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Abstract

Background: Anxiety disorders are characterized by specific emotions, thoughts and physiological responses. Little
is known, however, about the relationship between psychological/personality indices of anxiety responses to fear
stimuli.

Methods: We studied this relationship in healthy subjects by comparing scores on psychological and personality
questionnaires with results of an experimental fear conditioning paradigm using a visual conditioned stimulus (CS).
We measured skin conductance response (SCR) during habituation, conditioning, and extinction; subsequently
testing for recall and renewal of fear 24 hours later.

Results: We found that multiple regression models explained 45% of the variance during conditioning to the CS+,
and 24% of the variance during renewal of fear to the CS+. Factors that explained conditioning included lower
levels of conscientiousness, increased baseline reactivity (SCL), and response to the shock (UCR). Low levels of
extraversion correlated with greater renewal. No model could be found to explain extinction learning or extinction
recall to the CS+.

Conclusions: The lack of correlation of fear extinction with personality and neuropsychological indices suggests
that extinction may be less determined by trait variables and cognitive state, and may depend more on the
subject’s current emotional state. The negative correlation between fear renewal and extraversion suggests that this
personality characteristic may protect against post-treatment relapse of symptoms of anxiety disorders.

Keywords: Fear, Conditioning, Extinction, Anxiety, Skin conductance, Personality traits
Background
There is increasing evidence that people with anxiety dis-
orders show exaggerated fear responses during experi-
mental fear conditioning, in which a visual cue is paired
with a mild shock to elicit increases in startle or skin con-
ductance [1-5]. For example, subjects with post-traumatic
stress disorder (PTSD) have shown increased fear condi-
tioning [6], as well as deficient extinction of conditioned
fear responses [7], and reduced recall of extinction mem-
ories [4]. One way to further understand the clinical
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relevance of conditioned fear responses is to determine
their relation to anxiety phenotypes and personality traits.
Anxious thoughts and behaviors can be assessed with
questionnaires such as the Beck Anxiety Inventory (BAI)
and the State-Trait Anxiety Inventory (STAI) [8]. Anxiety
disorders have also been associated with personality char-
acteristics such as neuroticism and extraversion [9], and
decreased performance in cognitive processes such as
conflict resolution and attention to threat [8].
Recent studies have begun to examine the relationship

between some of these anxiety phenotypes and fear
responses. Healthy subjects’ level of conditioning showed
a positive correlation with trait anxiety, surveys of worry/
avoidance, low extraversion, and high neuroticism [10-12].
Extinction has shown the opposite relationship with
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extraversion and neuroticism [12]. In addition, an anxious
state is associated with decreased SCR response during
fear conditioning and, conversely, elevated SCR response
during extinction [13]. These studies focused exclusively
on the response to the conditioned stimulus, and did not
take into account responses to the unconditioned stimulus
or differential learning (CS+minus CS-). Moreover, no
prior study has attempted to explain the renewal of fear
after extinction, which occurs with changes in context; an
emerging model of clinical relapse [14].
To address these issues, we administered a battery of

tests to healthy volunteers prior to fear conditioning, ex-
tinction, and renewal. To measure thoughts and beha-
viors associated with anxiety, we used the BAI and STAI.
Personality characteristics were assessed with the NEO
Five Factor Inventory (NEO-FFI). For cognitive pro-
cesses, we used two Stroop-type conflict detection tests:
1) The Multi-Source Interference Task (MSIT), which
activates conditioning-related areas of anterior cingulate
cortex [15], and 2) the emotional Stroop (EST), which
activates extinction-related areas of the cingulate and
perigenual cortices [16]. We hypothesized that indices of
anxiety (high STAI and BAI scores, high neuroticism,
and low extraversion) would correlate positively with
conditioning measures (i.e., conditioning, renewal), and
negatively with extinction. The Stroop conflict tests,
which reflect prefrontal engagement, might correlate
with conditioning and/or extinction.

Methods
Participants
Healthy Puerto Rican subjects were recruited from the
local community via advertisements. Exclusion criteria
STAI
BAI
EST 
MSIT

Day 1

Conditioning
(shock)

Extinctio
(no shoc

Habituation
(no shock)

Figure 1 Schematic of experimental protocol. On each day, subjects pe
and extinction. Pictures of an office and a library represented conditioning
represented the CS that was paired with the shock and later extinguished.
= Emotional Stroop Task, MSIT = Multi-Source Interference Task, NEO-FFI =
included a history of neurological conditions, current
psychoactive medications, or Axis I diagnosis within the
past 6 months. A Structured Clinical Interview for
DMS-IV (SCID-I-RV) was used to confirm the absence
of an Axis-I diagnosis. Subjects who failed to condition
(2 or more trials with SCR> 0.05 μS, n = 2) or were out-
liers in their SCR values (greater than 2 standard devia-
tions from the mean, n = 1) were also excluded. The final
sample consisted of 46 subjects (30 females and 16
males) ranging in age from 21–57 (Mean age females =
28.5 ± 9.6; Mean age males = 25.4 ± 3.5 years). Written
informed consent was obtained from all participants in
accordance with the requirements of the Institutional
Review Board at the University of Puerto Rico, School of
Medicine and methods were approved as protocol
A5280110.

Neuropsychological tests
All tests were validated for use with Spanish speaking
subjects. Testing was performed over two days as out-
lined in Figure 1.

a. Anxiety symptoms scales
n
k)

rfo
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ST
NE
We used the BAI and STAI to measure anxiety
symptoms. The BAI Spanish version used in our
study has similar psychometric properties to the
original English version [17,18] and the version of
the STAI used for our study has been validated for
Puerto Ricans [19].

b. NEO Five Factor Inventory (NEO-FFI)
The NEO-FFI is a 60-item self-report measure of
personality traits across five dimensions: neuroticism,
extraversion, agreeableness, conscientiousness and
Renewal

Day 2

(no shock)
Recall

(no shock)

NEO-
FFI

rmed psychological tests, and then underwent fear conditioning
d extinction contexts respectively, whereas the blue (or red) light
AI = State-Trait Anxiety Inventory, BAI = Beck Anxiety Inventory, EST
O Five Factor Personality Inventory.
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openness to experience [20]. The Spanish version of
the NEO-FFI has been previously validated for
Puerto Ricans [21]. Raw scores for each personality
dimension were calculated and subsequently
transformed into T-scores (M= 50, SD= 10) to adjust
for sex differences.

c. Emotional Stroop Task (EST)
We designed a Spanish version of the EST using
SuperLab software (Cedrus, Phoenix, Arizona).
Participants were instructed to identify the ink color
of a series of computer generated words as quickly as
possible. Two types of words were used: threat-
related and neutral words. The average reaction time
(RT) was recorded by a key punch (ms), and a RT
difference between threat and neutral words was
calculated (RT threat minus RT neutral).

d. Multi-Source Interference Task (MSIT)
The MSIT is a numerical-based Stroop task
measuring cognitive interference, designed to
specifically activate the dorsal anterior cingulate
cortex [15]. Subjects were presented with a set of
three numbers (0, 1, 2, or 3), and were instructed to
quickly select the one number that differed from the
other two. In congruent trials, the position of the
target number always matched the position of the
key (i.e., 100, 020, 003). During interference trials,
the position of the target never matched the position
of the key (i.e., 010, 002, 300). Mean response
latencies (in msec) for both congruent and
incongruent trials were subtracted to yield a
difference score (incongruent – congruent).

Fear conditioning and extinction
We used a fear-learning paradigm previously described
[22], in which subjects were tested over two consecutive
days. On day 1, subjects completed habituation, condi-
tioning, and extinction. The habituation phase consisted
of 8 trials in which the conditioned stimuli (red or blue
desk lights) were presented in two separate contextual
(library and office), without any shock. The contextual
stimulus appeared 6 sec prior to the onset of the desk
light, which lasted for 12 sec, after which the screen
went blank. The average inter-trial interval was 16 sec
(range 12–21 sec). Habituation was immediately fol-
lowed by conditioning, where one of the desk lights
(e.g., red CS+) was paired with a mild shock to the
second and third fingers of the dominant hand. Condi-
tioning occurred within a specific context (e.g., office) (see
Figure 1). The alternative desk light (e.g., blue CS-) was
presented without any shock. The color of the stimulus for
the CS + (blue vs. red light), as well as the conditioning
context (library vs. office), were counter balanced across
subjects. The shock lasted 0.5 sec and started immediately
after CS + offset. The electric current was generated by a
Coulbourn transcutaneous aversive finger stimulator
(E13-22) powered by a 9-V dry cell battery. The intensity
of the current was pre-set by each participant to be “highly
annoying, but not painful”. The electrodes remained
attached to the subject’s fingers during all phases of the ex-
periment, and subjects were instructed prior to each phase
that they “may or may not receive a shock”. Subjects were
given 10 trials of conditioning (5 CS + and 5 CS-). After a
few minutes, they received 20 trials of extinction (10 CS +
and 10 CS-), in which the CS + and CS- were presented
without shocks, in the alternate context (e.g., library).
On Day 2, subjects were brought back to the lab in

order to test their retention of the extinction memory.
Subjects were shown the context stimulus alone, fol-
lowed 6 sec later by the CS+without any shock. Extinc-
tion memory was tested in two phases: recall and
renewal, each consisting of 10 trials (5 CS + and 5 CS-).
During the recall phase, the CS +was presented in the
extinction context (recall of safety), whereas during the
renewal phase, the CS +was presented in the condition-
ing context (recall of danger). The order of testing (recall
vs. renewal) was counterbalanced across subjects.

Physiological measures
The baseline skin conductance level (SCL) consisted of
the average skin conductance during the 5 seconds prior
to the first habituation trial. The skin conductance re-
sponse (SCR) to each stimulus (CS + and CS-) was
assessed as previously described [6,22,23]. The average
skin conductance during the 6 sec context presentation
was subtracted from the average skin conductance dur-
ing the 12 sec CS + context presentation. We applied a
minimum conditioning criteria that required subjects to
show an SCR to the CS+ greater than 0.05 μS in 2 or
more conditioning trials [22,24].

Statistical analyses
For each phase, the average SCR to the CS + and CS-
were calculated as follows; 1) Habituation: average SCR
of the first two trials habituation; 2) Conditioning: max-
imum SCR during conditioning; 3) Extinction: average
SCR of trials 1–2 of extinction minus the average SCR
of trials 9–10 of extinction; 4) Percent recall: average
SCR in trials 1–2 of recall, divided by the peak SCR dur-
ing conditioning; 5) Percent renewal: average SCR in
trials 1–2 of renewal, divided by the peak SCR during
conditioning [22]. Differential responses were calculated
in the same way, except that the CS- was subtracted
from the CS+.
ANOVAs with repeated measures were used to evalu-

ate differences in SCRs to the CS + and CS-. Two-factor
ANOVA’s (stimulus vs. trial) were performed for each
phase of the experiment, to test for main effects and
interactions. The stimulus main effect and stimulus X
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trial interaction effect were tested using the multivariate
criterion of Wilk’s lambda (Λ). Paired-samples t tests
were conducted to follow up the significant interactions.
We controlled for familywise error rate across these tests
by using Holm’s sequential Bonferroni approach (SPSS,
version 19.0)
The relationship between psychological tests and

physiological measures for each phase was evaluated
using simple linear regressions, followed by stepwise
multiple linear regression analysis using combinations
of tests (SPSS, version 16.0). Simple linear regressions
yielded an R2 representing the amount of variance
explained by the test variable, and a beta coefficient (β)
representing the correlation coefficient (r) between that
test variable and the SCR. We performed a forward
stepwise procedure in which variables were added to
the model in two steps [25]. The first step included the
psychological test variables: BAI, STAI, NEO personal-
ity factors, and the neuropsychological measures
(MSIT, EST). The second step added additional variables
that could have an effect on physiological responses such
as sex, age, shock level, baseline SCL, and unconditioned
responses to shock. This yielded a unique set of predictor
variables for each phase. Multicollinearity between the
predictor variables was evaluated by calculating the toler-
ance criteria [25]. β coefficients were determined for each
A  Responses to CS+ and CS-

**
** ** ** *

*

B  Differential response (CS+ minus CS-)

Day 1

Day 1

-0.1
0
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Figure 2 Skin conductance responses (SCR) across all experimental p
the order of recall and renewal was counterbalanced between subjects to
Differential learning in all phases was compared to last habituation trial. Ha
μS = microsiemens, *p < 0.05; **p < 0.01.
factor in the model, and R2 values were adjusted for small
sample size [25].

Results
Psychological test results
Our sample of healthy subjects scored within the nor-
mal range on all psychological and neuropsychological
tests. Anxiety questionnaires showed no evidence of
clinically relevant anxiety symptoms (mean BAI score =
3.5, mean state anxiety = 27.22%ile, mean trait anxiety =
30.52%ile) , and personality scores (mean neuroticism
T score = 47, mean extraversion T score = 56 and mean
conscientiousness T score = 47) were within normal
limits [20]. Performance on the MSIT (mean reaction
time = 340 msec) was similar to previous studies with
healthy subjects [15]. The results of the EST showed no
interference effect, on average, as expected from previ-
ous studies [26].

Fear conditioning
Day 1: Habituation, conditioning and extinction
During habituation, there were no differences in SCR to
the CS+ (stimuli paired with shock) and the CS- (stimuli
never paired with shock) [Λ = .99, F(1,45) = 0.48, p = 0.49].
During conditioning, responses to the CS+were signifi-
cantly higher than those to the CS- (see Figure 2A).
*
**

*

*

* *

Day 2

Day 2

CS+

CS-

Late 
Ext.

Recall Renewal

*

*
*

CS+ - CS-

Late 
Ext.

Recall Renewal

*

** *
* *

hases. A. Responses to CS + and CS- (single trials shown). On day 2,
correct for order effects. B. Differential SCR (CS + minus CS-).
bit. = Habituation, Cond. = Conditioning, Ext. = Extinction,
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ANOVA during the conditioning phase revealed signifi-
cant main effects for stimulus [Λ = .50, F(1,45) = 44.24,
p < 0.001] and trials [Λ = .77, F(4, 42) = 3.20 , p = 0.022], as
well as a significant stimulus X trial interaction [Λ = .62,
F(4,42) = 6.34, p < 0.001]. Post hoc comparisons revealed
that CS + responses were significantly larger than CS-
responses during trials 2–5 of conditioning (all p < 0.01),
demonstrating successful acquisition of conditioned
learning.
During the ten trials of extinction, responses to the CS+

declined significantly. In extinction (trials 1–10), repeated
measures ANOVA revealed significant main effects of
stimulus [Λ = .64, F(1,45) = 25.91, p < 0.001] and trials [Λ =
.67, F(9,37) = 2.01, p = 0.065] and a non-significant stimulus
X trial interaction [Λ = .70, F(9,37) = 1.73, p = 0.115]. Post
hoc comparisons revealed that responses to the CS+
remained significantly larger than to CS- during all early
extinction trials (all p < 0.02). During late extinction, sig-
nificant differences were observed for trials 6 and 9 only
(both p < 0.05).
Table 1 Results of simple regressions for CS+ responses

Tests SCL Cond. Extinction Recall Renewal

R2 R2 R2 R2 R2

Trait Anxiety −0.022 0.009 0.022 −0.008 −0.023

State Anxiety 0.056 0.013 0.004 −0.005 −0.018

Beck Anxiety −0.020 0.003 0.007 0.001 0.037

Neuroticism 0.021 0.000 0.041 0.000 0.000

Extraversion 0.145** 0.001 0.016 0.063 0.170**
Day 2: Recall of extinction and renewal
The following day, subjects were returned to the labora-
tory to test for recall and renewal, in counterbalanced
order. During the recall phase, in which the CS+was pre-
sented in the extinction context, ANOVA revealed a sig-
nificant main effect of stimulus [Λ = .73, F(1,45) = 16.67,
p < 0.001], but not trials [Λ = .682, F (4,42) = 2.24, p= 0.081],
and a significant interaction [Λ = .71, F(4,42) = 4.27,
p = 0.05]. Post-hoc analysis showed that the response to
the CS+was significantly higher than to the CS- in trials 1
(p < 0.001), 2 (p= 0.047) and 4 (p= 0.036). Responses to
the CS+ returned to habituation baseline by the fifth trial.
During the renewal phase, in which the CS+was pre-

sented in the conditioning context, the responses to the
CS+ dramatically increased. ANOVA revealed significant
main effects of stimulus [Λ = .58, F(1,45) = 31.47,
p < 0.001] and trials [Λ = .59, F(4,42) = 7.32, p < 0.001],
with a significant stimulus X trial interaction [Λ = .72,
F(4,42) = 4.01, p = 0.008]. Post hoc comparisons revealed
that responses to the CS +were significantly larger than
to the CS- on all renewal trials (all p < 0.05) demonstrat-
ing prolonged effects of altering the context.
β=−0.405 β=−0.413

Conscientiousness −0.021 0.071* 0.063 0.019 0.019

β=−0.304

EST Reaction Time −0.023 0.001 0.072* 0.035 0.008

β= 0.304

MSIT Reaction Time −0.010 0.028 0.009 0.037 0.014

Shown are values for R2 (the amount of SCR variance accounted for each test).
For significant correlations with SCR, β is shown. SCL = baseline skin
conductance level, Cond. = Conditioning, EST = Emotional Stroop Task, MSIT =
Multi-Source Interference Task. *p < 0.05, **p < 0.001.
Differential response
The differential response (CS +minus CS-) reflects the
degree of associative learning to the CS + (Figure 2B).
Compared with the last trial of habituation, pairwise
comparisons revealed significant differential responding
during trials 2, 4, and 5 of conditioning (all p < 0.01),
trials 1, 4, and 6 of extinction (all p < 0.05), the first trial
of recall (p = 0.005), and trials 1, 2, 4, and 5 of renewal
(all p < 0.05).
Regression analysis
Simple linear regression
We first used simple linear regressions to evaluate the
degree to which individual tests could account for vari-
ance in SCL or SCR in the different phases, calculating a
regression coefficient (R2). Most psychological measures
were not significantly correlated with SCL or SCR
responses in any experimental phase (see Table 1). When
significant correlations did occur, they accounted for
only 8 to 15% of SCR variance. The variance of SCL
(15%) was explained by extraversion (ß =−0.41,
p = 0.005). For conditioning memory, conscientiousness
could explain 7% of the variance (ß =−0.30, p = 0.043),
whereas for extinction learning, the EST could explain
7% of the variance (ß = 0.30, p = 0.036). Percent renewal
showed similar weak correlations with extraversion
(ß =−0.413, p = 0.004; 17%). No test could account for
significant variance in recall or habituation phases.

Multiple regression
We next conducted multiple regression analyses, using a
stepwise approach. The possible predictor variables were
added to the model in two steps [25]. The first step
included the psychological, personality, and neuro-
psychological test variables. A second step added add-
itional variables that could have an effect on
physiological responses such as sex, age, shock level,
baseline SCL, and unconditioned responses to shock.
This process yielded a unique set of predictor variables
for each phase. For the conditioning phase (peak condi-
tioning), a significant model was found which accounted
for 45% of the SCR variance across subjects (adjusted
R2 = 0.446, p < 0.001) (see Figure 3A). Significant vari-
ables in the model included one personality trait
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Figure 3 Multiple regression models for conditioning. A. Model for CS+. B. Model for CS-. Plots compare the correlations between the actual
CS responses and those calculated by the multiple regression model. μS = microsiemens, **p < 0.01.
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(conscientiousness) and two physiological variables (i.e.,
UCR, SCL). Lower levels of conditioning were correlated
with higher conscientiousness scores and lower UCR
and SCL levels. Multicollinearity analysis showed that
correlations between the predictor values was not a fac-
tor affecting the conditioning model (tolerance scores =
0.931-0.988). For the CS- responses, a significant model
was found for peak conditioning consisting only of
physiological variables (i.e., UCR, SCL), explaining 50%
of the response (Adjusted R2 = 0.499; p < 0.001, see
Figure 3B).
No models were found that correlated with extinction

learning or extinction recall. For the renewal phase,
however, a model was found to account for 24% of inter-
subject variance in CS + response (Adjusted R2 = 0.242,
p < 0.001) (see Figure 4). The model consisted of a nega-
tive correlation with extraversion and a positive correl-
ation with sex (i.e., being male associated with higher
renewal). This model also showed appropriate tolerance
criteria (0.945-0.969) minimizing the risk of multicolli-
nearity. There was also a significant (but weaker) model
for CS- responses in renewal, using only physiological
variables UCR and SCL (Adjusted R2 = 0.163; p = 0.008).

Discussion
We have assessed the relationship of several psycho-
logical tests related to anxiety phenotypes with physio-
logical indices, both at baseline and during various
phases of experimental fear conditioning. While we were
unable to find correlations with extinction learning or
extinction recall, we were able to explain 24 to 45% of
variance in SCR responses during conditioning and re-
newal, both indicators of the strength of the CS-US
association.
The predictive power of our model for conditioning

(45%) is consistent with findings from Otto and collea-
gues, who were able to account for 28% of CS + variance
in conditioning, also using multiple regression [10]. This
is interesting given that the two models employed differ-
ent measures. While our model included only conscien-
tiousness and physiological variables associated with
reactivity, Otto et al. (2007) found a predictive model
that included the Penn State Worry Questionnaire
(PSWQ), the Fear Questionnaire (FQ), and the Anxiety
Sensitivity Index (ASI). Conscientiousness can be related
to PSWQ scores, in that it assesses thoughtfulness and
carefulness [20] , and was previously reported to be cor-
related with conditioning [9]. Thus, together with Otto
et al. (2007), we suggest that approximately 28-45% of
SCR variance in conditioning may be due to individual
characteristics that can be revealed with self-report
scales and measures of physiological reactivity. The
greater variance explained in our sample was probably
due to our taking into account response to the shock
and baseline skin conductance.
In contrast to conditioning, we were unable to find

significant correlations with extinction learning or ex-
tinction recall, using either linear or multiple regression.
This differs from Rauch et al. (2005) who reported that
recall of extinction was correlated with extraversion



Figure 4 Multiple regression model for CS + during renewal. Plot shows correlations between the actual SCR responses and those calculated
by the multiple regression model for % fear renewal. μS = microsiemens, **p < 0.001.
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(r = 0.77) and neuroticism (r =−0.61) [12]. The experi-
mental protocols used at the two sites were designed to
be identical. Factors that might account for the discrep-
ancy include the larger number of subjects in the
current study (46 vs. 14 in Rauch et al.), or an ethnic
factor affecting the relationship between personality and
extinction (Puerto Rican vs. a largely Caucasian sample
in the Boston area). A lack of correlation of extinction
with psychological and neuropsychological indices sug-
gests that extinction may be less determined by trait
variables, and may depend more on the subject’s current
emotional state. In support of this idea, Milad et al.
(2008) showed that extinction retention deficits in PTSD
patients were acquired rather than familial, based on a
twin design [27]. Additionally, Vriends et al. (2011)
reported decreased extinction in healthy participants
who first watched a film intended to induce an anxious
emotional state [13]. Our state measure (STAI) showed
no correlation with extinction, likely due to the low state
anxiety levels of our healthy subjects in the absence of a
provocation such as that used in Vriends et al. (2011).
Our most novel finding was the ability to successfully

model contextual renewal. Renewal of extinguished fear
with a contextual shift is thought to model relapse after
treatment with exposure therapy [14]. It has been sug-
gested that the ability to successfully inhibit fear
responses when challenged by contextual shifts is the
best predictor of clinical response [28]. Extraversion
was negatively correlated with renewal, consistent with
a protective effect. Individuals with high extraversion
scores are more likely to seek stimulation, undertake
activities with unknown consequences, and experience
positive emotions [20,29]. Extraversion is also positively
correlated with the volume of the medial oribitofrontal
cortex [30], an area implicated in fear inhibition [31]
and reward [32]. Thus, the presence of extraversion
may reflect the engagement of structures that modu-
late fear responses under ambiguous conditions. In
addition, sex was also a significant factor in the
model (males showed higher renewal). This is an
interesting finding given that anxiety disorders are
more prevalent in females [8,33]. We are now
conducting additional studies on the sex differences
we observed in our sample.
We propose several follow-up steps to extend these

findings and to address the limitations of our study. In
order to state that personality characteristics can predict
physiological responses, the predictive power of these
models should be tested using predictive model analysis
with new subjects. The applicability of these results to
subjects with anxiety disorders should also be evaluated.
It will be particularly interesting to determine the extent
to which conditioning and renewal models are able to
predict the severity of anxiety disorders, response to
treatment, and/or post-treatment relapse, in longitudinal
studies. Factors that could be predictive of renewal, such
as low extraversion in our sample, may be used for iden-
tifying patients at risk for relapse, who might benefit
from preventive measures such as delivering therapy in
multiple contexts or providing reminders of the thera-
peutic context [34].

Conclusion
Using models that included personality characteristics
previously associated with the anxiety phenotype as well
as physiological responses, we were able to explain up to
45% of variance in experimental fear conditioning and
renewal. Understanding the relationships between per-
sonality characteristics and fear learning could help in
the development of markers to identify people at risk for
anxiety disorders and/or risk of relapse after treatment.

Competing interests
The authors declare that they have no competing interests.

Authors’ contributions
KGM and MC-C participated in the development of the methodology,
implementation of research protocol, statistical analysis and preparation of
the manuscript. JAF-C participated in the development of the methodology,
implementation of research protocol and statistical analysis. BO-A and GS
collected data. MRM and GJQ contributed in the development of the
methodology, interpretation of results and preparation of the manuscript. All
authors read and approved the final manuscript.

Acknowledgements
We thank George Bush at Harvard Medical School for making the MSIT task
available. This work was supported by NIH grant U54 RR026139 from the
National Center for Research Resources, and 8U54 MD007587-03 from the



Martínez et al. Biology of Mood & Anxiety Disorders 2012, 2:16 Page 8 of 8
http://www.biolmoodanxietydisord.com/content/2/1/16
National Institute on Minority Health and Health Disparities to KGM, a post-
doctoral master’s in clinical research grant R25 RR017589 to KGM, and the
UPR Presidents Office to GJQ.

Author details
1Department of Psychiatry, University of Puerto Rico School of Medicine, P.O.
Box 365067, San Juan, PR 00936, USA. 2Department of Anatomy &
Neurobiology, University of Puerto Rico School of Medicine, San Juan, PR,
USA. 3Clinical Psychology Program, Ponce School of Medicine, Ponce, PR, USA.
4Clinical Psychology Program, Carlos Albizu University, San Juan, PR, USA.
5Department of Psychiatry, Massachusetts General Hospital and Harvard Medical
School, Charlestown, MA, USA.

Received: 18 June 2012 Accepted: 22 August 2012
Published: 17 September 2012
References
1. Lissek S, Rabin S, Heller RE, Lukenbaugh D, Geraci M, Pine DS, et al:

Overgeneralization of conditioned fear as a pathogenic marker of panic
disorder. Am J Psychiatry 2010, 167:47–55.

2. Michael T, Blechert J, Vriends N, Margraf J, Wilhelm FH: Fear conditioning in
panic disorder: Enhanced resistance to extinction. J Abnorm Psychol 2007,
116:612–617.

3. Pitman RK, Orr SP, Shalev AY, Metzger LJ, Mellman TA: Psychophysiological
alterations in post-traumatic stress disorder. Semin Clin Neuropsychiatry
1999, 4:234–241.

4. Milad MR, Pitman RK, Ellis CB, Gold AL, Shin LM, Lasko NB, et al:
Neurobiological basis of failure to recall extinction memory in
posttraumatic stress disorder. Biol Psychiatry 2009, 66:1075–1082.

5. Quirk GJ, Martinez KG, Nazario Rodriguez LL: Translating findings from
basic fear research to clinical psychiatry in Puerto Rico. P R Health Sci J
2007, 26:321–328.

6. Orr SP, Metzger LJ, Lasko NB, Macklin ML, Peri T, Pitman RK: De novo
conditioning in trauma-exposed individuals with and without
posttraumatic stress disorder. J Abnorm Psychol 2000, 109:290–298.

7. Blechert J, Michael T, Vriends N, Margraf J, Wilhelm FH: Fear conditioning in
posttraumatic stress disorder: Evidence for delayed extinction of
autonomic, experiential, and behavioural responses. Behav Res Ther 2007,
45:2019–2033.

8. Craske MG, Rauch SL, Ursano R, Prenoveau J, Pine DS, Zinbarg RE: What is
an anxiety disorder? Depress Anxiety 2009, 26:1066–1085.

9. Pineles SL, Vogt DS, Orr SP: Personality and fear responses during
conditioning: Beyond extraversion. Pers Individ Dif 2009, 46:48–53.

10. Otto MW, Leyro TM, Christian K, Deveney CM, Reese H, Pollack MH, et al:
Prediction of "fear" acquisition in healthy control participants in a de
novo fear-conditioning paradigm. Behav Modif 2007, 31:32–51.

11. Indovina I, Robbins TW, Nunez-Elizalde AO, Dunn BD, Bishop SJ:
Fear-conditioning mechanisms associated with trait vulnerability to
anxiety in humans. Neuron 2011, 69:563–571.

12. Rauch SL, Milad MR, Orr SP, Quinn BT, Fischl B, Pitman RK: Orbitofrontal
thickness, retention of fear extinction, and extraversion. Neuroreport 2005,
16:1909–1912.

13. Vriends N, Michael T, Blechert J, Meyer AH, Margraf J, Wilhelm FH: The
influence of state anxiety on the acquisition and extinction of fear.
J Behav Ther Exp Psychiatry 2011, 42:46–53.

14. Bouton ME, Mineka S, Barlow DH: A modern learning theory perspective
on the etiology of panic disorder. Psychol Rev 2001, 108:4–32.

15. Bush G, Shin LM, Holmes J, Rosen BR, Vogt BA: The Multi-Source
Interference Task: validation study with fMRI in individual subjects.
Mol Psychiatry 2003, 8:60–70.

16. Whalen PJ, Bush G, Shin LM, Rauch SL: The emotional counting Stroop: a
task for assessing emotional interference during brain imaging. Nat
Protoc 2006, 1:293–296.

17. Novy DM, Stanley MA, Averill P, Daza P: Psychometric comparability of
English- and Spanish-language measures of anxiety and related affective
symptoms. Psychol Assess 2001, 13:347–355.

18. Rossello J, Perez D: Anxiety and social support in a group of young
people with insulin-dependent diabetes. Bol Asoc Med P R 2003,
95:7-10–13-5.
19. Virella B, Arbona C, Novy D: Psychometric properties and factor structure
of the Spanish version of the state-trait anxiety inventory. J Pers Assess
1994, 63:401–412.

20. Costa PT, McCrae RR: NEO PI-R Professional Manual. Florida: Psychological
Assessment Resources Inc. 1992.

21. McCrae RR, Terracciano A: Universal features of personality traits from the
observer’s perspective: data from 50 cultures. J Pers Soc Psychol 2005,
88:547–561.

22. Milad MR, Orr SP, Pitman RK, Rauch SL: Context modulation of memory for
fear extinction in humans. Psychophysiology 2005, 42:456–464.

23. Milad MR, Rauch SL, Pitman RK, Quirk GJ: Fear extinction in rats:
Implications for human brain imaging and anxiety disorders.
Biol Psychol 2006, 73:61–71.

24. Milad MR, Quirk GJ, Pitman RK, Orr SP, Fischl B, Rauch SL: A role of the
human dorsal anterior cingulate cortex in expression of learned fear.
Biol Psychiatry 2007, 62:1191–1194.

25. Neter J, Wasserman W, Kutner M: Applied Linear Regression Models. 5th
edition. Homewood, IL: RD Irwin; 1983.

26. Bar-Haim Y, Lamy D, Pergamin L, Bakermans-Kranenburg MJ, Van IJzendoorn MH:
Threat-related attentional bias in anxious and nonanxious individuals: a
meta-analytic study. Psychol Bull 2007, 133:1–24.

27. Milad MR, Orr SP, Lasko NB, Chang Y, Rauch SL, Pitman RK: Presence and
acquired origin of reduced recall for fear extinction in PTSD: results of a
twin study. J Psychiatr Res 2008, 42:515–520.

28. Craske MG, Kircanski K, Zelikowsky M, Mystkowski J, Chowdhury N, Baker A:
Optimizing inhibitory learning during exposure therapy. Behav Res Ther
2008, 46:5–27.

29. Watson D, Clark LA, Chmielewski M: Structures of personality and their
relevance to psychopathology: II. Further articulation of a
comprehensive unified trait structure. J Pers 2008, 76:1545–1586.

30. DeYoung CG, Hirsh JB, Shane MS, Papademetris X, Rajeevan N, Gray JR:
Testing predictions from personality neuroscience. Brain structure and
the big five. Psychol Sci 2010, 21:820–828.

31. Milad MR, Rauch SL: The role of the orbitofrontal cortex in anxiety
disorders. Ann N Y Acad Sci 2007, 1121:546–561.

32. Rolls ET, Grabenhorst F: The orbitofrontal cortex and beyond: from affect
to decision-making. Prog Neurobiol 2008, 86:216–244.

33. Canino GJ, Bird HR, Shrout PE, Rubio-Stipec M, Bravo M, Martinez R, et al:
The prevalence of specific psychiatric disorders in Puerto Rico.
Arch Gen Psychiatry 1987, 44:727–735.

34. Bouton ME: Context, ambiguity, and unlearning: sources of relapse after
behavioral extinction. Biol Psychiatry 2002, 52:976–986.

doi:10.1186/2045-5380-2-16
Cite this article as: Martínez et al.: Correlations between psychological
tests and physiological responses during fear conditioning and renewal.
Biology of Mood & Anxiety Disorders 2012 2:16.
Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit


	Abstract
	Background
	Methods
	Results
	Conclusions

	Background
	Methods
	Participants
	Neuropsychological tests
	Fear conditioning and extinction
	Physiological measures
	Statistical analyses

	Results
	Psychological test results
	Fear conditioning
	Day 1: Habituation, conditioning and extinction
	Day 2: Recall of extinction and renewal

	Differential response
	Regression analysis
	Simple linear regression
	Multiple regression


	Discussion
	Conclusion
	Competing interests
	Authors’ contributions
	Acknowledgements
	Author details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /NA
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /NA
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /LeaveUntagged
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.440 793.440]
>> setpagedevice


