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Abstract

Rapid Cycling Bipolar Disorder (RCBD) outpatients completed twice-daily mood self-ratings for 3
consecutive months. These ratings were matched with local measurements of atmospheric pressure,
cloud cover, and temperature. Several alternative second order differential equation models were fit
to the data in which mood oscillations in RCBD were allowed to be linearly coupled with daily
weather patterns. The modeling results were consistent with an account of mood regulation that
included intrinsic homeostatic regulation as well as coupling between weather and mood. Models
were tested first in a nomothetic method where models were fit over all individuals and fit statistics
of each model compared to one another. Since substantial individual differences in intrinsic dynamics
were observed, the models were next fit using an ideographic method where each individual’s data
were fit separately and best-fitting models identified. The best-fitting within-individual model for
the largest number of individuals was also the best-fitting nomothetic model: temperature and the
first derivative of temperature coupled to mood and no effect of barometric pressure or cloud cover.
But this model was not the best-fitting model for all individuals, suggesting that there may be
substantial individual differences in the dynamic association between weather and mood in RCBD
patients. Heterogeneity in the parameters of the differential equation model of homeostatic
equilibrium as well as the coupling of mood to an inherently unpredictable (i.e., nonstationary)
process such as weather provide an alternative account for reported broadband frequency spectra of
daily mood in RCBD.
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INTRODUCTION

Since admissions for mania may be related to weather [1,2] and exposure to light may have
mood-altering effects in bipolar disorder patients [3], the present study examines the
relationship between weather and mood in patients with rapid cycling bipolar disorder (RCBD).
Patients with RCBD, who by definition, experience four or more major affective episodes per
year [4], represent an important population for studying a potential relationship between mood
and weather because significant mood changes occur over a relatively short interval of time.
From a theoretical standpoint, the evaluation of a possible relationship between weather and
mood would contribute to our knowledge of mood regulation and dysregulation. Clinically,
the severity of RCBD and its challenging management warrant the effort to define the
environmental factors that might contribute to the frequent shifts observed in the mood of these
patients. This would allow the estimation of short term prognosis, the anticipation of situations
of increased vulnerability, and the design of secondary and tertiary prophylactic measures

[5].

The present study examines the relationship between daily self-reported mood ratings from a
sample of RCBD patients and three weather variables: temperature, sky cover, and atmospheric
pressure. A relationship between affective states and temperature has been suggested in
multiple studies, although the relationship has not been replicated consistently [6,5]. Sky cover
was chosen because of the antidepressant effect of light and its potential for stabilizing or
destabilizing RCBD patients depending on the timing of the exposure [7]. Evidence that
atmospheric pressure is involved in mood regulation is less direct, but there are indications that
atmospheric pressure affects neurotransmitters implicated in mood regulation.

Temperature

Neurotransmitters involved in mood regulation are also involved in thermoregulation. It has
been shown that injection of either dopamine or 5-HT in a small dose causes a fall in core in
rats at about 17 degrees Celsius [8]. During cold exposure, the levels of NE increase many-
fold [9]; NE is released from peripheral nerve endings and exerts thermoregulatory response
through alpha adrenergic receptors on smooth muscles and beta adrenergic receptors on skeletal
muscles.

Malberg et al. [10] showed a different core temperature and 5-HT neurotoxicity profiles after
administration of fenuramine at different ambient temperatures. They demonstrated that FEN
treated rats at hypo- or hyperthermic temperatures showed a large depletion in 5-HT and
5HIAA, the metabolite of serotonin. Ghosh et al. [11] showed higher environmental
temperature-induced increases in body temperature involving serotonin in the GABA-
mediated interaction of the opioidergic system. Blanc et al. [12] showed variation of dopamine
and noradrenaline levels in response to stress. According to them, there was an increase in NE
or DA in response to the cold wind stress and these two affect the level of other amine levels.
O’Shea et al. [13] studied the effect of MDMA on dopamine and serotonin levels at various
ambient temperatures in rats. They noticed a difference in the response to the same dose of
MDMA at different temperatures. It was seen that MDMA produced a greater increase in
dopamine levels at higher temperatures than at lower temperatures. Also, MDMA produced a
greater thermogenic response at higher ambient temperatures as compared to lower ambient
temperatures.

Finally, there is some recent neuroimaging evidence of the effect of temperature on affect.
Sung etal. [14], using brain fMRI reported that warm stimulation results in increased activation
of regions related to affective/emotional awareness and processing. The study concluded that
appropriate thermal stimulation induces mood states and activates emotion/affect related
regions of the brain.
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One reason to suspect sky cover as a potential predictor of mood regulation is the evidence
from seasonality. Changes in photoperiod are followed by changes in temperature, sunlight,
humidity, etc. Winter depression and photoperiodism [15] are phenomena of which many
people are aware. However, it is less widely known that the majority of incidents of depression
are during spring, and successful suicides are more frequent in spring than in other seasons. In
fact, one of the most highly replicated findings in psychiatric epidemiologic research is the
seasonal spring peak in suicide [16], an ultimate and tragic result of mental illness. A peak in
spring was reported for depression exacerbation, admissions for depression, and ECT use
[17,18,19,20,21,22]. Admissions for bipolar depression also peak in April [23,24].
Photoperiod, changes in photoperiod, and light intensity have been proposed as possible driving
forces for peaks of suicide and depression [25]. However, upon careful scrutiny, the peak times
of suicide occurrence (April and May, reviewed by Altamura et al. [26]) do not match the peak
of photoperiod (centered on the Summer Solstice in late June) or the time when photoperiodic
changes are at their greatest (centered on the Spring equinox in March) [27,28,29,30,31].

Atmospheric Pressure

There are several indirect reasons why atmospheric pressure may play a role in mood
regulation. Several studies report that atmospheric pressure may influence serotonin
metabolism, a major neurotransmitter involved in mood regulation and dysregulation. For
instance, atmospheric pressure has been reported to explain a portion of the variance in platelet
[3H]Paroxetine binding in normal volunteers [32], and in the ratio between the serotonin
precursor L-tryptophan and the sum of the amino acids known to compete for the same cerebral
uptake mechanism [5]. Furthermore, a negative correlation was shown between air pressure
and CSF 5-HIAA [33], but this finding was not replicated at a second location with different
climatic conditions [34].

DYNAMICAL SYSTEMS AND MOOD

Gottschalk et al. [35] studied daily mood ratings from a group of 7 bipolar patients and reported
that mood in patients with bipolar disorder was not cyclic for extended periods of time based
on evidence from power spectrum analysis. While Gottschalk et al. [35] concluded that this
was evidence of deterministic chaos, Krystal and Greenside [36] noted that many processes
other than deterministic chaos can lead to the broadband spectraand low correlation dimensions
reported by Gottschalk and colleagues. In fact, many nonstationary processes including linear
processes coupled to exogenous nonstationary processes can masquerade as low dimensional
chaos, as measured by methods such as spectral analysis and correlation dimension [37,38]. If
mood and weather were coupled, and given the demonstrated nonstationarity of weather [39,
38], one plausible explanation for the reported broadband spectra of daily mood ratings would
be a linear homeostatic emotion regulation process with coupling to exogenous inuences such
as weather. We compare the fit of several models of this form to daily mood rating and weather
data.

Modern state space techniques [40,41,42,43] can estimate the parameters of models that are
linear in their differential form, but exhibit phase resetting either due to intrinsic dynamics or
coupling to exogenous influences. The method we chose uses differential equation models
estimated through state space techniques to represent continuous patterns of change within
systems (intrinsic dynamics) and between systems (coupling) [44,45,46]. Differential equation
models allow the expression of effects within the system in terms of the instantaneous rates of
change of variables as well as in terms of the values of the variables themselves [47,48].
Suppose mood is a variable that has a homeostatic equilibrium value, a value around which
daily mood fluctuates. We could then consider daily mood as a displacement from this
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equilibrium value. A differential equation model for mood might include a prediction about
how the displacement of mood from its equilibrium is related to the derivative of the mood
with respect to time, that is how rapidly the mood is changing at that same moment. A model
for cyclic fluctuations in mood would include a relationship between the displacement of mood
and the second derivative of mood with respect time, that is how rapidly mood was accelerating
or decelerating in its change.

One of the simplest physical systems that exhibits cyclic behavior is a pendulum. A pendulum
swings with a particular frequency that is related to the length of the pendulum and will come
to rest over an interval of time that is related the friction inherent in the pendulum’s pivot point.
If we make a few simplifying assumptions that the friction is constant and that there are no
other influences on the pendulum’s trajectory, a linear differential equation can describe the
pendulum with friction: the damped linear oscillator [49]. The equation for the damped linear
oscillator can be expressed as a linear regression formula where the acceleration of the
pendulum is the outcome variable and the position and velocity of the pendulum are the
predictor variables. If x; is the displacement of the pendulum from equilibrium, then

X=nx+{x+e,, (1)

where x; is the value of the displacement from equilibrium at time t, x is the first derivative,
and x is the second derivative with respect to time. This results in two main parameters: n is
related to the square of the frequency of the oscillation of the system and  is related to the
amount of damping (friction) in the system. These two have appealing substantive
interpretations. The frequency parameter from the linear oscillator equation represents the
fundamental frequency with which a particular RCBD patient’s mood would tend to cycle if
she or he were isolated from external influences. The damping or friction parameter from the
equation represents how rapidly a patient would return to a euthymic state if they were
influenced by a single event and then isolated from external influences.

Mood Dynamics in the Context of Weather

One way to think of the dynamic relationships between variables in dynamical systems terms
is as coupling between the variables. For instance, imagine a pendulum. Attached to the mass
of this pendulum is a spring that can be used to push or pull the mass from its prescribed
trajectory. The push or pull of the spring can affect the pendulum in many different ways. The
spring can modulate either the frequency or damping of the pendulum, or both. Consequently,
the trajectory of the pendulum could become quite intricate overtime, particularly if the push
or pull on the spring changes with time. Differential equation models can formalize and test
these ideas by comparing how well alternative models account for data from the pendulum
(mood) and the spring (weather).

Due to the irregularity of weather patterns [39,50,51], the effects of weather on mood over
extended periods of time may appear to be highly complex. This, however, does not preclude
the use of local linear approximations of the derivatives of weather variables with respect to
time to examine how they may act as an external influence on mood. These models need not
account for patterns of weather, but in order to be useful, they should account for the degree
to which changes in weather variables can account for changes in mood. In addition to the
effect of the exogenous weather variables, we wish to understand how much of the variability
in mood might be accounted for by an intrinsic dynamic — to what extent changes in mood can
be accounted for by an intrinsic self-regulatory process.

Even if all external influences on mood were perfectly understood, the long term trajectory of
daily mood may not be able to be predicted, that is to say, mood might exhibit sensitive
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dependence on initial conditions. However, even if the time-varying trajectory of daily mood
turns out to be some deterministic nonlinear or stochastic nonstationary process, it is still
possible to gain an understanding of the dynamics of daily mood over short intervals of a few
days by using local linear approximations of the derivatives.

Furthermore, we are interested in how weather variables may be related to daily mood
dynamics. We wonder whether coupling between weather and mood involves a direct effect
of the displacement of weather from its mean on the displacement of mood from its mean. Or
perhaps the displacement of a weather variable from its mean value or the rate of change in
the weather variable modulates the frequency or damping parameters of mood. In the analyses
below, we test hypotheses about the relationship between weather and the dynamics of
fluctuations of daily mood in a sample of RCBD patients.

METHODS

Subjects

Procedure

A clinical sample of 15 RCBD patients rated their mood every morning and evening for 3
months. In addition, a variety of weather variables were recorded each day for the same period.
Four variables were chosen to study the coupling between mood and weather: the twice-daily
mood rating, the barometric pressure, the percentage of sky cover, and the mean temperature
for each day on which a measurement was obtained. Three models were fit to these data in
order to explore the potential for understanding the cycling of mood in RCBD as a dynamical
system and to test the degree of coupling between such a system and the three indicators for
weather. Three additional models tested the coupling of each of the weather variables one at a
time with the mood of RCBD patients.

Fifteen patients diagnosed with rapid cycling bipolar disorder (7 Bipolar I, 8 Bipolar I1)
participated in the experiment. The patients had all been on stable medication (see Table 1) for
at least three consecutive months. Eleven patients were female and 4 were male and their mean
age was 42.2. Fourteen patients were Caucasian while the remaining patient was Asian. The
patients all lived in the Washington, DC area: 2 in the District of Columbia, 7 in Northern
Virginia and 6 in Maryland.

All participants were outpatients followed at the outpatient research clinic for patients with
rapid cycling bipolar disorder at the National Institute of Mental Health (NIMH). All patients
met the criteria for bipolar illness as established by a Structural Clinical Interview for DSM-
I11-R [52,53]. In addition, patients reported having had at least four major affective episodes
within the past year, including at least one each among major depression and hypomania (or
mania). We excluded patients with substance abuse or dependence within the past year, and
those that met criteria for borderline or antisocial personality disorder by the Structural Clinical
Interview for DSM-I11-R Personality Disorders (SCID-I1) [54]. Patients signed informed
consent.

Patients completed daily mood self-ratings twice a day, once shortly after awakening and once
just before bedtime. Patients rated their mood on a 100mm line with O representing “most
depressed I’ve ever felt” and 100 representing “most manic I’ve ever felt”. Patients were able
to view their previous responses. The region less than 35 was labeled “depressed”, from 35 to
65 was labeled “euthymic” and greater than 65 was labeled “hypomanic/manic”. In addition
patients completed a sleep log with a 15 minutes resolution every day. During the clinic visits,
the patients were rated using the Structured Interview Guide for the Hamilton Rating Scale for
Depression: Seasonal Affective Disorder Version (SIGH-SAD) [55] to measure the typical and
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atypical depressive symptoms while the Hypomania Interview Guide (HIGH-SAD) [56] was
used to measure hypomanic/manic symptoms.

Data were gathered during the spring, summer and fall of 1993 and 1994. Each patient was
studied for three consecutive months beginning as early as April and as late as September.
Weather variables for the Washington DC metropolitan area were obtained from the National
Climatic Data Center as measured at Dulles Airport. Barometric pressure was collected as a
daily average based on eight observations per day at 3 hour intervals. Barometric pressure was
measured in units of .001 inches of Mercury and was rescaled to units of .1 inches of Mercury
for purposes of the analysis. Sky cover was measured as the daily average cloud cover from
midnight to midnight, with data values varying from 0.0 representing clear for the entire 24
hour period to 100.0 representing completely overcast. Daily mean temperature was collected
as a daily average based on eight observations per day at 3 hour intervals, rounded to the nearest
degree Fahrenheit.

The process by which differential equation models were fit to these data involved four main
steps. First optimal analysis intervals, (t), were estimated individually for each subject. Second,
local linear approximations to the first and second derivatives of each variable were estimated
for each available triplet of occasions of measurement separated by the chosen analysis interval.
Third, covariances between all the variables and their derivatives were calculated. Finally,
seven competing structural equation models were fit to the covariance matrices and the results
compared.

Since there may be important categorical differences between the patients in this population,
we chose to estimate the derivatives in two different ways. First, we use a nomothetic approach
in which the grand mean of all of the individual analysis intervals is calculated and used to
estimate derivatives for all patients and occasions. The covariances between these derivatives
are then used to fit the seven candidate models to the population. Second, we used an
ideographic approach in which each patient’s estimated optimal analysis interval was used to
fit all seven models to that patient’s repeated observation data. In this approach we do not
aggregate over patients, but rather compare which models are best-fitting within patient.

We expand on each of these modeling steps below, starting with an explanation of local linear
approximation (LLA) of derivatives. We then present the damped linear oscillator model and
discuss the estimation of the analysis interval. Finally we discuss alternative models for
coupling daily mood with weather variables.

Local Linear Approximation of Derivatives—In order to fit a differential equation model
to data, the data must be in the form of approximations to the instantaneous first and second

derivatives of the variable at each occasion of measurement. Local linear approximation can
be used to estimate parameters of continuous time differential equations models [45].

Suppose the variable M is measured on three successive occasions separated by an interval of
time At and resulting in the measurements My, M, and Ms. A local linear approximation for
the first derivative of M at the second occasion of measurement is given by the average of the
two slopes between M, and M, and between M, and Mg,

My — M,

My = ,
I+ 27A1 @)
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where in this case T = 1 because M1, M, and M3 are successive occasions of measurement and
At is the interval of time between measurements. When many occasions of equal interval
measurement exist, alternating measurements in a sequence (for instance M1, M3 and Ms) could
also be used, in which case t = 2 would be used in the Equation 2.

Similarly, the local linear approximation for the second derivative of M at the second occasion
of measurement can be calculated from the same triplet of scores M1, M, and M3 as the change
in the slopes with respect to time,

Mo — 2My4 o+ M,
2AL2 ‘ 3

Ml+r ~

For this analysis, we assumed that the within-subject mean value of the mood variable estimated
the equilibrium value for each subject. We thus subtracted the within-subject mean values for
each variable so as to express the mood variable as an estimated displacement from equilibrium.
We did not standardize the mood or weather variables.

Damped Linear Oscillator Model of Daily Mood—A linear second order differential
equation for a damped linear oscillator model of mood can be expressed as,

Mrngr+UMr+er s (4)

where M; represents the value of mood self-report mood at time t, n is related to the frequency
of oscillation,  estimates the damping and e; is the residual in estimating M;. A plot of the
trajectory resulting from this equation, given example parameter values for n and { and initial
conditions at t = 0, is shown in Figure 1.

Although Equation 4 is a linear regression equation, the interpretation of its parameters is quite
different. A normal linear regression model would estimate some expected growth line or
expected growth curve. This differential equation regression model estimates an expected
oscillation and damping given some set of initial conditions. In Figure 1 there are no exogenous
influences on the variable M except at time t = 0. Of course, initial conditions may be change
over time due to exogenous influences on mood. Thus, an individual’s observed trajectory is
some mixture of these exogenous influences and the intrinsic self-regulation in response to the
exogenous input. When the model in Equation 4 is fit to repeated observations from an
individual, it estimates how the individual self-regulates in response to exogenous input. Thus,
this model does not describe a particular trajectory for a particular person, instead it describes
a family of trajectories that would be expected in response to a distribution of possible
exogenous influences.

In order to fit this model, the first and second derivatives for mood M were calculated using
linear approximation as described above. Estimation bias in the damped linear oscillator model
parameters has been shown to depend on the selection of the parameter 1, the interval of time
between observations used to estimate the derivatives [45]. Therefore, individual values of t
were estimated for the mood data of each individual using the fixed-window surrogate R2
technique [57,58]. This technique uses surrogate data analysis [59] to automate a plot-based
method developed by Boker and Nesselroade [45] for low bias within-individual parameter
estimation of damped linear oscillator models. Fixed-window analysis was used to estimate
T due to the possibility of relatively long frequencies relative to the time over which samples
were collected; plots of results from the surrogate technique and the plots described by Boker
and Nesselroade [45] were also examined for patterns uncharacteristic of damped linear
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oscillators. Values for T were estimated for the morning and evening mood data separately and
compared as a within-individual check of the data.

Analysis of data using the fixed-window surrogate technique begins by calculating the
explained variance from fitting equation 4 to the observed time series of an individual, using
LLAto estimate the firstand second derivatives with arange of t values. Boker and Nesselroade
[45] have shown that plots of the explained variance versus 1 tend to an approach asymptote
as the ideal value for 7 is approached. The black, wide line in Figure 2 shows a typical plot of
the explained variance versus t for an oscillating system.

A resampling technique called surrogate data analysis is then used to establish at what values
of  the observed explained variance is greater than would be expected by chance [59]. The
original time series is randomly shuffled to create multiple surrogate data sets. Random
shuffling of the original time series produces time series with the same distributional
characteristics as the original data (e.g. mean, variance), but all meaningful relationships related
to time are removed. Equation 4 is then fit to each surrogate data set in the same manner as the
original data set. The results from the surrogate data analysis, depicted as thin, gray lines in
Figure 2, can be used to estimate the explained variance that would be expected by chance if
the observed time series had no time-based relationships.

At each value of t the proportion of surrogate data sets that produced an explained variance
smaller than the original data set can be calculated (range: 0 to 1). The proportion versus t data
is used to select the first value of 1 that explains an unusual amount of variance. This is done
by generating one-half square-waves (i.e. pulses) ranging from 0 to 1, with the first half of the
pulse equal to 0. Pulses of varying lengths are then fit to the data, with the mean squared
difference between each pulse and the proportion data calculated for each pulse length. The
minimum mean squared difference is selected as the best indicator of the transition from low
to high proportions, and is therefore related to the asymptote of the R? versus t graph. The ideal
values for 7, which have been shown to be nearly unbiased in the range of 15 to 95 observations
per cycle, occurs at the first value equal to 1 of the pulse with the minimum mean squared
difference.

After estimating an optimal time delay, t for each subject, each triplet of values for which there
were no missing data was used. Thus each subject, with twice daily measurement, might
contribute as many as 2(N — 21) observations, or fewer if some occasions were missing. The
analysis used all possible within-subject triplets for which three values existed.

A path diagram representing the linear oscillator model from Equation 4 (Model A) is depicted
in Figure 3. This diagram follows the conventions of RAM diagrams [60, 61] in which squares
represent measured variables, circles represent unmeasured variables, single headed arrows
represent regression coefficients and double headed arrows represent variance and covariance
components. The box labeled M represents the mood variable, the box labeled dM represents
the first derivative of mood and the box labeled d2M represents the second derivative of the
mood variable. The variances of M and dM are represented by the double headed arrows labeled
V1 and Vgm, the regression coefficients ¢ and n are represented by the corresponding single
headed arrows, and the residual variance for d2M is represented by V.

The weather variables in Model A (shown in Figure 3) are represented by the six boxes labeled
B for barometric pressure, dB for change in barometric pressure, S for percentage of sky cover,
dS for change in percentage of sky cover, T for mean temperature and dT for change in mean
temperature. Note that in Model A there are no connections between the weather variables and
the mood variables, thus Model A tests the hypothesis that the mood oscillator is not predicted
by these weather variables. All weather variables were allowed freely covary, since we do not
want to explicitly model the relationships between weather variables.
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This structural model was then fit using the Mx software [62] to provide estimates of the
coefficients that are closest to the observed covariances between the three variables of mood
in the maximum likelihood sense. By comparing the differences in fit indices for each of these
models we can test hypotheses that one model is preferred over another individually within
each patients’ data. It should be noted that there are no degrees of freedom in the linear oscillator
portion of the model, so there is no potential contribution of misfit from the linear oscillator
model of mood. However, there are two methods that can be used to help understand how well
the linear oscillator portion of the model is accounting for the observed data. First, the explained
variance RZ for the d2M can be calculated as the proportion of original variance of d2M that
does not appear as Ve. In addition, a index can be derived by multiplying the estimated n
parameter by the squared delay value, (tAt)2, used for analysis. With oscillating systems n
(tAt)? tends to depart from the value —2, when tAt is not 1/4 or 3/4 the period (wavelength) of
the oscillator [63]. In the case of the current data, measurements are one day apart, so At = 1.
We will estimate the optimum delay value of t given the data; this estimation procedure is
described in a subsequent section.

We will refer to the three variables M, dM, and d2M along with the single headed and double
headed paths that connect them as the mood oscillator. We use this descriptive term since the
algebraic form of these variables and their connections is equivalent to the damped linear
oscillator from Equation 4. The remaining models test various hypotheses concerning the
relationship between weather and mood.

Linear Oscillator Model of Mood Coupled to Weather—The covariances between the
9 variables (Mood and its first and second derivatives, and Barometric Pressure, Sky Cover
and Mean Temperature and their respective first derivatives) are predicted by the six structural
equation models represented by the path diagrams in Figure 4. Each model tests a different
hypothesis concerning the observed covariances between the weather variables and the mood
oscillator.

Models B, C, and D in Figure 4 test three hypotheses concerning the structure of the covariance
between the weather variables and the mood oscillator. Model B tests the hypothesis that the
weather variables act directly as part of the mood oscillator by predicting the second derivative
of the mood (d2M) directly. Models C and D, respectively, test if there is a direct effect of
weather variables on the displacement of mood from equilibrium (M) or the first derivative
(dM) of mood.

Note that when the effects of weather on the second derivative are mediated through M or
dM in Model C or D, the estimated parameter values for n and { will not change relative to
those estimated in Model A. On the other hand when Model B is estimated, the estimates for
the coefficients n and ¢ will partially depend on the values estimated for the regression
coefficients connecting the weather variables to d2M. Thus a preference for Model B over
Models C and D would suggest that the parameters for the mood oscillator interacted with
exogenous influences and might be considered to have state-like characteristics, whereas a
preference for Model C over Model B would indicate that the estimated parameters for the
mood oscillator were more stable, endogenous, trait-like parameters.

Models E, F, and G in Figure 4 test the hypothesis that only one weather variable dominates
in its effect on the regulation of the mood oscillations. Models E, F, and G are in some sense
complementary to Models B, C, and D in that Models E, F, and G test hypotheses about
what does the regulation and Models B, C, and D test hypotheses about how the regulation
happens. This model construction strategy may be useful in a wide variety of contexts where
relevant theory posits coupling between variables. Note that all six of these models have the
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same number of degrees of freedom, but are not nested. Thus, direct likelihood ratio difference
tests are inappropriate, but the AIC fit statistic may be used.

Descriptive statistics for the four variables used in the present analyses are displayed in Table
2. Most patients are missing only a few observations, however one patient is missing 36% of
the total possible observations (patient 14). Recall that since a full non-missing triplet of data
is needed to estimate the derivatives, there will be fewer observations actually included in the
analysis. Due to the large proportion of missing observations, patient 14 was dropped from
further analyses.

Data from three example patients are plotted in Figure 5. These examples were chosen to
illustrate the individual differences shown in patterns in the mood trajectory. For instance,
patient 6 shows strong and regular cycles in his/her mood trajectory, whereas the mood
trajectory of patient 13 only hints at the possibility of a long frequency cycle, and any
underlying cyclicity in patient 1 is not immediately apparent to the eye. It may also be useful
to note that the Barometric Pressure and Temperature variables appear to have fewer high
frequency components than the Sky Cover variable. The Temperature variable however shows
clear trends over time, which are not as apparent in the Barometric Pressure and Sky Cover
variables.

Within-Individual Estimation of 1

Previous simulations have indicated that the best estimates of the n and ¢ parameters in damped
linear oscillator models occur when the interval between the three measurements used to
approximate the derivatives (t) is an optimum value [45]. If the interval between the
measurements is too small then error variance tends to be compounded in the approximation
of the derivatives, whereas if the measurement interval is too long, the variance in the second
derivative approaches zero and thus there is little or no residual variance that can be predicted
with external variables.

Surrogate data analysis can be used to select values for t which lead to low bias paramater
estimates of the damped linear oscillator model [57,58]. This surrogate R? technique examines
the variance explained by models using different t values and selects the value for t that occurs
as the variance explained asymptotes. The asymptote in the explained variance has been
identified as an optimal point for the selection of t for oscillating systems with substantial error
variance [45]. For the present analysis, the fixed-window surrogate R2 technique was fit to the
morning and evening data separately, for each individual. The estimated t values are shown
in Table 3.

Of the 14 patients, only three showed large differences between their morning and evening
data: patients 5, 7, and 9. Thus, the estimated self-regulating dynamic for 11 of the 14 patients
exhibited similar frequency properties in two interleaved samples. This suggests that it is
unlikely that these estimates are due to random fluctuations. Furthermore, lower values of t
tend to be associated with time series with either a very weak signal and a large proportion of
error variance, or even no signal at all. Based on a large scale simulation, Deboeck and Boker
[58] suggest that when the estimated optimal analysis interval T > 4, data are unlikely to
primarily consist of error variance. The grand mean of all patients’ was p(t) = 9.18, providing
converging evidence that variability in daily mood is unlikely to be attributable to random
fluctuations.

For the nomothetic analysis below, derivatives were estimated using the integer value of the
grand mean p(t) = 9. For the ideographic analyses, derivatives for each participant were
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estimated using the within-individual mean of the morning and evening t values listed in Table
3. For both nomothetic and ideographic analyses, time between successive observations (At)
was specified as 1/7, so that the estimated estimated parameters are scaled in terms of weeks.
This scaling ensured that the variance of M and its derivatives spanned only few orders of
magnitude. Variances spanning more than three orders of magnitude can be problematic for
SEM estimation routines due to rounding precision.

The weather variables are not being explicitly modeled as outcomes and therefore did not
require equivalent attention for the selection of 1. Derivatives for all three weather variables
were calculated using a t equivalent to one day. Time scaling of the weather derivatives, At
was specified as 1/7 in order to maintain the time scaling used in the mood derivatives.

Modeling Results

We first fit the seven damped oscillator models to the covariance matrix calculated from data
from all 14 patients. Since the data were largely complete for all included subjects, this
approach allows us to provide estimates of mean values for the parameters of each model and
to evaluate differences between models across all subjects. The results of fitting these models
to the aggregated covariance matrix are presented in Table 4. The mean frequency parameter
is essentially invariant across models, n = —1.09, resulting in a mean period of

— _ 2_
A=2m =1 /n+.25¢ _6'01weeks. The mean damping parameter, 0.02 <{ <0.05, was small and

positive, indicating that exogenous influences tended to be amplified into larger fluctuations
as time elapsed.

Model A (AIC=41.74), in which weather is presumed to have no effect on mood fluctuations,
and Model G (AIC=41.84), in which barometric pressure alone is couple to mood, are the two
worst fitting models. The two best-fitting models are Model B (AIC=16.20), in which the
weather variables predict the second derivative of mood, and Model F (AIC=6.02), in which
temperature alone is used to predict all of the mood variables.

Discussion of Nomothetic Results—Given that the model hypothesizing no effect of
weather on mood fluctuations fit substantially worse than all but one of the other models, it is
concluded that it is unlikely for there to be no coupling between weather and mood fluctuations
in these RCBD patients. However, the small number of subjects limits the generalizability of
this conclusion to the population of all individuals diagnosed with RCBD.

The two best-fitting models, Model B and F come from two complementary categories of
models. Model B tests a hypothesis about which type of regulation best accounts for the data.
Model B allows regulation of the second derivative, and thus it is concluded that the regulation
of mood coupled to weather is likely to be state-like in that there are likely to be time-dependent
frequency and damping of an individual’s observed trajectory over time. Model F excludes the
effect of all weather variables but temperature. Thus, it is concluded that in relation to the other
weather variables in these data, temperature better accounts for the observed mood fluctuations
in these RCBD patients.

Each of the seven models accounted for approximately 62% of the variance in the second
derivative of daily mood. While this R? might at first glance seem high, in previous simulations
[45] when the true model was known to be a damped linear oscillator with invariant parameters,
R2 values exceeded 0.75 even when substantial noise (i.e., measurement error) was present.
Thus, we conclude that either (a) there are substantial individual differences in the parameters
of the model, (b) there are within-person time varying parameters to the model, (c) there are
other exogenous influences to which mood is coupling, or (d) there exists a better dynamical
systems model to account for self regulation within these data.
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There is evidence from the t estimation results in Table 3 that substantial individual differences
exist in the period of oscillation for these patients. Thus, constraining the parameter values to
a sample average in a nomothetic analysis may obscure reliable individual differences in the
self-regulation of mood.

Modeling Results

We next fit the seven models to each individual in order to estimate individual differences.
Covariance matrices for each individual were calculated based on the individual t values shown
in Table 3. The number of complete data triplets (i.e. M, 7, M) range from 60 to 168, with the
median person having 126 triplets.

The results from Model A are first considered. Individual values of n(tAt)? range from —2.190
to —1.108, with a median value of —1.534. The departure of these values from —2 for many
individuals suggests that underlying signal is behaving as would be expected for a damped
linear oscillator [63].

Substantial individual differences in both the frequency (n) and damping () parameters for
the damped linear oscillator model of mood were observed. Patients’ frequency parameters
range from a relatively rapid frequency of n = —7.46 (16.1 days) to slow frequencies of n =
—0.26 (85.6 days). The median participant frequency was 34.8 days (n = —1.59). The individual
differences in the damping parameter ¢ range from  — 0.49 to { = +0.42, with a median ¢ of
—0.04. A negative damping parameter indicates that these individuals’ oscillators are likely to
reduce in amplitude over time.

All seven models were then fit to each individual’s data. The AIC fit statistics for each of these
models, for each individual, are summarized in Table 5. The last column in this table identifies
the best-fitting model based on AIC, while the last two rows show mean and median AIC values
within each model. The pattern of results for the mean AIC values are similar to those shown
in the nomothetic results, with Models B and F displaying the best fit. However the median
results seem to suggest that Models D and F are the best-fitting models.

Examination of results within individual suggest that substantial individual differences exist.
The data of six individuals seems to be best fit by model F, the model that seemed to emerge
as best from the nomothetic results, where temperature and its first derivative influences the
damped linear oscillator model of mood. However model D, where weather variables affect
the first derivative of mood, provides the best fit for three individuals. The data from two
individuals are best fit by model E, where barometer and its first derivative affect the oscillator
model. Data from one of each of the other three individuals are best fit by models A, B, and
G. No single model provides the best fit for the majority of individuals in this sample.

In addition to examining which model fits best, one can also consider how weather variables
may influence the mood oscillator. In models A, C, and D the estimated n and { parameters
will be the same, but in the remaining four models the parameters of the mood oscillator will
be affected by weather. We can compare the estimated values of n and { in models A and F,
for instance, by calculating the change in parameter values within individual from one model
to the other. The change in frequency ranges from —0.75 days to 3.04 days, with a median value
of 0.10 days. These differences are relatively small compared to the range of frequency values
estimated in Model A, which was 16.1 days to 85.6 days. The change in ¢ ranges from —0.120
to 0.148, with a median value of —0.008. For some individuals these changes are of moderate
magnitude compared to the range of  values estimate in Model A, which was —0.49 to 0.42.
Similar results are observed for the change in n and { parameters for the other models where
the mood oscillator was affected by weather variables.
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Discussion of Ideographic Results—This analysis examined the within-subject
variability in self-report mood measured at daily intervals over a span of 90 days. A set of
models that interpret this intraindividual variability using a state space estimated second order
differential equation were fit to these data and measures of goodness-of-fit were compared.

Individual results were not well characterized by a single model. While six of the individuals
seemed to be best characterized by Model F, where temperature and its first derivative affect
the mood oscillator, the remaining eight individuals were best characterized by a variety of
models which included all models except model C. These differences could be due to a variety
genetic and environmental influences, including possibly the effect of different medications
or the existence of certain RCBD sub-types. Ideographic analyses with a larger sample of
individuals would be required to address the sources of individual differences in best-fitting
models. These results do suggest that averaging over all individuals may result in misleading
conclusions for some individuals, as not all subgroups may be well represented; this seems to
be the case with RCBD patients.

When self-report mood was modeled as a damped linear oscillator, there were marked
individual differences in the values for the frequency and damping parameters of the mood
oscillator. In addition to different frequencies of oscillation, substantial individual differences
in the damping (or friction) parameter of the estimated mood oscillator were observed. Some
subjects were estimated to have a relatively large negative value for this parameter and thus
show damping in their mood oscillator, which could be interpreted as resiliency or a tendency
to return to homeostasis after an exogenous influence. However other individuals were
estimated to have positive values for their damping parameter and thus show amplification in
their mood oscillator, a tendency to amplify small exogenous effects into large changes in mood
— dysregulation to homeostasis. The individuals with positive damping parameters exhibit
behavior that would also be consistent with a deterministic chaotic process.

Models B, E, F, and G all allowed for the possibility that weather, or certain components of
weather, may affect the parameters of the hypothesized mood oscillator. Comparing changes
in the frequency and damping parameters of these models to Model A, only small changes in
the frequency of oscillation were observed for most individuals, relative to the range of
observed frequencies. The damping parameter, however, showed the potential for moderately
large changes for some individuals, relative to the range of observed damping estimates. This
suggests that if and when weather variables do have an effect on the mood oscillator of RCBD
patients, the greater effect is not on how quickly they transition from one affective state to the
next but on how the regulation to homeostasis may change over time.

CONCLUSIONS

Two main conclusions emerge from analyses present in the current study. The first conclusion
is that there appears to be substantial heterogeneity in this sample of RCBD patients. There
were substantial individual differences in the parameters estimated by the mood oscillator
model, differences that may have diagnostic value. One potential source of this heterogeneity
could be overlap genes, such as proposed by Potash [64]. Further research is required to
determine whether the techniques and models presented here will prove to differentiate RCBD
patients into diagnostically useful categories, to anticipate periods of increased vulnerability
to dysregulation, or to provide predictive power in short term prognosis. Taken together, the
observed heterogeneity in dynamics indicates that averaging over individuals is likely to
obscure rather than reveal the mood regulatory processes at work in these individuals. Such a
view of adaptive heterogeneity in combination with deterministic dynamics is similar to the
views proposed by Yeragani et al. [65].
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The second main conclusion is that there is evidence that weather may be coupled to mood
regulation in RCBD patients in several different ways. In the largest category of individuals,
thermoregulation appears to be the primary source of coupling between mood and weather. A
second type of coupling observed in these individuals is one in which one of the three weather
variables tended to change the estimated damping parameter, the measure of homeostatic
regulation. Thus it may be that weather, in particular heat, may both affect mood directly as
well as affecting the way that mood is regulated. This indication of potential nonstationarity
in the parameters of the model needs to be further explored. The model presented here has
parameters that are fixed over time within subjects. Our analyses suggest that a better model
would estimate the direct effect of weather on regulation using time-varying coefficients.

There are many possible explanations for an association between weather and regulation of
mood. For instance, in better weather people may be more likely to spend time outdoors. This
may result in increased activity and exercise. Increased outdoor time may also increase
exposure to light as a positive consequence or to allergens as a negative consequence. Increased
indoor time may increase exposure to viruses as well as reduce exercise and lower exposure
to light. So, while weather and mood may be associated, this does not mean that there is
necessarily a direct effect of weather on mood. The current analyses did not test any of these
potential mediating or moderating influences.

Both frequency and damping are appealing ways to conceptualize aspects of mood regulation
or dysregulation [66]. Frequency of oscillation of mood is an intuitive notion. But damping as
a parameter of mood regulation has not received similar attention. Note that our model allows
for exogenous inputs to the system that can drive it away from equilibrium. For instance,
weather may be one exogenous influence that contributes to mood being pushed away from
homeostasis. The effect of these exogenous influences mean that any one person’s modeled
oscillations will likely never damp entirely to equilibrium. Exogenous variables other than
weather, such as emotional stressors, challenges, threats, sleep loss, and other unpredictable
outside influences on mood, may serve to push mood away from homeostatic equilibrium. Our
modeling results are inconsistent with a hypothesis that the observed variability in mood is
simply due to noise. If it were, then the most likely preferred model would have been Model
A and the most likely estimated optimal T would have been 1 or 2. In contrast, we only found
one individual whose preferred model was Model A and only one other individual whose
optimal T was 2. An explanation consistent with our results is that exogenous random shocks,
i.e, nonstationary effects are coupled to a homeostatic regulatory system. The effect of these
nonstationary coupled influences would likely be a broadband spectrum of mood, such as
reported by Gottschalk et al. [35], even if the regulatory mechanism were linear such as in the
analyses reported here. Accounting for the physiological bases of these mechanisms of mood
regulation and dysregulation remains an open and active field of inquiry. Clearly, new samples
with more subjects and more observations per subject are called for in order to help determine
the extent to which our findings in the current sample generalize to the population. In addition,
seasonal effects and sleep may covary with mood — future studies should consider varying the
time of year of sampling as well as collecting sleep data. We believe that the methods and
results presented here offer an opportunity to refine the focus of psychopharmacological
research into mood regulation and to test the outcomes of competing theoretical mechanisms.
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Figure 1.
A time series generated by a damped linear oscillator differential equation model of mood as

in Equation 4.
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Figure 2.
Plot of variance explained (R2) versus . The bold, black line represents the results from an
original time series. Grey lines represent results from the analysis of surrogate data sets.
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Figure 3.

Path diagram of Model A. This model hypothesizes intrinsic oscillation of mood conforming
to a damped linear oscillator, but no coupling between weather and mood.
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Figure 4.

Path diagrams of the structural equation models used to estimate the self-regulation of mood
as a damped linear oscillator and the relationship between weather variables and mood. Models
B, C, and D construct different hypotheses about the type of coupling between weather
variables and mood. Models E, F and G test the weather variables individually.
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