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Abstract

Introduction: The potential positive impact of computer game playing on cognitive function and its potential role in reducing
the risk of Alzheimer’s disease (AD) has been suggested. However, current observational studies have certain limitations. We
utilized Mendelian randomization (MR) alongside extensive genome-wide association study (GWAS) data to examine the
relationship between computer game playing, cognitive function, risk of AD, and levels of brain-derived neurotrophic factor
(BDNF).

Methods: We collected datasets on computer game playing, cognition function, risk of AD, and BDNF level from the IEU Open
GWAS project. Causal effects were assessed using various MR methods, including inverse variance weighted (IVW), weighted
median, MR-Egger, simple mode, and weighted mode. To ensure the accuracy of the results, sensitivity analyses were
conducted.

Results: Our analysis revealed a significant association between computer game playing and cognitive function (8 = 0.801,
95% Cl: 0.351, 1.328, P = 0.001). There was no statistically significant association between computer game playing and
either BDNF level or risk of AD (8 = —0.112, 95%Cl: —1.315, 1.091, P = 0.855; OR=1.000, 95% Cl: 1.004, 0.997, P =
0.891, respectively). We further confirmed the reliability of our evidence through the MR-Egger intercept test, MR-
PRESSO global test, Cochran’s Q test, and funnel plots.

Conclusion: The results of our study indicate that engaging in computer game playing may confer a safeguarding influence
on cognitive function. This underscores the potential advantages associated with computer gaming. Nevertheless, given the
constraints inherent in our research, further investigation is warranted to substantiate our findings and delve into the under-
lying mechanisms.
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dementia.>* Consequently, the World Health Organization
(WHO) has prioritized the prevention of cognitive decline
and dementia as a global mental health concern. Recently,
computer games are gaining scientific interest as a cognitive
training tool due to their playful nature.* Certain computer
game training has been shown to yield positive effects on
untrained tasks, commonly referred to as a transfer effect.

Computer games have been heavily promoted to consu-
mers, specifically among older individuals to enhance their
cognitive function.’ As a result, geriatric clinicians and
practitioners are frequently asked by older individuals
whether they should engage in computerized games to
prevent dementia.® However, the usage of computer
games for the prevention and treatment of cognitive
decline lacks robust scientific evidence currently, except
for a general belief that specific computer games may
have positive effects on cognition in certain individuals.’”

Cognitive impairment in AD is primarily a result of neu-
rodegeneration, and neurotrophic factors such as brain-
derived neurotrophic factor (BDNF) could potentially slow
down this neurodegeneration.®* BDNF has been extensively
researched as a growth factor in mammalian brains. Its
importance lies in its ability to assist in nerve growth and
maturation during development, and in regulating synaptic
transmission and plasticity in adulthood.” Previous studies
have reported that BDNF levels in the brain,10 blood,11
and cerebrospinal fluid (CSF)12 of AD patients decrease as
the disease progresses. Furthermore, higher serum levels of
BDNF have been associated with improved cognitive func-
tion in AD."® These findings suggest that BDNF could
serve as a potential biomarker for AD diagnosis and therapy.

However, due to the potential risks associated with com-
puter gaming, conducting controlled trials can be challen-
ging or ethically problematic.'*'> To overcome the
uncertainty surrounding the casual association between
computer gaming and cognitive function, we employed
Mendelian randomization (MR) analysis. MR uses
genetic variants as instrumental variables (IVs) to mimic
the random assignment of treatments in clinical trials, enab-
ling the assessment of causal relationships between risk
factors and disease outcomes.'® In our study, we utilized
data from large-scale genome-wide association studies
(GWAS) to examine the causal effects of computer
gaming on cognitive function, the risk of AD, and BDNF
levels. Understanding the impact of computer gaming on
cognitive health and the risk of dementia is crucial for
informing public health strategies, providing recommenda-
tions, and promoting healthy gaming habits.

Methods

Study design

Conducted in adherence to the Strengthening the Reporting
of Observational Studies in Epidemiology (STROBE)

guidelines, this research was completed. (Supplementary
information Table S1).!” This study used de-identified pub-
licly available data, so no ethical approval from an institu-
tional review board was required. The study protocol was
not preregistered.'® In this study, we used a two-sample
MR design to examine the causal effects of computer
game playing on cognition function, risk of AD, and
BDNF levels using GWAS summary statistics.

Data sources

The IEU Open GWAS project (https:/www.ebi.ac.uk/
gwas/, accessed on 8 August 2023) was utilized to obtain
the GWAS summary-level data employed in this study.
To avoid sample overlap across different studies and con-
sortia, we retrieved the latest GWAS summary data of
European ancestral individuals from different consortiums
for exposure (computer game playing) and outcome pheno-
types (cognition function, risk of AD, and BDNF level).
The UK Biobank project, which involved the recruitment
of around 500,000 volunteers in the United Kingdom,
aimed to explore the roles of genetic predisposition and
environmental exposure in various health outcomes.
Summary statistics for genome-wide association studies
(GWAS) related to playing computer games were
acquired from a repository within the UK Biobank,
which was made accessible by the MRC-IEU consortium.
A total of 9,851,867 SNP were obtained, and the sample
size was 462,433. The phenotype of interest was assessed
by asking the question, “Do you play computer games?”
Participants’ responses were then categorized as
follows: 0 for Never/Rarely, 1 for Sometimes, and 2 for
Often. The outcome phenotypes summary statistics were
downloaded from the IEU open GWAS project: cognition
function (GWAS ID:ieu-b-48380); AD (GWAS ID:
ieu-b-5067) and BDNF levels(GWAS ID: prot-a-242).
All GWAS were conducted in samples of European
ancestry. The dataset IDs and other details are listed in
Table 1.

Table 1. Data sources.

Computer game  Expose 462,433 9,851,867 ukb-b-4779
playing

Cognitive function Outcome 22,593 6,719,661 ieu-b-4838

AD Outcome 488,285 12,321,875 ieu-b-5067

BDNF level Outcome 3301 10,534,735 prot-a-242
Notes. SNPs: single nucleotide polymorphisms; AD: Alzheimer’s disease;

BDNF: brain-derived neurotrophic factor.
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MR analysis

According to previous studies, we must first ensure that
three assumptions are satisfied when conducting MR
Analysis. First, predicting exposure of interest using
genetic instruments (P <5 X 10_8), second, ensuring inde-
pendence of genetic instruments from potential confoun-
ders, three, genetic instruments influencing the outcome
solely through risk factors."?

To meet the first assumption, we established a typical
genome-wide significance threshold (P<5 x 107%) in
order to choose genetic instruments that were strongly asso-
ciated with the exposure.”® Additionally, all genetic var-
iants initially identified underwent clumping using PLINK
to ensure that our instruments were sourced from an inde-
pendent set of variants. This was done to reduce potential
biases caused by LD patterns and overlapping regions in
the genetic data (with the settings: clump-r2 = 0.001 and
clump-kb = 10,00021). After this step, data harmonization
was conducted to address any issues arising from ambigu-
ous SNPs with inconsistent alleles and palindromic SNPs
with ambiguous strands. Measures were taken to either
correct or exclude these problematic variants to ensure the
reliability of the genetic instruments used in the analysis.**
In the next stage, the F-statistic for each instrument was com-
puted using the formula F = beta2/SE2.**> Specifically,
instruments with an F-statistic of less than 10 were consid-
ered weak and thus were excluded from further analysis to
avoid introducing bias and uncertainty into the results.**
By applying these rigorous criteria and methods in selecting
our genetic instruments and assessing their strength, we
aimed to enhance the validity and robustness of our findings
in the context of MR studies.

It should be noticed that the first assumption, the valid-
ation of the other two MR assumptions presents a signifi-
cant challenge.25 Therefore, several countermeasures were
employed to address this problem. To mitigate reverse caus-
ality between exposure and outcome may introduce bias to
the estimation, the Steiger filtering method was utilized to
eliminate any SNP that was more predictive of the
outcome than exposure.?®” This method assesses the vari-
ance explained in both the exposure and outcome by the
instrumenting SNPs, determining if the variance in the
outcome is indeed less than that in the exposure.?’

Second, a significant concern with MR is the potential
impact of horizontal pleiotropy, which can introduce bias
by impacting confounding variables or directly influencing
the outcome®® (called correlated or uncorrelated pleiotropy,
respectively?®). In order to address this issue, methods such
as the MR-Egger intercept test and the MR Pleiotropy
Residual Sum and Outlier test (MR-PRESSO) can be
used to evaluate the presence of horizontal pleiotropy in
MR studies.®® These tests help researchers assess the valid-
ity of their findings and ensure that the results are not con-
founded by horizontal pleiotropy. By carefully considering

and accounting for horizontal pleiotropy, researchers can
enhance the robustness and reliability of their MR analyses.

Specifically, the MR-Egger intercept test is utilized for
assessing directional horizontal pleiotropy. Independent of
direct effect hypothesis, the intercept obtained from the
MR-Egger analysis represents the typical horizontal pleio-
tropic impact of the genetic variant under investigation,
and a non-significant intercept implies well-balanced plei-
otropy. Conversely, the presence of directional horizontal
pleiotropy or a violation of the InSIDE assumption (or
both®") could be indicated by a non-zero intercept.

On the other hand, The MR-PRESSO global test is used
to assess horizontal pleiotropy among all IVs in a single
MR test by comparing observed distances to the regression
line with expected distances under the null hypothesis.>' It
is important to note that MR-PRESSO is based on the
InSIDE assumption, which can be challenging to test.”'
To account for potential pleiotropic effects of genetic var-
iants, five MR analytical methods were utilized in the evalu-
ation of the causal effects of computer game playing on
cognitive function, risk of AD, and BDNF levels. These
methods include inverse variance weighted (IVW),
weighted median, MR-Egger, simple mode, and weighted
mode. Each of these methods provides a unique approach
to estimating causal relationships in MR studies.

Standard IVW estimates were utilized for the primary
analysis, combining each SNP’s Wald ratio with the
outcome to derive a pooled causal estimate.*” To address
overdispersion, this method was employed. Additionally,
complementary MR analyses, including MR-Egger, simple
mode, and weighted mode methods, were conducted along-
side IVW due to their ability to generate more robust esti-
mates in a wider array of scenarios. MR-Egger regression
serves as a test for unbalanced pleiotropy and substantial het-
erogeneity, although a larger sample size is required for
equivalent underexposure variation.’® The weighted
median method delivers consistent effect estimates when at
least half of the weighted variance influenced by horizontal
pleiotropy is accurate.>® Furthermore, consistent with past
research from our team and others, a stringent instrument
P-value threshold was applied, with adjustments made if dis-
crepant results emerged from various MR analyses.>*

Sensitivity analysis

Horizontal pleiotropy arises when genetic variants related
to the investigated exposure impact outcomes through
various pathways beyond the expected exposure effects.*
Thus, we utilized Cochran’s Q test, funnel plot,
leave-one-out (LOO) method, and MR-Egger intercept
examination to identify potential pleiotropy and verify
result reliability.*® In particular, heterogeneity was identi-
fied if the Cochran Q test’s P-value was below 0.05.%°
Additionally, we evaluated horizontal pleiotropy using the
intercept value from the MR-Egger regression analysis.>’
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To determine whether the causal estimate was driven by
any single SNP, we performed LOO analysis, through
which each exposure-associated SNP was discarded in
turn to repeat the IVW analysis.*®

Statistical analysis

In order to address the issue of multiple testing in our
primary analyses, we applied a corrected threshold for stat-
istical significance using Bonferroni adjustment (0.050/3
outcomes = 0.016).*> Our MR findings were reported as
odds ratios (OR) and beta coefficients () along with 95%
confidence intervals (CI), offering insights into the impact
of computer gaming on cognitive function, BDNF levels,
and AD risk per standard deviation (SD) increase. We con-
sidered a P-value below 0.016 as significant, while a
P-value falling between 0.016 and 0.050 indicated a poten-
tial association. The statistical analyses were conducted
using the TwoSampleMR package (version 0.4.25) within
the R software (version 3.6.1).

Results

MR estimation

In the quality control process, no inadequate instruments
were identified (all F-values of the independent variables

exceeded 10). The primary summary of the MR estimates
obtained from the IVW, weighted median, MR-Egger,
basic method, and weighted method techniques is displayed
in Figure 1 and Table 2. The IVW analysis indicated that
computer game playing was significantly associated with
cognitive function (f = 0.801, 95% CI: 0.351, 1.328; P =
0.001), similar to the results from the weighted median (f
= 1.216, 95% CI: 0.602, 1.862; P = 0.000). The results
from the other MR methods showed a consistent but non-
significant direction (indicated by the slopes of the fitted
lines in Figure 1). However, Our research did not find a sig-
nificant link between playing video games and levels of
(BDNF or the risk of developing AD (f = —0.112, 95%
CI: -1.315, 1.091, P =0.855; OR=1.000, 95% CI:
1.004, 0.997, P = 0.891, respectively). This suggests that
video game playing may not have a direct impact on
these specific factors. It is important to note that other vari-
ables or factors may play a role in the relationship between
video games and cognitive health.

Heterogeneity and sensitivity analysis

To assess the robustness of the above results, a series of sen-
sitivity analyses, including funnel plots, Cochran’s Q test,
MR-Egger intercept test, and MR-PRESSO global test, were
conducted (Tables 3 and 4 and Supporting Information
Figures S2-S4). The general symmetry in the funnel plots

MR Test

/ MR Egger

Simple mode

0.06-

0.04-

[D.02- e

SNP effect on Cognitive function || id:ieuCb[ 4838

0.005 0.010

Inverse variance weighted / Weighted median

SNP effect on Plays computer games |l id:ukb[b[(4779

Weighted mode

0.015 0.020

Figure 1. Scatter plots of associations between computer game playing and cognitive function.



https://journals.sagepub.com/doi/suppl/10.1177/20552076241256519
https://journals.sagepub.com/doi/suppl/10.1177/20552076241256519

Wu et al. 5

Table 2. Causal effects of computer game playing on cognition function, the risk of Alzheimer’s disease, and BDNF.

Cognitive function VW = 0.801 (0.351, 1.328) 0.263 0.001
Weighted median - 1.216 (0.602, 1.862) 0.347 0.000
MR-Egger - 1.170 (—1.243,3.435) 1.230 0.363
Simple mode - 1.428 (—0.100, 2.987) 0.858 0.066
Weighted mode - 1.451 (—0.103, 2.989) 0.863 0.064
BDNF level IVW 1.000 (1.004, 0.997) = 0.002 0.891
MR-Egger 1.006 (1.026, 0.987) - 0.010 0.556
Weighted median 1.000 (1.006, 0.995) - 0.003 0.922
Simple mode 1.000 (1.012, 0.988) - 0.006 0.987
Weighted mode 1.001 (1.012, 0.990) - 0.006 0.862
Risk of AD IVW - —0.112 (—1.315, 1.091) 0.614 0.855
MR-Egger - —4.408 (—10.725, 1.909) 3.223 0.178
Weighted median - —0.722 (—2.233, 0.789) 0.771 0.375
Simple mode - —1.016 (—4.562, 2.531) 1.809 0.555
Weighted mode - —1.076 (—4.302, 2.149) 1.646 0.534

Notes. IVW: inverse variance weighted; OR: odds ratios; §: beta coefficients; SE: standard error; AD: Alzheimer’s disease; BDNF: brain-derived neurotrophic

factor.

Table 3. Pleiotropy diagnosis.

Table &. The Cochran’s Q test for assessing heterogeneity.

Cognitive function NA —0.002 0.827
Risk of AD 0.498 0.000 0.529
BDNF level 0.202 0.033 0.182

Notes. AD: Alzheimer’s disease; BDNF: brain-derived neurotrophic factor.

suggests a low risk of horizontal pleiotropy for the relevant
results. The MR-PRESSO global test indicated significant
horizontal pleiotropies concerning the risk of AD and
BDNF (Table 2). However, the MR-Egger intercept test did
not reveal any significant directional horizontal pleiotropy.
Cochran’s Q test revealed significant heterogeneity in

Cognitive function  65.068 0.021 65.139 0.026
Risk of AD 46.326 0.417 L46.754 0.441
BDNF level 53.037 0.192 55.208 0.166

Notes. AD: Alzheimer’s disease; BDNF: brain-derived neurotrophic factor;
IVW: inverse variance weighted.

cognitive function, which confirmed the pleiotropy problem
suggested by MR-PRESSO. Nonetheless, the MR-Egger test
indicated no evidence of directional pleiotropy; therefore,
re-analysis was not performed. In contrast, no significant het-
erogeneity was found for the risk of AD or BDNF levels
(Table 3). The MR-PRESSO distortion test showed no
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evidence of a difference in MR estimates before and after
outlier removal, and the degrees of heterogeneity were attenu-
ated after removing the outliers and SNPs with reverse causal-
ity, indicating the reliability of repeated IVW estimates.
Meanwhile, the LOO plots show the robustness of the IVW
estimates.

Discussion

This study set out to examine impact of computer game
playing on cognitive function, risk of AD, and BDNF
levels using the MR methods. The results showed that
there is a causal link between playing computer games
and improved cognitive function. However, the presence
of heterogeneity highlighted by Cochran’s Q test suggests
that caution is needed when interpreting this association.
Interestingly, no significant association was found
between computer game playing and either BDNF levels
or the risk of AD. Despite the potential heterogeneity
issue, further analysis using MR-Egger intercept test,
MR-PRESSO, Cochran’s Q test, and funnel plots did not
reveal any horizontal pleiotropy or heterogeneity, indicat-
ing the reliability of the causal effect found in this study.

Overall, our study indicates that engaging in computer
game playing may actually have a positive impact on cog-
nitive function. This conclusion is in line with some previ-
ous studies that have also suggested the potential benefits of
playing video games. Several studies suggest that specific
types of computer game playing may improve some cogni-
tive and neural functions, especially in the cognitive decline
population.***! For example, one study reported that pro-
spective memory in a virtual week game dramatically
improved following training relative to controls, suggesting
that PM plasticity is preserved in older adults.*” Computer
games have been developed and designed for cognitive
functions. However, our results highlight the wide range
of prevention proposals. Commercial computer game
playing appears to improve cognitive function, but the
results suggest that it cannot be used to prevent the onset
of AD. These findings point to the potential protective
nature of computer game playing when it comes to cogni-
tive function. Further research in this area could help to
better understand the mechanisms behind these benefits
and further validate the positive effects of playing video
games on cognitive health.

The specific computer game genre was not identified in
the original GWAS study, making it difficult to determine if
it was a shooting game or a strategy game. However, it is
suggested that the type of computer used may play a signifi-
cant role in improving cognitive functions. This is because
different computer games, with the exception of horror
games, require varying levels of cognitive skills from
players. For example, action video games have shown posi-
tive results for transfer effects in areas such as visual-spatial
ability.‘u’43 However, some researchers have different

views that video games show difficulties in eliciting transfer
effects, even exhibiting weak to no correlation between
video game experience and cognitive function.***> The
results of our study agree with Dobrowolski’s view that*®
the treatment of video games as a “black box” that enhances
cognition should be reconsidered; instead, they should be
examined in terms of the requisite skills for success
within the game and their correlation with specific cognitive
functions.

However, the efficacy of commercial games as a pre-
ventive intervention for AD should be approached with
caution, given the insufficiency of current evidence sup-
porting their effectiveness in this preventive capacity.
This is indirectly supported by the lack of a significant asso-
ciation between computer game playing and BDNF in the
current analysis. One study reported that in patients with
chronic schizophrenia, serum BDNF levels were signifi-
cantly higher in the experimental group following six
weeks of video game intervention.*” However, little is
known about whether computer game playing can upregu-
late BDNF, and future work needs to investigate the mech-
anism of this regulation.

This study benefits from the use of MR, which helps to
address the issue of confounding in observational studies.
This approach allows for a more reliable assessment of
the relationship between exposure and outcome, even
when confounders are not measured. By utilizing this
method, our study adds to the existing body of evidence
supporting previous observational findings. Additionally,
the use of distinct samples in our research helps to
prevent bias that may arise from overlap in study popula-
tions. This ensures that our results are more robust and
accurate, providing a clearer understanding of the relation-
ship being studied.

However, some limitations were present in this research.
Initially, only datasets from individuals with European
ancestry were utilized, leading to potential challenges in gen-
eralizing the results to diverse ethnicities. Additionally, while
the primary estimator appeared to be reliable, concerns
regarding horizontal pleiotropy in the connection between
computer gaming and cognitive function emerged, highlight-
ing the need for further investigations using alternative data-
sets or innovative statistical approaches. Furthermore, due to
data restrictions, the focus was solely on computer gaming,
neglecting other electronic gaming platforms such as
PlayStation and smartphones, each with distinctive features
and utilization scenarios. Additionally, the specific genres
of computer games, such as real-time strategy and action
games, could not be differentiated. Moreover, the study’s
scope was limited to providing initial indications of the
link between computer gaming and cognition without
exploring potential variations in cognitive function based
on gender and age, which could potentially influence the out-
comes. As a result, future studies are encouraged to explore
genetic markers associated with gaming habits.
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Conclusion

This study investigated the relationship between computer
game playing and cognitive function, the risk of AD, and
BDNF levels. Utilizing the GWAS database and MR
method, the findings suggest that regular computer game-
play may enhance cognitive function. This highlights the
potential benefits of digital games and provides valuable
information for developing public mental health promotion
strategies based on digital technology. However, due to lim-
itations in study design and data availability, the underlying
mechanisms could not be fully elucidated, warranting
further investigation in future research.
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