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Abstract
Following our previous cross-sectional analysis, indicating age-related improvements of response inhibition in a random-
motor-generation task (MPT) in adolescents with Asperger syndrome (AS), the present study reports data from a 2.5-year 
follow-up examination in the original sample. We found more marked improvements within the follow-up interval in younger 
AS children, while older AS boys as well as typically developing (TD) boys remained at a relatively constant level through-
out. The current longitudinal study further substantiates the notion that AS children (on average) catch up with TD children 
when they grow older as regards the basic inhibition of developing routine response patterns.
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Introduction

Neurocognitive dysfunction and especially deficits in spe-
cific executive domains are highly prevalent in autism spec-
trum disorder (ASD) and play an important role in the core 
problems of this pervasive developmental disorder, includ-
ing difficulties in social interaction and communication 
as well as restricted and repetitive behaviors. In a recent 
meta-analysis involving a large number of ASD individuals, 
a moderate overall effect for impaired executive functions 
(EFs) was found that was relatively stable across different 
age groups [1]. Furthermore, no specific EF pattern unique 
to individuals diagnosed with ASD was identified across dif-
ferent EF subdomains (concept formation, mental flexibility, 
fluency, planning, response inhibition, working memory).

Maturational changes of the prefrontal cortex from child-
hood to adolescence result in marked improvements in EFs 
as children age [2, 3]. Despite quite extensive literature on 
executive dysfunction in ASD, relatively little is known 
about the developmental trajectories in ASD, and espe-
cially long-term follow-up studies are scarce. Up to now, 
the rare studies with a longitudinal design show a substantial 

variability in the growth trajectories of autistic children’s 
executive functions (for a review see [4]).

Previously we reported cross-sectional data on a sample 
of 23 boys with Asperger syndrome (AS) and 23 matched 
healthy controls using a random-motor-generation task that 
examined two components of cognitive flexibility (inhibi-
tion of prepotent responses and memory monitoring/updat-
ing) [5]. We found poorer inhibition and more repetitive 
response patterns only in young children diagnosed with 
AS but no such group differences between AS children and 
typically developing (TD) children (independently of age) 
in memory monitoring and updating. Following our previ-
ous cross-sectional analysis, indicating age-related improve-
ments of response inhibition in AS adolescents, the present 
study reports data from a 2.5-year follow-up examination in 
the original sample.

Materials and methods

Participants and procedure

Thirty children from the initial study (n = 46) were available 
for further testing [15 boys with AS (M = 11.2 ± 2.8 years) 
and 15 TD boys (M = 12.2 ± 2.6  years; t(28) = 1.055, 
p = 0.30)]. Diagnostic criteria of AS conformed to ICD-10 
(F84.5; DIMDI [6]), as diagnosed by a child psychiatrist 
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in the initial study. Seven boys of the AS group (none of 
the TD group) had an additional diagnosis of attention 
disorder and four boys were treated with Ritalin, Atom-
oxetin. The two diagnostic groups did not differ regarding 
their non-verbal intelligence (AS: M = 117.3 ± 6.4, TD: 
M = 115.4 ± 9.2; t(28) = 0.646, p = 0.523), as assessed by 
the age-appropriate form of the German adaptation of the 
Culture Fair Intelligence Test (CFT) in the initial study 
(CFT1 [7]; CFT2 [8]). The study was in accordance with 
the 1964 Declaration of Helsinki and was approved by 
the authorized Ethics Committee. Informed written con-
sent was obtained from parents of all participants prior to 
participation.

Mittenecker pointing test (MPT)

In line with the procedures of the initial study, all par-
ticipants were tested individually. They were introduced 
to the MPT by a child psychologist and were given some 
practice trials to ensure task comprehension. The MPT is 
a computer-based test that instructs participants to press 
(with their index finger) the keys of a keyboard with nine 
unlabelled keys irregularly distributed over the board in 
the most random or chaotic order possible, requiring 180 
responses in total (for more details concerning the task 
please see [5]). The responses were paced by an acoustic 
signal (1.2/s) to control the rate of production.

As outcome variables we used two quantitative meas-
ures of deviation from randomness, namely Symbol 
Redundancy (SR) and Context Redundancy (CR). SR taps 
the memory component (memory monitoring/updating) of 
random sequence generation [9, 10]. A SR score of zero 
denotes maximal equality of the relative frequencies of 
chosen keys and, thus minimal predictability (best pos-
sible performance), whereas a (theoretical) score of 1.0 
denotes maximal redundancy and, thus a complete lack 
of randomness.

CR examines the inhibition of prepotent response 
sequences and is based on the sequential probability of each 
chosen key. In true random series all possible dyads (pairs 
of adjacent responses) are approximately equiprobable, 
whereas their frequencies deviate from equality if responses 
are continuously influenced by previously chosen alterna-
tives. The major part of the interindividual variance in CR 
is due to the tendency to repeat certain response sequences 
en bloc [11]. Hence, CR reflects the inhibition of develop-
ing routines [9]. A CR score of zero denotes the complete 
absence of any regular pattern while a score of 1.0 denotes 
the presence of a fixed, repetitive response pattern (i.e., max-
imal perseveration). For detailed information on the test and 
how to compute SR and CR, see [10].

Results

The hypothesis that younger AS children catch up with their 
TD counterparts when growing older was tested using an 
analysis of variance with measurement (first vs. second) as a 
within-subjects variable, diagnosis (AS vs. TD) as a dichoto-
mous between-subjects variable, age at first measurement as 
a continuous between-subjects variable, and inhibition of 
developing routines (CR) as the dependent variable. Most 
relevant for the research question are the two-way interac-
tion effect of measurement by diagnosis and the three-way 
interaction effect of measurement by diagnosis by age, which 
were both significant (F(1,26) = 15.4, p = 0.001, ηp

2 = 0.37 
and F(2,26) = 6.2, p = 0.006, ηp

2 = 0.32, respectively). Cell 
means for the two-way interaction are depicted in Fig. 1. 
In AS boys, inhibition of prepotent responses, which was 
at a relatively poor level at the first measurement, signifi-
cantly improved within the 2.5 years observation period 
(t(14) = 4.5, p = 0.001), with the effect that the marked aver-
age difference between AS and TD boys at the first measure-
ment (t(28) = 4.3, p < 0.001) was not present any more when 
they were older (2nd measurement, t(28) = 1.3, p = 0.210).

The significant three-way interaction effect indicated that 
the improvements in CR varied with the participants’ age at 
first measurement. To illustrate this interaction effect, Fig. 2 
shows the raw improvements in CR scores for all partici-
pants (calculated as the difference between CR at the first 
minus CR at the second measurement), as well as the respec-
tive regression lines (estimated improvements of CR in boys 
aged 5 to 15 years). The regression line in AS boys was 
significant (β = − 0.58, p = 0.024). The regression line in TD 
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Fig. 1  Mean MPT context redundancy (CR) scores in boys with 
Asperger syndrome and typically developing boys at the first meas-
urement and at the second measurement 2–2.5  years later. Note: 
Higher CR scores indicate poorer inhibition of developing routines. 
Significant interaction effect of measurement (1st, 2nd) by diagno-
sis (AS, TD). Statistically significant difference between AS and TD 
controls at the first measurement only. Significant improvement in AS 
boys from first to second measurement
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boys was non-significant (β = 0.47, p = 0.078). The findings 
indicate more marked improvements within the 2.5 years 
interval in younger AS children, while older AS boys as well 
as TD boys remained at a relatively constant level through-
out. Together, this further substantiates the notion that AS 
children (on average) catch up with TD children when they 
grow older as regards the basic inhibition of developing rou-
tine response patterns.

The main effects as well as the interaction effect of 
diagnosis by age were also significant in this analysis but 
are clearly attributed to the large higher-order interaction 
effects (diagnosis F(1,26) = 10.1, p = 0.004, η2 = 0.28; 
measurement F(1,26) = 4.5, p = 0.044, η2 = 0.15; diagnosis 
by age F(1,26) = 17.1, p < 0.001, η2 = 0.57). No significant 
effects were observed in an analogous analysis using the 
memory updating (SR) score as the dependent variable 
(diagnosis F(1,26) = 0.8, p = 0.394, η2 = 0.03; measurement 
F(1,26) = 1.8, p = 0.194, η2 = 0.06; measurement by diag-
nosis F(1,26) = 0.3, p = 0.577, η2 = 0.01; diagnosis by age 
F(1,26) = 1.4, p = 0.259, η2 = 0.10; measurement by diagno-
sis by age F(1,26) = 0.8, p = 0.469, η2 = 0.06).

Discussion

The current longitudinal study complements and strength-
ens prior cross-sectional findings (for a review see [4]) by 
demonstrating that deficits in inhibition skills in children 
with ASD, i.e., the weak ability to inhibit or override the 
tendency to produce a dominant or prepotent but inap-
propriate response, become less marked with age, at least 

in cognitively able children with autism. More precisely, 
we found more marked improvements within a 2.5 year 
follow-up interval in younger AS children, while older AS 
boys as well as TD boys remained at a relatively constant 
level throughout. Similar findings of an age-moderating 
effect in prepotent inhibition tasks were shown in a meta-
analysis, with younger individuals diagnosed with autism 
exhibiting poorer response inhibition in tasks such as the 
Go/No-Go test or the Stop signal test compared to ado-
lescents and adults with ASD [12]. The dynamic nature 
of brain development in autism is also supported by some 
neuroimaging studies showing complex changes from 
childhood into adulthood in whole and regional brain vol-
umes [13–15], patterns of functional connectivity [16], 
and white matter maturation [17].

In the present study, no group differences were found 
for the memory monitoring/updating component of ran-
dom sequence generation. Previous research proposed typ-
ical and atypical developmental trajectories of distinct EFs 
in ASD with intact performance for prepotent response 
inhibition tasks, planning tasks and set-shifting tasks in 
older youths with ASD, but no age-moderating effect for 
spatial working memory or interference control tasks [12, 
18, 19]. Additionally, several studies found an associa-
tion between executive functions and adaptive behavior 
[20–25]. Compared with clinical psychometric tests of 
EFs, the MPT do not draw on academic skills that may 
vary considerably across different age-groups and may, 
therefore, better apt to disentangle more specific processes 
of EFs in juvenile AS (please see [5] for more details) 
and thus may be especially useful to study the association 

Fig. 2  Moderating effect of 
age on improvements of MPT 
context redundancy (CR) within 
the 2–2.5 years interval in 
boys with Asperger syndrome 
vs. typically developing boys. 
Note: Higher positive values 
indicate greater improvements 
in the inhibition of developing 
routines. Significant three-way 
interaction effect of measure-
ment (1st, 2nd) by diagnosis 
(AS, TD) by age (continuous 
variable). Depicted regression 
line (estimated improvements of 
CR in boys aged 5 to 15 years) 
significant in AS only
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between executive functions and adaptive behavior in ASD 
with no intellectual deficits.

In summary, the current longitudinal study further sub-
stantiates the notion that AS children (on average) catch up 
with TD children when they grow older as regards the basic 
inhibition of developing routine response patterns.

Acknowledgements Open access funding provided by University of 
Graz.

Compliance with ethical standards 

Conflict of interest The authors declare that they have no conflict of 
interest.

Open Access This article is distributed under the terms of the Crea-
tive Commons Attribution 4.0 International License (http://creat iveco 
mmons .org/licen ses/by/4.0/), which permits unrestricted use, distribu-
tion, and reproduction in any medium, provided you give appropriate 
credit to the original author(s) and the source, provide a link to the 
Creative Commons license, and indicate if changes were made.

References

 1. Demetriou EA, Lampit A, Quintana DS, Naismith SL, Song YJC, 
Pye JE, Hickie I, Guastella AJ (2017) Autism spectrum disorders: 
a meta-analysis of executive function. Mol Psychiatry. https ://doi.
org/10.1038/mp.2017.75

 2. Kharitonova M, Martin RE, Gabrieli JD, Sheridan MA (2013) 
Cortical gray-matter thinning is associated with age related 
improvements on executive function tasks. Dev Cogn Neurosci 
13:61–71

 3. Selemon LD (2013) A role for synaptic plasticity in the adolescent 
development of executive function. Transl Psychiatry 3:e238

 4. Pellicano E (2012) The development of executive func-
tions in autism. Autism Res Treat 2012:146132. https ://doi.
org/10.1155/2012/14613 2

 5. Weiss EM, Gschaidbauer B, Kaufmann L, Fink A, Schulter G, 
Mittenecker E, Papousek I (2017) Age-related differences in 
inhibitory control and memory updating in boys with Asperger 
syndrome. Eur Arch Psychiatry Clin Neurosci 267:651–659

 6. Deutsches Institut für Medizinische Dokumentation und Informa-
tion (DIMDI) (2014) ICD-10-GM 2014 Systematisches Verzeich-
nis: Internationale statistische Klassifikation der Krankheiten und 
verwandter Gesundheitsprobleme 11. Revision—German Modi-
fication Version 2014. Deutscher Ärzte-Verlag, Köln

 7. Weiss RH, Osterland J (1997) Grundintelligenztest Skala 1 
(CFT1) [General Intelligence Test Scale 1]. Hogrefe, Göttingen

 8. Weiss RH (1998) Grundintelligenztest Skala 2 (CFT 2) [General 
Intelligence Test Scale 2]. Hogrefe, Göttingen

 9. Miyake A, Friedman NP, Emerson MJ, Witzki AH, Howerter A, 
Wager T (2000) The unity and diversity of executive functions and 
their contributions to frontal lobe tasks: a latent variable analysis. 
Cogn Psychol 41:49–100

 10. Schulter G, Mittenecker E, Papousek I (2010) A computer pro-
gram for testing and analysing random generation behavior in nor-
mal and clinical samples: the Mittenecker Pointing Test (MPT). 
Behav Res Methods 42:333–341

 11. Mittenecker E (1960) Die informationstheoretische Auswertung 
des Zeigeversuchs bei Psychotikern und Neurotikern. [The infor-
mation-theoretical analysis of the pointing test applied in psychot-
ics and neurotics]. Z Exp Angew Psychol 7:392–400

 12. Geurts HM, van den Bergh SF, Ruzzano L (2014) Prepotent 
response inhibition and interference control in autism spectrum 
disorders: two meta-analyses. Autism Res 7:407–420

 13. Zielinski BA, Prigge MB, Nielsen JA, Froehlich AL, Abildskov 
TJ, Anderson JS, Fletcher PT, Zygmunt KM, Travers BG, Lange 
N, Alexander AL, Bigler ED, Lainhart JE (2014) Longitudinal 
changes in cortical thickness in autism and typical development. 
Brain 137:1799–1812

 14. Lange N, Travers BG, Bigler ED, Prigge MB, Froehlich AL, 
Nielsen JA, Cariello AN, Zielinski BA, Anderson JS, Fletcher PT, 
Alexander AA, Lainhart JE (2015) Longitudinal volumetric brain 
changes in autism spectrum disorder ages 6–35 years. Autism Res 
8:82–93

 15. van Rooij D, Anagnostou E, Arango C, Auzias G, Behrmann M, 
Busatto GF et al (2017) Cortical and subcortical brain morpho-
metry differences between patients with autism spectrum disor-
der and healthy individuals across the lifespan: results from the 
ENIGMA ASD Working Group. Am J Psychiatry 175(4):359–369

 16. Nomi JS, Uddin LQ (2015) Developmental changes in large-scale 
network connectivity in autism. Neuroimage Clin 7:732–741

 17. Bakhtiari R, Zürcher NR, Rogier O, Russo B, Hippolyte L, Gran-
ziera C, Araabi BN, Nili Ahmadabadi M, Hadjikhani N (2012) 
Differences in white matter reflect atypical developmental trajec-
tory in autism: A tract-based spatial statistics study. Neuroimage 
Clin 1:48–56

 18. Chen SF, Chien YL, Wu CT, Shang CY, Wu YY, Gau SS (2016) 
Deficits in executive functions among youths with autism 
spectrum disorders: an age-stratified analysis. Psychol Med 
46:1625–1638

 19. Luna B, Doll SK, Hegedus SJ, Minshew NJ, Sweeney JA (2007) 
Maturation of executive function in autism. Biol Psychiatry 
61:474–481

 20. Gilotty L, Kenworthy L, Sirian L, Black DO, Wagner AE (2002) 
Adaptive skills and executive function in autism spectrum disor-
ders. Child Neuropsychol 8(4):241–248

 21. Lehnhardt FG, Gawronski A, Volpert K, Schilbach L, Tepest R, 
Vogeley K (2012) Psychosocial functioning of adults with late 
diagnosed autism spectrum disorders—a retrospective study. 
Fortschr Neurol Psychiatr 80(2):88–97

 22. McLean RL, Johnson Harrison A, Zimak E, Joseph RM, Mor-
row EM (2014) Executive function in probands with autism with 
average IQ and their unaffected first-degree relatives. J Am Acad 
Child Adolesc Psychiatry 53(9):1001–1009

 23. Pugliese CE, Anthony L, Strang JF, Dudley K, Wallace GL, Ken-
worthy L (2015) Increasing adaptive behavior skill deficits from 
childhood to adolescence in autism spectrum disorder: role of 
executive function. J Autism Dev Disord 45:1679–1587

 24. Pugliese CE, Anthony LG, Strang JF, Dudley K, Wallace GL, 
Naiman DQ, Kenworthy L (2016) Longitudinal examination of 
adaptive behavior in autism spectrum disorders: influence of 
executive function. J Autism Dev Disord 46(2):467–477

 25. Williams DL, Mazefsky C, Walker JD, Minshew NJ, Goldstein 
G (2014) Associations between conceptual reasoning, problem 
solving, and adaptive ability in high-functioning autism. J Autism 
Dev Disord 44(11):2908–2920

http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://doi.org/10.1038/mp.2017.75
https://doi.org/10.1038/mp.2017.75
https://doi.org/10.1155/2012/146132
https://doi.org/10.1155/2012/146132

	Age-moderating effect in prepotent response inhibition in boys with Asperger syndrome: a 2.5 years longitudinal study
	Abstract
	Introduction
	Materials and methods
	Participants and procedure

	Mittenecker pointing test (MPT)
	Results
	Discussion
	Acknowledgements 
	References


