Zhan etal. BMC Medical Research

BMC Medlical Research Methodology (2022) 22:294
https://doi.org/10.1186/s12874-022-01765-9 Methodology

RESEARCH Open Access

: . . ™
Comparison of analysis methods and design ==

choices for treatment-by-period interaction
in unidirectional switch designs: a simulation
study

Zhuozhao Zhan'", Geertruida H. de Bock? and Edwin R. van den Heuvel'

Abstract

Background: Due to identifiability problems, statistical inference about treatment-by-period interactions has not
been discussed for stepped wedge designs in the literature thus far. Unidirectional switch designs (USDs) generalize
the stepped wedge designs and allow for estimation and testing of treatment-by-period interaction in its many flex-
ible design forms.

Methods: Under different forms of the USDs, we simulated binary data at both aggregated and individual levels and
studied the performances of the generalized linear mixed model (GLMM) and the marginal model with generalized
estimation equations (GEE) for estimating and testing treatment-by-period interactions.

Results: The parallel group design had the highest power for detecting the treatment-by-period interactions. While
there was no substantial difference between aggregated-level and individual-level analysis, the GLMM had better
point estimates than the marginal model with GEE. Furthermore, the optimal USD for estimating the average treat-
ment effect was not efficient for treatment-by-period interaction and the marginal model with GEE required a sub-
stantial number of clusters to yield unbiased estimates of the interaction parameters when the correlation structure is
autoregressive of order 1 (AR1). On the other hand, marginal model with GEE had better coverages than GLMM under
the ART correlation structure.

Conclusion: From the designs and methods evaluated, in general, parallel group design with a GLMM is, preferred
for estimation and testing of treatment-by-period interaction in a clustered randomized controlled trial for a binary
outcome.

Keywords: Stepped wedge design, Hybrid design, Clustered randomized controlled trial, Power analysis, Monte
Carlo simulation

Background

The family of unidirectional switch designs (USDs) [1, 2],

which includes the parallel group design (PGD), stepped

wedge design (SWD), and delayed start design (DSD) [3]

and allows for unidirectional switches from a control to a
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Fig. 1 Schematic illustration of the USD design families
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also [3]). In general, different switching moments from
control to intervention create different treatment pat-
terns and the family of USD is a collection of designs that
randomly allocate (group of) participants to some, but
not necessarily all, patterns according to pre-specified
probabilities. Different variations of USDs utilize differ-
ent patterns. For instance, a PGD can be considered as
a variation of USD which only uses the pure control and
treatment pattern.

Efficiencies of different USD variations, in terms of esti-
mation and hypothesis testing for the treatment effect,
have been established in literature [2—5]. These results
are all derived under the assumption of a constant treat-
ment effect across the period.

Due to the sequential nature of treatment switching,
violation of a homogeneous treatment effect may cause
a substantial bias in the estimation when not addressed
properly. For instance, if treatment had a higher effect
on the outcome at a later period, then not taking into
account such interaction may lead to an overestimated
overall treatment effect since the treatment is less allo-
cated at earlier periods than later periods. Therefore,

it is important to investigate the presence of time-
dependent treatment effects before making the assump-
tion of a stationary treatment effect. This is usually
addressed via hypothesis testing for the treatment-by-
period interactions. However, so far little work has been
published on this subject for the family of USDs (except
for PGDs). Thus the main objective of this study is to
investigate different analysis approaches for estimating
and testing treatment-by-period interactions for USDs.
Of course, not all variations of USD have identifiable
treatment-by-period interaction effects (e.g., SWD)
and different designs also lead to different efficiencies.
Therefore, we study the analysis approaches for each
variation of the USD that has estimable treatment-by-
period interaction and compare them across different
designs as well. Nevertheless, there might exist more
complex forms of treatment-by-period interaction such
as the time-on-treatment effect [6] where the treatment
effect depends on the time since the onset of the inter-
vention. In this study, we focus on the simple two-way
interaction with no additional modifiers.
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Table 1 Visualization of the treatment-by-period interaction for a SWD

Switch Period 1 Period 2 Period 3 Period 4

Switch 1 1o + B o + B2 + 6o + 82 o + B3 + 6o + 83 1o + B4 + 60+ 84
Switch 2 1o + B 1o + B2 1o + B3 + 6o + 83 1o + B4 + 600 + 84
Switch 3 Mo + B Mo + B2 Mo + B3 Mo+ Ba 460 + 84

Furthermore, we focus on binary clinical outcomes
when clusters of participants are being randomized
(clustered randomized trial), and we assume that at each
period a new set of participants from the cluster enters
the trial (cross-sectional study). And we only consider
“standard” designs that all clusters are being observed
during the same (calender) periods [7]. We study the
performances of different test statistics with simulations
for different USDs. We compare statistical tests (Type
III tests for the treatment-by-period interaction effects)
from the generalized linear mixed model (GLMM) and
from the marginal model with generalized estimating
equations (GEE), both at aggregated and individual-level
data.

The definition of the USD will be briefly explained
in Section 2 and the estimation problem of the SWD
for treatment-by-period interaction will be illustrated.
We will list the USD variations that we will study with
Monte-Carlo simulations. Furthermore, our simulation
settings and the four analysis methods will be discussed
and briefly reviewed in Section 2 as well. In Section 3,
simulation results will be presented and discussed fol-
lowed by a summary and discussion in the final section.

Methods

Based on the idea of the stepped wedge design, switch-
ing treatments (from control to the treatment of inter-
est) at different periods leads to different sequences of
treatment patterns, or patterns in short (See Fig. 1).
USDs refer to a family of designs that consists of all or
a few of these patterns. The probabilities po,p1,...,pT
for each of the patterns are the probabilities of ran-
domly allocating clusters or groups of participants to
the corresponding patterns where the index represents
the total number of treated periods in each pattern. By
setting some of the probabilities to zero, certain pat-
terns would be excluded from the trial. Note that we
assume here (in line with literature on SWDs) that the
clinical outcome is collected on each participant at the
end of each period. The PGD is a USD with pure inter-
vention and control patterns po + pr = 1 (see Fig. 1).
Although no switching is present in this design, it may
be viewed as a special case of the USD where switch-
ing just happened before the trial started and after the
trial ended for the pure treatment and control pattern,

respectively. The commonly used form of SWDs is
a USD with only “middle” patterns as illustrated in
Fig. 1 (po = pr = 0). The DSD is either p7 4+ ps = 1, or
pr +ps+po=1, where se{1,2,...,T —1}. Girling
and Hemming’s hybrid design [2] can also be consid-
ered as a special case of the complete pattern USD
where p;=---=pr_1 and po=pr > 0. Optimal
choices for these probabilities for the estimation of the
treatment effect (when no treatment-by-period interac-
tion exists) has been addressed in literature (2, 3].

Identifiability of all treatment-by-period interac-
tion effects requires participants with control and
with treatment at each period. This is not the case for
SWDs. To see why SWD is not identifiable, consider a
SWD study with T' =4 periods and T — 1 = 3 switch
moments as shown in Table 1, where the population
average response at each cell is expressed in terms of
combinations of a general mean (1, the jth period effect
Bjfor j=1,...,T, an overall treatment effect 6y, and a
period-specific treatment effect §; as a difference with
respect to the overall treatment effect at period j. There
are 2T — 2 unique cells (out of T — T cells) but 27 + 1
parameters are specified. Even if a certain period, say
period T, is considered as the reference period which
is common in most statistical software packages, and
the corresponding parameter 81 and 7 is set to 0, there
is still not enough degrees of freedom unless further
restrictions are being made on the parameters. The way
to mitigate the problem is to require designs to have
both treatment arms present at all periods. In that set-
ting, the number of unique cells is 27 (from T2 4+ T
cells) and there will be 2T + 2 parameters. The restric-
tion Br = 87 =0, which are essential and common
parameter constraints, solves the identifiability prob-
lem. Indeed, in this extended design, one additional
parameter, namely 81, is introduced but two additional
unique cells are introduced as well, which compensates
for the degrees of freedom deficiency. Note that Table 1
is more general than a specific parametric model with
certain distributional assumptions for the outcome
variables. For instance, considering an outcome Yjj of
subject k,(k =1,...,n) at period j(j=1,...,T) from
switch pattern i, (i = 1,..., T — 1), any generalized lin-
ear (mixed) model with the following specification of
the marginal mean p;x = E(Yji):
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g(ik) = po + B + 65 - xi

where g is any monotonic mapping between the mean
and the linear predictor, g is the effect of the jth period,
and x;; is a treatment indicator that equals 1 when treated
and 0 otherwise with corresponding time-dependent
treatment effect 6; = 6y + 8, conforms to the specifica-
tion of Table 1. Such visualization might become conven-
ient when investigating more complicated identifiability
problems such as the case of three-way interactions or
treatment-by-period interaction with a cluster-specific
fixed effect.

Choices of USD

Since it is required to have both treatment arms pre-
sent at each period, designs that satisfy this condition
will be considered in the simulation. Such a condition
suggests choosing designs with the pure intervention
(or control) pattern combined with any other patterns.
We will study the uniform PGD (po =pr =1/2),
uniform (3-pattern) DSD (po = ps = pr =1/3) (in
short, DSDu), and the uniform (full-pattern) USD
(po=p1=---=pr =1/(T +1)) (USDu). We will also
study the optimal DSD (DSDo), and the optimal USD
optimized for the estimation of the overall treatment
effect under the assumption of no treatment-by-period
interactions for continuous outcomes. The probabili-
ties p;s are calculated according to [3]. For the optimal
DSD they are po=(1—p+mnps)/[2(1—p+npT],
ps =npT /120 — p + npT)], and
pr=I[1—p+np(T —95]1/[2(L —p+npT)], where p
is the intraclass correlation coefficient, n the number
of subjects per cluster per period, T the total number
of periods, s the index of the “middle” switching pat-
tern in DSD. For the optimal USD, the probabilities are
given by po=pr=>0-p+np)/[2(01—p+npT)],
and p1 =---=pr—1 =np/(1 — p+npT). It should be
noted that these optimal designs are developed for con-
tinuous outcomes with the assumption of a large num-
ber of clusters. For binary outcomes, the optimal designs
are unknown and we expect the aforementioned optimal
designs to remain approximately optimal for large sample
sizes. Furthermore, p for the binary outcome is calculated
differently as detailed in Section 2.3. An additional com-
plication, in the simulation study with a finite number of
clusters, is the allocation of the clusters according to the
exact optimal probabilities will lead to fractional num-
bers of clusters. We consider 2 different rounding options
for the optimal USD. Following the advice of [3], we first
consider rounding options for the pure control and treat-
ment pattern, this leads to two options (up or down).
Rounding up the optimal proportions yields one unique
USD (denoted as USDol), while several options are
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possible when we round down. After rounding down pat-
terns 0 and 5, we need to either round up patterns 1 and
4 or round up patterns 2 and 3 (options leading to non-
symmetric allocations are excluded). Since the asymp-
totic relative efficiencies for estimating the treatment
effect is negligible between the two options [3], we decide
to choose the former option (denoted as UDSo02), since
we'd like to put more clusters to patterns that are closer
to the pure treatment and control patterns. The numbers
of clusters allocated to each pattern for all design candi-
dates are listed in Table 2 (Section 3).

Brief review of analysis methods

Statistical analysis of USDs can be broken down into two
general approaches. Either the data can be analysed at an
aggregated level by taking summary measures at cluster-
period combinations, or the data can be analysed at an
individual level. The aggregated measure is denoted by
Yij = MYy, -+, Yiju) with M(.), for instance, the aver-
age or sum, where Yj; denotes the kth observation in
cluster i of period j. The two candidate methods con-
sidered in this study can be applied either on an aggre-
gated measure or on the individual outcomes. In the
first method, namely the marginal model with GEE [8],
variations between clusters are treated as nuisances and
the cluster functions as the analysis unit with repeated
observations (individuals) and both period and treatment
enter the model as fixed effects. The focus of the analy-
sis is on the fixed effects averaged over the clusters [9].
The second analysis method is a subject-specific mixed
effects model with clusters as random effect and period
and treatment again as fixed effects [2, 10]. Generally
speaking, aggregation of the outcome does not preserve
the within-cluster correlation structure for binary/bino-
mial outcomes with a nonlinear link function. This is
especially true for the working correlation of GEE. For
instance, suppose the working correlation matrix at the
individual level follows the Toeplitz correlation struc-
ture. This correlation structure is no longer true at the
aggregated level. Reassuringly, this is less of a concern
because the covariance is considered as nuisance param-
eters in GEE. Nevertheless, discussions on the relative
merits of the two methods for estimation of a common
treatment effect (without treatment-by-period interac-
tions) are well-discussed in literature [11-14]. In general,
the marginal model does not rely on the assumption of
the correlation structure and is robust against misspeci-
fication. However, when the number of clusters is small,
the empirical “sandwich” estimator [15-17] used in the
model underestimates the true (co-)variances of the
parameters and the Wald-type test is subject to inflated
Type I error. On the other hand, the mixed effects model
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Table 2 Type | error and power of GLMM and GEE at individual and aggregated level for testing treatment-by-period interactions with
exchangeable correlation structure (N, denotes the number of clusters allocated to switch pattern h)

Design 52 Clusterallocation Type | error Power
No Ni Ny N3 Ns Ns GLMMAgg GEEAgg GLMMInd GEEInd GLMMAgg GEEAgg GLMMInd GEEInd

PGD 02 24 0 0 O 0 24 0053 0.050 0.052 0.050 0.994 0.981 0.994 0.981
PGD 05 24 0 0 0 O 24 0.040 0.044 0.039 0.042 0.992 0917 0.991 0914
PGD 08 24 0 0 O 0 24 0060 0.056 0.060 0.055 0.984 0.842 0.984 0.829
DSDu 02 16 0 O 16 0 16 0.043 0.040 0.043 0.039 0.962 0.861 0.961 0.858
DSDu 05 16 0 0 16 0 16 0040 0.037 0.039 0.037 0.948 0.712 0.948 0.704
DSDu 08 16 0 O 16 0 16 0.046 0.051 0.046 0.051 0.951 0.606 0.951 0.588
DSDo 02 14 0 0 24 O 10 0.049 0.035 0.050 0.034 0913 0.724 0911 0.716
DSDo 05 14 0 0 24 0 10 0042 0.024 0.041 0.022 0.893 0.557 0.893 0.543
DSDo 08 14 0 0 24 O 10 0.043 0.037 0.042 0.038 0.857 0451 0.854 0.445
USDu 02 8 8 8 8 8 8 0047 0.036 0.047 0.036 0.858 0.659 0.858 0.653
USDu 05 8 8 8 8 8 8 0.032 0.037 0.032 0.037 0.841 0511 0.840 0510
USDu 08 8 8 g8 8 8 8 0.059 0.046 0.058 0.046 0.827 0.405 0.825 0.402
Usbo(1) 02 6 9 9 9 9 6 0039 0.034 0.038 0.034 0.777 0487 0.775 0481
UsSbDo(1) 05 6 9 9 9 9 6 0032 0.022 0.031 0.022 0.737 0.365 0.733 0.363
USbo(1) 08 6 9 9 9 9 6 0035 0.030 0.034 0.031 0.696 0.295 0.619 0.289
UsDo(2) 02 5 0 9 9 10 5 0.036 0.029 0.036 0.029 0.700 0415 0.698 0.408
UsDo(2) 05 5 0 9 9 10 5 0.035 0.021 0.035 0.022 0.676 0.320 0.674 0314
USDo(2) 08 5 10 9 9 10 5 0.036 0.034 0.034 0.035 0.644 0.255 0.642 0.251

approach is sensitive to the specification of the covari-
ance structure and the coefficients are more difficult to
interpret on a population level.

Simulation settings

A cross-sectional clustered randomized controlled trial
that consists of M clusters (M € {48,192}) in total and
observed over T =5 periods with subjects per period
per cluster set to n = 50. The outcome of interests Y
is assumed to be a Bernoulli random variable for subject
k(k=1,...,n) at period j(Gj=1,...,T) from cluster
i(i=1,...,M). The following GLMM is used to generate
the outcome Yy

E(Yykboi) = ®(uo + boi + B + Ojxij), 1)

where ® is the cumulative distribution function of the
standard normal distribution, o is a general inter-
cept, boil’l\'./\/ (O, 002) a random effect of cluster i, g is
the fixed effect of period j (B = 0.2(j — 3)), 6; = 6 + §;
the period-specific treatment effect at period j and
with 6y = —0.4 the average treatment effect over peri-
ods. The §; is the difference with the average treatment

! Here we picked M = 48 because we choose the number of clusters to be
divisible by the number of patterns T + 1 = 6 and to make the differences
between USDu, USDol, and USDo2 substantial

effect at period j, two sets of §; is considered, namely a
linear effect (§; = —0.1(j — 3)) and a symmetric effect
(8; = —0.1]j — 3|). Finally, x; is the treatment indicator
for cluster i at period j taking the value of 1 if the cluster
is allocated to the intervention, and 0 otherwise. In addi-
tion, a set of three different values {0.2,0.5,0.8} is cho-
sen for 02 and the ICC p used to calculated each optimal
designs is derived as

_ o
'O_ocz—i—l'

Besides the exchangeable correlation structure used in
the aforementioned data generating process, we also con-
sidered a simulation setting with an autoregressive order
1 (AR1) correlation structure between time points at the
cluster level. That is, the random effect bg; of cluster i is
now replaced by a random effect b;;. This random term
is assumed to be multivariate normal with mean 0 and
variance equal to o> but now with additional correlation
between two time points j and k as corr(b;, b)) = rli=kl,
Here, the correlation parameter is set to r € {0.5,0.8}.
Only aggregated-level analysis will be considered for
ARI since the correlation matrix at the individual level is
cumbersome to specify and the true correlation structure
is usually unknown in practice. Even at the aggregated
level, the AR1 correlation structure specified at the latent



Zhan et al. BMC Medical Research Methodology (2022) 22:294

variable level is not preserved at the outcome level and
an AR1 working correlation structure will still be a mis-
specification for the true correlation structure. We thus
only used exchangeable working correlation for GEE in
this setting.

In addition, for all the simulation settings, the param-
eters are specified according to a subject-specific model.
To translate these regression coefficients or param-
eters (denoted by fs) into marginal model parameters
(denoted by 0 ;), the following relationship is used:

0
Py
V1+o;

Note that this relationship is exact since we used the pro-
bit link function ® (i.e., the cumulative distribution func-
tion of the standard normal distribution) in combination
with a normally distributed random effect for clusters in
the simulation process [18].

The same GLMM model (1) was used to fit each simu-
lated data at the individual level. For the marginal model
with GEE, the following marginal mean structure was
considered:

E(Yyx) = @ (uam + Bmj + Onmjxij),

where a1, Bagj, Omj are the aforementioned marginal
model parameters counterparts to the subject-specific
model parameters (o, Boj, and 6, respectively. Further-
more, an exchangeable working correlation structure was
specified. On the other hand, for the aggregated analy-
sis, the number of events Yj;; = > 7 _; Yijx per cluster and
period was summarized first, and a similar GLMM model

E(Yji/nlboi) = ®(uo + bo;i + B + 6jxi)

was used. Similarly, a marginal model with GEE was used
to fit the cluster-period event counts.

Bias and coverage probabilities were summarized based
on 1000 simulations. All simulations were conducted in
SAS 9.4. For the marginal model with GEE, PROC GEN-
MOD was used and coverage probabilities were based
on the Wald-type confidence intervals. For GLMM,
PROC GLIMMIX was used with Laplace approxima-
tion of the likelihood for estimating the parameters. The
coverage probabilities were derived based on the Wald-
type confidence intervals (asymptotically equivalent to
the confidence interval based on t-distribution with the
denominator degrees of freedom assumed to be infinite).
Powers of the hypothesis test for the treatment-by-period
interactions were calculated by the generalized score
test based on empirical standard errors for the marginal
model with GEE and based on the x?2 test for GLMM.
Type I errors were calculated under the simulation setting
of 6 =0 for j =1,2,...,5. The default parameterization
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in SAS is to take the last period as reference, we changed
this to the third period, since we have chosen 83 = 0 and
83 = 0. This means that the intercept po has the inter-
pretation of the event probability at period 3. For other
variables, we followed the default parametrization in
SAS. We also calculated the Monte-Carlo standard error
(MCSE) for the simulation results.

Results

To be economical with the presentation, most of the sim-
ulation results are deferred to the Additional files (Addi-
tional files 1, 2, 3 and 4). In this section, we will show
some important findings.

Bias and coverage probability

Simulation results with regard to the bias and cover-
age probability are presented in Figs. 2, 3, 4, 5, 6, and
7 under the settings of M =48, linear interaction
effect 8 = —0.1(j — 3), and o2 € {0.2,0.5,0.8} with an
exchangeable correlation structure. All four analysis
methods estimate the model parameters without bias
across all USD designs. Furthermore, GLMM had close-
to-nominal coverage probabilities at both aggregated and
individual levels, while the marginal model with GEE
had lower coverage probability among all designs at both
levels. The coverages were especially poor for GEE when
the estimand was the period effect and the treatment-by-
period effect at period 5. Such phenomenon was even
more severe in designs with extreme unbalanced treat-
ment-control ratios at the first and last period (namely,
USDol1 and USDo2). Note that Wald’s confidence interval
used with GEE is well-known to fall under the nominal
level in general and it is further lowered by unbalanced
samples (unequal proportions of treatment and control
within the period) [19].

On the other hand, when the simulated correlation
structure is AR1 (r = 0.8) with M =48, taking PGD
(Fig. 8) and USDo2 (Fig. 9) with linear interaction effect
as an example, aggregated-level GEE was not able to esti-
mate certain parameters without bias and consequently
had liberal coverages as well. These parameters are period
effects at the first and the last period, and treatment-by-
period effect at the last period under designs that have
extremely unbalanced treatment-control ratios at these
periods (namely, USDol and USDo2). On the contrary,
aggregated-level GLMM did not have issues with the bias
of its estimates but suffered from the problem of less sta-
ble coverages. Depending on the parameter, the cover-
ages were either liberal or conservative. Nevertheless, as
shown in Fig. 10 for the optimal USDo2, the poor perfor-
mances of GEE diminished when the number of clusters
increased while the suboptimal coverages for the param-
eters remained for the aggregated-level GLMM analysis.
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periods o]  56e03 fe]  56e03 [o] 29e-04 [e] 80e-04 | 08
periodd te] 3.5e-03 te] 3.5e-03 [*] 1.1e-03 [o] 52e-04
period2 [+ -28e-03 [+ -2.8e-03 [] -1.1e-03 [«] -7.3e-04
period1 [+ -38e-03 [+ -38e-03 [e] -3.26-05 [e] 1.4e-03
Intercept [— ] 75e-03 [— ] 75e-03 [ » 1.3e-03 [ 1] -8.3e-03
-0.04 -0.02 0.00 0.02 0.04 -0.04 -0.02 0.00 0.02 0.04 -0.04 -0.02 0.00 0.02 0.04 -0.04 -0.02 0.00 0.02 0.04
Bias
a: Bias (e: bias, []: bias+1.96xMCSE)
PGD
gee_agg gee_ind glmm_agg glmm_ind
trt*periods . 095 . 0.95 ¢ 096 ¢ 096
trt*periodd . 094 . 094 hd 095 \d 095
trt*period2 . 0.94 . 094 . 095 . 095
trt*period1 . 094 . 094 . 095 o 095
nt * 094 * 094 . 093 hd 094 02
period5 . 093 . 093 . 0.96 L4 0.96
periodd . 0.94 . 094 . 095 . 095
period2 . 0.92 . 0.92 . 0.94 . 094
period1 . 0.93 . 093 e 095 ¢ 0%
Intercept . 0.92 . 0.92 . 0.94 . 095
tit*periods . 0.94 . 0.94 * 09 * 096
trt*period4 . 0.94 ° 0.94 . 0.95 . 0.95
trt*period2 4 . 0.94 . 0.94 » 0.95 » 0.95
g trt*period1 . 0.94 . 0.94 * 09 . 0.96
® nt . 093 . 093 ° 094 . 094
5 perioas . 094 . 094 o 09 o 0% wos
o periogs . 093 . 093 ¢ 0% e 09
period2 . 0.93 . 093 . 0.95 . 0.95
period1 . 0.93 . 093 * 0.95 . 0.95
Intercept . 0.93 . 0.93 k4 0.94 A 0.94
trt*periods . 0.92 . 0.92 . 0.95 . 0.95
trt*periodd. . 0.93 . 0.93 . 0.95 . 0.95
trt*period2 4 . 0.94 . 0.94 . 0.95 . 0.95
tit*period1 » 0.94 » 0.94 . 0.95 . 0.95
nt . 0.94 . 0.94 . 0.94 . 0.94 o8
periods . 0.92 . 0.92 . 0.95 hd 0.95
periodd . 0.92 . 0.92 . 0.95 4 0.95
period2 . 0.92 . 0.92 * 0.95 14 0.95
period1 . 093 . 093 . 0.96 * 0.96
Intercept . 0.93 . 0.93 . 0.94 » 0.95
085 0.90 0.95 1.00 1.05 0.85 0.90 0.95 1.00 1.05 0.85 0.90 0.95 1.00 1.05 0.85 0.90 0.95 1.00 1.05
Coverage Probability
b: Coverage Probability (e: Coverage probability, dashed vertical line:
0.95 £+ 1.96 x \/0.95 -0.05/1000
Fig. 2 Estimation biases and coverage probabilities of the four approaches (GLMM at individual level (glmm_ind), GLMM at aggregated level
(glmm_agg), marginal model with GEE at individual level (gee_ind), marginal model with GEE at aggregated level (gee_agg)) using the PGD under
the settings of M = 48, n = 50, linear effect §; = —0.1(j — 3), and cr[z € {0.2,0.5,0.8} with an exchangeable correlation structure. (vc: variance
component, trt*period1-5: treatment-by-period interaction at period 1-5)

Type | error and power

The proportion of pure treatment patterns plays an
important role in both Type I error and the powers
of the four methods as shown in Tables 2 and 3 for the

simulation setting with M = 48, r = 0.8 for ARI, and a
linear interaction effect. First of all, Type I errors of the
four methods became more conservative when the pro-
portion of pure treatment patterns decreased from the
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DSDu
gee_agg gee_ind glmm_agg gimm_ind
ttperiods [ ] -3.7e-03 -3.6e-03 -4.2e-03 [ +] -3.5e-03
ttperiod4 [*] -1.6e-03 -1.6e-03 -1.8e-03 [e] -1.5e-03
trt*period2 [*] 1.1e-03 1.1e-03 6.7e-04 [»] 2.4e-04
trt*period1 [*] -1.7e-03 -1.7e-03 -2.5e-03 -3.2e-03
rt [*] -2.0e-03 -2.1e-03 -1.2e-03 -8.6e-05 02
periods [*] 22e-03 22e-03 2.0e-03 [»] 8.0e-04
periodd [*] 1.1e-03 1.1e-03 9.2e-04 [*] 3.5e-04
period2 [e] -1.4e-03 -1.4e-03 -8.6e-04 [e] -2.3e-04
period1 [e] -7.0e-04 -7.0e-04 3.5e-04 [e] 1.5e-03
Intercept (=] 3.5e-03 3.5e-03 1.3e-03 [*] -1.5e-03
trt*periods [*] -2.8e-03 -2.7e-03 -2.7e-03 [*] -2.0e-03
trt*periodd. [*] -1.7e-03 -1.6e-03 -1.2e-03 [«] -8.0e-04
trt*period2 4 (] 3.7e-03 3.6e-03 4.0e-03 [=] 3.6e-03
g tit*period1 [e] 1.3e-03 1.2e-03 7.1e-04 [e] -6.0e-05
B trt [«] -37e-03 -36e-03 27e-03 [e] -1.5e-03
£ ve: 05
S periods [*] 9.2e-04 83e-04 -6.0e-04 [*] -1.8e-03
£ periodd [e] 1.8e-03 1.8e-03 8.7e-04 [o] 22e-04
period2 [+] 27e-03 2.7e-03 -2.5e-03 [*] -1.9e-03
period1 [*] -2.3e-03 -2.2e-03 -9.5e-04 [»] 2.7e-04
Intercept [~ ] 5.5e-03 5.4e-03 2.1e-03 [ *] -2.5e-03
trt*periods [ ] -37e-03 -3.7e-03 -37e-03 [ »] -3.3e-03
ttperiod4 [*] -2.9e-03 -2.9e-03 -2.8e-03 [ ] 2.4e-03
trt*period2 4 [e] 1.7e-03 1.6e-03 1.7e-03 [*] 1.3e-03
tit*period1 [*] 1.1e-03 9.7e-04 2.4e-04 [«] -7.5e-04
nt [*] -2.3e-03 -2.3e-03 -6.5e-04 [e] 9.1e-04 o8
periods (] 3.1e-03 3.0e-03 1.4e-03 [»] 3.3e-04
periodd [*] 1.3e-03 1.3e-03 -4.0e-05 [«] -6.9e-04
period2 [*] -1.7e-03 -1.6e-03 -1.1e-03 [e] -2.6e-04
period1 [*] -2.0e-03 -1.9e-03 -1.7e-04 [e] 1.4e-03
Intercept [ ] 5203 5.2e-03 1.6e-03 [ 1] -6.5e-03
-0.04 -0.02 0.00 0.02 0.04 -0.04 -0.02 0.02 0.04 -0.04 -0.02 0.02 0.04 -0.04 -0.02 0.00 0.02 0.04
Bias
a: Bias (e: bias, []: biast1.96xMCSE)
DSDu
gee_agg gee_ind glmm_agg glmm_ind
trt*periods . 094 . 0.94 . 0.96 . 0.96
trt*periodd . 093 . 093 ° 095 . 095
trt*period2 . 0.94 . 094 ° 095 . 095
trt*period1 . 093 . 093 ¢ 09 ¢ 096
nt * 094 ° 094 . 095 ¢ 095 o2
period5 . 0.92 . 092 . 0.96 . 0.96
periodd . 0.93 . 093 » 0.95 » 095
period2 . 0.93 . 093 . 0.96 . 0.96
period1 . 0.93 . 093 * 096 * 096
Intercept . 0.94 . 0.94 ° 0.95 . 0.95
tit*periods . 0.92 . 0.92 . 0.95 . 0.95
trt*period4 . 0.93 . 0.93 . 0.95 . 0.95
trt*period2 4 . 0.92 . 0.92 . 0.94 b4 0.94
g trt*period1 . 093 . 093 . 0.95 . 095
g rt . 0.92 . 093 » 095 14 095 05
S periods . 0.92 . 092 » 095 14 095
o periogs . 092 . 092 ¢ 0% e 09
period2 . 0.92 . 0.92 » 0.95 * 095
period1 . 0.91 . 0.92 . 0.94 . 0.94
Intercept » 0.94 » 0.94 . 0.95 * 0.95
trt*periods . 0.92 . 0.92 . 0.96 . 0.96
trt*periodd. . 0.93 . 0.93 . 0.94 . 0.94
trt*period2 4 . 093 . 093 . 0.96 A4 0.96
tit*period1 . 0.92 . 0.92 » 0.95 14 095
nt . 0.92 . 093 ® 096 * 09 o8
periods . 0.90 . 0.90 . 0.95 . 0.95
periodd . 0.91 . 091 . 0.94 . 0.94
period2 . 0.91 . 0.91 . 0.95 . 0.95
period1 . 0.92 . 0.92 . 0.95 . 0.95
Intercept . 0.95 * 0.95 » 0.95 * 0.95
085 0.90 0.95 1.00 1.05 0.85 0.90 0.95 1.00 1.05 0.85 0.90 0.95 1.00 1.05 0.85 0.90 0.95 1.00 1.05
Coverage Probability
b: Coverage Probability (e: Coverage probability, dashed vertical line:
0.95 £+ 1.96 x \/0.95 -0.05/1000
Fig. 3 Estimation biases and coverage probabilities of the four approaches (GLMM at individual level (glmm_ind), GLMM at aggregated level
(glmm_agg), marginal model with GEE at individual level (gee_ind), marginal model with GEE at aggregated level (gee_agg)) using the DSDu
under the settings of M = 48, n = 50, linear effect §; = —0.1(j — 3), and ch2 € {0.2,0.5,0.8} with an exchangeable correlation structure. (vc: variance
component, trt*period1-5: treatment-by-period interaction at period 1-5)

highest proportion of pure treatment patterns (PGD) error of GEE was more conservative compared to
to the lowest proportions (USDo2). In this aspect, GEE =~ GLMM among all designs except for the PGD. Neverthe-
was more sensitive to the changes in the pure treatment less, no difference was observed between analysis at an
pattern proportions compared to GLMM as the Type I
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DSDo
gee_agg gee_ind glmm_agg gimm_ind
ttperiods [ *] -0.00264 [+] -0.00260 [ ] -0.00430 [ ] -0.00352
trt*periodd 1] 0.00545 1] 0.00546 [ ] 0.00516 0.00552
trt*period2 - [*] 0.00215 [=] 0.00209 [*] 0.00233 0.00188
trt*period1 1 0.00580 1 0.00575 [~ 1 000592 0.00519
ot [*] -0.00326 [*] -0.00316 [ *] -0.00299 -0.00187 02
period5 [+] 0.00268 [+] 0.00264 (=] 0.00369 0.00250
periodd [*] -0.00388 [ ] -0.00390 [ e] -0.00379 -0.00436
period2 [e] -0.00167 [*] -0.00160 [*] -0.00177 -0.00112
period1 [e] -0.00184 [*] -0.00177 [*] -0.00150 [e] -0.00038
Intercept [~ ] 000388 [*] 000379 [*] 0.00230 [e] -0.00043
ttperiods [e] -0.00224 [*] -0.00215 [ «] -0.00397 [ «] -0.00326
ttperiodd [=] 0.00238 [+] 0.00242 [+] 0.00234 [=] 0.00269
ttperiod2- [-] 0.00324 [-=] 0.00308 [~ ] 000391 [+ ] 000340
£ tvperiodt 1 000561 [~ 1 0.00546 [—* ] 000541 [ ] 000459
3 rt [*] -0.00336 [*] -0.00321 [*] -0.00278 [e] -0.00147
£ ve: 05
g perioss [e] 0.00153 [] 0.00144 [*] 0.00193 [»] 0.00075
Q. period4 [e] -0.00132 [e] -0.00135 [*] -0.00158 [*] -0.00218
period2 [e] -0.00158 [e] -0.00145 [*] -0.00171 [e] -0.00096
period1 (] -0.00306 [+] -0.00292 [*] -0.00233 [e] -0.00102
Intercept [ ] 000476 [ ] 000461 [ 1 000184 [ &] -0.00288
titperiods [e] -0.00122 [e] -0.00112 [ *] -0.00294 [*] -0.00223
trt*periodd [e] 0.00114 [*] 0.00119 [»] 0.00090 [e] 0.00121
ttperiod2 [*] 0.00209 (] 0.00185 [ ] 0.00192 [ *] 0.00128
ttperiod1 [-*] 000442 [-*]1 000419 [+ ] 000314 [=] 0.00228
rt [*] -0.00341 [*] -0.00325 [*] -0.00238 [e] -0.00095
periods [+] 0.00231 [<] 0.00220 [-] 0.00253 [*] 000130 | °°
periodd [*] -0.00148 [*] -0.00153 [*] -0.00216 [*] -0.00277
period2 [*] -0.00195 [*] -0.00179 [*] -0.00202 [e] -0.00117
period1 [+ -0.00326 [+] -0.00310 [*] -0.00225 [«] -0.00080
Intercept [—* ] 000580 [~ ] 000562 [ - 1 000261 [ 1 -0.00563
-0.04 -0.02 0.00 0.02 0.04 -0.04 -0.02 0.00 0.02 0.04 -0.04 -0.02 0.00 0.02 0.04 -0.04 -0.02 0.00 0.02 0.04
Bias
a: Bias (e: bias, [|: biast1.96xMCSE)
DSDo
gee_agg gee_ind glmm_agg glmm_ind
trt*periods . 0.92 . 0.92 . 0.96 . 0.96
trt*periodd ° 094 » 094 * 096 * 096
trt*period2 . 0.92 . 092 . 095 . 095
trt*period1 . 093 . 093 * 09 ¢ 096
rt . 093 . 093 » 095 14 095 o2
period5 . 091 . 0.90 . 095 . 095
periodd . 0.92 . 0.92 * 097 * 097
period2 . 0.92 . 091 . 0.94 . 0.94
period1 . 0.92 . 0.92 » 0.95 » 095
Intercept . 0.93 4 0.94 . 0.95 . 0.95
tit*periods . 0.93 . 093 . 0.96 . 0.96
trt*period4 . 0.92 . 0.92 . 0.95 . 0.95
trt*period2 4 . 0.92 . 0.92 . 0.94 . 0.94
g trt*period1 . 093 . 093 » 0.95 » 095
® rt . 0.92 . 092 hd 095 I 095
§ periocs . 091 . 091 o 097 . 097 wos
o periogs . 091 . 091 > 095 e 095
period2 . 0.91 . 091 . 0.95 . 095
period1 . 0.92 . 0.92 . 0.95 . 0.95
Intercept » 0.94 i 0.94 4 0.94 . 0.95
trt*periods . 0.92 . 0.92 . 0.96 . 0.96
trt*periodd. . 0.93 . 0.93 . 0.95 . 0.95
trt*period2 4 . 093 . 093 hd 0.95 . 095
tit*period1 . 093 . 093 » 0.95 . 095
nt . 0.92 . 0.92 . 0.95 . 0.96 o8
periods . 0.90 . 0.90 . 0.94 . 0.94
periodd . 0.91 . 091 * 0.95 14 0.95
period2 . 0.91 . 0.91 . 0.95 * 0.95
period1 . 093 . 093 . 0.96 . 0.96
Intercept . 0.94 . 0.94 * 0.95 ? 0.95
085 0.90 0.95 1.00 1.05 0.85 0.90 0.95 1.00 1.05 0.85 0.90 0.95 1.00 1.05 0.85 0.90 0.95 1.00 1.05
Coverage Probability
b: Coverage Probability (e: Coverage probability, dashed vertical line:
0.95 4+ 1.96 % \/0.95 -0.05/1000
Fig. 4 Estimation biases and coverage probabilities of the four approaches (GLMM at individual level (glmm_ind), GLMM at aggregated level
(glmm_agg), marginal model with GEE at individual level (gee_ind), marginal model with GEE at aggregated level (gee_agg)) using the DSDo
under the settings of M = 48, n = 50, linear effect §; = —0.1(j — 3), and crcz € {0.2,0.5,0.8} with an exchangeable correlation structure. (vc: variance
component, trt*period1-5: treatment-by-period interaction at period 1-5)

aggregated level and individual level for both GEE and the four methods. The highest power was obtained
GLMM approaches. under the PGD which has the highest proportion of

Furthermore, the proportion of pure treatment pat- pure treatment patterns. The power of the four meth-
terns also had a substantial effect on the powers of ods decreased as the proportion of pure treatment
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USDu
gee_agg gee_ind glmm_agg
trt*periods -3.5e-03 [ «] -3.4e-03 -6.3e-03 -5.4e-03
trt*periodd -9.5e-04 [«] -9.4e-04 -1.2e-03 -8.0e-04
trt*period2 - 1.3e-03 e] 1.3e-03 9.8e-04 6.6e-04
trt*period1 -1.1e-03 [+] -1.1e-03 -2.2e-03 -2.8e-03
ot -2.1e-03 [*] -2.1e-03 -1.3e-03 -3.0e-04 02
period5 [=] 2.7e-03 [+] 27e-03 5.0e-03 3.7e-03
periodd [»] 6.7e-04 [»] 6.7e-04 5.3e-04 -5.8e-05
period2 [e] -1.3e-03 [*] -1.3e-03 -9.0e-04 -3.7e-04
period1 [e] -6.1e-04 [«] -6.2e-04 3.4e-04 1.3e-03
Intercept [~] 3.4e-03 [*] 3.4e-03 1.3e-03 -1.3e-03
trt*periods [ ] -1.0e-03 [ «] -7.6e-04 -4.2e-03 -3.5e-03
tt*period4 [e] 5.3e-04 [e] -47e-04 6.4¢-05 24e-04
tt*period2 ] 44e03 el  44e03 4.8e-03 44e-03
g\r\‘pemum [*] 27e-03 [=] 2.6e-03 1.8e-03 1.3e-03
3 trt [+ -3.4e-03 [+ -3.4e-03 -2.2e-03 -1.2¢-03
£ ve: 05
S periods [e] 85e-05 [e] 1.3e-04 22e-03 1.1e-03
& periodd [*] 9.3e-04 [*] 8.8e-04 2.4e-05 -3.3e-04
period2 [+ -3.0e-03 [+ -3.0e-03 -2.6e-03 -2.0e-03
period1 [ -2.8e-03 [+ -2.8e-03 -1.4e-03 -2.9e-04
Intercept [ ] 5.3e-03 [ ] 5.3e-03 1.8e-03 -2.6e-03
trt*periods [ ] -1.3e-03 [s] -9.8e-04 -5.1e-03 -4.3e-03
trt*periodd [*] -2.0e-03 [*] -2.0e-03 -1.5e-03 -1.0e-03
trt*period2 4 [*] 2.1e-03 [=] 2.1e-03 2.3e-03 2.0e-03
tit*period1 [e] 1.2e-03 [*] 1.2e-03 7.9e-05 -5.8e-04
nt [*] -2.3e-03 [*] -2.3e-03 -5.5e-04 6.9e-04 o8
periods [*] 1.6e-03 [*] 1.3e-03 4.4e-03 3.2e-03
periodd [e] 1.0e-03 [*] 9.8e-04 -2.8e-04 -9.5e-04
period2 [e] -1.5e-03 [*] -1.5e-03 -6.0e-04 9.6e-05
period1 [*] -2.1e-03 [*] -2.1e-03 -6.2e-05 1.3e-03
Intercept [~ ] 4.8e-03 [~ ] 4.8e-03 7.6e-04 -7.2e-03
-0.04 -0.02 0.00 0.02 0.04 -0.04 -0.02 0.00 0.02 0.04 -0.04 0.02 0.04 -0.04 0.02 0.04
Bias
a: Bias (e: bias, [|: biast1.96xMCSE)
USDu
gee_agg gee_ind glmm_agg glmm_ind
trt*periods . 093 . 0.93 * 096 ¢ 096
trt*periodd . 094 ° 094 > 095 14 095
trt*period2 . 094 . 094 . 095 L4 095
trt*period1 . 092 . 092 ¢ 096 ¢ 096
nt . 093 ° 094 . 095 ° 095 o2
period5 . 090 . 0.90 . 0.96 L4 0.96
periodd . 0.93 . 093 . 0.94 . 0.94
period2 . 0.92 . 0.92 . 0.95 . 095
period1 . 0.94 . 0.94 * 096 ® 09
Intercept . 0.93 . 0.93 4 0.94 . 0.95
tit*periods . 0.91 . 0.91 . 0.95 * 0.95
trt*period4 ° 0.94 ° 0.94 . 0.95 . 0.95
trt*period2 4 . 093 . 093 . 0.94 . 0.94
g trt*period1 . 0.92 . 0.92 . 0.96 A4 0.96
® nt . 094 ° 094 » 095 I 095
5 perioas . 089 . 089 ° 095 e 0% wos
o periogs . 093 . 093 ¢ 0% e 09
period2 . 0.93 . 0.92 . 0.95 * 095
period1 . 0.92 . 0.92 . 0.95 . 0.95
Intercept . 0.94 . 0.94 . 0.95 * 0.95
trt*periods . 0.90 . 0.90 . 0.95 . 095
trt*periodd. . 0.92 . 0.92 . 0.94 . 0.94
trt*period2 4 . 093 . 093 » 0.95 » 095
tit*period1 . 093 . 093 . 0.95 A4 0.96
nt . 093 . 0.92 . 0.95 . 0.95 o8
periods . 0.90 . 0.90 . 0.96 o 0.96
periodd . 0.91 . 0.91 . 0.95 ® 0.95
period2 . 093 . 093 hd 0.95 \d 0.95
period1 . 093 L4 093 . 0.96 . 0.96
Intercept 4 0.94 * 0.94 » 0.95 * 0.96
085 0.90 0.95 1.00 1.05 0.85 0.90 0.95 1.00 1.05 0.85 0.90 0.95 1.00 1.05 0.85 0.90 0.95 1.00 1.05
Coverage Probability
b: Coverage Probability (e: Coverage probability, dashed vertical line:
0.95 £+ 1.96 x \/0.95 -0.05/1000
Fig. 5 Estimation biases and coverage probabilities of the four approaches (GLMM at individual level (glmm_ind), GLMM at aggregated level
(glmm_agg), marginal model with GEE at individual level (gee_ind), marginal model with GEE at aggregated level (gee_agg)) using the USDu
under the settings of M = 48, n = 50, linear effect §; = —0.1(j — 3), and crcz € {0.2,0.5,0.8} with an exchangeable correlation structure. (vc: variance
component, trt*period1-5: treatment-by-period interaction at period 1-5)

patterns decreased. In addition, GLMM always had  and no differences were found between individual
higher power compared to GEE, especially when the  and aggregated level analysis for the same method.
between-cluster variation is large. Increases in o2 This phenomenon was less apparent when the simu-

also reduced the power of the test within the method Jated correlation structure is AR1. Type I errors and
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USDo1
gee_agg gee_ind glmm_agg gimm_ind
it periods [ ] -5.4-03 -5.4e-03 [« -8.3e-03 7.4e-03
trt*period4 [-1] 4.2e-03 4.2e-03 [~] 4.0e-03 4.3e-03
tperiod2 [»] 6.0e-04 5.8e-04 [o] 5.5e-04 3.3e-04
ttperiodt ] 60e03 6.0e-03 [~ ] 57e03 5.1e-03
t [e] 1.7e-03 -1.6e-03 [] 9.3e-04 95606 | o
periods [—* ] 5303 5.2e-03 [+ 1 7503 [+ ] 62e03
period4 [*] -3.1e-03 -3.1e-03 [*] -3.0e-03 [*] -36e-03
period2 (o] -42e-04 -4.0e-04 [e] -1.4e-04 [] 37e-04
period1 [e] -1.1e-03 -1.1e-03 [e] 37e-04 [»] 6.0e-04
Intercept [*]  29e03 2.8e-03 [»] 8.1e-04 [*] -1.7e-03
ttperiods [*] -1.6-03 -1.5e-03 -4.4e-03 [ 1] 3203
ttperiods [*] 1503 1.56-03 1.4e-03 [*] 1.7-03
ttperiod2 | [e] 16e-03 1.6-03 1.7-03 [e] 1.4e-03
£ urperioat [+] 37e03 36e-03 2.0e-03 [*] 16e03
® [ [+ -2.8¢-03 -2.8¢-03 -1.5e-03 [e] 3604 |
S periods [e] 1303 1.1e-03 3.0e-03 [ ¢] 14e03
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Fig. 6 Estimation biases and coverage probabilities of the four approaches (GLMM at individual level (glmm_ind), GLMM at aggregated level
(glmm_agg), marginal model with GEE at individual level (gee_ind), marginal model with GEE at aggregated level (gee_agg)) using the USDo1
under the settings of M = 48, n = 50, linear effect §; = —0.1(j — 3), and 03 € {0.2,0.5,0.8} with an exchangeable correlation structure. (vc: variance
component, trt*period1-5: treatment-by-period interaction at period 1-5)

Powers, in general, were worse under AR1 correla- conservative except for PGD while GLMM had a liberal
tion structure for both methods. Considering a MCSE  type I error for all designs. The powers of the test were
of +/0.05 x 0.95/1000 ~ 0.007, Type I errors for the low compared to the power of testing for the over-
aggregated-level marginal model with GEE were all treatment effect which had more than 50% power
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Fig. 7 Estimation biases and coverage probabilities of the four approaches (GLMM at individual level (glmm_ind), GLMM at aggregated level
(glmm_agg), marginal model with GEE at individual level (gee_ind), marginal model with GEE at aggregated level (gee_agg)) using the USDo2
under the settings of M = 48, n = 50, linear effect §; = —0.1(j — 3), and crcz € {0.2,0.5,0.8} with an exchangeable correlation structure. (vc: variance
component, trt*period1-5: treatment-by-period interaction at period 1-5)

in the worst-case scenario. The largest MCSE for the still had higher powers compared to GEE consistently

power would be equal to 0.016 when the true power across different designs. However, the power difference

is 50%. Comparing the two analysis methods, GLMM  between the two did not increase as o increased.
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Fig. 8 Estimation biases and coverage probabilities of the two approaches (GLMM at aggregated level (gImm_agg), marginal model with GEE at
aggregated level (gee_agg)) using the PGD under the settings of M = 48,n = 50, linear effect §; = —0.1(j — 3), and gcz € {0.2,0.5,0.8} with an AR1
correlation structure (r = 0.8). (vc: variance component, trt*period1-5: treatment-by-period interaction at period 1-5)

Discussion

Simulation results demonstrated that the parallel group
design is the best design choice among all studied candi-
date USDs in terms of the standard error of the estimate

Similar results were observed when the interaction
effect is symmetric and all simulation results for the sym-
metric interaction effect can be found in Additional files
(Additional files 3 and 4).
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Fig. 9 Estimation biases and coverage probabilities of the two approaches (GLMM at aggregated level (gImm_agg), marginal model with GEE at
aggregated level (gee_agg)) using the USDo2 under the settings of M = 48, n = 50, linear effect §; = —0.1(/ — 3), and gcz € {0.2,0.5,0.8} with an
ART correlation structure (r = 0.8). (vc: variance component, trt*period1-5: treatment-by-period interaction at period 1-5)

for treatment-by-period interactions which consequently
results in the highest power for hypothesis testing. Fur-
thermore, GLMM has higher power than the marginal
approach with GEE across all studied designs and obtains
a better coverage of the true values. Nonetheless, no

difference between aggregated and individual-level analysis
was found for both GLMM and GEE. Although power com-
parison between different designs and analysis approaches
is not ideal when not all Type I errors are maintained, the
differences in the testing powers as demonstrated by the
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Fig. 10 Estimation biases and coverage probabilities of the two approaches (GLMM at aggregated level (glmm_agg), marginal model with GEE at
aggregated level (gee_agg)) using the USDo2 under the settings of M = 192,n = 50, linear effect §; = —0.1(j — 3), and Ucz € {0.2,0.5,0.8} with an
ART correlation structure (r = 0.8). (vc: variance component, trt*period1-5: treatment-by-period interaction at period 1-5)

simulation results were substantial and cannot be explained
entirely by the difference in Type I errors. Therefore, it is
reasonable to conclude that different choices of designs will
lead to a systematic difference in the power of hypothesis
testing for the treatment-by-period interactions.

The consensus in the current literature is that USD
(and its less efficient stepped wedge design variants) is
more efficient compared to the PGD in terms of estimat-
ing treatment effect under the common settings when the
intraclass correlation coefficient is substantial [2, 3, 20,
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Table 3 Type | error and power of GLMM and GEE at aggregated level for testing treatment-by-period interactions with AR1
correlation structure (N, denotes the number of clusters allocated to switch pattern h)

Design ol Cluster allocation Type | error Power
No Ny N> N3 Na Ns GLMM Agg GEE Agg GLMM Agg GEE Agg

PGD 0.2 24 0 0 0 0 24 0.077 0.046 0.595 0.406
PGD 0.5 24 0 0 0 0 24 0.078 0.050 0323 0.181
PGD 08 24 0 0 0 0 24 0.076 0.045 0.228 0.128
DSDu 0.2 16 0 0 16 0 16 0.088 0.044 0510 0.288
DSDu 0.5 16 0 0 16 0 16 0.084 0.037 0.299 0.140
DSDu 0.8 16 0 0 16 0 16 0.076 0.038 0222 0.101
DSDo 0.2 14 0 0 24 0 10 0.090 0.035 0431 0.249
DSDo 0.5 14 0 0 24 0 10 0.086 0.040 0.246 0.114
DSDo 0.8 14 0 0 24 0 10 0.007 0.043 0.187 0.086
USDu 0.2 8 8 8 8 8 8 0.073 0.039 0.407 0.195
USDu 0.5 8 8 8 8 8 8 0.083 0.039 0.244 0.101
USDu 0.8 8 8 8 8 8 8 0.078 0.036 0.180 0.074
usDo(1) 0.2 6 9 9 9 9 6 0.090 0.031 0372 0.157
USDo(1) 0.5 6 9 9 9 9 6 0.081 0.029 0.228 0.085
USDo(1) 08 6 9 9 9 9 6 0.082 0.029 0.185 0.068
USDo(2) 0.2 5 10 9 9 10 5 0.085 0.033 0.341 0.144
USDo(2) 0.5 5 10 9 9 10 5 0.083 0.026 0.214 0.068
USDo(2) 0.8 5 10 9 9 10 5 0.071 0.024 0.166 0.061

21]. Our simulation results demonstrate that this does
not hold for the treatment-by-period interactions. Par-
allel group design is by far the most efficient design for
treatment-by-period interaction estimations compared to
other forms of the USDs. Heuristically, it is not a surprise
since none of the candidate designs except for the PGD
admits to a balanced treatment allocation within each
period. For instance, the uniform USD with an odd num-
ber of periods has exactly one period, namely the middle
period, that has balanced intervention and control arms.
When the number of periods is even, no periods contains
balanced treatment allocation. Furthermore, it is known
that the power function of the y2-test (of the treatment
effect) for a variance component model with the continu-
ous outcome varies inversely with the quantity K%, + K%
for Ky and K; the number of clusters exposed to the
control and intervention treatment, respectively [22].
Consequently, a balanced allocation ratio is an optimal
solution that maximizes the power function. When it
comes to testing for the treatment-by-period interaction,
it has been shown in the present study that the allocation
ratio between the control and intervention arm also plays
a similar role on the power such that the parallel group
design is the best design choice among all candidates.

In practice, testing for the treatment-by-period inter-
actions is usually conducted after the trial comple-
tion with a certain design already chosen [23]. Our

simulation results have shown that testing for the treat-
ment-by-period interactions usually won’t have enough
power, especially when the correlation structure is not
exchangeable. The safest choice when planning a trial
when the treatment-by-period interaction is potentially
present is to use the PGD. Furthermore, design choices
are frequently evaluated for the purpose of estimating the
treatment effect alone and does not take into account the
treatment-by-period interactions. This has been studied
in the literature for randomized trials: the inflation factor
for the interaction test to have the same power as the one
for the overall treatment effect can be as large as 16 when
the interaction is half the size of the overall effect [23].
We recommend also taking into account treatment-by-
period interactions when it comes to evaluating the fam-
ily of USDs.

As for analysis methods, it is preferred to use GLMM
rather than GEE. For GEE, estimating the treatment-
by-period interactions without bias, when the corre-
lation structure is more complex than exchangeable
requires a large number of clusters which may not be
feasible in practice. Nevertheless, the difference in
power between the GLMM and the marginal model
with GEE is mainly due to the differences in the hypoth-
esis testing approaches (i.e., the generalized score test
for the marginal model with GEE and Wald’s test for the
GLMM). Moreover, the estimator for the covariances of
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the parameter estimate (i.e.,, model-based and empiri-
cal sandwich estimator) also plays an important role.
In GEE, the robust sandwich estimator was used for
both the generalized score test and the Wald test while
in GLMM either the robust sandwich estimator or the
model-based estimator can be adopted. Additional sim-
ulation results can be found in the additional file (Addi-
tional file 5) where we show the powers of the GLMM
and the marginal model with GEE at the aggregated level
with AR1 correlation structure (62 = 0.8, 7 = 0.8) under
USDo2 using different hypothesis testing approaches in
combination with both model-based and robust sand-
wich standard error estimators. In line with previous
study [24], the robust Wald test was more liberal and had
higher power than the generalized score test for the mar-
ginal model with GEE. It had similar power compared to
the power of the x?2 test used in GLMM with the model-
based estimator. Meanwhile, using the robust estimator
for GLMM parameter estimates in place of the model-
based estimator brought the power of the test down to
the same level as the power of the generalized score test.
Some authors have performed comparative work in this
area [24, 25], but it is largely a work in progress which
falls outside the scope of our presented study.

One of the limitations of the presented study is that
we only considered a handful of settings and models.
For instance, we did not consider the time-on-treat-
ment effects [6] which might be considered as a three-
way interaction between treatment, period, and cluster.
Therefore, it is important to study the problem of treat-
ment-by-period interaction from a more theoretical per-
spective and consider different models under the family
of USDs. Another limitation is that we only consider
binary outcomes. For continuous and time-to-event out-
comes, the impact of treatment-by-period interaction is
yet to be investigated.

Conclusions

In the present study, we compared four analysis meth-
ods for estimating and testing the treatment-by-period
interactions under various unidirectional switch design
choices. Via Monte Carlo simulation, it has been found
that the parallel group design is the most efficient in
terms of estimating and testing the treatment-by-period
interactions. Whilst no substantial difference is observed
between analysis at an aggregated level and individual
level, GLMM has higher efficiencies and better point esti-
mates compared to the marginal model with GEE under
different designs. Its coverages were worse than the mar-
ginal model with GEE when the correlation structure is
ARI1 even when the number of clusters is as high as 192.
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