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Abstract

Objective—While acute hypothalamic-pituitary-adrenal axis response to stress is often adaptive,
prolonged responses may have detrimental effects. Many components of white matter structures
are sensitive to prolonged cortisol exposure. We aimed to identify a behavioral laboratory assay
for which cortisol response related to brain pathophysiology in schizophrenia. We hypothesized
that an abnormally prolonged cortisol response to stress may be linked to abnormal white matter
integrity in patients with schizophrenia.

Methods—Acute and prolonged salivary cortisol response was measured outside the scanner at
pre-test and then at 0, 20, and 40 minutes after a psychological stress task in patients with
schizophrenia (n=45) and controls (n=53). Tract-averaged white matter was measured by 64-
direction diffusion tensor imaging in a subset of patients (n=30) and controls (n=33).

Results—Patients who did not tolerate and quit the psychological stress task had greater acute
(t=2.52, p=0.016; t=3.51, p=0.001 at zero and 20 minutes) and prolonged (t=3.62, p=0.001 at 40
minutes) cortisol reactivity compared with patients who finished the task. Abnormally prolonged
cortisol reactivity in patients was significantly associated with reduced white matter integrity (r=
-0.468, p=0.009). Regardless of task completion status, acute cortisol response was not related to
the white matter measures in patients or controls.

Conclusions—This paradigm was successful at identifying a subset of patients whose cortisol
response was associated with brain pathophysiology. Abnormal cortisol response may adversely
affect white matter integrity, partly explaining this pathology observed in schizophrenia.
Prolonged stress responses may be targeted for intervention to test for protective effects against
white matter damages.
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Introduction

Stress contributes to the pathophysiology of schizophrenia (SZ) at all illness stages: prenatal
stress increases risk for developing schizophrenia (1); stressful life events precede psychosis
onset (2); hypothalamic-pituitary-adrenal (HPA) activities are elevated in non-medicated
patients (3); stress precipitates psychotic relapses (4); and is associated with worse quality of
life and symptom severity (5, 6). This evidence suggests important relationships exist
between stress pathophysiology and schizophrenia. Our goal here is to develop a laboratory
assay that may capture the dysregulation of the stress-HPA axis response in schizophrenia
that is relevant to structural brain abnormalities in SZ, in particular white matter (WM)
integrity.

Diffusion tensor imaging (DTI), which measures the directional diffusivity of water in the
brain, has been extensively used in schizophrenia, with most studies finding WM
abnormalities in some patients (7-11). Fractional anisotropy (FA) remains the most often
reported DTI measure. FA reduction, indicating decreased white matter integrity, is evident
in some antipsychotic-naive first-episode patients (12, 13) and in non-ill, first-degree
relatives (14, 15). The reasons for DTI deficits in SZ remain elusive. Most WM
abnormalities in schizophrenia are thought to be myelin-related (16), although WM is a
complex tissue comprised of axons, myelin, oligodendrocytes, interstitial neurons,
astrocytes, glial cells, and an extensive capillary network, all of which are potentially
vulnerable to stress. Proliferation of oligodendrocytes can be suppressed by chronic
exposure to glucocorticoids (17), which can delay myelination in major WM tracts (18).
Chronic stress can also render lipid membranes and myelin vulnerable to oxidative damage
(19, 20). Additionally, cortisol may indirectly influence WM integrity through interaction
with pro-inflammatory cytokines (21). Early adverse experiences are associated with
elevated daily cortisol (22) and reduced WM FA (23). Abnormally prolonged or heightened
HPA reactivity to stress may increase cumulative cortisol exposure. These mechanisms may
converge to cause WM damage over time (24).

Stress activates the HPA axis, producing a release of corticosteroids that coordinate neural
and physiological reactions. Successful resilience to stress is achieved by acute activation of
the HPA axis, followed by timely resolution of the response (25). Negative feedback
mechanisms, mostly operating through the forebrain, control resolution of stress responses.
Maladaptive stress responses may result from failed suppression of stress response (25, 26).
Laboratory studies have found a disrupted stress response system in some schizophrenia
patients, including elevated diurnal cortisol (3), with cortisol elevations corresponding to
greater symptom severity (27). Previous research has tested acute responses to various
behavioral and pharmacological stress paradigms in SZ (28-30). Metabolic stress results in
normal or increased response (31); physical challenge resulted in a normal response (28);
and surgical stress (32), cold pressor, mental arithmetic and public speaking have been met
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with diminished HPA responses (28, 33). Schizophrenia is a disease marked by
heterogeneity of clinical presentation and outcome, thus it is not surprising that varying
patterns of stress response have been documented. Thus, we anticipated that we would
observe differences in the adaptiveness of stress responses across our patient group. Our aim
here is to test that stress responses to a laboratory psychological stressor may evoke
increased and/or prolonged cortisol response; and that such response, if found, may be
associated with impaired WM integrity, a pathology present in SZ that is potentially
influenced by stress hormones.

Chronic elevations in stress and cortisol levels are associated with reduced subcortical
volumes, cognitive deficits, WM lesions and reduced WM integrity (34-39). We
hypothesized that the reduced WM integrity found in schizophrenia is determined in part by
maladaptive cortisol responses to stress. Specifically, we tested the hypotheses that 1) a
subgroup of schizophrenia patients may have an abnormally prolonged cortisol response to
psychological stress; and 2) such a response may be detrimental to WM integrity.

Methods and Procedures

Sample

A total of 98 (59 males, aged 20-63, mean age=38+12) individuals completed the stress
challenge task between March 2011 and March 2013. Schizophrenia patients (n=45,
including 13 with schizoaffective disorder) were recruited from neighboring outpatient
clinics. Healthy controls (n=53) were recruited through media advertisements. Of these
participants, 30 patients and 33 controls also completed DTI. The Structured Clinical
Interview for DSM-1V (40) was utilized to obtain diagnoses, which were based on
consensus agreement from two psychiatrists. Controls had no current DSM-IV Axis |
diagnoses and no family history of psychosis in the prior two generations. Except three
medication-free participants, all patients were on antipsychotic medications. Major medical
and neurological illnesses, history of head injury with cognitive sequelae, mental retardation
(as per DSM-1V), substance dependence within the past 6 months, or current substance
abuse (except nicotine) were exclusionary. Participants gave written informed consent as
approved by local IRB. Overall clinical symptoms were assessed by the 20 item Brief
Psychiatric Rating Scale. Processing speed was measured using the Digit Symbol Coding
subtest of the Wechsler Adult Intelligence Scale-3.

Psychological stress tasks

Participants completed an automated testing session, consisting of two computerized
psychological distress-inducing tasks; the Paced Auditory Serial Addition Task (PASAT)
and the Mirror-Tracing Persistence Task (MTPT). Task order was randomized. During the
PASAT participants performed continuous mental arithmetic by selecting the sum of
consecutive numbers presented briefly on a computer screen [e.g. 3+5 (correct response=8)
+7 (=12) +10 (=17)] (41). Incorrect or delayed responses were met with a loud (90 decibel)
aversive explosion sound. The task consisted of two learning sessions followed by an
experimental session. Speed of response and accuracy were measured and the speed of the
task presentation was titrated automatically to account for some individual differences in
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cognitive capacity but not to secure equal performance. The titration changed only to some
extent and the boundaries of the titration were calibrated initially to achieve correct response
in every other trial (or 50% error rate) on average in healthy participants. During the MTPT,
participants traced a red dot along the outline of a star image on the computer screen, using
the mouse (42). Tracing was challenging because the cursor movement was opposite to the
mouse movement. When the participant traced outside the line or kept the mouse stationary
the loud aversive sound played. The MTPT task consisted of three learning sessions
followed by an experimental session. The width of the star outline was also partially titrated
automatically depending on performance. For both tasks, participants could quit the
experimental session at any time, but were informed that the better they performed the
greater monetary bonus they would receive. The PASAT and MTPT could last up to 12 and
13 minutes each, respectively. Participants were not told the maximum amount of time
allowed for either task. Task training and administration was computer automated. Staff
were trained to exert minimal interference or instruction.

Both the PASAT and the MTPT have been widely used as measures of distress intolerance
(DI) (43, 44). Participants were defined as “distress intolerant” if they quit both tasks before
completion. They were considered “distress tolerant” if they tolerated one or both tasks.
Combining the tasks allows for a more rigorous definition of DI by reducing the potential
skill-dependent bias that would result if some participants were particularly skilled at
arithmetic or eye-hand coordination.

Measurement of salivary cortisol

Imaging

Participants provided saliva at four time points during the testing session: prior to task
initiation, immediately following completion of the last task or quitting (post 0 minutes), 20
and 40 minutes post task completion. After the post 0 minute collection participants sat
quietly, and read magazines until the remaining samples were collected. All testing sessions
were held between 12:00 and 4:00 pm, and participants were asked to refrain from eating,
drinking or smoking for one hour before testing. Saliva samples were immediately stored at
—-80° Celsius until assay. Prior to assay, samples were thawed and centrifuged at 10,000 x g
for 10 minutes. Cortisol was assayed using a commercial enzyme immunoassay kit
(Salimetrics), following the manufacturer protocol recommended. Intra-assay coefficient of
variance (CV) was 7.77% and inter-assay CV was 4.18% in our lab. Salivary cortisol levels
(ug/dL) are highly correlated with serum levels and typically peak at 30 minutes following
the initiation of stressor tasks (45).

Imaging was performed at the University of Maryland Center for Brain Imaging Research
by using a Siemens 3T TRIO scanner (Erlangen, Germany) and 32 channel head coil. The
high-angular resolution diffusion imaging (HARDI) protocol was used to assess WM
integrity as measured by FA (46). Diffusion tensor data were collected using a single-shot,
echo-planar, single refocusing spin-echo, T2-weighted sequence with a spatial resolution of
1.7x1.7x3.0 mm. The sequence parameters were: TE/TR=87/8000ms, FOV=200mm, axial
slice orientation with 50 slices and no gaps, 64 isotropically distributed diffusion weighted
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directions, two diffusion weighting values (b=0 and 700 s/mm?) and five b=0 images (47).
The total scan time was about 9 minutes.

All data passed QA control of <3mm accumulated motion during the scan. There were no
differences in the average motion per TR between patients and controls (0.42+0.21 vs.
0.43+0.20, respectively). The HARDI data was processed by using a tract-based spatial
statistics method in FSL (46). The population-based, 3D, DTI WM tract atlas developed in
John Hopkins University and distributed with the FSL package (48) was used to calculate
population average FA values along the spatial course of major WM tracts (49). Tract-
averaged FA was the primary measure. In addition, the relationships of cortisol responses
with 12 major WM tracts were explored to examine the tract-specific effects.

Statistical analyses

Results

Cortisol reactivity in response to the stress challenge was the primary measure. It was
measured at three time points as the difference between: 1) post 0 minute and pre-test
cortisol, 2) post 20 minute and pre-test cortisol, and 3) post 40 minute and pre-test cortisol.
The cortisol reactivity within 0-20 minutes was considered an acute response to stress and
the cortisol reactivity at 40 minutes a prolonged response to stress. Pre-test cortisol level
was not examined independently due to diurnal curves that vary across individuals and
because sleep-wake cycles and activity level were not controlled. Only the cortisol reactivity
to the stress challenge, which is a subtraction from the pre-test value, was considered. A
repeated measures ANOVA was utilized, where the three time points were the repeated
measures, and diagnosis (SZ vs. control) and distress intolerance (DI vs. non-DI) were the
between-person factors. Significant findings were followed up, using simple effect two
tailed t-tests to assess specific group differences. Similarly, post-stress cortisol change was
measured at two time points as the difference between: 1) post-test 20 minute and post-test 0
minute cortisol, and 2) post 40 minute and post 0 minute cortisol. Here, repeated measures
ANOVA was performed where the two time points were the repeated measures, and
diagnosis and DI were the between-person factors. We investigated differences in tract-
averaged FA by diagnostic group, using a two tailed t-test, and then examined the
associations between tract-averaged FA and acute vs. prolonged cortisol reactivity, using
linear regression and Pearson’s correlations. We calculated the averaged error rate on both
stressor tasks, and controlled for errors in investigations of cortisol response and FA.
Equality of group variances, outlying values, residuals, and leverage of specific data points
were examined and no datapoints were found to violate the ANOVA assumptions or exert
excessive influence on the cortisol-FA association. Lastly, we investigated the influence of
medications effects on cortisol reactivity to stress and tract-averaged FA.

Cortisol response

Socio-demographic and clinical characteristics are presented in Table 1. There were no
significant differences in age, sex, BMI or smoking status between patients and controls.
Controls began the laboratory stress at a mean(SD) time of 13:40 (00:55), while SZ began at
13:26(01:04), with no significant difference between groups (t=1.56, p=0.12). To investigate
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the overall stress response, a repeated-measures ANOVA of cortisol across all four time
points showed a significant effect of time (Greenhouse-Geisser corrected F=4.19, p=0.019),
with no significant differences by diagnosis or diagnosis x time interaction (Figure 1). There
was no significant difference between patients and controls on their pre-test cortisol level
(t=0.406, p=0.69). These findings suggest that this task evoked a significant salivary cortisol
response that was not significantly different by diagnosis when their behavioral response of
distress intolerance was not considered.

Cortisol reactivity as related to distress intolerance and diagnosis

Distress intolerance (DI) was found in 19% of controls and 29% of SZ (X2=1.36, p=0.24).
Distress tolerant SZ and controls did not differ on their in-tasks times (t=1.02, p=0.31) while
DI patients had a significantly shorter total task time as compared to DI controls [mean(SD)
minutes in SZ=14.0(2.9) vs. 17.6(2.8) in controls; t=2.27, p=0.034]. For cortisol reactivity,
there was a significant diagnosis by DI interaction [F(1, 94)=12.40, p=0.001] and time x DI
interaction [F(1.8, 168.6)=3.35, p=0.042] (Figure 2). The diagnosis by DI interaction was
due to patients with DI responding with heightened cortisol reactivity, such that they had
higher acute cortisol reactivity, and also that their cortisol continued to rise after the stress
test was completed, and did not fall below their pre-test value by 40 minutes post task. The
significant DI by time interaction was limited to patients [F(1.9, 80.8)=6.23, p=0.004],
where DI SZ had a pattern of significantly higher and prolonged cortisol reactivity compared
with distress tolerant patients (t=3.51, p=0.001 at 20 minutes and t=3.62, p=0.001 at 40
minutes) (Figure 2).

The DI by time interaction was not significant in controls [F(1.6, 83.6)=0.24, p=0.74].
Controls with DI displayed an opposite pattern, such that their cortisol level remained at or
even fell below pre-testing levels, which suggested little or no reactivity as diurnal cortisol
levels normally decline during the afternoon testing time period (noon to 4:00 pm). There
was no significant differences in cortisol reactivity by DI group in controls any time point
(all p>0.05).

The post-stress cortisol response calculation represents the change of cortisol level occurring
after the stress test, when participants were at rest and no longer exposed to direct stress. A
repeated measures ANOVA showed that there was a significant effect of DI [F(1, 94)=5.62,
p=0.020] and a non-significant trend of a diagnosis x DI interaction [F(1,94)=3.36,
p=0.070]. In HC, exploratory post-hoc tests showed no significant differences in post-stress
cortisol change in DI vs. non-DI [F(1,51)=0.11, p=0.75]. However, in patients, cortisol
changes post task compared to 0 minutes post task were significantly different in DI vs. non-
DI patients [F(1,43)=13.48, p<0.001]. This difference was due to a remarkable increase in
post-stress cortisol in schizophrenia with DI (see Figure 2), demonstrating that cortisol
levels continued to rise even “at rest”. In comparison, other participants’ cortisol levels
tended to gradually decline after the stress test, representing either a return to pre-stress
baseline or a part of the normal cortisol diurnal decline during the afternoon.

Task titration was partially successful, as the mean(SD) PASAT error rate in controls was
0.50(0.2), and was 0.63(0.2) in SZ; (t=-3.65, p<0.001). Increased errors were significantly
associated with task termination in patients (t=-2.6, p=0.013) but not controls (t=-1.45,
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p=0.153). For the MTPT, the error rate was 0.62(0.4) for controls vs. 0.81(0.4) for SZ (t=
-2.21, p=0.029). Increased errors were significantly associated with terminating the task
early in patients (t=—2.83, p=0.007) but not controls (t=—1.44, p=0.156). Errors for PASAT
were significantly correlated with prolonged cortisol response in patients only (r=0.56,
p<0.001 in SZ; r=0.07, p=0.60 in controls). Errors for MTPT were not significantly
associated with prolonged cortisol response in either group.

Relationship of cortisol response and white matter integrity

The tract-averaged FA value was significantly reduced in patients (p=0.016) (Table 2).
Acute cortisol reactivity measured at 0 and 20 minutes post task were not significantly
associated with tract-averaged FA in either group. Prolonged cortisol reactivity, measured at
40 minutes post task, was inversely associated with tract-averaged FA in schizophrenia (r=
-0.468, p=0.009, significant after Bonferroni correction for three comparisons) but not in
controls (r=-0.122, p=0.50). When we used the “post-stress cortisol change” measure, we
found that this measure at 40 minutes was also associated with FA in schizophrenia (r=
-0.525, p=0.003, significant after Bonferroni correction) but not in controls (r=—0.105,
p=0.56) (Figure 3).

DI controls had significantly reduced tract-averaged FA as compared to distress tolerant
controls (t=—2.27, p=0.030). In contrast, DI patients did not have reduced FA as compared
to distress tolerant patients (mean=0.437 vs. 0.448, t=1.016, p=0.32).

Finally, we explored the effect of prolonged cortisol reactivity on twelve major WM tracts
within SZ. Prolonged cortisol reactivity (40 — 0 minutes post task) was negatively associated
with FA in the body of corpus callosum, fornix, corona radiate, sagittal striatum, cingulum
and the superior longitudinal fasciculus (SLF; see Table 2), although none were below the
corrected significance threshold of p<0.003.

Clinical correlates

Age, sex, education, BMI or smoking status were not significantly associated with acute or
prolonged cortisol reactivity (all p>0.05). Sex, smoking status, education and BMI were not
significantly associated with tract-averaged FA in either group. Age was significantly
associated with reduced FA in controls (r=-0.438, p=0.011) and in patients (r=—0.502,
p=0.005). Comparing schizophrenia and schizoaffective patients, pre-test cortisol was
significantly higher in schizoaffective patients (t=2.03, p=0.048). However, cortisol
reactivity did not significantly differ between patient subgroups (t=1.16, p=0.25 at 0
minutes; t=0.08, p=0.93 at 20 minutes; t=0.25, p=0.81 at 40 minutes). Schizoaffective
patients were not more likely than schizophrenia to be distress intolerant (X2=0.30, p=0.58),
and were not significantly different in tract-averaged FA (t=0.95, p=0.35).

Reduced processing speed was associated with greater acute (r=—0.37, p=0.018 at 0 minutes;
r=—0.39, p=0.012 at 20 minutes) and prolonged (r=—0.46, p=0.003) cortisol reactivity in
patients but not controls (r=0.05, p=0.76 at 0 minutes; r=-0.006, p=0.97 at 20 minutes; r=
-0.03, p=0.834 at 40 minutes).

Psychosom Med. Author manuscript; available in PMC 2016 September 01.



1duosnue Joyiny 1duosnue Joyiny 1duosnuen Joyiny

1duosnuep Joyiny

Nugent et al. Page 8
There were no significant correlations between chlorpromazine dose equivalent of
antipsychotic medication and acute (r=.029, p=.85), prolonged (r=.065, p=.70), or post-stress
cortisol response (r=.048, p=.78). Chlorpromazine dose equivalent was also not significantly
associated with tract-averaged FA (p=0.32).

Discussion

In this investigation, schizophrenia patients as a group experience similar increases in
cortisol after participating in a psychological stressor task when compared with healthy
controls. However, using behaviorally defined distress intolerance as a means to reduce
heterogeneity, we found that patients with this marker experienced prolonged cortisol
reactivity. Similar to many prior investigations, SZ had significantly reduced tract-averaged
FA as compared to controls (50, 51). In regards to our primary aim, this behavioral stress
paradigm was successful such that cortisol response significantly related to brain
pathophysiology in patients. Prolonged cortisol reactivity, but not acute cortisol reactivity,
was associated with reduced tract-averaged FA in schizophrenia. The post-stress, “at rest”
cortisol rise in patients may be particularly interesting as this change in cortisol level was
strongly associated with FA, such that 25% of the tract-averaged FA variance was explained
by the measure of cortisol change occurring after the stress challenge. The automated
titration of the stressor tasks was partially successful, yet patients experienced a higher error
rate than controls.

While acute cortisol response to stress is adaptive due to its effect at mobilizing energy
resources to respond to demands (52), it typically peaks 20-30 minutes after initiation of the
stressor and then declines (45). Elevated levels of stress hormones are expected when
encountering a stressor; yet continued elevation beyond stressor termination is
conceptualized as maladaptive as it could be due to rumination, anger, or increased
sensitivity for future stress (53, 54). Indeed, we found no evidence that acute cortisol
reactivity corresponded to WM integrity in either controls or patients. However, prolonged
cortisol reactivity and/or inadequate recovery, especially after a period of 40 minutes of rest,
is likely not an adaptive response. Continued stress hormone secretion may undermine
protective mechanisms and increase allostatic load (54, 55). Additionally, quick recovery
from stress-induced arousal may reflect effective coping and is a core component of theories
of stress and disease (56). Laboratory stressors are hampered in their limited generalizability
to real world challenges; however the stressor task utilized in this study evokes frustration
and cognitive challenge, which are similar to many stressful experiences SZ would
experience in everyday life. Overall, our finding of a correlation between reduced FA with
prolonged cortisol reactivity is consistent with previous reports that chronic stress is
associated with WM lesions (34) and reduced FA (57), and supports the a priori hypothesis
that poor resolution of cortisol responses could cumulatively lead to WM alterations.

One should also consider the alternative hypothesis that reduced WM integrity may
contribute to abnormal stress responses, for example by disrupting the negative feedback
loop responsible for ending the cortisol response. Regulation of the cortisol response
depends on the integrated activity of prefrontal regions, the amygdala, and hippocampus
(58). Prolonged cortisol reactivity could represent a failure of the hippocampus and/or the
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hypothalamic-pituitary-adrenal axis to provide negative feedback to inhibit the stress
response (59). However, this hypothesis would suggest that low FA would be associated
with prolonged cortisol reactivity in controls as well as patients, which was not the case.

In contrast to the patients, we were puzzled by the finding that controls with DI exhibited no
significant increase in their cortisol response, suggesting different mechanisms or effects of
early task termination between patients and controls. The lack of a cortisol response in DI
controls is perhaps consistent with the theory that cortisol systems are only activated when
an individual is motivated, and their goals are threatened (Lazarus, 1999). A subset of our
controls who have quit early may not have felt motivated to perform the tasks and perhaps it
was only the distress tolerant controls who fully engaged themselves in the task, thus
explaining why they displayed an acute cortisol response followed by recovery.

There were a number of limitations. The neurobiological specificity of measures of
diffusivity and fractional anisotropy obtained from DTI remains unclear, which is a
limitation of the study and limits our ability to fully explain the correlational finding
between FA and prolonged cortisol response. We limited our analysis to use of FA, as this is
the most commonly used marker for ‘white matter integrity’ using DTI techniques, and best
serves our purpose as a more global measure of relative differences in WM microstructure.
However, there are limits to how far we can interpret FA values at the cellular level. The
stress paradigm is also limited in its inability for separating the causal relationships among
cognitive capacity, errors, performance and motivation level; nor can it identify specific
effects from arithmetic vs. manual challenges. However, the task was successful in eliciting
prolonged cortisol reactivity to the task in some patients, and the abnormal response was
related to WM.

There have been several attempts to establish laboratory based paradigms to examine stress
response in schizophrenia. Direct pharmacological stimulation of the HPA axis using
serotonin agonists was found to induce normal increases in pituitary-adrenal hormones, thus
the biological path of the axis is presumed to be intact (60). Blunted or normal cortisol
responses have been reported in SZ exposed to stress induced by surgical procedures (61)
and public speaking tasks (28, 62). None of these paradigms provided a choice of “quitting”
from the stressor; this design produces a behavioral phenotype that corresponds with the
pattern of cortisol reactivity, and thus may be useful for parsing the clinical heterogeneity of
schizophrenia. Variability in neuroendocrine responses to stress across paradigms could also
be introduced by confounds inherent to the disorder such as motivational deficits or
paranoia; for example the presence of a research staff member(s) or tester(s) during stress
challenges could heighten or reduce stress in different individuals. In our distress task, we
minimize the role of staff by automating the entire testing sequence, hopefully providing a
simpler but more consistent laboratory paradigm for examining stress biology in
schizophrenia.

In conclusion, acute cortisol response to a laboratory psychological stress task was not
associated with abnormal neurobiology as investigated by WM integrity. It was only a
prolonged cortisol elevation to the stress task that was associated with reduced WM integrity
in SZ. We propose that this cross-sectional laboratory marker may mimic responses to stress
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challenges experienced outside of the laboratory in these patients, such that they may have
prolonged exposure to cortisol resulting from poor resolution of stress responses in everyday
life, resulting in altered WM and likely other neuropathophysiology observed in
schizophrenia. This observation, if replicated, may guide our efforts aiming to identifying
more effective interventions. For example, SZ with abnormally heightened cortisol
responses to this simple stress test can be identified as a less heterogeneous subgroup for
whom targeted management for reducing their abnormal stress responses could extend a
neuroprotective effect.
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Glossary
Sz schizophrenia
HC healthy control
DI distress intolerance
HPA hypothalamic-pituitary-adrenal
FA fractional anisotropy
DTI diffusion tensor imaging
WM white matter
PASAT Paced Auditory Serial Addition Task
MTPT Mirror-Tracing Persistence Task
Ccv coefficient of variance
HARDI high-angular resolution diffusion imaging
FSL FMRIB Software Library
BMI body mass index
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Figure 1.
Cortisol response in healthy controls and schizophrenia patients (ug/dL, mean and standard

error). HC=Healthy control, SZ=Schizophrenia patient.
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A. Cortisol reactivity over time grouped by diagnosis and distress intolerance. Data
represent mean (SE) cortisol response for each subgroup after subtracting the group’s mean
pre-test cortisol level (ug/dL), HC=Healthy control, SZ=Schizophrenia patient. 0=pre-test;
1= immediately after stress test; 2=20 minute; and 3= 40 minute after stress test. B.
Prolonged post-stress test cortisol change grouped by diagnosis and distress intolerance.
Data represent mean change in cortisol level from 0 to 40 minutes post stress task. Note that
all subgroups showed reduced cortisol levels at 40 minutes compared to cortisol levels
measured immediately after stress test, with the only exception in the subgroup of
schizophrenia patients with distress intolerance, who had increased cortisol level at 40
minutes compared with 0 minutes after the stress test, indicating a further rise of cortisol

level after the stress test was ended.
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Figure 3.
Prolonged cortisol change after stress test is associated with tract averaged average

fractional anisotrophy (FA) in schizophrenia patients. HC=Healthy control,
SZ=Schizophrenia patient.
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