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Speed of Processing (SoP) represents a fundamental limiting step in cognitive performance which may underlie
General Intelligence. The measure of SoP is particularly sensitive to aging, neurological or cognitive diseases, and
has become a benchmark for diagnosis, cognitive remediation, and enhancement. Neural efficiency of the
Dorsolateral Prefrontal Cortex (DLPFC) is proposed to account for individual differences in SoP. However, the
mechanisms by which DLPFC efficiency is shaped by training and whether it can be enhanced remain elusive. To
address this, we monitored the brain activity of sixteen healthy participants using functional Near Infrared
Spectroscopy (fNIRS) while practicing a common SoP task (Symbol Digit Substitution Task) across 4 sessions.
Furthermore, in each session, participants received counterbalanced excitatory repetitive transcranial magnetic
stimulation (rTMS) during mid-session breaks. Results indicate a significant involvement of the left-DLPFC in SoP,
whose neural efficiency is consistently increased through task practice. Active neurostimulation, but not Sham,
significantly enhanced the neural efficiency. These findings suggest a common mechanism by which neuro-
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stimulation may aid to accelerate learning.

1. Introduction

Classical psychological research has observed that an individual's
performance across a wide range of tasks tends to depend on a limited set
of underlying cognitive resources (Baddeley, 2003; Lehman et al., 2010;
Sheppard and Vernon, 2008; Spearman, 1904; Vernon, 1983). In
particular, the rate at which an individual is able to perform elementary
cognitive operations has been proposed to predict performance on more
complex cognitive tasks and contribute to measures of general intelli-
gence (Kail and Salthouse, 1994; Vernon, 1983). This Speed of Processing
(SoP) is conceptualized as a fundamental cognitive ability which un-
derlies aspects of multiple cognitive domains (Fry and Hale, 1996;
Sheppard and Vernon, 2008) and relate to the speed and efficiency of
information transfer within the brain (Fry and Hale, 1996; Kail and
Salthouse, 1994). Differences in processing speed are thought to explain
cognitive changes observed in healthy developmental growth (Bryan and
Luszcz, 1996), nonpathological declines observed during aging

(Henninger et al., 2010), as well as neurological dysfunction caused by
disease (Andreasen et al., 2010), fatigue (Pihlaja et al., 2014), and mental
illness (Brsébion et al., 1998; Nebes et al., 2000). SoP has also been re-
ported to contribute to measured Quality of Life in many disorders
(Barker-Collo, 2006; Green, 1996; Ojeda et al., 2012) and in aged pop-
ulations (Wolinsky et al., 2006), and as a result, is frequently a target of
intervention and remediation (Ball et al., 2013; Edwards et al., 2013,
2002).

Behavioral measures of SoP can be assessed using tasks such as the
Digit-Symbol and Symbol-Digit Substitution Test (DSST and SDST
respectively), which are purported to measure the efficiency of elemen-
tary cognitive operations in a way which cannot be ascribed to purely
sensorimotor measures (Kail and Salthouse, 1994). Developed as a way to
study intelligence in children (Pyle, 1913), the method was quickly
adopted as a cognitive screening battery for military recruits (Yerkes,
1921), and incorporated into multiple intelligence and neuropsycho-
logical screening tools such as the Wechsler Adult Intelligence Scale
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(WAIS) (Smith, 1982; Wechsler, 1981). Symbol coding tasks are among
the most well-studied and widely used neurophysiological tests, in part,
because of their brevity, accessibility, relative cultural immutability, and
sensitivity to both acute and longitudinal changes (Jaeger, 2018). Find-
ings using these methods have allowed researchers to gain insight into
the nature of individual differences in SoP, neural substrates underlying
these differences, and inform approaches seeking to enhance SoP or
mitigate its deterioration.

1.1. Role of the Dorsolateral Prefrontal Cortex in rapid cognition

From adolescence into adulthood, the development of SoP and global
cognition appears to be associated with the growth and maturation of the
Prefrontal Cortex (PFC) (Ferrer et al., 2013; Kail and Miller, 2006).
Moreover, lesions in this area can have catastrophic effects on processing
speed while basic functions remain intact (Leskela et al., 1999; Stuss and
Levine, 2002). In particular, the Dorsolateral Prefrontal Cortex (DLPFC)
has been identified as a critical structure in top-down executive functions
(Banich, 2009) and the rapid cognition characterized by SoP (Takeuchi
and Kawashima, 2012). In functional studies of healthy participants,
faster processing speeds have been related to reduced directed functional
connectivity and activation of the DLPFC (Biswal et al., 2010; Motes
et al., 2018; Rypma et al., 2006; Sweet et al., 2005). The DLPFC is an
associative cortical region that is often described as a functional hub
enabling a host of higher-order processes including working memory
(Gilbert et al., 2006; McKendrick et al., 2014), mentalizing (Burgess
etal., 2007), attention (O'Reilly, 2010), and response inhibition (Rodrigo
et al., 2014). Although DLPFC activation is commonly observed to in-
crease in a parametric manner with workload (Ayaz et al., 2012; Callicott
et al., 1999), increased DLPFC activation may also occur as a compen-
satory mechanism to reductions in available neural resources (Cabeza
and Dennis, 2012) or alternatively, an inefficient utilization of neural
resources (Haier et al., 1988; Neubauer and Fink, 2009a). These findings
suggest that faster/more adept individuals may possess increased “neural
efficiency” through the optimal use of structural/functional connections
to engage in minimal neural processing and demonstrate reduced neural
activity along with increased performance (Bennett et al., 2012; Di
Domenico et al., 2015; Haler et al., 1992; Neubauer and Fink, 2009b).

Although differences in neural efficiency and task difficulty may ac-
count for performance differences, there is substantial evidence that
practice allows the development of strategies through which complex
tasks, initially cumbersome, become almost automatic in nature. The
DLPFC is thought to manage the deliberate “general-purpose” networks
which operate prior to this neural reorganization and optimization
(Burke et al., 2010; Jonides, 2004). Development of task expertise is
associated with decreased need for executive monitoring and subse-
quently decreased demands on the DLPFC resulting in increased regional
neural efficiency (Ayaz et al., 2013; Curtin and Ayaz, 2019). This training
effect has been proposed to be mediated by increased SoP (Dux et al.,
2009). Interventions with the aim of restoring or optimizing the function
of the DLPFC eventually may allow directed reinforcement of task-based
networks by priming cortical activities during or prior to training. Such
improvements may be able to impact direct measures of intelligence,
improve performance, increase task capacity, or help consolidate the
effects of training through improvements in neuroefficiency.

1.2. Neurostimulation to enhance neural efficiency

Noninvasive Brain Stimulation (NIBS) methods have been shown
significant promise to restore or enhance cognition and a means by which
skill acquisition can be accelerated (Bostrom and Sandberg, 2009;
McKendrick et al., 2015; Parasuraman and McKinley, 2014). NIBS
techniques such as transcranial magnetic stimulation (TMS) and trans-
cranial electrical stimulation (tES) are thought to modulate brain activity
through the manipulation of neuroplasticity resulting in persistent
changes in localized cortical excitability. Excitatory repetitive TMS
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(rTMS), increases in excitability are thought to be induced by short bursts
of rapid stimulation in a mechanism similar to Long-Term Potentiation
(LTP), whereas tES is thought to alter excitability by biasing currents and
other indirect means (for review see (Knotkova et al., 2019; Strobach and
Antonenko, 2017; Valero-Cabré et al., 2017)). A recent meta-analysis of
tES has suggested that stimulation during or prior to learning may
enhance learning (Simonsmeier et al., 2018) and more specifically, that
tES to the left-DLPFC may increase SoP potentially by enhancing the
efficiency of cognitive control (Pasqualotto, 2016; Plewnia et al., 2015).
A recent study has suggested that tES to the left-DLPFC, when combined
with SoP cognitive training can increase executive function as well as
SDST task performance in patients with multiple sclerosis (MS) (Mattioli
et al., 2016). rTMS offers a few advantages over tES by providing a more
direct mechanism of activation and greater spatial precision (Dayan
et al., 2013) and has similarly been shown to produce enhancement in
cognitive tasks (Luber and Lisanby, 2014). Excitatory rTMS targeting the
Left-DLPFC has been shown to both enhance reaction time and accuracy
in working memory tasks (Brunoni and Vanderhasselt, 2014) and during
selective attention tasks (Guse et al., 2010). While modest effects
observed on SoP have been associated with rTMS (Lefaucheur et al.,
2014; Martin et al., 2017; Xu et al., 2019), there is considerable con-
flicting evidence and the effects of rTMS on practice of SoP tasks have not
been studied.

One substantial issue related to the evaluation of training and
cognitive enhancement using NIBS is the common inability to evaluate
changes apart from behavioral measures. Non-invasive neuroimaging
techniques such as functional Near-Infrared Spectroscopy (fNIRS) offer
one method of measuring changes in cortical activity related to training
(Ayaz et al., 2013) and can be integrated with NIBS methods such as TMS
for simultaneous use (for recent systematic review see (Curtin et al.,
2019)). fNIRS measures relative changes in oxygenated hemoglobin
[HbO] and deoxygenated hemoglobin [HbR] through changes in the
relative absorption of backscattered light (Ferrari and Quaresima, 2012).
Measurements made through fNIRS convey similar information offered
by the blood-oxygen level dependent (BOLD) response observed in fMRI
(Cui et al., 2011; Liu et al., 2017; Sato et al., 2012; Steinbrink et al.,
2006), but can be acquired more practically for superficial cortical areas.
An important advantage of fNIRS relies on its ability to be used conve-
niently for repeated measures and in naturalistic environments,
providing a useful platform for the observation and assessment of
workload and training in different settings (Causse et al., 2017; Curtin
and Ayaz, 2018; McKendrick et al., 2016; Pinti et al., 2018).

In this study, we sought to investigate changes in neural efficiency in
the DLPFC and behavioral improvement during practice of a common
SoP task (i.e. the SDST). Additionally, we explored how noninvasive
brain stimulation using excitatory TMS may affect metrics of neural ef-
ficiency using different types of rTMS paradigms: two excitatory (High
Frequency (HF), intermittent Theta Burst Stimulation (iTBS)), one
excitability-neutral (Single Pulses (SP)) and sham. In order to estimate
neural efficiency in the DLPFC, we continuously monitored activity
during task performance using fNIRS to investigate (1) how the
involvement of the DLPFC evolves during SoP task-based training, and
(2) whether rTMS-based neuromodulation can be used to facilitate
enhanced neural efficiency. Based on prior literature, we hypothesized
that task practice would reduce executive oversight required by the
DLPFC, reducing relative task demands and improving behavioral per-
formance, resulting in increased neural efficiency. Additionally, we hy-
pothesized that increasing the DLPFC excitability through rTMS would
improve task execution related efficiency.

2. Materials & methods
2.1. Subject demographics

16 healthy volunteers (8 M, 8 F; Age: Mean: 26.5yrs, S.D.: 2.7 yrs)
were recruited from the local community and gave written informed
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Table 1
Subject demographics.

Subject Gender Age (yrs) Resting Motor Threshold (RMT) (%)
1 F 28 43
2 F 24 41
3 F 25 30
4 M 34 47
5 F 25 34
6 F 25 38
7 F 27 27
8 M 23 34
9 M 27 40
10 F 26 41
11 M 25 32
12 M 28 43
13 M 27 34
14 M 25 26
15 F 25 34
16 M 30 39

consent prior to participation in this study. Participants all self-identified
as right-handed and self-reported to have no history of mental illnesses,
pregnancy, or drug abuse, and were compensated for their time. Partic-
ipant demographic information is reported in Table 1. The study was run
at the Shanghai Mental Health Center and conducted in accordance with
the Declaration of Helsinki and approved by the Institutional Review
Board of the Shanghai Mental Health Center.

2.2. Study design

A within-subjects design study was conducted to determine the in-
fluence of practice and different rTMS stimulation patterns on perfor-
mance of the SDST. The study was conducted across four different
sessions over two days (2 sessions/day) and sessions on the same day
were separated by at least 1 h. Participants performed two trials of the
SDST before and after a receiving randomized rTMS stimulation type
consisting of one of four patterned rTMS conditions. During each trial of
the SDST, cortical hemodynamic biomarkers were continuously moni-
tored using an fNIRS headband placed over the DLPFC. The session
protocol for a single session is detailed in Fig. 1.

2.3. Experimental task

Within each trial, subjects were asked to rest for 30s and then
perform a 90-s digitized version of SDST that had been built using a
custom OpenGL engine. The SDST, (also called the symbol digit modal-
ities test (SDMT) (Smith, 1982)), is a common symbol coding task and is
similar to the Digit-Symbol Substitution Test (DSST) featured in the WAIS
(Wechsler, 1981) except that participants are asked to match a digit to a
novel symbol instead of a symbol to a digit. In the digitized version of this
task (as seen in Fig. 2), subjects were given a Symbol-Digit key, serially
presented with numbers (1-9) and asked to enter a number corre-
sponding with the appropriate symbol for each task. When the symbol
was correctly decoded, a soft beep was presented. Task performance was
scored by the number of correct responses during the 90s task.
Furthermore, the Symbol-Digit key shown was pseudorandomly scram-
bled prior for each task to prevent memorization of Symbol-Digit asso-
ciations. During each session, subjects performed the SDST twice prior to
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Fig. 2. Symbol Digit Substitution Task used for stimuli presentation with target
symbol located on the bottom row and the symbol coding displayed on the top
row. Following each response, the target symbol was changed.

receiving TMS stimulation and twice after TMS stimulation for each of
the four different sessions.

2.4. fNIRS setup

Optical brain imaging was performed using the fNIRS1100 sensor
(fNIR Devices Inc., Potomac, MD, USA) centered on the midline of the
subject’s forehead in line with Fp1-Fp2 and corresponding roughly with
the location of the anterior PFC and DLPFC (Brodmann's area 10/46) as
described by Ayaz et al. (2011). Probabilistic coregistration for optode
locations and underlying anatomy has been described previously by Liu
et al. (2017). Data was collected from 16 optodes continuously with a
sampling frequency of 2Hz using two wavelengths (730nm and
850 nm). Raw light intensity was screened for excessively noisy and
saturated signals. Motion artifacts were rejected automatically using a
sliding motion artifact algorithm (SMAR) (Ayaz et al., 2010) and
low-pass filtered with a cutoff frequency of 0.25 Hz. Raw light-intensities
were converted to physiological measurements using the modified
Beer-Lambert Law (Delpy et al., 1988) using the 10 s prior to task start as
the baseline period. Measured biomarker values are reported as changes
in relative oxygenated hemoglobin [HbO], deoxygenated hemoglobin
[HbR], and the sum of these changes [HbTotal]. Parametric visualiza-
tions of fNIRS-measured biomarkers are projected onto a virtual brain
model according to the methodology described in Ayaz et al. (2006).

2.5. rTMS procedure

After obtaining written informed consent, the participant was seated
in a chair and had their resting motor threshold (RMT) estimated by an
experienced physician (RMT: Mean 36.4%, Std 6.0%). TMS was deliv-
ered using a 75mm outer diameter figure-of-8 coil and the MagPro
stimulator (MCF-B65, MagVenture, Denmark). Patterned TMS stimula-
tions were targeted to the Left-DLPFC at F3 using the 10-20 system, as
this location has been reported to be a more accurate location than the
commonly applied 5cm rule (Lefaucheur et al., 2014). Stimulation
occurred slightly ventral to the position of the fNIRS headband and
typically was adjacent to Optode 3 on the fNIRS sensor.

TMS also allows the manipulation of cortical excitation based on the
pattern of stimulation used, respectively allowing either excitation of
cortical areas with high frequency stimulation (HF, >5 Hz) or inhibition
when using low frequency stimulation (1 Hz). Other types of patterned
stimulations have attempted to improve the effects of simple frequency-
based patterns by using bio-inspired stimulation patterns such as Theta
Burst Stimulation (TBS) which mimics the coupling of gamma and theta
rhythms observed in hippocampal neurons during learning (Huang et al.,
2005).

SDST TMS Session Condition: SDST
(Pre-TMS) Sham/HF/iTBS/SP (Post-TMS)

o] » |»| » ||

~7min ‘ ‘ 30s ‘ 90s ‘30s| 90s ‘

Rest Trial 1 Rest Trial 2

Rest Trial 3 Rest Trial 4

Fig. 1. Symbol-Digit Task and TMS session timeline.
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During a resting break between the first two and last two trials of the
SDST, participants received one of four rTMS stimulation paradigms
which lasted approximately 7 min. In the Single Pulse (SP) stimulation
paradigm, participants received one pulse of TMS stimulation at 110%
RMT every 42s. In the High Frequency (HF) paradigm, participants
received 2s of 15Hz stimulation (30 pulses) at 110%RMT every 42s.
Intermittent Theta Burst Stimulation (iTBS) was delivered at 90% RMT
for 2 s (3-50hz pulses delivered at 5 Hz, 30 pulses total). Sham stimula-
tion was produced by reversing the coil and using a HF pattern to mimic
the sounds and vibrations of stimulation without the corresponding
magnetic flux. No adverse effects due to rTMS stimulation or fNIRS im-
aging were reported by any of the subjects in this study.

2.6. Statistical analysis

Measured fNIRS and behavioral data were preprocessed using Matlab
(R2016a) and exported to R (v3.2.2) for statistical analysis. Correlations
for continuous variables were conducted using the Spearman's rank cor-
relation coefficients as a two-tailed test. Linear mixed-effects models were
used to account for subject variability and repeated measures (Bates et al.,
2015). Separate models were constructed to identify the impact of the
fixed effects of interest on dependent measures of Score and respective
biomarkers. Statistical significance of model fixed effects was assessed
using the Satterthwaite approximation for degrees of freedom. Post-hoc
tests were conducted using Tukey contrasts adjusted for Family-wise
error rates using the Holm-Bonferroni correction. A criterion of @ = 0.05
was designated as the threshold for statistical significance. Optode-wise
False Discovery Rate was performed on fixed-factors in addition to
other Family-wise error corrections (Genovese et al., 2002) with q = 0.05.

Efficiency analysis was conducted as a way of providing a consoli-
dated metric of neurobehavioral performance which relates mental effort
to outcome (Tuovinen and Paas, 2004). In this study, outcome was
described by changes in task score while mental effort was assessed based
on the changes in fNIRS-measured biomarkers (HbO,HbR,HbT). Effort
and Outcome metrics were converted into Z-scored measurements and
then Efficiency was computed using the distance of the point from the
zero-efficiency line (i.e. where Performance = Effort) and assessed as
dependent measurements in statistical tests (Curtin and Ayaz, 2019).

3. Results
3.1. Task performance improved with each session

Subjects showed a session-on-session improvement in task performance
(raw Score) as assessed by a linear mixed model using Session as a fixed effect
and Trial as a random effect (F31935 =114.6, p<0.001,;2 =0.532).
Subjects also tended to improve trial-by-trial during a session
(F,21.8)= 16.5, p < 0.001,72 = 0.077) and there was a significant interac-
tion between Trial and Session (Fg 1935y =4.13,p < 0.001,7? = 0.057). Post-
hoc tests also revealed that all Sessions were significantly different from each
other (p < 0.001), and within a single session, the first trial was significantly
different from all trials except trial 3 (z > 4.2, p < 0.001), and the fourth trial
(z > 2.76, p < 0.03) was significantly different from all trials except for trial
2.

3.2. fNIRS measures an increase in neural efficiency due to practice

In order to study the relationship of fNIRS-based measures of cogni-
tive task demand and learning prior to TMS, we constructed a linear
mixed model using Session as a fixed factor, subject-normalized Score:

(€Y

Rescaled Score = (Score — minScore) /(maxScore — minScore)

as a covariate and Trial as a within subject random factor. In order to
assess learning only due to task practice and independent from TMS-
related effects, we examined only the first two trials from each session
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(Pre-TMS). Following thresholding by FDR, subjects showed significant
main effects for Session on [HbTotal] at Optode 3 (F(3,104.4y = 5.42, q(1/
16) = 0.027,1’[2 = 0.117), and for [HbO] in Optodes 1 (F(3,90.443) =5.58,
de2/16) = 0.012,7]2 =0.133) and 3 (F@3,1041)=4.687, Q@16 =
0.0329,7%> = 0.104). There were also significant interactions between
Score and Session for [HbTotal] at Optode 1 (F391.4y=4.91, qe2/
16) = 0.0264,}]2 = 0.057) and Optode 3 (F(3’103_99) = 5.93, q(2/16) =
0.007,7%> = 0.128), and also for [HbO] in Optode 1 (F3,01.1)= 5.85, qz/
16) = 0.0057,112 =0.139), Optode 3 (F3,104.1)=5.547, q/16)=
0.0076,112 =0.124) and Optode 4 (F(g’]oé,g) =4.50, q(3/16) =
0.027,7> = 0.103). Post-hoc tests showed that for both biomarkers, on
average, Optode 1, and 3, tended to decrease between sessions with
significant  differences observed between Session 3 and 4
(z < —2.81,p < 0.024). Parametric maps for Session and the interaction
of Session with Score are presented in Fig. 3. No significant changes were
observed for [HbR].

Next, we calculated the neural efficiency of optodes significantly
responsive to task practice (Optodes 1 and 3) to present the trends of joint
neural and behavioral data. First, we projected the normalized fNIRS
measures ([HbO] or [HbTotal] as mental effort) and rescaled Score (as
outcome) metrics into Efficiency coordinates. Then, we evaluated the
effect of Session on Efficiency (pre-TMS) using Session as a fixed effect
with Trial as a within-subject random effect. Both Optode 1 and 3 showed
significant main effects for Session on Efficiency for [HbTotal]

(Optode 1: F3g0.9)=27.25, p<0.001, 7> =0.47, Optode 3:
F(3,90.66) = 29.57,p <0.001, i’]2 =0.4316) and [HbO] (Optode 1:
F(3,23.4)=81.6,p<0.001,#>=0.429,  Optode  3:  F396475 =

26.4,p < 0.001, 72 = 0.420). Post-hoc tests suggested that for Optode 1,
all sessions significantly differed from each other (p<0.009, z>3.128),
except for the comparison between Sessions 2 and 3 which did not
significantly differ from each other for either [HbO] or [HbTotal]. For
[HbO] in Optode 3 all paired tests between sessions were significant
(p<0.047, z>2.59) and for [HbTotal] all pairs were significant (p<0.003,
z>3.44) except Session 3 and Session 4. Efficiency for [HbTotal] and
Score is visualized in Fig. 4A and distance from E = 0 axis is projected in
Fig. 4B.

3.3. rTMS reduces cognitive workload with maintained task performance

To determine whether TMS condition had any influence on performance
or biomarker we evaluated Trials 3 and 4 (post-TMS trials) separately in an
LME model with Session and TMS-Type as fixed factors and Trial as a within-
subject random effect. When Raw Score and Rescaled Score were selected as
the dependent variables of interest, TMS-type did not appear to be signifi-
cantly related to behavioral performance following FDR correction. When
we conducted an exploratory analysis examining the influence of TMS-type
on subsequent cortical activity, significant changes in [HbTotal] were
observed in Optode 3 (F@310317)=3.31,p= 0.023,7% = 0.079),
Optode 6 (F(310.8)=3.06,p=0.031,72=0.076) and Optode 16
(F3,104.6) = 3.77,p = 0.013, > = 0.089). In [HbO], changes were only sig-
nificant for Optode 16 (F(3,104.1) = 3.59,p = 0.016, #7* = 0.083). Post-hoc
differences showed that Task-evoked [HbTotal] after High Frequency
Stimulation was significantly lower than Sham in Optode 3 (z= —2.884,
p = 0.02) and Optode 6 (z = —3.001, p = 0.014). Further tests revealed that,
at Optode 16, iTBS stimulation appeared to increase task-evoked measures
compared to HF stimulation for both [HbO] (z = 3.276, p = 0.0059) and
[HbTotal] (z= 3.332, p = 0.044). Other comparisons were not significant.

3.4. Active TMS methods, but not sham, enhance efficiency

Based on the overlap of observed involvement during task practice,
changes in task-evoked activity related to TMS type, and proximity to the
actual TMS stimulation location (see Fig. 5), we selected Optode 3 to
examine the influence of TMS stimulation from the perspective of neu-
roefficiency. Results showed that the concordant decrease in cortical
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A [Hb-Total] Session F-Value B
N 6.5

Fig. 3. Interpolated parametric map for [HbTotal] following thresholding via FDR for expression in pre-TMS fixed effect of Session (A) and interaction of Session with
subject-normalized Score (B).
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Fig. 4. Efficiency graph for Optode 1 [HbTotal] vs Subject-Normalized Score (A) and corresponding Efficiency vs Session (B), Error bars represent+Standard De-
viation for normalized biomarkers and normalized performance, and Standard Error for efficiency metrics respectively.

F-Value B ¥
A - — 4 03 Mean Task-Evoked [HbTotal] following TMS
-Sham
0.2 [__lsingle Pulse
I High Frequency
o I Theta Burst
g 0
3.5 %
= 0 .
e
S
—-0.1
g |
3 i -0.2
-0.3
-0.4
25

Stimulation Type

Fig. 5. Exploratory parametric map for main effect of TMS stimulation type on [HbTotal] (A) and mean changes in task-evoked activity in Optode 3 following TMS
stimulation (B).

demand as measured by fNIRS, translated into corresponding increases in while all subjects appeared to improve with practice, changes after trials
Efficiency. Efficiency increased relative to pre-TMS trials for Single Pulse using Sham stimulation appeared to move parallel to the zero-efficiency
(t=-2.51, p=0.0344), High Frequency (t=—4.79, p<0.001), and axis (y =x), suggesting an absence of change in Efficiency (Fig. 6).
Theta Burst (t=-2.72, p=0.0315) relative to pre-TMS trials as Behavioral performance changes from pre-TMS baseline were not sta-
measured by paired t-tests with Holm's Bonferroni correction. Notably, tistically different between rTMS intervention types.
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All Sessions: Efficiency Change
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Fig. 6. Changes in neural efficiency from trials prior and post TMS stimulation (A) and relative differences in Efficiency as projected onto the efficiency line (B).

4. Discussion

Recent efforts to integrate routine cognitive testing as part of patient
assessment have necessitated the understanding of how practice affects
task performance as well as enhancing the test-retest reliability (Bartels
et al., 2010; Gold et al., 1999). While the SDST (Symbol-Digit) and DSST
(Digit-Symbol) tasks have both been validated and used extensively,
independently and as part of comprehensive task batteries (see for review
(Jaeger, 2018)), changes associated with learning which occur during
task performance and repetition have not been studied with the aid of
neuroimaging techniques. In the present work, we explored changes in
prefrontal cortex activity during skill acquisition through practice of the
SDST through a neuroefficiency perspective. Additionally, we explored
how different forms of short rTMS stimulation may impact cognitive
function underlying SoP. Our primary hypothesis was that practice of the
SDST would result in increased behavioral performance and efficiency
changes within the DLPFC, a key cortical area involved in the fronto-
parietal network that is responsible for rapid information processing and
the maintenance of working memory (Curtis and D'Esposito, 2003;
Ramnani and Owen, 2004; Shaw et al., 2015). Specifically, we expected
that cortical efficiency in the DLPFC may change with practice and may
underlie individual differences in task performance.

4.1. Prefrontal involvement during practice of the SDST

Our results clearly demonstrate the expected effects of practice on
SDST performance, i.e. subjects exhibiting increased performance across
each session and often across trials as well. The general trend in perfor-
mance and practice in this work mirrors findings from healthy partici-
pants in other published symbol coding studies which have reported and
emphasized the presence of a learning effect in Symbol-Digit tasks
(Bachman et al., 2010; Cornelis et al., 2015; Joy et al., 2003). Prefrontal
involvement in the SDST was localized to left-DLPFC near Fpl and F3
(encompassing Optodes 1, 3, and 4) as measured by task-evoked changes
in [HbO] and [HbTotal]. In this region, task-evoked activation tended to
decrease with practice across sessions, alongside aforementioned im-
provements in performance. The combination of decreases in cognitive
demand and increases in performance resulted in significant
session-on-session increases in neural efficiency consistent with expec-
tations regarding task strategy consolidation (Sayala et al., 2006) and
prior observations (Ayaz et al., 2013; Curtin and Ayaz, 2019).

The DLPFC has been described as a hub of executive function which is
necessary to coordinate and integrate the outcomes of disparate cognitive
processes in order to achieve higher order goals (Ramnani and Owen,
2004). Although the role played by the DLPFC is critical, it also may be
cognitively expensive and relative inefficient when there are increased
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demands in executive control and task monitoring. These additional
burdens may be reduced through the development of more efficient
task-related strategies which enhance behavioral performance and
reduce cognitive demand. In turn, regional metabolic requirements by
moving task execution to more specific and automatic neural circuits.
These increases in neural efficiency through training and task practice
have been observed frequently during both routine behavioral tasks
(Sayala et al., 2006), development of expert evaluations (Babiloni et al.,
2010) and performance in complex environments (Ayaz et al., 2012).

Neuroimaging studies of Symbol-Digit tasks have previously identi-
fied a portion of the DLPFC near Brodmann's area 10 (BA10) as a primary
source of individual variability in task performance. In an f{NIRS imaging
study of healthy individuals performing a written DSST task, Nakahachi
et al. (2008) reported that DSST performance was correlated with
increased prefrontal [HbO] which occurred most prominently in the
left-DLPFC region in the vicinity of Fpl. Although several other more
lateral optodes closer to Brodmann's Area 46 (BA46) showed prominent
increases in [HbO] during task execution, these areas did not correlate
strongly with behavioral performance and appeared to respond quicker
and earlier than performance-dependent regions. In the performance of a
modified SDST during fMRI, Rympa et al. observed that increased acti-
vation in the left DLPFC region (BA9/46) was associated with increases
of RT (Rypma et al., 2006) while on the other hand, increased activation
in the ventroparietal regions tended to correspond with improved task
performance. The authors suggested that increased DLPFC activation
reflected additional effort during the retrieval of information, citing ev-
idence from similar responses during delayed-response memory tasks
(Rypma et al., 1999). In a more recent study, the Motes et al. (2018)
investigated the effect of cognitive training and exercise training on
elderly participants longitudinally using fMRI. Using the same paced
symbol-digit task, the authors observed that while all groups improved
their response time in the symbol-digit task, cognitive training was
associated more strongly with reduced Left-PFC involvement and
increased neural efficiency.

Other fMRI studies have suggested a role for the left-DLPFC in the
encoding of consistent working-memory associations which may occur
during the initial mapping of Symbol-Digit associations. In one work,
examining similar mapping during novel and practiced sets of a Stern-
berg task, Jansma et al. (2013) reported that novel sets evoked more
left-DLPFC activity. A role for left-DLPFC was further established by the
interruption of cortical activity via a mid-task rTMS burst which reduced
accurate identification of targets from novel, but not known sets, repli-
cating prior research disrupting verbal memory (Osaka et al., 2007).
Together, these studies suggest that while the DLPFC is active and
necessary during encoding of Symbol-Digit associations, it becomes less
involved when associations are learned and activity has been
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redistributed to posterior and parietal regions. Higher prefrontal
involvement during Symbol-Digit performance may therefore reflect an
inefficiency of functional transfer which then impedes task performance.
Functional connectivity between the DLPFC and the parietal cortex and
ventral PFC regions can in this sense effectively describe the differences
between slower and faster symbol-digit performance as a balance be-
tween executive oversight and automaticity. Although the parietal cortex
and lateral PFC regions were not measured in this study, reductions in
DLPFC activity observed in this study observed during task practice are
consistent with a relaxation of executive control by the DLPFC and
delegation of task-related cognition to other cortical regions in order to
optimize task performance.

4.2. Effects of rTMS stimulation on SDST performance

The second part of this study evaluated the effects of short (7 min)
rTMS trains applied to the left-DLPFC (F3 in 10-20 system) on the per-
formance of the SDST and evoked prefrontal activities as measured by
fNIRS. While the left-DLPFC region's involvement in working memory
and executive function has been demonstrated through the use of r-TMS
interference during delay periods within tasks (Bilek et al., 2013; Osaka
et al., 2007), rTMS can also be used to enhance or reduce cortical
excitability in a manner which may improve task performance. Usage of
TMS for the purposes of cognitive enhancement represents an important
non-pharmaceutical avenue for addressing cognitive deficits caused by
disease, ageing, injury, or even promote the normal function in healthy
individuals.

The neural effects of rTMS depend on the specific stimulus parameters
employed, such as the timing and intensity of each burst. When stimu-
lating while an individual is at-rest (i.e. offline, participant not currently
engaged in a particular cognitive activity), the effects of rTMS are
thought to be caused by changing the cortical excitability of the targeted
region along with potentially other regions which are functionally or
structurally associated. In this study, rTMS was applied offline after the
first half of the SDST trials in each session with one of four different
stimulation types (Sham, SP, HF, and iTBS). The use of excitatory rTMS
types such as high frequency stimulation and iTBS may be expected in-
crease the excitability of the underlying cortical region and facilitate
cortical processing (Luber and Lisanby, 2014; Viejo-Sobera et al., 2017).
However, TMS may also offer improvements in cognitive function
through nonspecific effects such as sensory input caused by induced
muscle movements, vibrations of the coil and the clicking sound of the
coil. To account for this, Single Pulses of TMS were used as an active
sham-like stimulation method which would be expected to not affect
cortical excitability. Additionally, sham stimulation was used to repro-
duce vibration and auditory effects of rTMS without any magnetically
induced neural effects. While behavioral performance improvements
were observed across all sessions, increases in performance were not
significantly different between any of the four TMS paradigms. This
suggests that the primary driver of performance improvement is the
practice effect. Although, the use of iTBS has been reported to improve
behavioral performance in working memory tasks (Viejo-Sobera et al.,
2017), for the most part, improvements in such tasks have not been
observed when using offline stimulation (Martin et al., 2017; Preston
et al., 2010). In a meta-analysis of the effects of daily rTMS for cognition
enhancement of patients with MDD, Martin et al. reported data from 8
studies that daily stimulation using High Frequency rTMS at 5, 10 and 20
Hz, had not shown any significant effects on DSST performance although
authors employed significantly higher rTMS dosages than the current
study (300 vs 1000 + pulses) (Martin et al., 2017).

Despite the absence of behavioral improvements attributable to rTMS
stimulation, neural efficiency was observed to increase for each of the
three non-sham TMS methods employed but increased most strongly for
15 Hz HF stimulation. Similar results have been reported in the appli-
cation of 10 Hz HF stimulation prior to performance of an N-Back task.
Preston et al. (2010) measured changes associated with 250 pulses rTMS
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applied to the left-DLPFC in healthy individuals and observed that
neither active nor sham conditions affected accuracy on the task, but that
active stimulation decreased RT during the task. Together the authors
reported that behavioral neural efficiency (as a measure of Accuracy and
RT) was accordingly increased and speculated that active rTMS may have
reduced the demands originating from the DLPFC.

The enhancement of prefrontal neural efficiency through practice as
observed in this study and other works may be critical to proper task
learning, adaptation and associated processes, but a firm interpretation
of the observed reduction in neural efficiency due to rTMS is not yet
clear. Reduction in prefrontal demands following cortical facilitation by
active rTMS may represent changes due to multiple avenues including
nonspecific changes which may “prime” functional networks in which
the DLPFC may play coordinating roles (Rounis et al., 2007). Although in
this study, 15 Hz stimulation was observed to have the largest increase in
neural efficiency, iTBS and SP stimulation both showed positive but
smaller effect sizes. However, sham TMS did not show any change in
neural efficiency. While iTBS may be expected to promote similar in-
creases in cortical excitability as 15 Hz HF stimulation despite the sub-
threshold intensity used in iTBS (Cardenas-Morales et al., 2010; Curtin
et al., 2017), the relatively slow SP paradigm (1 pulse every 42 s) used
here was not expected to have an impact. Future works may wish to
explore methods to control for the presence of nonspecific effects by
including additional control conditions which feature active, but
excitability-neutral effects such as intermediate TBS (imTBS).

4.3. Limitations and future directions

The SDST implemented in this study varies in several ways from
paper-and-pencil variants, as well as other symbol-digit tests which have
been used to study SoP. First and foremost, the simplification introduced
by task digitization and keypad entry of responses compared with the
necessity of physically writing the matching symbol or digit substantially
decreases the total response time and in the case of the DSST, this
eliminates the necessity to draw simple but otherwise unfamiliar char-
acters. The pen and paper variant may also allow the participant to use
this writing time to match the next symbol whereas in a sequential pre-
sentation of symbols (as implemented in this task) prevents such multi-
tasking as the participant has no knowledge of the next symbol.

The task used in this study remains comparable to other referenced
implementations of digitized Symbol-Digit tasks and there is evidence
that absence of a writing component in the digitized SDST may actually
enhance the utility of such tasks by eliciting more specifically cognitive
domains of interest. Cornelis et al. (2015) examined learning across 3
sessions in a digitized-written version of the task which did not
randomize the key. In their study which examined the effects of SDST
learning in patients with Schizophrenia, the elderly, and healthy con-
trols, matching time (time to start of writing) decreased consistently in all
groups across sessions while writing time itself remained constant with
no additional effect of learning. While writing time did not change across
sessions, writing speed deficits in the elderly and clinical group would
certainly contribute to decreased overall SDST performance as this spe-
cific deficit can be attributed largely to lower-level sensorimotor speed
decreases rather than higher-level perceptual and coding processes.

In a deconstruction of DSST task components, Joy et al. (2003)
compared the paper DSST to a Symbol-Copy task in which participants
were only required to copy a given symbol and identified that the
Symbol-Copy task shared 35% of the variance in performance with the
written Digit Symbol task. When the authors pooled their results with
prior works, they estimated that this contribution might be as high as
50% variance in the DSST. The authors additionally evaluated a
Symbol-Scan task and a Name Copy task which were designed to be
largely perceptual and largely graphomotor functions respectively. The
Name Copy task again accounted for ~50% variance of the Symbol Copy
Task, whereas the Symbol Scan task did not correlate significantly with
the Name Copy task at all, but did correlate with visual memory, verbal
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recall, executive function in the Trail-Making Task and Digit-Symbol
score. Although differences between the Symbol Copy and Name Copy
task suggest that novel digit writing still involves some perceptual
cognition, removal of the written portion of the Symbol-Digit tasks
through a digitized SDST can be expected to future reduce differences
related to purely sensorimotor processes and instead include contribu-
tions more strongly associated with rapid higher-order perceptual coding
processes such as working memory and executive functions of interest.

Other limitations of this study include the fact that subjects who were
recruited were all right-handed. The left-hemispheric position of signif-
icant channels observed in this study may partially be due to a dominance
and it may be difficult to describe how stimulation of the left-hemisphere
may affect individuals who do not match the studied population. TMS
targeting used during rTMS stimulation was based on the 10-20 system
rather than the 5cm rule which is often employed as targeting F3 has
been shown to more accurately identify the location of the DLPFC
(Lefaucheur et al., 2014). Despite this, the use of anatomical imaging to
perform neuronavigated stimulation may have further decreased inter-
subject variability in response to stimulation. In this protocol, the mini-
mum time between sessions was set as 1 h, however, in practice, this time
averaged 3.4 h (SD 0.6). Evidence from previous rTMS studies has sug-
gested that effects of cortical excitability introduced by rTMS may persist
for times ranging from the length of stimulation (Robertson et al., 2003)
to up to an hour (Wischnewski and Schutter, 2015). Together with ran-
domized stimulation order and the relatively short pulse doses used in
this study (<=300), the length of the washout period prescribed seemed
appropriate. Additionally, choice of sham stimulation method represents
an important difficulty in TMS studies and no ideal approach has yet been
established, especially in within-subject design experiments (Loo et al.,
2000). While a sham control was used in this study which replicated
auditory and tactile effects of rTMS, real TMS is often associated with a
tingling sensation which occurs due to stimulation of superficial nerves
and muscles which may have introduced a confounding factor by further
increasing subject arousal. Additionally, the subject size in this study,
although conducted in a within-subject design, could be larger. Also, the
smaller effect sizes observed due to rTMS may in part be explained by the
use of multiple paradigms instead of a single rTMS protocol across ses-
sions. Future studies may wish to expand these findings in larger subject
groups, higher number of sessions, longer rTMS durations and explore
applications in clinical populations.

Finally, the use of continuous-wave fNIRS as an imaging technique
presents several challenges including potential influence of extracerebral
blood-flow changes, inability to measure absolute concentrations of
cortical biomarkers, and contributions from systemic physiological in-
fluences and motion artifacts (Ferrari and Quaresima, 2012). While the
contribution of extracerebral sources was not investigated in this study,
future works may include the use of short-separation detectors to allow
for the removal of superficial skin contributions and improve the signal to
noise ratio of the cortical hemodynamic measures (Gagnon et al., 2011).
The sensor used in this study was designed specifically to measure
cortical activation over a subject's forehead, having the effect of
restricting functional imaging to the PFC. The relevance of other cortical
areas to Symbol-Digit task function may be expected given the impor-
tance of balance between prefrontal and parietal regions in effective task
performance. Future studies may wish to explore the functional rela-
tionship between these areas to better understand and inform future
neurostimulation approaches to cognitive enhancement.

5. Conclusion

In this study, we confirmed that fNIRS, as a wearable and accessible
neuroimaging modality is well suited to monitor cortical changes asso-
ciated with learning and neurostimulation. Studies exploring the capa-
bility of rTMS to enhance cognition are only beginning to uncover the
potential of such stimulation methods to improve and promote cognition.
Enhancement of SoP, a cognitive domain impaired in a wide range of
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disorders, represents one such potential use of this technique. Here, we
observed the presence of increased neural efficiency during adaptation to
a Symbol-Digit task and the presence of additional increases of this ef-
ficiency after the application of active rTMS. Our results in this setting
suggest that the benefits of rTMS as a cognitive enhancement strategy for
SoP may be more nuanced and could instead be refined through different
stimulation paradigms. In particular, this work highlights the importance
of neuroimaging as an additional perspective to both understanding the
dynamics of cognitive function and illuminating otherwise unseen effects
of noninvasive brain stimulation on cortical activities.
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