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The ecological validity of MET
was favourable in sitting implicit
sequence learning consciousness
by eyes closed and eyes open
resting states fMRI

Jianxin Zhang'*, Xiangpeng Wang?*, Didi Zhang?, Antao Chen**" & Dianzhi Liu3**

The current study made participants sit to complete both the implicit sequence learning and the
inclusion/exclusion tasks with the latter just after the former, and used eyes-closed and eyes-open
resting states fMRI and their difference to test the ecological validity of the mutually exclusive theory
(MET) in implicit-sequence-learning consciousness. (1) The behavioral and neuroimaging data did not
support the process dissociation procedure, but did fit well with the MET. The correct inclusion-task
response and the incorrect exclusion-task response were mutually exclusive with each other. The
relevant brain areas of the two responses were either different or opposite in the eyes-closed and eyes-
open resting-states and their difference. (2) ALFFs in eyes-closed and eyes-open resting-states and
their difference were diversely related to the four MET knowledge in implicit sequence learning. The
relevant brain areas of the four MET knowledge in the eyes-closed and eyes-open resting-state were
the cerebral cortex responsible for vision, attention, cognitive control and consciousness, which could
be called the upper consciousness network, and there were more relevant brain areas in the eyes-open
resting-state than in the eye-closed resting-state.The relevant brain areas in ALFFs-difference were
the subcortical nucleus responsible for sensory awareness, memory and implicit sequence learning,
which could be called the lower consciousness network. ALFFs-difference could predict the four MET
knowledge as a quantitative transition sensitivity index from internal feeling to external stimulus.

(3) The relevant resting-state brain areas of the four MET knowledge were either different (for most
brain areas, if some brain areas were related to one MET knowledge, they were not related to the
other three MET knowledge) or opposite (for some brain areas, if some brain areas were positively
related to one MET knowledge, they were negatively related to other MET knowledge). With the
participants’ control/consciousness level increasing from no-acquisition to controllable knowledge
step by step, the positively relevant resting-state brain areas of the four MET knowledge changed
from some consciousness network and the motor network, to some consciousness network and the
implicit learning network, and then to some consciousness network; and the negatively relevant
resting-state brain areas of the four MET knowledge changed from some consciousness network and
visual perception network, to some consciousness network, then to some consciousness network and
the motor network, and then to some consciousness network, the implicit learning network, and the
motor network. In conclusion, the current study found the ecological validity of the MET was good

in sitting posture and eyes-closed and eyes-open resting-states, ALFFs in eyes-closed and eyes-open
resting-states and their difference could predict the four MET knowledge diversely, and the four MET
knowledge had different or opposite relevant resting-state brain areas.
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The implicit-sequence-learning consciousness and its brain mechanism using the dichot-
omy. Implicit sequence learning is an important paradigm to reveal the mechanisms of consciousness'~>.
There is a sequence rule in a certain dimension of stimulus, for example, location, but participants do not know
the sequence rule and they are just asked to react stimulus location, therefore they do implicit sequence learning
rather than explicit sequence learning. As the learning increases, different participants can generate knowledge
at different consciousness levels for the sequence rule*®, and a participant can also generate knowledge at differ-
ent consciousness levels for different parts of the sequence rule’. One classical sequence rule is the second-order
conditional sequence (SOC)®, which is a sequence such as 3-4-2-3-1-2-1-4-3-2-4-1, whereby each location is
completely determined by the content of the previous two locations, i.e., when the previous two locations are 3-4,
the next location must be 2; when the previous two locations are 4-2, the next location must be 3... Each three
elements form a triplet, so there are 12 triplets.

Some neuroimaging studies explored implicit sequence learning. Primary somatosensory areas, premotor
area, primary motor cortex, cerebellum and striatum were the brain areas activated in implicit sequence learning®.
The cerebellum was the brain area of motor formatting optimization, motor control, and error correction; the
primary motor cortex was the brain area of storing sequence knowledge; and the striatum was the brain area of
stimulus-response connection learning and location prediction®.

Most neuroimaging studies used the dichotomy to explore sequence learning consciousness: Explicit sequence
learning was defined as a conscious activity and implicit sequence learning as an unconscious activity. Therefore,
the activated brain areas in explicit sequence learning or it minus the activated brain areas in implicit sequence
learning was defined as consciousness brain areas, including the medial temporal lobe (including hippocam-
pus)''~!4, prefrontal lobe'*~'® and insula?’. Functional connections among attention and cognitive control net-
works increased after explicit sequence learning, while functional connections between the caudate nucleus and
cingulate cortex increased after implicit sequence learning in the post-task resting-state compared to pre-task
resting-state?!. However, the dichotomy neither could distinguish learning processes from consciousness, nor
recognized that implicit sequence learning could also produce many knowledge types, including consciousness.
Compared with explicit sequence learning, implicit-sequence-learning consciousness goes through the process
of consciousness generation from unconsciousness and upgrading. Thus, the dichotomy paradigm could not
generate a continuous behavior/neuroimaging scale to quantify consciousness of implicit sequence learning’.

When unconscious knowledge became conscious in implicit sequence learning, functional connectivity
between the right ventrolateral prefrontal cortex and ventral striatum existed*>=2* . But these studies did not
generate a continuous scale to quantify consciousness too.

The PDP and its brain mechanism. The process dissociation procedure (PDP)**-*® provides a continu-
ous scale to quantify consciousness in implicit sequence learning; accordingly, it is widely used*-%2-8 It consists
of free-generation tasks?*~*° and trial-by-trial generation tasks>**!. Fu et al.>?® set up the most concise trial-by-
trial generation task: In the inclusion task, participants were presented with two trials of sequence fragments,
and were asked to respond to the target quickly and accurately as in the learning phase. Then, four boxes with
a question mark inside each were shown. Participants were asked to choose the location that conformed to
the sequence rules. They could use conscious extraction (controlled response, shorthand for C) and uncon-
scious familiarity (automatic response, shorthand for A) at the same time to make the correct inclusion response
(C+A). In the exclusion task, participants needed to select a location that did not conform to the sequence rules.
If participants wrongly select locations that did conform to the sequence rules, they constituted the incorrect
exclusion-task response (A) which was only the automatic response driven by unconscious familiarity against
conscious extraction. Therefore controlled response is that the correct inclusion-task response minus the incor-
rect exclusion-task response. The incorrect exclusion-task response (A) is contained within the correct inclu-
sion-task response (C+ A).

However, to date only a few studies have used the PDP with neuroimaging techniques in implicit sequence
learning. Destrebecqz et al. (2005) found striatum activity was positively related to the incorrect exclusion-task
response (automatic response), and anterior cingulate/central prefrontal cortex (ACC/MPFC) activity was posi-
tively related to correct exclusion-task response (controlled response). The automatic response occurred only in
RSI (Response-Stimulus Interval) =0 ms group, and there was functional connectivity between the ACC/MPFC
and striatum in RSI' =250 ms group in which only controlled response occurred. The ACC/MPFC controlled
activity of the striatum, and explicitly controlled its implicit components, which is the brain mechanism of
consciousness”’. However, the study did not identify brain areas associated with inclusion task. So it did not test
the relationship between inclusion and exclusion tasks to test the PDP.

Huang et al. (2017) used task-state fMRI to find that in either the SOA (Stimulus Onset Asynchrony) =850 ms
group or the SOA = 1350 ms group, left medial frontal gyrus and left inferior parietal lobule were positively
correlated to the correct inclusion-task response, but right inferior parietal lobule, left lingual gyrus and left
inferior frontal gyrus were negatively correlated to the incorrect exclusion-task response®. In fact, these results
showed that brain areas related to the correct inclusion-task response and the incorrect exclusion-task response
were completely different or opposite to each other. However, the study did not point it out. It just used rather
than test the PDP.

The MET and its brain mechanism. Zhang et al.* for the first time tested the PDP improved by Fu et al.
(2010, 2013) by both behavior and neuroimaging with eyes-closed resting-state fMRI (Zhang et al. were also
the authors of the current study). They pointed out that the PDP was not established. (1) In the inclusion task,
participants must determine locations that conform to rules to choose them with both automatic and controlled
responses. In the exclusion task, participants also must first incorporate both automatic and controlled responses
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to determine locations that conform to rules and then can avoid choosing them®?%**, Therefore, cognitive activi-
ties by which participants determine locations that obey rules in exclusion tasks (the correct exclusion-task
response) are identical to those in inclusion tasks (the correct inclusion-task response). That is, the incorrect
exclusion-task response should completely differ from both the correct exclusion-task response and the correct
inclusion-task response, which is completely contrary to the PDP hypothesis that the correct inclusion-task
response contains the incorrect exclusion-task response. (2) The implicit cognitive control**-* and the implicit
sequence knowledge®?** can be both automatic and controlled. That is, implicit knowledge is not only charac-
terized by automatic response. But the PDP hypothesizes only one automatic implicit knowledge type, which is
inconsistent with those studies.

Therefore they proposed the mutually exclusive theory (MET) that the correct inclusion-task response and
the incorrect exclusion-task response are either independent or in opposition to each other. They are likely to be
either not correlated or negatively correlated, and the relevant brain areas of them should be either not overlap
or in opposition to each other. The correct inclusion-task response is equivalent to the correct exclusion-task
response, which is equal to C+ A}, and the incorrect exclusion-task response is equal to A,. On the contrary,
because the PDP states that the correct inclusion-task response (C+ A) contains the incorrect exclusion-task
response (A), the former should not be less than the latter, they are less likely to be negatively correlated, and the
relevant brain areas of them should be partially overlap. In their study, the behavioral data and neuroimaging
data were perfectly consistent with the MET, but were completely contrary to the PDP. So they used the MET to
categorize the 12 kinds of triplets as four MET knowledge, namely non-acquisition of knowledge, uncontrollable
knowledge, half-controllable knowledge, and controllable knowledge (please see “Behavioral and neuroimag-
ing results of the MET” in the current study for details). The participants’ control of the four MET knowledge
gradually improved from non-acquisition to controllable knowledge. Correspondingly, the positively-relevant
resting-state brain areas of the four MET knowledge gradually changed from the sensory and motor network
to the somatic sensorimotor network, and then to the implicit learning network, and then to the consciousness
network. The negatively-relevant resting-state brain areas of the four MET knowledge gradually changed from
the consciousness network to the sensory and motor network.

Resting-state fMRI suitable for studying implicit-sequence-learning consciousness. Resting-
state fMRI investigates spontaneous activity or functional connections of the brain at rest, which is well suited
to studying consciousness, The resting-state rationales are as follows®~: If a cognitive task is related to some
resting-state brain areas, these brain areas can be considered to be responsible for the cognitive task. If the rel-
evant resting-state brain areas of two cognitive tasks differ, the brain mechanisms of these cognitive tasks are
different. The relevant resting-state brain areas of a cognitive task are usually proved to be activated by task-state
fMRI when the cognitive task is carried out?!~***”32-33, which is also holds true for the current study, see results
and discussion for details. Therefore brain spontaneous activity in resting-state is a stable indicator of individual
cognitive characteristics®. A classical index is the amplitude of Low Frequency Fluctuations (ALFFs, 0.01-0.1
HZ), including most of the psychological cognitive process. The higher and lower frequencies are background
noise. There were eyes-closed and eyes-open resting-states. Yan et al.*! found that although the connectivity
patterns of the DMN (the defaultmode network) were visually similar across eyes-closed (EC), eyes-open with
no fixation (EO) and eyes-open with a fixation (EO-F), there was significantly higher functional connectivity
and ALFF in both the EO and the EO-F conditions as compared to the EC condition, which suggested that the
participants might have more non-specific or non-goal-directed visual information gathering and evaluation,
and mind wandering or daydreaming during the eyes-open resting state. Nakano, etc. (2012, 2015) found that
internal feeling and self-consciousness were focused on in eyes-closed resting state,, while external stimulus pro-
cessing was focused on in eyes-open resting state. When participants switched from eyes-closed to eyes-open,
transition occurred from internal feeling and self-consciousness to external stimulus processing*>~**. However,
no study has taken their difference, for example, ALFFs in eyes-open resting-state minus ALFFs in eyes-closed
resting-state, as a quantitative transition sensitivity index from internal feeling to external stimulus or investi-
gated the relationship between it and other cognition or behavior, although the above literatures investigated its
own psychological significance* .

Sleep and disturbed consciousness resting-state studies found that there is a global consciousness network
named the "rich club", including the dorsolateral prefrontal cortex, inferior parietal lobe, middle temporal lobe,
precuneus, insula, thalamus, and brainstem**-*. However, there exists only a few resting-state researches in
implicit-sequence-learning consciousness. Sami et al.?! used pre- and post-task resting-states changes to study
functional connection differences between implicit and explicit sequence learning. Because the study used the
dichotomy, it did not assess consciousness in implicit sequence learning and could not separate implicit sequence
learning from consciousness (Please see “The implicit-sequence-learning consciousness and its brain mechanism
using the dichotomy” for details). Zhang et al.** tested the PDP and explored relevant resting-state brain areas
of the MET knowledge with eyes-closed resting-state fMRI (Please see “The MET and its brain mechanism” for
details), but they did not consider the resting-state types and the ecological validity of the MET.

The ecological validity of the MET tested in the current study. Although Zhang et al.** successfully
tested the PDP and presented a more logical and data-friendly MET theory to quantify the MET knowledge in
implicit sequence learning by both behavior and neuroimaging with eyes-closed resting-state fMRI, there were
problems with the ecological validity of the MET. (1) Participants completed implicit sequence learning while
lying down and receiving task-state scanning. But the implicit sequence learning in previous studies and real
life happened when the upper body was upright. Is the MET suitable for implicit sequence learning when the
upper body is upright? (2) After the learning phase, participants received 8 min post-task resting-state scanning
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Figure 1. A, flow chart of all experiments; B, stimulus presentation of implicit sequence learning.

before the inclusion/exclusion tasks. But participants did the inclusion/exclusion tasks just after the implicit
sequence learning in previous studies. Is the MET suitable for the inclusion/exclusion tasks just after the implicit
sequence learning? (3) Participants sat in front of a computer to do the inclusion/exclusion tasks, which was
not consistent with lying-down body posture in implicit sequence learning. But participants did the inclusion/
exclusion tasks with the same sitting body posture as the implicit sequence learning in most previous studies. Is
the MET suitable for sitting posture in both the implicit sequence learning and the inclusion/exclusion tasks? (4)
ALFFs in eyes-closed resting-state were related to the MET knowledge in implicit sequence learning. But par-
ticipants did both the implicit sequence learning and the inclusion/exclusion tasks with eyes-open. In implicit
sequence learning and its consciousness, vision plays an important role. Eyes-open resting-state contains visual
information gathering and evaluation**. Eyes-open resting-state minus ALFFs in eyes-closed resting-state
contains visual consciousness and the transition from internal feeling and self-consciousness to external stimu-
lus processing*~**. Is the MET suitable for both eyes-open resting-state and eyes-closed resting-state and their
transition(difference)?

In conclusion, the ecological validity of the MET needs to be tested. Therefore, the current study made par-
ticipants sit to do both the implicit sequence learning and the inclusion/exclusion task with the latter just after
the former, and used eyes-closed and eyes-open resting-states and their difference as a quantitative transition
sensitivity index from internal feeling to external stimulus to test the ecological validity of the MET in implicit
sequence learning. These settings were closer to implicit sequence learning in previous researches and real life.
If the MET stays true, it indicates that its ecological validity is good. At the same time, the current study could
reveal a rich resting state brain mechanism of the MET knowledge.

Materials and methods

Participants. Sixty five college students participated in the experiments. All participants were right-handed,
with normal or corrected-to-normal vision, normal color perception, normal physical and mental health, were
not taking psychotropic drugs, and had never previously participated in any implicit-learning experiment. All
participants met the criteria for functional magnetic resonance imaging (fMRI) scanning, namely that they had
no metal implants, were not claustrophobic, and had a head size compatible with the head coil. There were 32
males and 33 females, with age M+SD=21.71+2.58. Participants volunteered to take part in the experiment.
Each participant completed an informed consent form before the experiment, and got paid after the experi-
ments. The experiments were in accordance with the ethical guidelines of the Declaration of Helsinki, and were
approved by the Scientific Review Committee of Faculty of Psychology, Southwest University, China.

Materials. Implicit sequence learning materials were four blue circles (4.6 cm in diameter), which were
arranged horizontally. The centers of adjacent circles were 6.9 cm apart, and the left two circles were symmetri-
cal with the right two circles relative to the center of the screen. Only the target circle was filled in blue; the other
circles were outlined in blue, with unfilled centers. The target-circle location order followed the SOC sequence
rule: 3-4-2-3-1-2-1-4-3-2-4-1%8263 in which each target location was determined by two prior target locations,
and three target locations formed a smallest-rules unit, namely a triplet.

Design and procedure. The current study used a single variable (resting-state: eyes-closed vs. eyes-open)
within-subjects design. The participants were required to complete all tasks strictly and carefully in accordance
with the instructions, otherwise they would not get paid. The experimental procedure is shown in Fig. 1.

The participants accepted structural scanning, eyes-closed and eyes-open resting states scanning in the fMRI
scanner. About one week later, they were asked to do implicit sequence learning tasks. They sat in front of a com-
puter, with their eyes 70 cm from the center of the screen. A custom experimental program ran under E-prime
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2.0 on a PC (Lenovo LX-GJ556D), with a 17-inch color display (resolution 1024 x 768, refresh rate 60 Hz). They
were asked to put the middle finger and index finger of their left hand on key D and F, and the index finger and
middle finger of their right hand on key ] and K, corresponding to the horizontal positions of the stimulus circles.
In the implicit sequence learning phase, instructions stated that the experiment measured response speed and
accuracy of pressing a target-location button. The task was to immediately press the button corresponding to the
position of the solid circle as quickly and accurately as possible. In the practice stage, there were 24 trials that
obeyed the SOC rule. The reason for not using a random sequence was to avoid such a random sequence from
influencing implicit sequence learning as a novel stimulus. Then, there were 15 blocks of implicit sequence learn-
ing. Each block was composed of 48 trials with a different target-location in the first trial to avoid participants
easily noticing the sequence rules. The SOC rule cycled 4 times in each block. Before the start of each block, a
fixation cross was presented for 13.2 s as a baseline. Five blocks formed a session. Before each session a fixation
cross was shown for 7.5 s. There was a 40 s rest period between each two sessions. A solid circle and three unfilled
circles were also shown 600 ms, followed by four unfilled circles for 750 ms; participants were required to make
their selection within SOA = 1350 ms.

After the learning phase, the consciousness-assessment stage included a written-report task, an inclusion task,
and an exclusion task. In the written-report task, participants were asked to write down on a piece of paper all
thoughts they had while they were taking part in experiment. The inclusion/exclusion task was the same as that in
Zhang et al.”*, Fu et al.?® and Fu et al.’. In the third element of each triplet, when four boxes with a question mark
inside each were shown, participants could not choose the same location as the second element. Therefore, there
were only three locations they could choose, and the chance performance level was one-third. The inclusion/
exclusion task consisted of 72 triplets of the sequence, such that the full set of 12 kinds of triplets of the SOC rule
were repeated 6 times. The ABBA design was used for the inclusion/exclusion task to balance the order effect.

Resting-state data collection and analysis. All the participants first received the structural scan, then
half received the eyes-closed and eyes-open resting-state scans, and half received the eyes-open and eyes-closed
resting-state scans. The fMRI data were collected using a Siemens 3.0 T magnetic resonance imaging scanner
and an 8-channel phased front head coil. Eyes-closed and eyes-open resting-state imaging used gradient echo
(GRE) single-excitation echo-planar imaging (EPI). Scan parameters were as follows: TR=2000 ms, TE=30 ms,
FA =90°, FOV =220 x 220 mm?, matrix size =64 x 64 mm?, depth=3 mm, planar resolution=3.13x3.13 mm?,
interval scanning, 33 layers, layer spacing=0.6 mm, total 240 layers. Structural imaging used a 3D TIWI (MP-
RAGE) sequence with sagittal scans. Scan parameters were the following: TR=2600 ms, TE=3.02 ms, FA =8,
no interval, FOV =256 x 256 mm?, matrix size =256 x 256 mm?, total 176 layers.

Pretreatment and analysis of resting-state data used DPARSF 3.0*® Advanced Edition Calculate in Original
Space (Warp by DARTEL), following standard procedures: First, conversion of raw DICOM-format data to
NIFTI format. To allow for signal stabilization of the image, the first 10 TR images were removed, after which
time layer correction (slice timing) and head movement correction (realign) were conducted. If head move-
ment greater than 2 mm occurred during resting-state, the data were deleted. Second, the new segment and
DARTEL was used to split the structural T1 data without standardization, and register the T1 split data directly
to the resting-state functional images. Before registration of structural and functional data, the AC-PC line of
each participant’s T1 image and the resting-state function was registered, and then automatic registration was
applied. Thus, the resting-state analysis took place in the original T1 space. Third, head motion (adopting Fris-
ton 24), linear drift, white matter and cerebrospinal fluid were adjusted via regression. Fourth, low frequency
fluctuations ALFFs (filter range: 0.01 to 0.1 Hz) were calculated. Fifth, the resting-state function was registered
to the standard MNI space (normalization), using a 3 x 3 x 3 mm? voxel size, with 4 x 4 x 4 mm? full width at half
maximum (FWHM) smoothing.

REST1.8" was first used to extract ALFFs in eyes-closed and eyes-open resting-states in 116 Anatomical
Automatic Labeling (AAL) brain areas. Second, SPSS19.0 was used to implement correlation analyses between
ALFFs in eyes-closed and eyes-open resting-states and their ALFFs-difference (ALFFs in eyes-open resting-
state minus ALFFs in eyes-closed resting-state) in 116 AAL brain areas and the PDP. Finally, SPS$19.0 was used
to generate Pearson correlation analyses between ALFFs in eyes-closed and eyes-open resting-states and their
ALFFs-difference in 116 AAL brain areas and the MET knowledge. Since the original ALFF of each AAL brain
area (the average ALFF of its all voxels) was extracted*>*°->2, multiple comparison correction was not required
for the correlation analyses above. The principle of multiple comparison correction is as follows: Suppose that
a nucleus contains 10 voxels, in order to ensure the p value of correlation coefficient between the nucleus and a
certain cognitive index is less than 0.05, the p value of correlation coefficient between the cognitive index and
each voxel of the 10 voxels should be less than 0.005. The making-mistake probability of correlation coefficient
between the cognitive index and the nucleus of 10 voxels is less than 0.005 x 10 = 0.05>. Therefore, if we get each
qualified voxel to obtain the relevant nucleus of the cognitive index, the multiple comparison correction must
be carried out. However, the current study did not use this voxel-correlation method; it directly extracted the
original ALFF for a certain AAL brain area (the average ALFF of its all voxels), and then calculated correlation
coeflicient between the original ALFF of this AAL brain area and a certain cognitive index. There was only one
correlation calculation for this AAL brain area, so it was unnecessary and impossible to carry out any multiple
comparison correction. This logical and computational approach was appreciated by some researches®>*-52,

It should be noted that the AAL template depends on the anatomical structure, and many brain regions
have large morphological structure, which will average the results within the regions and easily conceal some
very significant differences with a small brain area. Therefore, a more refined approach is the voxel-correlation
method to correlate each voxel with the cognitive index, and then carry out multiple comparison correction to
obtain the relevant brain nucleus of the cognitive index. However, the current study need compare the relevant
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M=SD (n=64) |t Cohen’s d
the correct inclusion-task response 34.45+7.57 12.11%%* | 1.38
the incorrect exclusion-task response | 25.42+10.12 1.12 -
Learning extent 37.00+5.88 17.697* | 2.21

Table 1. Indexes of generation tasks (M = SD).

resting-state brain areas of the four MET knowledge types in eyes-closed and eyes-open resting-states and their
difference. If the voxel-correlation method is used, the relevant resting-state brain nucleus of each MET knowl-
edge will be too complex and trivial to compare. Of course, collinearity analysis can reduce these defects to some
extent. But the differences among the four MET knowledge and between the two resting-states can be revealed
clearly and concisely by using AAL template: If an AAL area is related to neither of two MET knowledge, it can
be presumed that this AAL area is not responsible for any of the two MET knowledge; If an AAL area is related
to one MET knowledge, but is not related to another MET knowledge, it can be presumed that they have differ-
ent cognitive component; if an AAL area is positively related to one MET knowledge, but is negatively related to
another MET knowledge, it can be presumed that they have competing cognitive component; if an AAL area is
positively/negatively related to two MET knowledge, it can be presumed that they partly have the same cogni-
tive component. In addition, although the AAL template will average the results within the regions and easily
conceal some very significant differences with a small brain area, this average is just enough to reduce random
error and obtain large-scale correlation through coarse graining, which is suitable for consciousness governed
by large-scale brain areas**-*. Therefore, the current study used the AAL template.

Although Curtin and Schulz* pointed out multiple correlations need multiple correction, for example, Bon-
ferroni’s correction, we thought multiple correction is too strict to reveal real correlations. Assuming that we
used multiple comparisons, since each MET knowledge was made Pearson correlation analysis with 116 AAL
brain areas, the P value of each correlation coeflicient should be less than 0.05/116 =0.00043, in order to ensure
that the o mistake probability of all correlations was less than 0.05. That was too strict to leave any correlation,
even using less conservative false-discovery-rate multiple comparisons®. Therefore Zhang et al.*® did not make
multiple correction for Pearson correlation among multiple AAL brain areas, but used a threshold of a =0.05 for
testing all graph characteristics in the functional connectivity network construction. Zhang et al.* also used the
same threshold of a=0.05 for testing all correlations between each MET knowledge and 116 AAL brain areas.
Logically analysis, in the current study, although each MET knowledge was made correlation analysis with 116
AAL brain areas, the relevant AAL brain areas need not be bundled to form a larger relevant brain areas as voxel-
wise, so each correlation analysis was a separate event, and each correlation analysis had a separate o mistake
probability and did not interact with each other. There was no reason to make multiple correction.

Results

SPSS 19.0 was used for statistics. All participants had an accuracy of no less than 90% in the implicit sequence
learning phase®**, indicating that they completed implicit sequence learning seriously. Because one participant’
learning extent was at chance, seven participants’ head movement were greater than 2 mm in eyes-closed resting-
state, and three participants in eyes-open resting-state, there were 64 valid participants in implicit sequence
learning, 57 valid participants in eyes-closed resting-state, and 61 valid participants in eyes-open resting-state.
To investigate consciousness in pure implicit sequence learning, in the learning phase none of the novel stimuli
presented, such as improbable sequences or transfer blocks'**®-* Therefore, there was no reaction-time differ-
ence between probable and improbable sequences to be used as learning extent. Because of practice and fatigue
effects, reaction-time difference between block 1 and 15 could not serve as learning extent. Instead, we used
indexes in the generation tasks to estimate learning®*~.

Behavioral and neuroimaging results of the PDP.  The PDP analysis for generation tasks. Because
both the correct inclusion-task response and the incorrect exclusion-task response are measures of the learn-
ing degree, the greater of them was used as learning extent (see Table 1). If a participant’s correct inclusion-task
response was no less than his/her incorrect exclusion-task response, the former was used as his/her learning
extent; otherwise, the latter was used.

Chance performance for the inclusion/exclusion tasks was one-third. There were 72 triplets in the inclusion/
exclusion tasks, so that the chance performance for each task was 24 correct/incorrect response. Therefore single-
sample t-test was used to determine which index was greater than 24. Learning extent was greater than chance,
which suggests that implicit sequence learning occurred. Each participant’s learning extent was also greater than
24, which suggests that each participant produced implicit sequence learning. The correct inclusion-task response
was greater than chance, but the incorrect exclusion-task response was not greater than chance, which indicates
that there was only correct inclusion-task response but no incorrect exclusion-task response in the group as a
whole. The incorrect exclusion-task response occurred less frequently than the correct inclusion-task response,
which was consistent with both the PDP and the MET.

Further, Pearson correlation was made between the correct inclusion-task response and the incorrect exclu-
sion-task response. They were negatively associated, r (65) =-0.58, p <0.001. This indicates that the two responses
were in opposition to each other. The PDP states that the correct inclusion-task response contain the incorrect
exclusion-task response®**-2>%; that is, they can be either positively(most likely), negatively (less likely) or not

Scientific Reports |

(2021) 11:13396 | https://doi.org/10.1038/s41598-021-92616-y nature portfolio



www.nature.com/scientificreports/

AAL brain area ALFFs Tin Tex
Eyes-closed Frontal_Sup_Medial R | 0.93+0.06 |-0.27*
Eyes-closed Fusiform_R 0.87+0.03 -0.30*
Eyes-closed SupraMarginal L 0.89+0.04 | 0.38**
Eyes-closed Angular_L 1.03+£0.07 | 0.37**
Eyes-closed Cerebelum_Crus2_L 0.66+0.19 | —0.27*
Eyes-closed Vermis_7 0.81+£0.07 | —0.26%
Eyes-closed Vermis_9 1.11+0.26 | 0.26*
Eyes-open SupraMarginal_L 0.89+0.03 | 0.27*
Eyes-open Angular_L 1.05+0.06 | 0.41**
Eyes-open Thalamus_L 1.00+0.08 | —0.31*
Eyes-open Thalamus_R 0.99+0.07 | —0.34**
Eyes-open Cerebelum_Crusl_R 0.97+0.10 —0.28%
ALFFs-difference Frontal_Sup_L 0.01+0.04 |0.27*
ALFFs-difference | Frontal_Mid_L 0.01+0.04 | 0.27*
ALFFs-difference Frontal_Mid_R 0.01+0.03 | 0.29*
ALFFs-difference Insula_R 0.01+0.02 0.36**
ALFFs-difference Cingulum_Ant_L 0.01+0.04 |0.31*
ALFFs-difference Hippocampus_L 0.01+£0.03 | -0.35**
ALFFs-difference | ParaHippocampal L 0.01+0.06 0.28*
ALFFs-difference Caudate_L 0.01+0.04 |-0.35* |0.33*
ALFFs-difference | Cerebelum_4_5_R -0.02£0.05 | -0.28*

Table 2. Correlations between ALFFs/ALFFs-difference with the PDP. r; is the correlation between ALFFs/
ALFFs-difference and the correct inclusion-task response; r,, is the correlation between ALFFs/ALFFs-
difference and the incorrect exclusion-task response. *p <0.05, **p <0.01, ***p <0.001. The same below.

associated. So the PDP could explain the negative correlation result, but the result could not prove the PDP.
The MET proposed by Zhang et al.>* was better suited for this negative correlation result, which states that the
correct inclusion-task response (C+ A;) and the incorrect exclusion-task response (A, are mutually exclusive;
that is, they can only be either negatively associated (most likely or not correlated (because of random error, but
they can never be positively associated.

Resting-state brain activity related to the PDP.  Although the incorrect exclusion-task response was at chance
in the group as a whole, there might exist individual difference. Therefore, the group was half-splited into high
and low subgroups on the incorrect exclusion-task response®. The high and low subgroups differed significantly
(independent-groups t-test, p<0.001), whereby the high subgroup performed better than chance (p<0.001).
This indicates that individual difference was present: Some participants gained sequence rule knowledge with
higher consciousness level, so they could control their knowledge to avoid producing the incorrect exclusion-
task response; but some participants gained sequence rule knowledge with lower consciousness level, so they
could not control their knowledge and produced the incorrect exclusion-task response. Therefore it was mean-
ingful to carry out correlation analyses between the incorrect exclusion-task response and ALFFs in resting
states to explore which brain areas were responsible for the individual difference. In some cases, when the whole
group of participants does not show a certain feature, it does not mean that every participant in the group does
not show this feature. Therefore, it is necessary to discuss which participants in the group show this feature and
which participants do not show this feature, and what the reason is. This proof is so fundamental that it is often
implied and concealed, which was proposed by our published paper last year**. When the ceiling effect or floor
effect occurs, the above method will find no difference between the high and low subgroups. If there is no differ-
ence in the incorrect exclusion-task response between the high and low subgroups, or if the incorrect exclusion-
task response in the high subgroup is still no higher than chance, it means that none of the participants have any
incorrect exclusion-task response, and it makes no sense to associate the "non-existent" incorrect exclusion-task
response of these participants with their ALFFs in resting states. The subgroups were only made to test the indi-
vidual differences. Therefore, they were not considered any more in the following analysis.

Some AAL areas were related to the correct inclusion-task response, but they were not related to the incorrect
exclusion-task response, and vice versa; Caudate_L in ALFFs-difference was negatively related to the correct
inclusion-task response, but was positively related to the incorrect exclusion-task response. It indicates that the
two responses types were either independent or competing (see Table 2). These results were inconsistent with
the PDP, but were consistent with the MET. Therefore, the MET was detected in the following.

Behavioral and neuroimaging results of the MET. The MET analysis for generation tasks. Each of
the 12 kinds of triplets in the SOC repeated 6 times in the inclusion/exclusion task. So for a participant, each
kind of triplet had a correct inclusion-task response and a incorrect exclusion-task response, whose chance per-
formance was one-third, namely 2 times. The MET was used to categorize the 12 kinds of triplets as four MET
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Types of knowledge the correct inclusion-task response | the incorrect exclusion-task response | M+SD (n=64)

no-acquisition <2 (at chance) <2 (at chance) 2.30+1.43

uncontrollable knowledge <2 (at chance) >3 (greater than chance) 3.06+1.94

half-controllable knowledge >3 (greater than chance) >3 (greater than chance) 1.44+1.53

controllable knowledge >3 (greater than chance) <2 (at chance) 5.20+2.09
Table 3. The four MET knowledge.

AAL brain area ALFFs Tno Tun Thalf Teon

Eyes-closed Frontal_Inf Oper_R 0.88+0.04 0.28*

Eyes-closed Occipital_Sup_L 0.92+0.08 | —0.27%

Eyes-closed Fusiform_R 0.87+0.03 -0.30% |0.33*

Eyes-closed SupraMarginal _L 0.89+0.04 0.40%%

Eyes-closed Angular_L 1.03+0.07 -0.31%

Eyes-closed Temporal_Inf_L 0.81+0.04 -0.29*

Eyes-open Precentral_R 0.85+0.05 0.27%

Eyes-open Frontal _Sup_L 0.87£0.05 0.26*

Eyes-open Frontal_Mid_L 0.88+0.05 | -0.26*

Eyes-open Frontal_Mid_R 0.88+0.04 | -0.26* |0.29*

Eyes-open Frontal_Sup_Medial R 0.94+0.06 0.33*

Eyes-open Occipital_Sup_L 0.92+0.06 |-0.27*

Eyes-open Fusiform_R 0.87+0.03 -0.26*

Eyes-open Postcentral_R 0.84+0.05 -0.26*

Eyes-open Parietal_Sup_R 0.94£0.07 | -0.26*

Eyes-open Parietal_Inf L 0.99+0.05 0.26%

Eyes-open Parietal_Inf_R 1.06+0.06 0.26*

Eyes-open Cerebelum_Crusl_R 0.97£0.10 0.30*

Eyes-open Vermis_7 0.82+0.06 0.28*

ALFFs-difference | Rolandic_Oper_L 0+0.02 -0.30%

ALFFs-difference Insula_R 0.01+0.02 0.30*

ALFFs-difference | Hippocampus_L 0.01+0.03 0.29%

ALFFs-difference | Hippocampus_R 0.01+0.02 —-0.28%

ALFFs-difference | ParaHippocampal L 0.01+0.06 0.26*

ALFFs-difference | SupraMarginal L 0+0.03 0.31%

ALFFs-difference Caudate_L 0.01+0.04 0.35%* -0.31*

ALFFs-difference | Caudate_R 0.01+0.03 0.28*

ALFFs-difference Cerebelum_4_5_L -0.01+£0.05 -0.28%

ALFFs-difference Cerebelum_10_L 0.04+0.21 -0.27*

ALFFs-difference | Vermis_9 -0.01£0.09 -0.28*

Table 4. Correlations between ALFFs/ALFFs-difference with the four MET knowledge. r,,, is the correlation
between ALFFs/ALFFs-difference and no-acquisition; r,,, is the correlation between ALFFs/ALFFs-difference
and uncontrollable knowledge; 7, is the correlation between ALFFs/ALFFs-difference and half-controllable

knowledge; ., is the correlation between ALFFs/ALFFs-difference and controllable knowledge.

knowledge, namely non-acquisition of knowledge, uncontrollable knowledge, half-controllable knowledge, and
controllable knowledge by comparing the relationship between the two responses for each triplet (see Table 3)*.
The participants’ control and consciousness level was gradually increasing from no-acquisition to uncontrollable
knowledge, then to half-controllable knowledge, and then to controllable knowledge.

A repeated-measures analysis of variance was carried out for the four types of knowledge. Sphericity was
significant (p <0.001), then Greenhouse correction was made and there was a significant main effect of knowl-
edge type, F (2.49, 61) =39.82, p<0.001, r]P2 =0.387. After Bonferroni correction for multiple comparisons, there
was significantly less half-controllable knowledge than the other three knowledge (ps <0.01), and that there was
significantly more controllable knowledge than the other three knowledge (ps <0.001).

Resting-state brain activity related to the four MET knowledge. Resting-state brain activity was related to the
four MET knowledge (see Table 4 and Fig. 2).
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no-acquisition uncontrollable knowledge half-controllable knowledge controllable knowledge
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eyes-open

ALFFs-differenc

Note: The brain areas were visualized with the BrainNet Viewer (http://www.nitrc.org/projects/bnv/) 60.

Figure 2. AAL brain areas whose ALFFs/ALFFs-difference were related to the four MET knowledge. Note: The
brain areas were visualized with the BrainNet Viewer (http://www.nitrc.org/projects/bnv/) ©.

No-acquisition: (1) In the eyes-closed resting state, some frontal lobe (Frontal_Inf Oper_R) was positively
related to no-acquisition; some occipital lobe (Occipital_Sup_L) was negatively related to no-acquisition. (2)
In the eyes-open resting state, some cerebelum and vermis (Cerebelum_Crus1_R, Vermis_7) were positively
related to no-acquisition; some frontal lobes (Frontal_Mid_L, Frontal_Mid_R), occipital lobe (Occipital_Sup_L)
and parietal lobe (Parietal_Sup_R) were negatively related to no-acquisition. (3) In the ALFFs-difference, some
parietal lobe (SupraMarginal_L) was positively related to no-acquisition; there was no brain area negatively
related to no-acquisition. (4) There was almost no common relevant brain areas among eyes-closed, eyes-open
resting-states and their difference, except that left super occipital lobe was the negative relevant area in both
eyes-closed and eyes-open resting-states.

Uncontrollable knowledge: (1) In the eyes-closed resting state, there was no brain area positively related to
uncontrollable knowledge; some temporal lobe (Angular_L) was negatively related to uncontrollable knowledge.
(2) In the eyes-open resting state, some frontal lobes (Precentral_R, Frontal Mid_R, Frontal Sup_Medial_R)
were positively related to uncontrollable knowledge; there was no brain area negatively related to uncon-
trollable knowledge. (3) In the ALFFs-difference, some insula (Insula_R), hippocampus (Hippocampus_L,
ParaHippocampal_L) and caudate (Caudate_L, Caudate_R) were positively related to uncontrollable knowledge;
there was no brain area negatively related to uncontrollable knowledge. (4) There was no common relevant brain
area among eyes-closed, eyes-open resting-states and their difference.

Half-controllable knowledge: (1) In the eyes-closed resting state, there was no brain area positively related to
half-controllable knowledge; some fusiform (Fusiform_R) and temporal lobe (Temporal_Inf_L) were negatively
related to half-controllable knowledge. (2) In the eyes-open resting state, there was no brain area positively related
to half-controllable knowledge; some fusiform (Fusiform_R) and parietal lobe (Postcentral_R) were negatively
related to half-controllable knowledge. (3) In the ALFFs-difference, there was no brain area positively related to
half-controllable knowledge; some cerebelum (Cerebelum_4_5_L) was negatively related to half-controllable
knowledge. (4) There was almost no common relevant brain areas among eyes-closed, eyes-open resting-states
and their difference, except that right fusiform was the negative relevant area in both eyes-closed and eyes-open
resting-states.

Controllable knowledge: (1) In the eyes-closed resting state, some fusiform (Fusiform_R) and parietal lobe
(SupraMarginal_L) were positively related to controllable knowledge; there was no brain area negatively related
to controllable knowledge. (2) In the eyes-open resting state, some frontal lobe (Frontal_Sup_L) and parietal
lobe (Parietal_Inf L, Parietal Inf R) were positively related to controllable knowledge; there was no brain area
negatively related to controllable knowledge. (3) In the ALFFs-difference, there was no brain area positively
related to controllable knowledge; some frontal lobe (Rolandic_Oper_L), hippocampus (Hippocampus_R), cau-
date (Caudate_L), cerebelum and vermis (Cerebelum_10_L, Vermis_9) were negatively related to controllable
knowledge. (4) There was no common relevant brain area among eyes-closed, eyes-open resting-states and their
difference.

Most relevant brain area of the four MET knowledge were different, except that right middle frontal gyrus was
negatively related to no-acquisition, but positively related to uncontrollable knowledge; and that left caudate was
positively related to uncontrollable knowledge, but negatively related to controllable knowledge; and that right
fusiform was negatively related to half-controllable knowledge, but positively related to controllable knowledge.

Scientific Reports |

(2021) 11:13396 | https://doi.org/10.1038/s41598-021-92616-y nature portfolio


http://www.nitrc.org/projects/bnv/

www.nature.com/scientificreports/

Discussion

The behavioral and neuroimaging data were inconsistent with the PDP: The PDP did not
establish. The PDP states that the correct inclusion-task response contains the incorrect exclusion-task
response>®>2%; that is, they can be either positively (more likely), negatively (less likely) or not associated, and
their relevant brain areas must in part overlap in neuroimaging data. The current study found that the two
responses were negatively associated, which could be rather explained by, than prove the PDP. The ALFFs in
the eyes-closed and eyes-open resting-state and their ALFFs-difference could predict the correct inclusion-task
response and the incorrect exclusion-task response of the PDP. But brain areas related to the two responses were
either completely different (for most brain areas) or opposite (for some brain areas), indicating that they were
independent or competing. These neuroimaging results were inconsistent with the PDP. Therefore, the PDP did
not establish.

The behavioral and neuroimaging data were consistent with the MET: The MET estab-
lished. The current study found that the two responses were negatively associated, and brain areas related
to the two responses were either completely different (for most brain areas) or opposite (for some brain areas).
These results were perfectly consistent with the MET, which considers that the correct inclusion-task response
(C+A)) and the incorrect exclusion-task response (A,) are either independent or in opposition to each other,
and they are likely to be either not correlated or negatively correlated (more likely), and the relevant brain areas
of them should be either not overlap or in opposition to each other.

It is a pity that Zhang et al.** did not make clear the similarities and differences between A, and A,. The cur-
rent study proposed that although both A, and A, can automatically act without consciousness, which is why
they can be both called automatic responses, they are two different automatic responses or two different implicit
knowledge that A, can be controlled by task requirements, but A, can not.

Therefore, the MET was used to categorize the 12 kinds of triplets in the SOC as delineating four MET
knowledge, namely no-acquisition, uncontrollable knowledge, half-controllable knowledge, and controllable
knowledge, whose controllability (degree of consciousness) was gradually increasing. Only half-controllable
knowledge was in accordance with implicit knowledge as defined by the PDP, but it was present to a lesser
extent than the other three knowledge types including uncontrollable knowledge whose incorrect exclusion-task
response occurred more frequently than its correct inclusion-task response, which was contrary to the PDP. It
is clear that either of the two responses were the mixture of four knowledge types, thus the MET used by the
current study could get more precise knowledge than the PDP.

ALFFs in eyes-closed and eyes-open resting-states and their difference were related to the
four MET knowledge. The ALFFs in the eyes-closed and eyes-open resting-state and their ALFFs-differ-
ence could predict the four MET knowledge. The neuroimaging results were detailed analyzed in two opposite
directions: (1) Because function of individual brain areas was detected by the previous literatures in implicit-
sequence-learning consciousness, we still used it to simply explain the cognitive processes of the four MET
knowledge (please see “Introduction” and the literatures below for details). (2) The cognitive processes manifest-
ing themselves or being needed in behavioral characteristics of the four MET knowledge were used to speculate
the function of relevant brain areas and the relationship among the different brain areas.

No-acquisition: (1) In the eyes-closed resting state, some frontal lobe was positively related to no-acquisition,
which means the frontal lobe was adverse for knowledge acquisition, because no-acquisition was opposite to
knowledge acquisition. The frontal lobe was responsible for consciousness*****. Maybe the irrelevant, wrong and
self-consciousness by frontal lobe hindered knowledge acquisition. Some occipital lobe was negatively related
to no-acquisition, which means the occipital lobe was advantageous for knowledge acquisition. The occipital
lobe was responsible for visual perception. (2) In the eyes-open resting state, some cerebelum and vermis were
positively related to no-acquisition, which were responsible for motor process®'°. Some frontal lobes, occipital
lobe and parietal lobe were negatively related to no-acquisition, of which frontal lobes and parietal lobe were
responsible for consciousness?>*%, and occipital lobe was responsible for visual perception. (3) In the ALFFs-
difference, some parietal lobe was positively related to no-acquisition, which were responsible for consciousness.
There was no brain area negatively related to no-acquisition. (4) There was almost no common relevant brain
areas among eyes-closed, eyes-open resting-states and their difference, which means that they almost predicted
no-acquisition (knowledge acquisition) diversely, except that left super occipital lobe was the negatively relevant
area in both eyes-closed and eyes-open resting-states. (5) Because the no-acquisition has neither A, nor C+A,,
the advantageous brain areas can hinder either A, or C+ A,; the adverse brain areas can upgrade no-acquisition to
uncontrollable knowledge by enhancing the A,, they can upgrade no-acquisition to half-controlled knowledge by
enhancing both A, and C+ A, and they can also upgrade no-acquisition to controlled knowledge by weakening
A, and enhancing C+ A,. This requires specific analysis in conjunction with function of the brain areas. Summar-
ily, some frontal lobe, cerebelum and vermis, parietal lobe was advantageous for no-acquisition (the opposite of
knowledge acquisition). If some motor network of some participants was dominant relative to other participants
or even other brain areas, it could make the participants press keys quickly and smoothly without the need to
acquire sequence knowledg. If some consciousness network was dominant, it might produce much irrelevant,
wrong and self-consciousness to interfere with the knowledge acquisition. However, some occipital lobes, frontal
lobes and parietal lobe was adverse for no-acquisition. If the other consciousness network was dominant, it might
produce much right consciousness to promote the knowledge acquisition. If some visual perception network
was dominant, it might automatically obtain relationships between multiple locations to promote the knowledge
acquisition. New measurement methods should be further developed to isolate the components of no-acquisition
and then examine their relevant brain areas using both resting-state and task-state fMRI.
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Uncontrollable knowledge: (1) In the eyes-closed resting state, there was no brain area positively related to
uncontrollable knowledge. Some temporal lobe (Angular_L) was negatively related to uncontrollable knowledge,
which was responsible for consciousness®. (2) In the eyes-open resting state, some frontal lobes were positively
related to uncontrollable knowledge, which was responsible for consciousness. Maybe the irrelevant, wrong and
self-consciousness by frontal lobe promoted uncontrollable knowledge. There was no brain area negatively related
to uncontrollable knowledge. (3) In the ALFFs-difference, some insula, hippocampus and caudate were positively
related to uncontrollable knowledge, of which insula and hippocampus were responsible for consciousness'*?,
and caudate was responsible for implicit sequence learning®. Maybe the irrelevant, wrong and self-consciousness
and the implicit sequence learning promoted uncontrollable knowledge. There was no brain area negatively
related to uncontrollable knowledge. (4) There was no common relevant brain area among eyes-closed, eyes-
open resting-states and their difference, which means that they predicted uncontrollable knowledge diversely.
(5) Because the uncontrollable knowledge has only A, but no C+ A, the advantageous brain areas can promote
A, but hinder C+ A}; the adverse brain areas can downgrade uncontrollable knowledge to no-acquisition by
weakening A,, they can upgrade uncontrollable knowledge to half-controlled knowledge by enhancing C+ A,
and they can also upgrade uncontrollable knowledge to controlled knowledge by weakening A, and enhancing
C+A,. This requires specific analysis in conjunction with function of the brain areas. Summarily, some frontal
lobe, insula, hippocampus and caudate was advantageous for uncontrollable knowledge. If some consciousness
network was dominant, it might produce much irrelevant, wrong and self-consciousness to interfere with the
knowledge controllability, because in the inclusion task, it would select the incorrect locations with their wrong
consciousness, and in the exclusion task, it identified and avoided the false rule locations. If the implicit learn-
ing network was dominant, it might get much implicit and automatical knowledge to automatically select the
rule locations in the exclusion task. However, some temporal lobe (Angular_L) was adverse for uncontrollable
knowledge. If this consciousness network was dominant, it might produce much right consciousness to promote
the knowledge controllability.

Half-controllable knowledge: (1) In the eyes-closed resting state, there was no brain area positively related
to half-controllable knowledge. Some fusiform and temporal lobe were negatively related to half-controllable
knowledge, which were responsible for consciousness'**% (2) In the eyes-open resting state, there was no brain
area positively related to half-controllable knowledge. Some fusiform and parietal lobe were negatively related
to half-controllable knowledge, which were responsible for consciousness. (3) In the ALFFs-difference, there
was no brain area positively related to half-controllable knowledge. Some cerebelum was negatively related to
half-controllable knowledge, which was responsible for motor process. (4) There was almost no common relevant
brain areas among eyes-closed, eyes-open resting-states and their difference, which means that they almost pre-
dicted half-controllable knowledge diversely, except that right fusiform was the negatively relevant area in both
eyes-closed and eyes-open resting-states. (5) Because the half-controllable knowledge has both A, and C+A,,
these adverse brain areas can downgrade half-controllable knowledge to no-acquisition by weakening both A,
and C+ A; they can downgrade half-controllable knowledge to uncontrolled knowledge by enhancing A, and
weakening C+ A ; they can also upgrade half-controllable knowledge to controllable knowledge by weakening A,
and enhancing C+ A,. This requires specific analysis in conjunction with function of the brain areas. Summarily,
some fusiform and temporal lobe, parietal lobe and cerebelum was adverse for half-controllable knowledge. If
some consciousness network was dominant, on the one hand, it might produce much right consciousness to pro-
mote the knowledge completely controllability; on the other hand, it might produce much wrong consciousness
to promote the knowledge completely uncontrollability or no-acquisition. If some motor network was dominant,
on the one hand, it might produce much exercise control to promote the knowledge completely controllabil-
ity; on the other hand, it might make participants press keys quickly and smoothly without consciousness to
promote the knowledge completely uncontrollability or without the need to acquire sequence knowledge to
promote no-acquisition. The specific mechanism needs further study. There was no brain area advantageous for
half-controllable knowledge, which might be because some brain areas were in fact positively responsible for it,
but there was no individual difference. Therefore the correlation analysis may wipe out the brain areas that play
a fundamental role when there is no individual difference. The task-state fMRI need to explore the fundamental
brain areas. Of course, the task-state fMRI may wipe out the brain areas that play a fundamental role for both
the experimental trials and the control trials.

Controllable knowledge: (1) In the eyes-closed resting state, some fusiform and parietal lobe were posi-
tively related to controllable knowledge, which were responsible for consciousness. There was no brain area
negatively related to controllable knowledge. (2) In the eyes-open resting state, some frontal lobe and parietal
lobe were positively related to controllable knowledge, which were responsible for consciousness. There was no
brain area negatively related to controllable knowledge. (3) In the ALFFs-difference, there was no brain area
positively related to controllable knowledge. Some frontal lobe, hippocampus, caudate, cerebelum and vermis
were negatively related to controllable knowledge, of which frontal lobe and hippocampus were responsible for
consciousness, caudate was responsible for implicit sequence learning, and cerebelum and vermis was responsible
for motor process. (4) There was no common relevant brain area among eyes-closed, eyes-open resting-states
and their difference, which means that they predicted controllable knowledge diversely. (5) Because the control-
lable knowledge has no A, but only C+ A}, the advantageous brain areas can hinder A, but promote C+ A ; the
adverse brain areas can downgrade controllable knowledge to no-acquisition by weakening both A, and C+A,,
they can downgrade controllable knowledge to uncontrolled knowledge by enhancing A, and weakening C+ A,
and they can also downgrade controllable knowledge to half-controlled knowledge by enhancing both A, and
C+A,. This requires specific analysis in conjunction with function of the brain areas. Summarily, some fusiform,
parietal lobe and frontal lobe was advantageous for controllable knowledge. If some consciousness network
was dominant, it might produce much right consciousness to promote the knowledge controllability. However,
some frontal lobe, hippocampus, caudate, cerebelum and vermis was adverse for controllable knowledge. If the
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other consciousness network was dominant, it might produce much irrelevant, wrong and self-consciousness to
interfere with the knowledge controllability or promote the knowledge half-controllability and no-acquisition; if
some implicit learning network (caudate) was dominant, it might get much implicit and automatical knowledge
to interfere with the knowledge controllability; if some motor network was dominant, it might make participants
press keys quickly and smoothly without consciousness to promote the knowledge uncontrollability or without
the need to acquire sequence knowledge to promote no-acquisition. The specific mechanism needs further study.

It can be seen from the above that the dominant/recessive brain areas may determine the amount and type of
knowledge generated in implicit sequence learning, thus causing the consciousness preference among the partici-
pants, which could be one of the contents and sources of personality. In implicit learning, sensory participants
were more likely to generate conscious knowledge, while intuitive participants were more likely to use intuition
to complete tasks, so that they did not need to generate conscious knowledge®', Participants with high emotional
openness were more likely to generate conscious knowledge than those with low emotional openness®®. But
these previous studies did not address individual differences in consciousness in terms of differences in brain
function. The current study made such exploration and discovery.

Of course, with overall analysis, the four MET knowledge can be directly used as behavioral indicators to
define cognitive processes in their relevant brain areas. Multiple brain areas coalesced into a whole to produce
each MET knowledge. But detailed analysis above was necessary because each MET knowledge involves multiple
cognitive processes, which can be separated at least by the two responses®. Overall analysis and detailed analysis
do not contradict each other, but confirm each other.

There was almost no common relevant brain areas among eyes-closed, eyes-open resting-states and their
difference for each of the four MET knowledge, which means that they almost predicted each of the four knowl-
edge diversely, and it was necessary to set eyes-closed and eyes-open resting-states. Yan et al.*! found that the
participants might have more non-specific or non-goal-directed visual information gathering and evaluation,
and mind wandering or daydreaming during the eyes-open resting state than during the eyes-closed resting state.
Nakano et al.*>* found that in eyes-closed, subjects focused on internal feeling and self-consciousness, while in
eyes-open, subjects turned to external stimulus processing, and the transition from eyes-closed to eyes-open was
from internal feeling and self-consciousness to external stimulus processing. The current study found that some
frontal lobes, parietal lobes, occipital lobes including fusiform, temporal lobes and cerebellum in the eyes-closed
and eyes-open resting-state were related to the four MET knowledge, but there were more relevant brain areas in
the eyes-open resting-state than in the eye-closed resting-state. The reason may be that in eyes-closed, subjects
focused on internal feeling and self-consciousness, and brain activity in eyes-closed was only the baseline and
the interference for the four knowledge in the external implicit sequence learning, so it would be less related to
the four knowledge. Eyes-closed resting-state was suitable for find a global network for self-consciousness named
the “rich club” in sleep and disturbed consciousness**~*’, but was not as suitable as eyes-open resting-state for
implicit-sequence-learning consciousness, which is the external stimulus consciousness with visual information
gathering and evaluation. There was no study taking the ALFFs-difference that ALFFs in the eyes-open resting
state minus ALFFs in the eyes-closed resting state as a quantitative transition sensitivity index from internal
feeling to external stimulus or investigating the relationship between it and other cognition or behavior, although
some literatures investigated its own psychological significance*'~**. In the current study, we defined the ALFFs-
difference as the quantitative transition sensitivity index from internal feeling to external stimulus, and found
that the ALFFs-difference in some insula, hippocampus, caudate and cerebellum could predict the four MET
knowledge, indicating more psychological significance. We can see that the relevant brain areas in the eyes-closed
and eyes-open resting-state were the cerebral cortex responsible for vision, attention, cognitive control and con-
sciousness, but the relevant brain areas in ALFFs-difference were the subcortical nucleus responsible for sensory
awareness, memory and implicit sequence learning. We can call them the upper consciousness network and the
lower consciousness network. Therefore it is necessary to set eyes-closed and eyes-open resting-states and use
the ALFFs-difference as a quantitative transition sensitivity index to explore consciousness of external stimulus.
Of course, they also apply to explore consciousness of internal feeling and self-consciousness.

All relevant brain areas of the four MET knowledge were different (for most areas) or opposite (for some
areas such as right middle frontal gyrus, left caudate and right fusiform), that is, if some brain areas were related
to one MET knowledge, they were not related to the other three MET knowledge, and if some brain areas were
positively related to one MET knowledge, they were negatively related to other MET knowledge, which means
that the four MET knowledge were independent or competitive from each other in relevant brain areas®. As
the participants’ control (degree of consciousness) was gradually increasing from no-acquisition to control-
lable knowledge, correspondingly, the brain areas in resting-state positively related to the four MET knowledge
gradually changed from the consciousness network (some frontal lobe, parietal lobe) and the motor network
(cerebelum and vermis), to the consciousness network (some frontal lobes, insula, hippocampus) and the implicit
learning network (caudate), and then to the consciousness network (some fusiform, parietal lobe, frontal lobe
and parietal lobe). The brain areas in resting-state negatively related to the four MET knowledge gradually
changed from the consciousness network (some frontal lobe, parietal lobe) and visual perception network (some
occipital lobes), to the consciousness network (some temporal lobe), then to the consciousness network (some
fusiform, temporal lobe, parietal lobe) and the motor network (some cerebelum), and then to the consciousness
network (some frontal lobe, hippocampus), the implicit learning network (caudate), and the motor network
(cerebelum and vermis). Many relevant brain areas in resting-state were consistent with the results of the task-
state researches’~ 101417202732 which proved that the rationales of the resting-state were applicable to the current
study of implicit-sequence-learning consciousness.
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The ecological validity of the MET was tested to be good. The results of the current study and
Zhang et al. (2020) were compared: (1) Zhang et al. (2020) found that the correct inclusion-task response and
the incorrect exclusion-task response were negatively associated in the SOA =1350 ms group, r (21) =—0.56,
p<0.01. The current study found that the two responses were negatively associated in the SOA = 1350 ms group
too, r (65)=-0.58, p<0.001. The correlation coeflicients were almost the same. (2) Both Zhang, et al. (2020)
and the current study found that in the SOA =1350 ms group, the resting-state brain areas related to the two
responses were either completely different (for most brain areas) or opposite (for some brain areas) between
each other, although many of the relevant resting-state brain areas were different between the two studies. (3)
Both Zhang et al. (2020) and the current study found that the relevant brain areas of the four MET knowledge
were different or opposite between each other. (4) Zhang et al. (2020) found that corresponding with partici-
pants’ control (degree of consciousness) gradually increasing from no-acquisition to controllable knowledge,
the positively-relevant resting-state brain areas of the four MET knowledge types gradually changed from the
sensory and motor network to the somatic sensorimotor network, and then to the implicit learning network, and
then to the consciousness network. The negatively-relevant resting-state brain areas of the four MET knowledge
gradually changed from the consciousness network to the sensory and motor network. The change trend was
similar to the current study, but in the current study the consciousness networks played a important role in all
four MET knowledge (see the last paragraph for details). The relevant brain areas were largely different between
the two studies, which might be because they were different in the experiment settings and in the participants.
The resting state itself may be changing, and the relationship between the resting state and implicit-sequence-
learning consciousness may also be changing. To test these possibilities, in the future, resting state should be col-
lected several times for the same group of participants, and then be correlated with the same implicit-sequence-
learning consciousness. Overall, the results of the two studies were broadly consistent, but there were differences
in detail.

There were problems with the ecological validity of the MET proposed by Zhang et al.**: (1) Participants com-
pleted implicit sequence learning while lying down and receiving task-state scanning. (2) Participants received
8 min post-task resting-state scanning before the inclusion/exclusion tasks. (3) Participants sat in front of a
computer to do the inclusion/exclusion tasks, which was inconsistent with lying-down body posture in implicit
sequence learning. (4) ALFFs in eyes-closed resting-state were related to the MET knowledge in implicit sequence
learning, but participants did both the implicit sequence learning and the inclusion/exclusion tasks with eyes-
open. These settings were different with the implicit sequence learning in previous studies and real life. Therefore,
the current study made participants sit to do both the implicit sequence learning and the inclusion/exclusion
tasks with the latter just after the former, and used eyes-closed and eyes-open resting-states and their difference
to test the ecological validity of the MET. These settings were closer to implicit sequence learning in previous
researches and real life. The behavioral and neuroimaging data were inconsistent with the PDP, but were still
perfectly consistent with the MET, which indicates that the ecological validity of the MET is good. Although the
current study and Zhang et al. (2020) were different in the experiment settings, the participants and the detail
neuroimaging results, their behavioral and neuroimaging results were all perfectly consistent with the MET but
inconsistent with the PDP, which indicates that the MET is a basic principle suitable for different experiment
settings and participants. The ecological validity of the MET should be examined in more different settings in
the future, such as more SOA, improbable sequences/transfer blocks, more body postures, movement, and so on.
The MET can also be applied to the studies of implicit artificial grammar learning consciousness and perceptual
consciousness to further test and expand its ecological validity.

Conclusion

The current study made participants sit to do both the implicit sequence learning and the inclusion/exclusion
tasks with the latter just after the former, and used eyes-closed and eyes-open resting-states fMRI and their dif-
ference to test the ecological validity of the MET in implicit sequence learning in the settings as previous studies
and real life. The behavioral and neuroimaging data were perfectly consistent with the MET, which indicates
that its ecological validity is good. ALFFs in eyes-closed and eyes-open resting-states and their difference were
related to the four MET knowledge in implicit sequence learning diversely. The relevant brain areas of the four
MET knowledge were different or opposite.

Received: 8 February 2020; Accepted: 24 May 2021
Published online: 28 June 2021

References

1. Fu, Q. E. & Fu, X. L. Relationship between representation and consciousnessin implicit learning. Adv. Psychol. Sci. 14(1), 18-22
(2006).

2. Voss, J. L. & Paller, K. A. An electrophysiological signature of unconscious recognition memory. Nat. Neurosci. 12(3), 349-355
(2009).

3. Zhang, ]. X,, Tang, D., Zha, D. H., Huang, J. P. & Liu, D. Z. Embodied mechanisms of implicit sequence learning consciousness.
Adv. Psychol. Sci. 24(02), 203-216 (2016).

4. Norman, E., Price, M. & Duff, S. Fringe consciousness in sequence learning: The influence of individual differences. Conscious.
Cogn. 15(4), 723-760 (2006).

5. Fu, Q, Bin, G, Dienes, Z., Fu, X. & Gao, X. Learning without consciously knowing: Evidence from event-related potentials in
sequence learning. Conscious. Cogn. 22(1), 22-34 (2013).

6. Zhang, J. X., Wu, Y., Chen, X. Y. & Liu, D. Z. Probabilistic implict sequence learning differences between individualswith high vs
low Openness/Feeling. Acta Psychol. Sin. 46(12), 1793-1804 (2014).

7. Zhang, J. X., Huang, Q., Zhang, R. L. & Liu, D. Z. Theories, measures and influence factors of consciousness in implicit sequence
learning. Adv. Psychol. Sci. 23(5), 793-805 (2015).

Scientific Reports |

(2021) 11:13396 | https://doi.org/10.1038/s41598-021-92616-y nature portfolio



www.nature.com/scientificreports/

8. Reed, ]. & Johnson, P. Assessing implicit learning with indirect tests: determining what is learned about sequence structure. J. Exp.
Psychol. Learn. Mem. Cogn. 20(20), 585-594 (1994).
9. Hardwick, R. M., Rottschy, C., Miall, R. C. & Eickhoff, S. B. A quantitative meta-analysis and review of motor learning in the

human brain. Neuroimage 67, 283-297 (2013).

10. Penhune, V. B. & Steele, C. J. Parallel contributions of cerebellar, striatal and M1 mechanisms to motor sequence learning. Behav
Brain Res. 226(2), 579-591 (2012).

11. Gagnon, S., Foster, J. K., Turcotte, J. & Jongenelis, S. Involvement of the hippocampus in implicit learning of supra-span sequences:
The case of S]. Cogn. Neuropsychol. 21, 867-882 (2004).

12. Reber, P.J. & Squire, L. R. Parallel brain systems for learning with and without awareness. Learn. Mem. 1, 217-229 (1994).

13. Squire, L. R. Memory and brain systems: 1969-2009. J. Neurosci. 29, 12711-12716 (2009).

14. Wilkinson, L., Khan, Z. & Jahanshahi, M. The role of the basal ganglia and its cortical connections in sequence learning: Evidence
from implicit and explicit sequence learning in Parkinson’s disease. Neuropsychologia 47, 2564-2573 (2009).

15. Carter, R. M., O’Doherty, J. P, Seymour, B., Koch, C. & Dolan, R. J. Contingency awareness in human aversive conditioning involves
the middle frontal gyrus. Neuroimage 29, 1007-1012 (2006).

16. Chu, Y. J. & Liu, D. Z. An event-related potentials study of consciousness movement in implicit learning. Psychol. Sci. 33(5),
1070-1073 (2010).

17. Guo, X. Y. et al. Concurrent implicit and explicit sequence learning: an event-related fMRI study. Psychol. Sci. 31(4), 887-891
(2008).

18. Rose, M., Haider, H. & Buchel, C. Unconscious detection of implicit expectancies. J. Cogn. Neurosci. 17, 918-927 (2005).

19. Riinger, D. & Frensch, P. A. How incidental sequence learning creates reportable knowledge: the role of unexpected events. J. Exp.
Psychol. Learn. Mem. Cogn. 34, 1011-1026 (2008).

20. Yang, J. & Li, P. Brain networks of explicit and implicit learning. PLoS ONE 7(8), 42993 (2012).

21. Sami, S., Robertson, E. M. & Miall, R. C. The time course of task-specific memory consolidation effects in resting-state networks.
J. Neurosci. 34(11), 3982-3992 (2014).

22. Rose, M., Haider, H. & Buchel, C. The emergence of explicit memory during learning. Cereb Cortex 20(12), 2787-2797 (2010).

23. Wessel, J. R., Haider, H. & Rose, M. The transition from implicit to explicit representations in incidental learning situations: More
evidence from highfrequency EEG coupling. Exp. Brain Res. 217, 153-162 (2012).

24. Jacoby, L. L., Woloshyn, V. & Kelley, C. Becoming famous without being recognized: unconscious influences of memory produced
by dividing attention. J. Exp. Psychol. Gen. 118(2), 115-125 (1989).

25. Jacoby, L. L. A process dissociation framework: Separating automatic from intentional uses of memory. . Mem. Lang. 30(5),
513-541 (1991).

26. Fu, Q, Dienes, Z. & Fu, X. Can unconscious knowledge allow control in sequence learning?. Conscious. Cogn. 19(1), 462-474
(2010).

27. Destrebecqz, A. et al. The neural correlates of implicit and explicit sequence learning: interacting networks revealed by the process
dissociation procedure. Learn. Mem. 12(5), 480-490 (2005).

28. Yonelinas, A. P. & Jacoby, L. L. The process-dissociation approach two decades later: Convergence, boundary conditions, and new
directions. Mem. Cognit. 40(5), 663-680 (2012).

29. Destrebecqz, A. & Cleeremans, A. Can sequence learning be implicit? New evidence with the process dissociation procedure.
Psychon. Bull. Rev. 8(2), 343-350 (2001).

30. Destrebecqz, A. & Cleeremans, A. Temporal effects in sequence learning. In Attention and Implicit Learning (ed. Jiménez, L.)
181-213 (John Benjamins Publishing Company, 2003).

31. Wilkinson, L. & Shanks, D. R. Intentional control and implicit sequence learning. J. Exp. Psychol. Learn. Mem. Cogn. 30(2), 354-369
(2004).

32. Huang, J. P. et al. fMRI investigation on gradual change of awareness states in implicit sequence learning. Sci. Rep. 7, 16731 (2017).
33. Zhang, ]. X., Wang, X. P, Huang, J. P, Chen, A. T. & Liu, D. Z. Testing the process dissociation procedure by behavioral and neu-
roimaging data: the establishment of the mutually exclusive theory and the improved pdp. Front. Psychol. 11, 474538 (2020).

34. Fu, Q, Dienes, Z. & Fu, X. Can we know what we can control in sequence learning?. Int. J. Psychol. 43, 10 (2008).

35. Kiefer, M. Executive control over unconscious cognition: attentional sensitization of unconscious information processing. Front.
Human Neurosci. https://doi.org/10.3389/fnhum.2012.00061 (2012).

36. Horga, G. & Maia, T. V. Conscious and unconscious processes in cognitive control: a theoretical perspective and a novel empirical
approach. Front. Human Neurosci. 1, 1. https://doi.org/10.3389/fnhum.2012.00199.Retrieved (2012).

37. Heuvel, M. P. V. D. & Pol, H. E. H. Exploring the brain network: a review on resting-state fmri functional connectivity. Eur. Neu-
ropsychopharmacol. 20(8), 519-534 (2010).

38. Li, W. E, Tong, D. D,, Qiu, J. & Zhang, Q. L. The neural basis of scientific innovation problems solving. Acta Psychol. Sin. 48(4),
331-342 (2016).

39. Liu, ], Liao, X, Xia, M. & He, Y. Chronnectome fingerprinting: identifying individuals and predicting higher cognitive functions
using dynamic brain connectivity patterns. Human Brain Mapp. 39(2), 221-237 (2017).

40. Jiang, Q., Hou, L. L., Qiu, ], Li, C. R. & Wang, H. Z. The relationship between the caudate nucleus-orbitomedial prefrontal cortex
connectivity and reactive aggression: A resting-state fMRI study. Acta Psychol. Sin. 50(6), 655-666 (2018).

41. Yan, C. G. et al. Spontaneous brain activity in the default mode network is sensitive to different resting-state conditions with limited
cognitive load. PLoS ONE 4(5), e5743 (2009).

42. Nakano, T. Blink-related dynamic switching between internal and external orienting networks while viewing videos. Neurosci.
Res. 96, 54-58 (2015).

43. Nakano, T., Kato, M., Morito, Y., Itoi, S. & Kitazawa, S. From the cover: blink-related momentary activation of the default mode
network while viewing videos. Proc. Natl. Acad. Sci. USA 110(2), 702-706 (2012).

44. Dehaene, S., Charles, L., King, J. R. & Marti, S. Toward a computational theory of conscious processing. Curr. Opin. Neurobiol. 25,
76-84 (2014).

45. Schréter, M. S. et al. Spatiotemporal reconfiguration of large-scale brain functional networks during Propofol-induced loss of
consciousness. J. Neurosci. 32(37), 12832-12840 (2012).

46. van den Heuvel, M. P,, Kahn, R. S., Goni, J. & Sporns, O. Highcost, high-capacity backbone for global brain communication. Proc.
Natl. Acad. Sci. USA 109(28), 11372-11377 (2012).

47. van den Heuvel, M. P. & Sporns, O. Rich-club organization of the human connectome. J. Neurosci. 31(44), 11 (2011).

48. Yan, C. G., Wang, X. D., Zuo, X. N. & Zang, Y. F. DPABI: data processing & analysis for (resting-state) neuroimaging. Neuroinfor-
matics 14, 339-351 (2016).

49. Song, X. W. et al. REST: A Toolkit for Resting-State Functional Magnetic Resonance Imaging Data Processing. PLoS ONE 6(9),
25031 (2011).

50. Li, W. S. The Basic Research of Large Sample Body Rhythmic Based on the Amplitude of Low-frequency Fluctuation in Resting State.
(Doctoral dissertation, Xi an university of electronic science and technology) (2015).

51. Tang, C., Wang, Q,, Yi, E, & Nie, J. X. The Dynamic Development Pattern of Brain-network Temporal Variability from Childhood
to Adolescence. The 21st Chinese academic conference on psychology (2018).

Scientific Reports|  (2021) 11:13396 | https://doi.org/10.1038/s41598-021-92616-y nature portfolio


https://doi.org/10.3389/fnhum.2012.00061
https://doi.org/10.3389/fnhum.2012.00199.Retrieved

www.nature.com/scientificreports/

52. Wang, J. H. The complex brain network analysis based on the resting-state fMRI. (Doctoral dissertation, Beijing normal university)
(2009).

53. Holm, S. A simple sequentially rejective multiple test procedure. Scand. J. Stat. 6, 65-70 (1979).

54. Curtin, F. & Schulz, P. Multiple correlations and Bonferroni’s correction. Biol. Psychiatry New York 44, 775-777 (1998).

55. Benjamini, Y. & Hochberg, Y. Controlling the false discovery rate: a practical and powerful approach to multiple testing. J. R. Stat.
Soc. Ser. B Methodol. 57(1), 289-300 (1995).

56. Zhang, Z. Q. et al. Altered functional-structural coupling of large-scale brain networks in idiopathic generalized epilepsy. Brain
134, 2912-2928 (2011).

57. Weiermann, B., Cock, J. & Meier, B. What matters in implicit task sequence learning: Perceptual stimulus features, task sets, or
correlated streams of information?. Learn. Memory 36(6), 1492-1509 (2010).

58. Riinger, D. How sequence learning creates explicit knowledge: The role of response-stimulus interval. Psychol. Res. 76, 579-590
(2012).

59. Huang, J. P,, Zhang, J. X. & Liu, D. Z. The influence of transfer chuck number and position on implicit sequence learning. J. Psychol.
Sci. 38(6), 1326-1333 (2015).

60. Xia, M., Wang, J. & He, Y. BrainNet viewer: a network visualization tool for human brain connectomics. PLoS ONE 8, e68910
(2013).

61. Woolhouse, L. S. & Bayne, R. Personality and the use of intuition: Individual differences in strategy and performance on an implicit
learning task. Eur. J. Pers. 14, 157-169 (2000).

62. Norman, E., Price, M. C,, Duff, S. C. & Mentzoni, R. A. Gradations of awareness in a modified sequence learning task. Conscious.
Cogn. 16, 809-837 (2007).

Acknowledgements

This work was supported by grants from the National Natural Science Foundation of China (31271084), “the
Fundamental Research Funds for the Central Universities” of China (JUSRP11983), and the Research Innovation
Program for College Graduates of Jiangsu Province (KYLX16_0077).

Author contributions

J.Z. provided research ideas and financial support, and was responsible for research design, data collection and
analysis, and article writing and review. X.W. was responsible for guiding fMRI research design, data collec-
tion and analysis and article writing, and provied brainimaging theoretical and technical support. D.Z. helped
article review. A.C. was responsible for guiding fMRI research design, data collection and analysis and article
writing, supervising and reviewing the whole research process, and provided fMRI using. D.L. was responsible
for guiding the design, implementation, data analysis and article writing of the whole research, and provided
financial support.

Competing interests
The authors declare no competing interests.

Additional information
Correspondence and requests for materials should be addressed to A.C. or D.L.

Reprints and permissions information is available at www.nature.com/reprints.

Publisher’s note Springer Nature remains neutral with regard to jurisdictional claims in published maps and
institutional affiliations.

Open Access This article is licensed under a Creative Commons Attribution 4.0 International

License, which permits use, sharing, adaptation, distribution and reproduction in any medium or
format, as long as you give appropriate credit to the original author(s) and the source, provide a link to the
Creative Commons licence, and indicate if changes were made. The images or other third party material in this
article are included in the article’s Creative Commons licence, unless indicated otherwise in a credit line to the
material. If material is not included in the article’s Creative Commons licence and your intended use is not
permitted by statutory regulation or exceeds the permitted use, you will need to obtain permission directly from
the copyright holder. To view a copy of this licence, visit http://creativecommons.org/licenses/by/4.0/.

© The Author(s) 2021

Scientific Reports |

(2021) 11:13396 | https://doi.org/10.1038/s41598-021-92616-y nature portfolio


www.nature.com/reprints
http://creativecommons.org/licenses/by/4.0/

	The ecological validity of MET was favourable in sitting implicit sequence learning consciousness by eyes closed and eyes open resting states fMRI
	The implicit-sequence-learning consciousness and its brain mechanism using the dichotomy. 
	The PDP and its brain mechanism. 
	The MET and its brain mechanism. 
	Resting-state fMRI suitable for studying implicit-sequence-learning consciousness. 
	The ecological validity of the MET tested in the current study. 
	Materials and methods
	Participants. 
	Materials. 
	Design and procedure. 
	Resting-state data collection and analysis. 

	Results
	Behavioral and neuroimaging results of the PDP. 
	The PDP analysis for generation tasks. 
	Resting-state brain activity related to the PDP. 

	Behavioral and neuroimaging results of the MET. 
	The MET analysis for generation tasks. 
	Resting-state brain activity related to the four MET knowledge. 


	Discussion
	The behavioral and neuroimaging data were inconsistent with the PDP: The PDP did not establish. 
	The behavioral and neuroimaging data were consistent with the MET: The MET established. 
	ALFFs in eyes-closed and eyes-open resting-states and their difference were related to the four MET knowledge. 
	The ecological validity of the MET was tested to be good. 

	Conclusion
	References
	Acknowledgements


