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Abstract
Background: Cognitive rehabilitation therapy has been found to improve cognitive deficits and impulse control problems in
methamphetamine use disorder (MUD). However, there is limited research regarding this therapy’s feasibility when using
mobile-based health technologies in supporting recovery from MUD in China.
Objective: The main aim of this study was to test whether 4 weeks of a newly designed computerized cognitive addiction
therapy (CCAT) app can improve cognitive impairments, eliminate drug-related attention bias, and attenuate risk decision-making
behaviors in participants with MUD.
Methods: Forty MUD participants were assigned randomly to either the CCAT group (n=20), who received 4 weeks of CCAT
plus regular detoxification treatment as usual, or the control group (n=20), who only received the regular detoxification treatment
as usual, in drug rehabilitation centers in Shanghai. The CCAT was designed by combine methamphetamine use-related picture
stimuli with cognitive training with the aim of improving cognitive function and eliminating drug-related attention bias. The
CogState Battery, Delay Discounting Task (DDT), Iowa Gambling Task (IGT), and Balloon Analog Risk Task (BART) were
administered face-to-face to all participants before and after CCAT interventions.
Results: Forty male patients were recruited. The mean age was 32.70 (SD 5.27) years in the CCAT group and mean 35.05 (SD
8.02) years in the control group. Compared to the control group, CCAT improved working memory in the CCAT group (P=.01).
Group×time interactions were observed among DDT, IGT, and BART tasks, with rates of discounting delayed rewards, IGT, and
BART scores (P<.001) being reduced among those who received CCAT, whereas no changes were found in the control group.
Conclusions: The newly designed CCAT can help to improve cognitive impairment and impulsive control in MUD. Further
study is needed to understand the underlying brain mechanisms of the cognitive therapy.
Trial Registration: ClinicalTrials.gov NCT03318081; https://clinicaltrials.gov/ct2/show/NCT03318081 (Archived by WebCite
at https://clinicaltrials.gov/ct2/show/NCT03318081)
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Introduction
Amphetamine-type stimulants are the second most widely
abused illicit drugs worldwide, with methamphetamine being
one of the most abused amphetamine-type stimulant drugs,
especially in East and Southeast Asia and parts of North
America and Europe [1]. Methamphetamine abuse has caused
major public health consequences all over the world. Chronic
methamphetamine use has been associated with abnormalities
in brain function and metabolism [2,3], leading to many negative
consequences, including cognitive impairments, high
impulsivity, and poor psychological well-being [4].
Cognitive impairments and high impulsivity could lead to a
paradox situation in which individuals often desperately continue
to consume methamphetamine despite being fully aware of the
negative consequences.
According to the dual-systems perspective of addiction, two
unbalanced information processing mechanisms underlying
methamphetamine use disorder (MUD) patients’ behaviors
might address this paradox situation: automatic and reflective
processes. Automatic processes, which are overactivated in
many substance use disorder (SUD) patients, are fast and
automatic impulsive processes, often operating at early stages
of response selection when facing high-risk situations [5]. A
common feature of the sensitized automatic process is
drug-related cognitive bias [6]. The reflective process, which
is related to an individual’s cognitive control function, is a
considerably slower and relatively controlled process [7]. With
continuous drug use, damaged cognitive functions, such as
attention control, working memory, and response inhibition,
might have a negative effect on this process. The sensitized
automatic impulsive process and overslowed reflective process
further deteriorates this paradox problem.
Studies
have
provided
evidence
that
clinical
neuropsychology-based rehabilitation techniques focused on
cognitive function training and cognitive bias might ideally
address this challenge. Computer-based cognitive rehabilitation
therapies are one of these promising interventions and have
shown beneficial effects for these cognitive deficits across
several clinical groups, including schizophrenia [8], brain injury
[9], and SUDs [10]. Cognitive bias modification is another
computerized treatment technique that targets the sensitized
automatic impulsive process. Previous evidence has shown that
drug-related attention bias can be retrained, along with favorable
short-term effects in reducing substance abuse [11].
Moreover, new technologies can notably enhance the efficacy
of health care services. Currently, Web-based and mobile-based
health (mHealth) services have been showing promising effects
and flexibility in these field [12,13], including addiction
treatments [14]. Importantly, these innovative technologies
could also better enable service providers in collecting patient
behavior data [15] and delivering appropriate interventions [16].
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These technologies might help with reaching illicit drug users
who were afraid of being stigmatized or monitored by
detoxification service providers [17].
However, to the best of our knowledge, no interventions have
addressed both cognitive deficits and cognitive bias among
MUD patients. Considering both processes are impaired in
MUD patients [18], interventions to address these two aspects
may be more effective than single approaches [19]. Moreover,
there are few published studies that have addressed the efficacy
of mHealth technology in delivering cognitive addiction
therapies. Therefore, we designed a mobile-based program
called computerized cognition addiction therapy (CCAT) by
combining cognitive training and cognitive bias modification.
Furthermore, studies have shown that enhanced drug-related
choice can be demonstrated even for pictorial stimuli [20], with
simple passive pictures inducing strong cognitive biases while
active pictures presenting drug use-related context induce a
stronger urge for drugs [21]. Methamphetamine-related pictures
were integrated into the programs, aiming to address both
cognitive impairment and cognitive bias in MUD patients. We
hypothesized that the CCAT would have beneficial effects in
improving cognition impairment, attention bias, and risk
decision-making behaviors in MUD patients.

Methods
Experimental Design
This study was a randomized, single-blind controlled clinical
trial and it has been registered at ClinicalTrials.gov (ID:
NCT03318081). All participants were instructed to be treated
by computerized cognitive rehabilitation therapies or treatments
as usual. All outcome measures were assessed by blinded
researchers. The study protocol was approved by the institutional
review board at the Shanghai Mental Health Center. All
procedures followed were in accordance with the ethical
standards of the Norwegian National Committee for Research
Ethics in the Social Sciences and the Humanities and with the
Helsinki Declaration of 1975, as revised in 2000.

Mobile-Based Computerized Cognitive Addiction
Therapy App
The mobile-based CCAT app was designed to help MUD
patients overcome their cognitive deficits, increased control of
impulse problems, and enable them to better control
methamphetamine-related attentional bias. The CCAT app
contains four cognitive training tasks, including two working
memory training tasks and two methamphetamine-related
attention bias control training tasks. To date, this app is the first
mobile app designed for people with MUD in China.

Methamphetamine Attention Bias Modification
Research has shown that attentional bias can be retrained along
with good effects in reducing substance use [22]. This training
task was based on tasks described by Cox et al [23] and Hester
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methamphetamine-related pictures and words were added,
patients were trained to judge whether the meaning of the word
in the left box was consistent with the color of the word on the
right, while ignoring the interference of methamphetamine
pictures and words as quickly as possible (Figure 1).
Each training session began with 20 practice trials to help
participants get familiar with the training, and methamphetamine
cues were not presented during practice. During the real training,
methamphetamine-related words and pictures were shown in
the right rectangle. Methamphetamine-related words were the
most frequently nominated words among Chinese MUD patients.
Methamphetamine-related pictures were drawn from the Internet
and adjusted using Adobe Photoshop CS6 (Adobe Systems
Incorporated, San Jose, CA, USA) for picture size, exposure,
brightness, and contrast. Every session lasted approximately 8
minutes. An incorrect response resulted in a red cross, whereas
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a correct response resulted in a green checkmark. The colors of
the words were limited to red, yellow, blue, and green. Accuracy
rates were shown at the end of the training session.

Methamphetamine Attention Control Training
This training task was derived from the alcohol attention control
training project of Fadardi and Cox [25]. Previous studies have
shown its efficacy in increasing control over substance-related
distraction and reducing substance-related attention bias among
SUD patients [26,27]. During the training, when there was only
one methamphetamine-related picture, patients needed to
determine the border color of the picture. However, if there
were two pictures (one was methamphetamine-related and the
other was a neutral picture), patients were to ignore the influence
of the methamphetamine-related picture and push the button
representative of the border color of the neutral picture. Each
training task contained 240 trials. Accuracy rates were shown
at the end of the training session (Figure 2).

Figure 1. Methamphetamine-related attention bias modification task. Patients were asked to decide whether the meaning of the word in the left box
was consistent with the color of the word on the right. The Chinese word printed in green on the left means “red,” whereas the phrase presented on the
right means “smoking methamphetamine.”.
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Figure 2. Methamphetamine-related attention control training. In situation 1, the border of the methamphetamine-related image was red, and the patients
needed to push the “red” button. In situation 2, the border of the neutral picture was yellow, and the patients needed to push the “yellow” button as
quickly as possible.

Figure 3. Methamphetamine-related working memory training task (N-back task). The previous Figure 2 is an example of 2-back task training. Patients
in the CCAT group were asked to decide the whether the figure (both shape and color) on the right was consistent with the figure showing the previous
two pictures while ignoring the methamphetamine-related picture on the left.

Working Memory Training (N-Back Task)
This task originated in the N-back task because N-back
task-based working memory training has already shown good
results in SUD [28] patients. During N-back tasks, participants
were required to respond to a specified target, such as letters,
figures, or numbers, which appeared on the screen consecutively
and were the same as the previous N-back. This part of training
was based on a modified version of the N-back task ranging
from 1-back to 3-back, with methamphetamine-related pictures
set as distractions. For the 1-back task, patients were required
to decide whether the figure (eg, triangle, circle, or rectangle)
was the same as the previous 1-back. For 2-back and 3-back,
patients were required to decide when the current figure showed
on screen was the same as the previous 2-back or 3-back earlier.
During the training session, the figures shown on the right side
of the screen were the target stimuli. Methamphetamine-related
pictures on the left served as distractions (Figure 3). Patients
identified targets by pressing the “yes” or “no” buttons. Training
began with the 1-back task, and the training level was upgraded
by achieving 90% accuracy twice in succession. The duration
of each training session was set at 10 minutes; the accuracy
rates were shown at the end of the training session.

Spatial Working Memory Training (Memory Matrix
Task)
Spatial working memory training could also be improved
through
computerized
visuospatial
training
[29].
http://mhealth.jmir.org/2018/6/e10292/
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Methamphetamine-related pictures were set as the background
(at the bottom of Figure 4) or on the left as a distraction (at the
top of Figure 4). During each trial, a rectangle (constituted by
many squares) was shown for 1 second. After that, some of the
squares turned blue and were shown for 3 seconds. Then they
disappeared and returned to its original color. Patients were told
to recall these blue squares by pressing the screen for 3 seconds.
An incorrect response or failure to respond in 3 seconds resulted
in a red cross, whereas a correct response resulted in a green
checkmark. Three times were set as the response threshold.
Training began with recalling three figures. If the patient
successfully recalled or failed to remember the blue squares
three times in succession, then the figures to be recalled were
increased or decreased accordingly. Accuracy rates were shown
at the end of the training session. The duration of each training
session was set at 10 minutes.

Participants
A total of 40 male participants from one compulsory
rehabilitation center in Shanghai who met the Diagnostic and
Statistical Manual of Mental Disorders (Fifth Edition) criteria
for moderate or severe MUD were recruited to participate in
the study. Inclusion criteria were (1) more than 9 years of
education, (2) aged 18 to 49 years, (3) normal vision and
audition, (4) receive no detoxification medications during
treatment, (5) right handedness, and (6) no current use of
methamphetamine or any other substances (except nicotine) for
at least 7 days. Exclusion criteria included (1) current medical
JMIR Mhealth Uhealth 2018 | vol. 6 | iss. 6 | e10292 | p. 4
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diseases that required hospitalization or regular monitoring; (2)
serious physical or neurological illness that required
pharmacological treatment affecting cognitive function; (3)
history of major psychiatric disorders such as bipolar disorder,
schizophrenia, depression, and disorders of high comorbidity
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with SUD; (4) neurological diseases such as stroke, seizure,
migraine, and head trauma; (5) intelligence quotient of less than
70; and (6) color blindness (see CONSORT flowchart in Figure
5). Written consent forms were obtained from all participants.

Figure 4. Memory matrix task. A few blue squares were shown for 3 seconds and then they disappeared and returned to the original color. Patients
were told to indicate the squares that turned blue that were shown seconds before. An incorrect response resulted in a red cross, whereas a correct
response resulted in a green checkmark.

Figure 5. CONSORT flowchart of the study. CCAT: computerized cognitive addiction therapy.
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Data Collection and Measurements

Delay Discounting Task

Demographic and Methamphetamine Use Information

In the Delay Discounting Task (DDT), the delayed reward was
set at 1000 Chinese yuan (approximately US $158); delay times
were 2 days, 1 week, 1 month, 3 months, 6 months, and 1 year.
The beginning immediate reward was 500 Chinese yuan
(approximately US $15.80). Participants were told to choose
the smaller immediate reward over the larger but delayed
reward. The larger delayed reward stayed the same, whereas
the immediate reward changed from trial to trial according to
a decreasing-adjustment algorithm until an indi erence point
was recorded (an indifference point means the participant
changed choice between immediate and delayed rewards). The
hyperbolic decay model was used to calculate the discounting
rate (k) to reflect the individual’s risky-decision making function
[33]. A higher k meant the participant had much higher
impulsiveness.

Each participant was interviewed by one trained psychiatrist to
collect the individual’s sociodemographic characteristics and
methamphetamine use histories.

Cognitive Function
Cognitive function was assessed using the Chinese version of
the CogState Battery, which has good validity (Cronbach
alpha=.8) [30]. The CogState Battery includes five cognitive
tasks that assess verbal learning and memory, working memory,
spatial working memory, problem solving/error monitoring,
and social cognition. The total number of correct responses
during the International Shopping List (ISL) task were used to
reflect verbal learning and memory ability. Working memory
was evaluated through the proportion of correct responses during
the two-back task performance. Spatial working memory
functions were reflected through the total number of errors in
the continuous paired association learning (CPAL) task. The
problem-solving/error-monitoring function was assessed by the
Groton maze learning task, its assessment index was the same
as CPAL during the Groton maze learning task. For social
cognition function, the proportion of correct responses of the
social emotional cognition task were applied.

Iowa Gambling Task
During the Iowa Gambling Task (IGT), participants were asked
to choose among four decks of cards (A, B, C, and D) and
accumulate as much money as possible by selecting one card
at a time. Decks A and B were associated with high immediate
wins, but larger future penalties that resulted in a net loss over
time (ie, the disadvantageous decks). Decks C and D yielded
lower immediate wins but smaller future penalties, such that
participants gradually accumulated a profit by choosing these
decks (ie, the advantageous decks). There were a total of 150
trials. The outcome was the net score (the number of cards from
the disadvantageous decks subtracted from the advantageous
decks). A positive score reflected the individual having a
tendency to make a good decision [31]. Poor decision making
was indicated by a lower IGT score.

Balloon Analog Risk Task
The Balloon Analog Risk Task (BART) was a measurement of
the individual’s risk-taking behavior [32]. On each single trial,
an uninflated balloon appeared on the screen and pressing the
button “1” inflated the balloon, and with each successful trial,
the patient received 10 points and the balloon became
considerably larger. Because the balloon had the possibility of
explosion on each inflation, participants needed to press button
“5” to stop inflating the balloon and obtain the benefit in time.
In total, there were 100 trials. Before the test started, participants
were told to obtain as high a score as possible, and total scores
were presented on the lower-right corner of the monitor. BART
scores (total number of balloon inflations/total number of
unexploded balloons) were used to assess impulsive
risk-decision making.

Methamphetamine Stroop Task
A Chinese version of the methamphetamine addiction Stroop
task was applied to measure the methamphetamine-related
attentional bias. The words used involved eight
methamphetamine-related words and neutral words. Each of
the 16 words was presented eight times in four different colors
(red, green, yellow, and blue). Every word was shown on the
screen for 3000 milliseconds. Participants were asked to ignore
the meaning of the words by pressing the buttons corresponding
to the color of the word presented as quickly as possible. Stimuli
were presented in a pseudorandomized, nonstationary
probabilistic sequence. Reaction time and errors rates were
recorded. Attention bias was calculated by subtracting the time
needed to name the color of the neutral words from the time
taken to complete the methamphetamine-related words.
Cognitive tasks were programmed by E-prime 2.0 (Psychology
Software Tools, Inc, Sharpsburg, PA, USA).

Procedures
Participants were randomly assigned to the CCAT group or
control group by researchers who were not involved in other
parts of this research. Pretraining and posttraining assessments
were conducted by two other well-trained doctors. During the
treatment, patients in the control group only received standard
treatment in a compulsory rehabilitation center. Participants
included in the CCAT group were also undergoing standard
treatment; in addition, the participants received the CCAT
training program that lasted for 4 weeks (20 sessions, five times
a week, each session lasts approximately 60 minutes).
The CCAT training programs were displayed on an iPad. During
each training session, participants in the CCAT group completed
each of the four training programs twice. Standard treatment
included health education (45 minutes per session, once a week),
judicial education (45 minutes per session, once a week), sports
activities (60 minutes per day), and vocational training (45
minutes per session, twice a week). Patients in the control group
did not receive this type of CCAT training, and they only
participated in the assessments at baseline and 4 weeks later.
Importantly, pictures involving drug-related stimuli and cues
could still induce the individual’s attention bias and craving for
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drugs [20]. After every CCAT session, a 5-minute relaxation
session was carried out to relieve possible psychological
reactions and cravings induced by the methamphetamine-related
cues. Relaxation included playing light music and watching
pictures with relaxing effects.

Safety
Safety was assessed at every treatment session with a
self-administered CCAT training form by recording spontaneous
adverse events such as headaches and dizziness.

Statistical Analyses
Data were analyzed using SPSS 21.0. Group differences were
compared using student’s t test or analysis of variance
(ANOVA) for continuous variables and a chi-square test for
categorical variables. Generalized estimating equations were
used to assess the main effects of groups (CCAT group vs
control group), time (pretreatment vs posttreatment), and
group×time interactions for all cognitive test variables.
Statistical significance was set at alpha=.05. Bonferroni’s test
was used to resolve significant interactions for post hoc analysis.

Results
Demographic and Methamphetamine Use Information
Demographic characteristics and drug use histories are shown
in Table 1. There were no differences between the CCAT group
and control group in terms of mean age, education, marriage,
onset age of first methamphetamine use, abstinence time,
duration of methamphetamine use, dose, and frequency.

Effect of Computerized Cognitive Addiction Therapy
on Cognitive Function
The CogState test, ISL, and CPAL scores increased significantly
in the CCAT group, whereas the control group patients did not
show significant changes. A significant time×group effect
(F1,1=31.78, P<.001), group effect (F1,1=4.53, P=.03), and time

effect (F1,1=9.37, P<.001) were observed in ISL scores. Group
effect (F1,1=5.95, P=.02) and time effect (F1,1=5.45, P=.02) in
CPAL scores also reached a significant level. Although the
group×time effect (F1,1=6.68, P=.01) was significant for social
emotional cognition scores, patients in the control group
decreased significantly compared to the CCAT group. Groton
maze learning and 2-back task scores did not show a significant
change between the groups (Figures 6-8).

Effect of Computerized Cognitive Addiction Therapy
on Impulsive Risk-Decision Making
A training effect was observed in the CCAT group for risk
decision-making tasks. First, those undergoing CCAT training
significantly decreased their discounting rate, whereas there
was no significance in the control group. The group×time
interaction effect was significant at each of the delayed times
(Figure 9). A training effect was also observed with measures
of IGT (Table 1 and Figure 10). The treatment×time effect,
group effect (F1,1=4.84, P=.03), and time effect (F1,1=214.60,
P<.001) were significant (F1,1=49.07, P<.001). In the BART
test, a significant group×time interaction (F1,1=22.75, P<.001)
and time effect (F1,1=5.16, P=.02) had reached a significant
level. Further comparison showed the CCAT group had better
performance than the control group after CCAT invention.

Effect of Computerized Cognitive Addiction Therapy
on Attention Bias
There were no significant differences between the two groups
in attention bias. The treatment×time effect did not reach a
significant level (F1,1=0.92, P=.34). Only a time effect
(F1,1=6.23, P=.01) was observed (see Multimedia Appendix 1).

Safety
No patients reported any discomfort during the whole training
session.

Table 1. Demographic and drug use characteristics of participants (N=40).
CCATa group (n=20)

Control group (n=20)

F 1,38

Age (years), mean (SD)

32.70 (5.27)

35.05 (8.02)

1.200

.28

Education (years), mean (SD)

10.00 (2.43)

9.55 (1.36)

0.525

.47

Age of onset (years), mean (SD)

24.45 (6.54)

25.15 (8.56)

0.084

.77

Abstinence (months), mean (SD)

4.30 (1.17)

4.10 (1.18)

0.224

.64

Duration of methamphetamine use (year), mean (SD)

6.02 (3.72)

7.00 (2.73)

0.891

.35

Dose of methamphetamine use (g/day), mean (SD)

0.60 (0.31)

0.66 (0.39)

0.294

.59

Frequency of methamphetamine use, n (%)

a

χ23

Characteristics

2.4

Everyday

14 (70%)

10 (50%)

3-5 times a week

4 (20%)

8 (40%)

Once a week

1 (5%)

1 (5%)

1-3 times a month

1 (5%)

1 (5%)

P

.56

CCAT: computerized cognitive addiction therapy.
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Figure 6. International Shopping List (ISL) scores before and after intervention. Verbal learning and memory function were evaluated by ISL; scores
are total number of correct responses. Significant differences between the two groups (P<.001) are marked by the asterisk. CCAT: computerized cognitive
addiction therapy.

Figure 7. Continuous Paired Association Learning (CPAL) scores before and after intervention. Spatial working memory functions were reflected
through the total number of errors in the CPAL. Significant differences between the two groups (P=.01) are marked by the asterisk. CCAT: computerized
cognitive addiction therapy.

http://mhealth.jmir.org/2018/6/e10292/

XSL• FO
RenderX

JMIR Mhealth Uhealth 2018 | vol. 6 | iss. 6 | e10292 | p. 8
(page number not for citation purposes)

JMIR MHEALTH AND UHEALTH

Zhu et al

Figure 8. Social emotional cognition (SEC) task scores before and after intervention. Social cognition was evaluated by the SEC task; SEC scores
were assessed by accuracy rate (the proportion of correct responses). Changes in SEC scores did not reach significant level in CCAT group (P=.56),
whereas the accuracy rate decreased significantly in the control group (P=.02) as reflected by the asterisk. CCAT: computerized cognitive addiction
therapy.

Figure 9. Discounting change ln(k) before and after computerized cognitive addiction therapy (CCAT) training. Change in discounting ln(k) for
participants in CCAT and control groups, calculated as posttraining minus pretaining. Negative values indicate a decrease in discounting. The values
2, 7, 30, 90, 180, and 360 were delayed times in the delay discounting task.
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Figure 10. Iowa Gambling Task (IGT) scores after computerized cognitive addiction therapy (CCAT) or control training. The IGT score was calculated
through the number of cards from the disadvantageous decks (C and D) subtracted from the advantageous decks (A and B). A positive score reflects
the individual had a tendency to make better decisions. The lines are means and the error bars are the standard deviation.

Discussion
Principal Findings
To the best of our knowledge, this report describes the first pilot
study that combined cognitive training and cognitive bias
modifications adding methamphetamine-related stimulants in
MUD treatment programs. As expected, compared to the control
group, patients engaged in the CCAT group had better cognitive
performance after 4 weeks of training, which coincided with
changes in impulsive risk decision-making tasks measured by
DDT, IGT, and BART. These results supported our hypotheses
that 4-week CCAT training would have beneficial effects for
improving cognition impairment and risk decision-making levels
in MUD patients.
Previous studies have shown that computerized cognitive
training showed promising treatment effects and even brain
plasticity in SUD patients using such stimulants as cocaine,
methamphetamine, alcohol, and nicotine [34]. However, these
studies only used cognitive training, such as working memory
training, or cognitive bias modification training. Although this
research has provided primary evidence for combining general
cognitive training, attentional bias retraining may further
enhance the treatment prognosis.
One notable finding is that, along with cognitive function
improvement, patients in the CCAT group also showed better
performance of impulsive control tasks, which is in line with
previous studies, indicating that good working memory
functioning could allow for better decision making in SUD
patients [35]. These studies have already indicated the
underlying relationship between cognitive training and impulsive
control enhancement, either by cognitive tasks or self-report
measures [36,37]. In this study, our results not only revealed a
similar trend but also for cognitive tasks, such as DDT and IGT.
Importantly, previous study either included people with
stimulant dependence, including cocaine and methamphetamine,
http://mhealth.jmir.org/2018/6/e10292/
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or self-report measures. However, in our study, we only
recruited patients with moderate to severe MUD, and these
patients had better performance on cognitive tasks. Thus,
although our findings are small and preliminary, our pilot study
provided further evidence that cognitive training can affect
impulsive control rehabilitation in MUD patients.
Unexpectedly, CCAT training did not show improvement in
social cognition. However, preevaluation and postevaluations
of social emotional cognition tasks revealed that patients in the
control group showed a trend of deterioration. Our previous
study found that social cognition also showed dysfunction in
individuals with MUD [38]. Other studies have proved that
enhancing working memory capacity could better help patients
dealing with negative social emotional events [39]. Therefore,
our research may indicate that 4 weeks of CCAT was not long
enough to facilitate the recovery of social cognition and may
serve as protective factors.
Although studies have indicated that substance-related attention
bias can be retrained with favorable short-term effects and
clinical effectiveness [40], in this research, attention bias did
not show significant changes after CCAT training. Other studies
also suggested home environments and mobile technology may
promote robust reductions in bias and clinical effectiveness
[41]. Our previous study on methamphetamine-related attention
bias also showed that, although there was no significant
difference in behavioral performance between MUD and healthy
controls,
increased
P300
amplitudes
by
methamphetamine-related words were observed among MUD
patients compared to healthy controls [42]. However, this report
described a small pilot study, and well-powered clinical trials
combined with event-related potentials are required to obtain a
more conclusive answer on the potential clinical effectiveness
of attention bias modification.
From a clinical standpoint, there is still no official approved
medical treatment for MUD patients, making finding new
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treatment approaches for MUD patients of great importance.
Preserved cognitive function and decision making were key
factors underlying patients’ long-term prognoses [43]. These
were consistent with evidence demonstrating that working
memory and its interaction with impulsive risk-decision making
could predict levels of substance use during treatment [44].
Therefore, strengthening these abilities during treatment might
facilitate the individual’s resilience and reduce relapse. Our
research did show that 4-week CCAT training could enhance
both patients’ working memory ability and risk decision-making
level. However, whether CCAT training can be implemented
as conventional treatment in MUD patients and its mechanism
remains a fertile area for further research.

Limitations
This study has several limitations. First, we employed a
relatively small sample (n=20 in each group). We only recruited
male patients in our study, which limited further highlighting
of the difference in clinical efficacy of cognitive training. Given
various constraints, we were unable to increase the number of
participants to be recruited; however, considering our baseline
data showed a normal distribution and homogeneity of variance,
which could still increase the validity of our findings. The
second limitation was that in order to make each task more
engaging and relevant, we added methamphetamine-related
pictures during training. However, we did not have enough

Zhu et al
sufficient trials to explore stimulus effects in these patients. To
keep the training as effective as possible, we invited these
patients to rate the pictures (valance, arousal, dominance, and
craving) and only used pictures that exceeded five points. Third,
given the increased risk of induced craving during CCAT
training, we were careful about the side effects of CCAT.
Relaxation was conducted at the end of each training session
and no patients reported discomfort after the invention. Another
limitation was the lack of data assessing the individual’s
motivation to participate in CCAT training. Because motivation
level is an important moderator of the effectiveness of cognitive
training and adherence [45], our future research would combine
varieties of motivational approaches as a plug-in with a newly
upgraded CCAT app to collect data on patients’ motivational
levels.

Conclusions
The results from our study support the fundamental dual process
theory underlying cognitive based treatments for MUD
individuals. Four weeks (20 sessions) of CCAT training could
both better facilitate cognitive function rehabilitation and reduce
impulsivity-related decision making in participants. Future
studies will focus on functional magnetic resonance imaging
and electroencephalograms to find the underlying mechanisms
of CCAT.

Acknowledgments
The authors would like to thank the doctors, police officers, and social workers who participated and helped recruit
methamphetamine use disorder patients during this study. We also appreciate Dr Di Liang (Los Angeles Integrated Substance
Abuse Programs, The University of California, Los Angeles, CA, United States) in helping us improve and edit our revised article.
This study was funded by support from National Key R&D Program of China (2017YFC1310400), National Nature Science
Foundation of China (U1502228, 81501148), Shanghai Municipal Health and Family Planning Commission (2014ZYJB0002,
2017ZZ02021) Program of Shanghai Academic Research Leader (17XD1403300), and the Shanghai Key Laboratory of Psychotic
Disorders (13DZ2260500). The funders have no role in study design, data collection and analysis, decision to publish, or preparation
of the manuscript.

Authors' Contributions
All authors contributed to the design and execution of this study. MZ was in charge of the initial research design and the randomized
controlled trial. NZ, HS, TC, HT, HJ, DX, HY, and Dawen Chen acquired the clinical data. XL was in charge of programming
the cognitive tasks used during the study. YZ did the CCAT intervention and, together with help of JD, conducted the data analysis
and drafted the manuscript. RL helped program the CCAT training projects. All authors provided critical revision of the manuscript
for important intellectual content. All authors critically reviewed the content and approved the final version for publication.

Conflicts of Interest
None declared.

Multimedia Appendix 1
IGT and BART score and attention bias scores before and after CCAT intervention.
[PDF File (Adobe PDF File), 19KB-Multimedia Appendix 1]

Multimedia Appendix 2
CONSORT‐EHEALTH checklist (V 1.6.1).
[PDF File (Adobe PDF File), 36MB-Multimedia Appendix 2]

References
http://mhealth.jmir.org/2018/6/e10292/

XSL• FO
RenderX

JMIR Mhealth Uhealth 2018 | vol. 6 | iss. 6 | e10292 | p. 11
(page number not for citation purposes)

JMIR MHEALTH AND UHEALTH
1.

2.
3.

4.

5.
6.

7.
8.

9.

10.

11.

12.

13.

14.

15.

16.
17.

18.

19.
20.

21.

Robbins TW, Gillan CM, Smith DG, de Wit S, Ersche KD. Neurocognitive endophenotypes of impulsivity and compulsivity:
towards dimensional psychiatry. Trends Cogn Sci 2012 Jan;16(1):81-91. [doi: 10.1016/j.tics.2011.11.009] [Medline:
22155014]
Salo R, Fassbender C. Structural, functional and spectroscopic MRI studies of methamphetamine addiction. Curr Top Behav
Neurosci 2012;11:321-364. [doi: 10.1007/7854_2011_172] [Medline: 22094881]
London ED, Kohno M, Morales AM, Ballard ME. Chronic methamphetamine abuse and corticostriatal deficits revealed
by neuroimaging. Brain Res 2015 Dec 02;1628(Pt A):174-185 [FREE Full text] [doi: 10.1016/j.brainres.2014.10.044]
[Medline: 25451127]
Scott JC, Woods SP, Matt GE, Meyer RA, Heaton RK, Atkinson JH, et al. Neurocognitive effects of methamphetamine:
a critical review and meta-analysis. Neuropsychol Rev 2007 Sep;17(3):275-297. [doi: 10.1007/s11065-007-9031-0] [Medline:
17694436]
Gladwin TE, Figner B, Crone EA, Wiers RW. Addiction, adolescence, and the integration of control and motivation. Dev
Cogn Neurosci 2011 Oct;1(4):364-376 [FREE Full text] [doi: 10.1016/j.dcn.2011.06.008] [Medline: 22436562]
van Deursen DS, Salemink E, Smit F, Kramer J, Wiers RW. Web-based cognitive bias modification for problem drinkers:
protocol of a randomised controlled trial with a 2x2x2 factorial design. BMC Public Health 2013 Jul 20;13:674 [FREE Full
text] [doi: 10.1186/1471-2458-13-674] [Medline: 23870532]
McClure SM, Bickel WK. A dual-systems perspective on addiction: contributions from neuroimaging and cognitive training.
Ann N Y Acad Sci 2014 Oct;1327:62-78 [FREE Full text] [doi: 10.1111/nyas.12561] [Medline: 25336389]
Kurtz MM, Mueser KT, Thime WR, Corbera S, Wexler BE. Social skills training and computer-assisted cognitive remediation
in schizophrenia. Schizophr Res 2015 Mar;162(1-3):35-41 [FREE Full text] [doi: 10.1016/j.schres.2015.01.020] [Medline:
25640526]
Alfonso JP, Caracuel A, Delgado-Pastor LC, Verdejo-García A. Combined goal management training and mindfulness
meditation improve executive functions and decision-making performance in abstinent polysubstance abusers. Drug Alcohol
Depend 2011 Aug 01;117(1):78-81. [doi: 10.1016/j.drugalcdep.2010.12.025] [Medline: 21277705]
Rass O, Schacht RL, Buckheit K, Johnson MW, Strain EC, Mintzer MZ. A randomized controlled trial of the effects of
working memory training in methadone maintenance patients. Drug Alcohol Depend 2015 Nov 01;156:38-46 [FREE Full
text] [doi: 10.1016/j.drugalcdep.2015.08.012] [Medline: 26404954]
Schoenmakers T, Wiers RW, Jones BT, Bruce G, Jansen ATM. Attentional re-training decreases attentional bias in heavy
drinkers without generalization. Addiction 2007 Mar;102(3):399-405. [doi: 10.1111/j.1360-0443.2006.01718.x] [Medline:
17298647]
Free C, Phillips G, Galli L, Watson L, Felix L, Edwards P, et al. The effectiveness of mobile-health technology-based health
behaviour change or disease management interventions for health care consumers: a systematic review. PLoS Med
2013;10(1):e1001362 [FREE Full text] [doi: 10.1371/journal.pmed.1001362] [Medline: 23349621]
Berrouiguet S, Baca-García E, Brandt S, Walter M, Courtet P. Fundamentals for future mobile-health (mHealth): a systematic
review of mobile phone and web-based text messaging in mental health. J Med Internet Res 2016 Jun 10;18(6):e135 [FREE
Full text] [doi: 10.2196/jmir.5066] [Medline: 27287668]
Ferreri F, Bourla A, Mouchabac S, Karila L. e-Addictology: an overview of new technologies for assessing and intervening
in addictive behaviors. Front Psychiatry 2018 Mar;9:51 [FREE Full text] [doi: 10.3389/fpsyt.2018.00051] [Medline:
29545756]
Ford JH, Alagoz E, Dinauer S, Johnson KA, Pe-Romashko K, Gustafson DH. Successful organizational strategies to sustain
use of A-CHESS: a mobile intervention for individuals with alcohol use disorders. J Med Internet Res 2015 Aug 18;17(8):e201
[FREE Full text] [doi: 10.2196/jmir.3965] [Medline: 26286257]
Capon H, Hall W, Fry C, Carter A. Realising the technological promise of smartphones in addiction research and treatment:
An ethical review. Int J Drug Policy 2016 Oct;36:47-57. [doi: 10.1016/j.drugpo.2016.05.013] [Medline: 27455467]
Schaub MP, Wenger A, Berg O, Beck T, Stark L, Buehler E, et al. A web-based self-help intervention with and without
chat counseling to reduce cannabis use in problematic cannabis users: three-arm randomized controlled trial. J Med Internet
Res 2015;17(10):e232 [FREE Full text] [doi: 10.2196/jmir.4860] [Medline: 26462848]
Wesley MJ, Bickel WK. Remember the future II: meta-analyses and functional overlap of working memory and delay
discounting. Biol Psychiatry 2014 Mar 15;75(6):435-448 [FREE Full text] [doi: 10.1016/j.biopsych.2013.08.008] [Medline:
24041504]
Sofuoglu M, DeVito EE, Waters AJ, Carroll KM. Cognitive enhancement as a treatment for drug addictions.
Neuropharmacology 2013 Jan;64:452-463 [FREE Full text] [doi: 10.1016/j.neuropharm.2012.06.021] [Medline: 22735770]
Moeller SJ, Maloney T, Parvaz MA, Dunning JP, Alia-Klein N, Woicik PA, et al. Enhanced choice for viewing cocaine
pictures in cocaine addiction. Biol Psychiatry 2009 Jul 15;66(2):169-176 [FREE Full text] [doi:
10.1016/j.biopsych.2009.02.015] [Medline: 19358975]
Pronk T, van Deursen DS, Beraha EM, Larsen H, Wiers RW. Validation of the Amsterdam Beverage Picture Set: a controlled
picture set for cognitive bias measurement and modification paradigms. Alcohol Clin Exp Res 2015 Oct;39(10):2047-2055.
[doi: 10.1111/acer.12853] [Medline: 26431117]

http://mhealth.jmir.org/2018/6/e10292/

XSL• FO
RenderX

Zhu et al

JMIR Mhealth Uhealth 2018 | vol. 6 | iss. 6 | e10292 | p. 12
(page number not for citation purposes)

JMIR MHEALTH AND UHEALTH
22.
23.
24.

25.
26.
27.
28.
29.

30.

31.

32.
33.
34.
35.

36.

37.

38.

39.

40.

41.

42.

43.

Cox WM, Klinger E, Fadardi JS. The motivational basis of cognitive determinants of addictive behaviors. Addict Behav
2015 May;44:16-22. [doi: 10.1016/j.addbeh.2014.11.019] [Medline: 25499579]
Cox WM, Yeates GN, Regan CM. Effects of alcohol cues on cognitive processing in heavy and light drinkers. Drug Alcohol
Depend 1999 Jun 01;55(1-2):85-89. [Medline: 10402153]
Hester R, Dixon V, Garavan H. A consistent attentional bias for drug-related material in active cocaine users across word
and picture versions of the emotional Stroop task. Drug Alcohol Depend 2006 Feb 28;81(3):251-257. [doi:
10.1016/j.drugalcdep.2005.07.002] [Medline: 16095852]
Fadardi JS, Cox WM. Reversing the sequence: reducing alcohol consumption by overcoming alcohol attentional bias. Drug
Alcohol Depend 2009 May 01;101(3):137-145. [doi: 10.1016/j.drugalcdep.2008.11.015] [Medline: 19193499]
Ziaee SS, Fadardi JS, Cox WM, Yazdi SA. Effects of attention control training on drug abusers' attentional bias and treatment
outcome. J Consult Clin Psychol 2016 Oct;84(10):861-873. [doi: 10.1037/a0040290] [Medline: 27281374]
Wiers RW, Houben K, Fadardi JS, van BP, Rhemtulla M, Cox WM. Alcohol cognitive bias modification training for
problem drinkers over the web. Addict Behav 2015 Jan;40:21-26. [doi: 10.1016/j.addbeh.2014.08.010] [Medline: 25218067]
Houben K, Wiers RW, Jansen A. Getting a grip on drinking behavior: training working memory to reduce alcohol abuse.
Psychol Sci 2011 Jul;22(7):968-975. [doi: 10.1177/0956797611412392] [Medline: 21685380]
Mawjee K, Woltering S, Tannock R. Working memory training in post-secondary students with ADHD: a randomized
controlled study. PLoS One 2015;10(9):e0137173 [FREE Full text] [doi: 10.1371/journal.pone.0137173] [Medline:
26397109]
Zhong N, Jiang H, Wu J, Chen H, Lin S, Zhao Y, et al. Reliability and validity of the CogState battery Chinese language
version in schizophrenia. PLoS One 2013 Sep;8(9):e74258 [FREE Full text] [doi: 10.1371/journal.pone.0074258] [Medline:
24023931]
Wang G, Shi J, Chen N, Xu L, Li J, Li P, et al. Effects of length of abstinence on decision-making and craving in
methamphetamine abusers. PLoS One 2013 Jul;8(7):e68791 [FREE Full text] [doi: 10.1371/journal.pone.0068791] [Medline:
23894345]
Lejuez CW, Read JP, Kahler CW, Richards JB, Ramsey SE, Stuart GL, et al. Evaluation of a behavioral measure of risk
taking: the Balloon Analogue Risk Task (BART). J Exp Psychol Appl 2002 Jun;8(2):75-84. [Medline: 12075692]
Green L, Myerson J. A discounting framework for choice with delayed and probabilistic rewards. Psychol Bull 2004
Sep;130(5):769-792 [FREE Full text] [doi: 10.1037/0033-2909.130.5.769] [Medline: 15367080]
Bickel WK, Moody L, Quisenberry A. Computerized working-memory training as a candidate adjunctive treatment for
addiction. Alcohol Res 2014;36(1):123-126 [FREE Full text] [Medline: 26259006]
Peeters M, Janssen T, Monshouwer K, Boendermaker W, Pronk T, Wiers R, et al. Weaknesses in executive functioning
predict the initiating of adolescents' alcohol use. Dev Cogn Neurosci 2015 Dec;16:139-146 [FREE Full text] [doi:
10.1016/j.dcn.2015.04.003] [Medline: 25936585]
Brooks SJ, Wiemerslage L, Burch KH, Maiorana SA, Cocolas E, Schiöth HB, et al. The impact of cognitive training in
substance use disorder: the effect of working memory training on impulse control in methamphetamine users.
Psychopharmacology (Berl) 2017 Jun;234(12):1911-1921 [FREE Full text] [doi: 10.1007/s00213-017-4597-6] [Medline:
28324119]
Bickel WK, Yi R, Landes RD, Hill PF, Baxter C. Remember the future: working memory training decreases delay discounting
among stimulant addicts. Biol Psychiatry 2011 Feb 01;69(3):260-265 [FREE Full text] [doi: 10.1016/j.biopsych.2010.08.017]
[Medline: 20965498]
Zhong N, Jiang H, Du J, Zhao Y, Sun H, Xu D, et al. The cognitive impairments and psychological wellbeing of
methamphetamine dependent patients compared with health controls. Prog Neuropsychopharmacol Biol Psychiatry 2016
Dec 01;69:31-37. [doi: 10.1016/j.pnpbp.2016.04.005] [Medline: 27085943]
Otto AR, Raio CM, Chiang A, Phelps EA, Daw ND. Working-memory capacity protects model-based learning from stress.
Proc Natl Acad Sci USA 2013 Dec 24;110(52):20941-20946 [FREE Full text] [doi: 10.1073/pnas.1312011110] [Medline:
24324166]
Schoenmakers TM, de Bruin M, Lux IFM, Goertz AG, Van Kerkhof DH, Wiers RW. Clinical effectiveness of attentional
bias modification training in abstinent alcoholic patients. Drug Alcohol Depend 2010 Jun 1;109(1-3):30-36. [doi:
10.1016/j.drugalcdep.2009.11.022] [Medline: 20064698]
McGeary JE, Meadows SP, Amir N, Gibb BE. Computer-delivered, home-based, attentional retraining reduces drinking
behavior in heavy drinkers. Psychol Addict Behav 2014 Jun;28(2):559-562 [FREE Full text] [doi: 10.1037/a0036086]
[Medline: 24955674]
Haifeng J, Wenxu Z, Hong C, Chuanwei L, Jiang D, Haiming S, et al. P300 event-related potential in abstinent
methamphetamine-dependent patients. Physiol Behav 2015 Oct 01;149:142-148. [doi: 10.1016/j.physbeh.2015.06.003]
[Medline: 26051625]
Domínguez-Salas S, Díaz-Batanero C, Lozano-Rojas OM, Verdejo-García A. Impact of general cognition and executive
function deficits on addiction treatment outcomes: Systematic review and discussion of neurocognitive pathways. Neurosci
Biobehav Rev 2016 Dec;71:772-801. [doi: 10.1016/j.neubiorev.2016.09.030] [Medline: 27793597]

http://mhealth.jmir.org/2018/6/e10292/

XSL• FO
RenderX

Zhu et al

JMIR Mhealth Uhealth 2018 | vol. 6 | iss. 6 | e10292 | p. 13
(page number not for citation purposes)

JMIR MHEALTH AND UHEALTH
44.

45.

Zhu et al

Rubenis AJ, Fitzpatrick RE, Lubman DI, Verdejo-Garcia A. Working memory predicts methamphetamine hair concentration
over the course of treatment: moderating effect of impulsivity and implications for dual-systems model. Addict Biol 2017
Nov 08:1. [doi: 10.1111/adb.12575] [Medline: 29114992]
Fiszdon JM, Kurtz MM, Choi J, Bell MD, Martino S. Motivational interviewing to increase cognitive rehabilitation adherence
in schizophrenia. Schizophr Bull 2016 Mar;42(2):327-334 [FREE Full text] [doi: 10.1093/schbul/sbv143] [Medline:
26420905]

Abbreviations
BART: Balloon Analog Risk Task
CCAT: computerized cognitive addiction therapy
DDT: Delay Discounting Task
IGT: Iowa Gambling Task
ISL: International Shopping List
MUD: methamphetamine use disorder
SUD: substance use disorder

Edited by G Eysenbach; submitted 03.03.18; peer-reviewed by XD Fan, A Bourla; comments to author 12.04.18; revised version
received 10.05.18; accepted 29.05.18; published 20.06.18
Please cite as:
Zhu Y, Jiang H, Su H, Zhong N, Li R, Li X, Chen T, Tan H, Du J, Xu D, Yan H, Xu D, Zhao M
A Newly Designed Mobile-Based Computerized Cognitive Addiction Therapy App for the Improvement of Cognition Impairments and
Risk Decision Making in Methamphetamine Use Disorder: Randomized Controlled Trial
JMIR Mhealth Uhealth 2018;6(6):e10292
URL: http://mhealth.jmir.org/2018/6/e10292/
doi: 10.2196/10292
PMID: 29925497

©Youwei Zhu, Haifeng Jiang, Hang Su, Na Zhong, Runji Li, Xiaotong Li, Tianzhen Chen, Haoye Tan, Jiang Du, Ding Xu, Huan
Yan, Dawen Xu, Min Zhao. Originally published in JMIR Mhealth and Uhealth (http://mhealth.jmir.org), 20.06.2018. This is an
open-access
article
distributed
under
the
terms
of
the
Creative
Commons
Attribution
License
(https://creativecommons.org/licenses/by/4.0/), which permits unrestricted use, distribution, and reproduction in any medium,
provided the original work, first published in JMIR mhealth and uhealth, is properly cited. The complete bibliographic information,
a link to the original publication on http://mhealth.jmir.org/, as well as this copyright and license information must be included.

http://mhealth.jmir.org/2018/6/e10292/

XSL• FO
RenderX

JMIR Mhealth Uhealth 2018 | vol. 6 | iss. 6 | e10292 | p. 14
(page number not for citation purposes)

