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Abstract

In some cases, the estimators obtained in compound tests have better
features than the traditional ones, obtained from individual tests, cf. Sobel
and Elashoff (1975), Garner et al. (1989) and Loyer (1983). The bias, the
efficiency and the robustness of these estimators are investigated in several
papers, e.g. Chen and Swallow (1990), Hung and Swallow (1999) and Lan-
caster and Keller-McNulty (1998). Thus, the use of estimators based on
compound tests not only allows a substantial saving of costs, but they also
can (in some situations) be more accurate than the estimators based on the
individual tests.

Nevertheless, each laboratory produces estimates for the prevalence rate
of a given infection using different methodologies, such as halving nested
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procedures (Sobel and Elashoff, 1975) and square array testing (Kim et al.,
2007). The logistic regression or the weighted least squares regression can
be used in order to combine different prevalence rate estimates (Chen and
Swallow, 1990). In this work some meta-analytical techniques are proposed
as an alternative approach. This methodology has the advantage of being
quite simple and flexible to account for the error source.

Keywords: compound tests, estimation of prevalence, meta-analysis, sen-
sitivity, specificity.
2010 Mathematics Subject Classification: 62F10, 62P10.

1. INTRODUCTION

Dorfman (1943) has been the first to use group testing. Individuals were gathered
into pools to screen for a binary characteristic (presence or absence of the syphilis
antigen) in order to reduce the costs. A negative result on a pooled mixture of
blood from n people indicates that all of them are free of the disease. A positive
result indicates that at least one of the n individuals has the disease, but we
do not know how many or which ones. In this case, performing individual tests
is advised to identify the individual positives in the sample from the individual
negatives. The optimal batch size minimizes the expected number of tests as the
cost of mixing samples is usually negligible (cf. Liu et al. (2011)).

Since Dorfman’s seminal work, the research on methodologies involving pooled
sample tests has been quite active (Hughes-Oliver, 2006). Moreover, the use of
pooled samples does not refer only to the classification problem (identifying all
the infected individuals in a sample), since it may also be useful in estimating the
prevalence rate p, as Sobel and Elashoff (1975) stated. When the main issue is
the estimation problem, the performing of individual tests is only optional, since
the goal is no longer to dentify the infected individuals. The use only of pooled
samples has also the advantage of anonymity of the infected members, given
that they are not identified. Furthermore, the estimators obtained by applying
compound tests have, under certain conditions, better performance than the tra-
ditional estimators based on individual tests, cf. Sobel and Elashoff (1975), Loyer
(1983) and Garner et al. (1989). The bias, the efficiency and the robustness of
these estimators have been reviewed in several works, such as those from Chen
and Swallow (1990), Lancaster and Keller-McNulty (1998) or Hung and Swallow
(1999). Bilder et al. (2010) propose the use of the package binGroup for the
R software, which includes applications of several compound testing estimators.
Thus, the estimators based on group testing not only allow to obtain monetary
gains (by decreasing the number of performed tests), but also allow to achieve
more accurate estimates, compared to those obtained on the basis of individual
tests.
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Group testing application can be done in several ways (Kim et al., 2007). The
main reason for having different procedures is related to the misclassification
problem, as an individual can be wrongly classified. The sensitivity and the
specificity of the test may be used for measuring the accuracy of the test results.
In particular, the sensitivity of a test generally decreases as the pooled sample
size increases. The choice for a particular group testing procedure depend on the
amount of samples available and the sensitivity, the specificity and the monetary
costs of the process (Liu et al., 2011). For an overview about this problem, known
as the dilution problem, see Hwang (1976), Wein and Zenios (1996), Zenios and
Wein (1998) and Santos et al. (2012).

Thus, when estimating an infection prevalence rate, each laboratory may use
a different procedure even if the sample size is equal. Moreover, the variable mea-
sure for screening the infected individuals could be either qualitative (presence or
absence of the infection) or quantitative (an individual is declared infected if the
amount of substance detected exceeds some threshold /). The aim of this work
is to develop meta-analysis techniques that could allow a researcher to combine
different prevalence rate estimates obtained from possible different experimental
designs and different estimators. This is quite relevant since the meta-analysis
techniques addresses the problem of combining different estimates obtained from
similar processes. If there is any differences between the ways studies are per-
formed, this is usually accounted by the use of some covariate(s). The proposed
method to address this problem involves the process sensitivity and specificity.
Hence, some calculations of these measures are done to some of the most common
methods that resort to group testing: hierarchical algorithms and square array
testing.

The outline of this work is as follows. Section 2 introduces the binomial
model assumption. Section 3 describes some group testing procedures and its
error measures. Some new expressions for the sensitivity and specificity of some
processes are obtained. In the last section, the two paradigms of meta-analysis
are briefly discussed. Subsection 3.3 is the core of this work: it develops an al-
gorithm for combining different estimates with underlying different group testing
procedures. An example is also given and some simulation results are presented to
acknowledge the importance of knowing the error rates of the different procedures
in producing an accurate global estimate.

2. BINOMIAL MODEL

Let X —~ Binomial(n, p) where f(z) = ()p” (1 —p)" " and p is unknown and

x
consider the estimator p,, = % As the estimator mean value is E [p,,] = p and its

_ p(1-p)

vari . . 5w .
ariance is Var |p, then p,, weakly converges, as n — oo, for a normal
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random variable distribution

~ d
(1) x/ﬁ(pn—p)—>ZﬁN(0, p(l—p)>-
n—oo
The normal distribution in (1) depends on the unknown parameter p. To over-
come this situation it may be used a variance stabilizing transformation, for
instance (cf. Johnson et al., 1993),

(2) h(z) = 2y/narcsin (V) .
Next, a variance stabilizing transformation definition is given.

Definition. Let {X,,},en be a sequence of random variables verifying

Vi (X, —0) %5 Z~N(0,0),
n—oo
then g : R — R is called a variance stabilizing transformation of {X,, }nen if
an(9(Xy,) — g(0)) has an asymptotic normal distribution A(0, ¢) where {a, }nen
is a sequence of real numbers and ¢ > 0 does not depend on 6.

Holland (1973) defines this type of transformations as asymptotically stabilizing
variance transformations.
Anscombe (1948) has shown that 24/n arcsin (ﬁ), where p = )Tfig’//f, in-

creases the convergence rate to a normal random variable with unit variance and

mean 2y/n arcsin (/p).

From (1), it is readily established a (1 — ) x 100% confidence interval for p

(3) ] {sin (arcsin (\/5) . ;1\/%) }2 , {sin (arcsin (\/1’5“) + ;1\/%> }2 [

where z1_,, is the quantile 1 —« of the standard normal distribution. This interval
suffers from overconservatism for p near 0 and 1 (cf. Kulinskaya et al., 2008).

One alternative is to use the normal approximation A (In(p), (1 — p) /np)
to the distribution of In (p). Hence, other nominal (1 —«a) x 100% confidence
interval for p is

(@) Jexp (n(B) = 210 (L= 5) /mD)?) exp (I () + 21-a (1= ) /) /°) |

Both intervals suffer from high variations in its effective confidence as p decreases
to zero. This results from the highly skewed nature of the binomial distribution
when p is not close to 1/2. The log-transformation is more accurate than the
defined by (1) when p is close to zero (cf. Kulinskaya et al., 2008).
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3. GROUP TESTING PROCEDURES

The accuracy of an estimate of a prevalence rate p is strongly related to the size
of the sample which has been used. However, when group testing procedures are
used it is necessary to assess the quality of the estimate, which is related to the
quality of the results of the experimental test. Thus, consider the problem of
estimating the prevalence rate of some disease and let X; = 1 denote an infected
individual and X; = 0 denote a non-infected individual. Let M denote the
chosen procedure. Hence, the test sensitivity is equal to s = P (X;r | X; = 1)
where XZ-Jr stands for a positive test result. The test specificity is given by . =
P (X; |X; = O) where X~ stands for a negative test result.

Finally, for evaluating the quality of the procedure M, the pooling sensitivity
and the pooling specificity as defined by Kim et al. (2007) will be used. The
pooling sensitivity or the sensitivity of the process measure the probability of
an infected individual be correctly identified by the methodology M, that is,
@M = Py (+|X; = 1). The pooling specificity or the specificity of the process
stands for the probability of a non-infected individual be correctly classified by
the methodology M, that is, o = Py (—|X; = 0). For an individual testing
procedure the sensitivity (specificity) of the process is equal to the test sensitivity
(specificity).

Dorfman’s procedure is just the first procedure presented from a wider fam-
ily called hierarchical algorithms. The extensions of this work (cf. Finuncan
(1964), Sterret (1957), Wein and Zenios (1996)) suggest dividing positive pools
into smaller subpools until eventually all positive specimens are individually
tested.

A multistage hierarchical algorithm is an algorithm that generalizes Dorf-
man’s procedure to more than two stages, that is, a sample is divided at each
stage into smaller nonoverlapping groups until eventually all positive specimens
are individually tested. At each stage, subsamples from the samples that tested
positively are retested. Johnson et al. (1991) computed expressions for the er-
ror rates of these processes: the sensitivity and the specificity of the process
(the authors named these quantities as pooling sensitivity and pooling speci-
ficity, respectively, but only considered the classification problem). Besides, the
authors do not take into account the dilution effect as the sensitivity and speci-
ficity of a compound test must depend on the number of infected individuals in
the group. This is no surprise, since in the literature this effect is usually disre-
garded. Moreover, when the dilution effect is considered (e.g. Wein and Zenios
(1996) and Zenios and Wein (1998)) the construction of hierarchical models to
capture the dilution effect does not measure the influence of dilution and rar-
efaction (decreasing of the amount of substance per volume unit when infected
and non-infected samples are mixed for batched testing) on the sensitivity and
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specificity of the chosen process. We will consider both problems and the dilution
effect to establish the sensitivity and specificity of the processes.

For practical reasons, only two or three stages are usually performed. Hence,
next we just generalize the formula for the sensitivity and the specificity of the
two-stages procedure discussed in Santos et al. (2012) and compute those quan-
tities for the three stages case.

Let us consider an hierarchical algorithm with s stages and let n; denote the
number of individuals at the i-th stage. At the last stage, when the classification
problem is considered, we have ns = 1. However, when we just want to estimate
the prevalence rate, this might not be the case and the condition verified is
just ng > -+ > ng > 1 (cf. Chen and Swallow (1990), Hung and Swallow
(1999), Lancaster and Keller-McNulty (1998)). For low prevalence rates, the use
of ng > 1 may be justified if a positive outcome when testing a pooled sample of
size ns at the last stage means (almost surely) that only one of the individuals
is infected (cf. Santos et al., 2012). Hence, when ns, > 1 we will consider that,
for estimation purposes, an individual X; is correctly/wrongly classified (v'/x)
according to the next table.

Table 1. Correct and wrong decisions at the s-th stage.

Pooled sample at the s-th stage
Infected Not infected
X; =0 | Test result + | v X
Test result — | v v
X; =1 | Test result + | v Not possible
Test result — | X Not possible

In an infected sample at the s-th stage, if the test outcome is positive it means
(almost surely) that only one is infected and that the others individuals are
not. Therefore, concerning the estimation problem, all the individuals are well
classified.

Suppose that the tests results are independent. Let I = >, X; represent
the number of infected elements in a sample of size n and I denote the prob-
ability P(I[" = i) = (Mp'q""i=0,...,n. Let X [resp. X7 represent
a positive [resp. negative] result on the compound test with n individuals and
denote @Lm”‘] = P(X[H|1[") = m). For s = 2, the sensitivity of the process is
given by the probability of an individual being correctly identified as infected.
This happens when in both stages the pooled or individual sample is classified as
positive
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o my = P (Xlﬂxl - 1)

_ ”ilp (xtFmaljx, = 1, xPrmal) p (x Bl = 1, it 2 ) p (g1 =)
i=0

_ an—:l min(i,zviz—l) ( )(Zé ; i) ( [+omaljplna] — 5 4 1) P (XH-,nl]u[nl] — it 1) rlin1—1]
‘ . n1—1
i=0 j=max(0,ng—i—1) (nz 1)

n1—1 min(i,ng—1) nq—i—1
Z ( )(nz —Ji— 1) J+1 7L2]Sa[i+1,n1]1[i,n171]
s .

. nq—1
i=0 j=max(0,ng—i—1) ng—1

Note that, disregarding the subject X;, the number of infected individuals dis-
tribution at the second stage given i infected individuals at the first stage is an
hypergeometric distribution H (ny — 1,n9 — 1,7) where ny — 1 is the population
size, 7 is the number of successes within the population and ny—1 is the number of
draws. The specificity of the process is given by the probability of a non-infected
individual being correctly identified (X1_ ) This is the case when the test out-
come of the pooled sample at the first stage is negative and when it is positive
but, at the second stage, the pooled sample is whether infected or screened as
negative. Hence, four cases have to be considered.

ol my = P (x;\xl = o)

= S (P (X[*’"l]u["lfl] :i) +P(X[*17L2]‘X[+’"1])P(XH’v"Ll]u["l*l] :i))P(I["l*l] :i)
0

V)

k2

= oot oo (1 we)] gt i[( i1l 4 p (x1=mal xFml) limal] plini 1)

— g™ +Z e (223) fin N Z () Gazity) (1 - plimal) plimal 4 (1 - gliml)| fliaz),

#s
i=1 (71.2 1) Jj=b1 (n2 1)

where a = 2p, — @2, ¢ = 1 —p, ag = ny — 1, by = max(1,ng —i— 1),
by = min (i,ne — 1) and 1 — goLO’"Q] stands for ¢.. Observe that n; and ny do
not affect the probability of getting a negative outcome when testing a non-
infected pooled sample since the dilution effect occurs when at least one infected
individual is part of the mixed sample. These results are just a straightforward
generalization of Santos et al. (2012) result for ng = 1.

For s = 3, an infected individual is correctly screened if at every stage the

test outcome is positive. Thus, omitting the sum limits

= P(x{Ix1=1)

= S (xbmalxtm) xFnal) p (x el iyl ) p (xEmd it g gl =)
L2

Apqu mo,mg

() (i) () (a=ich) ; -
ZZZ \ 37 J - 271 Ap‘[9k+1,n3](pg;«#l,ng](pg#»l,nl][[%,nl 1
' (n22) (niZ1)
where i, j, k stand for the number of infected individuals at the first, second and
third stage respectively.
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The specificity of the process is computational demanding since several situations
are possible when a non-infected individual is screened correctly. We will consider
the cases of having the first negative outcome at the first, second and third stage

H,1 H,2 H,3 . . .
The sum upper limits are once again omitted.

B Soenl ymo,ng ) Soenl yng,ng ) Soenl yng,ng "
Therefore
as .
ol = zp (XTI = 0, it = ) gléma

- Ly Z (1= i) glim=1),

Concerning the process specificity,

a2

H,2 — [—,n2] [+,mn1] _ [n1—1] _ 2 sli,n1—1]
O mams = X%P(X X X1 =0,1 71)1
=

= e (1= o) g™ 22[ P (x1=m2lx, = 0, xLHml) plimal] gl =1

nq—i—1 nq—i—1
R TS B e O =
ng—1 Jj=b1 ny—1
and
as
(pglf gy = ZP (X[—7n3]7X[+,n1]7x[+,n2]|X1 _ O,I[nl_ll — Z) qlini—1]

=0

= o= 3 [P (X i) o] g

nl i—1
= I:QOe (1 QOe qn1—1 +Z Zi:i ) 1 <Pe) 90[51 nq]
ngfl
az by (n2 j— ; 1) , ,
+ Z Z Pe (Zz 1) [J no] Lz,nﬂ][l,az]
i=1 j=by ng—1
ay by ca2 3\ (n2—7—1 i) (n1—i—1 , .
T Z Z Z (1 - @Lk’ﬂﬁ]) (k)((:;_lk)_l) go[s]’n2] (7)((:1217)1) (,OLZ’M]I[Z’M],
b= n3—1 no—1

where ¢; = max (1,n3 —j — 1) and ¢o = min (j,n3 — 1) Finally,

H _ . H]1 H,2 H,3
(penl ymo,Mn3 goenl mo,n3 (Penl mo,mn3 goenl M, n3

Santos et al. (2012) have shown that, for low prevalence rates, in order to assess
the dilution effect in the misclassification of an individual, knowing what happens
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when just one (or two) infected elements are present in the pooled sample is
sufficient. In that case, the previous formulas can be easily simplified.

Array-based specimen pooling is an alternative to hierarchical group testing
that uses overlapping pools. In its simplest version (square array), a sample of
size n? is placed in a n x n matrix. Then, all the samples within the same row
and the same column are gathered for batched testing. So, this process involves
at least 2n tests as subsequent individual tests may be performed. In a square
array procedure without further testing, an individual is declared infected if both
experimental tests to its “row” and “column” samples have a positive result.
If individual testing is performed in the suspected infected samples (individuals
whose pooled samples tested positive), a sample is screened as infected if and only
if the row, column and individual test outcomes are all positive. A variant of this
method, the so called square array with master pool testing, involves a initial test
to a mixture with all the n samples. For the simplest case of a n X n square array
testing with no subsequent individual testing, let X;; = 1(X;; = 0) denote an
infected (non-infected) individual at the i-th row and j-th column of the n x n
matrix. Denote a positive (negative) result in the i-th row, j-th column and i-th

row and j-th column cell by XZ+ (X;),X:rj (XG) and XZ-+]- (Xz_j), respectively.

The process sensitivity is equal to

vo, =P (X;,rj’Xi:j = 1)
= P (X X5IX = 1)

Assuming that given the true status of the i-th row and j-th column, the row
and column tests are conditionally independent of each other,

n—1 n—1
pl, =3P (Xiﬁlf[i“’"*”) n-US"p (ijmjﬂ,nfl}) Jlin—1]
i=0 =0

n n—1
— Z @'len}f[zflvnfl] Z sO,[g]vn]I[Jflvnfl}
=1 7=1

n—1ln—1

_ Z Z (p[j,n}(pgj,n}j[ifl,nfl}I[jfl,nfl}'

i=1 j=1

Concerning the specificity, an individual is screened as non-infected if at least the
i-th or j-th columns tests result are negative. Thus,



88 J.P. MARTINS, M. FELGUEIRAS AND R. SANTOS

n—1 n—1
pd,=1-3P (XmXi,j ~0, I[““”) -1y p (ij|XZ-,j —0, I[ﬂ'v"*]) flin=1
i=0 =0

n—1 n—1
1- <(1 —0) " Y @Li’"]l[i’”_l]> (1=@e) g™t + ) =t
j=1

i=1

For the others cases, Kim et al. (2007) give expressions for both measures. This
square array design is the common example of a two dimensional procedure. Oth-
ers two dimensional designs are possible as well extensions to higher dimensions
(cf. Berger et al. (2000)) although its application in practice is very rare.

4. META-ANALYSIS WITH k£ STUDIES

For the application of the meta-analysis techniques (combination of the infor-
mation provided from different studies) it is necessary to decide on the nature
of the parameter of interest. If there is evidence to assume that the parameter
is the same across the different studies, a fixed effects model (subsection 4.1) is
recommended. But, if the parameter is in fact a random variable with possible
different values in each study, the use of a random effects model is advised (sub-
section 4.2). In this case, the use of covariates in a meta-regression study is an
useful tool for assessing the variance between studies. There are several ways
for deciding the kind of model that best suits the meta-analysis (Hartung et al.,
2008).

4.1. Fixed effects model

Suppose that k studies concerning the estimation of some prevalence rate py, ..., pi
are available. In a fixed effects model it is assumed that p; = --- = pp = 0.

Let E; be the estimator used in the i-th study. An overall estimator is given
by

® 9= T ofh

where 0 is a convex linear combination of the E; estimators. Since the within
study variances are usually unknown, the weights w; are chosen as the inverse of
the estimated effect size variance

1
(6) Ww; = ——,

Var (Ez)
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in order to reduce the overall estimator @ variance.

As Hartung et al. (2008) point out, it is also useful to attach some quality
index ¢; to the i-th study along with the nonnegative weights ws. Thus, yielding
the following estimator of 6

k
~ 1 Giw; I
(7) 0* — 21:1 q w

k
Zz‘:1 q;W;
with estimated asymptotic variance
k —
(8) 5 6] = Var 6] = Yot gfw} Var [E]

2
(Z?:1 inz‘>
A (1 — ) x 100% confidence interval for € is given by
(9) ]é\* - Zl—a/28§* ) é\* + 21—04/26_\5* |:

4.2. Random effects model

In a random effects model the parameter p is described by some distribution F'.
Let u stand for the random variable mean value and 72 stand for the random
variable variance (between study variance). The estimator 6* of y may be updated
to (cf. Kulinskaya et al., 2008)

Zle qiw; (1) E;

10 0" (1) = ,
( ) () Zf:l qiW; (T)

where

(11) w; (1) =1/ (7> + 57 (6;))

and 7 represents the within study variance.
For estimating 72, the DerSimonian and Laird (1986) estimator defined by

Q-(k—-1)
Zle w; — Zf:l @2/ Z?:l W ’

(12) 75, = max <0,

where @ is the commonly used Cochran’s statistic (cf. Cochran, 1954). Rukhin,
Biggerstaff and Vagel (2000) provide the equations for the maximum likelihood
estimator and for the restricted maximum likelihhod estimator. Biggerstaff and
Tweedie (1997) provide confidence intervals on 7.



90 J.P. MARTINS, M. FELGUEIRAS AND R. SANTOS

4.3. Prevalence rate estimation

There are few papers on the issue of combining prevalence rate estimates from
different studies. One of the reasons is that we always have the obvious solution
of presenting an overall estimate as defined in (7) or (10). However, as far as
we known, none performing quality index has been defined for the estimators.
However, two alternatives were presented by Chen and Swallow (1990), but they
do not use an overall estimator. These author’s methods are based in the compu-
tation of the slope of linearized logistic regression model. This process also does
not consider possible different experimental designs.

Our suggestion is to use the probability of denoting a specimen as positive
(X;") when a methodology M is chosen (cf. Santos et al., 2012)

pM = Py (X1 X1 = 1) P (X1 = 1) + Py (X1 | X1 = 0) P (X1 = 0)
=o'+ (1-¢)(1-p)
=1-M+ (e + el - 1)p,

where gpév‘ and goé\’l stand for the process sensitivity and the process specificity, as
previously defined. Thus, the number of specimens screened as positive follows
a binomial distribution B (N , pM). Hence, the expected number of specimens
denoted as defective is equal to Np™. Solving the previous equation in order to

b,
M M—l
(13) -
Ps +(pe -1

we find the following estimator for p

SNYi M
(14) i Sk
M+l -1

Ny
for 1—¢e < # < s and @M 4+M > 1 where Y;’s are independent Bernoulli

random variables (Y; = 1(0) stands for a positive (negative) process classification

of the i-th individual) and N is the sample size. The restriction # < (g
could be dropped in practice as the prevalence rate p is low when group testing
procedures are applied (cf. Hung and Swallow, 1999). Hence, it is expected that
condition to verify at least for a reasonable sample size N. For reasonable process
sensitivity and process specificity the inequality goé\’l + goé\’l > 1 is also verified.

N .
The condition LJ:VI—YZ > 1 — . is very important as the expected number of false

positives (given by (1 — ¢.)N) is higher than the expected number of infected
individuals (pN). Moreover, the number of individuals screened as positive is also
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raised by the number of infected individuals correctly classified. Our estimator
can not be applied in this case as it will lead to a negative estimate. For avoiding
an overestimation of p we do not recommend the use of any estimator in these
conditions.

When using group testing procedures, it is not always possible to get an
observed value of >_7 | Y; directly. Loyer (1983) and Hung and Swallow (1999)
discuss the estimation of the prevalence rate in hierarchical algorithms procedures
and Xie et al. (2001) consider the case of square array algorithms.

Let p; denote the estimator for p in the i-th study and consider the stabilizing
variance transformation g () = 2y/narcsin (/z) defined in (2). We advise the
use of the estimator of

(15) h (p;) = /narcsin (\/ﬁ:) .

The estimator mean E [k (p;)] is asymptotically equal to h(p), i.e., E[h(pi)] =
h (p). This estimator mean square error is

(16) MSE([h (5:)] = (E (h (7)) — h (p))* + Var [ (57)] -

Thus, we suggest as weights

1
17 W = ———=,
" Var [1 ()
and as quality index
1

(18) ) )

Finally, an overall estimator is given by

(19) h(p) = 2= igih (P)
> wig;

The use of the estimators h (p;) reduces the h (p) estimator variance. Besides, it
has the advantage that, even for a small study sample size, an estimate of the
within study variance will not be required. However, note that those estimators
are not unbiased for A (p), since h is a non-linear transformation. Note that the
meaning of an estimate given by p depends on wether a fixed effects or a random
effects model is assumed.

Example 1. Let X,, —~ Binomial (n,p) and consider the estimator defined in
(15). Since, as n — oo,
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. — . d 1
(20) (arcsm Dn, — arcsin pn) — T ~N <O, m) ,
then
(21) h(p) = > w;q; arcsin /p;

> widi
From (17) and (20) we get
(22) w; = 4n

and by (18) we have

(h(pi) = h (p))”
1

(arcsin <\/]77) — arcsin (\/13)>2

However, the estimator h (p) depends on the unknown parameter 6! To overcome
this problem we suggest the following algorithm.

(23) —

Algorithm.

Let ho (p) be an initial estimate and then compute recursively new estimates
according to the relation

SR wi x g x hy (By)
24 h; = == .
(24) j+1 (D) S

The process stops when a new estimate differs from the previous one less than
some tolerance ¢ (previously established). There is a drawback in this process

because )

~ 2
(h(pi) —h(p))
and the denominator may assume the zero value. This is easily overcome, replac-
ing g; by

q; =

1
(max (¢, h (B;) —h(p)))*

where ¢ is some value close to zero. The process convergence is not affected by
this minor change.

qi =
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Example 2. The table below contains the data on 13 trials on the prevention of
tuberculosis using BCG vaccination that may be found in Hartung et al. (2008).

Table 2. Data from a meta-analysis study on the effect of BCG.

Study | Infected | Non-infected
1 4 119

2 6 300

3 3 228

4 62 13536
5 33 5036
6 180 1361
7 8 2537
8 505 87886
9 29 7470
10 17 1699
11 186 50448
12 5 2493
13 27 16886

In study 6 the proportion of infected individuals is at least 3 times higher than
in the other studies. So, suppose that for all studies the process sensitivity is
ws = 0.95 and the process specificity is @, = 0.995. In this case, studies 4, 7,
9 and 11 to 13 can not be used since the estimate is less than 1 — ¢, = 0.005.
Using the remaining studies, an overall estimate of the prevalence rate is, for a
tolerance ¢ = 1076 and ¢t = 107%, 0.2837%, (note that study 8, with the biggest
sample size, provides a prevalence rate estimate of only 0.07548). If the process
sensitivity and the process specificity of the study 6 is reduced to s = @5 = 0.9
then the prevalence rate overall estimate reduces to only 0.0982%. This shows the
importance of giving more weight to the estimates obtained from methodologies
with lesser error rates.

The previous example shows the impact of the quality index in the global esti-
mate. However, the example just considered one of the studies different from the
others concerning the process sensitivity and the process specificity. To verify
the differences, in general, between our estimator and an unweighted mean of the
estimates some simulations were performed using the MatLab 6 software. Hence,
to assess the effect of our methodology in the accuracy of the global estimate, a
10* replicas of meta-analysis application were simulated. In this simulation:

e the prevalence rate was generated by an uniform random variable with
values on the interval (0.0001,0.3);
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e the overall estimator defined in (19) was used in each simulated study with

e=10"*and t =107,

the number of studies K within each meta-analysis was generated by a
discrete uniform random variable varying on the set {5,6,...,15}, i.e., K —~
UniformDiscrete{5,...,15};

each study dimension N was dependent on the prevalence rate since a very
low prevalence rate will require a larger sample size. Thus, for:

—p € (0.01,0.3) N: was generated by a discrete uniform random variable
N ~ UniformDiscrete (5, ..., 1000);

—p € (0.001,0.01) N: was generated by a discrete uniform random variable
N ~ UniformDiscrete (50, . ..,10000);

— p € (0.0001,0.001) N: was generated by a discrete uniform random vari-
able N ~ UniformDiscrete (500, ..., 100000);

each study process sensitivity and specificity was generated by distinct ran-
dom variables with uniform distribution on the interval (0.80,1).

The following table summarizes the simulation results. For each estimator (un-
weighted and weighted mean) it is given the mean, median, percentiles 5 and 95
and the standard deviation of the bias absolute value.

Table 3. Meta-analysis simulation with 10 replicas.

Estimator
unweighted mean | weighted mean
mean 0.001863 0.001279
Bias median 0.000800 0.000802
absolute | Ps 0.000106 0.000072
value Pys 0.005537 0.003435
Std. deviation | 0.002978 0.002200

In the simulation, the choice of the unweighted mean of the estimates or of the
weighted mean without a quality index led to similar results. When a quality
index is used, the bias reduces over 20% in average. This shows that although
when using the quality index an initial estimate for the prevalence rate is required,
this is not important for the convergence of our method. For instance, our initial
value was 0.5 although we only consider prevalence rates below 0.1. An alternative
to this procedure may be considered if there is any reliable information about
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variance of the estimators used in each study. In that case the weights w;’s may
be rewritten as (6) or (11) wether a fixed effects model or a random effects model
is being considered.

5. CONCLUSION

Since there are several processes for estimating the prevalence rate of a disease
(or its mean value), it is necessary to consider the sensitivity and specificity
of the process used for finding each estimate. The use of variance stabilizing
transformations avoids the within study variance estimation, thus reducing the
possible sources of error. The analytical expressions for those quantities could
be implemented in the future in a statistical package in order to favor the exten-
sion of meta-analysis techniques to the problems involving different group testing
procedures.
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