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Abstract
Checking for possible inconsistency between direct and indirect evidence is an
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important task in network meta-analysis. Recently, an evidence-splitting
(ES) model has been proposed, that allows separating direct and indirect evidence

in a network and hence assessing inconsistency. A salient feature of this model is
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that the variance for heterogeneity appears in both the mean and the variance
structure. Thus, full maximum likelihood (ML) has been proposed for estimating
the parameters of this model. Maximum likelihood is known to yield biased vari-
ance component estimates in linear mixed models, and this problem is expected
Funding information to also affect the ES model. The purpose of the present paper, therefore, is to pro-
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pose a method based on residual (or restricted) maximum likelihood (REML).
Our simulation shows that this new method is quite competitive to methods based
on full ML in terms of bias and mean squared error. In addition, some limitations
of the ES model are discussed. While this model splits direct and indirect
evidence, it is not a plausible model for the cause of inconsistency.
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1 | INTRODUCTION

is accomplished through inclusion of a regression term that
depends on the variance for heterogeneity between trials

A key issue in network meta-analysis (NMA) is the poten-
tial occurrence of inconsistency between direct and indirect
treatment comparisons. Several approaches have been pro-
posed for detecting such direct-indirect evidence inconsis-
tency as nicely reviewed by Shih and Tu.' These authors
pointed out that previous proposals do not fully separate
the direct and indirect evidence on a pairwise comparison
of interest. They therefore proposed a new model, which
they called the evidence-splitting (ES) model and which is
based on the principle of independence between direct and
indirect evidence. Splitting of direct and indirect evidence

(studies). The consequence of the presence of this variance
parameter in both the mean and the variance structure of
the model is that standard methods of estimation based on
linear mixed models do not apply. The full maximum-
likelihood (ML) method is a natural choice for estimation
in this setting." This method can be implemented in differ-
ent ways, including structural equation modeling.” A well-
known downside of ML estimation in linear mixed models
is the bias of variance component estimates,>* which can
be substantial especially in arm-based network meta-analy-
sis.” Hence, residual (or restricted) maximum likelihood
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(REML) is the method of choice for such models. However,
as the variance is present in both the mean and the vari-
ance structure of the ES model, REML is not directly
applicable.

Network meta-analysis is most commonly implemen-
ted using a contrast-based approach,® whereby in every
trial each treatment arm is compared to a baseline treat-
ment. The alternative is to use an arm-based approach.
This approach amounts to fitting a two-way analysis-
of-variance model with fixed effects for trials and treat-
ments, and a random effect for the trial-by-treatment
interaction.” The random effect represents heterogeneity
between trials. Taking the trial main effect as fixed ensures
that the principle of concurrent control is observed, that
is, all inference on treatment effects is solely based on
within-trial information, whereas between-trial informa-
tion is not recovered.*” The ES model proposed by Shih
and Tu' is based on the contrast-based approach. Splitting
the direct and indirect evidence involves linear combina-
tions among all contrasts within a trial, ensuring that
direct and indirect evidence are uncorrelated.! However,
the authors also give an arm-based representation of the
model, which is particularly convenient for network meta-
analysis in case some trials involve a larger number of
treatments. This is because the arm-based approach
requires focusing only on the two treatment arms of inter-
est, whereas the contrast-based approach requires forming
linear combinations among all treatments per trial, for the
purpose of evidence splitting.

The present paper proposes an iterative approximate
method for estimating the ES model with both the
contrast-based and arm-based representations, which
allows REML estimation to be used. To assess the merit
of this new method, we will compare it to ML-based esti-
mation methods. The models and methods are laid down
in Section 2. Two examples are considered in Section 3.
In Section 4, we report on a small simulation study com-
paring the estimation methods. Some limitations of the
ES model are pointed out in Section 5. The paper ends
with some conclusions in Section 6.

2 | THE EVIDENCE-
SPLITTING MODEL

Without loss of generality, we here give the models for a
three-arm study involving treatments A, B, and C. This
case is the simplest and relevant to the example consid-
ered in Section 3.1. For the purpose of exposition, the
response is binomial, and empirical log-odds are analyzed
under the assumption of approximate normality.
However, the approach also applies for other response
distributions and link functions, including the normal for
continuous responses in combination with an identity
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link, as considered in the example in Section 3.2. The jus-
tification we give for the ES model (in Appendices A and
B) is somewhat different from that given by Shih and Tu,"
who considered conditional distributions. We give our
own compact derivation based on expected values here
because this helps us focusing on the direct connections
between the contrast-based and the arm-based form of
the model. Furthermore, our derivation shows that the
evidence can be split without using the ES model.

2.1 | The contrast-based basic model
for NMA

Consider a network of trials with treatments A, B, and
C. In trial i, at most three log-odds ratios can be observed:
Vias, Yiac, and y;pc for contrasts B versus A, C versus A,
and C versus B, respectively. In a three-arm trial, the
contrast-based model assumes that

(ylAB) N[(dAB) (72+ViA+ViB 72/2+viA ):|
Yiac dac)’ ?/24via T4 viatvic ’

(Model 1. Contrast-based basic model for network meta-
analysis), where d,z and d,c are the expected values of
the two contrasts y4p and yiac, 72 is the heterogeneity
variance and vy, Vi, Vic are the outcome variances of A,
B, and C, respectively. The variance for heterogeneity, 72,
is due to trial-by-treatment interaction. Note that the
covariance among contrasts involves half the variance for
heterogeneity, 72 /2, as well as the outcome variance that
the two contrasts share. By comparison, the variance of
each contrast involves the full variance for heterogeneity,
72, as well as two outcome variances, since each contrast
has contributions from two treatments. The model for
the third contrast, y;pc, can be written as y;p- ~ N (dgc,T2
“+Vig +Vic), where dgc=dac — dap is the expected value.
The outcome variances Vi, Vi, V;c may differ between tri-
als and also between treatments in the same trial,
depending on the individual trial design and kind of sum-
mary statistic used as the response. They are known
quantities obtained from the analyses of the individual
trials. In a two-arm trial, just one of the three contrasts
Yias, Yiac, and y;pc is observed. This contrast is still nor-
mally distributed with expected value and variance
according to Model 1.

2.2 | The contrast-based evidence-
splitting model

Following Shih and Tu,' we consider evidence splitting
for the C versus B contrast. For this comparison, the
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contrast-based ES model for the i-th three-arm trial can
be stated as

<ylAB> N{(dAB—i—xMBw) <72+viA+ViB 72/2+viA >:|

Yiac dac +Xiacw )’ 2/24via Vet '
(Model 2. Contrast-based ES model for network meta-
analysis), and y;c~N(dpc+w,72+vip+vic), where
dgc=dac - dyp. In this model, w is the discrepancy

between the direct and the indirect evidence on the C
versus B contrast. The latent covariates are given by

_ var(yiap) — Cov(Yiap.Yiac) and

- var(yisp) +var(yiuc) — 200v(yiupsYiac)

var(yac) — €ov(Yiup,Yiac)
var(y;p) +var(yac) — 200v(ViapsYiac)

Xiac =

The role of the latent covariates X4z and X in
Model 2 is to enable evidence splitting, that is, estimation
of the effect w. We denote these covariates as latent
because they depend on unknown variance parameters of
the model. Note that the latent covariates are only
needed for three-arm trials, but not for two-arm trials.
The variance components are the same as in Model 1.
Specifically, the variance for heterogeneity, 72, is
unknown and must be estimated, whereas the outcome
variances Vja, Vip, Vic are known. Model 2 is readily
extended to multi-arm trials with more than three treat-
ments, but all treatments must be considered. For details,
see Shih and Tu."! In Appendix A, we provide an alterna-
tive derivation of the contrast-based ES model and show
that evidence splitting does not strictly require the ES
model.

2.3 | The arm-based basic model
for NMA

If yia, Y, Yic denote the observed log-odds for
treatments A, B, C in a three-arm trial i, then an arm-
based model can be written as

Yia HtPit7a /24 v 0 0
Vs | ~N|| utBi+rs |, 0 /24 0
Yic u+pitre 0 0 12/2+v,-c

(Model 3. Arm-based basic model for network meta-anal-
ysis), where p is an overall intercept, f; is the fixed main
effect of the i-th trial, and y4, v, yc are the fixed main
effects for the treatments A, B, C. This representation of
the arm-based model differs slightly from that given by
Shih and Tu' in that we use a form that does not require

specifying a baseline treatment. It is of the form of a two-
way analysis-of-variance model with factors treatment
and trial and as such in our experience is very conve-
nient for implementation in a linear mixed model
package.” Note that even though the linear predictor is
over-parameterized, and hence restrictions on esti-
mates of the effects need to be imposed, the predictions
are unique.

2.4 | The arm-based evidence-
splitting model

We here focus on the B versus A contrast for better com-
parability with Shih and Tu." For the i-th three-arm trial,
the arm-based ES model can be written as’

Yia HAPi+ 74 +Xiaw

Yis | ~N || u+pitrg+xsw |,

Yic H+Pitre
2/2+vin 0 0

0 72/2+vp 0
0 0 2 /2+vic

(Model 4. Arm-based ES model for network meta-analy-
sis), where w is the discrepancy between the direct and
indirect evidence on the B versus A contrast and the
latent covariates are defined as

Xia = varia) and

7V3r(yiA) +var(y;p)

_ var(y;p)
var(y;,) +var(y;g)

XiB

Note that the latent covariate term is present only for
the two treatments for which the evidence is split (A and
B), but not on the third treatment (C). Also, the latent
covariate is not needed for the two-arm trials. For trials
with more than three treatments, the coding of the latent
covariates is the same as shown here, regardless of the
number of treatments in the trial.! Thus, whenever a trial
has more than two treatments and comprises both treat-
ments A and B, the latent covariates are added in the lin-
ear predictor for A and B in the form given above,
otherwise the latent covariate is set to zero. This makes
this representation of the model particularly convenient
for meta-analyses involving trials with a larger number of
treatments, which are very common in agriculture. In
Appendix B, we provide a derivation of the arm-based ES
model.
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Initialize the value of 72 from
the basic model

¥

Compute x for all observations
from the current value of 7
If convergence

has not been @

achieved : -
Fit the ES model with x as a

known constant and update 7

@ At convergence

End the algorithm

FIGURE 1 Algorithm for obtaining iterated ML or REML
estimate of the contrast-based ES Model 2 or the arm-based ES
Model 4.

2.5 | Methods of estimation for the
contrast- and arm-based models

The basic contrast-based Model 1 can be estimated by full
ML and by REML. The ES model has the heterogeneity
variance parameter z” involved in both the latent covari-
ate x and the variance structure. Thus, the model is no
longer of the linear mixed form. As the parameter 7° is
present both in the mean and the variance, standard
REML is not an option, but full ML is. Shih and Tu'
implemented this method using structural equation
modeling. Here, we employ the NLMIXED procedure of
SAS to implement the full ML method of Shih and Tu.'
Our approach requires specifying the contrast-based
Model 2 in the syntax of the procedure, based on which
the full likelihood is then set up and maximized itera-
tively using adaptive Gaussian quadrature.'®

An alternative is to employ an approximate iterative
scheme using a linear mixed model in which the current
value of the latent covariate x is considered a known con-
stant. The latent covariate is computed for the current esti-
mate of 7%, which is updated in the next iteration. These
steps are repeated until the values of z* in the latent covari-
ate x and the current estimate based on the linear mixed
model fit agree. If ML is used during iterations, we obtain
an approximation of the full ML estimation. It is also possi-
ble to use REML in the iterations, and this is expected to be
preferable due to a smaller bias in the estimation of z°.> We
implemented these iterative methods using the GLIMMIX
procedure of SAS (see Supplemental Information). The iter-
ative scheme is summarized in Figure 1.

The description above is focused on the contrast-
based models. For the arm-based models, we have exactly
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the same options as for the contrast-based models. In par-
ticular, the algorithm in Figure 1 can be applied in the
same way, replacing the contrast-based Models 1 and
2 with the arm-based Models 3 and 4.

3 | EXAMPLES

3.1 | The Sclerotherapy NMA data

We consider the Sclerotherapy NMA data,'" also used
by Shih and Tu,! to illustrate their method. The trial
network has two three-arm trials and 24 two-arm trials.
The treatments were a control group (A), sclerotherapy
(B), and beta-blocker (C). The focus of our analysis is
on the direct-indirect evidence inconsistency for the C
versus B contrast. The binomial outcome is the number
r of participants suffering from bleeding. Trials with
zero events or zero non-events in any of the treatment
arms were handled by adding a value of 0.5 to the
counts in both categories.'* The outcome was trans-
formed to log-odds (¥4, Yin, Yic) and analyzed assuming
approximate normality. The outcome error variance for
the log-odds of a treatment in a given trial was com-
puted as v=1/r+1/(n—r), where n is the binomial
sample size.

Table 1 shows the estimates based on the basic
Models 1 and 3. The REML-based analysis agrees
between both models, whereas the ML-based analyses
differ. The agreement of the REML estimates of 7* is
expected, because the likelihood function being maxi-
mized is based on contrasts taking out all fixed effects in
both cases.” It is noteworthy that the ML estimate of 7> is
rather small for the arm-based model, indicating substan-
tial downward bias (also see Section 4).

Table 2 shows the results for the ES models. The
results for the contrast-based representation agree well
with those in Shih and Tu' (see their Table 2) when full
ML is used. Iterated ML provides a very good approxima-
tion. The arm-based and contrast-based results differ
notably when full or iterated ML is used. By contrast,
results agree between arm-based and contrast-based
model when iterated REML is used. The heterogeneity
variance estimate with ML methods is considerably smal-
ler than with REML, again suggesting that ML methods
are fraught with downward bias, particularly when an
arm-based parameterization is used (see Section 4).

3.2 | A multi-environment variety trial

We here consider a series of 85 crop variety trials evaluat-
ing 13 varieties of spring wheat, conducted in Sweden
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TABLE 1
Sclerotherapy NMA data.!

Contrast-based model (Model 1)

Parameter estimates (standard errors) for the basic models for network meta-analysis using different methods with the

Arm-based model (Model 3)

ML REML ML

0.127 (0.430)
0.877 (0.371)

Contrast dgc

Heterogeneity variance 72

0.132 (0.451)
0.999 (0.423)

REML
0.088 (0.277)
0.192 (0.104)

0.132 (0.451)
0.999 (0.423)

TABLE 2 Parameter estimates (standard errors) for ES models for C versus B contrast using different methods with the Sclerotherapy
NMA data.
Contrast-based ES model (Model 2) Arm-based ES model (Model 4)
Full ML Iterated Iterated Iterated Iterated
(Shih and Tu)* Full ML? ML for ?® REML for 7*® Full ML? ML for 72 ® REML for 7?°
Direct —0.708 (0.787)  —0.709 (0.787) —0.709 (0.787) —0.729 (0.845) —0.543(0.519) —0.543(0.517) —0.729 (0.845)

: c gdir
estimate® dp/,
Indirect
+ c gind
estimate® dp.

0.116 (0.505) 0.116 (0.505)  0.116 (0.506)

Inconsistency ~ —0.824 (0.935)  —0.825 (0.935) —0.825 (0.936)
parameterw
Heterogeneity 0.847 0.847 (0.359)  0.853 (0.359)

variance 72

#Using the NLMIXED procedure of SAS.
Using the GLIMMIX procedure of SAS.
“For definitions see Appendices A and B.

during the five-year period 2002-2006 at multiple loca-
tions."® The purpose of these kinds of trials is to assess
the value for cultivation and use (VCU) for each variety.
The series of trials comprised one reference variety (with
ID 9601). There was particular interest in comparing all
candidate varieties to the reference variety. The dataset is
rather unbalanced, with some varieties tested only in
years 2005 and 2006. A salient feature of this dataset is
that for some of the comparisons the mean of observed
direct differences with the reference variety is quite dif-
ferent from the generalized least squares estimate of the
same difference based on a suitable linear mixed model
as will be described below. This apparent inconsistency
between direct and indirect evidence hampered the com-
munication of generalized squares estimates of variety
means to growers, which led to the proposal of a new
method to estimate the difference exclusively based on
direct comparisons.'® Here, we will investigate the mag-
nitude and significance of the inconsistency.

Value for cultivation and use trials are routinely ana-
lyzed using only data of the current year using an
unweighted two-stage approach.'>'* In addition, a joint
analysis across several years may be performed. We here
consider both models, starting with the single-year analy-
sis. We only use the arm-based approach, which is the

0.112 (0.543) 0.0958 (0.329)  0.0961 (0.329)  0.112 (0.543)

—0.841 (1.005) —0.638 (0.616) —0.640 (0.613) —0.841 (1.005)

1.037(0.439)  0.192(0.102)  0.194(0.103)  1.037 (0.439)

more convenient one due to the relatively large number
of treatments. The available data consist of variety means
per trial, each computed across four observations. In
Swedish variety testing, information on the precision of
the means is not carried forward. Thus, network meta-
analysis for a single year was based on the model

Yij:M+7j+ﬂi+eU

(Model 5. Arm-based basic model for year-wise analysis
of series of crop variety trials), where y; is the mean of
the j-th variety in the i-th trial and e; is a random resid-
ual comprising both trial-by-variety interaction (hetero-
geneity) and residual error associated with the mean. We
assume normality for both the response and the residual.
As the outcome error variances v; were not available, the
residual was modeled as independent random normal
deviate with constant variance 2."> Note that if the error
variances v; were known, the residual would be modeled
as var(e;) =72/2+vy. Replacing this with var(e;) =02
implies the assumption that the error variances v; are
constant. Assuming that the number of replications was
the same in each trial, this assumption has some justifica-
tion. While it is often found that there is some heteroge-
neity of error variance between variety trials, the effect of
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Estimates (standard errors) of direct effects (d%"), indirect effects (d™*%), and inconsistency (w) in comparison of variety 20549

with reference variety 9601 and F-test for inconsistency in variety trial data.'* Residual variance estimated by REML and ML.

Model 6 Model 8
2005 2006 2002-06
Model
Year(s) REML ML REML ML REML ML
o2 90,762 67,673 86,360 66,709 74,472 55,330
Residual variance (13,922) (8964) (12,537) (8438) (5475) (3506)
2005
dind 324 324 324 324
(537) (464) (487) (420)
ddr —336 —336 —336 —336
(426) (368) (386) (333)
w —660 —660 —660 —660
(686) (592) (621) (535)
2006
dind —1055 —1055 —1055 —1055
(332) (291) (308) (265)
ddir —1044 —1044 —1044 —1044
(241) (211) (223) (192)
w -10 -10 -10 -10
(410) (360) (380) (328)
Test for inconsistency
F 0.93 1.24 0.00 0.00 0.56 0.76
af. 1 1 1 1 2 2
p-value 0.3386 0.2682 0.9801 0.9773 0.5690 0.4684

accounting for such heterogeneity in a joint analysis over
trials is often found to be relatively small.'* Also, the con-
stant variance assumption has a justification in randomi-
zation theory for multi-environment trials.'®

As the residual has constant variance under the
assumed model, the covariate x takes values —0.5 and 0.5
for the two varieties to be compared when both are in the
same trial, otherwise the value is zero. This is very simple
to implement because x does not depend on the variance
for heterogeneity here (i.e., x is not latent) and analysis
by REML is therefore exact. The extended model is

(Model 6. Arm-based ES model for year-wise analysis of
series of crop variety trials), where w is the fixed effect for
inconsistency.

Next, consider analysis across years. Locations varied
between years, so we model trials as nested within years
using’

Yijk =M +7j+ Ak + 8 + P+ eij

(Model 7. Arm-based basic model for analysis over years
of series of crop variety trials), where y;; is the yield of
the j-th variety in the k-th year and i-th trial, p is an over-
all intercept, y; is the main effect of the j-th variety, a; is
the main effect of the k-th year, g is the variety-by-year
interaction of the j-th variety with the k-th year, g, is the
effect of the i-th trial nested within the k-th year, and ej;
is a residual comprising both trial-by-variety interaction
and error associated with y;;. The effects a; and gy are
modeled as random for routine analysis. If, however, we
test for inconsistency within years, then all effects except
the residual are fixed. In this case, we can make the
replacement y; =y; +ar + g and take this effect for the
Jj-th variety and k-th year as fixed. With this parameteri-
zation, the joint model for simultaneously assessing
inconsistency in the different years is

Yijk = K+ Vjk + P + WiXijic + eiji

(Model 8: Arm-based ES model for analysis over years of
series of crop variety trials), where wy is the fixed effect
for inconsistency in the k-th year. The covariate x;j takes
values —0.5 and 0.5 for the two varieties to be compared
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when both are in the same trial, otherwise the value
is zero.

To illustrate, consider the comparison of variety
20549 with the reference variety 9601. Variety 20549 was
tested only in years 2005 and 2006, whereas the reference
variety was tested in all years. Analyses were done both
per year using Model 6 and across years using Model
8. The results are shown in Table 3. The direct difference
estimates d (see Appendix B) agree exactly with those
reported by Forkman'® in his Table 2. The REML-based
F-test for inconsistency is not significant, both for the individ-
ual year analyses (p=0.3386 on 1 d.f. for 2005, p =0.9801
on 1 d.f. for 2006) and the across-years analysis (p =0.5690
on 2 d.f.), giving no indication that the direct and indirect
evidence for this comparison are inconsistent. In each of the
two years, the direct and indirect difference estimates (d "
and d ; see Appendix B) are such that the correspond-
ing generalized least squares estimates of the difference
based on a model with fixed variety and trial effect
(d = —107 in 2005, d = —1053 in 2006) fall between them
as expected. In fact, since d "and d based on the ES
model are independent under normality, this generalized
least squares estimate of the contrast, dil%an be computed
as the weighted average of d and d , with weights
given by the inverses of the squared standard errors:

a: [s.e. (E”)} _231"+ [s.e. (Ei”d)} _zai"d with

se@)] " pel@)]
@ = (e e @)

Using this method, d=—82 (s.e.=334) for the year
2005 and d = —1048 (s.e. =195) for 2006. These estimates
coincide exactly with the estimates using the standard
NMA model. The standard errors, however, differ slightly
between the two methods due to different residual vari-
ance estimates. Using the same residual variance esti-
mate, the standard errors coincide exactly (not shown).

For comparison, we conducted the same analyses
using full ML (Table 3). This yielded considerably
smaller residual variance estimates, reflecting the large
number of model degrees of freedom (123 in the
across-years analysis) relative to the size of the dataset
(498 observations). The bias can be calculated exactly
in this case, observing that the REML estimator of the
residual variance equals the residual mean MS,¢5iqua Of
an analysis of variance for the Model 6 or Model
8, hence is unbiased, and the ML estimator equals
(n—p)n~'MSesidual, Where n is the sample size and p is

—1/2

TABLE 4
reported in brackets) of estimators for 72 and dpc under consistent

Simulated bias and mean squared error (MSE,

model using the Sclerotherapy NMA data’ to parameterize the
models (Models 1 and 3) for simulation, assuming 72 = 0.3, 1.0
and 3.0.

Contrast-based Arm-based
consistent model consistent model
(Model 1) (Model 3)
ML REML ML REML
Method for?* for?* forz** fors*?
2=0.3
dpc —0.0096 —0.0080 —0.0122 —0.0088
(0.0831)  (0.0831) (0.0874) (0.0831)
v Heterogeneity ~ —0.1928  —0.1712 —0.2729 —0.1683
variance (0.0419)  (0.0350)  (0.0750) (0.0338)
Convergence % 100 100 100 100
2=1.0
dpc —0.0128 —0.0118 —0.0195 —0.0117
(0.1791)  (0.1799)  (0.1794) (0.1799)
7* Haterogeneity ~ —0.6094 —0.5599  —0.8823 —0.5598
variance (0.3971)  (0.3440)  (0.7834) (0.3439)
Convergence % 100 100 100 100
?=3.0
dgc —0.0193 —0.0187 —0.0254 —0.0187
(0.4364)  (0.4345)  (0.4372) (0.4345)
v* Heterogeneity ~ —1.8414 —1.7189 —2.5749 —1.7189
variance (3.5444)  (3.1358) (6.6629) (3.1358)
Convergence % 100 100 100 100

Note:
#Using the GLIMMIX procedure of SAS.

the number of fixed-effect parameters, meaning that the
bias equals —n~'p x 100% of MS,esiqua- For the across-
years dataset we have n =498, p =124 such that p/n~
and hence a bias of approximately —25%. The ratio p/n is
substantial yet mild by comparison with the usual setting
in medical meta-analysis, where the number of treat-
ments is often two in the majority of studies. For the
Sclerotherapy NMA data in Section 3.1, we have
p/n=28/54~Y2. The REML-based estimator there is not
a residual mean square, because the outcome variances
Vi, Vig, Vic enter the estimation procedure and the ES
model is no longer of the linear mixed form, but the high
p/n ratio still gives some rough indication of the order of
magnitude of the discrepancy to be expected between
iterated REML and ML estimates in an arm-based analy-
sis. By the same token, bias in the contrast-based analysis
is expected to be smaller, because trial effects are
removed such that p equals only the number of treatment
arms minus one and hence p/n is rather smaller for
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TABLE 5 Simulated bias and mean squared error (MSE, reported in brackets) of estimators for 2, d%, d¢ and w under the ES model

using the Sclerotherapy NMA data’ to parameterize the model for simulation, assuming 7> = 0.3, 1.0 and 3.0.

Contrast-based ES model (Model 2)

Arm-based ES model (Model 4)

Iterated Iterated Iterated Iterated
Method Full ML* ML for 7> ® REML for z*° Full ML* ML for z*° REML for z*°
72=0.3
adir 0.0143 —0.0025 —0.0032 0.0422 —0.0029 —0.0032
Direct estimate (0.1191) (0.3094) (0.3118) (0.3149) (0.3041) (0.3118)
dg’g —0.0027 0.0143 0.0131 —0.0520 0.0150 0.0131
Indirect estimate (0.3095) (0.1184) (0.1185) (0.1237) (0.1259) (0.1180)
w —0.0175 —0.0168 —0.0163 0.0941 —0.0150 —0.0164
Inconsistency parameter (0.4243) (0.4239) (0.4316) (0.3586) (0.4275) (0.4316)
= —0.1008 —0.1037 —0.0406 —0.2804 —0.2806 —0.0406
Heterogeneity variance (0.0276) (0.0285) (0.0256) (0.0799) (0.0801) (0.0256)
Convergence % 96.40 94.61 98.70 99.87 37.85 97.77
2=1.0
adir 0.0187 —0.0007 —0.0016 0.0087 0.0045 —0.0016
Direct estimate (0.2537) (0.6746) (0.6812) (0.6465) (0.6488) (0.6812)
dg’g —0.0005 0.0189 0.0173 0.0225 0.0255 0.0173
Indirect estimate (0.6745) (0.2535) (0.2549) (0.2553) (0.2526) (0.2509)
w —0.0195 —0.0196 —0.0188 —0.0139 —0.0210 —0.0188
Inconsistency parameter (0.9347) (0.9343) (0.9431) (0.8896) (0.9013) (0.9431)
72 —0.2625 —0.2625 —0.1148 —0.7928 —0.7936 —0.1148
Heterogeneity variance (0.1675) (0.1678) (0.1413) (0.6484) (0.6498) (0.1413)
Convergence % 99.95 100 100 100 95.50 99.98
2=3.0
dgié 0.0022 0.0022 0.0015 0.0077 0.0075 0.0015
Direct estimate (1.6405) (1.6404) (1.6535) (1.5667) (1.5673) (1.6535)
dg'g 0.0278 0.0277 0.0268 0.0342 0.0342 0.0267
Indirect estimate (0.6043) (0.6042) (0.6101) (0.5747) (0.5746) (0.6101)
w —0.0256 —0.0256 —0.0253 —0.0265 —0.0267 —0.0253
Inconsistency parameter (2.2596) (2.2588) (2.2785) (2.1445) (2.1444) (2.2785)
72 —0.7949 —0.7931 —0.4263 —2.2030 —2.2033 —0.4263
Heterogeneity variance (1.2206) (1.2217) (0.9456) (4.9784) (4.9798) (0.9456)
Convergence % 100 100 100 100 100 100

2Using the NLMIXED procedure of SAS. This implements the full ML method of Shih and Tu.!

Using the GLIMMIX procedure of SAS.

contrast-based analyses. This will be investigated further
by simulation in the next section.

4 | SIMULATION

To investigate the bias and accuracy of alternative esti-
mation methods for the ES model, we conducted a Monte
Carlo simulation using the Sclerotherapy NMA data’ to
parameterize the arm-based model. The data were simu-
lated under the null hypothesis of no inconsistency
between direct and indirect evidence (w = 0) for the C
versus B contrast (dgc). Thus, assuming Model 3, we set

the fixed effects in the linear predictor equal to the esti-
mates obtained by iterated REML. Random effects for
heterogeneity were simulated from a normal distribution
with variance 72/2. The value of the parameter 7% was set
to 0.3, 1.0 (close to the iterated REML estimate) and 3.0.
The binomial response was generated using the binomial
probability obtained by applying the inverse logit link to
the linear predictor and using the sample size n as given
in the example for the respective treatment and study.
When non-convergence occurred, this was invariably
because the estimator of 7> approached zero. In these
cases, we replaced the analysis by one that fixed 7* at zero
from the start. This way, convergence could be achieved
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in all cases. The percentage of cases where convergence
failed when 7> was a parameter to be estimated was
recorded. The performance of the full ML method and
the iterated ML and REML methods for the ES model
was assessed in terms of the bias and mean squared error
(MSE) of the estimators of 72, di% d¢ and w (see
Appendices A and B). Each of the three scenarios for 7°
was assessed based on 10,000 simulation runs. The
methods were assessed under both the contrast-based
and the arm-based representation of the model for analy-
sis. For comparison, we also investigated the analysis
based on the consistent Models 1 and 3. Results are
shown in Tables 4 and 5. Generally, for the ES model, the
iterated REML method performs best in terms of both
MSE and bias for 72 and effect estimates as well (Table 5).
Overall, the performance of the iterated REML method is
quite comparable to that of REML for analysis by the
consistent model (Table 4). The method produces
the same results for both contrast-based and arm-based
approach, as is expected from corresponding results for
the consistent model.” The key reason for this agreement
between contrast-based and arm-based analysis lies in
the fact that REML makes use of the residual contrasts,
which remove any fixed effects, thus duly accounting for
the degrees of freedom lost to fixed effects.> For the theo-
retical details we refer readers to Piepho et al.” The result
carries over to our iterated REML method for the ES
model, because on each iteration, a linear mixed model is
fitted, conditioning on the current estimate of w. The
ML-based methods suffer from larger bias for 72, which
also translates into larger MSE. The problem is most pro-
nounced for the arm-based approach, which is due to the
large number of fixed study effects. Generally, for both
ML and REML methods, the MSE increased with the true
value of 72, which is expected by way of analogy with
sample variances in simple random samples.’ Interest-
ingly, the point estimates of w have comparable bias and
MSE for ML and REML methods. Note, however, that
estimates of uncertainty for w estimates (model-based
standard errors and confidence intervals) will be
adversely affected by the inferior performance in estimat-
ing 7%. In summary, the results show that the iterated
REML-approach is quite competitive. These results are
restricted to smaller networks as investigated here. Per-
formance in larger networks is certainly worth investigat-
ing in future.

5 | LIMITATIONS OF THE
EVIDENCE-SPLITTING MODEL

The arm-based ES model has a single term wx;; to detect
the inconsistency between direct and indirect evidence.

The latent covariate x; takes non-zero values only in tri-
als with direct evidence, so we will focus on such trials
here. If we consider the direct evidence of the B vs. A
contrast, the relevant latent covariate values for the i-th
trial are x;4 and x;g. The values of x;4 and x;z depend on
the variance components. While this model does lead to
a clean separation of the direct and indirect evidence
under the consistent two-way model, and as such is very
useful, it does not represent a plausible data generating
mechanism under inconsistency. To explain in more
detail, consider the arm-based linear predictor under con-
sistency, excluding the random effect for heterogeneity
for clarity:

nj=u+y+p

(Model 9. Arm-based linear predictor under consistency,
excluding random effect for heterogeneity for clarity).
This gives the expected value of the j-th treatment in the
i-th trial on the linear-predictor scale under the consis-
tent arm-based model. Adding the term for evidence
splitting, the linear predictor becomes

N =pH+7j+ i+ wxy

(Model 10. Arm-based linear predictor for ES model,
excluding random effect for heterogeneity for clarity).
What this model would imply if taken at face value, is
that in trials where both treatments A and B are present,
the mean of treatment A is shifted by the amount wx;,4
compared to trials not having both treatments, whereas
simultaneously treatment B is shifted by the amount
wx;g. The parameter w itself equals the corresponding
shift in the difference between the means of A and B.
Thus, observing that x;z —x;4 =1 under the ES model,
the difference in the i-th trial, assumed to have both
treatments A and B, is given by

Mgy —Naj = VB —Ya+W(Xip —Xia) =yp— ¥4 +W.

The key point here is that x;5 —x;4 =1 regardless of
the variance components. But under the ES model, the
variance components additionally determine the exact
values of x;4 and x;z. Hence, the variance components
dictate how large the shift of each of the two treat-
ments is. Moreover, the shifts for A and B are further
restricted to be opposite in sign, and also the shifts
depend on the trial. While this is perfectly fine for the
purpose of splitting the direct and indirect evidence
under the consistent Model 9, it is too restrictive as a
model explaining how any inconsistency may have
come about in multi-arm trials, where treatments other
than A and B do not experience a shift. Hence, the ES
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model is best regarded as a convenient tool for tracing
the separate flows of direct and indirect information
for a particular contrast under the consistent Model
9, but not as a model describing a plausible data-
generating mechanism under inconsistency.

As the focus of the analysis is on just the two treatments
A and B in multi-arm trials where both are present, the
most obvious choice for a plausible model under inconsis-
tency is one that allows the direction and amounts of shift
of A and B to be independent of any variance components.
Clearly, the variance components cannot be causal agents
in the genesis of inconsistency. The causal agents must be
related to the conduct of a trial, its specific settings for the
individual treatments and how this affects the treatment
means. If there is an inconsistency regarding treatments A
and B, then at least one of their effects must be shifted
when they are in the same trial, as compared to the effect
when they are not in the same trial. If that is a reasonable
assumption, then it is also plausible to assume that both
effects are shifted, and independently so, unless one has
very specific evidence to show that only one of the two
treatment effects would sustain a shift under inconsistency.
In this scenario, one possible model under inconsistency
may be formulated using the linear predictor

N =K +7j+ P+ dazajj + 6822y

(Model 11. An arm-based linear predictor with two
parameters for inconsistency, excluding random effect for
heterogeneity for clarity), where z;; = z,;; = 0 except for
Z1ia = 1 for the observation on treatment A and z,3 =1
for the observation on treatment B if the i-th trial has
both treatments A and B. The effect 5, is the shift of the
effect for treatment A when in the same trial with B, and
op is defined analogously. Apart from its realism, this
Model 11 has two important advantages over the ES
Model 10: (i) the covariates (z;; and z,;) no longer
depend on variance components, so the linear predictor
is truly linear in the parameters and REML is directly
available, and (ii) this model can also be fitted to
individual-person (or individual-plot) data using a gener-
alized linear mixed model (GLMM) for observed bino-
mial counts, whereas the ES model only works for a
linear mixed model (LMM) assuming approximate nor-
mality for the empirical logits. The same goes for other
distributions and links with GLMM.

The one missing degree of freedom in the fixed effects
for the ES Model 10 in comparison with Model 11 means
that under this latter realistic scenario for inconsistency, the
ES model cannot fully capture the inconsistency and hence
the variance estimate for heterogeneity (°) will sustain an
upward bias. This, in turn, raises the question as to the best
model to estimate 7. The answer partly depends on the

Synthesis Methods—YV1 LEY-L

purpose of the analysis. The models considered in this
section provide three options: (i) the consistent Model
9, (ii) the ES Model 8 with one degree of freedom for incon-
sistency, and (iii) the extended Model 11 with two degrees of
freedom for inconsistency. Using Model 9 provides a valid
estimate of 7> under the null hypothesis of consistency. This
estimate is fine if we assume that consistency holds and we
just want a numerical check on the contributions of the
direct and indirect evidence to the overall estimate of
the B versus A contrast. This estimate is also fine for
testing the null hypothesis of consistency, but it is not
appropriate for obtaining valid standard errors of esti-
mates of w under Model 10, which is why Shih and Tu
proposed a ML estimation method based on Model 10.*
In Section 2, we have continued along the same lines
and developed alternative methods of estimation under
the same Model 10, which we then compared by simu-
lation under consistency in Section 4. The discussion
in the present section suggests, however, that Model
10 may not be the best model to obtain a realistic esti-
mate of 7> under inconsistency, because it only has one
degree of freedom for inconsistency, whereas two
degrees of freedom are required for a realistic represen-
tation of any inconsistency in relation to the two focal
treatments. Hence, one may argue that Model 11 is
preferable for estimating 7° if it is thought necessary to
allow for inconsistency. Moreover, Model 11 may also
be the better model for detecting inconsistency.

It should be re-iterated that the two-parameter Model
11 for inconsistency proposed here does not achieve the
separation of direct and indirect evidence arising when
the consistent Model 9 is assumed to hold, whereas this
is achieved perfectly well with the ES Model 10. For
example, if there are two three-arm trials, as in Example
1, then in addition to the direct evidence there is also
indirect evidence on the treatment effects between the
two three-arm trials due to the heterogeneity in the
response variances v;. Model 11 cannot split that evi-
dence, because the effects §4 and §p simultaneously cap-
ture both sources of information, but the ES Model
10 can achieve the splitting via the single parameter w,
which by construction captures the discrepancy between
direct and indirect evidence. The ES Model 10 introduces
the single additional parameter w as a device to trace and
separate the flow of direct and indirect evidence on the B
versus A contrast in fitting the consistent Model 9, with-
out representing a plausible model for the genesis of any
inconsistency. In all fairness, this is the main stated pur-
pose of the ES model. By contrast, Model 11 introduces
two parameters 64 and &g in order to represent a realistic
mechanism for inconsistency and simplify the estimation
of the variance for heterogeneity. It may have better
power for detecting inconsistency, but the model cannot
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cleanly separate the direct and indirect evidence flowing
in the consistent Model 9.

In this section, we have considered one specific model
for inconsistency. There are, of course, many other
models for inconsistency, and these are nicely reviewed
in Shih and Tu.' Any of these models can be used as an
alternative to Model 11 in analyses aimed at modeling
inconsistency. Our purpose in introducing that model
was not to advocate one specific model for inconsistency,
but to illustrate the limitations of the ES model in repre-
senting a plausible mechanism for inconsistency.

In relation to option (i), it may be added that if consis-
tency is assumed to hold, the split of the direct and indi-
rect evidence could also be achieved as follows. First, fit
the consistent Model 9 using all the data and obtain an
estimate of the B versus A contrast and its associated var-
iance. Denote these as EAB and var EAB . Also, save the
estimate of z* from this analysis and dénote this as 77
Second, only use the data on treatments A and B and
only include trials having data on both A and B. Plug in
the estimate 7, and obtain the estimate of the B versus
A contrast. This will be the estimate representing

. . ~dir . . .
the direct evidence, d,; with associated variance

~di —~
var (d Al;) . Third, noting that dsg must equal the
. ~dir ~ind . .

weighted average of d,; and d,, with weights given by
~dir ~ind ~dir

Wair = [Var (dAB) +Var(dAB>} /var (dAB> and
~dir ~ind ~ind .

Wing = [Var (d AB) -+ var (d N B) } /var (d AB) ,  respectively,

. ~ind ~ind
we can obtain d,; and var (d AB) as follows:

-1

~ind 1 1
var (d B ) = — - i
var (dAB) var (d AB)
and
~ind ~dir

-1 (5
dyp =Wing (dAB - WdirdAB) .

This reverse-engineering approach splits the evidence
in exactly the same way as the ES model does when the
same estimate of 7z* is used. This equivalence makes it
clear that the ES model is a tool for splitting the evidence
under the consistent model.

6 | CONCLUSION

The ES model is useful for detection of inconsistency
between direct and indirect evidence. As the model has

variance parameters in both the mean and the variance
structure, full ML is the most natural approach to estima-
tion. The downside of this method, as supported by our
simulation, is substantial bias of the variance parameter
estimator. Our proposed iterated REML estimator pro-
vides an efficient and less biased alternative. While the
ES model is a convenient tool for comparing direct and
indirect evidence, it does not provide a plausible model
for the genesis of inconsistency. For this purpose, other
models may be preferred.
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APPENDIX A: DERIVATION OF THE
CONTRAST-BASED ES MODEL

In this section, we show that evidence splitting does not
strictly require the ES model and also give an alternative
derivation of the contrast-based ES model. The example
that is considered in Section 3.1 uses treatment A as a base-
line. Following Shih and Tu,' we focus on the contrast C
versus B. Before moving to three-arm trials, consider the
simpler case where all trials involve just two of three treat-
ments. If the interest is in the C versus B contrast dgc, then
two-arm trials comprising treatments B and C (in short:
BC-trials) provide direct evidence. Two-arm trials with
treatments A and B (AB-trials) provide direct evidence on
the B versus A contrast d,p, and two-arm trials with treat-
ments A and C (AC-trials) provide direct evidence on the C
versus A contrast d,c. In a consistent network, both AB-
and AC-trials together provide indirect evidence on the C
versus B contrast because dpc=dsc —dsp. Hence, evi-
dence splitting amounts to comparing the direct evidence
provided by the BC-trials with the indirect evidence pro-
vided by the AB- and AC-trials.

Now assume that the network includes at least one
three-arm trial (ABC-trial). Such trials comprise both
direct and indirect evidence on the C versus B contrast.
Hence, the evidence needs to be split within such trials.
In a three-arm trial i, the direct evidence is given by

Lt =Yiag —Yiac = —Vigc»

where y;p- is the observed contrast (direct difference)
between C and B. Now in the same three-arm trial we
are looking for

Li =Yiap + CYiac

with ¢; chosen so that L;; and L;, are uncorrelated, and
hence independent under normality, which we assume
throughout. The reasoning here is that L;; and L;, provide a
one-to-one transformation of y;4p and y;ac, representing the
complete evidence provided by the i-th trial, and that since
L; captures all direct evidence but no indirect evidence,
then the uncorrelated L;, must capture all the indirect evi-
dence provided by the i-th trial." Note that indirect evidence
provided by L;, comes from all the indirect comparisons
between C and B that are available across the network of
trials. Clearly, an indirect comparison always involves data
from more than one trial, so L;, in isolation is not informa-
tive about the C versus B contrast. For example, if the i-th
trial provides a direct comparison of B versus A (y4p) and
another trial k provides a direct comparison of C versus A

(Vrac), then the difference of these two direct comparisons
(Viag — Yrac) provides an indirect comparison of B versus
C. A large network of trials can provide a large number
of such indirect comparisons. NMA seeks to exploit all of
these indirect comparisons and combine them in an opti-
mal way with the direct evidence.

Continuing our derivation, we find

cov(Li,Liz) = var(yisp) — civar(yiac) + (¢i — 1)cov(yiapYiac)
= ¢i[covV(Yiap.Yiac) — Var(Yiac)]
+[var(yiap) — cov(Viap.Yiac)] =0

o var(yup) — CoV(YiupsYiac)
=
var(yiac) — cov(¥iapsYiac)

[Note that ¢ is defined always because
var(Yiuc) — COV(ViupsYiac) >0 always]. If there are napc
ABC-trials and npc BC-trials, then the direct evidence is
given by the n,pzc+ npc equations

Ly = —dpc + e;1 (napc equations for the ABC-trials)
Yige = dpc + eipc (npc equations for the BC-trials).

where, according to Model 1, ¢;; and e;p¢ are both distrib-
uted as y;pc ~N(0,72+vip+vic). From these equations,
the contrast dpc can be estimated using generalized dli?ast
squares. This provides the direct-evidence estimate d.

The indirect evidence is provided by the nyp- ABC-
trials, the nyp AB-trials, and the n,c AC-trials, through
the nypc + nap + nac equations.

Lip =dap+ cidac + e (napc equations for the ABC-trials)
Yiap = dap + eiap (nap equations for the AB-trials)

Yiac = dac + eiac (nac equations for the AC-trials)

where, by Model 1, ep~N|0,7>+vi+Vip+c(7?

+Via +Vic)+2(.'i(‘[2/2+vb4)], €iAB NN(O,TZ+ViA+ViB),
~ind ~ind

and ejac ~ N(0,72 +via +vic). Let leB and dl:C denote the

generalized least-squares estimates of dup and duc,

respectively, based on these equations. The indirect-evi-
. ~ind ~in ~ind  ~ind
dence estimate dp is computed as dy. =d - —d 5.
~dir
Since the direct- and indirect-evidence estimates dp.
I
and dg- are uncorrelated, the generalized least-squares
r
estima_t% of dpc in Model 1 is the weighted average of dg.
~ln
and dp., using their inverse variances as weights. We
have thus achieved the split of the evidence for dpc in

Model 1.
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By Model 1, the dirl_eict- andAiigldirect estimators are
consistent, that is, E(dBC :E<dBC). As we have seen,
the ES model by Shih and Tu is not needed for splitting
the evidence. However, their model allows for in-
consistency between the direct and indirect evidence.!
ThiAsdir is acAci%rlnplished by the assumption that
E(dg- ) =E(dg- ) +w, where w is the discrepancy
between the direct and indirect evidence for the C ver-
sus B contrast. Under the null hypothesis of consis-
tency between the direct and indirect evidence, we
have w=0. We shall now provide a simple justification
for the ES model.

Consider an ABC-trial (i = 1) and an AC-trial (i = 2).

. . ~dir . ~ind
Using the ABC-trial, dg. =Y14¢ —Yiap- Since d, - =Youc»

~ind ~ind
we have d,; =L, —c1d,- and

~ind ~ind ~ind
e = dac —dap =Yauc — Y14 — C1Y1ac +C1Y2uc

= (V1ac = Y148) + V2ac —Y1ac +C1Y2ac — C1V14c)

~dir
=dpc+ (1+¢1)(Yaac —Y1ac)-

i
Now taking expectations, using w:E<dBlé>

—~ind
—E(dglc>, we find w=—(14c¢1)E(Y3uc —Yiac)- Thus

E(Viac) = dac +13¢w, Where dac =E(y2ac)- As a result,

the expected value for the contrast between C and A is
(1+c;)"'w units larger in an ABC-trial than in an AC-
trial.

Similarly, we may consider the ABgi-ntgial (i=1)and
an AB-triaAlind (i=3). Since d,z=y;3 and
dyc= (L2 —dy,p ) /c1, we have

~ind  ~ind  ~ind 1

1
dpc =dyc—dyp = a(ylAB +CWiac) — (EJF 1))’3,43
C1 +1 C1 +1

= Y1ac —Y1ap) + c—lylAB - Y348
~dir  Cq +1
=dpc— 701 (Y348 = Y148)

The expected difference between the direct- and
indirect-evidence estimates is w:lzclE(yMB—ylAB),
. . B c .
which gives E(ysp) =dap—175-w. In conclusion, the
expected value for the contrast between B and C is
¢i/(14c¢;) smaller in an ABC-trial than in an AB-trial.

Hence,

B <yiAB> _ ( dap +xiABW)
Yiac dac +Xiacw

Synthesis Methods—YV1 LEY-L 2

with latent covariates

ar(Yian) — COV(Yiap, Vi
Xiup = var(y;4p) V(ViagsYiac) and

~var(yp) +var(Vuc) — 2c0V (Vg Yiac)

_ var(yiuc) — cov(Viup,Yiac)
var(Viup) +var(Viac) — 2cov(Yiup.Yiac)

Xiac

where the variances and covariances are the same as given
in Model 1. These definitions of the latent covariates are
needed only for the three-arm trials in the example in
Section 3.1. In all other studies, involving only two treat-
ments, the covariate x equals 0, except when the two treat-
ments are B and C, in which case x equals 1. Thus, the
contrast-based ES model is different from Model 1, since a
latent covariate x is added to assess the inconsistency
between direct and indirect evidence for the C versus B con-
trast. Hence, the contrast-based ES model for the i-th three-
arm trial can be stated as in Model 2. The variance compo-
nents are the same as in Model 1. Specifically, the variance
for heterogeneity, 72, is unknown and must be estimated,
whereas the outcome variances v, Vg, Vic are known.
Model 2 is readily extended to multi-arm trials with more
than three treatments, but all treatments must be consid-
ered. For details, see Shih and Tu.!

APPENDIX B: DERIVATION OF THE ARM-
BASED ES MODEL

Here, we provide a derivation of the arm-based ES model.
Assume we want to split the evidence for the comparison of
treatments A and B. Here, we focus on this contrast, rather
than on the C versus B contrast considered in the example
in Section 3.1, for better comparability with the derivations
given by Shih and Tu." In a multi-arm trial comprising both
A and B, we consider two linear combinations, that is,

Mi =y —yiu and
Mp=yip+fYia
with f; chosen so that cov(M;;,M;;) =0. M;; contains the
direct evidence and M;, the indirect evidence on the B
versus A contrast. Under the assumption of indepen-
dence between y;4 and y;p

cov(Mu, M) =var(y;g) —fivar(yy).

Thus, to ensure cov(M;;,M;;) =0 we require
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_ var(yip)
fi= var(yy)

With this choice of f;, M;; is uncorrelated with M;,,
the observed responses of treatment C in the i-th trial,
and data from any other trials. Note that one could sepa-
rately analyze M;; from all three-arm trials together with
all AB-trials to extract all direct evidence on the B versus
A contrast. Likewise, M;, and data on C from all three-
arm trials together with the data from all AC- and BC-
trials could be analyzed separately to extract all indirect
evidence. However, a joint analysis is needed to assess
the inconsistency between both estimates. To develop a
model for this purpose, we now consider the expected
values for M;; and M;,. First, we express the expectations
in terms of the contrast between A and B and, as with
the contrast-based approach, defining df,’; to be the
expected contrast based on direct evidence and d”d the
expected contrast based on the indirect evidence. Again,
under consistency di7 =d%¢ whereas under inconsis-
tency d4% # d"d. As in the contrast-based ES model (Sec-
tion 2.2), we use the parameterization d%%=d"d +w,
thus setting dfff]g =yg—r4+w and dfg =yp—74, Where
v, and yg are the effects of treatments A and B (see
Section 2.3). Hence, the expectations for M;; and M;, are
(ignoring intercept p and trial effects f; for simplicity)

(Mil)_<_1 1) (yiA)_<7’B_7A+W>
E = X E = .
Mi, fi 1 Yis firatvs

Note that for the indirect evidence M;, we are using
the definitions E(y;4) =y, and E(y;5) =y (again ignoring
intercept and trial effects). By comparison, we cannot use
these definitions in the model for the direct evidence M;,,
because this also involves w. This specification is analo-
gous to that for the contrast-based ES model in
Section 2.2. From this model for the expected values of
M;, and M;,, we may obtain the expected values for the
observed treatment responses as

E(m)_(—l 1)1(y3—m+W>
Yin fi 1 firatrs

It can be shown that

1 1
<—1 1>‘1 fi+1 fi+1
fi 1 fi 1
fi+1 fi+1
Hence
1 1
E(yiA>_ fi+t1 fi+1 (VB_7A+W>
Yis fi 1 fira+vs
fi+1 fi+1
1
—w
o Ya fl+1 . ]/A+xiAW
B fi B Y+ XipW
+ w
7B fi+1
with
o= var(y;s) and
var(y;,) +var(y;g)
. var(y;g)
Xip = s
var(y;,) +var(y;g)

where the variances are given in Model 3. The latent
covariate x is set to zero in all trials comprising only one
of the two treatments A and B, and also for treatments
other than A and B in the multi-arm trials involving both
A and B, because the corresponding observations are not
involved in the evidence splitting. The treatment effects
given above for y, and y;, that is, y,+xuw and
¥ +X;sw, are also given by Shih and Tu.' These effects
differ from those in Model 3, as a latent covariate x has
been added to assess any inconsistency between direct
and indirect evidence for the B versus A contrast. The full
linear predictor for the expectation of the j-th treatment
in the i-th trial is p+y;+p; +x;w. Hence, for the i-th
three-arm trial, the arm-based ES model can be written
as in Model 4.

35UB17 SUOLILIOD) BAIIEaID) 3 (qedt|dde sy Aq pausenob afe 3ol YO ‘8sn Jo sajnl 1oy Arelq 1T auluQ A8]IAA UO (SUO1IPUOD-pUe-SWLB)/WI0d A8 1M Azeuq 1 Ul uo//:Sdny) suonipuoD pue swie | Ul 88S *[7202/70/60] Uo AiqiautiuQ AB[IM ‘saausios feinynouby JO AsAIUN UsIpems Ag 69T Ws1I/Z00T 0T/I0p/wod A3 1M Akeiq 1juluo//sdny woly papeojumoq ‘2 ‘v20g ‘.88265.T



	A REML method for the evidence-splitting model in network meta-analysis
	1  INTRODUCTION
	2  THE EVIDENCE-SPLITTING MODEL
	2.1  The contrast-based basic model for NMA
	2.2  The contrast-based evidence-splitting model
	2.3  The arm-based basic model for NMA
	2.4  The arm-based evidence-splitting model
	2.5  Methods of estimation for the contrast- and arm-based models

	3  EXAMPLES
	3.1  The Sclerotherapy NMA data
	3.2  A multi-environment variety trial

	4  SIMULATION
	5  LIMITATIONS OF THE EVIDENCE-SPLITTING MODEL
	6  CONCLUSION
	AUTHOR CONTRIBUTIONS
	ACKNOWLEDGMENTS
	FUNDING INFORMATION
	CONFLICT OF INTEREST STATEMENT
	DATA AVAILABILITY STATEMENT

	REFERENCES
	APPENDIX A DERIVATION OF THE CONTRAST-BASED ES MODEL
	APPENDIX B DERIVATION OF THE ARM-BASED ES MODEL


