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One of the central questions in neuroscience is how
neural activity is organized across different spatial and
temporal scales. As larger populations oscillate and syn-
chronize at lower frequencies and smaller ensembles are
active at higher frequencies, a cross-frequency coupling
would facilitate flexible coordination of neural activity
simultaneously in time and space. Although various
experiments have revealed amplitude-to-amplitude and
phase-to-phase coupling, the most common and most
celebrated result is that the phase of the lower frequency
component modulates the amplitude of the higher fre-
quency component. Over the recent 5 years the amount
of experimental works finding such phase-amplitude
coupling in LFP, ECoG, EEG and MEG has been tre-
mendous (summarized in [1]). We suggest that although
the mechanism of cross-frequency-coupling (CFC) is
theoretically very tempting, the current analysis methods
might overestimate any physiological CFC actually

evident in the signals of LFP, ECoG, EEG and MEG. In
particular, we point out three conceptual problems in
assessing the components and their correlations of a
time series. Although we focus on phase-amplitude cou-
pling, most of our argument is relevant for any type of
coupling.

1) The first conceptual problem is related to isolating
physiological frequency components of the recorded sig-
nal. The key point is to notice that there are many dif-
ferent mathematical representations for a time series but
the physical interpretation we make out of them is
dependent on the choice of the components to be ana-
lyzed. In particular, when one isolates the components
by Fourier-representation based filtering, it is the width
of the filtering bands what defines what we consider as
our components and how their power or group phase
change in time. We will discuss clear cut examples
where the interpretation of the existence of CFC

.

Figure 1 Time-evolution of the amplitudes of high frequency components locked to the trough of a low frequency component (from 4 to 8
Hz) for random noise from an atmospheric source (left) and its square (right).
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depends on the width of the filtering process. 2) A sec-
ond problem deals with the origin of spectral correla-
tions as detected by current cross-frequency analysis. It
is known that non-stationarities are associated with
spectral correlations in the Fourier space. Therefore,
there are two possibilities regarding the interpretation of
any observed CFC. One scenario is that basic neuronal
mechanisms indeed generate an interaction across dif-
ferent time scales (or frequencies) resulting in processes
with non-stationary features. The other and problematic
possibility is that unspecific non-stationarities can also
be associated with spectral correlations which in turn
will be detected by cross frequency measures even if
physiologically there is no causal interaction between
the frequencies. 3) We discuss on the role of non-linear-
ities as generators of cross frequency interactions. As an
example we performed a phase-amplitude coupling ana-
lysis of two nonlinearly related signals: atmospheric
noise and the square of it (Figure 1) observing an
enhancement of phase-amplitude coupling in the second
signal while no pattern is observed in the first.

Finally, we discuss some minimal conditions need to
be tested to solve some of the ambiguities here noted.
In summary, we simply want to point out that finding a
significant cross frequency pattern does not always have
to imply that there indeed is physiological cross fre-
quency interaction in the brain.
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