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ARTICLE INFO ABSTRACT
Article history: The interest is on monitoring incoming space-time events to detect an emergent
Available online 5 November 2008 space-time cluster as early as possible. Assume that point process events are continuously

recorded in space and time. In a certain unknown moment, a small localized cluster of
increased intensity starts to emerge. Its location is also unknown. The aim is to let an alarm
to go off as soon as possible after its emergence, but avoiding that it goes off unnecessarily.
The alarm system should also provide an estimate of the cluster location. In addition to
that, the alarm system should take into account the purely spatial and the purely temporal
heterogeneity, which are not specified by the user. A space-time surveillance system
with these characteristics using a martingale approach to derive the surveillance system
properties is proposed. The average run length for the situation when there are clusters
present in the data is appropriately defined and the method is illustrated in practice. The
algorithm is implemented in a freely available stand-alone software and it is also a feature
in a freely available GIS system.

© 2008 Elsevier B.V. All rights reserved.

1. Introduction

The ongoing and systematic collection of data, as well as its analysis, became essential long ago to the planning,
implementation, and evaluation of public health practice. However, as more and more health data are stored in electronic
form in a timely way, it is increasing the need for methods which can detect quickly anomalies in a continuously updated
database, with minimum input requirements from users. Currently, early disease outbreak detection systems are the object
of intense demand by government agencies, specially public health departments. One reason for this heightened interest
on the subject is the threat of bioterrorism (Buehler et al., 2004; Henderson, 1999), but these systems have a much larger
and much older application scope. In fact, early outbreak detection methods have always been a matter of concern to public
health (Hardy, 2001). In the new context of spatially referenced data, these methods face important analytical challenges
that include dealing with the adjustment for natural temporal and spatial variation, the unknown time, place and size of an
emergent cluster, detecting an outbreak as early as possible, and the lack of suitable population-at-risk data.

Most statistical methods in use for the early detection of disease outbreaks are purely temporal in nature (Sonesson and
Bock, 2003; Hohle, 2007; Hohle and Paul, 2008). Hence, they are usually applied to monitor data from large area regions
without concern to their geographical location within the monitored regions. They lack power to detect outbreaks that
start locally since the affected areas are submerged into large regions with usual incidence rates. One possible solution is to
partition the large region into small areas and to apply the purely temporal methods in each small area separately and in
parallel. However, this procedure leads to a severe problem of multiple testing, generating many more false signals than the
nominal statistical significance level indicate. As a consequence, these purely temporal methods are not appropriate when
the data are collected with space and time information. In addition to these problems, there is the expectation that using
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the now readily available spatial information can facilitate the detection and localization of emergent clusters (Buckeridge
etal., 2005).

The primary purpose of this paper is to suggest a method for the quick detection of space-time emergent clusters in a
set of point process events. The requirements to establish a surveillance system, either accounting for spatial structure or
not, are generally structured around a basic trade-off: the need for quickly detecting possible outbreaks must be balanced
against the need to avoid a high rate of false alarm signals. Our method allows the user to control these trade-off elements
in a simple way.

We introduce a stochastic model to describe eventually emerging spatial clusters with minimum requirement of user-
defined parameters. When there are no clusters, we assume that the events’ density is separable, meaning that it is
the product of arbitrary spatial and temporal functions. More importantly, our method does not require the functional
specification of these purely spatial or the purely temporal functions. As an alternative to this model, we assume that
somewhere, at some moment, one or more space-time high intensity clusters start to emerge. We develop a likelihood
model for this pair of hypotheses and monitor the incoming events with a spatial version of the Shyriaev-Roberts statistic.
The Shiryaev-Roberts statistic is well known on industrial statistics applications but it is not so common in biometrical
work. We use the martingale structure of the Shiryaev-Roberts statistic to derive the values for the tuning parameters of
our method.

The next section contains a brief review of the prospective space-time methods available and introduces the main
definitions and notation used in the paper. In Section 3, we present our proposal using the Shiryayev-Roberts control chart
method based on martingales. Section 4 presents an analysis of the impact of tuning parameters. In Section 5 we show the
results of a Monte Carlo study of the method performance. For this, we need to define appropriately what is the expected
time until detection when there are clusters present in the data. We are specially interested in the effects of the tuning
parameters in our method performance. Section 6 illustrates the use of the method to detect and to identify the particular
events that are associated with the space-time clusters. We use the classic Burkitt’s lymphoma dataset (Williams et al.,
1978) and a Brazilian dataset of Meningitis cases in three years of observation. We analyzed the data using a freely available
stand-alone software where our method is implemented. Finally, we close in Section 7 with a discussion and a summary of
the main conclusions.

2. Prospective space-time surveillance for localized clusters

The traditional methods for space-time cluster detection are retrospective in nature. That is, they search in a database
of past events for evidence of presence of space-time clusters. In contrast, our interest is on prospective methods for
geographically restricted: an events’ database is updated regularly and then an algorithm should run to help deciding on
the emergence of localized space-time clusters. Hence, the clusters must be alive, in the sense that at least some of the
most recent events belong to the eventually detected clusters. The regularly updating nature of the database brings two
difficult problems. In the first place, the possibility of using too many significance tests as, for example, if one statistical test
is carried out every time the database is updated. This induces a severe multiple testing problem with too many false alarms
for clusters. As a consequence, such a method would be soon discredited as unreliable. In the second place, reducing in some
way the false alarm rate could imply in a long delay to signal a truly emerging space-time cluster. The trade-off between
these two problems must be explicitly recognized in any methodology.

A thorough literature review can be found in the book edited by Lawson and Kleinman (2005), in Sonesson and Bock
(2003), and in Waller and Gotway (2004). We give here a brief overview of the main proposals. There are non-spatial,
purely temporal methods derived from quality control ideas concerned with the monitoring of a stochastic process in time.
The Shewart Chart Control is a very simple and popular method but it is not sensitive to small changes in the process.
The Cumulative Sum (CUSUM) method accumulates the recent evidence to the previous data until a certain threshold is
crossed. It is better than Shewart to detect small changes in the purely temporal process and it has been shown that it has
optimal properties in very simple scenarios (see Frisén (2003)). Exponentially weighted moving average also accumulates
evidence, as the CUSUM method, but it discounts observations as they get old (Frisén, 2003). All these methods assume
that data are independent in time, which is not a realistic assumption in many applications. Kenett and Pollak (1996) uses
Shiryaev-Roberts statistics to allow for dependent data. We review this work later in this section.

There are few space-time oriented proposals. One recent promising method has been suggested by Kulldorff (2001) who
used a space-time scan statistic for area data. The main difficulty is the control of overall significance level for a sequence
of periodic tests, although each individual test has error type I adjusted for all previous analysis at each time moment. We
discuss this issue in more detail in the last section.

Rogerson (2001) suggested a statistic based on local Knox statistic that requires only cases data in the form of a
space-time point process. Marshall et al. (2007) found severe problems with the probability approximations used in this
methods, suggesting that it should not be used. Marshall et al. (2007) demonstrate that the ARL performance of the Rogerson
method is highly influenced by some required threshold values, by the population density, and by the region shape. As a
consequence, the nominal performance measures associated with Rogerson method are not valid and this makes impossible
the tuning of the method without computer simulation.

Kulldorff et al. (2005) have developed a space-time permutation scan statistic for the early detection of disease outbreaks,
which is currently in use by the New York City Department of Health for syndromic surveillance. They use a Poisson based
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likelihood ratio test statistic scanning over all possible cylinders as clusters candidates. This method does not control overall
error type I level for the sequence of periodic analysis. Diggle et al. (2005) and Rodeiro and Lawson (2006) proposed a
Bayesian method to model the space-time evolution of the incidence rate and to monitor for changes.

We base our proposal in the Shiryaev-Roberts (SR) surveillance method that was developed only for temporal processes
(Shiryaev, 1963; Roberts, 1966; Kenett and Pollak, 1996). Suppose that a sequence of possibly dependent random variables
X1, Xa, ... is observed. Two possible models are considered. In one, a sudden change in the stochastic process occurs at the
unknown moment k and fi (X1, X2, ... X¢) is the joint density distribution of the first t random variables. In the second model,
no change ever occurs. In this case, we assume that k = oo and write f, (X1, X2, ... X;) for the joint density. Any surveillance
method implies a stopping time T, the first moment when the alarm goes off. Let E; (-) be the expectation with respect to
fi. The mean E4, (T) is called the Average Run Length and it is denoted by ARL®. Clearly, it is desirable to make ARL® large.
Typically, the user establishes an acceptable minimum threshold B for this parameter. That is, we want ARL® = E, (T) > B,
where B is known.

One approach would be to maximize the likelihood ratio over all possible values of the unknown parameter k defining
the statistic

fk(xlv o 7Xt)

1=kst foo X1, ..., Xp)

Rather than adopting this approach, the Shiryaev-Roberts statistic R; uses the sum of likelihood ratios f; /f, for all possible
change-point moments k:

X X, LX)
= fo X1, X2, ..., Xe)

The alarm goes off if R; is too large, that is, if R; > A. The stopping time Ty is defined as

t

T4 = min {t|R; > A}.

It remains to find A such that ARL® = E, (T,) > B.
Following the notation of Kenett and Pollak (1996), under P, the sequence

fieX1, X2, oo, Xp)
Ak.t =
fooX1, X, ..., X0)

is a martingale with expected value equal to 1, even with dependent observations. Therefore,

t
R —t= Z(Ak,t - 1)
k=1

is a zero mean martingale. By the Optional Sampling Theorem, we have

Eso(Rr, —Ty) =0,

and therefore

Ewo (TA) =Ex (RTA)-

By definition, Ry, > A and hence E, (Ty) > A. Therefore, taking A = B satisfies the condition E, (N) > B.

There are several advantages associated with the Shiryaev-Roberts method in the time series context. First, it can be
shown that it exhibits some optimal properties in some simple scenarios (Pollak, 1985). Pollak (1985) proved that the
Shiryaev-Roberts procedure is asymptotically (as B — o00) optimal in the sense of minimizing the supremum average
delay to detection

sup Ex(T — k| T > k)

k=1
over all stopping times T that satisfy E,, (T) > B. Yakir (1994) found that this procedure is strictly optimal for the problem
of minimizing the average run length to detection over all stopping times T that satisfy E,, (T) > Bwhen X1, X, ..., Xk_1
are iid random variables. Furthermore, in terms of the delay time for the alarm going off after the purely temporal clusters
starts to emerge, the Shiryaev-Roberts and the usual CUSUM method are similar (Shiryaev, 1963; Roberts, 1966; Pollak
and Siegmund, 1985; Mevorach and Pollak, 1991). The Shiryaev-Roberts method does not require independence between
observations. It can also be shown that Shiryaev-Roberts is at least as efficient as some optimal classical procedures (Kenett
and Pollak, 1996).

One difficulty to use the Shiryaev-Roberts method is that it depends on the complete specification of the joint distribution

of X1, ..., X, after a change occurs at k. This is not simple to be done in the purely temporal context and the difficulty
increases in the space-time situation. However, we suggest a solution, as we explain next.
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3. Detection of emerging space-time clusters

3.1. A model for emerging clusters

Let N be a Poisson process in R* partially observed in the three-dimensional region 4 x (0, 7].

The events (s;, tj)) = (x;, ¥, t;) are indexed by i = 1, 2, ..., and we assume thatt; < t; < ---. Let N(C) be the number
of events in the set C C 4 x (0, 7]. We have N(C) distributed as a Poisson random variable with mean w(C) given by the
integral of the intensity function A(x, y, t) > 0 over C:

n(C) = /A(x,y, t)dxdydt.
c

A special type of set C is a cylinder given by C = B(s, p) x (t,, ty] where B(s, p) is the disc centered at s = (x,y) € A
with radius p, and ¢, < t.

Let u = p(A x (0, 7)) be the expected number of events in the observation region and define the marginal spatial and
temporal densities by

As(X, ) zu‘lf Alx, y, dt,
0,71

and
A (t) =/f1/1(x,y, t)dxdy,
A

respectively. Note that

/ As(x, y)dxdy = / Ay (H)dt = 1.

A 0,7]

Given that an event (s, t) occurred in 4 x (0, 7], the functions As(x, y) and A4 (t) represent the probability density of s and
t, respectively.

We define now the pair of situations we will consider. The first one is that without space-time clusters. In this case, we
have a separable intensity A(x, y, t) = u As(x, y) A (t) where As(x, y) and Ay (t) are arbitrary and unspecified. That is, they
are nuisance parameters.

The alternative situation assumes that there exists a time 7, a constant ¢ > 0, and a cylinder C = B(s, p) X (tg, tp] (yet
to be defined) such that

A Y, ) = ursx, ¥) Ar (t) (1 +elc(x,y,1)).

This intensity function can not be written as a product of two functions, one depending only in space and the other only in
time. The parameter ¢ is the relative change on the events intensity within the cluster and it must be specified by the user.
Assuncao and Maia (2007) and Assuncdo et al. (2007) used a similar pair of alternative models in the context of space-time
point process data.

To define a useful class of cylinders C, we start considering that, if a higher incidence cluster emerges, we must be able
to detect it through the observed events. That is, non-events (or void spaces) do not bring information about an emerging
cluster. Hence, we decided to constrain t, to be equal to one of the observed events times t;. Additionally, the cylinders
should be centered around its corresponding spatial location s;. Since the interest is only on alive clusters, the endpoint t;,
is equal to the time t, of the current last observed event. That is, we consider cylinders of the form B(sg, p) x (tx, ty], with
k < n, where (s, ty) is one previously observed event while (s, t;;) is the last observed event at a given moment. The disc
B(sk, p) has a radius p specified by the user. To simplify notation, we denote by C; , the cylinder B(sy, p) x (tk, tn] with
k < n. We extend the notation to include the case k = n, writing G, , to represent the null set.

3.2. Asequential procedure to detect emerging clusters

To define a statistic, we consider the likelihood of the space-time Poisson processes when n events have been observed.
If no cluster is emerging, we have

n
Lo = ([ 20yit) ) exp (= [ AGey. dedyde ).
i=1 R3

Under the alternative scenario that a cluster started emerging at time t, < t,, we have
n
Le = (HA(X:‘,M, t) (1+elg,, (xi, yis ti))) exp (— / A(x, Y, t)dxdydt> exp (—s / r(x,y, t)dxdydt) ,
i=1 ' R3 Ci,n

where A(x, y, t) = p As(x, y) A (t) and Cy , is the putative cluster cylinder.
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Therefore, a space-time version of the SR test statistic R, becomes

n
L
R,=Y =%
k=1 Loo
=> { |:l_[(1 + o), , (Xi. Vi t,-):| exp (—8/ A(x, Y, t)dxdydt)}
k=1 i=1 Ci.n
=Y (1+ &)V % exp(—e u(Cen) (1)

k=1

= Z Ak,n~ (2)
k=1

The expression Ay , can be seen as a contrast between the observed number N (C ) of events in C , and its expected value
under the no-cluster situation. In fact, if ¢ is small,

A = (14 )N (1 — )% x 1 4 ¢ (N(Cen) — 1 (Cion)) -

The parameter ¢ > 0 is known (user-specified) and measures the anticipated relative change in the events’ density. Note
that

Apn = (14 &)V exp(—epu(Can)) = (1+ )% exp(0) = 1.

Our surveillance method calculates R, as the n-th event arrives, substituting the unknown 1£(Cy ) by an estimate 2(Cy ).
The estimation of 1 (Cy ) is discussed in Section 3.3. The alarm goes off when R, > A for the first time.
In summary, the algorithm associated with our proposal requires as input:

e aset of n case events, specified by their spatial coordinates x, y and time t;
o the value of three user-specified tuning parameters:

. the anticipated relative change ¢ in the density within the cluster;

. the anticipated radius p for the cluster;

. the threshold A, which should be approximately equal to the desired ARLC.

Iteratively in n, we calculate R,,. The output is a sequence of values R, where n is the number of events. If R, > A for any
n, the alarm goes off.

If the alarm goes off, one important practical issue is the space-time cluster location. Suppose that the alarm goes off at
the n-th event. That is, R; > A for the first time at t = n. Since

R, = Ak,n = A],n + AZ,n +... An,n-

n
k=1

The large values of Ay , are those contributing to the alarm triggering. Let Ay, , = max{Ay.n, 1 < k < n}. A cluster estimate
is built by taking the spatial coordinates (x*, yx*) of the kx-th event as the center of the cylinder basis, and by taking its
height equal to [t;*, t,]. That is, Cy+ , is the space-time cluster estimate.

3.3. Estimation of (¢(Ck.n)

Typically, the user will not be able to specify the purely spatial As(x, y) and the purely temporal A7 (t) functions. Therefore,
itis relevant in practice to alleviate him from such requirements. Rather than using the mean @ (Cy ) in (1), we use the data
themselves to estimate it. From the non-homogeneous Poisson process properties, under the null hypothesis, for k < n we

have:
m(Cen) = [
Ck.

Therefore, an estimate of 1+ (Cy ) under the hypothesis that there are no clusters is given by

N _ N(B(sk, p) x (0, t]) N(A x (L, ta])
i (Cen) = n ,

A, y, t)dxdydt = /L/

B(sk. )

As(x, y)dxdy/ Ar(t)dt.

n (tk,tn]

where N (B(sg, p) x (0, t,]) is the number of events within the disc B(sy, p) irrespective of occurrence time, N (A X (t, t;])
is the number of events between times t, and t,, irrespective of their spatial location, and n is the total number of events at
that moment (see Fig. 1).
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17\

Fig. 1. The estimate /1(Cy ).
3.4. Iterative calculation of R,
Every new event requires the recalculation of all n terms in (2). We can decrease substantially the amount of numerical

calculations by means of an iterative procedure. For k < n, let Iy , = I(||s, — sk|| < p). We have

N(Ck,n-H) - N(Ck,n) + Ik,n-H
and

1 (Crnt1) = 1 (Crn) + 1 (B(Sk, p) X (t, thy1]) -
Therefore, since A;,1 = 1, we can write recursively fork < n+ 1,

Agni1 = Ak (1+ €)'knt1 exp (—ep (B(sk, p) X (tn, tas1])) -

By definition, Ap+1n+1 = 1and this completes the recursion.
In practice, to run the procedure, we need [t(Cy nt1), rather than p(Cy »+1). However, this estimated term can also be
calculated iteratively for k < n + 1:

. 1
t(Cnp1) = -t N(B(sg, p) x (0, ta1IN (A X (ty, thy1])
n+1—k
= i1 (N(B(Sk, p) x (0, ta]) + Ik,n+])
n n—k+1, n+1—k
= —— —— (G — 1
n+1 n—k i( k,n)+ n+1 k,n+1
— AC) 4+ k e )+n+1—k1
= MLk (n+1)(n— k)“ k.n n+1 k,n+1-

For k < n + 1, we can write

A1 = (14 )N Hentt exp (=g 1) + Angtnrt,

where
nmn—k+1) , n+1—k
= - C 71 .
Jnk (n+1)(n— k)H( k,n) + S k,n+1
Therefore,
n+1

Rpp1 = E Agnt1
=1

I, . —ek
=14+ Y A, exp (7
; m+Dn—-k

(] + )e n + ] _ k Ik,n-H
£)ex — —— .
P n+1

Welet1 = Appip1 = /A\,H_],,H_l. As a consequence, we obtain R, simply by updating the values of /Alkm with a few
numerical calculations.

/:L(Ck,n)> Lé‘.ﬂ,kv

where

Ls,n,k
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4. Choice of tuning parameters

The variance of the test statistic R, = )_, Ay, increases with ¢ when we have no clusters. More importantly, the
distribution of R, is quite asymmetric. Indeed, for one side a large negative deviate of N (Cy ;) from its mean (¢ (C ) push Ay n
towards its lower bound, equal to zero. For the other side, increasing a large positive deviate drives Ay , towards infinity.
As a consequence, the false alarm rate increases with ¢. The simulations in Section 5 will show these effects of changing ¢
on the surveillance system performance. Although analytical results are difficult to obtain, simple approximations provide
some insight into this trade-off.

When there is no cluster emerging, we have E(Ay ,) = 1 for all € because

E(AgnlHo) = exp(—¢ 1t(Cn)) EL(1 + &)™ k)]
exp(—& u(Cr,n)) exp(u(Cen) (1 + &)) exp(—u(Cy.n))
=1

Then, E(R,) = n for all ¢, as we could expect from the martingale approach of Section 2.

Suppose now thata cluster emerges and that N(Cy ;) ~ Poisson(u(Cy ) (14-€*)). At this point, we distinguish the true rel-
ative change ¢* from the one specified by the method (¢). They do not need to coincide. In this alternative situation we have

E(Akn) = exp(—¢ i(Cen)) E[(1 + &)V 0]
exp(—¢& (t(Cin)) expli(Cen) (14 €")(1 46 — 1]
= exp[i(Cen)ee™] > 1.

That is, E(Ay ) increases with ¢ (and with £*).

Therefore, apparently, the choice of ¢ does not affect R, when there is no cluster. When a cluster emerges, choosing a
large ¢* will increase R, and speed up the threshold crossing, as we wish in this case. Hence, it seems that taking & — o0 is
the a good strategy.

However, there is a penalty for choosing ¢* too large in that the Var(Ay ;) increases with ¢* when there is no cluster. In
fact,

Var(Ag,q) = Var[exp(—&* i1 (Cn)) (1+ 8*)N(Ck'n)]
which is equal to

exp(—2¢* pu(Cn)) {eXP(1(Cen) (1 + %)% — 1)) — exp(u(Cen) (1 + £* — 1))}
This reduces to

exp(u(Cn)e™) — 1 — oo,

ase* — oo.

Ultimately, this will increase the false alarm rate. Under no cluster, increasing ¢* too much implies in a larger variability
of R,. This is so, because the pairs of terms Ay , are either uncorrelated (if the corresponding cylinders are non-intersecting)
or positively correlated (with correlation proportional of the intersecting volume). As a consequence, the variance of the
stopping time T, increases as well as the probability that Ry, crosses the threshold A at a very early moment, as well as
much later than the expected E(T,) = A. Hence, there is a larger probability that the threshold will be crossed before any
cluster emergence. These effects will be clear in the simulations of Section 5.

As shown in the simulations, changing the radius produces small effects on the surveillance system performance.

5. Method performance

We evaluated the performance of our method with Monte Carlo simulation using three types of scenarios. In the first type,
there were no clusters and the purpose is to evaluate if the approximation A = B ~ ARL® is appropriate. The geographical
region was the rectangle [0, 10] x [0, 10] and the spatial location of an event was obtained by independently and uniformly
generating coordinates on the square. Times between events were modelled by independent exponential random variables
with mean equal to 1. Times and locations were independently generated and hence A(x, y,t) = 0.01. The events were
generated sequentially until the alarm was triggered.

In the second type of scenario, in addition to the events generated as in the first scenario, we also simulated events
within a cylindrical cluster that emerged at some moment. The purpose of this second type of scenario is to evaluate the
detection performance and the effects of the user-specified tuning parameters of our method. The cluster had the square
basis [4, 5] x [4, 5]. It was Kkept alive from its outbreak until the alarm went off. We selected three different times for the
cluster outbreak. In one case, the cluster starts at the beginning of the time period (when t = 50) and we label this as case
B. In the second case, the cluster starts in the middle of the time period, when t = 150, and this is labelled case M. Finally,
in the third case, the cylinder cluster starts late, at t = 300, and we labelled this as case L.

In each cylinder cluster, we have two types of events: those generated in the larger square and that happened to fall
within the cluster, and those events generated within the cluster itself. The intensity at a location (x, y, t) within the cluster
is slightly larger than 1.2 times the intensity outside the cluster. This implies that the correct value of the tuning parameter
is approximately e = 0.2.
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Fig. 2. Scenario without cluster. The plots show the estimated ARL® = E(T,), the average number of events observed before a false signal is issued, versus
the threshold limit A. Each curve corresponds to a value of ¢. In all cases, we used p = 1.

We will call this second type of scenario the homogeneous scenario because there is no spatial variation in the events’
intensity except that due to the cluster emergence. The third type of scenario was generated in the same way as the second
type except by the use of a spatially heterogeneous density of the events locations. In this third scenario type, the spatial
coordinates were generated using a mixture of four bivariate normal distributions. Therefore, at any time, some regions
were more likely to observe an event than other regions.

We generated 1000 independent replications of each scenario. To run the surveillance procedure, we used several values
fore: 0.1,0.2,0.4,0.5, 2.5, 5, 10, 20. Note that, for the scenario without clusters, the true value of this parameter is zero,
while in the scenarios with clusters, it is equal to 0.2.

No comparison with the scan statistic method from Kulldorff (2001) has been attempted because it takes too long to run.
In each scenario, for a single simulated space time dataset with 1000 events, Kulldorff's method takes 2 h and 26 min in a
machine with 1.66 GHz and 1 Gb RAM when we ask for 999 Monte Carlo replications. To repeat this procedure for all the
simulated datasets over the many scenarios is unfeasible.

5.1. Scenario without clusters

We used the values 50, 100, 200, 300, 400, and 500 for the threshold limit A and p = 1 for the spatial radius of the
presumed cluster. If there are no clusters, any surveillance signal is a false signal. If the time period goes to infinity, the
statistic R, will cross the threshold A with probability one, irrespective of the presence of a real cluster. It is expected that,
in a fixed time period, the number of events until the alarm goes off increases with the increase of the threshold A. If the
approximation A = B is reasonable, we should have A ~ ARL°.

The graph in Fig. 2 shows in the vertical axis the estimated ARL?, the average number of events observed before a false
signal is issued, versus the threshold limit A in the horizontal axis. The dashed line represents the line ARL’ = A. The other
lines represent the test results for different values of ¢.

As we expect, ARL® increases with the threshold A. For ¢ = 0.1 and 0.2, the approximation ARL® = A is very good. For
other values of ¢ this approximation deteriorates with the increase of A. Initially, the departure from the line ARL® = A is
larger the greater is &. For example, when A = 500 and & = 0.5, the estimated ARL? is 33% larger than the nominal value of
500. However, the difference between the nominal value A and the true ARL® does not increase monotonically with . With
€ > 10, this difference is almost null. Setting ¢ > 10 is an extreme choice since it means an emerging cluster with intensity
10 times larger than the baseline intensity. It is unlikely that our method is envisioned for such type of anticipated changes.

This result shows that, when no cluster is present and within practical bounds for the expected relative change in
intensity, selecting larger values for the user-specified & parameter leads to conservative ARL’. That is, if the user is unsure
about ¢, selecting a larger value leads to longer ARL® times than the nominal value A.

However, there is a trade-off in selecting ¢ too large in that the false alarm rate can increase, as we show in the next
section. The reason for this behavior is the increase on the standard deviation of the stopping time T4 with the increase of
€. Table 1 shows this standard deviation for different choices of ¢ and threshold A. The larger variability will increase the
chances of observing much earlier and much later T, than its expected value. This increases the chance that an unmotivated
alarm sounds off before any cluster emerges. This behavior can be fully understood after we present the results of simulations
with clusters.

5.2. Scenarios with clusters

One of the usual performance measures of temporal surveillance systems is the CED, the expected delay to trigger a signal
after the emergence of a cluster. Assume that the cluster emerges at 7. Given that the stopping time T, is greater or equal



R. Assungdo, T. Correa / Computational Statistics and Data Analysis 53 (2009) 2817-2830 2825
Table 1
Standard deviation of the stopping time T, for different choices of threshold A and ¢. In all cases we used p = 1.
Threshold e =0.1 e=0.2 e=0.4 e=0.5 e=25 e=5 e =10 e =20
50 0.498 0.518 0.928 1.143 7.115 12.610 17.473 23.009
100 0.561 0.996 1.933 2.483 26.050 39.971 40.410 40.037
200 1.051 2.088 4.746 6.630 95.582 103.240 96.583 97.584
300 1.565 3.291 8.851 13.663 180.976 178.143 142.034 163.956
400 2.137 4.647 15.484 26.544 254.284 233516 196.761 210.668
500 2.982 6.915 25.488 48.344 294.398 283.244 239.812 254.411
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I N I I N T T T Iy Ty ) IO
Hom Hom Hom Hom
0.1 0.2 0.4 05

-] = 150

— 100

W

Inh Inh Inh Inh
02 0.4 05

CED"
e

150 —

100 — |

/ﬁﬁmk

T T T T T T [ I I | I I I |
100 300 500 100 300 500

Threshold limit

50 —

b

Fig. 3. Estimated CED*(7) against the values of the threshold A. The first row of plots corresponds to the homogeneous scenarios (Hom) while the second
row corresponds to the inhomogeneous scenarios (Inh). The different columns correspond to different values of . Each plot has three lines. The circles
correspond to case B, when the cluster emerges soon in the observation period (r = 50). The crosses correspond to case M (t = 150), and the triangles
correspond to case L (t = 300).

to 7, the usual definition of CED is the expected number of observations one needs to wait until the alarm signal. That is,
CED(t) = E [T4 — 7|T4 > t]. One problem with this definition in the space-time situation is that all events between t and
T, contribute to CED, either they belong to the cluster or not. We think that a more appropriate CED definition is the average
number of events within the space-time cluster until the alarm goes off. We denote this measure by CED* to distinguish it
from the more usual temporal definition.

We tested with four different values for the spatial radius p: 0.25, 0.5, 1, and 2. It is worth remembering that the cluster
basis is an unit square. We considered a more refined grid for values of the threshold A than in the without cluster scenario.
Namely, we set A equal to 50, 100, 150, 200, 250, 300, 350, 400, 450, and 500.

The plots in Fig. 3 show the estimated CED*(7) against the values of the threshold A. The first row of plots corresponds to
the homogeneous scenarios (Hom) while the second row corresponds to the inhomogeneous scenarios (Inh). The different
columns correspond to different values of . There is one plot for each value of the anticipated relative intensity increase ¢.
In each plot, we have three lines depending on the value of 7, which can be t = 50 (case B), t = 150 (case M), and T = 300
(case L). It only makes sense to analyze the data for threshold values larger than the emerging cluster time 7. Accordingly,
for case B, we do not show CED*(t) when A = 50 because almost always the alarm is falsely motivated. The same occurs in
case M with threshold A < 150, and in case L with threshold A < 300. The estimated CED*(t) in these plots are obtained in
simulations where the false alarm percentage is zero.
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Fig. 4. Left hand side: False alarm rates versus threshold limit A for the scenarios when the cluster emerges on the middle of the observation period with
& = 2.5, 5, 10, 20. Right hand side: Idem for cluster emerging at the end of the observation period.

We analyze initially only the the Middle and End scenarios. In these cases, the plots in Fig. 3 lead to the preliminary
conclusion that the larger the ¢, the better the performance of the surveillance method. Indeed, the CED* () decreases with
the increase of €. One should rather set ¢ = 0.5 than & = 0.2, which is the true value used in the simulation.

However, increasing ¢ too much leads to very large false alarm rates. Fig. 4 shows the false alarm rates for ¢ equal to
2.5, 5.0, 10, and 20 in the homogeneous scenarios. The left hand size plot corresponds to the Middle and the right hand side
to the End scenario. Then, it is clear that increasing & without bounds renders the method useless because the false alarm
rate is beyond tolerable standards. This behavior is virtually identical in the inhomogeneous scenarios.

Returning to the more practically oriented values of ¢ shown in Fig. 3, we see that the delay for the alarm to go off is
smaller if the cluster is at the end of the observation period. Basically, this means that the alarm system learns what is the
intensity for a long time under the no cluster situation. When a cluster finally starts emerging, it is quickly detected. Unless
the cluster is at the beginning of the observation period, the CED*(t) curves are almost parallel lines. Hence, the effect of
the emerging time t in the CED*(7) is approximately linear, unless 7 is close to zero.

There is a heavy penalty for clusters located at the beginning of the observation period and with ¢ larger than the true
relative change in intensity. In this situation, the expected delay increases very quickly. The alarm system takes a very long
time to tell apart what is the baseline intensity from the emerging cluster higher intensity.

Contrasting the homogeneous with the inhomogeneous case, we can see from Fig. 3 that, in the inhomogeneous case, the
CED*(7) is greater than in the homogeneous case. This effect is especially dramatic if the cluster is located in the beginning
of the observation period and ¢ is larger than the true relative change.

In Fig. 5, we show the effects of the radius p on the surveillance system performance for the homogeneous case. We ran
simulations of the homogeneous scenario with spatial radius p = 0.25, 0.5, 1, and 2. The inhomogeneous case has virtually
identical conclusions and it is not shown. The relative change parameter ¢ had the values 0.1, 0.2, 0.4, and 0.5. With respect
to the observation period, the clusters started early (t = 50), at the middle (z = 150), or late (r = 300). Most often, the
procedure is insensitive to the choice of the radius p. Except for the cluster at the beginning and large ¢, there is very little
difference on the estimated CED*(t). The exceptional behavior occurs only in a special conjunction of factors: when the
parameter p is larger than the true cluster radius, when the clusters starts emerging early, and when ¢ is much larger than
its true value.

6. Illustrative examples

We illustrate our method using two real datasets: the Burkitt’s lymphoma cases in Uganda, the same dataset used in
Rogerson (2001), and the Meningitis cases occurred in Belo Horizonte, Brazil, between 2001 and 2005.

6.1. Burkitt’s lymphoma cases in Uganda

A classical example of retrospective detection of space-time clustering is that based on the Burkitt's lymphoma in Uganda
(Williams et al., 1978). The data consist of the place of residence and onset time for all 188 cases of Burkitt's lymphoma
between 1961 and 1975 in the West Nile district in Uganda (see Fig. 6). Rogerson (2001) found evidence of space-time
clusters using local Knox tests and adopting a probability of false alarm of 0.1. Notwithstanding the problems found in
Rogerson’s method by Marshall et al. (2007), we compare our results with his.

The tuning parameters in our surveillance method were: ¢ = 0.1, 0.2, 0.4, and 0.5; p = 2.5, 5, 10, and 20 km; alarm
threshold A = 161. Hence, in average, we expect 161 events before the alarm goes off falsely. In all cases, the alarm went off
and the triggering event varied from 142 to 158. The difference is 158 — 142 = 16, which corresponds to 8.5% of the total
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number of observations. With respect to the emerging time t, the estimates varied from 103 to 138. The largest number
corresponds to the smallest radius (2.5). Except for this rather extreme radius, all the estimated starting times t varied from
103 to 107, a very short range. More relevant than this, the estimated clusters are located approximately in the same region
in all cases. Hence, the results are relatively insensitive to the tuning parameters values.

Fig. 6 shows the graphs of R, versus n for p equal to 10 and 20 km. For p = 20 km and ¢ = 0.5, the alarm goes off
at event number 148 (February, 1973) and the method estimates that the clusters started on event 107 (November, 1970).
This cluster is represented in the map on the right hand of Fig. 6. Note that, among the 40 events occurring all over the map
between November, 1970 and February, 1973, only 20 belong to the cluster.

It is notable that the cases in the emerging cluster shown in Fig. 6 coincide with one of the clusters identified by Williams
et al. (1978) through the pairs of cases whose disease onset was in the period 1972-1973, within 10 km apart and 180 days
of each other.

Rogerson (2001) ran his procedure with several different tuning parameters and his results are sensitive to these choices.
Many of his detected clusters coincide with ours. However, one should keep in mind the criticisms to Rogerson procedure
presented in Marshall et al. (2007).

We ran the space-time prospective scan statistic method proposed by Kulldorff (2001) and implemented in the software
SaTScan (Kulldorff, 2006). SaTScan is a freely available software and it was developed under the joint auspices of Martin Kull-
dorff, the National Cancer Institute, and Farzad Mostashari of the New York City Department of Health and Mental Hygiene.

There are difficulties comparing our method with that of Kulldorff (2001). His method, as implemented in the software,
receives a dataset and scans for an alive cluster. That is, it searches for a cylinder-shaped cluster whose height ends at the
last available observation time. Running his method with all 188 events will not allow for clusters that could have been
found before the last observation. To avoid running his method manually repeatedly by adding a single observation each
time, we ran it initially with all 188 observations. The scan statistic finds a non-significant cluster centered at the spatial
coordinates (273, 332), with a radius equal to 13.42 km, and ranging from 9/2/1972 to 10/24/1975, when the scan alarm
sounded off. Based on 999 simulations, the Monte Carlo p-value associated with this space-time cluster is equal to 0.129.

We then used this same 13.42 km radius found by the scan statistic in our own method. The alarm sounded off four
times, in 6/15/1973, 4/24/1973, and 2/1/1973, for € equal to 0.1, 0.2, 0.4, and 0.5, respectively. The clusters found were all
centered at the spatial coordinates (273, 332), the same non-significant cluster found by the scan statistic based on all data
points. Our method estimated the cluster emergence at 31/3/1971.

Finally, we ran Kulldorff's method again but using only the events that happened until the dates our method sounded
off. Using the events until the endpoint 6/15/1973 or until the endpoint 4/24/1973, we have essentially the same results
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Fig. 6. Burkitt’s lymphoma cases in West Nile district of Uganda from 1961 to 1975 (study region is approximately 80 km x 170 km). The left hand side
map shows all the events in the period while the right hand side map shows the events identified in the emerging cluster by our method. Each one of the
plots shows R, versus n for four different choices of ¢: 0.1, 0.2, 0.4, and 0.5. The left hand side plot uses p = 10 km and the right hand side plot uses
p =20 km.

as our own method. A 5% significant cluster is found with radius equal to 11.40 km centered at (273, 332), and ranging
from 2/9/1972 until the corresponding endpoint. Running Kulldorff’s procedure with the events until 2/1/1973, we find a
5% significant cluster with radius equal to 5.0 km centered at the spatial coordinates (263, 333), and emerging at 9/2/1972,
the same date as the previous cases. Therefore, in this example, the two methods give similar results.

6.2. Meningitis cases in Belo Horizonte

We apply our method using data with place and onset date for 1001 Meningitis cases that occurred between 2001 and
2005 in Belo Horizonte, Brazil (see Fig. 7). In 60% of the days no cases were recorded and, in 72% of the remaining days, only
one case was recorded. The maximum number of cases in a single day was equal to 6. From the time series plots in Fig. 7,
no discernible trend or periodicity is present.

The tested the following parameters: ¢ = 0.1,0.2,0.4, and 0.5; p = 1,2, 3, and 4 km; alarm threshold A = 500.
Threshold A = 500 means that we expect 500 cases before the alarm goes off without need. Since we have around 200 cases
per year, we are expecting two unmotivated alarms in a period of 5 years.

The alarm went off in all situations, irrespective of the parameters values. The triggering event varied from 490 to 949
and it increased if either of the tuning parameters, ¢ and p, increased. However, there was a positive interaction between
these two tuning parameters: the waiting time increased faster with p if € was larger.
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Fig. 7. Map of Belo Horizonte divided into neighborhoods and the location of 1001 Meningitis cases that occurred between 2001 and 2005. The study
region has approximately 31 km x 16 km. The time series plots show the number of events in different time units: fortnightly, monthly, and quarterly.
Each one of the plots shows R, versus n for four different choices of : 0.1, 0.2, 0.4, and 0.5. The threshold is A = 500. The left hand side plot uses p = 1
km and the right hand side plot uses p = 2 km.

Fig. 7 shows the R, statistics (2) versus n fore = 0.1, 0.2, 0.4, 0.5 and p = 1.0, 2.0 km. These plots illustrate the effects
of changing p and ¢.

City health officials were not suspicious of any emerging cluster during this period before our analysis. Since the triggering
event occur around the expected time under the no cluster situation, our method supports this opinion. There is no
convincing evidence for the emergence of meningitis clusters in Belo Horizonte.

This lack of evidence is reinforced by Kulldorff's prospective scan statistic method. Running his method with all the
events, we did not find a significant cluster. Its most likely cluster, with p-value equal to 0.129, had radius zero, including
only two events with identical spatial coordinates.

7. Conclusions

Compared to the main space-time surveillance methods in the literature, our method has some advantages and
disadvantages. Kulldorff (2001) does not requires tuning parameters and he does not use the concepts of average run length
and conditional expected delay preferring the hypothesis testing concepts of error type I and power. One problem with his
method is that it does not control the error type [ over repeated and periodic surveillance. It adjusts for all previous analysis
in each time moment the scan is performed and a correct « error type I probability is achieved at that moment. However,
considering the simultaneous inference for all points in time, the correct level is not «. This is clearly seen if one considers
the situation in which no cluster ever emerges. Running a « level test at each moment in sequence, even when controlling
for the past analysis at each moment, we are bound to provide a significant result eventually. Therefore, the true significance
level would be 1 for the infinite sequence of tests.
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We avoid this problem by adopting the quality control ideas of average run length but our method requires the
specification of tuning parameters. Although we think that users should be able to propose reasonable values for these
parameters, one needs more studies to understand fully the impact of them in practice. This need to set tuning parameters
is also a requirement in Rogerson (2001) but, as Marshall et al. (2007) shows, his method has several shortcomings.

Our surveillance method assumes a spatially circular shaped cluster. A completely arbitrary shaped cluster is unfeasible
computationally and circular shaped clusters provide a good trade-off between computational cost and meaningful and
practical solutions. However, there are situations when a truly irregularly shaped cluster could be of concern such as a
narrow zone along a river or an avenue. To solve this problem in the purely spatial cluster detection context, several authors
have proposed spatial scan statistics using an irregular shaped scanning window (Duczmal and Assuncdo, 2004; Patil and
Taillie, 2003; Duczmal et al., 2006; Tango and Takahashi, 2005; Assuncdo et al., 2006). Such scanning windows could also
be adopted for our space-time statistic with some cost in additional computing time.

Our method has many desirable features. First, it does not require information about the population at risk, only cases
are necessary. Second, it adjusts for purely spatial and purely temporal clustering, and it provides statistical inference for
the emerging cluster detected. Third, it does not require many input parameters and the ones it does have a clear practical
interpretation. This interpretation should help the user to establish reasonable values for them. We think it will be of great
use in many practical applications.

Our method has been implemented in a stand-alone C++ software as well as in TERRAVIEW, a free GIS software based on
the open-source TERRALIB library (see http://www.dpi.inpe.br/terraview/index.php). A suite of R functions has also been
developed and they are available upon request.
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