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Abstract

Two developments in fMRI magnitude time series modeling, namely, the incorporation of temporal
dependence and the Ricean distribution, have been separated by a distributional “mismatch”: such
time series modeling is largely based upon Gaussian-distributional-based extensions to the general
linear model, which precludes its use under Ricean modeling. We bridge this gap by extending
independent AR(p) errors to the latent, Gaussian-distributed real and imaginary components from
which the Ricean-distributed magnitudes are computed by augmenting the observed magnitude data
by missing phase data in an EM algorithm framework. We use the EM algorithm for parameter
estimation and extend it to compute approximate standard errors and test statistics for activation and
AR order detection. When compared to the standard Gaussian AR(p) model, this “AR(p) Ricean
model” produces less-biased parameter estimates and similar performance on an experimental fMRI
dataset.

Key Words: EM algorithm, empirical information matrix, hemodynamic response function, Monte
Carlo integration, Rice distribution, von-Mises distribution

1. Introduction

Functional magnetic resonance imaging (fMRI) is a popular method for studying brain
function because it is noninvasive, requires no exposure to radiation, and is widely avail-
able. The imaging modality is built on the fact that when neurons fire in response to a
stimulus or a task, the blood oxygen levels in neighboring vessels changes, effecting the
magnetic resonance (MR) signal on the order of 2-3% (Lazar, 2008), due to the differing
magnetic susceptibilities of oxygenated and deoxygenated hemoglobin. This difference is
behind the so-called Blood Oxygen Level Dependent (BOLD) contrast (Ogawa et al., 1990;
Belliveau et al., 1991; Kwong et al., 1992; Bandettini et al., 1993) which is used as a sur-
rogate for neural activity and is used to acquire time-course sequences of images, with the
time-course in accordance with the stimulus and resting periods.

The general strategy to detect regions of neural activation is to fit, at each voxel, a model
— commonly a general linear model (Friston et al., 1995) — to the time series observations
against a transformation of the input stimulus: this transformation is the expected BOLD
response and is effectively modeled in terms of a convolution of the stimulus time course
with the hemodynamic response function (HRF), which measures the delay and dispersion
of the BOLD response to an instantaneous neuronal activation (Friston et al., 1994; Glover,
1999). This provides the setting for the application of techniques such as Statistical Para-
metric Mapping (SPM) (Friston et al., 1990), where the time series at each voxel is reduced
to a test statistic which summarizes the association between each voxel time course and the
expected BOLD response (Bandettini et al., 1993). The resulting map is then thresholded to
identify voxels that are significantly activated (Worsley et al., 1996; Genovese et al., 2002;
Logan and Rowe, 2004).
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Most statistical analyses focus on the magnitude data computed from the complex-
valued measurements resulting from Fourier reconstruction (Jezzard and Clare, 2001) and
discard the phase information. Because the real and imaginary measurements are well-
modeled as two independent normal random variables with the same variance (Wang and
Lei, 1994), these magnitude measurements follow the Rice distribution (Rice, 1944; Gud-
bjartsson and Patz, 1995). However, standard analyses assume that magnitude data are
Gaussian-distributed, even though the Gaussian approximation of the Rice distribution is
only valid at high signal-to-noise ratios (SNRs). This factor is increasingly important be-
cause the SNR is proportional to voxel volume (Lazar, 2008); thus an increase in the fMRI
spatial resolution will correspond to a lowering of the SNR, making the Gaussian distribu-
tional approximation for the magnitude data less tenable.

In its simplest form, analysis of magnitude fMRI time series assumes no autocorrela-
tion: however the naiveté of this assumption is widely recognized. There are many reasons
for this: one is that the hemodynamic response disperses (or “smears,” in fMRI jargon)
neural activation. The hemodynamic (or BOLD) response to a single neural activation
takes 15 to 20 seconds (Lazar, 2008), which is much longer than the sampling intervals
of many fMRI techniques — 100 ms-5 s for echo-planar imaging (EPI) techniques (Friston
et al., 1994). Further, the neuronal response, which can be modeled as a point response
or a delta function (Friston et al., 1994), is itself very fast when compared to the BOLD
response. Since fMRI experiments measure the BOLD response over time, the above dis-
cussion means that the observed time series within each voxel are correlated. Friston et al.
(1994) also contend that the neuronal process is composed of “intrinsic” neuronal activities
in addition to the stimulus-related response. Consequently, the authors say, autocorrela-
tions in the observed time series arise from two neural components, both measured through
the hemodynamic response: one that is experimentally induced owing to the stimulus and
another that is due to intrinsic neuronal activity. The first component is modeled by convo-
lution of the stimulus time course with the HRF, as discussed previously, while the second
is modeled with autocorrelation. Additional sources of autocorrelation are also provided
by the subject’s cardiac and respiratory cycles (Friston et al., 2000).

Precise modeling of this temporal correlation is essential to maintaining assumed sig-
nificance levels in tests for activation (Purdon and Weisskoff, 1998). Many analyses extend
the linear model by introducing autocorrelated errors (Lazar, 2008). Prewhitening these
errors is a common procedure, based on estimated autoregressive (AR) (Bullmore et al.,
1996; Marchini and Ripley, 2000) or autoregressive moving average (ARMA) (Locascio
et al., 1997) models, which produces the most efficient estimators. However, this approach
can bias significance levels (Friston et al., 2000; Woolrich et al., 2001), so temporal (Wors-
ley and Friston, 1995) and spatial (Worsley et al., 2002) smoothing have been recommended
for more robustness. Likelihood-based activation statistics, based on incorporating an AR
temporal correlation structure into the likelihood function, have also been proposed as a
less-biased alternative to prewhitening approaches (den Dekker et al., 2009).

The above approaches all make Gaussian distributional assumptions for the observed
magnitude time series, which as discussed before, is not appropriate, even approximately, at
low SNR. This has led to the development of Rice-distributed magnitude-data models (den
Dekker and Sijbers, 2005; Rowe, 2005; Solo and Noh, 2007; Zhu et al., 2009) which have,
understandably, shown improved power of detection over their Gaussian counterparts at
low SNR. These models, however, assume independence in the time series; incorporating
autocorrelation in Rice-based models is impeded by the fact that the above approaches,
such as ARMA modeling and prewhitening, are based on the Gaussian distribution.

In this paper, we develop a Ricean model for fMRI magnitude time series which incor-
porates AR(p) dependence. Due to the previously discussed “mismatch” between Gaussian-
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based time series techniques and Ricean-distributed magnitude data, we do not model the
magnitudes directly and instead utilize the fMRI data acquisition process as follows. Be-
cause the Rice distributed magnitude observations are computed from Gaussian distributed
real and imaginary components, we apply the AR(p) dependence to this latent complex-
valued data. In Section 2, because this complex-valued data is composed of observed
magnitudes and “missing” phase data, we present the model through an EM algorithm
(Dempster et al., 1977) framework and illustrate its use in parameter estimation; we also
illustrate computation of approximate standard errors of these parameter estimates and tests
for activation and AR order detection through extensions of the EM algorithm. We com-
pare these AR(p)-Ricean-model parameter estimates to those based upon a Gaussian AR(p)
model for simulated fMRI data in Section 3 and discuss our results in Section 4.

2. Methodology

We focus on the magnitude time series at a voxel, which we denote as r = (r1,...,7y),
where n is the number of scans. As discussed in Section 1, we incorporate autocorrelation
into a Ricean-distributed model for » by applying AR(p) errors to the real and imaginary
(Gaussian) time series, denoted yp = (Ygr1,-.-,Yrn) and y; = (yr1,...,YIn), respec-
tively. After transforming the distribution of (yp,y;) to the magnitude-phase variables
(r,¢), where ¢ = (¢1,...,d,), we apply the EM algorithm to obtain maximum likeli-
hood estimates (MLEs) of model parameters, which we denote by 7. Because the phase
data ¢ is discarded in “magnitude-only” data analysis, the observed, missing, and complete
data of EM algorithm terminology are represented by r, ¢, and (7, ¢), respectively.

2.1 Parameter estimation via the EM algorithm

An iteration of the EM algorithm consists of the Expectation and Maximization steps (or
the E- and M-steps). At the (k + 1)th iteration, k& > 0, the E-step calculates the objec-
tive function Q(7; %)) = Egjp - [log f(r, ¢; 7)), the expectation of the complete-data
log-likelihood with respect to the conditional distribution ¢|r at the current parameter es-
timates 7(*). The M-step calculates the updated parameter values 7(**1) by maximizing
Q(7; 7)) with respect to T; that is, 7*+1) = argmax_ Q(7; 7*)). In the following para-
graphs, we illustrate the E- and M-steps involved in computing MLEs for AR(p)-Ricean-
model parameters.

We begin our E-step description with the complete-data log-likelihood function, which
results from applying AR(p) errors to the complex-valued data model of Rowe and Logan

(2004),
yry\ _( X O B cos 6 Nr
<y1)_<0 X><Bsin9>+<nl>’ M

where the n x ¢ design matrix X models effects such as the baseline signal level, signal
drift, and the expected BOLD response, and 6 represents the constant mean of the phase
time series ¢. (Note that since magnitude time series contain no phase information, 6 is nei-
ther known nor estimated.) The error terms Ny = (g1, ..., Mrn) and n; = (M1, - .-, Nn)
are independent AR(p) time series parameterized by AR coefficients a = (a1,..., ;)
and white noise variance o?; that is, for t = 1,...,n, NRt = Zle QiNR,t—; + €re and
Nt = > by ainri—i + €, With epe, 5 ~ iid N(0,0%). We also denote v; as the lag-j
autocovariance, j = 0,...,p, and use (7o, ...,7p) as an alternative parameterization of
(ax, 0?), obtained via the Yule-Walker equations (Shumway and Stoffer, 2006). Addition-
ally, we define R,, such that Cov(ny) = Cov(n;) = 0?R,. The AR order p, which is
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assumed known in this model formulation, can be chosen using the order selection proce-
dure described in Section 2.2. Thus, the complete-data log-likelihood is

log f(ygr,yp;7) = —nlogo® —log |R,| — h/20?, 2)

where h = &' Dé, & being the (p+1)-vector (1, —ay, ..., —ap) and D the (p+1) x (p+1)
symmetric matrix with (¢, j)th entry dij = > 377 [nRutinr+j + N1e4inn i+l 0 <
1,7 < p (Pourahmadi, 2001). To transform the complete log-likelihood function from
real-imaginary to magnitude-phase variables, we apply the relations YRt = Tt cos ¢y and
yre = resingy, t = 1,...,n, to d;;, which produces d;; = >3 777 rypirigj cos(¢yri —
D) — Ht+iTt+; COS(¢t+J —0) = pre4jTe4i COS(Pryi — 0) + fheipier s, where py = 8, x;
being the ¢th row of X. In view of (2) and this expression for d;;, we note that the E-step
involves two categories of expectations: the univariate expectations E[cos(¢; — 6)|ry, ’T(k)],
t =1,...,n, and the bivariate expectations E[cos(¢¢ — ¢ryj)|re, Te+5, ™, i=1,...,p,
t=1,....,n—7.

The former expectations are with respect to the von-Mises distribution V M (-, -), which
is defined in Appendix A. It can be shown that ¢|ry, 7() is von-Mises by transforming

(yrt, yrt), which are independent and follow N (,ugk) cos b, vék)) and N (,ugk) sin 6, vék))

(k)
distributions, to the variables (7, ¢;). This gives f(¢¢|re, 7)) o exp{ ”;(k:t cos(¢y —0)},
0
(k)

where p; ' = w;ﬁ(k), which, as seen in Appendix A, is the probability density function
(PDF) of the VM (6, ,ugk)rt / ’yék)) distribution. Thus, again following from Appendix A,
the univariate expectations E[cos(¢; — ) |r, 7] = A(,u,gk)rt/’y((]k)), t=1,...,n, where
A(-) = Ii(-)/1o(-), 1;(-) being the jth order modified Bessel function of the first kind
(Abramowitz and Stegun, 1965).

The bivariate expectations can be approximated via univariate Monte Carlo integration
as follows. First, we generate (1, ..., 4™ ~ iid VM (0, ,ugk)rt/vék)), which can be ef-
ficiently accomplished through the rejection sampling algorithm of Best and Fisher (1979).
The expectation E[cos(¢; — d1+;)|7t, ¢+, )] is then approximated as

() 4
— Z K [£* cos @ 4 d], 3)

i * * k k) (k 2(k
where K = /w2 162+ 20678 cos 0, 1% = 11 (38 i)~ P M) 1728 20,
and § = ')/J(-k)rtrt+j / (fyg k) _ ’y]z-(k) ). See Appendix B for a derivation of (3).
To summarize, the E-step replaces the h-term in (2) by its expectation, which we denote

by h¥) = & D" &, where D*) isa (p+1) x (p+1) symmetric matrix with (i, j)th entry

n—i—j

k
dgj) — Z {Tt+i?”t+jE[COS(¢t+i — b )| eri, Tea g, TR -
t=1
k), (k N
Mt+ﬂ”t+jA(7‘t+jM§+)j/’Yé )) _ Mt+j7”t+iA(7’t+m§+)i/’yé )) n /~Lt+i,ut+j}.
“)

Also, to prepare for the M-step, we represent the 3-dependent portion of h(*¥) as h(*)(3) =
BX'R;1XB-28X'R,; ' Xu®, where u®) is a vector of length n with tth entry ugk) =
k k
rtA(,uE )rt/’y(() )), t=1,...,n
Because the M-step does not have a closed form, we obtain 7(**+1) through three con-
ditional maximization steps as described in the ECM algorithm of Meng and Rubin (1993).

1055



JSM 2017 - Section on Statisticsin Imaging

First, given B(k), we calculate a1 from the equations (which modify Miller, 1995)
() ) (k)

ST (AP + 2578 ) oy =P, i =1, )
7=1

(kE)

where d; J (k)

substitutes p; ~ for py, t = 1,...,n, in (4) and fy](kk) = d(()];k)/@n) esti-
mates the lag-j autocovariance, j = 0, ..., p. Second, conditioned on aF1) we calculate
B+ a5 g+ — (X’R;l(kﬂ)X)_IX’Rﬁl(kH)u(’“), which follows from minimiz-
ing the expression for h(¥)(3) in the previous paragraph, where R, Lk 45 caleulated
from a*+1) (Pourahmadi, 2001). Finally, we calculate o2(*t1) = p(:k+1) /(2n), where
h(ER+D) qubstitutes (ak D), 3D for (e, ) in h*). To complete the EM algorithm,
we calculate 'y( +1), 7 =0,...,p, from (a(k“), 02(k+1)) and the Yule-Walker equations
for use in the next E-step.

To compute starting values, we used the independent Ricean model, which itself em-
ploys an EM algorithm (Solo and Noh, 2007), to compute (,6(0), 02(0)) and set a® = 0.
To save computation time, we use fewer Monte Carlo samples m for initial iterations and
increase m as the algorithm moves closer to convergence, as advocated by Wei and Tanner
(1990). Also, due to the randomness associated with each EM step, we assumed con-
vergence if the convergence criterion was satisfied for three (instead of two) consecutive
iterations (Booth and Hobert, 1999), which produced the (approximate) MLE 7.

2.2 Calculation of standard errors and test statistics

We utilize the Fisher information matrix for calculation of approximate standard errors
for the MLEs. However, because the observed-data likelihood function is intractable in
this case, we use the empirical information matrix (Meilijson, 1989), an estimate of the
Fisher information matrix which can be calculated from the complete-data likelihood and
its expectation under the E-step. More specifically, the empirical information matrix is the
sum over independent observations of outer products of the score statistics, where each
(observed-data) score statistic can be calculated as the expectation of the corresponding
complete-data score statistic with respect to the distribution of the missing data conditioned
on the observed data. In our context, we do not have independence, but we can exploit the
fact that AR(p) processes have a conditional independence structure which provides simi-
lar factoring of the likelihood: when conditioned on the first p observations, the complete
data consists of n — p conditionally independent (complex-valued) observations; that is,
(16, o) (re—1, bt-1), - - - (Tt—p, Bt—p), Which we abbreviate as [r, ¢]y;_,, are independent
fort = p+ 1,...,n. Similarly denoting [r}t‘t,p as r¢|r—1,...,r—p, the empirical in-
formation matrix is given by I.(7;7) = 31 . s([r]yi—p; T)8'([7]y¢—p; T), Where the
score statistic s([r];;_p; 7) can be calculated as Egy. 7[8([7, @ls1—p; T)]r=+, the expec-
tation of s([r, @ly;—p; T) = 0/07log L([r, @s4—p; T). More details on this calculation
are given in Appendix C. For verification, we also estimated the Fisher information matrix
using Louis’s method (Louis, 1982). Following standard practice, approximate standard
errors for 7, i = 1,...,q 4+ p + 1, are given by {I,1(#;7),,.,}!/2, the square-root of the
diagonal entry of I !(#;r) corresponding to ;.

Wald statistics for activation and order detection follow from the information matrix.
We generally pose the test for activation as Hy : C3 = 0 vs. H, : C3 # 0, which has
corresponding Wald statistic (C8)'[C I (F; r)ggC’ ! (CB), where I (#; 1) refers
to the ¢ X g block of I e_l(‘f'; r) corresponding to 3. This statistic has an asymptotic x?
null distribution with degrees of freedom equal to the rank of C. We utilize a sequential
hypothesis testing procedure (similar to forward model selection in regression modeling)
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for order detection, in which the detected order p = i’ — 1, where ¢’ is the smallest 7, 7 > 1,
such that a test of Hy : a; = 0 vs. H, : oy # 0 does not reject Hy. A Wald statistic for
this test is given by 42 /I, (#;7)a,a,, Where &; and I, '(F;7)q,q, are computed under
the AR(¢) Ricean model, which follows an asymptotic X% null distribution.

2.3 Gaussian Autoregressive model

We compare the parameter estimates and test statistics derived under the AR(p) Ricean
model to those based on a standard Gaussian AR(p) model. In this Gaussian model, r =
X3 + €, where X is the same as before and € follows an AR(p) dependence structure
parameterized by o and o2. The MLEs of 3, «, and ¢ can be obtained according to
Cochrane and Orcutt (1949). For comparison with the test statistics derived in Section 2.2,
the Gaussian AR(p) model test statistics are also calculated as Wald statistics which utilize
the empirical information matrix.

3. Experimental Evaluations

We generated Ricean-distributed magnitude time series of length n = 256 by simulating
from (1) and computing r; = 4 /ylz%t + y%t fort = 1,...,256. The design matrix X con-
tained ¢ = 2 columns, which included an intercept term to model the baseline signal and
a 1 square wave alternating every 16 time points to model the expected BOLD response.
Thus, in 3 = (Bo, £1), only 31 was activation-related, so the test for activation was posed
as Hy : 1 = 0vs. H, : f1 # 0 and the corresponding activation test statistic follows an
asymptotic x? null distribution. We maintained o> = 1.0 over all simulations for simple
interpretation of the signal-to-noise ratio SNR = /3y/0. We varied /3y from 0.4 to 10 to
examine low SNR values (most fMRI data has SNR above 10) and used 57 = 0.2 and 0.0
to represent activated and non-activated voxel time series, respectively. We applied AR(1)
dependence with AR coefficient values a; = 0.2,0.4, and 0.6 and fit AR(1) models to
all time series. We simulated 100,000 magnitude time series at each collection of param-
eter values and computed MLEs, standard error estimates, and (activation and AR order
detection) test statistics under Ricean and Gaussian models as described in Section 2. Im-
plementation of the AR(1) Ricean-model EM algorithm included ten preliminary iterations
generating m = 2 Monte Carlo samples per expectation, followed by iterations utilizing
m = 10 samples until convergence was reached.

First, we examine the biases of the Ricean and Gaussian-model MLEs, which are plot-
ted against 5y (or alternatively, SNR) in Figure 1. Of the two models, the Ricean-model
estimates show less bias; the Gaussian-model estimates become increasingly biased as the
SNR decreases due to the worsening Gaussian approximation of the Rice distribution dis-
cussed in Section 1. Further, we note that these (Gaussian-model) biases increase with o
and attribute this to decreasing SNR as well: as «; increases, the SNR decreases due to
the increasing variance of AR(1) processes, which is given by 79 = 02/(1 — a2). Though
the opposite is true for the Gaussian-model estimate of o, we argue that this effect is
“artificial” and due to the bias of &; increasing with a;.

4. Discussion

In this paper, we developed the first Ricean model for fMRI magnitude time series that
incorporates time dependence. We used an indirect (but natural) approach, applying AR(p)
errors to the Gaussian-distributed real and imaginary components from which the mag-
nitudes are computed. We modeled the latent complex-valued data by augmenting the
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Figure 1: Biases of the AR(1) Ricean- and Gaussian-model parameter estimates are plotted
against (g (or alternatively, SNR) for different values of .

observed magnitude data by missing phase data according to an EM algorithm framework,
which we used to calculate parameter estimates, standard errors, and test statistics for ac-
tivation and AR order detection. We showed that this AR(p) Ricean model produces less-
biased parameter estimates than its standard AR(p) Gaussian counterpart.

A. The von-Mises distribution

If ¢ follows the von-Mises distribution V' M (g, k), where 6 is the mean direction and
is the concentration parameter, the PDF of ¢ is given by

F(plbo, ) = [2mIo (k)] " exp[r cos(p — 6p)], (6)

for ¢ € (—m,m), 6p € (—m,m), and k > 0 (Mardia and Jupp, 2000), I;(-) being the
jth order modified Bessel function of the first kind (Abramowitz and Stegun, 1965). In
the E-step, we use the von-Mises expectations E(cos ) = A(k) cosfy and E(sinp) =
A(k)sin 6y, where A(-) = I1(-)/Io(-), as well as the location-family property that ¢ ~
VM(0o, k) = (p—6y) ~VM(0,k).

B. Derivation of Monte Carlo approximation

The Monte Carlo approximation (3) for E[cos(¢r — drrj)|7e, Ti45, ®, i =1,...,p
t=1,...,n — j, follows from the expansion

Ey, 1 r0 {cos(¢r — O)Ei[cos(dryj — 0)] + sin(dy — O)Ei[sin(¢ey; — O)]}, (7
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where E.[-] denotes expectation with respect to ¢ j|dr, 74, 7115, 7(F). We show that the
latter is von-Mises-distributed by transforming (yre, Yr,t+;) and (yr¢, yr,¢+;), which are
independent and bivariate normal with means (Mﬁ’“), /“‘Ei)j) cos 6 and (,ugk) , ugi)j) sin 6, re-
spectively, and (the same) covariance matrix with diagonal and off-diagonal entries 'yék)

(%)

and 'yjk , to magnitude-phase variables. It can then be shown that

F(@ajl b, re, 45, ™) o exp [K* cos(Bray — 0) + 6 cos(dr — deas)] )

where «* and J are as in Section 2.1. After combining the bracketed portion of (8) into a
single cosine term, it is evident that ¢y ;|d¢, e, 7445, k)~ VM (U(¢p), K(¢pr)), where
U (¢py) = arctan{d sin(¢;—0)/[x*+6 cos(¢py—0)]} and K (¢y) = {k*2+62+2k*0 cos(py—
6)}!/2. Using this distribution to compute the expectations E,[-] in (7) and simplifying, we

obtain A(K
Eﬁbt\n,f(s) {g{(((;t);))[’f* COS((bt —0) + 5]} . 9)

Because this expectation does not have a closed form, we approximate it by Monte Carlo
integration, simulating from (¢; — 0)|r;, 7*¥) ~ VM (0, uﬁ% / vék)) and averaging as is in

3).

C. Calculation of empirical information matrix

To illustrate the calculation of s([r];;_,; T) = Eg|p +(0/0T log f([r, @lyjt—p; T)]r=.1 =
p+1,...,n, webegin with deriving log f([r, ¢];;—p; T). By transforming the distributions
of [Ygl¢t—p and [y;]y:—, (following the notation in Section 2.2), which are independent
and normal with respective means p; cos 0 + Y 01 i (yrt—i — p—; cos @) and iy sin 6 +
S ai(yre—i — p—isin) and variances o2, to magnitude-phase variables, it can be
shown that log f([r, @lyi—p; T7) = —logo? — hy/(20%), where h; = &' Dyé, Dy being
a(p+1)x (p+ 1) matrix with (4, j)th-entry d;(i,j) = r—ir¢—j cos(Pr—i — Pr—j) —
prt—iTt—j €OS(r—j —0) — pe—jri—; cos(pp—i —0) + pp—ipte—j, 0 < 4,5 < p, and & as before.
After computing derivatives with respect to the parameters, the expectation involves the two
types of expectations described in Section 2.1.
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