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OPTIMAL DESIGNS FOR MIXED MODELS IN EXPERIMENTS
BASED ON ORDERED UNITS

BY DIBYEN MAJUMDAR! AND JOHN STUFKEN?
University of lllinois at Chicago and University of Georgia

We consider experiments for comparing treatments using units that are
ordered linearly over time or space within blocks. In addition to the block
effect, we assume that a trend effect influences the response. The latter is
modeled as a smooth component plus a random term that captures departures
from the smooth trend. The model is flexible enough to cover a variety of
situations; for instance, most of the effects may be either random or fixed.
The information matrix for a design will be a function of several variance
parameters. While data will shed light on the values of these parameters, at
the design stage, they are unlikely to be known, so we suggest a maximin
approach, in which a minimal information matrix is maximized. We derive
maximin universally optimal designs and study their robustness. These de-
signs are based on semibalanced arrays. Special cases correspond to results
available in the literature.

1. Introduction. When planning an experiment to compare different treat-
ments, it is important that we carefully consider the possible presence of systemic
natural differences between the experimental units to be used. If such differences
are thought to exist, blocking and the use of covariates are two methods that may
help to increase the sensitivity of the experiment for detecting possible differences
between the treatments. These two methods are at the core of this paper.

Blocking always leads to a restricted randomization, in which, for each block,
a selected set of treatments is randomly assigned to the experimental units in that
block. The use of covariates only leads to a restriction on the randomization if
the covariates are already used at the design stage rather than just at the analysis
stage. If covariates are used at the design stage, the designs are often referred to
as systematic designs, even though there is usually still some opportunity for a
restricted randomization.

Cox [5] considered an experiment involving the processing of wool, using a
different treatment each week. The natural aging of the wool (which formed the
experimental units) caused a trend in the units over time and made time a con-
venient and useful covariate to account for systemic changes in the experimental
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units. Cox showed that a systematic assignment of treatments to the units that al-
lowed for estimating the treatment differences in the same way as without the trend
was preferable to a fully randomized assignment of the treatments to the units, or
to attempting to reduce the effect of the trend by blocking the units.

The covariates that we will consider in this paper are precisely of this type, that
is, they are based on a natural ordering of the experimental units, typically induced
by time or spatial location. However, our discussion is entirely in the context of
block designs, in which each block has the same number k of experimental units.
In each block, the units are labeled from 1 through &, which induces the covariate
(or possibly covariates). The designs in this paper are relevant if it is thought that
units may change gradually across this ordering in each of the blocks, although
this change may differ from one block to the next. This change could, for example,
occur as the result of a learning process, equipment or product deterioration, or
spatial location. For some examples and further discussion and references, we refer
the reader to Bradley and Yeh [1], Chai and Majumdar [3], Lin and Dean [11], Lin
and Stufken [12], Jacroux, Majumdar and Shah [7, 8] and Majumdar and Martin
[15]. Lin and Stufken [12] also contains some additional discussion on the pros
and cons of using systematic designs.

Thus, we consider the situation where experimental units are partitioned into
equally large groups of relatively homogeneous units, or blocks, and where, within
each block, the units are linearly ordered over time or space. We will build a model
that is more flexible than models thus far considered for this situation, and that con-
tains other models as special cases. The model will include random block effects
(which contains the model with fixed block effects as a special case), random trend
effects that may differ from one block to the next (which contains fixed trend ef-
fects, whether the same for each block or varying over the blocks, as a special case)
and unit-specific random deviations from the trend (motivated by our belief that a
smooth trend is often not very realistic). The latter is a feature hitherto not used in
this arena.

While this mixed-effects model will be very flexible, it will also typically con-
tain a considerable number of unknown covariance parameters. Data may help to
shed some light on these parameters at the analysis stage, but this is of little help
at the design stage. The determination of an optimal design for estimation of the
treatment differences, which is the objective of this paper, would therefore seem
to be a rather intractable problem since the information matrix for the treatment
effects will depend on the many unknown covariance parameters. We will address
this problem by identifying, for each design, a “minimal” information matrix for
the treatment effects. This minimal information matrix, which will be smaller in
the Lowner ordering than the actual information matrix for the treatment effects,
will depend on very few (no more than two) parameters, which are functions of
the original covariance parameters. It is this minimal information matrix that we
will maximize over all designs to obtain a “maximin” information matrix and an
optimal design. We note that our approach is in the spirit of Kiefer [9] and Kiefer
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and Wynn [10], who considered minimax optimal designs for models with autore-
gressive errors.

The maximin information matrix will be derived in Section 2. After charac-
terizing and identifying the optimal designs in Section 3 (with proofs deferred to
Section 5), we will investigate the robustness of this process to parameter misspec-
ification in Section 4.

2. Setup and basic results. Consider an experiment to compare v treatments
(i=1,...,v)based on n = bk experimental units that are partitioned into b blocks
(j=1,...,b) of k units each (p =1, ..., k). Suppose the units within blocks are
linearly ordered over time or space. The collection of units can be visualized as a
k x b array with rows labeled by units within blocks and columns by blocks, while
the entries of the array are treatments assigned to the units by the design, that is,
for design d, the entry in cell (p, j) is d(p, j), where d(p, j) € {1, ..., v}. The
design d itself will be viewed as a k x b matrix. Under a very general model, our
objective is to determine an optimal design for comparing the treatments.

For the model, in addition to a block effect, we assume that there is a trend over
time or space within each block. If y,; denotes the random variable corresponding
to the observation in row (unit) p and column (block) j, then the model is

Ypj =W+ Td(p.j) + 5? +Cpj t&pjs

where 7,(p, j) denotes an effect for treatment d(p, j), ,35.’ an effect for block j, ¢);
a trend effect for unit p in block j and ¢,; the measurement error. We assume that
the trend ¢,; is composed of two parts, one that is smooth enough to be approxi-
mated by a polynomial in p and another that represents random fluctuations from
the polynomial. The smooth part, which we assume to be linear, will be written
as )/J-I + yj®(p), where ¢ (p) is the linear orthonormal polynomial on {1, ..., k},

specifically, ¢ (p) = /3/(k(k* —1))2p —k — 1). If Ypj denotes the fluctuation

from the smooth trend then we may write ¢,; = yjl +yj¢(p) + ¥p;. The slope
y; is further decomposed into a fixed part (6p) that is common to all blocks and a
random part (6;) that may vary from block to block, that is, y; = 6y + 6;. Writing
Bj= ,8;’ + yjl and 8,; = v¥p; + &p;, we arrive at our model,

(2.1) Ypj =M+ Tap.j) + B +000(p) +0;¢(p) +8,;.

This is a mixed-effects model. The quantities 7y, ..., T, and 8y are considered to
be fixed effects while 8;,0;,6,; for p=1,...,k, j=1,..., b are considered ran-
dom. Although (2.1) combines the two variables ¥/,,; and ¢,; into one variable §,;,
at the modeling stage, it may be useful to recognize their individual characteristics.
Generally, the measurement error €,; may be assumed to be homoscedastic, while
Vpj, the departure from the assumed trend, will depend on the strength, nature
and variability of the trend in the particular application. These considerations may
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enable the experimenter to determine an appropriate variance—covariance structure
for the §,;’s.

We assume that the random effects have zero expectations and are uncorre-
lated from one block to the next. Let crg and o denote the variances of f;
and 6;, opp their covariance, Vsg and Vo the k x 1 vectors of covariances of
3j=(b1j,..-, 8kj)/ with B; and 6; and Vjs the covariance matrix of the §’s. Let 1
denote the k x 1 vector of 1’s, 7 = (71,...,7,) and ¢ = (¢(1), ..., ¢ (k). If Y;
denotes the k x 1 vector of observations from block j, then E(Y;) = X4;t + Zoy,
where y = (i, 60)’, Zo = (Ix, ¢) and Xy; is the k x v unit-treatment incidence
matrix for block j with entries

. N 1, lfd(p’]):l’
de(p”)_{o, otherwise.

Also, V(Y)) = T = 05111 + 059"+ Vss +0p0 (kd’ +¢ 1) + (I Vig + Vg 1)) +
(@Vsy + Vsod'). Let Z = (Ipx, 1) ® ¢) and Xg = (X, ..., X)), where ®
denotes Kronecker product. The first and second moments of the observations
Y =(Y{,...,Y,) are then

(2.2) EY)=Xyt+Zy,VY)=V=I,0 %,

where I, is the identity matrix of order b. The parameter of interest is 7, the vector
of treatment effects. For a design d, the information matrix for 7 is given by

Ca=X,Vx,-x,vizz'vizo=zv-1x,.

REMARK 2.1 [Special cases of (2.2)]. If Vss = agly with ag > 0 (equivalently,
Vss = aply + a1 1}< + ax¢p¢’ with ag > 0), then the model is equivalent to one in
which the random trend in each block is known to be linear. If, in addition, 092 =0,
then the model is equivalent to one in which the trend is fixed, linear and the same
for each block. This has been studied by several authors, including Bradley and
Yeh [1], Yeh and Bradley [21], Yeh, Bradley and Notz [22], Stuftken [20], Lin
and Dean [11], Chai and Majumdar [3], Chai [2] and Lin and Stufken [12, 13].
Alternatively, if 092 = 00, then the model is still equivalent to one in which the
trend is fixed and linear, but now possibly different in different blocks. This has
been studied by Jacroux, Majumdar and Shah [7, 8] and Majumdar and Martin
[14]. For any 002, if oé = 00, then the model corresponds to one in which the block
effects are fixed.

Our objective is to identify a universally optimal design for estimating t. For
(2.2), C; depends on the 4 4+ 2k + k(k 4+ 1)/2 variance component parameters
in X. If these are all known at the planning stage, then the optimization problem
can be solved by numerical techniques. However, this will rarely be the case. Our
approach, therefore, is to work with few parameters at the design stage. To do this,
we first identify, for each design d, a minimal information matrix C 5, and then
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determine a universally optimal design based on the minimal information matrix.
This is, therefore, a maximin approach. We will derive a minimal information ma-
trix that depends on at most two parameters (other than v, b and k), which are
functions of the original variance components. Once the data has been collected,
however, we recommend a less parsimonious approach. At the inference stage,
the experimenter should work with a realistic model with all likely parameters
included and let the data decide.

We will use the Lowner ordering to identify the minimal information matrix,
thatis, B > A if B — A is nonnegative definite. Formally, the first step is to identify,
for each d, a matrix C 5 such that C; > C 5 , where C 5 is an information matrix
for the design d corresponding to a simplified model. The next step is to find the
optimal design d* such that

C 5* is completely symmetric and trace(C ﬁ*) = glal))((C 5 ).
€

To get CLI;, we utilize the representation Cy = X/,Q(QV Q)~ 0 X4, where Q =
I, — Z(Z'2)~'Z’, and observe that a lower bound for C; may be obtained
by using an upper bound for X. To get an upper bound for X, we note that
in most situations, variances are easier to determine than covariances. It can
be shown that ¥ = V(§; + Bj1x + 0;¢) <4V (§;) +4V(B;j1x) +4V(0;¢) <
4E max (Vss) X + 40§1k 1, + 4092(;5(]5/ , where Emax (Vss) is the maximum eigenvalue
of Vss. This bound is generally conservative, and we can do better if there is ad-
ditional information. For example, if Vsg = Vsg = 0, that is, the fluctuations from
the trend §; are not correlated with the modeled part of the trend 6; and the block
effect B, then ¥ < Emax(Vss)Ix + 2a§1k 1+ 2092¢¢/ . Hence, in general, we have

2 2 / 2 /
Y < 0p:Ii + ogpliy + 0gp P9,
using quantities ‘7025’ 002/3 and agg that take values in the intervals
E Vss) < 05, < 4Emaxa(V; 2 <o0ps <40}
maxa (Vss) < 00¢ = “Lmaxa 55), O0ga =90 =50g,>
2 2 2
%ha = Oy =404

where aga, 092a and Enaxq(Vss) are the assumed or prior values of 0/%, 092 and
Emax (Vss), respectively. If the correlations are believed to be negligible the values
of O'gs, agﬂ and 0029 should be taken at the lower endpoints of the intervals or close
to it, while for stronger correlations, these values should be assumed higher. We
will see in Section 4 that the optimal designs are remarkably robust, so an accurate
determination of o*gg, 0(%3 and 0029 within their respective intervals is usually not
necessary.

Our first theorem gives the minimal information matrix. To state it, we use the
standard notation for a design d: rg; will denote the replication of treatment i,
rg= (rat,...,rav), Rqg =diag(rqi, ..., ray), Ng = (ng;j) the treatment x block
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(column) incidence matrix and My = (mg;p) the treatment x unit (row) incidence
matrix. Also, let
2 2
o lof
(2:3) M=t =
o +kogg %0 T %09

THEOREM 2.2. The information matrix Cq for a design d based on the model

(2.2) satisfies Cq4 = CL, where

oo L 1 — ko 1= A
(2.4) aogcd:ZX;,jWde—< ” )rdr;—< 5 )Mdrbqb/Mé
j=1
with

(2.5) W=I; — )\Olkl;c — e
The proof is straightforward and hence omitted.

REMARK 2.3. (i) C 5 is the information matrix for model (2.2) with uncor-
related random effects (Vsg = Vsg = 0,089 =0), V(§;) = Vs = oggln, V(Bj) =
oé = aozﬂ and V(0;) = 0*92 = Ggg.

(i1) The minimal information matrix may also be written as

b
06:Ci = Ra — MoNaNj — h1 Y Xj;¢' X
j=1

1—kXo 1—A
—< o )rdrél—< b )Md¢¢/M(/1

3. Optimal designs. In this section, we will explore optimal designs for
model (2.1). Our goal is to determine universally optimal designs using the mini-
mal information matrix (2.4), that is, a maximin universally optimal design. First,
we need a definition.

DEFINITION 3.1 (Rao [18, 19]). A f x b array in v symbols is called an
orthogonal array of type Il (OAIl) of strength 2 or a semibalanced array if the
columns of the array consist of distinct symbols and any two rows of the array
contain every pair of distinct symbols equally often.

For the construction of these arrays, see Hedayat, Sloane and Stufken [6].
We will establish the maximin universal optimality of judiciously selected de-
signs of the form

-
3.1) d_l'I(d2>,



1096 D. MAJUMDAR AND J. STUFKEN

where d is a semibalanced array with rows that are uniform in symbols, dy is a
matrix with each row identical to some row of d; and I is a permutation matrix
of order k. Note that the rows of a semibalanced array are always uniform when
there are three or more rows.

Universal optimality will be established by the technique outlined in Theorem 1
of Majumdar and Martin [14]. To establish complete symmetry (c.s.), note that
each treatment occurs equally often in each row of d. Hence, for a design of
the form (3.1), Mz¢ =0 and rgri»j is c.s. Also, it follows from Cheng [4] that

Zl;:l Xé’j WX is c.s. Hence, C[% in (2.4) is c.s.
For an arbitrary design d € D, the trace of the maximin information matrix is
given by

b
1 —kA
‘7025 trace(Ch) = trace(Z X;lj Wde> — <To>r211‘d
j=1

1—x1\,,. ,
— b O M;Myp.
Note that ¢’ M My > 0, rirg > @ and both of these lower bounds are attained
by designs of the form (3.1). Since

(3.2) OSAOS%, 0<a =1,
if there is a design of the form (3.1) that maximizes trace(Z?: 1 X Zij W X4;) among
all designs, then this is maximin universally optimal.

Writing, W = (wpq) we get trace(X(/ijde) = 21;21 Wpp + 22 (p.q) Wpa>
where the second summation is over all pairs of experimental units p, g, p < g,
that are occupied by the same treatment in block j. Since le‘,zl wpp does not
depend on the design, an order of assignment of treatments to block j that
maximizes the second sum will maximize trace(X ;lj WXg4j). Note that since
wpq does not depend on the block subscript j, the pattern that is optimal for
block j is also optimal for any other block and, combined, will maximize
‘[ralce(zl]’-:1 X:lj WX4y)).

Let O ={r = (xr(1),...,w(k)) :w(p)e{l,...,v}, p=1,..., k} be the set of
orders 7. For each order 7w € O, there is a design of the form (3.1) in which 7 is
the first block as long as a k£* x b semibalanced array based on v treatments exists,
where k* is the number of distinct treatments in 7. For & € O, let

P(r)={(p,q):1=p<q =<k n(p)=n(g},
F(n) = Z Wpg .

p,.qeP ()
Note that F'(;r) depends on v, k, Ag and A1, but not on b.
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The trace maximization problem may be stated as, given v, k, Lo and A; satis-
fying (3.2), maximize F(7) over all 7 € O. An order 7* that maximizes F (i)
will be called an optimal order. In the next two subsections, we will identify opti-
mal orders 7 *. We will distinguish between the two cases k < 2v and k > 2v. The
proofs are given in Section 5.

Before concluding this section, we give an alternate expression for F (;r). Since

for p # g, wpq = —ho — Lid(p)p(q)., we have
(33) F(1) = —hos(m) = T (),

where s(r) = | P ()|, the cardinality of P (), and T (;r) = Zp’qu(,,) o (p)o(q).
Fori=1,...,v,if we denote

3.4 n; =n; () = replication of treatment i in s,
k
(3.5) hi =hi(m) =) 8ip$(p),
p=1

where §;, = 8;p () = 1if w(p) =i and equals zero otherwise, then it follows from
(3.4) that

v

(3.6) S=S(7T)=Zni(ni72_1)=%[2ni2—k]
i=1

i=l

Also, since

v k 2 k
()= Y 2¢<p>¢<q)=z<zaip¢<p>) — > ¢*(p).
p=1

p,.qeP () i=1 \p=1
using (3.5), we get
v
3.7) T(n)= %[Zh? — 1].
i=1

3.1. Optimal orders when k < 2v. For a positive integer g > k — v, we define
74 to be an order of the form

(3.8) g ={i1,02, oy lgylgalseenslkagsligs-- 12,01},
where iy, i2,...,ix—4 are k — g distinct treatments. We will also write o for an
order of k distinct treatments. We define
. k+1 )

Max{ p: p integer, | < p < T,qu (p) > Aot,

if 21¢(1) > Ao,
0,  if 219*(1) < ho.
Note that s* is a function of k, Aoy and A1, but not of v or b, and s* < k/2.

3.9 st =
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LEMMA 3.2. Suppose k < 2v.

(1) If k < v+ s*, then s+ is an optimal order.
(i) Ifk > v+ s*, let @ =k — v. 7y is then an optimal order.

Using (3.6) and (3.7), we note that 7, minimizes s(;r) over m € (@ and mini-
mizes 7 () among all orders that minimize s(77). A proof of Lemma 3.2 is given
in Section 5.

3.2. Optimal orders when k > 2v. For given k and v, k > 2v, we define inte-
gers m and ¢ by

(3.10) k=mv+t where 0 <t <vand m > 2.

Depending on the values of m and ¢, an optimal order will turn out to be either
a trend-free (TF) or nearly trend-free (NTF) order. An order is called trend-free
if all treatments are “orthogonal” to the fixed part of the trend, that is, for each
i=1,...,v,

(3.11) hi =0.
It is easy to see that a trend-free order can only exist if, foreachi =1, ..., v,
(3.12) ni(k + 1) =0 (mod 2).

When k is odd, any integer n; satisfies (3.12). A TF order can be constructed
in this case if n; > 2 for all i. The treatments with even replication are used at the
beginning and at the end of such an order  in such away that 7 (p) =7 (k— p+1)
for these positions. For treatments with odd n;, n; > 3, (3.11) can be achieved by
filling the remaining positions using the construction of Phillips [17], which is also
reproduced in Lemma 3.2(a) of Jacroux, Majumdar and Shah [8]. It follows from
(3.7) that for a trend-free order, T () = —1/2, the lower bound.

When £ is even, (3.12) implies that n; must be even for all i, in which case an
order 7 with the property m(p) = w(k — p + 1) for all p satisfies (3.11). If n; is
odd for some i, then it can be shown (see, e.g., Lemma 3.1 of Jacroux, Majumdar
and Shah [8]) that

(3.13) ] > <k+2>_ (k)
. ilz¢\——)=-9(3)
Provided that n; > 3 for treatments with an odd replication, using the construction
of Mukerjee and Sengupta [16], which is also reproduced in Lemma 3.2(b) of
Jacroux, Majumdar and Shah [8], the lower bound in (3.13) can be achieved for
each such treatment, while at the same time achieving #; = 0 for treatments with
even replications. For k even, orders that satisfy (3.11) and the lower bound in
(3.13) for treatments with even n; and odd n;, respectively, are called nearly trend-
free orders. Note that for a nearly trend-free order 7 in which u treatments have
odd replications, 7' () = $[u(¢(%))> — 11.

The trend-free and nearly trend-free orders that are especially relevant to our
investigation are given in the following definitions.
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DEFINITION 3.3 (Trend-free orders).

(1) When £k is odd, we use n}“F to denote any order with the following two
properties.

(a) The replications are ny = --- =n; =m + 1, ny41 = --- = ny, = m, there
being no treatment with replication m + 1 if + = 0. Treatments with even
replication occupy the “outer” positions [which are 1,..., (m 4 1)¢/2 and
k—m+1Dt/2+1,...,k when m is odd and 1,...,m(v —¢t)/2 and k —
m(—1)/2+1,...,k when m is even]. The remaining, “inner,” positions are
occupied by treatments with odd replication.

(b) Treatments with even replication are arranged so that n?F( p)= nf‘F (k—p+
1). Treatments with odd replication are arranged using the construction of
Phillips [17] so that #; = 0.

(i) When k is even and k/v is an even integer (so that m is even and ¢t = 0),
we use 75 to denote any order with n; =m,i=1,...,v, and n5:(p) = nB.(k —
p+Dforp=1,...,k/2.

(iii)) When k is even and k/v is not an even integer, we use nTCF to denote any
order withn; € {§,& + 2} foralli =1,..., v, where £ is the even integer in {m —
I,m}and 75 (p) =Sk — p+ 1) for p=1,...,k/2.

DEFINITION 3.4 (Nearly trend-free orders). When £ is even and k/v is not an
even integer, we use my7r to denote any order with the following two properties.

(a) The replications are ny = ---=n; =m + 1, ny41 = --- = n, = m, there
being no treatment with replication m + 1 if = 0. Treatments with even replication
occupy the “outer” positions [which are 1,...,(m + 1)t/2 and k — (m + 1)¢t/2 +
1,...,kwhenmisoddand 1,...,m(v—t)/2and k—m(v—1t)/2+1, ...,k when
m is even]. The remaining, “inner,” positions are occupied by treatments with odd
replication.

(b) Treatments with even replication are arranged so that my7r(p) =
nntr(k — p + 1). Treatments with odd replication are arranged using the con-
struction of Mukerjee and Sengupta [16] so that |A;| = qﬁ(%) = —q‘)(%).

Optimal orders are given in the following lemma, the proof of which is again
postponed to Section 5.

LEMMA 3.5. Suppose k > 2v.

(1) Ifk is odd, then nf‘F is an optimal order.
(i1) If k is even and k/v is an even integer, then an is an optimal order.
(iii) If k is even and k/v is not an even integer, then

k
& is optimal i]”k1¢)2<§> > A0;

k
TINTF IS optimal if A ¢2 (5) < Ap.
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3.3. Optimal designs. The main result is formulated in Theorem 3.6 and is an
immediate consequence of the considerations in the previous subsections.

THEOREM 3.6. Given v, k and Ly, A1 satisfying (3.2), suppose w* is an opti-
mal order given by Lemma 3.2 or 3.5. Suppose b is such that a k* x b semibalanced
array based on v treatments exists, where k* is the number of distinct treatments

inm*. Let
~ dy
7=n(3)
2

be a k x b array, where 571* is a k* x b semibalanced array, each row of 673‘ is
identical to some row of d; [ and T1 is a permutation matrix such that, after relabel-
ing treatments if necessary, d*(p, 1) = w*(p), p =1, ..., k. d* is then a maximin
universally optimal design.

REMARK 3.7. For the case 0By = 0, Vgﬁ = Vsg =0, Vss = (70281,1, Gozﬂ =0
(Ao=1/k)and 0029 = 00 (A1 = 1), our results reduce to the results of Jacroux, Ma-
jumdar and Shah [8]. Therefore, Theorem 3.6 may be viewed as a generalization of
their Corollary 4.3 and Theorem 4.6. In particular, our results extend the results of
Jacroux, Majumdar and Shah [13] to models with random block and trend effects.
Moreover, our proofs are different from theirs and arguably less cumbersome.

REMARK 3.8. For the case ogg =0, Vsg = Vsg =0, Vs = 00281,1, oozﬂ =00
(Ao=1/k) and 0029 =0 (A1 =0), Theorem 3.7 of [3], established the existence
and optimality of “strongly balanced” BIB designs. Our approach can be used to
generalize this result to models with an arbitrary oozﬂ >0 (Ag € (0, 1/k]), that is,
models with random block effects.

4. Robustness. For given v, b and k, the existence and construction of the op-
timal designs in Section 3 may require knowledge of the covariance parameters Ag
and A1. An important issue is whether the misspecification of these parameters can
lead to the choice of inefficient designs. We restrict ourselves to the case A1 > O.
As in Section 3, we will distinguish between the cases k < 2v and k > 2v, starting
with the slightly simpler latter case.

For k > 2v, if k is odd, or k is even and k/v is an even integer, then the optimal
design given by Theorem 3.6 does not depend on Ag or 1. Hence, provided b is
such that it accommodates the optimal design in the theorem, for these cases, there
is no need to specify Ag or Aj to select an optimal design. On the other hand, if
k is even and k/v is not an even integer, then the order for the optimal design in
Theorem 3.6 is

py k Y k
xS if /\—0 < ¢2<§) and mypp  if 22> ¢2(—>.
1
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Thus, misspecification of Ao or A1 could lead to the selection of JTTCF in cases where
the design based on my7F is optimal, or vice versa. How bad can this be?

Since k is normally rather large for this case, ¢2(§) = (2(kJ3r1))_1 will tend to be
small. Therefore, unless Aq is near zero, which corresponds to the case of no block
effects, the optimal design will be based on mn7r. Moreover, that design turns out
to be very efficient when it is not optimal. To see this, a natural measure of the
relative efficiency of the design based on mn7r when the design based on JTTCF is
optimal is the ratio

_ trace(CJ (mn7r))

4.1
-1 trace(Cﬁ(nTCF)) ’

where C 5 () stands for the matrix C 5 for a design as in equation (3.1) that is
based on the order w. When the design based on w7 is optimal, we can use 1/E}
to measure the relative efficiency of the design based on 5.

Expressions for the two traces in (4.1) can easily be computed from the results
in Section 3. This leads to

. k k
b(k — krg — 2xps™in — ;(1 — kko)) — btk1¢>2(5>,
if m is even,
2 L _ . k
00¢ trace(Cd (T[NTF)) = b(k o k)\O - 2)\.()Smm _ ;(1 _ k)"O))
k
—b(v— r)x1¢2<5>, if m is odd,
' k
b(k — kXo — 2Aps™" — ;(1 — k)\())) — bt ),
agg trace(Cﬁ (nTCF)) = ' if m is even,
b(k — krg — 2ags™in — ;(1 — k/\o)> —b(v—1)ho,
if m is odd,

where m and ¢ are defined in (3.10) and
- 1
(42 = (@ = 0m i+ 1D’ —m — 1] = %[k —v+1].

Note that E| does not depend on the value of b. It is immediately clear that E
is virtually equal to 1 if Ay = 0, so the design based on my7F is often optimal and
always highly efficient. It is also seen from these expressions that the design based
on nTCF is highly efficient when it is not optimal.

Turning to the case k < 2v, based on Lemma 3.2, we arrive at an optimal
sequence of the form m, in (3.8), where max{0,k — v} < ¢ < [k/2]. But, if
Ao or Ap are misspecified, then we could end up selecting a design with the
wrong value of ¢g. To see how bad this could be, first note that for all values
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TABLE 1
Design efficiencies

A0 0 1/40 5/40 10/40 10/40 10/40
A 1 1 1 1 172 1/10
0 71 73 77 83 100 100
T 97 98 100 100 98 86
o 100 100 95 83 80 69

of Ao/A1 within each of the following intervals, there is one order that is opti-
mal: (0, ¢2(1k/2]1, [¢%(q + 1), p*(q)] for ¢ = max{0,k — v}, ..., |k/2] — 1, and
[¢?(max{0, k — v} + 1), c0). Thus, if the misspecified value and the true value of
Ao/A1 are in the same interval, then the chosen order is optimal. Next, observe that

k q
g, trace(Ch (1)) = b(k —kho— Ap — ;(1 — k/\o)) +2b )" (A1¢*(p) — o).
p=1
The efficiency of 7, may be defined as

B trace(Cj(nq))
:= trace(Cj (nq*))’

where ¢* is either s* or «, depending on which order is optimal, according to
Lemma 3.2. Note that again, £, does not depend on b. It can be shown that the
efficiency gets smaller as we move away from the optimal order 7,+. We will limit
our consideration of the magnitude of the efficiencies to a small example.

Let k =4 and v = 7. Depending on the value of Ao/A1, an optimal order is either
mo={1,2,3,4}, m; ={1,2,3,1} or 13 = {1, 2, 2, 1}. More precisely, mg is opti-
mal if Lo/A1 > ¢%(1) =9/20, 7y is optimal if 1/20 = ¢?(2) < ro/A1 < $>(1) =
9/20 and m; is optimal if Ag/A; < $*(2) = 1/20. Table 1 shows the efficiencies
(rounded to nearest percentages) of these designs for selected values of Ag and Aj.

The conclusion is that we need to be a bit more careful in this case, but that a
design that is less extreme (in terms of the value of ¢) is more likely to keep a high
efficiency, except possibly for extreme values of Ag/A 1.

5. Proofs.

PROOF OF LEMMA 3.2. (i) Suppose s* > 0. Forr € @ and j =0, 1,...,Kk,
let us define

5.1 sj =sj(m) = number of symbols that appear j times in 7.

It follows that v=s9 + 51 + - -+ Sk, k=851 + 250 +--- + ks and s = s(w) =
$2 + (;)S3 +- (g)sk. Suppose positions pj, py are occupied by symbol iy,
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positions p3, p4, ps5 are occupied by i> and so on. We can then write

F(m) = —Xos — Alo(pD)d (p2) + ¢ (p3)o(p4)
+ ¢ (p3)¢(ps) + ¢ (pa)p(ps) + -]

A
= —Aos — 7‘[(¢(p1> +6(p2)’ — 2 (p1) — 62 (p2)

5.2) )
+ (¢ (p3) + ¢ (ps) + d(ps))
—¢*(p3) — d*(pa) — $*(ps) + -]
< —AoS+ — |:Z¢ (pi) i|
where
(5.3) h=h(mw)=2s) +3s3+- -+ ks =k —s1.
Note that
(5.4) s—h/2= Z(l(l —D é)w > 0.
Hence, we get from (5.2)
h

(5.5 F(m) < /\0— [th (pi) }— Y [h¢*(pi) — Xol.

i=l1

It follows from (3.9) that an upper bound for F' () is given by

S*
(5.6) F(r) <Y [Me*(p) — Aol
p=1
which is attained by the order mg+ defined in (3.8).

When s* =0, F(;r5+) = 0 and for any other order 7, it follows from (5.5) and
(3.9) that F (;r) < 0. This establishes part (i) of Lemma 3.2.

(ii) If equality is attained in (5.6) by an order 7, then it is clear from (5.4) that
h(w) =2s*,5;(w) =0 for j >3, so(7) = s* and 51(7) = k — 25*. However, for
k > v + s*, the number of treatments required by 7 is k — 2s* 4+ s* =k —s* > v
so that = does not exist. To prove (ii), let us start by evaluating the possible range
of s(;r) for an optimal order 7. Since 1 < k/v < 2, it follows from (3.6) that s (i)
is minimized when n; € {1, 2}; It can hence be shown that Min,cp s(r) = @. On
the other hand, if s(7) > k/2, then the trend-free order 7¢ defined by

o [(L20 k/2,k)2, .., 2,1), if k is even,
n_{(1,2,...,(k—l)/2,(k+1)/2,(k—1)/2,...,2,1), if k is odd,
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satisfies s() > s( 7€) = |k/2] and T (w) > T(7¢) = —1/2 = Mingco T (),
hence F () < F(;r¢). Therefore, without loss of generality, we may assume o <
s(m) <k/2.

Suppose T € O is arbitrary with s(7) = o + g, where 0 < g <k/2 —a. It
follows from (5.3) and (5.4) that s; () > k — 2(« + g). Therefore, from (3.7), we
get

v a+t+g
T (%)= %[Zh?(m - 1} = %[ > ki@~ 1} =— ) ¢
i=1

inj=1 p=1
Using (3.3), we obtain F(T) < MaX(z)=q+g F () = Z‘;j;’[)\1¢2(p) — Aol
Since (k + 1)/2 > o + g > a > s*, (3.9) implies zjjﬁ’[xlqﬂ(p) — 2] <

Z‘I",Zl (A 1¢%(p) — Ao]. It can be shown that Z%:l (M1¢%(p) — ol = F (1ry), with 774
as defined in (3.8). Hence, F () < F(my). This completes the proof of Lemma 3.2.
O

To prove Lemma 3.5, we need a result that is stated and proved below.

LEMMA 5.1. Let k > 2v and k be even. With m and t as defined in (3.10)
and with u denoting an integer, 0 < u < v, let O,, denote the set of all orders with
precisely u treatments that have an odd replication. Then, an order m € O, with

the following properties minimizes y_;_, nl2 over O,:
(i) when m is even,
u+t r—u )
Sm =V — s Sm+1 =1U, Sm+42 = ifu<t,
2 2
u—t u-—+t :
Sm—1= , Sm=V—U, Sm+1 = ifu>t;
2 2
(i1) when m is odd,
v—u-—t v—u-+t .
Sm—1=——F7—, Sm=1U, Smtl = ———— ifu<v-—t,
2 2
u+v—t u—v+t )
Sm:72 s Sm+1:U—[,{’ Sm+2:72 l‘fu>v_t-

Here, the s;’s are the quantities defined in (5.1).

2

i

PROOF. We will first show that an order that minimizes )/ _;n
(a “minimizing order”) satisfies the following:

in O,

6.7 Ifs;,>0 and s; >0 then |j; — jol <2.

To see this, suppose 7 is an order such that s j, > 0, s, > 0 for j; > jo+3. Suppose
nj, = jo and n;, = ji. Let 7" be an order obtained from 7 by only changing two
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appearances of treatment i to treatment io. For 7/, n;1 =j1—2, ngo = jo+2,
n} =n; for all i # i, i1, hence 7’ € Oy. Clearly, >V_, n* — ¥V_ n? = (jo +
2)% — jg + (j1 — 2)2 — j12 =4(jo— j1) +8 < —12+ 8 < 0. Hence, 7’ is “better”
than 7. For 7/, s}o =sj, — I, s}l =sj, — 1, s}0+2 =Sjo+2+ 1, s}l_z =s5j,-2+1
and s} =s; for j ¢ {jo, jo + 2, j1 —2, j1}. Repeated application shows that (5.7)
must hold for a minimizing order.

Since k =mv + ¢, 0 <t < v, for a minimizing order, we have two possibilities:
(5.8) 5s;i=0 for j¢{m,m+1,m+2}or
5.9 s;i=0 for j ¢ {m—1,m,m+ 1}.
Suppose m is even, m > 2. Clearly, u and ¢ are even. For & € O, if (5.8) holds,
then s,,+1 = u. It follows from
(5.10)  sm +Sm+1+Smy2 =", mspy + (m + sy + (m+2)spy2 =k
that an order = € @, with s;,+1 = u must satisfy
u-—+t r—u

2 bl sm+l = M, Sm+2 == 2
On the other hand, if (5.9) holds, then s,,—1 + sy, 41 = u. Identities (5.10) imply
that an order w € @, with s;,_1 + s;,,4-1 = u must satisfy
u-—t u-+t

B ’ Sm =V —U, Sm+1 = >

It is clear that when u < ¢, (5.12) cannot hold and when u > ¢, (5.11) cannot hold.
When u =t, (5.11) and (5.12) both reduce to s,,= v — t, s;,+1 = ¢. This proves
Lemma 5.1 for even m. The proof for the case of odd m, m > 3, is similar. [J

(5.11) S =10V —

(5.12) Sm—1 =

PROOF OF LEMMA 3.5. To prove (i), note that since |n; — n;/| < 1, it follows
from (3.6) that n{}F minimizes s(7r) and since h; =0 fori =1, ..., v, it follows
from (3.7) that rr;f‘F minimizes 7T (7v). Hence, rr]‘f‘F maximizes F (). The proof of
(i) is similar.

To prove (iii), first consider an order = € ©,. From (3.13), it follows that

T () > %[wz(g) — 1]

Case 1: m is even, m > 2. It follows from Lemma 5.1 that when & € O, for
u=<t,

1 t t— . t —
s(vﬂz5[(1}-%)m%u(m1>2+T“(m+2>2—mv—z}:smm+ -

with s™" as defined in (4.2). Similarly, for u > ¢, s(r) > s™" 4 (1 — r)/2. Hence,
from (3.3), we get, for 7 € O,

o szl %) A(s)-
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If we denote the upper bound in (5.13) by F*(u), then F*(u) < F*(t) for u > ¢.

This

implies that Maxo<, <, F*(u) is attained at some u <t. When u <t,

. At Al U 2<k)i|
F* =_)\‘ mm _ "V - _ )\’ _)\‘ _
(u) 0S > + > + 2|: 0— Ao )

k
F*(0),  when g — A1¢2<5) <0,

=<

k
F*(1), when A — /\1¢>2<§) > 0.

The lemma follows since F (nTCF) = F*(0) and F (mn7F) = F*(1).
Case 2: m is odd, m > 3. The proof is similar. It can be shown that when = € O,

min v —1—ul M > (k o
F(ﬂ)f—ko(s —i-i)——[u(ﬁ (—)—l]zF (), say.

Max

2 2 2
0<u<v F**(u) is attained at some u <v —¢t. Whenu <v —1,
*ok 2 k
F**(0), when Ag — A1 ¢ 3 <0,

F™(u) < p
F*™(v—1), when AO—A1¢2<§) > 0.

Finally, in this case, F(JTTCF) = F*(0) and F (my7p) = F*(v —1). O
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