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Previous studies suggest that testosterone and several neurotransmitters might
interactively influence human aggression. The current study aimed to test potential
interactions of a genetic variation linked to the catabolism of serotonin, dopamine,
and norepinephrine and exogenous testosterone on the reaction towards non-social
provocation. In total, 146 male participants were genotyped for a prominent
polymorphism of the monoamine oxidase A (MAOA) gene resulting in a short and
long variant. Participants completed a non-social frustration task after receiving either
testosterone or a placebo gel in a double-blind set-up. Participants performed a
non-social frustration task, where they had to direct a virtually moving ball into a
barrel by pulling a joystick (neutral block). During a frustration block, the joystick
repeatedly did not respond to participants’ reactions thereby causing failed trials to
which participants reacted with increased anger and stronger pulling of the joystick.
We analyzed the effect of testosterone administration on emotion and behavior in
individuals who either carried a low (L) or high (H) activity MAOA variant. Testosterone
administration increased provocation-related self-reported anger and abolished the
association between trait aggression and joystick deflection in the frustration block.
In MAOA-H carriers endogenous testosterone levels at baseline were associated
with increased joystick deflection in both blocks. There was, however, no interaction
of testosterone administration and genotype. Although preliminary, the results rather
indicate independent influences of exogenous testosterone administration and MAOA,
but support an interaction of endogenous testosterone levels and MAOA genetics in
a frustration task. The administration of testosterone seems to act on the subjective
emotional experience in a provoking situation, while endogenous testosterone levels
increased pulling impulses only in carriers of the MAOA-H variant.
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INTRODUCTION

The neurocognitive system “frustrative nonreward” is one
of the subdomains defined by the research domain criteria
(RDoC) that contribute to aggression. Externalizing behaviors,
for example, seem to be characterized by deficits in processing
the omission of a predicted reward (Gatzke-Kopp et al,
2009). As one of five subdomains of the negative valence
system, the concept of frustrative non-reward describes the
situation in which an individual is impeded from obtaining a
previously available award. This becomes especially relevant if
frustration appears after repeated or sustained effort, which stays
unrequited. Typical effective response within such a frustrating
situation is anger (Novaco, 2016), which ultimately can lead
to aggression (Berkowitz, 1989). Other important concepts in
the negative valence system, which may activate a defensive
aggressive response, are an acute or sustained threat, and—more
ambiguous, distant, or uncertain—potential harm (Kozak and
Cuthbert, 2016). Each of these conceptual domains may be
defined by specific neurobiological substrates including genetic
or hormonal modulators and reflect the full range of human
behavior from normal to abnormal. The current study aims to
characterize the influence of a genetic polymorphism and the
steroid hormone testosterone and their potential interaction on
affective and behavioral responses to sustained frustration in
healthy young males.

While aggression is typically associated with social threat
or provocation, frustration can appear in social and non-social
contexts. The RDoC framework declares the point subtraction
aggression paradigm (PSAP) as an experimental task to assess
aggression in the framework of frustrative non-reward (Del
Pozzo et al, 2019). This task has a clear social component,
as an ostensible opponent subtracts points or money from the
participant who thereby loses an already achieved reward. Other
paradigms that were more recently developed, however, do not
present a social component (e.g., Panagiotidis et al., 2017; Tseng
et al., 2017; Angus and Harmon-Jones, 2019; Seymour et al,,
2020). In these tasks, participants try to achieve a reward, but
either receive rigged feedback about their performance and
the consequential loss of the reward or are impeded to fulfill
the task due to technical manipulations. Across all paradigms,
these manipulations lead to increased anger or irritability
(Seymour et al., 2020).

Testosterone, similarly to findings in other species, is assumed
to enhance human aggression especially in the presence of
a social challenge (Eisenegger et al, 2011; Wingfield, 2016).
However, research findings are heterogeneous and do not
always support the enhancement of aggression via testosterone.
Depending on the context and individual characteristics,
testosterone seems to promote either prosocial or antisocial
behaviors (Zilioli and Bird, 2017; Carré and Archer, 2018).
To name just a few research findings, testosterone affected
punishment behavior depending on the preceding fairness of
an ostensible opponent (Dreher et al., 2016; Wagels et al.,
2018); it increased reciprocity when participants were trusted
with high investments in a trust game (Boksem et al.,, 2013)
and cooperation with in-group members during the intergroup

competition (Reimers and Diekhof, 2015); and finally, it
promotes utilitarian choices (Carney and Mason, 2010; Arnocky
et al., 2017) or behaviors that ensure a high social status
(Eisenegger et al.,, 2010; Dreher et al.,, 2016). In a previously
reported experiment on testosterone administration in healthy
men, our group could show that males in the testosterone
group compared to the placebo group adapted their behavior
strategically to that of the opponent: they selected higher
punishments if their ostensible opponent stole high amounts
of money from their account, whereas they responded less
aggressively when provocation was low or zero (Wagels et al,,
2018). In a similar social provocation experiment, testosterone
administration increased aggressive responses to provocation
especially in individuals with low regulatory abilities, such
as high impulsive men, but did not affect men scoring low
on dominant or impulsive traits (Carré et al., 2017). Thus,
context and personality seem to moderate the effects of
testosterone administration.

However, despite the extensive research in the field of social
endocrinology and the association of testosterone with a threat,
provocation and aggression, a surprisingly small number of
studies investigated its effects in a frustration context. Findings
in our group suggest that testosterone administration increases
angry responses to sustained frustration, which was induced
through a technical manipulation prompting the participant to
repeatedly fail the task (Panagiotidis et al., 2017). In this task,
participants pulled a joystick to direct a moving ball into a virtual
bottle, but a manipulation disrupted the joystick function. Thus,
participants lost the trial and the associated monetary reward.
While participants were found to pull the joystick stronger in the
frustration block, testosterone administration did not increase
this behavioral response. Interestingly data of Tseng et al. (2019),
measuring neural responses in a frustration task, suggest that
different neurocognitive circuits underlie the direct response
to frustrating feedback and the behavioral reaction afterward.
They conclude that especially the latter response is affected
by re-orientation and top-down control. Hence, testosterone
administration may primarily affect the emotional rather than
the behavioral response following continuous frustration.

The X-chromosome-linked MAOA gene codes for the
monoamine oxidase A, an enzyme that degrades serotonin,
norepinephrine, and dopamine. The promoter region of the gene
is characterized by a variable number of 30 base pair tandem
repeats, usually comprising 2-, 3-, 3a-, 4-, 5-repeat alleles (Sabol
et al.,, 1998; Deckert et al., 1999) which affect the expression
of the gene. While the role of the 5-repeat allele is not yet
entirely understood (Kim-Cohen et al., 2006), the shorter alleles
(2 or 3 repeats) are associated with reduced transcriptional
efficiency compared to the long alleles (3a or 4 alleles; Sabol
et al., 1998; Deckert et al., 1999). Several studies show that
this transcriptional efficiency influences proxies of aggression
and anti-social behavior (Buckholtz and Meyer-Lindenberg,
2008; Godar et al,, 2016). Instead of referring to the allele
length, we will thus refer to the transcription characteristics
using the abbreviation MAOA-L for the low transcriptional
variants and MAOA-H for the high transcriptional variants. This
classification is commonly used in the scientific community.
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Interestingly, empirical evidence points to a sexually-dimorphic
role of the MAOA VNTR (Reif et al., 2012; Perry et al,
2017). In particular, males, as opposed to females, have an
increased tendency to show impulsive aggression if they carry
a variant linked to lower MAOA activity (Godar et al., 2016).
While not supported in all studies (Schliiter et al., 2016),
in males these low activity variants are mostly related to
increased aggression after provocation (McDermott et al., 2009;
Kuepper et al., 2013) or social exclusion (Gallardo-Pujol et al.,
2013). Findings on another MAOA variant (single nucleotide
polymorphism, rs1465108) suggest that reduced control abilities
could be an underlying mechanism since researchers found
increased impulses to negative affect in these individuals (Chester
et al, 2015). Neuroimaging studies suggest that the MAOA
polymorphism might affect anger control (Denson et al., 2014)
and anger reactivity (Alia-Klein et al., 2009).

The different effects of the MAOA VNTR observed in males
and females may be influenced by sex-specific hormones such
as testosterone. The concentration of the steroid hormone
testosterone is much higher in males. Consequently, it could
be assumed that high testosterone levels are the basis for
the aggression enhancing effect observed in MAOA-L carriers.
A previous study indicated that in individuals carrying a
genetic variant associated with lower enzyme activity, higher
levels of CSF testosterone levels were associated with increased
Brown-Goodwin scores measuring lifetime aggression levels
(Sjoberg et al., 2008). This may suggest an interaction of
both factors motivating the current research question. To test,
if such an interaction can explain sex differences, a mixed
sample of males and females would be required. However, since
the administration of Testim (testosterone gel) in females is
currently not allowed in Germany and may have distinct effects
in males and females per se, the current study focused on males
only. Besides the notification of sex differences, other findings
motivate to investigate a potential interaction of testosterone
and MAOA activity. Testosterone and serotonin, which is
degraded by MAOA, seem to have a close relationship (Perfalk
et al, 2017). MAOA expression might influence aggression
in interaction with testosterone more indirectly via serotonin
(Birger et al, 2003; Montoya et al., 2012). Recently, it has
also been shown that the effects of exogenous testosterone
are moderated by variations in the dopaminergic system
(Losecaat Vermeer et al., 2020). As suggested by the authors,
testosterone might act via androgen-dependent actions on
striatal dopamine to influence status-seeking motivation. Similar
mechanisms might modulate reactions that emerge when an
individual is impeded from obtaining a previously available
reward. Finally, we observed that individuals who received
a single dose of testosterone showed increased risk-taking if
they were carriers of a MAOA variant associated with low
activity (Wagels et al., 2017b). In a social provocation task,
those individuals showed higher anger paralleled by reduced
brain activity in the cuneus during a social provocation task
if they did not receive testosterone (Wagels et al., 2019b).
Here testosterone administration increased aggressive behavior
independent of the MAOA variant in response to high
provocation compared to low provocation (Wagels et al., 2018).

Thus, instead of a biological interaction, that depicts a risk
factor for aggression, MAOA and testosterone may have similar
effects as distinct entities that nevertheless partially overlap
and activate similar brain regions. If both factors have similar
effects but do not directly interact, we might expect different
patterns depending on the measured variable or the context:
For instance, testosterone might affect the emotional reactivity
to provocation, while the MAOA VNTR influences behavior in
response to provocation.

In the current study, we aim to test for a possible
interaction of testosterone administration with the MAOA
VNTR during a non-social frustration task in which we
previously found that testosterone increased the affective
response anger. Concerning previous findings on the task
(Panagiotidis et al., 2017; Wagels et al., 2019b), we assume an
increase of anger and increased joystick amplitudes during the
frustration block across participants. We reanalyzed the data
since we specifically wanted to test if the MAOA VNTR interacts
with the exogenously modulated or endogenous testosterone
levels in a non-social frustration context, which has not been
tested before. Merging two parallel data sets, we analyzed a
larger sample than used in the previous study (Panagiotidis
et al, 2017). Concerning the administration of testosterone
and the influence of the MAOA VNTR, we suggest two
opposing hypotheses (1 and 2) concerning the exogenous
testosterone administration.

(1) Interaction effect hypothesis: in case of biological interactions
that are influenced by exogenous testosterone manipulation,
we assume an effect of testosterone administration on anger
and increased behavioral impulses during the frustration task
in carriers of the low activity MAOA variant (MAOA-L).

(2) Separate mechanisms hypothesis: testosterone and MAOA
independently influence anger and behavior in the
frustration task. We assume that testosterone administration
will increase anger and that MAOA-L carriers will show
increased behavioral reactions in the frustration task. We do
not expect an interaction of testosterone administration and
the MAOA variant.

(3) Additionally, we test, if endogenous testosterone levels
(baseline levels before administration) interact with the
MAOA variant, influencing anger and behavior in the
frustration task.

(4) Since personality traits have been shown to influence the
effects of testosterone administration on behavior, we test
the influence of trait aggression, assuming that increased trait
aggression enhanced anger and frustration related behavioral
impulses more after testosterone administration.

MATERIALS AND METHODS

Sample

Participants were recruited by postings, advertisements in
lectures, and online platforms of the university. General inclusion
criteria were age above 18, fluent German language, and being
male. In total, 146 male participants (origin: 95% Caucasian,
5% other) gave oral and written informed consent to take
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part in the study. Exclusion criteria for study participation
included current or previous psychiatric diagnosis assessed by
the structured clinical interview (SCID I) for DSM IV (Wittchen
et al, 1997). Further exclusion criteria were neurological
problems, contraindications against magnetic resonance imaging
(MRI; additional functional MRI measures were performed
following the here reported experiment), left-handedness, high
blood pressure, current nicotine consumption, and known
allergic reactions to the testosterone gel. Participants were
asked to refrain from alcohol consumption 24 h before
participating in our study. One participant was excluded due
to additional MR contraindications. One outlier had to be
excluded because this participant did not perform the task
adequately (no response in more than half of the trials).
The results are therefore presented for 144 male participants.
Of these 144 participants, 75 received testosterone (T), and
69 received placebo (PL). Both groups (T, PL) did not differ
in age (My = 24.34, Mpy = 24.12; t(4) = —0.35, p = 0.727).
Regarding the MAOA VNTR polymorphism participants were
grouped as MAOA-L (low activity variants) and MAOA-H (high
activity variants).

Ethics Approval

Participants gave oral and written informed consent to
participate in the study. All study procedures were compliant
with the latest version of the Code of Ethics of the World
Medical Association (Declaration of Helsinki). Additionally,
the Medical Ethics Committee of the Medical Faculty, RWTH
Aachen University approved of the described study procedures.

Procedure

Data analyses presented here are based on two merged data
sets in which participants received transdermal testosterone
application before performing the behavioral task reported here.
Both studies included two parts, which were separated by a 1.5 h
break. The first part of both studies was identical, while after the
break, participants of one study additionally received arginine
vasopressin before performing several tasks in the MRI scanner.
In the other study, participants performed the same tasks in the
MRI scanner but did not receive arginine vasopressin before the
measurement. Since this administration of arginine vasopressin
was not related to the reported data, which were assessed in the
first part of the experiment, both data sets are merged for the
current analyses.

In both studies, participants arrived in the early afternoon
because of a reduced individual variability of testosterone levels
at this time (Dabbs et al., 1990). A first blood sample was collected
to measure hormonal baseline levels. Subsequently, either a
placebo gel (hydrogel conventionally used for ultrasound) or
a testosterone gel [5 g Testim™, containing 50 mg of the
active agent (17-p hydroxyandrost-4-en-3-one)] was applied on
the skin of the upper back and shoulders of the participant.
Due to a neutral packaging experimenter and participants were
blinded to group allocation (double-blind setup). Approximately
half of the participants then provided a buccal swap for
genotyping; all other participants gave a buccal swap at a
prior screening. DNA from buccal mucosa cell samples was

analyzed in a collaborate laboratory (to analyze the MAOA
VNTR and polymorphic elements of the serotonin transporter
gene (SLC6A4; Molecular Psychology, Ulm, Germany; for
further descriptions see Wagels et al., 2017b and Supplementary
Material). Variation in the SLC6A4 was not further considered
for the analysis as this would have resulted in small groups with
unequal group sizes.

The experimental task started after approximately
200-220 min post testosterone/placebo application. This time
delay was chosen because the first peak of serum testosterone
increase was detected here in a study that tested the effects
of Testim™ in hypogonadal males (Marbury et al., 2003).
Previously, we could ensure a significant increase in plasma
testosterone levels of the T compared to the PL group after 3 and
a half hours up to approximately 6 h (Wagels et al., 2017a,b).
After the experimental task reported here, a second blood sample
was taken to measure hormonal levels (T1). Subsequently,
participants in both studies underwent an MRI scan while
performing a modified Taylor Aggression Paradigm and a
scanner compatible version of the Balloon Analogue Risk Task.

Additionally, participants completed several questionnaires
related to personality traits. In both studies, trait aggression was
assessed with the Buss Perry Aggression Questionnaire (BPAQ;
Buss and Perry, 1992).

Technical Provocation Task

In the Technical Provocation Paradigm (TPP; Panagiotidis et al.,
2017; Wagels et al., 2019a), individuals are instructed to direct
a horizontally moving ball into a barrel by pulling a joystick to
win virtual gold coins. Participants are informed that each virtual
coin will equal 20 real Euro Cents. The paradigm consists of two
blocks each lasting 7 min including 40 trials. Unknown to the
participant, the joystick does not respond to the participants’
actions in 12 trials (frustration block). Since the moving ball
does not drop down (vertically), the ball cannot be successfully
placed in the barrel and a potential reward is missed. Also,
a provoking message is given (“Please move the joystick!”)
following these manipulated trials before the next trial starts.
Participants rate their emotions [emotional state rating, ESR
(Schneider et al., 1994)] after each block. In this standardized
emotion measure participants rate their happiness (How happy
do you feel right now?), their anger (How angry do you feel
right now?), their sadness (How sad do you feel right now?),
their surprise (How surprised do you feel right now?) and their
anxiety (How anxious do you feel right now?) on a five-point
Likert-like scale from 1 “not at all” to 5 “extremely”. Also,
the joystick movement, measuring the pulling (maximal pulling
equaled 200 mm) of the participant, is assessed during the
complete experiment.

Statistical Procedures

Regarding the distribution of genetic variants and the treatment
allocations, Chi-square tests of homogeneity were conducted.
Hormonal levels were log-transformed (due to a skewed
distribution) and subsequently analyzed using a repeated-
measures ANOVA including time (t0, before gel application; T1,
after the task) as within-subject factors and treatment (T, PL) and
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TABLE 1 | Number of participants per group and genotype.

PL T
MAOA-L 27 31
MAOA-H 42 44

genotype (MAOA-L, MAOA-H) as between-subject factors. For
validation of the testosterone manipulation, plasma testosterone
levels should differ between T and PL at T1 (but not at baseline).

Further analyses were performed in R'. We calculated two
general linear mixed models using the package Ime4 including
a random intercept (ID) and the following fixed factors: group
(PL, T), genotype (MAOA-L, MAOA-H), condition (neutral,
frustration), log-transformed baseline testosterone (t0) and trait
aggression (BPAQ). In addition to the main effects, we specified
interactions  (condition*t0, genotype*t0, condition*group,
condition*genotype, BPAQ*group, BPAQ*genotype,
condition*BPAQ, genotype*group, genotype*group*BPAQ). In
the first model, the dependent variable was subjective anger as
assessed via the ESR during the paradigm presentation at the end
of each block. In the second model, the dependent variable was
the peak amplitude (maximal deflection) of the joystick within
a trial which was calculated as an absolute value and averaged
across each block.

RESULTS

There was no significant difference in the distribution of
MAOA-L and MAOA-H carriers concerning the treatment
allocation (Table 1), (1) = 0.31, p = 0.738.

Hormonal Levels

Blood serum testosterone levels were higher in the T group
compared to the PL group, F(,133) = 10.78, p = 0.001, = 0.08 and
at time point T1 compared to time point t0, F(1 133 = 6.46,
p=0.012,=0.05. There was an interaction of hormonal treatment
and time, F(,132) = 56.63, p < 0.001, = 0.30. Post hoc comparisons
demonstrated that treatment groups did not significantly differ
from each other at t0 (p = 0.730), but at T1, F(; 132 = 33.71,
p < 0.001, = 0.20, with higher testosterone blood serum levels
in the T group (see Figure 1). There were no main effects or
interactions of the genetic variant (all p > 0.05).

Task

The general linear mixed model on anger showed significant
effects for condition, trait aggression (BPAQ), and the interaction
of condition by group (see Table 2 for an overview on the
fixed effects on the anger model). Anger was increased in the
frustration block compared to the neutral block. Post hoc tests
on the group by condition interaction showed an increase of
anger after the frustration block both in the PL and in the
T group. Groups did not differ in the neutral or frustration
block, but the increase of anger was higher in the T group (see
Figure 2A). Trait aggression was positively related to subjective
anger (see Figure 2B).

Uhttps://CRAN.R-project.org/

Testosterone serum level
60
=0 * m o
* m
40 o . T
£ 30 .
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FIGURE 1 | Boxplots, depicting minimum, maximum, median, first quartile
and third quartile of hormonal serum levels at baseline (t0) and directly after
the applied paradigm (T1) for the placebo (PL) and testosterone (T) group,
*p < 0.05.

Regarding the joystick amplitude, the general linear mixed
model showed significant effects for condition, trait aggression,
baseline testosterone (t0), the interaction of BPAQ and
condition, the interaction of genotype and t0 and the three-
way-interaction of the group, condition, and BPAQ (see Table 3
for an overview on the fixed effects of the joystick amplitude
model). The amplitude was higher in the frustration block
compared to the neutral block (see Figure 3C). The BPAQ and
t0 were positively related to the joystick amplitude. To further
disentangle the interaction of the BPAQ and condition, the slope
of the BPAQ was tested separately for each condition, revealing a
significant association in the neutral condition (Estimate = 13.21,
SE = 352, t = 3.76, p < 0.001) but not in the frustration
condition (Estimate = 6.27, SE = 3.52, t = 1.78, p = 0.080).
However, this was further influenced by the treatment group:
In the PL group, there was a significant positive relationship in
the neutral (Estimate = 12.28, SE = 4.82, t = 2.55, p = 0.01)
and frustration condition (Estimate = 10.23, SE = 4.82, t = 2.12,
p = 0.03), while in the T group there was only a significant
positive relationship in the neutral block (Estimate = 15.95,
SE = 5.07, t = 3.15, p < 0.001), but no significant relationship
in the frustration block (Estimate = 0.73, SE = 5.07, t = 0.14,
p = 0.89; see Figure 3A).

The interaction of genotype by baseline testosterone showed
that testosterone was not related to the joystick amplitude in
MAOA-L carriers (Estimate = —0.96, SE = 4.79, t = —0.20,
p = 0.84), but it was positively related to the joystick in MAOA-H
carriers (Estimate = 16.00, SE = 441, t = 3.62, p < 0.001;
see Figure 3B).

DISCUSSION

The current study aimed to investigate whether testosterone
administration and the MAOA VNTR have interactive effects on
emotion and behavior during a frustration task. Alternatively,
they might exert separate effects on emotion and behavior
in the frustration task. Indeed, the testosterone administration
effect on anger reported previously (Panagiotidis et al., 2017)
was present in the analysis of this merged and larger data
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TABLE 2 | Effects on subjective anger during the frustration task.

df (num) df (den) F p lower CI upper Cl
Condition 1 139 39.03** <0.001 0.23 0.44
Group 1 134 0.72 0.347 —0.20 0.08
BPAQ 1 134 14.93* <0.001 0.15 0.43
Genotype 1 134 0.02 0.900 —-0.13 0.15
t0 1 134 0.38 0.539 -0.19 0.10
condition*t0 1 139 1.28 0.247 —-0.16 0.04
t0*genotype 1 134 <0.001 0.987 —0.14 0.14
Condition*group 1 139 4.02* 0.047 —-0.21 —0.003
Condition*genotype 1 139 0.49 0.485 —0.07 0.14
Group*genotype 1 134 1.15 0.234 -0.11 0.17
Group*BPAQ 1 134 0.22 0.640 —0.06 0.22
Genotype*BPAQ 1 134 1.28 0.260 —0.08 0.12
Condition*BPAQ 1 139 0.15 0.700 -0.23 0.05
Group*genotype*BPAQ 1 134 0.04 0.840 —-0.16 0.13

t0, log-transformed baseline testosterone levels; BPAQ, trait aggression score. *p < 0.05; **p < 0.001.

AS- . ° B51 * ee e o o o
*
4- 4 . eeee o o ee0eeee ¢ 2000 o .
- group -
[ @
53- . PL g’3- 6 6 0 0000000 0000000 0000000 ¢
@©
T
2- 24 00000000 0000 0 0 00 ¢ LI}
1- 14 eoee 00000000000000000000000 0000 00 ¢ ¢ 00 .
1 1 T T T T
frustration neutral -1 0 1 2
condition BPAQ

FIGURE 2 | (A) Boxplots, depicting minimum, maximum, median, first quartile, and the third quartile of subjective anger ratings after the frustration and after the
neutral block are indicated separately for the placebo (PL) and testosterone (T) group. (B) The slope (blue) and confidence interval (gray) of trait aggression (BPAQ) is
depicted predicting subjective anger, *p < 0.05.

TABLE 3 | Effects on the joystick deflection (peaks) during the frustration task.

df (num) df (den) F P lower CI upper Cl
Condition 1 139 67.61* < 0.001 9.40 15.19
Group 1 134 1.08 0.301 —2.74 9.31
Genotype 1 134 0.07 0.785 -5.19 6.92
BPAQ 1 134 8.29* 0.005 3.16 15.51
t0 1 134 5.28* 0.023 1.25 13.36
Condition*group 1 139 1.51 0.221 —4.64 1.04
Condition*genotype 1 139 3.21 0.075 —5.61 0.22
Condition*BPAQ 1 139 5.01* 0.027 -6.15 —0.44
Group*BPAQ 1 134 0.21 0.645 —4.56 7.48
Genotype*BPAQ 1 134 0.56 0.456 -3.70 8.47
Genotype*t0 1 134 6.52* 0.012 2.16 14.80
Group*t0 1 134 2.27 0.134 —11.38 1.32
Group*genotype 1 134 0.08 0.773 —6.98 5.14
Group*genotype*BPAQ 1 139 8.58* 0.004 1.46 7.18

t0, log-transformed baseline testosterone levels; BPAQ), trait aggression scores, *p < 0.05; **p < 0.001.

set, and this was not modulated by the MAOA VNTR. namely the joystick deflection. Individuals with high baseline
In contrast, the MAOA VNTR modulated the relationship T levels and the high active (MAOA-H) variant pulled the
of endogenous testosterone levels and behavior in the task, joystick stronger, than those with lower baseline testosterone
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FIGURE 3 | (A) Slopes and confidence intervals of trait aggression (BPAQ) are indicated separately for the placebo (PL) and testosterone (T) group in the frustration
block (red) and the neutral block (blue) predicting peak amplitudes of the joystick movement. (B) Slopes and confidence intervals of baseline testosterone levels
(log-transformed, in t0) are depicted for MAOA-H (green) and MAOA-L (orange) predicting peak amplitudes of the joystick movement. (C) Boxplots, depicting
minimum, maximum, median, first quartile, and the third quartile of the averaged peak amplitudes of the joystick movement is depicted for the neutral and frustration

block, *p < 0.05.

levels. While our findings support previous studies that
demonstrated genetic and hormonal effects in the context of
anger provocation, the current results do not support that
exogenous testosterone administration affects anger depending
on the MAOA VNTR variant. While the administration of
testosterone seems to influence the emotional reaction to
frustration, anger, the MAOA VNTR seems to moderate the
effect endogenous baseline testosterone levels have on behavior
in the frustration task. Moreover, this behavioral response is
altered not as a specific response to experimentally manipulated
frustration but the effect appears across the task. This may
point to the hypothesis of separate mechanisms regarding
exogenous testosterone and the MAOA VNTR, but a potential
interactive mechanism of endogenous testosterone and the
MAOA VNTR.

On the one hand, the current findings underline the
modulatory role of testosterone on anger outside of a social
context as already shown in a previous analysis of a subsample
(study 1, using testosterone application only; Panagiotidis et al.,

2017). The findings in this merged and much larger data
set substantiate the influence of testosterone during sustained
frustration in a non-social context on anger development.
The non-social element is particularly interesting since the
effects of testosterone are frequently described in contexts
such as social provocation or competition (Carré and Archer,
2018). That is likely because two popular hypotheses are
usually applied to predict the effect of testosterone, both
grounded in the social context: First, the challenge hypothesis
(Wingfield et al, 1990) states that testosterone levels rise
towards a social challenge thereby promoting aggressive
responses towards a social challenger. Second, the status
hypothesis refers to face-to-face groups arguing that high
levels of endogenous testosterone may encourage behavior
intended to dominate—to enhance one’s status over other
people (Mazur and Booth, 1998). These hypotheses can explain
various behavioral effects including aggressive as well as
prosocial behavior (Boksem et al., 2013; Dreher et al., 2016)
but they cannot be allied to non-social contexts and they
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rather neglect the influence of testosterone on the emotional
system per se.

The current findings indicate that testosterone affects the
emotional response to provocation independent of a social
opponent that may challenge their promised reward, aim,
status, or territory. Certainly, it is possible and even probable
that participants felt challenged, when they did not receive a
reward or when their joystick did not work. The behavioral
differences, measured by the deflection of the joystick amplitude,
may thus reflect the reaction to an acute challenge. However,
the emotional rating was assessed after the completed block
and thereby very likely represents the effect of the sustained
frustration, not the acute challenge. Nevertheless, a competitive
context was present, which might catalyze the testosterone
effect as well. Our results furthermore show that this effect
on the emotional component may not be limited to anger,
since we also observe a reduction in happiness, with a
stronger reduction in the group that received testosterone (see
Supplementary Material).

Both, the competition induced challenge, and the acute loss
of reward, which over time results in sustained frustration may
require frustration tolerance or emotion regulation, which, if
reduced, may lead to increased anger or conversely inhibit a
reduction (Hawkins et al,, 2013). Findings of an early study
on circulating testosterone in adolescents suggest that high
testosterone may actually lower frustration tolerance (Olweus
et al., 1988). Emotion regulation might have been affected
by testosterone administration in the current study as well.
However, the absence of behavioral effects on the joystick
pulling suggests that, even in the light of higher anger and
reduced positive effect, testosterone administration did not
increase aggressive behavioral tendencies, i.e., the joystick
pulling. This might be an indication of high behavioral control
despite increased frustration related to anger. Alternatively,
the absence of a direct opponent or target for an aggressive
retaliation may contribute to the missing behavioral effect. In
terms of the social status hypothesis (Eisenegger et al., 2011)
it is relevant to mention that there was no possibility to
increase or restore the social status by aggressing against an
opponent, which might be the motivating factor for an actual
aggressive response.

Moreover, it is unclear if other emotions may influence
the behavior in the non-social frustration task as well. For
instance, lower fear in the T compared to the PL group
during the neutral block may be an indication of more
self-confidence in this task, which might also influence other
emotional responses and behavior. While this was not included
in the hypotheses, testosterone administration might influence
other emotions, such as fear or anxiety, as indicated by
observations of behavioral changes in fear-related constructs
in previous studies (Aikey et al., 2002; Enter et al., 2016a,b;
Wagels et al., 2017a). Also, trait aggression influences behavior
in the frustration task. Individuals with high aggression
traits are angrier and pull stronger at the joystick when
frustrated. Most interestingly, this effect is not enhanced
after testosterone administration, but reduced. Testosterone
administration may “overrule” the influence of aggressive traits

since even individuals with lower aggression traits pull more
strongly at the joystick when they are in the frustration
block. This is in contrast with previous findings that suggest,
that testosterone administration primarily affects individuals
who show a tendency to impulsive/ dominant responding
(Carré et al., 2017).

The administered dosage of testosterone applied in the
current study elevated testosterone levels within the normal
range of human males. While we did not test the effects of
testosterone administration on the neural system during the
frustration task, succeeding tasks suggest that the administration
influences neural activity as well (Wagels et al., 2017b, 2019b).
Moreover, the effect of acute testosterone increase on the
neural system was shown previously via a two-step method
in which the authors first reduced circulating concentrations
of testosterone by applying a gonadotropin-releasing hormone
antagonism and then applied 100 mg of a testosterone
gel, thereby rapidly increasing testosterone levels within the
normal range (Goetz et al, 2014). In their study, the
authors show that this acute testosterone increase elevated
activity in the subcortical regions including the hypothalamus
and corticomedial amygdala when participants saw angry
facial expressions.

In the current study, we did not observe an influence
of the MAOA VNTR on anger related to the frustration
task. The MAOA polymorphism did not affect the joystick
deflections as measured by the size of the peak amplitudes
directly, either. However, in MAOA-H carriers, a greater
deflection was observed in individuals with higher endogenous
testosterone levels at baseline. This may seem to be a
discrepancy to, the study by Sjoberg et al. (2008), which
noticed that increased CSF testosterone levels were associated
with lifetime aggression scores in MAOA-L carriers, not in
MAOA-H carriers. Certainly, the current study methodologically
differed largely from the study of Sjoberg et al. (2008). First,
behavior during a frustration task was measured instead of
life-time aggression and testosterone levels were assessed by
blood serum samples. Most importantly, although MAOA and
endogenous testosterone interacted at baseline, testosterone
levels were later manipulated in half of the sample. Additionally,
the task could have affected endogenous testosterone levels.
Thus, the contrasting findings of both studies cannot be
directly compared.

Nevertheless, potential biological mechanisms need to be
discussed. On the molecular level, evidence that testosterone
may directly interact with MAOA expression or its substrates
is lacking so far in humans. Both genetic variants are thought
to affect serotonin regulation (Risch and Nemeroff, 1992;
Sabol et al., 1998; Deckert et al., 1999) and serotonin and
testosterone seem to have an inverse relationship (Perfalk
et al., 2017). Testosterone and serotonin thus might mutually
influence aggressive behavior (Birger et al., 2003; Montoya et al.,
2012). For a better understanding of the relationship between
testosterone and serotonin or testosterone and MAOA levels,
more studies are needed that investigate such a relationship and
investigate how this influences anger and aggression. In addition
to suggested molecular relationships, testosterone and serotonin
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could both influence aggressive behavior via different pathways.
The serotonergic system may modulate impulsive reactions or
behavioral regulation and testosterone may influence emotional
reactivity and motivations. An early finding may be interesting
in this context: Here, researchers observed that high endogenous
testosterone was associated with competitive aggression, but
at the same time low CSF concentrations of a serotonin
metabolite, reflecting low serotonin turnover, were associated
with high rates of aggression such as threats, chases or assaults
(Higley et al., 1996). In the current study, high endogenous
testosterone levels were associated with increased behavioral
responses in the frustration paradigm in MAOA-H carriers
who are assumed to have a higher serotonin turnover as the
transcription rate of MAOA is high. This contradictory finding
may indicate that the observed effects are not primarily driven
by serotonin.

Another MAOA metabolite is dopamine, which might
be relevant in the context of aggression as well. The MAOA
polymorphism previously modulated dopamine release in
humans while viewing a movie of neutral or violent content
(Schliiter et al., 2016). The authors reported an inversed
relationship of aggressive behavior and dopamine release
as only the MAOA-H group showed higher dopamine
release and increased aggression after the violent movie
while the MAOA-L group showed decreased aggressive
behavior and no consistent dopamine release. Since in
the current study, increased pulling behavior is observed
when testosterone levels were higher in MAOA-H carriers,
this could be an indication for interaction with dopamine
release. While both, interactions with serotonin, as well as
dopamine and testosterone would be possible, the context
could be decisive for observing behavioral effects. Indeed,
both in the study of Schliiter et al. (2016), who measured
aggression using the PSAP, a well as in the current study, the
paradigms had a clear reward (and frustrative non-reward)
component which might involve the dopamine system.
Frustrative non-reward can also be described as the state
that occurs in response to negative prediction errors, which
again is known to induce decreases in dopamine neuron
firing (Eshel and Leibenluft, 2020). Changes in dopamine
firing neurons might be differentially influenced by the
MAOA variant and might further interact with testosterone
levels. The question that remains here would be why the
exogenous manipulation could influence emotions but
not behavioral responses. If testosterone administration
indeed affects the neural system, which can be assumed
based on our previous work (e.g., Wagels et al., 2019b), it
is unlikely that this would not affect the dopamine system
if endogenous testosterone does. Moreover, endogenous
testosterone levels would have changed at the time of the
experiment. For a better understanding of the relationship
between endogenous and exogenous testosterone and its
relationship to MAOA, it would be advantageous to investigate
processes underlying aggressive behavior in a within-subject
design, thus being able to compare natural circulating
testosterone levels and manipulated testosterone levels within
an individual.

Importantly, an assumption of linear or inverse associations
might be too simple. Non-linear effects and relationships are
possible. Furthermore, other candidate genes are important risk
factors of aggression and might certainly contribute to the
findings (Beaver et al., 2007; Tielbeek et al., 2012). Nevertheless,
it might be important to investigate different types of aggression
concerning testosterone and candidate genes for aggression.
A Dbetter understanding of biological factors underlying the
reaction to frustration may also contribute to the understanding
of pathological symptoms such as irritability or aggression in
psychiatric groups.

LIMITATIONS

The current results have to be interpreted as preliminary
results only. Subgroups in the current sample are small to
moderate. The power of statistical tests on the interaction
may thus have been reduced. Moreover, the current study
only includes young healthy young males with no known
history of traumatic experiences, which are often discussed
in the context of MAOA VNTR effects. Previous findings
suggest that environmental adversities might influence the
effect of the MAOA VNTR on aggression (Byrd and Manuck,
2014; Nilsson et al, 2018). Future studies might therefore
additionally assess stressful life-events. Also, the MAOA gene is
X-chromosome linked and thus more complex effects in females
can be expected which cannot be investigated in this study,
due to a male-only sample. Another limitation of the study
is the between-subject design, which does not allow a direct
comparison of endogenous testosterone effects with the MAOA
variant compared to the effects of exogenous testosterone levels
with the MAOA variant.

CONCLUSION

The current study corroborates the influence of testosterone
administration on angry emotions in non-social frustration
contexts. As a reaction to frustration, testosterone increases
anger and overrules the positive effect of trait aggression
on joystick pulling behavior increasing impulsive movements
also in low aggressive individuals. While not interacting
with testosterone administration, the MAOA polymorphism
modulated the relationship of endogenous testosterone levels
at baseline and pulling behavior. MAOA-H carriers showed
reduced pulling if testosterone levels were low and increased
pulling if testosterone levels were high. We thus suggest that in
the context of non-social frustration, testosterone administration
and MAOA operate via separate mechanisms, while the MAOA
polymorphism might influence how endogenous hormones
influence behavior.

DATA AVAILABILITY STATEMENT

The anonymized data supporting the conclusions of this article
will be made available by the authors, without undue reservation,
to any qualified researcher.

Frontiers in Behavioral Neuroscience | www.frontiersin.org

June 2020 | Volume 14 | Article 93


https://www.frontiersin.org/journals/behavioral-neuroscience
https://www.frontiersin.org
https://www.frontiersin.org/journals/behavioral-neuroscience#articles

Wagels et al.

Biological Modulators of Human Responses to Frustration

ETHICS STATEMENT

The studies involving human participants were reviewed
and approved by the Medical Ethics Committee,
Medical ~ Faculty RWTH  Aachen. The participants
provided their written informed consent to participate in
this study.

AUTHOR CONTRIBUTIONS

UH, MV and LW designed the study and wrote the protocol.
LW managed the literature searches and analyses. PH and LW
drafted the manuscript. CM and S] were responsible for the
genotyping analysis. All authors contributed to and approved the
final manuscript.

FUNDING

CM was funded by a Heisenberg grant awarded to
him by the German Research Foundation (Deutsche
Forschungsgemeinschaft, DFG, MO2363/3-2). The
study was supported by the Interdisciplinary Center

REFERENCES

Aikey, J. L., Nyby, J. G., Anmuth, D. M., and James, P. J. (2002). Testosterone
rapidly reduces anxiety in male house mice (Mus musculus). Horm. Behav. 42,
448-460. doi: 10.1006/hbeh.2002.1838

Alia-Klein, N., Goldstein, R. Z., Tomasi, D., Woicik, P. A., Moeller, S. J.,
Williams, B., et al. (2009). Neural mechanisms of anger regulation as a
function of genetic risk for violence. Emotion 9, 385-396. doi: 10.1037/a00
15904

Angus, D. J., and Harmon-Jones, E. (2019). The anger incentive delay task: a
novel method for studying anger in neuroscience research. Psychophysiology
56:€13290. doi: 10.1111/psyp.13290

Arnocky, S., Taylor, S. M., Olmstead, N. A., and Carré, J. M. (2017). The effects of
exogenous testosterone on men’s moral decision-making. Adapt. Hum. Behav.
Physiol. 3, 1-13. doi: 10.1007/s40750-016-0046-8

Beaver, K. M., Wright, J., DeLisi, M., Walsh, A., Vaughn, M. G., Boisvert, D., et al.
(2007). A gene x gene interaction between DRD2 and DRD4 is associated with
conduct disorder and antisocial behavior in males. Behav. Brain Funct. 3:30.
doi: 10.1186/1744-9081-3-30

Berkowitz, L. (1989). Frustration-aggression hypothesis: examination
and reformulation. Psychol. Bull. 106, 59-73. doi: 10.1037/0033-2909.
106.1.59

Birger, M., Swartz, M., Cohen, D., Alesh, Y., Grishpan, C., and Kotelr, M. (2003).
Aggression: the testosterone-serotonin link. Isr. Med. Assoc. J. 5, 653-658.

Boksem, M. A. S., Mehta, P. H., Van den Bergh, B., van Son, V., Trautmann, S. T.,
Roelofs, K., et al. (2013). Testosterone inhibits trust but promotes reciprocity.
Psychol. Sci. 24, 2306-2314. doi: 10.1177/0956797613495063

Buckholtz, ]. W., and Meyer-Lindenberg, A. (2008). MAOA and the neurogenetic
architecture of human aggression. Trends Neurosci. 31, 120-129. doi: 10.1016/j.
tins.2007.12.006

Buss, A. H., and Perry, M. (1992). The aggression questionnaire. J. Pers. Soc.
Psychol. 63, 452-459. doi: 10.1037/0022-3514.63.3.452

Byrd, A. L., and Manuck, S. B. (2014). MAOA, childhood maltreatment and
antisocial behavior: meta-analysis of a gene-environment interaction. Biol.
Psychiatry 75, 9-17. doi: 10.1016/j.biopsych.2013.05.004

Carney, D. R., and Mason, M. F. (2010). Decision making and testosterone: when
the ends justify the means. J. Exp. Soc. Psychol. 46, 668-671. doi: 10.1016/j.jesp.
2010.02.003

for Clinical Research within the Faculty of Medicine
at the RWTH Aachen University (IZKF Aachen, Grant
number N-N 7) and the Deutsche Forschungsgemeinschaft

(DFG, German Research Foundation)—Projektnummer
269953372/GRK2150.
ACKNOWLEDGMENTS

We thank the laboratory (Labordiagnostisches Zentrum, LDZ,
Aachen) for blood serum analyses and Dr. Hansen for his
consultation. Also, we want to thank the pharmacy of the
University Hospital RWTH Aachen, especially Ms. Griesel,
for providing placebo gel and blinding and coding the
tubes for the double-blind study setting. For their assistance
during measurement, we want to thank Laura Westerhoff and
Despina Panagiotidis.

SUPPLEMENTARY MATERIAL

The Supplementary Material for this article can be found online
at: https://www.frontiersin.org/articles/10.3389/fnbeh.2020.000
93/full#supplementary-material.

Carré, J. M., and Archer, J. (2018). Testosterone and human behavior: the role
of individual and contextual variables. Curr. Opin. Psychol. 19, 149-153.
doi: 10.1016/j.copsyc.2017.03.021

Carré, J. M., Geniole, S. N., Ortiz, T. L., Bird, B. M., Videto, A., and Bonin, P. L.
(2017). Exogenous testosterone rapidly increases aggressive behavior in
dominant and impulsive men. Biol. Psychiatry 82, 249-256. doi: 10.1016/j.
biopsych.2016.06.009

Chester, D. S., DeWall, C. N, Derefinko, K. ], Estus, S., Peters, J. R,, Lynam, D. R,,
et al. (2015). Monoamine oxidase A (MAOA) genotype predicts greater
aggression through impulsive reactivity to negative affect. Behav. Brain Res.
283, 97-101. doi: 10.1016/j.bbr.2015.01.034

Dabbs, J. M., de La Rue, D., and Williams, P. M. (1990). Testosterone and
occupational choice: actors, ministers, and other men. J. Pers. Soc. Psychol. 59,
1261-1265. doi: 10.1037/0022-3514.59.6.1261

Deckert, J., Catalano, M., Syagailo, Y. V., Bosi, M., Okladnova, O., Di Bella, D.,
et al. (1999). Excess of high activity monoamine oxidase A gene promoter
alleles in female patients with panic disorder. Hum. Mol. Genet. 8, 621-624.
doi: 10.1093/hmg/8.4.621

Del Pozzo, J., Athineos, C., Zar, T., Cruz, L. N,, and King, C. M. (2019).
Frustrative non-reward and lab-based paradigms for advancing the study of
aggression in persons with psychosis. Curr. Behav. Neurosci. Rep. 6, 27-36.
doi: 10.1007/s40473-019-00173-6

Dreher, J.-C., Dunne, S., Pazderska, A., Frodl, T., Nolan, J. J., and O’Doherty, J. P.
(2016). Testosterone causes both prosocial and antisocial status-enhancing
behaviors in human males. Proc. Natl. Acad. Sci. U S A 113, 11633-11638.
doi: 10.1073/pnas.1608085113

Denson, T. F., Dobson-Stone, C., Ronay, R., von Hippel, W., and Schira, M. M.
(2014). A functional polymorphism of the MAOA gene is associated with
neural responses to induced anger control. J. Cogn. Neurosci. 26, 1418-1427.
doi: 10.10.1162/jocn_a_00592

Eisenegger, C., Haushofer, J., and Fehr, E. (2011). The role of testosterone in
social interaction. Trends Cogn. Sci. 15, 263-271. doi: 10.1016/j.tics.2011.
04.008

Eisenegger, C., Naef, M., Snozzi, R., Heinrichs, M., and Fehr, E. (2010). Prejudice
and truth about the effect of testosterone on human bargaining behaviour.
Nature 463, 356-359. doi: 10.1038/nature08711

Enter, D., Spinhoven, P., and Roelofs, K. (2016a). Dare to approach:
single dose testosterone administration promotes threat approach in

Frontiers in Behavioral Neuroscience | www.frontiersin.org

June 2020 | Volume 14 | Article 93


https://www.frontiersin.org/articles/10.3389/fnbeh.2020.00093/full#supplementary-material
https://www.frontiersin.org/articles/10.3389/fnbeh.2020.00093/full#supplementary-material
https://doi.org/10.1006/hbeh.2002.1838
https://doi.org/10.1037/a0015904
https://doi.org/10.1037/a0015904
https://doi.org/10.1111/psyp.13290
https://doi.org/10.1007/s40750-016-0046-8
https://doi.org/10.1186/1744-9081-3-30
https://doi.org/10.1037/0033-2909.106.1.59
https://doi.org/10.1037/0033-2909.106.1.59
https://doi.org/10.1177/0956797613495063
https://doi.org/10.1016/j.tins.2007.12.006
https://doi.org/10.1016/j.tins.2007.12.006
https://doi.org/10.1037/0022-3514.63.3.452
https://doi.org/10.1016/j.biopsych.2013.05.004
https://doi.org/10.1016/j.jesp.2010.02.003
https://doi.org/10.1016/j.jesp.2010.02.003
https://doi.org/10.1016/j.copsyc.2017.03.021
https://doi.org/10.1016/j.biopsych.2016.06.009
https://doi.org/10.1016/j.biopsych.2016.06.009
https://doi.org/10.1016/j.bbr.2015.01.034
https://doi.org/10.1037/0022-3514.59.6.1261
https://doi.org/10.1093/hmg/8.4.621
https://doi.org/10.1007/s40473-019-00173-6
https://doi.org/10.1073/pnas.1608085113
https://doi.org/10.1162/jocn_a_00592
https://doi.org/10.1016/j.tics.2011.04.008
https://doi.org/10.1016/j.tics.2011.04.008
https://doi.org/10.1038/nature08711
https://www.frontiersin.org/journals/behavioral-neuroscience
https://www.frontiersin.org
https://www.frontiersin.org/journals/behavioral-neuroscience#articles

Wagels et al.

Biological Modulators of Human Responses to Frustration

patients with social anxiety disorder. Clin. Psychol. Sci. 4, 1073-1079.
doi: 10.1177/2167702616631499

Enter, D., Terburg, D., Harrewijn, A., Spinhoven, P., and Roelofs, K.
(2016b). Single dose testosterone administration alleviates gaze avoidance in
women with social anxiety disorder. Psychoneuroendocrinology 63, 26-33.
doi: 10.1016/j.psyneuen.2015.09.008

Eshel, N., and Leibenluft, E. (2020). New frontiers in irritability research-from
cradle to grave and bench to bedside. JAMA Psychiatry 77, 227-228.
doi: 10.1001/jamapsychiatry.2019.3686

Gallardo-Pujol, D., Andrés-Pueyo, A., and Maydeu-Olivares, A. (2013). MAOA
genotype, social exclusion and aggression: an experimental test of a
gene-environment interaction. Genes Brain Behav. 12, 140-145. doi: 10.1111/j.
1601-183x.2012.00868.x

Gatzke-Kopp, L. M., Beauchaine, T. P., Shannon, K. E., Chipman, J,
Fleming, A. P., Crowell, S. E., et al. (2009). Neurological correlates
of reward responding in adolescents with and without externalizing
behavior disorders. J. Abnorm. Psychol. 118, 203-213. doi: 10.1037/a0
014378

Godar, S. C,, Fite, P. J., McFarlin, K. M., and Bortolato, M. (2016). The role of
monoamine oxidase a in aggression: current translational developments and
future challenges. Prog. Neuro-Psychopharmacology Biol. Psychiatry 69, 90-100.
doi: 10.1016/j.pnpbp.2016.01.001

Goetz, S. M. M., Tang, L., Thomason, M. E., Diamond, M. P., Hariri, A. R,,
and Carré, J. M. (2014). Testosterone rapidly increases neural reactivity
to threat in healthy men: a novel two-step pharmacological challenge
paradigm. Biol. Psychiatry 76, 324-331. doi: 10.1016/j.biopsych.2014.
01.016

Hawkins, K. A., Macatee, R. J., Guthrie, W., and Cougle, J. R. (2013).
Concurrent and prospective relations between distress tolerance, life stressors,
and anger. Cognit. Ther. Res. 37, 434-445. doi: 10.1007/s10608-012-
9487-y

Higley, J. D., Mehlman, P. T., Poland, R. E., Taub, D. M., Vickers, J., Suomi, S. J.,
et al. (1996). CSF testosterone and 5-HIAA correlate with different types
of aggressive behaviors. Biol. Psychiatry 40, 1067-1082. doi: 10.1016/S0006-
3223(95)00675-3

Kim-Cobhen, J., Caspi, A., Taylor, A., Williams, B., Newcombe, R., Craig, I. W,
et al. (2006). MAOA, maltreatment and gene-environment interaction
predicting children’s mental health: new evidence and a meta-analysis. Mol.
Psychiatry 11, 903-913. doi: 10.1038/sj.mp.4001851

Kozak, M. J., and Cuthbert, B. N. (2016). The NIMH research domain criteria
initiative: background, issues and pragmatics. Psychophysiology 53, 286-297.
doi: 10.1111/psyp.12518

Kuepper, Y., Grant, P., Wielpuetz, C., and Hennig, J. (2013). MAOA-uVNTR
genotype predicts interindividual differences in experimental aggressiveness
as a function of the degree of provocation. Behav. Brain Res. 247, 73-78.
doi: 10.1016/j.bbr.2013.03.002

Losecaat Vermeer, A. B., Krol, I., Gausterer, C., Wagner, B., Eisenegger, C., and
Lamm, C. (2020). Exogenous testosterone increases status-seeking motivation
in men with unstable low social status. Psychoneuroendocrinology 113:104552.
doi: 10.1016/j.psyneuen.2019.104552

Marbury, T., Hamill, E., Bachand, R., Sebree, T., and Smith, T. (2003).
Evaluation of the pharmacokinetic profiles of the new testosterone topical
gel formulation, Testim, compared to AndroGel. Biopharm. Drug Dispos. 24,
115-120. doi: 10.1002/bdd.345

Mazur, A., and Booth, A. (1998). Testosterone and dominance in men. Behav.
Brain Sci. 21, 353-363. doi: 10.1017/s0140525x98001228

McDermott, R., Tingley, D., Cowden, J., Frazzetto, G., and Johnson, D. D. P.
(2009). Monoamine oxidase A gene (MAOA) predicts behavioral aggression
following provocation. Proc. Natl. Acad. Sci. U S A 106, 2118-2123.
doi: 10.1073/pnas.0808376106

Montoya, E. R., Terburg, D., Bos, P. A., and van Honk, J. (2012). Testosterone,
cortisol and serotonin as key regulators of social aggression: a review and
theoretical perspective. Motiv. Emot. 36, 65-73. doi: 10.1007/s11031-011-
9264-3

Nilsson, K. W., Aslund, C., Comasco, E., and Oreland, L. (2018). Gene-
environment interaction of monoamine oxidase A in relation to antisocial
behaviour: current and future directions. J. Neural Transm. 125, 1601-1626.
doi: 10.1007/s00702-018-1892-2

Novaco, R. W. (2016). “Anger,” in Stress: Concepts, Cognition, Emotion and
Behavior: Handbook of Stress, ed. F. George (Burlington: Academic Press:
Elsevier), 285-292.

Olweus, D., Olweus, D., Mattsson, A., Schalling, D., and Phd, H. L. (1988).
Circulating testosterone levels and aggression in adolescent males: a causal
analysis. Psychosom. Med. 50, 261-272. doi: 10.1097/00006842-198805000-
00004

Panagiotidis, D., Clemens, B., Habel, U., Schneider, F., Schneider, I,
Wagels, L., et al. (2017). Exogenous testosterone in a non-social
provocation paradigm potentiates anger but not behavioral aggression.
Eur. Neuropsychopharmacol. 27, 1172-1184. doi: 10.1016/j.euroneuro.2017.
07.006

Perfalk, E., da Cunha-Bang, S., Holst, K. K., Keller, S., Svarer, C., Knudsen, G. M.,
et al. (2017). Testosterone levels in healthy men correlate negatively
with serotonin 4 receptor binding. Psychoneuroendocrinology 81, 22-28.
doi: 10.1016/j.psyneuen.2017.03.018

Perry, L. M., Goldstein-Piekarski, A. N., and Williams, L. M. (2017).
Sex differences modulating serotonergic polymorphisms implicated in the
mechanistic pathways of risk for depression and related disorders:. J. Neurosci.
Res. 95, 737-762. doi: 10.1002/jnr.23877

Reif, A., Weber, H., Domschke, K., Klauke, B., Baumann, C., Jacob, C. P.,
et al. (2012). Meta-analysis argues a female-specific role of
MAOA-uVNTR in panic disorder in four European populations. Am.
J. Med. Genet. B Neuropsychiatr. Genet. 159B, 786-793. doi: 10.1002/ajmg.
b.32085

Reimers, L., and Diekhof, E. K. (2015). Testosterone is associated with cooperation
during intergroup competition by enhancing parochial altruism. Front.
Neurosci. 9:183. doi: 10.3389/fnins.2015.00183

Risch, S. C., and Nemeroff, C. B. (1992). Neurochemical alterations of serotonergic
neuronal systems in depression. J. Clin. Psychiatry 53, 3-7.

Sabol, S. Z., Hu, S., and Hamer, D. (1998). A functional polymorphism in
the monoamine oxidase A gene promoter. Hum. Genet. 103, 273-279.
doi: 10.1007/s004390050816

Schliiter, T., Winz, O., Henkel, K., Eggermann, T., Mohammadkhani-
Shali, S., Dietrich, C, et al. (2016). MAOA-VNTR polymorphism
modulates context-dependent dopamine release and aggressive behavior
in males. Neurolmage 125, 378-385. doi: 10.1016/j.neuroimage.2015.
10.031

Schneider, F., Gur, R. C., Gur, R. E., and Muenz, L. R. (1994). Standardized mood
induction with happy and sad facial expressions. Psychiatry Res. 51, 19-31.
doi: 10.1016/0165-1781(94)90044-2

Seymour, K. E., Rosch, K. S., Tiedemann, A., and Mostofsky, S. H. (2020). The
validity of a frustration paradigm to assess the effect of frustration on cognitive
control in school-age children. Behav. Ther. 51, 268-282. doi: 10.1016/j.beth.
2019.06.009

Sjoberg, R. L., Ducci, F., Barr, C. S., Newman, T. K., Dell'Osso, L., Virkkunen, M.,
et al. (2008). A non-additive interaction of a functional MAO-A VNTR
and testosterone predicts antisocial behavior. Neuropsychopharmacology 33,
425-430. doi: 10.1038/sj.npp.1301417

Tielbeek, J. J., Medland, S. E., Benyamin, B., Byrne, E. M., Heath, A. C,
Madden, P. A. F, et al. (2012). Unraveling the genetic etiology of adult
antisocial behavior: a genome-wide association study. PLoS One 7:¢45086.
doi: 10.1371/journal.pone.0045086

Tseng, W. L., Deveney, C. M., Stoddard, J., Kircanski, K., Frackman, A. E., Yi,]. Y.,
et al. (2019). Brain mechanisms of attention orienting following frustration:
associations with irritability and age in youths. Am. J. Psychiatry 176, 67-76.
doi: 10.1176/appi.ajp.2018.18040491

Tseng, W. L., Moroney, E., Machlin, L., Roberson-Nay, R., Hettema, J. M.,
Carney, D., et al. (2017). Test-retest reliability and validity of a frustration
paradigm and irritability measures. J. Affect. Disord. 212, 38-45. doi: 10.1016/j.
jad.2017.01.024

Wagels, L., Radke, S., Goerlich, K. S., Habel, U., and Votinov, M. (2017a).
Exogenous testosterone decreases men’s personal distance in a social
threat context. 90, 75-83. doi: 10.1016/j.yhbeh.2017.
03.001

Wagels, L., Votinov, M., Radke, S., Clemens, B., Montag, C., Jung, S,
et al. (2017b). Blunted insula activation reflects increased risk and reward
seeking as an interaction of testosterone administration and the MAOA

for

Horm. Behav.

Frontiers in Behavioral Neuroscience | www.frontiersin.org

11

June 2020 | Volume 14 | Article 93


https://doi.org/10.1177/2167702616631499
https://doi.org/10.1016/j.psyneuen.2015.09.008
https://doi.org/10.1001/jamapsychiatry.2019.3686
https://doi.org/10.1111/j.1601-183x.2012.00868.x
https://doi.org/10.1111/j.1601-183x.2012.00868.x
https://doi.org/10.1037/a0014378
https://doi.org/10.1037/a0014378
https://doi.org/10.1016/j.pnpbp.2016.01.001
https://doi.org/10.1016/j.biopsych.2014.01.016
https://doi.org/10.1016/j.biopsych.2014.01.016
https://doi.org/10.1007/s10608-012-9487-y
https://doi.org/10.1007/s10608-012-9487-y
https://doi.org/10.1016/S0006-3223(95)00675-3
https://doi.org/10.1016/S0006-3223(95)00675-3
https://doi.org/10.1038/sj.mp.4001851
https://doi.org/10.1111/psyp.12518
https://doi.org/10.1016/j.bbr.2013.03.002
https://doi.org/10.1016/j.psyneuen.2019.104552
https://doi.org/10.1002/bdd.345
https://doi.org/10.1017/s0140525x98001228
https://doi.org/10.1073/pnas.0808376106
https://doi.org/10.1007/s11031-011-9264-3
https://doi.org/10.1007/s11031-011-9264-3
https://doi.org/10.1007/s00702-018-1892-2
https://doi.org/10.1097/00006842-198805000-00004
https://doi.org/10.1097/00006842-198805000-00004
https://doi.org/10.1016/j.euroneuro.2017.07.006
https://doi.org/10.1016/j.euroneuro.2017.07.006
https://doi.org/10.1016/j.psyneuen.2017.03.018
https://doi.org/10.1002/jnr.23877
https://doi.org/10.1002/ajmg.b.32085
https://doi.org/10.1002/ajmg.b.32085
https://doi.org/10.3389/fnins.2015.00183
https://doi.org/10.1007/s004390050816
https://doi.org/10.1016/j.neuroimage.2015.10.031
https://doi.org/10.1016/j.neuroimage.2015.10.031
https://doi.org/10.1016/0165-1781(94)90044-2
https://doi.org/10.1016/j.beth.2019.06.009
https://doi.org/10.1016/j.beth.2019.06.009
https://doi.org/10.1038/sj.npp.1301417
https://doi.org/10.1371/journal.pone.0045086
https://doi.org/10.1176/appi.ajp.2018.18040491
https://doi.org/10.1016/j.jad.2017.01.024
https://doi.org/10.1016/j.jad.2017.01.024
https://doi.org/10.1016/j.yhbeh.2017.03.001
https://doi.org/10.1016/j.yhbeh.2017.03.001
https://www.frontiersin.org/journals/behavioral-neuroscience
https://www.frontiersin.org
https://www.frontiersin.org/journals/behavioral-neuroscience#articles

Wagels et al.

Biological Modulators of Human Responses to Frustration

polymorphism. Hum. Brain Mapp. 38, 4574-4593. doi: 10.1002/hbm.
23685

Wagels, L., Schneider, I, Menke, S., Ponge, A. K., Kohn, N., Schneider, F.,
et al. (2019a). Autism and reactions to provocation in a social and non-social
context. J. Autism Dev. Disord. 50, 402-414. doi: 10.1007/s10803-019-
04257-w

Wagels, L., Votinov, M., Kellermann, T., Konzok, J., Jung, S., Montag, C,,
et al. (2019b). Exogenous testosterone and the monoamine-oxidase A
polymorphism influence anger, aggression and neural responses to provocation
in males. Neuropharmacology 156:107491. doi: 10.1016/j.neuropharm.2019.
01.006

Wagels, L., Votinov, M., Kellermann, T., Eisert, A., Beyer, C., and Habel, U.
(2018). Exogenous testosterone enhances the reactivity to social provocation
in males. Front. Behav. Neurosci. 12:37. doi: 10.3389/fnbeh.2018.
00037

Wingfield, J. C. (2016). The challenge hypothesis: Where it began and
relevance to humans. Horm. Behav. 92, 9-12. doi: 10.10.1016/j.yhbeh.2016.
11.008

Wingfield, J. C., Hegner, R. E.,, Dufty, A. M., and Ball, G. F. (1990). The
challenge hypothesis: theoretical implications for patterns of testosterone

secretion, mating systems and breeding strategies. Am. Nat. 136, 829-846.
doi: 10.1086/285134

Wittchen, H. U., Wunderlich, U., Gruschwitz, S., and Zaudig, M. (1997). SCID:
Clinical Interview for DSM-IV (German Version). Goéttingen: Verlag fiir
Psychologie.

Zilioli, S., and Bird, B. M. (2017). Functional significance of men’s
testosterone  reactivity to  social Neuroendocrinol.
47, 1-18. doi: 10.1016/j.yfrne.2017.06.002

stimuli.  Front.

Conflict of Interest: The authors declare that the research was conducted in the
absence of any commercial or financial relationships that could be construed as a
potential conflict of interest.

Copyright © 2020 Wagels, Votinov, Hiipen, Jung, Montag and Habel. This is an
open-access article distributed under the terms of the Creative Commons Attribution
License (CC BY). The use, distribution or reproduction in other forums is permitted,
provided the original author(s) and the copyright owner(s) are credited and that the
original publication in this journal is cited, in accordance with accepted academic
practice. No use, distribution or reproduction is permitted which does not comply
with these terms.

Frontiers in Behavioral Neuroscience | www.frontiersin.org

12

June 2020 | Volume 14 | Article 93


https://doi.org/10.1002/hbm.23685
https://doi.org/10.1002/hbm.23685
https://doi.org/10.1007/s10803-019-04257-w
https://doi.org/10.1007/s10803-019-04257-w
https://doi.org/10.1016/j.neuropharm.2019.01.006
https://doi.org/10.1016/j.neuropharm.2019.01.006
https://doi.org/10.3389/fnbeh.2018.00037
https://doi.org/10.3389/fnbeh.2018.00037
https://doi.org/10.1016/j.yhbeh.2016.11.008
https://doi.org/10.1016/j.yhbeh.2016.11.008
https://doi.org/10.1086/285134
https://doi.org/10.1016/j.yfrne.2017.06.002
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/behavioral-neuroscience
https://www.frontiersin.org
https://www.frontiersin.org/journals/behavioral-neuroscience#articles

	Single-Dose of Testosterone and the MAOA VNTR Polymorphism Influence Emotional and Behavioral Responses in Men During a Non-social Frustration Task
	INTRODUCTION
	MATERIALS AND METHODS
	Sample
	Ethics Approval
	Procedure
	Technical Provocation Task
	Statistical Procedures

	RESULTS
	Hormonal Levels
	Task

	DISCUSSION
	LIMITATIONS
	CONCLUSION
	DATA AVAILABILITY STATEMENT
	ETHICS STATEMENT
	AUTHOR CONTRIBUTIONS
	FUNDING
	ACKNOWLEDGMENTS
	SUPPLEMENTARY MATERIAL
	REFERENCES


