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a Centre for Integrative Neuroscience and Neurodynamics, School of Psychology and Clinical Language Sciences, University of Reading, Reading, UK 
b Experimental Psychopathology Lab, Department of Psychology, Swansea University, Swansea, UK 
c Department of Medical and Clinical Psychology, Tilburg University, Tilburg, the Netherlands   

A R T I C L E  I N F O   

Keywords: 
Classical conditioning 
Threat 
Anxiety 
Uncertainty: intolerance of uncertainty 

A B S T R A C T   

Intolerance of uncertainty (IU), the tendency to find uncertainty aversive, is an important transdiagnostic 
dimension in mental health disorders. Over the last decade, there has been a surge of research on the role of IU in 
classical threat conditioning procedures, which serve as analogues to the development, treatment, and relapse of 
anxiety, obsessive-compulsive, and trauma- and stressor-related disorders. This review provides an overview of 
the existing literature on IU in classical threat conditioning procedures. The review integrates findings based on 
the shared or discrete parameters of uncertainty embedded within classical threat conditioning procedures. 
Under periods of unexpected uncertainty, where threat and safety contingencies change, high IU, over other self- 
reported measures of anxiety, is specifically associated with poorer threat extinction learning and retention, as 
well as overgeneralisation. Under periods of estimation and expected uncertainty, where the parameters of 
uncertainty are being learned or have been learned, such as threat acquisition training and avoidance learning, 
the findings are mixed for IU. These findings provide evidence that individual differences in IU play a significant 
role in maintaining learned fear and anxiety, particularly under volatile environments. Recommendations for 
future research are outlined, with discussion focusing on how parameters of uncertainty can be better defined to 
capture how IU is involved in the maintenance of learned fear and anxiety. Such work will be crucial for un
derstanding the role of IU in neurobiological models of uncertainty-based maintenance of fear and anxiety and 
inform translational work aiming to improve the diagnosis and treatment of relevant psychopathology.   

1. Introduction 

The ability to learn and update, as well as select and adjust behav
iours to threat and safety associations, is critical for wellbeing and 
protection against psychopathology (Carpenter et al., 2019; Pittig et al., 
2018). Principles of classical threat conditioning have provided a 
theoretical framework for examining the development, treatment, and 
relapse of anxiety, obsessive-compulsive, and trauma- and stressor- 
related disorders (Boschen et al., 2009; Hofmann, 2008; Jacoby and 
Abramowitz, 2016; McNally, 2007; Milad and Quirk, 2012; Zuj and 
Norrholm, 2019; Zuj et al., 2016). Based on animal and human evidence, 
it is well established that uncertainty (also known as ambiguity) is 
central to anxiety and stress (Brosschot et al., 2016; Grupe and Nitschke, 
2013; Hirsch et al., 2016; Morriss et al., 2019a; Peters et al., 2017; Pulcu 
and Browning, 2019), and plays a fundamental role in the maintenance 
and recovery of threat learning (Bouton, 2002; Levy and Schiller, 2021). 

However, only recently has research begun to synthesise and highlight 
the importance of individual differences in intolerance of uncertainty (i. 
e., the transdiagnostic personality and cognitive bias construct 
measuring the tendency to find uncertainty aversive) (Birrell et al., 
2011; Carleton, 2016a, 2016b) in classical threat conditioning mecha
nisms (Lonsdorf and Merz, 2017; San Martín et al., 2020; Tanovic et al., 
2018). 

Four years have passed since Lonsdorf and Merz's (2017) seminal 
review of individual differences in classical conditioning, which 
included a section on intolerance of uncertainty. Yet, in that time, the 
literature has grown substantially on individual differences in intoler
ance of uncertainty in both classical threat conditioning. However, as it 
currently stands, it is unclear how and in what circumstances (i.e., under 
different parameters of uncertainty) intolerance of uncertainty modu
lates classical threat conditioning mechanisms. Thus, an updated syn
thesis and review of the topic is warranted. Outlining how individual 
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differences in intolerance of uncertainty is involved in threat and safety 
learning phenomena has many benefits. Firstly, it will allow us to further 
understand existing neurobiological models of uncertainty-based 
maintenance of fear and anxiety (Grupe and Nitschke, 2013; Peters 
et al., 2017). Secondly, it may inform us as to why some individuals are 
less responsive to current mental health treatments based on principles 
of threat conditioning (i.e., exposure therapy) (Lonsdorf and Merz, 
2017) and provide the basis for future work aiming to develop or modify 
mental health treatments that are more appropriate for a particular in
dividual or group (Fernandes et al., 2017; Insel, 2014). 

The current review will integrate, outline, and discuss recent de
velopments related to intolerance of uncertainty in classical threat 
conditioning and highlight avenues for future research. Firstly, for the 
purposes of the review, intolerance of uncertainty will be defined. Sec
ondly, the existing literature on intolerance of uncertainty in classical 
threat conditioning will be separated based on different experimental 
procedures. Namely, we discuss intolerance of uncertainty regarding 
threat acquisition training, threat extinction training, threat extinction 
retention, reinstatement, reversal, generalisation and avoidance (see, 
Fig. 1). In each of the review sections, the procedures will be described, 
the parameters of uncertainty will be discussed (Levy and Schiller, 2021; 
Pulcu and Browning, 2019), and a summary of the intolerance of un
certainty findings from different read-out measures will be provided (i. 

e., skin conductance response, auditory-startle blink, corrugator super
cilii (‘frowning’), pupillometry, neural activation, anxiety or expectancy 
ratings, and avoidance responses). Thirdly, an integrated summary of 
the subsections will be presented with reference to the parameters of 
uncertainty that are most relevant for IU. Lastly, implications and di
rections for future research will be discussed. 

2. Intolerance of uncertainty 

Fear of the unknown is “an individual's propensity to experience fear 
caused by the perceived absence of information at any level of con
sciousness or point of processing” (Carleton, 2016a, p. 5). The behav
ioural inhibition system, which is thought to represent the 
neurobiological basis of fearful and anxious states (i.e. increased vigi
lance and arousal), is activated by an array of stimuli associated with 
pain, loss and unknowns (Gray and McNaughton, 2003). 

A proximal measure of fear of the unknown is individual differences 
in self-reported Intolerance of Uncertainty (IU) (Carleton et al., 2007; 
Freeston et al., 1994). Based on Carleton's (2016b, p. 31) recent defi
nition: “IU is a dispositional incapacity to endure the aversive response 
triggered by the perceived absence of salient, key, or sufficient infor
mation, and sustained by the associated perception of uncertainty”. IU is 
considered a lower-order (fundamental) factor that underlies higher- 

Fig. 1. Image depicting the different clas
sical conditioning procedures outlined in the 
review: threat acquisition training, threat 
extinction training, threat extinction reten
tion, reinstatement, reversal, generalisation 
and avoidance. Yellow and Blue tiles repre
sent conditioned or generalisation stimuli. 
Shocks represent an aversive outcome 
paired with the conditioned stimulus or an 
unsignaled aversive outcome in the case of 
reinstatement. The button press represents 
an action required to avoid an aversive 
outcome. (For interpretation of the refer
ences to colour in this figure legend, the 
reader is referred to the web version of this 
article.)   
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order (emergent) factors related to negative affectivity such as trait 
anxiety and neuroticism (Carleton, 2016a, 2016b). In particular, par
allels have been drawn between IU and a sub component of the 
neuroticism construct (Carleton, 2016b), which accounts for the need 
for predictability or controllability (Barlow et al., 2014). 

The most common Intolerance of Uncertainty Scales are the 27-item 
(Freeston et al., 1994) and 12-item variants (Carleton et al., 2007). 
Initially, the 27-item variant of the IUS was created to distinguish 
anxiety-related features in Generalised Anxiety Disorder (GAD) (Free
ston et al., 1994). The reduced 12-item variant of the IUS is considered 
superior as the 12-item IUS removes high inter-item correlations and 
factor instability, and delineates from a unilateral scale into two sub
scales (Birrell et al., 2011; Carleton et al., 2007; Hong and Lee, 2015). 
The two subscales consist of prospective IU, which refers to the desire for 
predictability and active seeking of certainty, and inhibitory IU, which 
refers to paralysis of cognition and action in the face of uncertainty. 

Self-reported IU is normally distributed across community samples 
and is notably higher in mental health disorders with an anxiety or 
negative affect component (i.e., anxiety, depression, and obsessive- 
compulsive disorders) (Carleton et al., 2012; Gentes and Ruscio, 2011; 
McEvoy et al., 2019). Given the transdiagnostic role of IU in mental 
health disorders and its potential promise as a target for mental health 
interventions (Boswell et al., 2013; Oglesby et al., 2017; Robichaud and 
Dugas, 2006; van der Heiden et al., 2012), understanding the neurobi
ological basis of IU has become critical (Shihata et al., 2016; Tanovic 
et al., 2018). 

3. Threat acquisition training 

Threat acquisition training is achieved by pairing a neutral stimulus 
(conditioned stimulus, CS+; i.e., a visual stimulus such as a coloured 
shape on a computer screen) with an aversive outcome (unconditioned 
stimulus, US; i.e., a mild electric shock or loud noise) (see, Fig. 1). With 
repeated pairings, a conditioned response develops to the CS+ (i.e., 
greater physiological responding or self-reported anxiety ratings). The 
reinforcement rate between the CS and US can be continuous (i.e., 
100%), partial (i.e., commonly between 33 and 66%) (Lonsdorf et al., 
2017), or a combination of continuous and partial (Grady et al., 2016). 
Typically, a control stimulus is also presented (CS-; i.e., another visual 
stimulus that is a different colour), which is never paired with an 
aversive outcome. The CS+ and CS- are directly compared to assess the 
extent of conditioning to the CS+, while controlling for non-associative 
processes such as habituation. The CS+ and CS- contingencies are 
commonly uninstructed (i.e., there is no explicit mention of the con
tingencies – ‘Pay attention to the shape stimuli presented’), although in 
some cases, the contingencies are instructed in a general (i.e., part of the 
contingency information is provided – ‘One of the shapes is paired with 
shock, the other is not, please pay attention to work it out’) or precise 
way (i.e., all of the contingency information is provided – ‘Only the 
yellow shape will be paired with shock and the blue shape will not’) 
(Atlas, 2019; Mertens et al., 2021; Mertens et al., 2018). The process of 
threat acquisition is thought to capture the development of a learned 
fear or anxiety (Mineka and Zinbarg, 2006). For example, a psycho
logically traumatic event can act as a significantly distressing US 
evoking a natural unconditioned response of intense fear and arousal, 
which can later result in distress triggered by cues associated with a 
psychologically traumatic event (e.g., loud noises; Zuj and Norrholm, 
2019). 

At the beginning of uninstructed threat acquisition training, the CS+
and CS- contingencies are unknown. Thus there is estimation uncer
tainty (also referred to as ambiguity) related to the probabilistic struc
ture of the environment (Payzan-LeNestour and Bossaerts, 2011). 
However, with time and experience, the CS+ and CS- contingencies can 
be learned, thus decreasing estimation uncertainty, and increasing ex
pected uncertainty or certainty (also referred to as irreducible uncer
tainty or risk) related to the probabilistic structure of the environment 

(Kobayashi and Hsu, 2017) (see, Fig. 2). During threat acquisition 
training, the extent to which a state of expected uncertainty or certainty 
is reached will vary based on the reinforcement rate (i.e., reaching a 
state of expected uncertainty when presentation of the US if partially 
reinforced; reaching a state of expected certainty when the presentation 
of the US if continuously reinforced). The time taken to learn the con
tingencies and therefore reduce uncertainty in the acquisition phase will 
depend on the complexity of the environment based on a number of 
factors such as the (1) the reinforcement rate and temporal connection 
between the CS+ and US (Dunsmoor et al., 2007; Grady et al., 2016; 
Knight et al., 2004), (2) the type of CS's and US's (Lipp, 2006; Lonsdorf 
et al., 2017), and (3) contingency instructions (Mertens et al., 2018). 
Particularly, higher reinforcement rates (e.g., 100% vs. 50%), easier to 
discriminate CSs (e.g., geometric shapes vs. subtle Gabor patches), and 
explicit instructions regarding CS-US contingencies promote faster 
contingency learning and higher rates of contingency awareness (e.g., 
Mertens et al., 2021), which in turn reduces estimation uncertainty. This 
is presumably so because conditioning supports organisms' learning to 
predict their environment and this crucially relies on attention towards 
the contingencies (Mackintosh, 1975; Mitchell et al., 2009; Rescorla, 
1988). 

A few studies have found IU to modulate skin conductance (Kanen 
et al., 2020) and auditory startle blink during acquisition training (Chin 
et al., 2016; Sjouwerman et al., 2020). Kanen et al. (2020) found that 
higher IU, over trait anxiety, was associated with poorer discrimination 
between the two CS+'s and CS- under 37.5% reinforcement. Chin et al. 
(2016) found that higher IU, over trait anxiety, was associated with 
greater auditory startle blink to the CS+ during 50% vs. 75% rein
forcement. In addition, Sjouwerman et al. (2020) found that higher IU, 
over trait anxiety and neuroticism, was associated with greater auditory 
startle blink to the CS- under 100% reinforcement. However, Mertens 
and Morriss (2021) reported no relationship between IU and auditory 
startle blink under 75% reinforcement. The difference in findings across 
the three studies may be due to the predictability of the startle probe. 
Notably, the two studies that found relationships between IU and 
auditory-startle blink used unpredictable startle probes (i.e., a startle 
probe was only presented on some of trials and was presented at varying 
times in the trials). The majority of studies have found no effects of IU on 
measures of skin conductance, pupil dilation, neural activity or self- 
report ratings of anxiety or expectancy during acquisition training 
with varying levels of reinforcement (50–100%) (Mertens and Morriss, 
2021; Morriss, 2019; Morriss et al., 2015, 2016a; Morriss et al., 2019b; 
Morriss et al., 2019c; Morriss and van Reekum, 2019; Morriss et al., 
2020b; Sjouwerman et al., 2020; Wake et al., 2021; Wake et al., 2020). 
Due to IU not being the central focus of previous work, many studies 
have recorded IU and different readout measures during threat acqui
sition training but have not reported the necessary statistics (Dunsmoor 
et al., 2015; Flores et al., 2018, 2020; Lommen et al., 2010; Lucas et al., 
2018; San Martín et al., 2020; Vervliet and Indekeu, 2015; Xia et al., 
2017; Zuj et al., 2020). For instance, these studies have not included 
correlations between self-reported IU and differential responses to the 
CS+ and CS- or not included IU in factorial models such as ANCOVAs or 
MLMs. 

Given the mixed findings it is difficult to conclude what the role of IU 
is in threat acquisition. It can be speculated that IU-related effects do not 
occur in threat acquisition because the level of uncertainty is relatively 
low, as the probabilistic structure of the environment is simple and 
learned quickly. IU-related effects may only occur during threat acqui
sition when the level of uncertainty is relatively high. For example, 
when the probabilistic structure of the environment includes more 
layers of uncertainty (i.e., partial reinforcement rate, more than two 
CS's, additional stimuli such as startle probes). Based on the lack of data 
examining IU and threat acquisition across time, it is difficult to assess 
the extent to which IU is related to periods of estimation (i.e., when 
contingencies are being learned) or expected uncertainty (i.e., when 
contingencies have been learned) during the acquisition phase. 
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4. Threat extinction training 

Threat extinction training is achieved by presenting the CS+ without 
the US (see, Fig. 1). With repeated omission of the US, the conditioned 
response diminishes to the CS+ (i.e., less physiological responding or 
self-reported anxiety ratings). Eventually, responding to the CS+ is 
comparable to the CS-, indicative of successful threat extinction. Thus, 
during threat extinction training two associations compete for expres
sion (i.e., the old CS+ threat association and the new CS+ safety asso
ciation). In the laboratory, threat extinction training usually consists of 
one session and follows threat acquisition training immediately or after 
a period of time (Lonsdorf et al., 2017). During threat extinction 
training, the CS+ and CS- contingencies are typically uninstructed, 
although in some cases, the CS+ and CS- contingencies are instructed 
(Luck and Lipp, 2016). The process of threat extinction is thought to 
reflect the attenuation of learned fear or anxiety either naturally or via 
prolonged exposure-based therapies. Impaired threat extinction is 
considered to be a core transdiagnostic feature of pathological fear or 
anxiety contributing to ongoing symptom expression (Craske et al., 
2008; Milad and Quirk, 2012; Pitman et al., 2012). 

At the start of uninstructed threat extinction training, the change in 
contingency for the CS+ is unknown. Thus there is estimation and un
expected uncertainty related to the probabilistic structure of the envi
ronment (Angela and Dayan, 2005; Behrens et al., 2007; Browning et al., 
2015; Gagne et al., 2020). Again, with time and experience, the new CS+
contingency can be learned, thus decreasing estimation/unexpected 
uncertainty, and increasing expected certainty (i.e., the CS+ no longer 
predicts the US) related to the probabilistic structure of the environment 
(Kobayashi and Hsu, 2017; Payzan-LeNestour and Bossaerts, 2011) (see, 
Fig. 2). The time taken to realise the change in CS+ contingency and 
therefore reduce uncertainty in the threat extinction training phase, will 
vary based on the reinforcement rate previously used in the acquisition 
training phase (i.e., slower rates of threat extinction are observed after 
partial, compared to continuous reinforcement (Chan and Harris, 2019; 
Grady et al., 2016; Leonard, 1975)), the type and number of CS's and 
US's (Lonsdorf et al., 2017) and contingency instructions (i.e., threat 
extinction is observed rapidly with instruction) (Luck and Lipp, 2016). 

A number of studies have found IU to modulate different readout 
measures during threat extinction training (Bauer et al., 2020; Morriss, 
2019; Morriss et al., 2015; Morriss et al., 2016a; Morriss et al., 2016b; 
Morriss et al., 2019c; Morriss and van Reekum, 2019; Wake et al., 2021; 
Wake et al., 2020). Higher IU, over trait anxiety and worry, is associated 

with continued skin conductance responding (Bauer et al., 2020; Mor
riss, 2019; Morriss et al., 2015; Morriss et al., 2016a; Morriss et al., 
2016b; Morriss et al., 2019c; Morriss and van Reekum, 2019; Wake 
et al., 2021), corrugator supercilii activity (Morriss, 2019), pupil dila
tion, amygdala activity (Morriss et al., 2015) and greater late positive 
potential (event-related attentional component) (Bauer et al., 2020) to 
the CS+ versus CS- during threat extinction training. However, a few 
studies have reported trend effects or no significant effects between IU 
and skin conductance responding, pupil dilation (Kanen et al., 2020; 
Morriss et al., 2020a, 2020b; Wake et al., 2020) and the late positive 
potential (Bauer et al., 2020) during threat extinction training. In 
addition, one study found that higher IU (not specific over trait anxiety) 
is associated with poorer discrimination between the CS+ and CS- in 
expectancy ratings during threat extinction training (Morriss et al., 
2019c), although the majority of studies do not report such effects on 
ratings (Bauer et al., 2020; Morriss, 2019; Morriss et al., 2015; Morriss 
et al., 2016a; Morriss et al., 2016b; Morriss et al., 2019c; Morriss and van 
Reekum, 2019; Morriss et al., 2020a, 2020b; Wake et al., 2020). Inter
estingly, the pattern of results for IU and differential skin conductance 
responding during threat extinction training is relatively consistent 
despite studies using different reinforcement rates during prior threat 
acquisition training (i.e., continuous and partial) and different types of 
aversive US's (i.e., mildly and strongly aversive). 

The findings above suggest that IU plays a critical role in modulating 
threat extinction training, particularly across psychophysiological and 
neural readout measures. At the start of threat extinction training, the 
level of uncertainty is high, as the probabilistic structure of the envi
ronment includes both estimation and unexpected uncertainty. The 
extent to which estimation, expected and unexpected uncertainty 
operate in the threat extinction training phase may vary depending on 
IU. For example, in individuals with high IU, relative to low IU, the 
absence of information regarding the change in contingency of the CS+
and omission of the US may heighten and prolong the perception that 
the environment is uncertain and volatile, and therefore lead to longer 
states of unexpected uncertainty. Indeed, individuals with high IU show 
successful threat extinction, indexed via skin conductance response 
when information about the CS+ and CS- contingencies are provided 
before the start of threat extinction training (Morriss and van Reekum, 
2019). Such findings suggest that individuals with high IU, relative to 
low IU require more information during threat extinction training to 
alleviate perceptions of uncertainty and volatility and to enter a state of 
expected uncertainty. 

Fig. 2. Shared and discrete parameters of uncertainty embedded within classical threat conditioning procedures. Estimation uncertainty, also referred to as am
biguity, occurs when attempting to learn the probabilistic structure of the environment. Expected uncertainty/certainty, also referred to as irreducible uncertainty, 
arises when the probabilistic structure of the environment has been learned and is stable (i.e., no new evidence is available to decrease uncertainty or increase 
certainty). Unexpected uncertainty arises when the probabilistic structure of the environment unknowingly changes. In classical threat conditioning procedures with 
initial learning, the parameters of estimation and expected uncertainty/certainty are present (A). In classical threat conditioning procedures where the contingencies 
change, the parameters of estimation, expected uncertainty/certainty, and unexpected uncertainty are present (B). 
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5. Threat extinction retention 

Threat extinction retention is a return of threat manipulation 
(Lonsdorf and Merz, 2017). In terms of procedure, threat extinction 
retention is near identical to threat extinction training (see Section 4), 
except that a threat extinction retention session usually follows threat 
acquisition and extinction training after a temporal delay (i.e. hours, 
days or weeks) (Lonsdorf et al., 2017) (see, Fig. 1). At the beginning of 
threat extinction retention, conditioned responses to the CS+ return, 
relative to the CS- (i.e., also referred to as spontaneous recovery), and 
tend to dissipate rapidly (Bouton, 2002). Similar to threat extinction 
training, in threat extinction retention, two associations compete for 
expression (i.e., the old CS+ threat association and the new CS+ safety 
association). Poorer threat extinction retention (or return of fear or 
anxiety) is generally considered to be an indicator of low response to 
prolonged exposure-based treatments via impaired extinction memory 
consolidation mechanisms (Bouton, 2002; Carpenter et al., 2019; Zuj 
et al., 2016). 

At the start of threat extinction retention, the exact contingencies are 
not known. Although from prior experience (i.e., previous threat 
acquisition and extinction training) the contingencies may be estimated 
more easily. Therefore, the threat extinction retention phase includes 
elements of estimation, unexpected and expected uncertainty related to 
the probabilistic structure of the environment (Angela and Dayan, 2005; 
Behrens et al., 2007; Browning et al., 2015; Gagne et al., 2020). Because 
of prior experience, the CS+ and CS- contingencies can be identified 
relatively quickly, thus decreasing estimation/unexpected uncertainty, 
and increasing expected certainty related to the probabilistic structure 
of the environment (Kobayashi and Hsu, 2017; Payzan-LeNestour and 
Bossaerts, 2011) (see Fig. 2). 

A handful of studies have reported the relationship between IU and 
skin conductance during threat extinction retention (Dunsmoor et al., 
2015; Kanen et al., 2020; Morriss et al., 2020a, 2020b; Wake et al., 
2021). Dunsmoor et al. (2015) and Wake et al. (2021) found that higher 
IU is associated with greater skin conductance responding to the CS+
versus CS- at the start of the threat extinction retention phase indicating 
a stronger return of learned threat. Morriss et al. (2020a, 2020b) found a 
similar pattern, whereby higher inhibitory IU (i.e., a subscale related to 
paralysis under uncertainty) over trait anxiety specifically predicted 
greater skin conductance responding, but not pupil dilation, to the CS+
versus CS- at the beginning of the threat extinction training phase. 
Kanen et al. (2020), reported no such relationship between IU and skin 
conductance during threat extinction retention. Interestingly, threat 
extinction retention can be promoted in individuals with high IU or 
inhibitory IU by: (1) pairing a novel stimulus with the CS+ the day 
before (Dunsmoor et al., 2015), (2) presenting an extended extinction 
training session the day before (Morriss et al., 2020a, 2020b), and (3) 
providing an acute dietary tryptophan depletion to lower serotonin 
temporarily on the same day (Kanen et al., 2020). 

While there are only a few studies that have examined IU and threat 
extinction retention, the results appear to be relatively consistent for 
skin conductance and demonstrate that IU likely plays a key role in the 
modulation of threat extinction retention. As in threat extinction 
training, the level of uncertainty is high at the beginning of the threat 
extinction retention phase because the probabilistic structure of the 
environment includes estimation, unexpected and expected uncertainty. 
Again, the extent to which estimation, expected and unexpected un
certainty operate in the threat extinction retention phase may vary 
depending on IU. Tentatively, the results above suggest that even with 
prior experience of the contingencies, individuals with high IU, relative 
to low IU may find the beginning of the threat extinction retention phase 
distressing as there is still an absence of information regarding the 
contingency of the CS+ and omission of the US. 

6. Reinstatement 

Reinstatement is a return of threat manipulation (Haaker et al., 
2014). The reinstatement procedure generally occurs immediately 
following threat extinction training and involves one or several 
unsignaled US deliveries without the CS+ (see, Fig. 1). As a result, the 
conditioned response to the CS+ can be ‘reinstated’ (Norrholm et al., 
2006), and sometimes also generalised to the CS- (Kull et al., 2012; Zuj 
et al., 2018). Reinstated threat is thought to partly explain the relapse of 
fear or anxiety following successful treatment (Bouton, 2002). For 
example, in clinical situations, reinstatement of severe anxiety can occur 
due to an unsignaled panic attack or other episode that produces similar 
physiological sensations and emotional experiences previously associ
ated with a distressing trigger. 

By the reinstatement phase, participants have typically experienced 
two types of CS-US contingency, as outlined above. Specifically, par
ticipants have learned that (1) the CS+ reliably predicts the aversive US 
during threat acquisition training while the CS- does not, and (2) the 
CS+ no longer predicts the aversive US during extinction training, with 
the CS- continuing to signal the absence of threat. During reinstatement, 
however, associations between the CS+, CS- and the US are thrown into 
question as the US is delivered in the absence of the CS+ (or CS-), 
creating significant uncertainty regarding the CS-US relationship 
(Haaker et al., 2014). Like the threat extinction retention phase, the 
reinstatement phase includes elements of estimation, unexpected un
certainty and expected certainty related to the probabilistic structure of 
the environment (Angela and Dayan, 2005; Behrens et al., 2007; 
Browning et al., 2015; Gagne et al., 2020) (see, Fig. 2). However, due to 
prior experience, the CS+ and CS- contingencies can be identified 
relatively quickly, thus decreasing estimation/unexpected uncertainty, 
and increasing expected uncertainty related to the probabilistic struc
ture of the environment (Kobayashi and Hsu, 2017; Payzan-LeNestour 
and Bossaerts, 2011). 

Previous research has found that higher IU predicts greater rein
statement of the conditioned response to the CS+ vs. the CS-, indexed via 
skin conductance (Dunsmoor et al., 2015; Lucas et al., 2018). Notably, 
however, the reinstatement phase used by Dunsmoor et al. (2015) 
occurred after an extinction retention phase rather than after an 
extinction training phase, potentially confounding reinstatement effects 
with extinction retention effects. Further investigations with rigorous 
reinstatement testing are needed to understand the relationship between 
IU and reinstatement. Therefore, evidence on the role of IU in threat 
reinstatement is currently lacking but holds promise due to the uncer
tainty in the CS-US relationship that is stimulated by unsignaled US 
exposure (i.e., unexpected uncertainty). 

7. Reversal 

Reversal immediately follows threat acquisition training and in
volves changing the pairings between the CS's and the US. During the 
reversal phase, the former CS- is paired with the US, whereas the former 
CS+ is no longer paired with the US (Morris and Dolan, 2004; Schiller 
and Delgado, 2010) (see, Fig. 1). Across the reversal phase, the condi
tioned responses to the CS+ and CS- typically reverse. Thus, during 
reversal, multiple associations compete for expression (i.e., the old CS+
threat association, the new CS+ safety association, the old CS- safe as
sociation and the new CS- threat association). As in other conditioning 
procedures, the contingencies during the reversal procedure can be 
uninstructed and instructed (Atlas, 2019; Atlas and Phelps, 2018; Costa 
et al., 2015; Mertens et al., 2021; Mertens and Morriss, 2021). Reversal 
is a relatively understudied conditioning procedure. Because reversal 
includes both threat acquisition and extinction processes, the reversal 
procedure likely captures the general flexibility of learned fear or anx
iety (Schiller and Delgado, 2010). Further, in trauma-exposed pop
ulations there is evidence of an impairment in the ability to reverse 
contingencies in instances of both threat-safety and safety-threat (Levy- 
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Gigi et al., 2014). 
Within the reversal procedure, there is uncertainty about the rela

tionship between the CS's and US. During reversal, the contingencies are 
unclear (i.e., do old contingencies still apply or are there new contin
gencies?). Thus, the reversal procedure includes estimation, unexpected 
uncertainty and expected uncertainty/certainty related to the probabi
listic structure of the environment (Angela and Dayan, 2005; Behrens 
et al., 2007; Browning et al., 2015; Gagne et al., 2020). Given prior 
experience and time, the newly reversed contingencies can be learned, 
thus decreasing estimation/unexpected uncertainty, and increasing ex
pected uncertainty and certainty related to the probabilistic structure of 
the environment (Kobayashi and Hsu, 2017; Payzan-LeNestour and 
Bossaerts, 2011) (see, Fig. 2). As in threat acquisition training (see 
Section 3), the time taken to learn the contingencies and therefore 
reduce uncertainty in the reversal phase will depend on the complexity 
of the environment, particularly with regards to the reinforcement rate, 
number of stimuli, and contingency instructions (Mertens et al., 2018). 

Only a few studies have examined whether threat and safety reversal 
is related to IU (Mertens and Morriss, 2021; Morriss et al., 2019b). 
Morriss et al. (2019a, 2019b, 2019c) found that higher IU, over trait 
anxiety, is associated with more pronounced updating of threat and 
safety contingencies as measured via skin conductance response (i.e., 
greater discrimination between the new threat and safe cue after 
reversal for high IU individuals). However, a later conceptual replication 
of the Morriss et al. (2019a, 2019b, 2019c) study found the opposite 
pattern. Particularly, Mertens and Morriss (2021) found that lower IU, 
over trait anxiety, is specifically associated with greater discrimination 
of threat and safety cues after reversal, indexed by skin conductance 
response (but not auditory startle-blink). Nonetheless, as this was not an 
exact replication, there were procedural differences between the two 
studies outlined above that may account for the divergent findings. 
Importantly, Morriss et al. (2019a, 2019b, 2019c) used uninstructed 
threat conditioning and uninstructed reversal, whereas in Mertens and 
Morriss (2021) contingency instructions prior to threat conditioning 
were manipulated and instructed reversal was used. Mertens and Mor
riss (2021) only found the negative relationship between IU and reversal 
learning when participants were instructed about the contingencies 
prior to conditioning. 

Taken together, the reversal and IU findings tentatively suggest that 
under conditions with no contingency instructions, individuals with 
high IU more quickly learn the updated contingencies during reversal. In 
contrast, individuals with low IU may be more flexible under conditions 
with precise contingency instructions during reversal. IU likely modu
lates threat reversal because the level of uncertainty is high at the 
beginning the reversal procedure, particularly when uninstructed, 
because the probabilistic structure of the environment includes esti
mation, unexpected and expected uncertainty. 

8. Generalisation 

The generalisation procedure commonly follows threat acquisition 
training (but can be merged with threat acquisition training, see Bauer 
et al., 2020; Morriss et al., 2016a, 2016b) and involves presenting 
generalisation stimuli (GS's) that resemble the CS+ (Dymond et al., 
2015) (see, Fig. 1). The resemblance of the GS's to the CS+ can be sit
uated on a perceptual scale (i.e., geometric circles that are more or less 
similar in diameter to a circle that was used as the CS+) (Lissek et al., 
2008), a symbolic scale (i.e., pictures of stimuli within a category such as 
‘tools’ or ‘animals’) (Bennett et al., 2015; Boyle et al., 2015), and many 
other types of scales (Dunsmoor and Murphy, 2015). For the general
isation phase, the size of the conditioned response matches the 
perceptual or symbolic gradient, with the largest response to the CS+, 
followed by the stimulus most similar (i.e., GS1) and so on (i.e., GS2, 
GS3, etc.). Overgeneralisation is commonly identified in clinical pop
ulations where fear or anxiety can rapidly spread to previously benign 
environmental cues, serving to increase and sustain fear or anxiety 

(Dunsmoor and Paz, 2015; Dymond et al., 2015; Lissek, 2012). 
In the generalisation procedure, there is uncertainty about the rela

tionship between the CS's, and US, as well as the GS's and US. Similarly, 
to all conditioning procedures, the generalisation procedure includes 
elements of estimation and expected uncertainty or certainty related to 
the probabilistic structure of the environment (Angela and Dayan, 
2005). Furthermore, the generalisation procedure may also include 
unexpected uncertainty to some extent (Browning et al., 2015; Gagne 
et al., 2020), particularly if there is a shift in the type of stimuli pre
sented from the threat acquisition training phase (CS's) to the general
isation phase (GS's) (see, Fig. 2). With experience and time, the 
contingencies of the CS's and GS's can be learned, thus decreasing esti
mation/unexpected uncertainty, and increasing expected uncertainty or 
certainty (i.e., depending on the reinforcement rate of the US) related to 
the probabilistic structure of the environment (Kobayashi and Hsu, 
2017; Payzan-LeNestour and Bossaerts, 2011). As in threat acquisition 
training (see Section 3), the time taken to learn the contingencies and 
therefore reduce uncertainty in the generalisation phase will depend on 
a number of different factors (e.g., reinforcement rate, type of general
isation stimuli, and contingency instructions). Particularly, in order for 
threat to generalize, threat should first be successfully conditioned, 
which depends on the reinforcement rate, CS and US discriminability, 
and contingency instructions (see Section 3). Thereafter, threat gener
alisation can depend on verbal instructions (e.g., regarding the crucial 
dimension on which CSs differ; Vervliet et al., 2010a), the dimensional 
properties of the GS's (e.g., threat generalisation is easier towards a GS 
higher in fear intensity such as a terrified face; Dunsmoor et al., 2009), 
and the reinforcement rate (e.g., threat generalisation can be attenuated 
by prior safe pre-exposure to GSs; Vervliet et al., 2010b). 

While many studies have examined the relationship between threat 
generalisation and anxious personality traits (Sep et al., 2019), only a 
few studies have investigated IU specifically (Bauer et al., 2020; Hunt 
et al., 2019; Morriss et al., 2016b; Nelson et al., 2015). In an unin
structed conditioning and generalisation procedure Morriss et al. 
(2016a, 2016b) found that higher IU, over trait anxiety and worry, was 
related to greater generalisation to GSs as measured with skin conduc
tance responses. In a recent series of replication studies of the study by 
Morriss et al. (2016a, 2016b), Bauer et al. (2020) investigated the 
relationship between IU and generalisation further. The replication 
studies consisted of one direct replication of Morriss et al. (2016a, 
2016b) and two conceptual replications in which the timing parameters 
and trial order were slightly adjusted, and Event Related Potentials 
(ERPs) were also measured. Surprisingly, the direct replication failed to 
confirm the original findings of Morriss et al. (2016a, 2016b). Still, the 
two conceptual replication studies found results that were more in line 
with the findings of Morriss et al. (2016a, 2016b), with high IU in
dividuals showing more generalised responding in skin conductance 
(but not ERPs). The authors suggest that this may be due to delayed 
learning of threat cues in high IU individuals. Initially, this results in less 
discrimination between threat and safety cues and therefore more 
generalisation. However, towards the end of the acquisition phase, high 
IU individuals can learn the contingencies (i.e., reduce estimation and 
unexpected uncertainty) and therefore show less generalisation. In 
comparison, in an instructed generalisation procedure, higher prospec
tive IU was related to attenuated late positive ERPs (assumed to reflect 
arousal and attention) towards the GS's (Nelson et al., 2015). Impor
tantly though, participants in the Nelson et al. (2015) study were 
instructed about which stimulus was the CS+ and that none of the GSs 
would be followed by the US. Similarly, to the research on threat 
extinction training and reversal (see Sections 4 and 7), instructions prior 
to the generalisation procedure may have quickly resolved uncertainty 
and therefore reduced uncertainty related distress in individuals with 
high IU. 

In sum, the exact relationship between IU and generalisation remains 
somewhat unclear. From the results above it can be speculated that in
dividuals with high IU are prone to threat generalisation. However, 
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overgeneralisation in individuals with high IU may depend on the extent 
of uncertainty within the environment. As shown above, verbal in
structions about contingencies or prolonged experience with threat 
acquisition training during generalisation procedures may reduce un
expected uncertainty and thereby uncertainty-related distress in in
dividuals with high IU. Lastly, it is worth highlighting that no studies so 
far have examined the relationship between IU and different types of 
symbolic generalisation (e.g., semantic, intensity, etc.). 

9. Avoidance 

Experimentally, avoidance paradigms begin with a threat acquisition 
training phase where participants learn the CS-US contingency before 
beginning an avoidance learning phase (a type of instrumental condi
tioning) (Pittig et al., 2018) (see, Fig. 1). Here, participants are generally 
instructed that delivery of the US can be prevented if a particular action 
is performed (e.g., a spacebar press) after CS onset. These methods have 
been validated in producing reliable avoidance responses in the pres
ence of the CS+ compared to the CS- (Vervliet and Indekeu, 2015; Xia 
et al., 2017; Zuj et al., 2020). The goal of an avoidance extinction task is 
in the reduction of the avoidance behaviour independently of the 
conditioned threat association (Dymond, 2019). That is, if participants 
learn that avoidance is no longer useful in preventing the threatening 
outcome then avoidance should, theoretically, be used less, opening the 
conditioned threat association for extinction. Reducing the reliability 
(reinforcement) of avoidance (Xia et al., 2017), increasing the effort 
required to avoid (Meulders et al., 2016), or increasing the cost (e.g., 
monetary) of an avoidance response (Pittig, 2019; Rattel et al., 2017; 
Vervliet and Indekeu, 2015) can be useful in extinguishing avoidance 
behaviours. 

Avoidance behaviours are a natural response to threat, however 
maladaptive avoidance is considered a significant barrier to effective 
treatment by preserving conditioned threat relationships before, during, 
and after prolonged exposure-based therapies (Craske et al., 2014; 
Dymond, 2019; Pittig et al., 2018). For example, an individual that 
undergoes cognitive-behavioural therapy may engage in low-cost 
avoidance behaviours such as carrying anti-anxiety medications dur
ing public outings just in case of an anxious episode (Vervliet and 
Indekeu, 2015). Such behaviours prevent the extinction of the original 
threat associations. 

At the beginning of the avoidance learning procedure, the relation
ship between the CS+ and US has been established, and the behaviour 
needed to avoid the CS+ is typically known through instruction (i.e. 
pressing a button) (Vervliet and Indekeu, 2015; Xia et al., 2017; Zuj 
et al., 2020). There may be some uncertainty with regards to when 
avoidance behaviours should be enacted (i.e. when to press the button) 
(Flores et al., 2018, 2020). The avoidance learning phase therefore has a 
period of estimation uncertainty but the avoidance learning phase 
mainly consists of a period of expected uncertainty or certainty related 
to the probabilistic structure of the environment (Angela and Dayan, 
2005) (see, Fig. 2). However, the extent to which avoidance is enacted 
during different phases of conditioning following avoidance learning (e. 
g., threat extinction training, generalisation) will alter perceptions of the 
probabilistic structure of the environment. While, engaging in avoid
ance to the CS+ reduces uncertainty related to threatening outcomes, 
the act of avoidance also prevents the learning of potential new con
tingencies (Pittig et al., 2018). Thus, pervasive avoidance to the CS+ (or 
CS-, GSs) may not allow for an accurate assessment of the probabilistic 
structure of the environment. 

The literature on IU and avoidance learning is mixed (Flores et al., 
2018, 2020; Hunt et al., 2019; Lommen et al., 2010; Morriss et al., 2018; 
San Martín et al., 2020; Vervliet and Indekeu, 2015; Xia et al., 2017; Zuj 
et al., 2020). The majority of studies report no significant relationships 
between IU and avoidance of the CS+ or CS- during avoidance learning 
(Lommen et al., 2010; Morriss et al., 2018; San Martín et al., 2020; 
Vervliet and Indekeu, 2015; Xia et al., 2017; Zuj et al., 2020). One study 

has found that higher prospective IU (i.e., engagement in seeking be
haviours to reduce uncertainty), over inhibitory IU and trait anxiety, is 
associated with greater frequency of avoidance behaviour to both the 
CS+ and CS- during avoidance learning (Flores et al., 2018, 2020). 
Notably, the experiment by Flores et al. (2018, 2020) used a probabi
listic structure with more layers of uncertainty, as the experiment 
included multiple CS's, a 50% reinforcement schedule for the US and a 
temporally uncertain US (i.e., the onset of the US varied). 

Beyond initial avoidance learning, there is some evidence that IU is 
involved in avoidance behaviour under conditions with greater unex
pected uncertainty such as threat extinction training and generalisation. 
For instance, high prospective IU is associated with greater frequency of 
avoidance behaviour to the CS+ during threat extinction training (Flores 
et al., 2018, 2020). Furthermore, high IU is associated with greater 
frequency of avoidance behaviour to both the CS+ and CS- after periods 
of extinction training with response prevention (Zuj et al., 2020). Note, 
however, a few studies have not reported significant relationships be
tween IU and avoidance behaviour during threat extinction training (Xia 
et al., 2017; Lemmens et al., 2021) or after threat extinction training 
(Morriss et al., 2018). Lastly, high IU is associated with greater gener
alisation of avoidance behaviour and self-reported relief following suc
cessful avoidance (San Martín et al., 2020). 

Overall, such findings suggest that IU, particularly prospective IU, 
may be more important for initial learning of avoidance behaviours in 
environments with more layers of uncertainty (i.e., estimation uncer
tainty), and in the extinction and generalisation of avoidance behaviours 
(i.e., phases with unexpected uncertainty). The findings above suggest 
that investigating the subscales of IU may be beneficial for under
standing the role of IU in avoidance learning or, indeed, associative 
learning models more generally. 

10. Summary 

Taken together, the findings suggest that IU is involved in modu
lating psychophysiological, self-report and avoidance responses during 
classical threat conditioning procedures with periods of unexpected 
uncertainty, where contingencies change or appear volatile (i.e., threat 
extinction training, extinction retention, reinstatement, reversal and 
generalisation). More specifically, the majority of IU-related effects 
upon psychophysiological measures, particularly skin conductance, 
were observed under conditions of unexpected uncertainty where in
formation is absent regarding threat and safety contingencies and the 
occurrence of the US, such as threat extinction training and retention. 
There is also some evidence for IU-related effects upon psychophysio
logical measures under conditions of unexpected uncertainty where 
there is an absence of information regarding threat and safety contin
gencies and where the US is still present, such as reversal and general
isation. Furthermore, while the evidence is mixed, the literature 
tentatively suggests that IU is involved in modulating psychophysio
logical responses during classical threat conditioning procedures with 
periods of estimation and expected uncertainty/certainty (i.e., threat 
acquisition training, avoidance learning), but only when more layers of 
uncertainty related to the contingencies are embedded (e.g., unin
structed, more stimuli such as auditory probes, partial reinforcement). 
Importantly, the majority of empirical research on IU and classical 
threat conditioning also indicated the specificity of IU over other mea
sures of self-reported anxiety (i.e., trait anxiety, worry, neuroticism). 

Overall, the findings suggest that IU plays a critical role in classical 
threat conditioning mechanisms when the probabilistic structure of the 
environment includes a greater quantity of unknowns (i.e., the absence 
of information about threat and safety contingencies and the omission of 
the US). The results of the literature review provide direct evidence for 
modern IU theory outlined by Carleton (2016a, 2016b) and through 
methods recommend by Shihata et al. (2016) that individual differences 
in IU, and by proxy fear of the unknown activates the behavioural in
hibition system (i.e. increased vigilance and arousal) (Gray and 
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McNaughton, 2003), and is in part responsible for the maintenance of 
learned fear and anxiety (Brosschot et al., 2016; Brosschot et al., 2017; 
Grupe and Nitschke, 2013; Tanovic et al., 2018). 

11. Future directions 

There are a number of opportunities and potential avenues for future 
work on the role of IU in classical threat conditioning. What was clear 
from the literature review was that many empirical studies conflate 
different parameters of uncertainty (for discussion see, Bennett et al., 
2018; Davies and Craske, 2015; Morriss et al., 2021; Morriss et al., 
2020a), making it difficult to assess what parameters of uncertainty 
drive IU-related maintenance of learned fear and anxiety. To avoid 
conflating different parameters of uncertainty, future work should 
further address the role of IU in classical threat conditioning mecha
nisms by varying the level of uncertainty in a hierarchical or linear way 
(see, Fig. 3). For example, by layering specific aspects of conditioning 
procedures that involve outcome, spatial or temporal uncertainty such 
as contingency instruction, reinforcement rate, number of CS's, and 
predictability of additional stimuli (i.e., startle probes). The quantity of 
unknowns should be reported clearly in the methods section of reports 
for clarity and replication purposes. In doing so, the level of uncertainty 
in the probabilistic structure of the environment can be quantified and 
be related to broader aspects of conditioning procedures that involve 
periods of estimation, unexpected and expected uncertainty/certainty. 

Further research is needed to examine the extent to which the 
absence of information about threat and safety drives IU-related effects 

(i.e., continued responding or avoidance) during phases with unex
pected uncertainty (i.e., threat extinction training, retention, reinstate
ment, and reversal). For example, by manipulating: (1) contingency 
instruction (Mertens et al., 2018), (2) the level of US omission via the 
reinforcement rate in prior threat acquisition training (partial vs. 
continuous) or the reinforcement rate in threat extinction training itself 
(Knowles and Olatunji, 2018; Lipp et al., 2020; Thompson et al., 2018) 
(i.e., complete omission of the US, compared to partial omission or 
unpaired presentation of the US), (3) replacing the US with a novel 
stimulus (Dunsmoor et al., 2015) or positive stimulus (Keller et al., 
2020) and (4) the presentation of new CS's or GS's (Lipp et al., 2020). 
Moreover, in phases with unexpected uncertainty, particularly return of 
threat procedures, the stability of IU-related effects across time (e.g., 
multiple sessions) and in relation to interventions (e.g., more exposure 
experience, pharmacological) should be examined to determine the 
pervasiveness of IU-related biases in maintaining learned fear and 
anxiety. 

Earlier in this review we highlighted two distinct forms of IU: pro
spective- and inhibitory-IU. Prospective-IU refers to the desire for pre
dictability and actively seeking certainty, whereas inhibitory-IU refers 
to the paralysis of cognition and action in the face of uncertainty (Birrell 
et al., 2011; Hong and Lee, 2015). Investigating the prospective and 
inhibitory subscales of IU separately may provide unique explanations of 
how different aspects of IU modulate classical threat conditioning phe
nomena (Flores et al., 2018, 2020; Morriss et al., 2020a, 2020b) and are 
related to different internalising psychopathology. 

Replication work is required to address the reliability and robustness 

Fig. 3. Image demonstrating how the level of uncertainty in classical threat conditioning procedures can be organised in a hierarchical or linear way. Parameters in 
classical threat conditioning procedures that have uncertainty embedded (A) can be layered or stacked to linearly increase the level of uncertainty (B). 
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of IU-related effects, over other self-reported measures of anxiety, in 
classical threat conditioning procedures, particularly for threat extinc
tion retention, reinstatement, reversal, and generalisation phases. 
Replication efforts should be preregistered (Krypotos et al., 2019), well 
powered (Ney et al., 2018) and include diverse samples, in order to 
assess the generalisability of IU-related effects in non-WEIRD samples 
(Henrich et al., 2010). Similarly, replication is warranted in clinical 
samples to examine whether IU-related profiles of responding during 
classical threat conditioning procedures are transdiagnostic across 
internalising psychopathology or vary based on different disorders 
(Shihata et al., 2016). 

12. Conclusion 

In sum, individual differences in IU play an important role in 
modulating classical threat conditioning mechanisms, particularly when 
there is unexpected uncertainty related to threat and safety contin
gencies. Under periods of unexpected uncertainty, high IU, over other 
self-reported measures of anxiety, is specifically associated with poorer 
threat extinction learning and retention, as well as overgeneralisation. 
Under periods of estimation and expected uncertainty, the role of IU is 
less clear. More research is needed to examine the reliability, robustness 
and stability of IU-related effects in classical threat conditioning pro
cedures. Specifying and manipulating parameters of uncertainty hier
archically or linearly within classical threat conditioning procedures 
will be beneficial for identifying which parameters of uncertainty are 
most crucial for uncertainty-based maintenance of learned fear and 
anxiety. Such work will be critical in understanding the relevance of IU 
in neurobiological models of uncertainty-based maintenance of fear and 
anxiety and inform translational work aiming to improve the diagnosis 
and treatment of mental health disorders with an anxiety component. 
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Hirsch, C.R., Meeten, F., Krahé, C., Reeder, C., 2016. Resolving ambiguity in emotional 
disorders: the nature and role of interpretation biases. Annu. Rev. Clin. Psychol. 12, 
281–305. 

Hofmann, S.G., 2008. Cognitive processes during fear acquisition and extinction in 
animals and humans: implications for exposure therapy of anxiety disorders. Clin. 
Psychol. Rev. 28 (2), 199–210. 

Hong, R.Y., Lee, S.S., 2015. Further clarifying prospective and inhibitory intolerance of 
uncertainty: factorial and construct validity of test scores from the Intolerance of 
Uncertainty Scale. Psychol. Assess. 27 (2), 605. 

Hunt, C., Cooper, S.E., Hartnell, M.P., Lissek, S., 2019. Anxiety sensitivity and 
intolerance of uncertainty facilitate associations between generalized Pavlovian fear 
and maladaptive avoidance decisions. J. Abnorm. Psychol. 128 (4), 315. 

Insel, T.R., 2014. The NIMH research domain criteria (RDoC) project: precision medicine 
for psychiatry. Am. J. Psychiatr. 171 (4), 395–397. 

Jacoby, R.J., Abramowitz, J.S., 2016. Inhibitory learning approaches to exposure 
therapy: a critical review and translation to obsessive-compulsive disorder. Clin. 
Psychol. Rev. 49, 28–40. 

Kanen, J.W., Arntz, F.E., Yellowlees, R., Christmas, D.M., Price, A., Apergis-Schoute, A. 
M., Robbins, T.W., 2020. Effect of tryptophandepletion on conditioned threat 
memory expression: role of intolerance of uncertainty. Biol. Psychiatry Cogn. 
Neurosci. Neuroimaging 6 (5), 590–598. 

Keller, N.E., Hennings, A.C., Dunsmoor, J.E., 2020. Behavioral and neural processes in 
counterconditioning: past and future directions. Behav. Res. Ther. 125, 103532. 

Knight, D.C., Cheng, D.T., Smith, C.N., Stein, E.A., Helmstetter, F.J., 2004. Neural 
substrates mediating human delay and trace fear conditioning. J. Neurosci. 24 (1), 
218–228. 

Knowles, K.A., Olatunji, B.O., 2018. Enhancing inhibitory learning: the utility of 
variability in exposure. Cogn. Behav. Pract. 26 (1), 186–200. 

Kobayashi, K., Hsu, M., 2017. Neural mechanisms of updating under reducible and 
irreducible uncertainty. J. Neurosci. 37 (29), 6972–6982. 

Krypotos, A.-M., Klugkist, I., Mertens, G., Engelhard, I.M., 2019. A step-by-step guide on 
preregistration and effective data sharing for psychopathology research. J. Abnorm. 
Psychol. 128 (6), 517. 

Kull, S., Müller, B.H., Blechert, J., Wilhelm, F.H., Michael, T., 2012. Reinstatement of 
fear in humans: autonomic and experiential responses in a differential conditioning 
paradigm. Acta Psychol. 140 (1), 43–49. 

Lemmens, A., Smeets, T., Beckers, T., Dibbets, P., 2021. Avoiding at all costs? An 
exploration of avoidance costs in a novel Virtual Reality procedure. Learn. Motiv. 73, 
101710. 

Leonard, D.W., 1975. Partial reinforcement effects in classical aversive conditioning in 
rabbits and human beings. J. Comp. Physiol. Psychol. 88 (2), 596. 

Levy, I., Schiller, D., 2021. Neural computations of threat. Trends Cogn. Sci. 25 (2), 
151–171. 

Levy-Gigi, E., Richter-Levin, G., Kéri, S., 2014. The hidden price of repeated traumatic 
exposure: different cognitive deficits in different first-responders. Front. Behav. 
Neurosci. 8, 281. 

Lipp, O.V., 2006. Human Fear Learning: Contemporary Procedures and Measurement. 
Lipp, O.V., Waters, A.M., Luck, C.C., Ryan, K.M., Craske, M.G., 2020. Novel approaches 

for strengthening human fear extinction: the roles of novelty, additional USs, and 
additional GSs. Behav. Res. Ther. 124, 103529. 

Lissek, S., 2012. Toward an account of clinical anxiety predicated on basic, neurally- 
mapped mechanisms of Pavlovian fear-learning: the case for conditioned 
overgeneralization. Depress. Anxiety 29 (4), 257. 

Lissek, S., Biggs, A.L., Rabin, S.J., Cornwell, B.R., Alvarez, R.P., Pine, D.S., Grillon, C., 
2008. Generalization of conditioned fear-potentiated startle in humans: 
experimental validation and clinical relevance. Behav. Res. Ther. 46 (5), 678–687. 

Lommen, M.J., Engelhard, I.M., van den Hout, M.A., 2010. Neuroticism and avoidance of 
ambiguous stimuli: better safe than sorry? Personal. Individ. Differ. 49 (8), 
1001–1006. 

Lonsdorf, T.B., Merz, C.J., 2017. More than just noise: inter-individual differences in fear 
acquisition, extinction and return of fear in humans-biological, experiential, 
temperamental factors, and methodological pitfalls. Neurosci. Biobehav. Rev. 80, 
703–728. 

Lonsdorf, T.B., Menz, M.M., Andreatta, M., Fullana, M.A., Golkar, A., Haaker, J., 
Kruse, O., 2017. Don't fear ‘fear conditioning’: methodological considerations for the 
design and analysis of studies on human fear acquisition, extinction, and return of 
fear. Neurosci. Biobehav. Rev. 77, 247–285. 

Lucas, K., Luck, C.C., Lipp, O.V., 2018. Novelty-facilitated extinction and the 
reinstatement of conditional human fear. Behav. Res. Ther. 109, 68–74. 

Luck, C.C., Lipp, O.V., 2016. Instructed extinction in human fear conditioning: history, 
recent developments, and future directions. Aust. J. Psychol. 68 (3), 209–227. 

Mackintosh, N.J., 1975. A theory of attention: variations in the associability of stimuli 
with reinforcement. Psychol. Rev. 82 (4), 276. 

McEvoy, P.M., Hyett, M.P., Shihata, S., Price, J.E., Strachan, L., 2019. The impact of 
methodological and measurement factors on transdiagnostic associations with 
intolerance of uncertainty: a meta-analysis. Clin. Psychol. Rev. 73, 101778 https:// 
doi.org/10.1016/j.cpr.2019.101778. 

McNally, R.J., 2007. Mechanisms of exposure therapy: how neuroscience can improve 
psychological treatments for anxiety disorders. Clin. Psychol. Rev. 27 (6), 750–759. 

Mertens, G., Morriss, J., 2021. Intolerance of uncertainty and threat reversal: a 
conceptual replication of. Behav. Res. Ther. 137, 103799. 

Mertens, G., Boddez, Y., Sevenster, D., Engelhard, I.M., De Houwer, J., 2018. A review on 
the effects of verbal instructions in human fear conditioning: empirical findings, 
theoretical considerations, and future directions. Biol. Psychol. 137, 49–64. 

Mertens, G., Boddez, Y., Krypotos, A.-M., Engelhard, I.M., 2021. Human fear 
conditioning is moderated by stimulus contingency instructions. Biol. Psychol. 158, 
107994. 

Meulders, A., Franssen, M., Fonteyne, R., Vlaeyen, J.W., 2016. Acquisition and extinction 
of operant pain-related avoidance behavior using a 3 degrees-of-freedom robotic 
arm. Pain 157 (5), 1094–1104. 

Milad, M.R., Quirk, G.J., 2012. Fear extinction as a model for translational neuroscience: 
ten years of progress. Annu. Rev. Psychol. 63, 129–151. 

Mineka, S., Zinbarg, R., 2006. A contemporary learning theory perspective on the 
etiology of anxiety disorders: it’s not what you thought it was. Am. Psychol. 61 (1), 
10. 

Mitchell, C.J., De Houwer, J., Lovibond, P.F., 2009. The propositional nature of human 
associative learning. Behav. Brain Sci. 32 (2), 183. 

Morris, J., Dolan, R., 2004. Dissociable amygdala and orbitofrontal responses during 
reversal fear conditioning. Neuroimage 22 (1), 372–380. 

Morriss, J., 2019. What do I do now? Intolerance of uncertainty is associated with 
discrete patterns of anticipatory physiological responding to different contexts. 
Psychophysiology 56 (9), e13396. 

Morriss, J., van Reekum, C.M., 2019. I feel safe when i know: contingency instruction 
promotes threat extinction in high intolerance of uncertainty individuals. Behav. 
Res. Ther. 116, 111–118. 

Morriss, J., Christakou, A., Van Reekum, C.M., 2015. Intolerance of uncertainty predicts 
fear extinction in amygdala-ventromedial prefrontal cortical circuitry. Biol. Mood 
Anxiety Disord. 5 (1), 1. 

Morriss, J., Christakou, A., Van Reekum, C.M., 2016a. Nothing is safe: intolerance of 
uncertainty is associated with compromised fear extinction learning. Biol. Psychol. 
121, 187–193. 

Morriss, J., Macdonald, B., van Reekum, C.M., 2016b. What is going on around here? 
Intolerance of uncertainty predicts threat generalization. PLoS One 11 (5), 
e0154494. 

Morriss, J., Chapman, C., Tomlinson, S., Van Reekum, C.M., 2018. Escape the bear and 
fall to the lion: the impact of avoidance availability on threat acquisition and 
extinction. Biol. Psychol. 138, 73–80. 

Morriss, J., Gell, M., van Reekum, C.M., 2019a. The uncertain brain: a co-ordinate based 
meta-analysis of the neural signatures supporting uncertainty during different 
contexts. Neurosci. Biobehav. Rev. 96, 241–249. 

Morriss, J., Saldarini, F., Chapman, C., Pollard, M., van Reekum, C.M., 2019b. Out with 
the old and in with the new: the role of intolerance of uncertainty in reversal of 
threat and safety. J. Exp. Psychopathol. 10 (1), 2043808719834451. 

Morriss, J., Saldarini, F., Van Reekum, C.M., 2019c. The role of threat level and 
intolerance of uncertainty in extinction. Int. J. Psychophysiol. 142, 1–9. 

Morriss, J., Biagi, N., Dodd, H., 2020a. Your guess is as good as mine: a registered report 
assessing physiological markers of fear and anxiety to the unknown in individuals 
with varying levels of intolerance of uncertainty. Int. J. Psychophysiol. 156, 93–104. 

Morriss, J., Wake, S., Lindner, M., McSorley, E., Dodd, H., 2020b. How many times do I 
need to see to believe? The impact of intolerance of uncertainty and exposure 
experience on safety-learning and retention in young adults. Int. J. Psychophysiol. 
153, 8–17. 

Morriss, J., Bennett, K.P., Larson, C.L., 2021. I told you it was safe: associations between 
intolerance of uncertainty and different parameters of uncertainty during instructed 
threat of shock. J. Behav. Ther. Exp. Psychiatry 70, 101620. 

Nelson, B.D., Weinberg, A., Pawluk, J., Gawlowska, M., Proudfit, G.H., 2015. An event- 
related potential investigation of fear generalization and intolerance of uncertainty. 
Behav. Ther. 46 (5), 661–670. 

Ney, L., Wade, M., Reynolds, A., Zuj, D., Dymond, S., Matthews, A., Felmingham, K., 
2018. Critical evaluation of current data analysis strategies for psychophysiological 
measures of fear conditioning and extinction in humans. Int. J. Psychophysiol. 134, 
95–107. 

Norrholm, S.D., Jovanovic, T., Vervliet, B., Myers, K.M., Davis, M., Rothbaum, B.O., 
Duncan, E.J., 2006. Conditioned fear extinction and reinstatement in a human fear- 
potentiated startle paradigm. Learn. Mem. 13 (6), 681–685. 

Oglesby, M.E., Allan, N.P., Schmidt, N.B., 2017. Randomized control trial investigating 
the efficacy of a computer-based intolerance of uncertainty intervention. Behav. Res. 
Ther. 95, 50–57. 

Payzan-LeNestour, E., Bossaerts, P., 2011. Risk, unexpected uncertainty, and estimation 
uncertainty: Bayesian learning in unstable settings. PLoS Comput. Biol. 7 (1), 
e1001048. 

Peters, A., McEwen, B.S., Friston, K., 2017. Uncertainty and stress: why it causes diseases 
and how it is mastered by the brain. Prog. Neurobiol. 156, 164–188. 

Pitman, R.K., Rasmusson, A.M., Koenen, K.C., Shin, L.M., Orr, S.P., Gilbertson, M.W., 
Liberzon, I., 2012. Biological studies of post-traumatic stress disorder. Nat. Rev. 
Neurosci. 13 (11), 769–787. 

Pittig, A., 2019. Incentive-based extinction of safety behaviors: positive outcomes 
competing with aversive outcomes trigger fear-opposite action to prevent protection 
from fear extinction. Behav. Res. Ther. 121, 103463. 

Pittig, A., Treanor, M., LeBeau, R.T., Craske, M.G., 2018. The role of associative fear and 
avoidance learning in anxiety disorders: gaps and directions for future research. 
Neurosci. Biobehav. Rev. 88, 117–140. 

Pulcu, E., Browning, M., 2019. The misestimation of uncertainty in affective disorders. 
Trends Cogn. Sci. 23 (10), 865–875. 

Rattel, J.A., Miedl, S.F., Blechert, J., Wilhelm, F.H., 2017. Higher threat avoidance costs 
reduce avoidance behaviour which in turn promotes fear extinction in humans. 
Behav. Res. Ther. 96, 37–46. 

J. Morriss et al.                                                                                                                                                                                                                                 

http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0220
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0220
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0220
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0225
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0225
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0230
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0230
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0230
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0235
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0235
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0235
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0240
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0240
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0240
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0245
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0245
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0245
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0250
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0250
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0255
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0255
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0255
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0260
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0260
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0260
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0260
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0265
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0265
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0270
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0270
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0270
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0275
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0275
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0280
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0280
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0285
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0285
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0285
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0290
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0290
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0290
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0295
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0295
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0295
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0300
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0300
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0305
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0305
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0310
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0310
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0310
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0315
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0320
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0320
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0320
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0325
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0325
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0325
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0330
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0330
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0330
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0335
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0335
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0335
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0340
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0340
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0340
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0340
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0345
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0345
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0345
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0345
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0350
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0350
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0355
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0355
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0360
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0360
https://doi.org/10.1016/j.cpr.2019.101778
https://doi.org/10.1016/j.cpr.2019.101778
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0370
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0370
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0375
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0375
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0380
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0380
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0380
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0385
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0385
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0385
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0390
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0390
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0390
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0395
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0395
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0400
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0400
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0400
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0405
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0405
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0410
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0410
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0415
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0415
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0415
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0420
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0420
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0420
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0425
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0425
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0425
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0430
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0430
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0430
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0435
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0435
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0435
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0440
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0440
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0440
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0445
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0445
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0445
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0450
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0450
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0450
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0455
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0455
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0460
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0460
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0460
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0465
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0465
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0465
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0465
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0470
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0470
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0470
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0475
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0475
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0475
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0480
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0480
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0480
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0480
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0485
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0485
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0485
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0490
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0490
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0490
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0495
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0495
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0495
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0500
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0500
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0505
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0505
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0505
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0510
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0510
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0510
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0515
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0515
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0515
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0520
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0520
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0525
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0525
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0525


International Journal of Psychophysiology 166 (2021) 116–126

126

Rescorla, R.A., 1988. Pavlovian conditioning: It’s not what you think it is. Am. Psychol. 
43 (3), 151. 

Robichaud, M., Dugas, M.J., 2006. A cognitive-behavioral treatment targeting 
intolerance of uncertainty. In: Worry and Its Psychological Disorders: Theory, 
Assessment and Treatment, pp. 289–304. 

San Martín, C., Jacobs, B., Vervliet, B., 2020. Further characterization of relief dynamics 
in the conditioning and generalization of avoidance: effects of distress tolerance and 
intolerance of uncertainty. Behav. Res. Ther. 124, 103526. 

Schiller, D., Delgado, M.R., 2010. Overlapping neural systems mediating extinction, 
reversal and regulation of fear. Cortex (vmPFC) 20, 23. 

Sep, M.S., Steenmeijer, A., Kennis, M., 2019. The relation between anxious personality 
traits and fear generalization in healthy subjects: a systematic review and meta- 
analysis. Neurosci. Biobehav. Rev. 107, 320–328. 

Shihata, S., McEvoy, P.M., Mullan, B.A., Carleton, R.N., 2016. Intolerance of uncertainty 
in emotional disorders: what uncertainties remain? J. Anxiety Disord. 41, 115–124. 

Sjouwerman, R., Scharfenort, R., Lonsdorf, T.B., 2020. Individual differences in fear 
acquisition: multivariate analyses of different emotional negativity scales, 
physiological responding, subjective measures, and neural activation. Sci. Rep. 10, 
15283. 

Tanovic, E., Gee, D.G., Joormann, J., 2018. Intolerance of uncertainty: neural and 
psychophysiological correlates of the perception of uncertainty as threatening. Clin. 
Psychol. Rev. 60, 87–99. 

Thompson, A., McEvoy, P.M., Lipp, O.V., 2018. Enhancing extinction learning: 
occasional presentations of the unconditioned stimulus during extinction eliminate 
spontaneous recovery, but not necessarily reacquisition of fear. Behav. Res. Ther. 
108, 29–39. 

van der Heiden, C., Muris, P., van der Molen, H.T., 2012. Randomized controlled trial on 
the effectiveness of metacognitive therapy and intolerance-of-uncertainty therapy 
for generalized anxiety disorder. Behav. Res. Ther. 50 (2), 100–109. 

Vervliet, B., Indekeu, E., 2015. Low-cost avoidance behaviors are resistant to fear 
extinction in humans. Front. Behav. Neurosci. 9. 

Vervliet, B., Kindt, M., Vansteenwegen, D., Hermans, D., 2010a. Fear generalization in 
humans: impact of verbal instructions. Behav. Res. Ther. 48 (1), 38–43. 

Vervliet, B., Kindt, M., Vansteenwegen, D., Hermans, D., 2010b. Fear generalization in 
humans: impact of prior non-fearful experiences. Behav. Res. Ther. 48 (11), 
1078–1084. 

Wake, S., van Reekum, C.M., Dodd, H., Morriss, J., 2020. The impact of intolerance of 
uncertainty and cognitive behavioural instructions on safety learning. Cogn. Ther. 
Res. 44, 931–942. https://doi.org/10.1007/s10608-020-10113-4. 

Wake, S., Morriss, J., Johnstone, T., van Reekum, C.M., Dodd, H., 2021. Intolerance of 
uncertainty, and not social anxiety, is associated with compromised extinction of 
social threat. Behav. Res. Ther. 139, 103818. 

Xia, W., Dymond, S., Lloyd, K., Vervliet, B., 2017. Partial reinforcement of avoidance and 
resistance to extinction in humans. Behav. Res. Ther. 96, 79–89. 

Zuj, D.V., Norrholm, S.D., 2019. The clinical applications and practical relevance of 
human conditioning paradigms for posttraumatic stress disorder. Prog. Neuro- 
Psychopharmacol. Biol. Psychiatry 88, 339–351. 

Zuj, D.V., Palmer, M.A., Lommen, M.J., Felmingham, K.L., 2016. The centrality of fear 
extinction in linking risk factors to PTSD: a narrative review. Neurosci. Biobehav. 
Rev. 69, 15–35. 

Zuj, D.V., Palmer, M.A., Malhi, G.S., Bryant, R.A., Felmingham, K.L., 2018. Greater sleep 
disturbance and longer sleep onset latency facilitate SCR-specific fear reinstatement 
in PTSD. Behav. Res. Ther. 110, 1–10. 

Zuj, D.V., Xia, W., Lloyd, K., Vervliet, B., Dymond, S., 2020. Negative reinforcement rate 
and persistent avoidance following response-prevention extinction. Behav. Res. 
Ther. 133, 103711. 

J. Morriss et al.                                                                                                                                                                                                                                 

http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0530
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0530
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0535
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0535
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0535
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0540
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0540
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0540
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0545
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0545
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0550
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0550
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0550
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0555
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0555
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0560
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0560
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0560
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0560
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0565
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0565
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0565
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0570
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0570
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0570
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0570
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0575
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0575
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0575
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0580
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0580
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0585
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0585
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0590
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0590
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0590
https://doi.org/10.1007/s10608-020-10113-4
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0600
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0600
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0600
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0605
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0605
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0610
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0610
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0610
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0615
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0615
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0615
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0620
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0620
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0620
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0625
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0625
http://refhub.elsevier.com/S0167-8760(21)00179-3/rf0625

	The role of intolerance of uncertainty in classical threat conditioning: Recent developments and directions for future research
	1 Introduction
	2 Intolerance of uncertainty
	3 Threat acquisition training
	4 Threat extinction training
	5 Threat extinction retention
	6 Reinstatement
	7 Reversal
	8 Generalisation
	9 Avoidance
	10 Summary
	11 Future directions
	12 Conclusion
	Acknowledgements
	Disclosures
	References


