processors attempt to read and write

the same variable giving unpredictable results; care must be taken to avoid such errors.

For our MCMC algorithm, OpenMP is the more appropriate technology. The accep-
tance probability is a function of two large data structures, the current and candidate
paths, thus it is reasonable to use the shared memory model with each processor cal-
culating a disjoint part of the likelihood. For an MPI approach, we would need to pass
the entire path to all nodes. As discussed, the path is a sequence of independent step
probabilities each of which can be calculated in parallel and then combined. This is
the primary used of parallel computing in our algorithm, we omit specific details of

implementing the parallel code.

OpenMP is relatively easy to implement, requiring minor alterations in existing code.
However, this does not always give the best improvement. Figure 3.12 shows the
run-time ratios (relative to a single processor) for the two-type two-level and one-type
two-level models. Each test used a sample run of 10% iterations and limited the number
of processors as indicated on the x-axis. The theoretical ratio is also plotted, it is clear

that the actual speedup is far below that in theory.

There are many reasons for the less than optimal speedup, many are technical in nature
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Figure 3.12: Run-Time Ratios for the one-type two-level and two-type two-level
algorithms using OpenMP running on a twin quad core machine using
various numbers of processors.

and are to do with computer architectures including: memory access, processor cache
sizes and number of cores on each chip (in this case we use two quad-core processors).
Two other issues can also be easily identified, the algorithm logic and job scheduling.
OpenMP is designed to be added to existing programs, however it is sometimes bet-
ter to rewrite the entire code to accommodate more possibilities for parallel sections.
Scheduling is how parallel sections of code are divided among the available processors,
there are several schemes built into OpenMP and selecting which to use for the best
gain in efficiency is not trivial. The Computer Science literature contains more on
this and related topics, see for example Ayguad et al. (2003) on OpenMP scheduling.
These issues are beyond the scope of this thesis, thus we must accept sub-optimal

improvements.
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CHAPTER 4

Equine Influenza

4.1 Introduction And Motivation

In Chapter 3 we developed a general framework to analyse multi-type multi-level final
size data given that all individuals have an independent and identically distributed
(i.i.d.) infectious period, specifically a constant period, i.e. I = ¢, and a specified
infection matrix, A, in terms of a set of sub-parameters that we wish to make inference
for using Markov Chain Monte Carlo (MCMC). A variety of MCMC updates were
considered, including the ability to model partially observed epidemics. In this chapter
we extend the framework of Chapter 3 and use this to analyse final size data for an

outbreak of Equine Influenza (H3N8) at Newmarket in 2003.

In Section 4.2 we shall adapt our generation method to accommodate an arbitrary
infectious period for each class of individual, subject to conditions upon its moment
generating function. The population may be partitioned into subsets, which we define
as classes in Section 3.5, based on group membership, e.g. households or place of work,

and a set of covariates that describe each individual, e.g. gender, age or observed.

The study of equine influenza within racehorse populations has received attention in the
veterinary literature, though applied examples in the epidemics literature are lacking.
We follow the analysis of Baguelin et al. (2009), who apply standard results from

epidemic modelling and use Approximate Bayesian Computation (ABC) to estimate
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parameters in a standard one-type two-level mixing model. We shall present the data
and model in Sections 4.4 and 4.5 respectively, then compare the results of Baguelin

et al. (2009) with our MCMC algorithm in Section 4.6.

The estimates obtained using the two techniques, ABC and MCMC, are noticeably
different, more so than can be explained by the variance of the estimators. To in-
vestigate this further we perform a simulation study, which allows us to demonstrate
the behaviour of the epidemic given the differing parameter estimates. Ultimately, the

estimates differ because they are based on different likelihoods and assumptions.

4.2 General Infectious Period

Before considering the Newmarket outbreak data, we expand upon the general model
for fixed infectious periods described in Section 3.5.1 and incorporate general infectious
period distributions into the likelihood of Section 3.5.3. Further, we allow each class

to have its own specified infectious period distribution.

Using the notation for the general model in Section 3.5, we now define the infectious
period distribution of the class w to be I, for w € S. As before, the population is
closed without migration between groups, that is the class of an individual 4, denoted
S(i) = w, is fixed for the duration of the epidemic. Then an individual 7 is a member
of the class w and has an infectious period distributed according to I, which we shall

denote I}, i.e. I}, 4 I,, and a realisation of this random variable shall be denoted (*.

w?

It is not necessary to include a class subscript on ¢? since the individual’s label i gives

this implicitly, though it may be included for clarity. Then, the vector of infectious
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periods is

I = (Isay;Is@),-- -5 Iswy) -

Recall, we can reduce the vector to only those individuals that are ultimately in-
fected, i.e. a length D vector. For a path z, let z; and z,,; denote the total number
of individuals and the number of individuals of class w in generation ¢ respectively,
i.e. ZwES Z,t = T¢. Let I; be the vector of infectious periods of individuals in genera-
tion t. For clarity, we relabel individuals within I; using the index j, for 1 < j < x4,
such that j corresponds to the label of an individual ¢ in the population. In this case it
is necessary to indicate the class of individual j in generation ¢, specifically w;. Then
we define If;]. and CZ,J. as the infectious period and a realisation for individual j in gen-
eration t. Finally, we denote the N length vectors of independent infectious period
distributions as I and a realisation as (, similarly we define I; and (; to be the X;

length vectors of the infectious period distributions of individuals in generation .

This construction allows for a large variety of models using different infectious period
distributions for different classes of individuals. We may include parameters from the
infectious period distributions into our MCMC algorithm, though these parameters
may be unidentifiable. This is the case for a fixed infectious period in the one-type
one-level model, where the length I = ¢ and rate A\ always appear as a product in the
likelihood, hence we cannot identify both in the model and must specify the length
of the infectious period prior to making inference. Given the issues of identifiability
we shall only consider fully specified infectious period distributions. Note, the issue of
identifiability is non-trivial for complicated models with highly correlated parameters,

being dependent upon the data and model.



4.2 GENERAL INFECTIOUS PERIOD 262

We wish to calculate the likelihood of the path z. Then, as before we have

P[Z = 2|T = (]

:P[Z = (207217" . ,,27—727—4_1)’[ = <C17"' 7<N)]

=[1PZs1 = 21120 = 21, I = ¢

t=0
T
1
=1[PZ1 =212 =2, = (&, ., oo, )]
t=0
T
1 Twy, 1 Twy, 1 Twg,
:HP[Zt-i-l:Zt+1’Zt:Zt7-[t:(Cwl7"‘7 wfltangr"? w;uztv'” ’CWS7"" w:St)]'
t=0

(4.1)

Here we have listed individuals in generation ¢ by their class. In general not all S classes
will appear in each generation, this notation is convenient in the following expression

of the general step probability.

As discussed in Section 3.2.4.3, there are two approaches to non-constant infectious
periods. We may include the infectious periods as new parameters in the MCMC
algorithm adding more imputed data, this would require the individuals to be labelled
within each generation such that we can associated a specific infectious period with each
individual. Then path updates moving individuals between generations must take the
correct infectious period associated with that individual to the new generation. This
adds extra book keeping to the algorithm and increases the size of the imputed state
space, which must be explored by the MCMC algorithm to insure adequate mixing over
the parameters of interest, i.e. the infectious rates. Alternatively, we may integrate
the infectious periods out of the likelihood. This creates a more complicated and
computationally costly likelihood, but has the benefit of removing the need to impute

parameters that are of no interest and may cause problems with mixing.
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Using the notation of Equation (4.1), following the derivation and form of Equa-
tion (3.24), the probability of an individual of class w; avoiding infection from gen-

eration t is

Twy,t

eXp ( - )\wlwl (guljl + cte + Cwl ) - )\w2w1 (C(})z + e + €£;2¢)
= Mg (Gl + o G2

=exp < — Z Awiw1(<¢ii teee Tt Cgflt))’

w; €S

and probability of infection is one minus the probability of avoidance. Note we need
the total infectious time of individuals of each class w; € S in generation t, i.e. the

infectious pressure.

Thus the step probability given the infectious period vector is,

PlZiy1 = 241l Zs = 2, It = (i) =

N . — . s NoJ'fyw-,,
H ( Wy ym],t> exp ( o Z )\wiwj (C(})Z 4o +<—£i1,t)> J jot+1

Ly
wj €S wj R w; €S

(1 — exp ( - Z Awiw; (Q};l +- 4 Cﬁf”ﬁ))xwrtﬂ. (4.2)

w; €S

Equation (4.2) is a product over each class of individual. A class contributes three
terms to the product: a binomial coefficient for the number of ways to select the next
generation; the probability of avoiding those not chosen and the probability of infecting

the next generation.

If we include the infectious periods as additional parameters in the MCMC algorithm
we may use Equation (4.2) to calculate the likelihood. Alternatively, if we wish to

integrate out the infectious period parameters, we must take the expectation with
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respect to I. Using the following relation,

we can rewrite Equation (4.2) as,

PlZiy1 = 2z41|Zs = 20, I = 4] =

Ny, — Yo, Tt \ Nwy —Yooy 141
H{( o (Y A€l o )

Lys
w; €S wi,t+1 OJJ'ES
T, t4+1 . i
W —k xwi,t+1 1 Tw,;,t wy,t+17
2 (F1 < k > P ( = 2 e (G o G )> '
k=0 ijS

Then combining the exponential terms and using the expansion,

on

ﬁ <kZoAn’k> = i

n=1 = k1=0 kN

oN

A1J€1 .. -AN,kN>
=0

we obtain the expression,

Ny — Yo
PlZiy1 =212 =2, I = G = { H ( wi ywut>}

Ty,
w; €S wi,t+1

Twy,t4+1 Twg,t+1
E P E [ H (_l)xupt-‘—l_kwi <xwi7t+1
ko,
ko, =0  kug=0 Lw;eS i

exp (= (Mo = Ry = Yt) D Awg (G, 4o+ cfjjj’t))] .

wj €S

Rearranging we obtain (note by definition y, t+1 = Yw, + Tw,t+1 as used to combine the
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exponential terms),

Nw- — Jwy,
PlZiy1 = 2412 = 2, Iy = G = { H < - tfl t) }x

w; €S
Twq,t+1 Twg,t+1
Z Z < H mwi,tJrl—kwi (xwi,t+1>)
kw; =0 w; €S k:wi
Tes,
( H H exp ( - (Nwi - kwi - ywi,t)/\iji(g};j + o+ ijj t)))] 5
Wi ES ijS

then altering the order of the products gives,

Nu, — Yo,
PlZit1 = z41|Z = 20, It = (4] = { H < i Y ,t> }x

T,
w; €S wi,t+1
Twy,t41 Twg,t+1

‘Twi,tﬂ*kwi xwi,t+l>>
k; Z <};[S < kwi
( H exp < ij S+ Cijwj’t) Z (N, — kuw, — ywi,t))\iji>>] .

w; €S w; €S

Define ¢, to be the moment generating function of I, so that

¢uls] =E[e*],  s>0. (4.3)

Then taking the expectation with respect to the infectious periods, and since all infec-
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tious periods are independent (though not necessary identically distributed),

EI [P [Zt+1 = Zt+1’Zt = Zt, It]]

Ny, — Yo,
=PlZij1 = 2112 = ) = { H ( wi ywz,t)}x

T,
w; €S wirt+1
xwl t+1 mws t+1
§ : § : H(—l)wwi’tJrl_kwi <$wut+1)
kuw, =0 s=0 \wi€S w; €S
H ¢wj § ij-wi(Nwi - yw“
ijS w; €S

Thus we can specify an arbitrary infectious period distribution of each class w € S,

provided the generating function in Equation 4.3 can be evaluated.

We now have the multi-type multi-level generation probability for any infectious period
distribution and any infection matrix A. In the case of fixed infectious period, I, = c,
for all w € S we have ¢, (s) = exp(—cs) and expression (4.2) reduces to that given in

Section 3.5.3.

4.3 Model And Optimisation

In this chapter we shall consider an infectious period determined by a discrete empirical
distribution, thus ¢(s) is a finite sum, which requires careful evaluation to keep rea-
sonable run-times. For simplicity, as well as computational efficiency, we shall assume
all classes of individual have the same infectious period distribution, i.e. I, 2 T for all

w € S, returning to the case of i.i.d. infectious periods.

As discussed in Section 3.5.2, Equation (4.2) is for the general infection matrix A.
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However, we shall impose a restricted model for the infection matrix A in terms of

sub-parameters.

4.3.1 Form Of Infection Matrix

Recall the Global-Local-Susceptibility (GLS) Model as defined in Section 3.5.2, which
consists of an H length vector of Global rates, A& and an H length vector of Local
rates, A”; a local and global susceptibility for each type. An individual’s type is the
collection of values it takes for each covariate used to describe the population. Then
the infection matrix, A = ();;), giving the susceptibility of a type j individual to an

infection from a type ¢ individual, is a function of these sub-parameter,

Ay NN 0.

For the household data considered in Chapter 3 the size of each household was small
in comparison to the population size. Also, the distribution of household sizes, and
corresponding final sizes, was relatively narrow in the range from zero to seven. Hence

the local rate was unnormalised, resulting in no variation between households.

For the Newmarket data, the number of horses in each yard varies considerably, the
minimum and maximum yard sizes are 6 and 190, with a mean of 43.45 and a median of
31. Thus we include the size of each yard as a normalising factor in the local infection

rate. Hence the GLS model is defined as,

A

%ﬁ for L(i) # L(j)
2L AT
NZ(&)) + 7']69) for L£(i) = L(j),
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giving the rate from an individual of type i to an individual of type j. Where Ny (;y is
the number of individuals of the same type as individual j. Recall from Section 3.5, for
an individual j in the population, j € {1,..., N}, then #(j) is the type of individual
j in terms of the vector of covariates. Similarly, £(j) is the level of individual j as the

vector of groups to which it belongs.

For the Newmarket outbreak we have complete data for a single type of infective with
two levels of mixing, which reduces to only two sub-parameters, i.e. a local and global
rate AL and \C respectively. Hence the class of an individual i, denoted w is simply

the yard to which that individual belongs.

4.3.2 Optimisation Of Likelihood

As discussed in Section 3.7.1, it is important to analyse the likelihood and find any
cancellations or re-usable terms to prevent unnecessary calculations. For the one-type
two-level GLS model with i.i.d. infectious periods, it is possible to store intermediate
evaluations of the generating function ¢(s). If the function can be expressed in a simple
analytical form the saving may not be that great. However, if ¢ must be evaluated

numerically then we may save many calculations.

Let w and v be two classes of individual, e.g. two yards, then consider the generation

function in Equation (4.2),

o [Z )\WV(NI/ —ky, — yz/,t) .

vES
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If we partition the sum into local and global rates, we have

B 3 A (N~ by = )|

veS
_)\L )\G

= ¢u F(Nw —ky — yw,t) + Z W(Nzx —ky, — yu,t):|
v ves
.)\L )\G’

= st F(Nw —ky — yw,t) + W Z(Nu —k, — ymt)}
W veES
_)\L )\G

= Qu _F(Nw — ko — Yut) + W(N — Y — Zk,,)}

veS

Where ¢, is a function of k,, and the sum of all £’s. Equation (4.2) includes a cascading
sum over sets of k’s. Therefore, if we store the values of ¢,, for a given set of k’s we can
reuse the value for combinations with the same total, i.e. > s ky, and k.. For large
generation sizes across multiple classes, the values will be reused a number of times

saving the cost of repeatedly evaluating the generating function.

4.4 Data

We thank Marc Baguelin and Nikos Demiris for providing the data for the outbreak of
Equine Influenza (H3N8) at Newmarket in 2003. The outbreak is described by Newton
et al. (2006), though the full data set is not included. Though the outbreak obviously
occurred over a period of time, it was not recorded in sufficient detail to permit temporal
modelling; specifically, the times of infection and removal are missing. Only the time
of detection of the first case is recorded for each yard and the overall length of the
outbreak, which is insufficient to reliably use temporal inference techniques. However,
there was a defined end point to the outbreak, which progressed over the period March
to May 2003. Thus, we can apply our final size analysis based on the available counts

of infected horses in each yard.
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To apply our method we require the number of horses in each yard and the number that
were infected during the course of the epidemic. This detail is not present in Baguelin
et al. (2009), but was provided by the authors. However, the data provided for the
outbreak is not exactly as described by Newton et al. (2006) or analysed by Baguelin
et al. (2009). Specifically, these papers discuss the twenty-one yards that were infected
during the outbreak, but Table 4.1 only includes twenty yards with cases. The data
are compiled from several sources, including trainer surveys and other mis-matched
sources, hence it is unsurprising that different versions exist. Also, we shall assume a
single initial infective in a given yard, corresponding to the yard where the outbreak
was first detected, it is uncertain whether Baguelin et al. (2009) are using the same seed
yard, specifically yard 13 in Table 4.1. Our brief investigation of the placement of the
initial infective in Chapter 3 determined there was little effect, though in that case the
household sizes were small and relatively uniform, which is not the case for the yards.
For the purpose of illustrating our method these differences are unimportant, though

for the comparison of the parameter estimates these discrepancies must be considered.

Investigations into the factors associated with risk of infection have been reported by
Barquero et al. (2007). In particular, there is a compulsory vaccination program for
horses that attend race events. However, the effect of the vaccine is variable due to
factors such as antigentic drift and characteristics of each horse, e.g. vaccine type and
administration schedule. Such detail is unavailable in the data provided, though small
numbers of horses were tested for immunity in each yard, the results of these tests
should be used with caution since it is difficult to accurately determine immunity (see
Park et al. (2004) for a discussion of the two common strains for Equine Influenza).
Also, we do not have break downs of yards into male and female horses, a factor that
Barquero et al. (2007) find significant in the risk of infection. In the latter part of their

paper, Baguelin et al. (2009) consider vaccination effects and interventions, so-called
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vaccination in the face of an outbreak. Our non-temporal method cannot accommodate

such interventions, hence we do not consider this further.

The latent and infectious periods of equine influenza were investigated in a study by
Park et al. (2004) on a sample of 24 horses. The distributions are estimated by an
empirical distribution and are used by Baguelin et al. (2009), hence we also adopt
these values. Recall that, for final size analysis, the Susceptible-Exposed-Infective-
Removed (SEIR) model which includes a latent period (see Section 1.2.5.1) has the same
final size distribution as for the Susceptible-Infective-Removed (SIR) model. Hence we
apply our method using only the empirical infectious period as defined in Table 4.2.
For comparison we use a fixed infectious period with mean equal to the empirical
mean of 3% days. However, Baguelin et al. (2009) use an exponential infectious period
and the empirical distribution. As discussed in Demiris and O’Neill (2005a), differing
infectious period distributions give similar point estimates of the rate parameters, thus

it is reasonable to compare a fixed period with an exponential.

The complete final outcome data for all 58 yards is given in Table 4.1. For each yard i
we have the total number of horses and the detected final size, N; and D; respectively.
Thus the total population is > . N; = 2520 and the total final size is ), D; = 617.
For a subset of the yards, a sample of horses were tested using an anti-body level
test, checking for immunity. These are reported as the total tested and the number of
those tested that were found to be immune. This additional information is included
for reference and to motivate further work. Due to the uncertainty over the testing
procedure, the definition of immune and other unknown factors we do not consider this

additional information.

A reduced data set, consisting of only ten yards, is presented in Table 4.3. The reduction

is motivated by Baguelin et al. (2009) to enable to computation of parameter estimates,
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a similar benefit in run-time is obtain for our MCMC algorithms and so we also analyse
this smaller data set. These ten yards are identical to those in Baguelin et al. (2009),
being provided by the authors. However, the ten yards are not an exact subset of
Table 4.1, there is no corresponding entry for some of the rows in Table 4.3. The third
yard is indicated to contain the single initial infective, this is after matching with the
equivalent yard in the raw data provided, this matching may be incorrect. Lacking
a one-to-one correspondence between the two data sets, we cannot include any of the

additional immunity information.

As a final consideration, as indicated by Baguelin et al. (2009), the reported final sizes
are actually from a sample of each yard. Thus, within a yard of size N;, a number
of horses, N;, were tested for the disease of which D; were found to be positive. The
actual number tested within each yard is unknown, but the sampling was performed

at random.

4.5 Model

As discussed in Newton et al. (2006) and Baguelin et al. (2009), the horses are moved
along paths between yards and training areas, with horses passing close enough to
permit infection. Thus it is reasonable to assume a one-type two-level mixing model,
having a within yard and a global mixing rate. Though spatial data is available for
the yards, there is no biological motivation for adding a more complex model than the

two-level mixing.

For our MCMC method, define A as in Section 4.3.1 and let there be a fixed single
initial infective in the indicated yard, i.e. 13 and 3 for the 58 and 10 yards respectively.

We consider a fixed infectious period of 3% days and the empirical infectious period
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Yard | N; D; Tested Immune || Yard | N; D; Tested Immune
01 13 0 30 11 0
02 14 0 31 14 0
03 89 0 32 19 17 17 15
04 27 0 33 97 0
05 30 2 34 43 0
06 67 0 35 24 0
07 32 16 8 4 || 36 10 0
08 83 39 80 67 || 37 45 0
09 18 0 38 18 2 16 16
10 6 0 39 67 0 56 20
11 23 0 40 19 16 17 15
12 18 0 41 20 0
137 [ 103 78 78 45 || 42 39 0
14 7 0 43 82 0
15 18 0 44 23 0
16 141 74 124 84 || 45 9 0
17 17 0 46 65 0 26 26
18 7 0 47 190 134 159 137
19 35 0 48 32 29 34 30
20 110 33 49 62 0
21 20 0 50 16 0
22 13 0 51 49 0
23 17 0 52 41 17 31 25
24 47 47 53 37 12
25 70 13 62 51 || 54 59 0
26 36 0 33 18 || 55 25 19 24 16
27 29 0 56 25 13
28 103 25 57 70 9
29 46 0 43 2 || b8 70 22

Table 4.1: Data for the outbreak of equine influenza at Newmarket in 2003, o).
Giving the size, N;, and the reported final outcome, D;, of each yard i;
the first detected yard is indicated by f. Also, tests for immunity within

selected yards where a number of horses were randomly tested.
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Number of Days Infectious |0 1 2 3 4 5 6 7
Frequency 071 4 2 9 1 0

Table 4.2: Empirical infectious periods for a study of 24 horses that were heterol-
ogously vaccinated. Each horse was infected and observed to determine
the latent period (not shown) and the infectious period, estimated as
the number of days between the virus first being detected and the last
detectable symptom, see Park et al. (2004) for further details.

Yard N; D;
1 60 18
2 83 78
3 103 80
4 141 78
5 36 6
6 25 19
7 19 16
8 190 139
9 32 30

10 41 21

3L Ni =730 30, Di =485

Table 4.3: Reducing the full data set to 10 yards, 1), to ease computation of the
parameter estimates. The single initial infective is assumed to be in the
third yard, 7, i.e. D3 = 80, az = 1 and d3 = 79. Note, the yards do not
match exactly with those in Table 4.1, thus we do not have immunity
data.
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distribution of Table 4.2. Baguelin et al. (2009) analyse the same model, though using
different techniques and an exponential infectious period with mean 3% days instead of

a fixed period.

Baguelin et al. (2009) also consider the issue of initially immune individuals, that is a
proportion of horses begin in the removed state of the SIR epidemic, which our non-
temporal final size inference can accommodate. The proportions of truly susceptible
horses in each yard are estimated using a risk parameter derived from a sample of 400
horses in 10 yards. These 10 yards are not those of Table 4.3 (the total number of
horses do not match), so we cannot reproduce this part of the model. In the following
section, it is assumed the entire population is susceptible, i.e. a homogeneous one-type
model, for the MCMC method and also for the results of Baguelin et al. (2009) unless

otherwise stated.

4.6 Results

Given the data and model, we make inference on the parameters of interest, i.e. A\
and A“. In Section 4.6.1 we present the results of Baguelin et al. (2009) and discuss
the methods used to obtain these estimates. The description of these methods is
from interpreting the published paper (and a preprint). At times the exact method
is unclear and we have made assumptions on the authors method and analysis. To

maintain consistency within the thesis, the methods are translated into our notation.

Section 4.6.2 gives the posterior estimates from our MCMC generation method. As
always, it must be checked that the MCMC chain has indeed converged and a technique
to check is outlined in Section 4.6.3. The immunity of horses is briefly discussed in

Section 4.6.4, with potential future work considered.
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Data Infectious Period A" P\

Full Exponential 1.03 0.015
Empirical 0.7 0.015

10 Yards Exponential 0.78 0.017
Empirical 0.69 0.016

Table 4.4: Summary of results presented by Baguelin et al. (2009), obtain using a
method similar to Approximate Bayesian Computation for the outbreak
of equine influenza at Newmarket in 2003. Both infectious period distri-
butions have a mean of 31 days.

Finally, since the estimates differ between the methodologies, this difference is inves-
tigated by performing a simulation study in Section 4.6.5 and explanations of the

simulations are given.

4.6.1 Published Results And Methods

The results of Baguelin et al. (2009) are summarised in Table 4.4, namely the point
estimates of the local and global infection rate for both data sets using an exponential
and empirical infectious period. We now discuss the methods used to obtain these
estimates. Unfortunately, the variance of these estimates are not explicitly stated.
Baguelin et al. (2009) consider two methods to estimate the parameters, the first is
applied to the 58 yard data set, the second to the reduced 10 yard data. In this
section we reproduce these methods, as stated in Baguelin et al. (2009), though several
issues are noted, the comparison between methods and estimates in deferred until

Section 4.6.5.
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4.6.1.1 First Method

Using the full data set, Baguelin et al. (2009) implement an ABC rejection algorithm,
as defined in Section 1.3.4. There is a growing literature for ABC, in particular in
population genetics where the method was originally applied, see for example Beaumont

et al. (2002), Sousa et al. (2009) and Toni et al. (2009).

Recall, the data described by Baguelin et al. (2009) is not the same as presented in
Table 4.1, an additional yard has infections detected in it, i.e. twenty-one yards instead
of the twenty in Table 4.1. However, more importantly the total number of yards
in their analysis is unknown, i.e. additional yards that were not infected during the
outbreak. Clearly, yards that avoid infection are a source of information on the global
rate, A¢. Newton et al. (2006) describe the outbreak as occurring in twenty-one yards
involving over 1300 horses, from Table 4.1, the total number of horses in the twenty
yards that are infected is 1185. Further, the map of the yards at Newmarket in Newton
et al. (2006) contains 68 yards. From now on, we shall assume the estimates in Table 4.4

are based on the data in Table 4.1 (though this is clearly not the case).

ABC is a technique to obtain samples from a posterior distribution using an approxi-
mation to the likelihood. This is achieved by generating realisations of a process using
a set of parameters, then defining a metric to determine if the realisation is close to
the observed data. If it is close, then the parameter values used to generate it are a

sample from the approximate posterior.

Formally, let AL and A\“ be the parameters of interest. Given N = (N1,...,Nss) and
a=(0,...,1,...,0) (a single initial infective in the 13'" yard), Baguelin et al. (2009)
generate a realisation of the continuous time SEIR epidemic. Details of the simulation

method are not given, in particular for the empirical infectious period distribution the
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process is no longer Markovian. Let fg(D|A\Y, A%, N, a) denote the likelihood of a final
size vector D = (D1,...,Dsg) given the rates and yard sizes, then generate the ith

realisation as DIl ~ fz(D|AY, A%, N, a).

For the distance metric, Baguelin et al. (2009) consider the total final size and the
number of yards infected, specifically the final size must be between 24% and 25% of
the population, i.e. 612 < >, Dj < 638 and twenty yards must be infected (though
not necessarily the twenty yards in the observed data). The final size restriction is
applied on its own, then together with the required number of yards. Formally, we
can express this as the following, for the i*! realisation, let A, and Ap, denote the
distances between a realisation and the observed final size vector, D = (Dy, ..., Dsg),

then

58
Ap, (D, D) = (1 —1 <612 <3S i< 638)) : (4.4)

k=1
and
A 58 58 ‘
Ap,(D, D) = |11 (612 <Y Dl < 638) v 20—Z]I(D,[j] > 0) . (45)
k=1 k=1

where [ (E) is the indicator function for event E. Note, we must define the distances
as in Equations (4.4) and (4.5) such that, for two arbitrary final size vectors of length
K, ie Dl = (DI . DUyand DUl = (DY ... DU the Ap,-distance is

K K
Ap, (D, DUy = |1 (612 <Y D)< 638> —1 (612 <Y pl < 638) +
k=1 k=1
- (Dl > 0) ~1(D) > 0)
Y 1(Dy >0) -1(D >0)],
k=1

then Ag(Dl, DUl is a well defined metric on the space of valid final size vectors,



4.6 RESULTS 279

satisfying,

AB(DM,D["]) =0,
Ap(D DUl > 0,
Ap(D" DUl = Ag(DV!, DI,

Ap(D" DUy < Ag(DW, DV + Apg(DV!, DI,

for all final size vectors, 4, j and [.

For a Bayesian approach, there must be a prior distribution on the parameters; Baguelin
et al. (2009) perform a brute force grid search, for 6400 pairs (AL, A\¥), they perform
5000 ABC iterations per pair, this is effectively a uniform prior, though its range is
not stated. Using the distances defined in Equations (4.4) and (4.5), with an iteration
being accepted only if the distance is zero. Note, that despite having a distance of zero,

these samples are not exact since we are using summary statistics.

The results using the empirical infectious period are plotted in Baguelin et al. (2009)
(see Figure 1); note the axes are on the log scale. Using the accepted sample pairs,
point estimates for the rates are calculated and reproduced in Table 4.4. This is a

Monte Carlo Maximum Likelihood approach, see Diggle and Gratton (1984).

4.6.1.2 Second Method

For the second method, Baguelin et al. (2009) include an additional parameter into the
model, namely the susceptibility of each yard, a;. Assuming this is given, as well as
N; and D;, they assume each yard has a single external infection, approximating the
epidemic using the independent households model (see for example Addy et al. (1991)).

Due to computation issues, presumably the run-time, the reduced data set of 10 yards
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(see Table 4.3) is introduced.

The susceptibility is estimated for each yard as follows, using the estimate of A* from
the first method and assuming the final proportion of infected animals is v = 0.7287

for each yard, then Baguelin et al. (2009) propose,

o Vi

(g L\
1-— exp(—’yiz—i)

where v; = ~ for all yards and g; is the removal rate for yard ¢, i.e. for an expo-

nential infectious period the removal rate is g;. This forumla is derived by algebraic

manipulation of the final size limiting result, see Theorem 1.1.

Given the «;’s, then for yard 4, (1 — «;)N; horses are completely immune and removed
from the epidemic, such that the initial state of the SEIR model for each yard i is:
51(0) = OéiNi, EZ(O) = 0, IZ'(O) =0 and RZ(O) == (1 — OzZ)Nl

Given the modified number of initial susceptibles, i.e. N; and «y, for a given local
rate, AL, it is possible to calculate the probability of a given final size, D;, for each
yard assuming a single initial infective, i.e. P[D;|N;, i, A¥]. Thus, if each yard is

independent, then

K
P[D|N,Oé = (a17...,OéK)7)\L] = HP[DZ|N’HC¥’L’)\L]

i=1
It is well known that the final size probabilities are difficult to calculate explicitly. A
set of triangular equations were derived by Ball (1986) (see also Andersson and Britton
(2000)). However, these are numerically unstable for large populations. Arbitrary
precision computing, as described in Section 3.7.2, has been used by Demiris (2004),
though Baguelin et al. (2009) report that this was too costly to compute. Instead, they

approximate the final size probabilities using simulations; further details are not given.
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The local rate is then estimated by performing simulations for a range of values of A%,
the details are not given in the published paper. However, a preprint provided by the
authors gives the number of simulations as 2 x 10% and 2 x 10° for the exponential
and empirical distributions respectively, using the 10 yard data set of Table 4.3. These
simulations are used to approximate the probability of the observed outbreak within
each yard, P[D|N, a, A1 for values of X, indexed by i, i.e. All, and the approximate
probability of the overall outbreak is the product of the independent yards. Then, the
estimate for the local rate is given by the weighted mean,
L _fooo AP[D|N, a, AJdA
<t S PIDIN, o, AldA

S AIP[DIN, a, Al]
"~ Y P[DIN, a, All]

(4.6)

(4.7)

Equation (4.6) is as stated by Baguelin et al. (2009), using our notation. Equation (4.7)

is our intepretation of their estimator, in terms of their simulations.

Given the estimated local rate, A%, Baguelin et al. (2009) then estimate the global
rate using simulations of the full model. We assume the estimate is through rejection
sampling, using the distance Ap,, i.e. such that the final size is between 24% and 25%
of the total population. Details in a preprint from the authors, state an unspecified

range of values for A& were each simulated 4000 times, using the accepted samples a

point estimate for A was calculated, using a similar estimator to Equation (4.7).

4.6.1.3 Further Results

As mentioned, the remaining sections of Baguelin et al. (2009) consider vaccination,
based on the local and global rates estimated using the second method described in

Section 4.6.1.2. We do not consider vaccination, though further investigation would be
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of interest, see Section 4.6.4.

We draw attention to a single section, on quantifying the impact of the size of the seed-
ing yard (Baguelin et al., 2009, see Section 2.4.1), that we will discuss in Section 4.6.5,
namely that the yard with the single initial infective has a large effect on the final size

distribution of the epidemic.

4.6.2 Results From MCMC Method

The multi-type multi-level algorithm derived in Chapter 3, using the arbitrary infec-
tious period integrated likelihood derived in Section 4.2, was applied to the two data
sets in Tables 4.1 and 4.3, using the GLS model defined in Section 4.3.1, i.e. a one-type
two-level model, for both a fixed infectious period and an empirical form defined in

Table 4.2.

Agsume a single initial infective, which we place in the first yard to record an infected
horse, yard 13 or 3 respectively (this is yard one in the description given by Newton
et al. (2006)). We consider this to be fixed and do not perform any a-updates on the

path.
Our results are presented in Table 4.5, giving the point estimates and standard devia-

tions. We check convergence of the chains in the following section.

4.6.3 Checking Convergence Of MCMC Chains

In Chapter 3 we use the length, 7, of the imputed path z, to gauge if the chain has
converged. Recall z may be a high dimensional object, consisting of the size of each

class for every generation, thus the summary by a single number does not always
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Data Infectious Period P MG

Full Fixed 0.466 (0.0367) 0.0446 (0.0331)
Empirical 0.585 (0.0509) 0.0501 (0.0424)

10 Yards Fixed 0.425 (0.0486) 0.0514 (0.0422)
Empirical 0.473 (0.0549) 0.0841 (0.0411)

Table 4.5: Summary of results using generation method for the outbreak of equine
influenza at Newmarket in 2003, posterior means and standard deviations
in parentheses. Both infectious period distributions have a mean of 3%
days.

capture enough detail. For the household data in Section 3.6 each group was small
in comparison to the total population size. Hence the mixing of individuals within a

given class of z was sufficiently summarised by the overall length of the path.

For the yard data, individual yards represent a larger proportion of the population and
corresponding final size, for example in the ten yard data set, Y@ the eighth yard is
(Ng, Dg) = (190, 139), which accounts for 26% of the population and 29% of the total
final size. Thus, if the epidemic is locally driven, the column of z corresponding to the
eighth class will resemble the one-type epidemics of Section 3.2. For many consecutive
K-jumps the path length may not alter, yet the chain is mixing within the space of all

paths.

To overcome this, we consider five new summary statistics of the path z at each itera-
tion, in addition to the length 7. Consider the generation totals of z, denoted z; such

that

Tt = E Lo,t-

weS

For the i*" iteration of the MCMC algorithm, the path z may be summarised by the
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vector of generation totals,
2 = (0,21, .., Tr).

Consider the vector of generation totals to be a set of values, then we can compute

the moments of this set. Specifically the first four standard centred moments: mean,

2 — M3

= E[2]; variance, 0 = E[(z — p)?]; skew, 71 = £ and kurtosis v, = £4 — 4. Where

we define u,, = E[(z — 1)"]. Note that the mean of z and the path length 7 are related,

1 . D
= F = g =
w [Z} - 1 g Tt r 1a

since D is a constant the two statistics are the scaled inverse of each other. Finally,
we consider the maximum generation size, i.e. Zyax = max{z; : 0 <t < 7}, as another

summary of the path.

Figure 4.1 shows the six summary statistics for the start of a specific MCMC run,
for the 10 yard data set using a fixed infectious period of 3% days. The first 2 x 10°
iterations are shown, these are clearly part of the burn in period, i.e. the chain has yet
to converge. In contrast, Figure 4.2 is the same MCMC run, showing all the iterations
after convergence. The relation of the mean, u, and the length, 7, of the path, z, is

clearly seen.

Whereas the length of the path, has a reasonable interpretation, the higher moments
are purely for checking the chain has converged. For example, the variance of z has no
direct meaning to the epidemic. The posterior mean of the length is 19.6 generations
for a fixed infectious period of 3% days. Thus, crudely the epidemic has a duration of
33 days, which is comparable to the recorded length of the outbreak, from March to
May. Note this is a crude approximation to the actual temporal length of the outb