
Research article

Inhibition of the inferior parietal lobe triggers state-dependent 
network adaptations

Kathleen A. Williams a,e,*, Ole Numssen a,b, Juan David Guerra c, Jakub Kopal c,d, 
Danilo Bzdok c,d, Gesa Hartwigsen a,e

a Lise Meitner Research Group Cognition and Plasticity, Max Planck Institute for Human Cognitive and Brain Sciences, Leipzig, Germany
b Methods and Development Group “Brain Networks”, Max Planck Institute for Human Cognitive and Brain Sciences, Leipzig, Germany
c The Neuro - Montreal Neurological Institute (MNI), McConnell Brain Imaging Centre, Department of Biomedical Engineering, Faculty of Medicine, 
School of Computer Science, McGill University, Montreal, Canada
d Mila - Quebec Artificial Intelligence Institute, Montreal, Quebec, Canada
e Wilhelm Wundt Institute for Psychology, Leipzig University, Germany

A R T I C L E  I N F O

Keywords:
TMS
cTBS
fMRI
Functional connectivity
Cognition
Resting state

A B S T R A C T

The human brain comprises large-scale networks that flexibly interact to support diverse cogni-
tive functions and adapt to variability in daily life. The inferior parietal lobe (IPL) is a hub of 
multiple brain networks that sustain various cognitive domains. It remains unclear how networks 
respond to acute regional perturbations to maintain normal function. To provoke network-level 
adaptive responses to local inhibition, we combined offline transcranial magnetic stimulation 
(TMS) over left or right IPL with neuroimaging during attention, semantic and social cognition 
tasks, and rest. Across tasks, TMS specifically affected task-active network activity with inhibition 
and facilitation. Network interaction responses differed between rest and tasks. After TMS over 
both IPL regions, large-scale network interactions were exclusively facilitated at rest, but mainly 
inhibited during tasks. Overall, responses to TMS primarily occurred in and between domain- 
general default mode and frontoparietal subnetworks. These findings elucidate short-term 
adaptive plasticity in response to network node inhibition.

1. Introduction

Efficient human cognition relies on the dynamic interaction of large-scale networks comprising spatially distributed cortical and 
subcortical regions [1,2]. One particularly unique network is the default mode network (DMN), a set of functionally connected regions 
that systematically deactivate during externally oriented tasks, but activate during resting state and self-referential thinking [3–5]. The 
inferior parietal lobe (IPL), part of the evolutionarily expanding association cortex, is central to multiple human functional networks 
[6–8], including the DMN. As a multimodal convergence zone, the IPL critically contributes to brain function across cognitive domains, 
including attention [9,10], language [11,12], decision making [13], and social cognition [11,14]. While the IPL often contributes 
bilaterally, hemispheric functional asymmetries are also present [15–17]. Most notably, left IPL is a part of the highly-lateralized 
language network [12], while visuospatial attention receives greater contributions from the right IPL [18]. The importance of the 
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IPL for daily functioning, and the DMN in particular, is reinforced by neuropsychological dysfunction rooted, at least partially, in 
aberrant functional connectivity [19]. However, probing the mechanisms by which such networks flexibly adapt is a non-trivial 
methodological challenge.

Transcranial magnetic stimulation (TMS) is a useful non-invasive tool to probe network interactions, as it can trigger short-term 
reallocation of resources by temporarily perturbing neuronal activity. This allows the investigation of causal brain-behavior re-
lationships [20,21]. TMS effects are well-known to extend beyond the targeted area to structurally and functionally connected regions 
[22,23]. Combining TMS with functional neuroimaging is a promising approach to understanding how networks functionally adapt 
[24,25]. For example, applying low- (1 Hz) or high-frequency (20 Hz) repetitive TMS over the IPL DMN hub was shown to increase and 
decrease resting-state connectivity to distant network nodes respectively [26]. Further, continuous theta-burst stimulation (cTBS) is 
thought to inhibit neural activity in the motor cortex and related networks for at least 30 min after stimulation [27]. Similar effects also 
seem to apply to other cortical networks, however supporting evidence is variable [28–30]. Remote network effects have been found 
when stimulating central language or memory network nodes and linked to changes in task performance [31,32]. In the language 
study, the targeted network itself was inhibited while potential compensatory upregulation was observed in neighboring areas [31] 
(see Hartwigsen et al. [33]). Because TMS studies of brain networks have been conducted primarily during rest, it is unclear if this 
pattern of local inhibition and compensatory upregulation also applies during cognitive tasks. Moreover, task-related network effects 

Fig. 1. Experimental Design. The experiment consisted of six experimental sessions for every participant with an optional initial session (A) for 
acquiring structural and diffusion-weighted images (DWI) or TMS motor thresholds. (B) Resting-state measurements comprised one pre-stimulation 
and three post-stimulation fMRI runs in which subjects visually focused on a fixation cross in the center of their field of view for 10 min. (C) Left, 
right, or sham TMS was administered to the IPL (figure right) as two inhibitory continuous theta-burst stimulation (cTBS) pulse trains at 90 % 
resting motor threshold (rMT) spaced apart by 10 min, during which participants silently watched the Inscapes video (left). (D) Task sessions 
included three post-stimulation fMRI runs in which three tasks were presented separately in a pseudo-randomized order. All tasks presented a target 
condition that recruits attentional reorienting, semantic processing, or social cognition and one well-matched control condition as a contrast. Stimuli 
were presented in an event-related fashion and included rest conditions at the end for a complete 10-min run. (E) Example target condition stimuli 
are displayed for attention invalid (left), semantics word (center), and social cognition communicative intention (right). For rest and for task, left IPL 
TMS, right IPL TMS, and sham TMS were delivered in three sessions scheduled in a pseudo-randomized order at least one week apart. BOLD, blood- 
oxygen-level-dependent fMRI.
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have rarely been explored across different cognitive domains.
To fill this gap, the present study explored how functional brain networks adapt to short-term perturbation (via TMS) of a key 

cognitive hub, while maintaining normal behavior. Specifically, using tasks representing three cognitive domains, we tested whether 
stimulation-induced network modulations are specific to hemispheric functional specialization. Following our previous fMRI study on 
hemisphere-specific functional organization of the IPL [17], we investigated domain-specific differences in the adaptive functional 
interactions between large-scale networks after cTBS to the left or right IPL. Combining offline, spaced double cTBS with fMRI 
measurements in task-active attention, semantics, and social cognition or task-free resting state (experimental design, Fig. 1), we 
characterized the functional connectivity of the IPL and large-scale networks and their responses to IPL inhibition in each domain 
(analysis overview, Fig. 2).

If normal behavior persisted after network perturbation by TMS, and a unique response was observed for the left and right 
hemispheres for a given task, it would suggest the changes are in fact adaptive and influenced by underlying hemispheric speciali-
zation. Explicitly, based on our previous study [17], we hypothesized that TMS over the right IPL would suppress activity in 
task-relevant networks, such as dorsal and ventral attention networks, during attentional reorientation. We expected that TMS over the 
left IPL would parallel these effects in semantic networks during lexical decision making. For social cognition, we expected similar 
responses to left and right IPL stimulation, such that inhibiting a node of task-active networks would trigger upregulation in ho-
mologous regions or in adjacent interacting lower-order networks. We anticipated left and right IPL inhibition to evoke similar al-
terations localized to DMN during unconstrained cognitive activity in the resting state.

Fig. 2. Analysis overview. Prior to fMRI measurements, electric fields (E-fields) were simulated for each subject to plan TMS targets. The field maps 
were used to generate subject-specific TMS site seeds used for analysis. Functional data analysis consisted of voxelwise and network-level analysis 
pipelines. Voxelwise analyses (green panels) included univariate activation and whole-brain seed-based connectivity (SBC), which was further 
assessed for hemispheric preferences using laterality estimations. Large-scale networks were derived using independent component analysis (ICA) 
for further spatial and temporal characterization (blue panels). Network analyses were carried out in the spatial domain to assess the relationship of 
TMS targets to network topography across cognitive domains. Network time series were analyzed for TMS effects on task-specific activity and 
between-network connectivity.
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2. Results

As expected, no behavioral modulations from TMS were detected (Fig. S1, Table S1).
In the functional data analyses, first we present whole-brain voxelwise results, depicted in the green panels in Fig. 2. We report 

baseline activity and TMS effects across tasks as well as baseline and TMS-modulated connectivity with IPL targets during resting state. 
We computed baseline functional connectivity with left IPL and right IPL in each task and used the voxelwise maps for laterality 
calculations to compare and report hemisphere-specific whole-brain IPL connectivity features across domains without TMS.

Following voxelwise results, we report spatial and temporal results for large-scale networks derived using independent component 
analysis (ICA) (blue panels, Fig. 2). Spatially, we overlapped baseline group-level network masks across domains and across TMS 
targets to compare domain-specific network topographies. ICA time series were used to estimate network activity during the tasks to 
identify task-specific baseline activity and TMS effects. Finally, we describe TMS modulations of between-network connectivity across 
cognitive domains.

2.1. TMS modulation of task-related activity is generally similar across target hemispheres

We first assessed baseline activation patterns using voxelwise general linear model (GLM) univariate analyses. Across cognitive 
domains without active TMS, target versus control contrasts identified baseline whole-brain activation (Fig. 3, SI Table S2 for details). 
Attentional reorientation showed bilateral activation with stronger and more spatially extended contributions in the right hemisphere 
compared to the left hemisphere (Fig. 3a). Recruited regions comprised parts of dorsal and ventral attention networks, including 
bilateral anterior insula and temporo-parietal areas such as superior parietal lobule (SPL) and posterior temporal gyri. Deactivation 

Fig. 3. TMS-induced activity modulation is more similar across hemispheres than across cognitive domains. (A) Results for the attention task, 
contrasting invalid with valid conditions after sham TMS for baseline activity (top row), and for TMS effects, estimated by contrasting left (middle 
row) or right (bottom row) TMS with sham in the target invalid condition. (B) Results for activity in semantics, contrasting words with pseudowords 
after sham TMS for baseline activity (top row), and for TMS effects in the target word condition, contrasting left TMS (bottom row) with sham. No 
right TMS effects were detected for semantic activity in univariate analyses. (C) Results for baseline activity during social cognition, from con-
trasting communicative intention with physical causality conditions after sham TMS (top row), and for TMS effects in the target communicative 
intention condition, contrasting left (middle row) or right (bottom row) TMS with sham. Stimulated hemisphere is indicated with green outlines of 
the group-level representation seeds. Baseline results are FWE-corrected at cluster level p < 0.05 after voxel thresholding at uncorrected p < 0.001 
(t > 3.42). TMS results are FWE-corrected at cluster level p < 0.05 after voxel thresholding at uncorrected p < 0.05 (t > 1.7).

K.A. Williams et al.                                                                                                                                                                                                   Heliyon 10 (2024) e39735 

4 



occurred in medial nodes of the DMN, anterior (ACC) and posterior cingulate cortices (PCC). The lexical decision task activated a 
recognizable semantic network that includes bilateral IPL, temporal gyri, ACC, and precuneus. Left frontal cortex, especially the 
inferior frontal gyrus, showed notable contrast-specific deactivation (Fig. 3b). Social cognition had the strongest effect sizes among the 
tasks, activating a classical theory of mind network that, like the semantic network, consists of many DMN regions, generally pre-
cuneus and extending through bilateral temporo-parietal cortices (Fig. 3c). Bilateral regions of the cerebellum were also recruited. 
Deactivations occurred bilaterally in the middle frontal gyri and throughout many dorsal attention and visual network areas.

Next, we tested for TMS effects on task-specific activity using the univariate maps. To locate TMS-induced modulation of neural 
activity in each domain, we compared target responses in active (left or right) and sham TMS conditions for each task. Considering the 
TMS effects on activity overall, we found that changes in activation varied across tasks more than across hemispheres of perturbation 
(Fig. 3, SI Table S3). In general, we did not find strong stimulation effects in the targeted areas. For attention, both left and right TMS 
increased activity in a medial cluster across precuneus and PCC (Fig. 3a). Left-hemisphere TMS also inhibited activity in the occipital 
pole and left cerebellum. For semantics, only left TMS decreased activation in a large right-hemisphere cluster encompassing parts of 
supramarginal gyrus (SMG), precentral gyrus, superior temporal gyrus, IPL, and SPL (Fig. 3b). In social cognition, left and right TMS 
inhibited target condition responses, mostly in bilateral cerebellum and lingual gyri (Fig. 3c). Right-hemisphere TMS induced more 
extensive inhibition throughout the cerebellum and additionally reduced activation in ACC and PCC.

2.2. TMS reduces connectivity between the IPL and distributed areas at rest

To estimate TMS-induced changes in intrinsic functional connectivity (FC) between the stimulation targets and the rest of the brain, 
we used resting-state seed-based connectivity and compared pre-post TMS connectivity differences in active and sham conditions. At 
baseline, left IPL and right IPL connect with the greater DMN. Specifically, before TMS, left and right IPL both correlated with DMN 

Fig. 4. Resting-state connectivity with TMS targets decreased after stimulation. Resting-state functional connectivity at baseline (before TMS) for 
(A) left IPL and (C) right IPL show the TMS targets as connected to the larger DMN at the group level. Green outlines indicate group-level rep-
resentations of the TMS sites seeded for connectivity. (B) and (D) show TMS-induced changes in connectivity to left IPL after left TMS and to right 
IPL after right TMS, respectively. TMS induced distributed disruptions in regional connectivity, specifically showing decreased connectivity from the 
IPL to beyond-target regions that were already anticorrelated with the stimulated area at baseline. We determined TMS effects by contrasting the 
average difference of pre- and post-stimulation connectivity maps for active TMS against sham, matching the hemisphere IPL seeds to the active TMS 
conditions. Baseline results are FWE-corrected at cluster level p < 0.05 after voxel thresholding at uncorrected p < 0.001 (t > 3.4). TMS results are 
FWE-corrected at cluster level p < 0.05 after voxel thresholding at uncorrected p < 0.05 (t > 1.7).
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regions including major anterior and posterior midline structures and bilateral temporo-parietal cortices. In contrast to right IPL 
connectivity, left IPL showed distinctive anticorrelations in bilateral insula, inferior frontal gyri, and supplementary motor areas 
(Fig. 4).

Overall, TMS reduced intrinsic connectivity to IPL primarily in regions with weak or negative connections to IPL at baseline (See SI 
Table S4 for details). Both left and right TMS induced decreased within-IPL connectivity in the stimulated hemisphere. Additionally, 
after left-hemisphere TMS, IPL connectivity decreased bilaterally throughout regions of the dorsal attention network including the 
cerebellum. Right-hemisphere TMS inhibited IPL connectivity to within-hemisphere regions anterior to the target, namely anterior IPL, 
SMG and precentral gyrus. These IPL connectivity results indicate that regionally-specific FC modulations depend on baseline con-
nectivity and underlying networks.

2.3. Baseline balance of whole-brain functional connectivity with IPL in each hemisphere changes with cognitive domain

To further explore the underlying connectivity influencing domain-specific TMS modulations, we investigated the relationship 
between left and right IPL connectivity within each domain at baseline (Fig. 6B). To this end, we estimated left and right IPL FC using 
voxelwise seed-based connectivity analysis of pre-TMS rest data (Fig. 4) and generalized psychophysiological interactions (gPPI) 
analysis of sham task data (Fig. 5). We directly compared left IPL connectivity to right IPL connectivity within each domain by 
correlating left and right connectivity maps and calculating whole-brain laterality indices (details in Methods). Spatial correlation of 
IPL connectivity maps estimates the similarity of each TMS target’s connectivity to the rest of the brain and laterality indices indicate 
whether left or right IPL has greater connectivity to the rest of the brain. Hemispheric IPL connectivity indices across cognitive do-
mains showed patterns related to typical activations evoked in each domain. Attention and social cognition, known to recruit more 
right-hemisphere activity, had connectivity preferences to right IPL, exhibited by negative laterality indices of − 0.34 and − 0.52, 
respectively. Likewise, semantic cognition primarily engages a left-lateralized network, and while left-right IPL FC was relatively 
similar (r = 0.34), the average laterality index (LI = 0.35) indicates stronger whole-brain FC with left IPL than with right IPL. Among 
cognitive domains, left and right IPL connectivity were most similar during rest, with the highest correlation (r = 0.60) accompanied 
by a near-zero laterality index (LI = − 0.08). With the lowest left-right connectivity correlation (r = 0.21), social cognition showed the 
least symmetric IPL connectivity.

2.4. Networks organize differently across domains at baseline

To identify large-scale brain networks that emerge across the cognitive domains, we defined networks in rest, attention, semantics, 
and social cognition separately using groupwise spatial ICA of pre-TMS or sham data. Our selected networks of interest included higher 
order, basal ganglia, and motor networks (Fig. 7). ICA networks that were resolved within each domain were well-matched across rest 

Fig. 5. Functional connectivity to IPL regions is hemisphere-specific and varies across cognitive domain. To illustrate the sources of the laterality 
analyses, group-level task-specific IPL connectivity (gPPI) maps are displayed for each TMS site seed (left IPL in left columns, right IPL in right 
columns) across the tasks (one-sided t-tests). Laterality measures were computed at the subject level using voxelwise left and right IPL FC maps from 
the baseline condition. Green outlines of group-level representations indicate seeds.

K.A. Williams et al.                                                                                                                                                                                                   Heliyon 10 (2024) e39735 

6 



and task states, however not all networks were resolved across all domains. Resting-state ICA generated the most (12) networks of 
interest, including the cingulo-opercular network (CON), left and right frontoparietal control networks (l/rFPCN), ventral and dorsal 
attention networks (VAN and DAN), semantic network, classical default mode network, and DMN subnetworks named by distinctive 
regions of correlation, specifically IPL (posterior (p)DMN-IPL), posterior cingulate cortex (pDMN-PCC), and anterior DMN (aDMN). 
Notably, pDMN-IPL included substantial bilateral cerebellum contributions. In attention, pDMN-PCC and CON did not resolve 
distinctly, yielding ten networks of interest. The fewest (9) networks segregated during semantics, excluding the CON and both 
posterior DMNs. Interestingly, for the semantic task, the spatial extent of lFPCN was substantially reduced relative to the other do-
mains. Social cognition lacked only pDMN-PCC from the resting-state network set. We spatially matched the sets of task networks to 
the full set of resting-state networks using weighted spatial correlations (Table 1), demonstrating that most of the same networks 
persist across domains but with variable spatial topographies (see also masks of each network overlapping for all domains in Sup-
plemental Information, Fig. S2).

2.5. Spatial relationships of TMS sites vary with domain-specific networks

To spatially relate left and right IPL TMS targets to the identified networks across domains, we quantified the overlap of the group- 
level TMS site hotspots (Fig. 6A) with masks of each network for all domains. Spider plots of TMS hotspot network overlap show that 
the networks with the greatest E-field overlap are different across domains (Fig. 8). This suggests that the spatial reconfiguration of 
networks during cognition changes network TMS exposure across domains. Specifically, for the left IPL TMS site, DMN had the greatest 
overlap during attention and social cognition, lFPCN during semantics, and pDMN-IPL during rest. For the right IPL TMS site, rFPCN 
had the greatest overlap during attention and semantics, the semantic network had the greatest overlap during social cognition, and 
DMN overlapped the most during rest.

Thus far, these results demonstrate a strong domain-specificity in the functional connectivity of the stimulated regions.

2.6. TMS modulates task-specific network activity

Using the time series of ICA networks from all TMS conditions, task-specific network activity was assessed at baseline and then 
tested for stimulation effects. To this end, stimulus condition-specific responses were estimated for each network through multiple 
temporal regression analyses with the GLM design matrices. We identified task-active networks at baseline with pairwise tests between 
sham condition target and control responses (Fig. 9A, Table S5). After sham TMS, the number of task-active networks at baseline 
increased across domains, from attention to semantics to social cognition. During attentional reorienting the DAN, VAN, and rFPCN 
were significantly activated. During semantics, the semantic network, aDMN, DMN and VAN were activated while the DAN was 
deactivated. Social cognition recruited aDMN, DMN, pDMN-IPL, and the semantic network while deactivating DAN, VAN, rFPCN, 
CON, and the motor network.

Network-level TMS modulations of activity were identified through pairwise comparison of target-only responses of each network 
in sham and active TMS conditions. IPL stimulation effects on task activity occurred mainly in task-active networks (Fig. 9, Table S5). 

Fig. 6. Relating domain-specific connectivity to IPL TMS targets. (A) Electric field hotspots across participants for left and right TMS generated by 
summing subject-level TMS site seeds for each hemisphere. Values display voxelwise overlap across the group for each seed. (B) Comparison of left 
versus right IPL-to-whole-brain functional connectivity (FC) across domains in baseline conditions. For each cognitive domain, sham or pre- 
stimulation left IPL and right IPL FC maps were correlated, within subject, to estimate their similarity in each state (left plot). Values displayed 
in plots are the group means of correlations and laterality indices (right plot) in each domain. Resting-state FC is the most similar between 
hemispheres, while social cognition is the most differentiated. Laterality indices show attention and social cognition to have stronger right IPL 
connectivity, semantics to have greater left IPL connectivity, and rest to be relatively balanced.

K.A. Williams et al.                                                                                                                                                                                                   Heliyon 10 (2024) e39735 

7 



For attention, left IPL stimulation decreased rFPCN activity and aDMN deactivation (rFPCN: p = 0.0293, aDMN: p = 0.0302, Fig. 9B). 
Semantic network deactivation during semantic cognition was reduced after right IPL TMS (Fig. 9C). During social cognition, DMN 
subnetworks were further deactivated after TMS, specifically for pDMN-IPL after stimulation in either hemisphere (left: p = 0.0364, 
right: p = 0.0299) and aDMN after right-hemisphere stimulation (p = 0.0425, Fig. 9D). Subject-level target response betas for all TMS 

Fig. 7. Large-scale networks of interest investigated in our study. (A) Maps of the selected connectivity networks derived from one-sided t-tests of 
pre-stimulation rest data (uncorrected voxel-level threshold p < 0.001 and FWE-corrected cluster level p < 0.05), see Fig. S2 for domain-specific 
masks overlaid for each network. CON, cingulo-opercular network; lFPCN, left frontoparietal control network; rFPCN, right frontoparietal con-
trol network; VAN, ventral attention network; semantic network; aDMN, anterior default mode network; pDMN-IPL, posterior default mode IPL 
subnetwork; pDMN-PCC, posterior default mode posterior cingulate cortex subnetwork; DMN, default mode network; DAN, dorsal attention 
network; motor network; BG, basal ganglia network.

Table 1 
Network match and similarity across domains.

rest networks attention networks weighted corr. semantics networks weighted corr. social cognition networks weighted corr.

1 lFPCN 1 lFPCN 0.705 1 lFPCN 0.025 1 lFPCN 0.641
2 rFPCN 2 rFPCN 0.703 2 rFPCN 0.679 2 rFPCN 0.686
3 VAN 3 VAN 0.439 3 VAN 0.551 3 VAN 0.324
4 Semantic 4 Semantic 0.637 4 Semantic 0.536 4 Semantic 0.592
5 aDMN 5 aDMN 0.622 5 aDMN 0.598 5 aDMN 0.689
6 pDMN-IPL 6 pDMN-IPL 0.525 – – – 6 pDMN-IPL 0.523
7 pDMN-PCC – – – – – – – – –
8 DMN 7 DMN 0.458 6 DMN 0.592 7 DMN 0.357
9 DAN 8 DAN 0.497 7 DAN 0.39 8 DAN 0.402
10 Motor 9 Motor 0.351 8 Motor 0.184 9 Motor 0.312
11 BG 10 BG 0.525 9 BG 0.655 10 BG 0.636
12 CON – – – – – – 11 CON 0.45

Table 1. The table displays the list of resting-state networks-of-interest that were used as a reference set to match networks across domains (Column 
1), followed by the matched networks in each task and the weighted 3D correlations of the unthresholded maps to the references. See Fig. 7 caption for 
abbreviations.
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conditions across networks and tasks are displayed as supplementary information (Fig. S3).

2.7. TMS modulations of network interactions are state-specific

Domain-specific functional connectivity between networks was estimated for all TMS conditions using correlational psycho-
physiological interactions (cPPI) analysis and partial correlations of network time series for task and resting states, respectively. In the 
baseline condition, network interactions showed similar core architecture connectivity across domains (Fig. S4). Expected interactions 
included strong DAN-VAN correlation accompanied by both networks’ anticorrelation to aDMN during attention, strong coupling 
between the semantic network and other default mode subnetworks during semantic cognition, and more pairs of positively connected 

Fig. 8. TMS site overlap varies with domain-specific networks. Spider plots show the quantity of group-level E-field hotspot overlap with each ICA 
network in each domain (displayed in Fig. S2), quantified by overlapping binary masks of the left and right group TMS site hotspots on each network 
mask and reported as percentage of the network.

Fig. 9. TMS modulates task-specific network activity in each domain. (A) Networks exhibit task-specific activity. For each network that was 
resolved within a task, the mean difference between target and control condition beta weights from the regression analysis are plotted for attention 
(red), semantics (green), and social cognition (blue). Significantly active networks in each task are marked with an asterisk, indicating Bonferroni- 
Holm-corrected p < 0.05 in pairwise permutation tests (n = 10,000). (B) Contrasting left IPL TMS versus sham during attention revealed altered 
network activity, reducing deactivation in aDMN and activation in rFPCN. For all tasks, performance remained unchanged. (C) Contrasting right IPL 
TMS versus sham during semantics showed significantly decreased deactivation in the semantic network. (D) TMS versus sham contrasts during 
social cognition showed increased deactivation in aDMN after right IPL TMS and in pDMN-IPL after TMS in both hemispheres. Results are reported 
for modulations with p < 0.05 of 10,000 permutations (asterisks).
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networks during social cognition, relative to attention and semantics. Resting-state partial correlations revealed generally weaker 
network pair interactions overall, relative to task-oriented cognition.

Within each domain, we tested for TMS-induced changes in connectivity between networks through pairwise comparisons of active 
and sham TMS conditions. A general pattern emerged from the TMS modulations such that IPL stimulation decreased interactions 
between networks during goal-oriented cognition and increased interactions during resting state (Fig. 10, Table S6). For attention, only 
right-hemisphere stimulation exhibited changes in network connectivity, specifically inhibition between the DMN and the basal 
ganglia network. In semantics, left IPL stimulation facilitated interaction between aDMN and rFPCN and otherwise inhibited in-
teractions between the DMN and motor network and the VAN and semantic network. During social cognition, TMS inhibited several 
network pair interactions. Left and right FPCN coupling decreased after left-hemisphere stimulation. Right-hemisphere stimulation 
inhibited aDMN to pDMN-IPL, semantic network to DMN, and motor network to, each, BG network and lFPCN. Interestingly, during 
rest, only facilitation between networks occurred. After stimulation in either hemisphere, increased coupling occurred between the BG 
and cingulo-opercular networks and the semantic network and rFPCN. Left TMS also increased connectivity between pDMN-IPL and 
DAN, while right TMS facilitated VAN connectivity to pDMN-IPL, motor, and semantic networks.

3. Discussion

In this study, we employed offline TMS-fMRI to demonstrate regional and large-scale network adaptations to focal disruption of the 
left or right inferior parietal lobe, a key cognitive hub, in healthy humans. We aimed to shed light on whether network-level com-
pensations occurring to uphold normal cognitive function are specific to the hemispheric functional specializations of the attention, 
semantic, and social cognition domains.

Our main findings were as follows: First, univariate analyses revealed that TMS-induced modulation of task-related activity varied 
more across domains than between the hemispheres perturbed, mainly resulting in facilitation in midline DMN regions during 
attention and inhibition in distributed areas during semantics and social cognition. With respect to regional changes in intrinsic 
functional connectivity, TMS over left IPL decreased connectivity in the extended target area and bilaterally across DAN regions, 
including the cerebellum, at rest. TMS over right IPL inhibited resting-state connectivity to within-hemisphere regions anterior to the 
target and mainly within the DAN. Hemisphere-specific IPL connectivity profiles that differed across the cognitive domains correspond 
to typical activations reflecting hemispheric specialization in each task. Large-scale networks also showed spatial distributions in 
connectivity specific to each domain. Accordingly, domain-specific network topography and laterality profiles of IPL connectivity 
distinguished left from right TMS effects. Regarding temporal dynamics of large-scale networks, TMS differentially affected network 
activity and between-network connectivity in a task-specific manner. We found that TMS mainly affected the activity of task-active 
networks, with a mixture of inhibitory and facilitatory effects, despite not impacting task performance. Furthermore, between- 
network connectivity changes after TMS differed between tasks and rest, indicating a state-specific response. At rest, network in-
teractions were exclusively facilitated after left and right IPL stimulation. In contrast, task-related network interactions were mainly 
inhibited after TMS, both over left and right IPL. At the network level overall, TMS over IPL modulated activity and connectivity 
primarily among frontoparietal networks and default mode subnetworks. In the absence of behavioral perturbation effects, these 
changes in functional connectivity and neural activity likely represent adaptations required to sustain task performance.

In the following discussion, we integrate results across the range of analyses to summarize the dominant themes in our 
observations.

3.1. Cognitive domain shapes functional connectivity, influencing TMS effects

Regarding the influence of domain-specific FC on TMS effects, we first gained insight through characterizing connectivity to the 
stimulation targets for each cognitive domain. Directly comparing left and right IPL whole-brain FC highlights lateralization features 
across domains that likely contribute to hemisphere-specificity of TMS-induced modulations. We show that left and right IPL con-
nectivity are the most similar and least lateralized during rest, paralleling similarities in left and right TMS responses, such as common 
between-network connectivity increases (Semantic-rFPCN and CON-BG). TMS over right IPL triggered more modulations than over left 
IPL in the right IPL-lateralized social cognition task. This was not the case for attention, which shows a stronger right-lateralization of 
IPL connectivity than social cognition. However, compared to social cognition, left and right IPL connectivity profiles are more similar 
in attention, during which TMS induced similar changes in posterior midline activity after left and right TMS. Among the tasks, left and 
right IPL connectivity are most similar in semantics, while whole-brain connectivity lateralizes stronger to the left IPL. This combi-
nation of features may account for the seemingly paradoxical modulation of semantic network activity after right IPL stimulation, such 
that perturbation of a node in the task-active network triggers an easy shift of resources within the network to the better-connected 
homologue relative to more costly shifts to other networks. Hemisphere-specific variations of parietal cortex connectivity have 
been described across domains using functional connectivity analyses [15,17,34–36] and demonstrated with TMS [10,29,31,37,38].

Additionally, we show that large-scale FC networks resolve differently across cognitive domains [39–41]. For example, during 
semantics, relative to the other domains, the default mode fractionated into the fewest subnetworks and the lFPCN occupied the least 
cortical space. These results likely relate to the strong left-hemisphere dominance of language-related networks and supporting roles of 
other domain general networks such as the multiple demand network in various aspects of semantic cognition [42–44]. Such topo-
graphical redistribution of connectivity to form domain-specific networks becomes particularly relevant when considering their spatial 
relationships to the TMS targets. Emphasizing the functional diversity of the IPL, we show that the extent of stimulation seed overlap 
with each network varies across domains. Presumably, this change in stimulation coverage would interact with network targeting in 
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each domain. Our results demonstrate this topographic influence in combination with task-active network responses discussed in the 
previous section. For example, aDMN overlaps with stimulation targets the least during semantic cognition, and we detected no change 
in activity in the network for that domain. Likewise, the right stimulation seed overlap with rFPCN is very similar during attention and 
semantics, and both are greater than during social cognition. TMS modulated rFPCN activity in attention but not in semantics, wherein 
the network did not contribute in the sham condition. pDMN-IPL was not evoked as a distinct network during semantics, and while the 
left stimulation seed overlapped with it most during attention, this network’s activity changed only in its task-active social cognition 
domain.

Throughout our results we see nominal similarities in network responses to left and right IPL stimulation, wherein modulations 
occur in the same direction relative to sham. While similar effects for left and right IPL stimulation are likely due primarily to their 
structural symmetry, functional connectivity and structural connectivity show discordant attributes across hemispheres [45], there-
fore hemispheric functional specialization shapes local and whole-brain responses to stimulation.

3.2. TMS modulates activity of task-active networks

We show that TMS over IPL induced task-specific changes in network activation. Generally, responsive networks in each domain 
were active in the unperturbed condition for the respective task, including the rFPCN in attention, the semantic network in semantics, 
and aDMN and pDMN-IPL in social cognition. The reduced deactivation in aDMN in attention after left IPL stimulation appears to be an 
exception to this pattern since that network was not active during attention after sham TMS. Nevertheless, the univariate map of 
activity during attention after sham (Fig. 3) shows task-specific deactivation in posterior midline regions intersecting with aDMN, 
indicating that task-specific involvement of the network may be obscured when generalizing its activity to a single time series. These 
results are supported by previous concurrent TMS-fMRI studies in which TMS selectively perturbed regions engaged during task 
performance as well as remote areas considered to be part of task-relevant networks [37,46,47]. Our task-dependent results show that 
the after-effects of TMS also rely on the ongoing function of brain networks, as biophysical modeling of collective brain network 
dynamics has indicated [48]. Previous work demonstrated distributed task-specific inhibition in task-active networks during semantic 
processing after inhibition of the IPL [31]. Increased activation in neighboring areas was also observed for lower-order functions that 
may reflect compensatory adaptive plasticity [31]. Another study found that TMS only affected deep but not shallow memory 
encoding, arguing for the impact of the current task state [49]. Collectively, the previous and present results show domain-specific 
modulations of task-active network responses, supporting that, in addition to being state specific, TMS effects are task specific.

In each of the results described above, TMS-induced activity modulations were not detected in the networks with maximal E-field 
hotspot overlap in the respective domains. Rather, activity changed in task-active networks with small IPL nodes relative to the rest of 
the network. Although the exact mechanisms are not completely understood, it is well established that TMS induces changes in remote 
regions in the network of the cortical target [24,25,50]. Some studies have demonstrated the behavioral relevance of such remote 
effects for different tasks [31,51]. This finding further illustrates TMS responses as selective modulation of domain-specific activity 
through network dynamics.

3.3. Network interactions respond to TMS in a state-dependent manner

We show that TMS over IPL primarily decreased interactions between networks during attention, semantics and social cognition, 
which contrasts with facilitated interactions during unconstrained rest. These results indicate a state-based response to TMS, which is 
largely characterized by opposite between-network connectivity changes in task and rest states. These contrasting brain responses 
across task-free and task-active states are in line with other studies reporting network responses to targeted stimulation of a single 
node. For example, TMS over a posterior parietal node decreased connectivity between its hippocampal network and nodes of other 
task-related networks during memory formation [32]. In resting-state, increased between-network connectivity has been detected 
after applying TMS in a pre-post design [52]. One concurrent TMS-fMRI study reported reduced connectivity between networks in a 
task compared to rest [47]. Our results contribute evidence for contrasting changes during the two states in the same set of participants.

During tasks, the functional modularity of the brain has been reported to be reduced compared to resting state [53,54]. Moreover, 
modularity structure, characterized by subnetworks with high within-network connectivity and low between-network connectivity, 
requires a balance of segregation and integration for healthy brain function [55,56]. Such network properties could be one explanation 
for the state-dependency in TMS responses that we find. During tasks, to sustain normal behavioral function (performance) after 
network perturbation, task-relevant networks may respond by further disengaging with one another to retain within-network con-
nectivity, i.e., segregation-integration balance, necessary for cognitive demands [57]. Such specific network segregation may not be 

Fig. 10. TMS modulates network interactions in a state-dependent manner. TMS effects on domain-specific network interactions revealed by 
contrasting between-network connectivity for active (left or right) TMS against sham within each task domain. Tests for resting state contrasted 
mean pre-post TMS connectivity differences in active and sham conditions. Significant network connectivity differences from sham for left and right 
TMS are illustrated in the left and right columns, respectively, for all domains. At the end of the red/blue connecting lines, inner and outer circle 
sections indicate correlation strength for baseline and active TMS, respectively (See Fig. S4 for baseline connectivity). (A) In attention, right TMS 
inhibited interaction between DMN and the BG network. (B) In semantics, left TMS modulated interactions between three pairs of networks, and 
right TMS inhibited aDMN interaction with VAN and lFPCN. (C) In social cognition, left TMS inhibited interaction between the two frontoparietal 
control networks, and right TMS inhibited interactions between four network pairs. (D) During rest, left and right TMS facilitated interactions 
between several network pairs. Results reported are comparisons with p < 0.05 in 10,000 permutations.
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required to maintain task-free cognition. Other resting-state studies have detected within- and between-network connectivity increases 
after TMS [52,58]. Likewise, the resting-state network adaptations reported here reflect connectivity increases within the whole-brain 
network as opposed to particular task-relevant ones.

3.4. Flexibly dynamic networks are the most TMS-responsive across conditions

Across all cognitive domains at the network level, TMS consistently modulated the temporal dynamics, either activity or con-
nectivity, of frontoparietal and default mode networks. The DMN is a domain-general network with multimodal hubs that contribute 
variably to a range of cognitive functions, illustrating its high capability for dynamic reallocation of resources [5,59,60]. While we 
specifically targeted a hub node of the DMN, it is noteworthy that frontoparietal networks persistently modified their behavior after 
TMS. Flexibility to support diverse, dynamic ongoing function is a prominent characteristic of frontoparietal networks [61,62], as is 
their role in cognitive control [61,63]. Frontoparietal networks have been distinguished as intermediary networks, readily switching 
connectivity or co-activation preference between default mode and task-active networks throughout cognition [64–66].

Bolstering the roles of frontoparietal and default mode subnetworks in dynamic reconfiguration of networks for cognition is the 
complex relationship between the two sets. Differentiated frontoparietal and default mode subnetworks exhibit parallel distribution 
throughout the cortex and display preferential activation and coupling depending on factors such as task difficulty, context, and 
temporal window [66–69]. It has been suggested that parallel subnetwork organization could increase functional resiliency in cases of 
perturbation or impairment [70]. Our finding of frontoparietal and default mode networks being universally affected by TMS is in line 
with the role of these domain-general networks in flexibly redistributing resources in response to continuously varying demands, 
including inhibition of a functional hub.

A limitation of our study is the use of uncorrected thresholds for some of the statistics of TMS effects. The overall weak effects likely 
demonstrate the burden of a node’s inhibition being shared collectively as complex and subtle adjustments across networks [71]. Due 
to weak and variable responses to TMS, some prior TMS studies have reported weak or uncorrected results after null results in initial 
analyses [26,52]. This manner of reporting may provide the field with observable trends that could help guide future TMS studies. 
Furthermore, while we expect the effects of TMS to last at least 30–45 min, it is not known whether such effects slowly decay or have an 
“on-off” form. To avoid systematic influences of potential decay effects on a specific task, we counterbalanced the order of tasks across 
participants. To minimize variance related to the decay of TMS effects, we maintained the order of tasks within participants, such that 
TMS conditions could be fairly compared in pairwise tests (e.g., left vs. sham TMS) for each task. This decision allowed us to compare 
TMS modulations across the tasks within the effective time window, however it could also explain some of the weak effects we found at 
the group level. Nonetheless, we consider our results to collectively contribute to the understanding of TMS effects in human brain 
networks.

In conclusion, this study provides evidence that short-term perturbation of a hub node with TMS triggers state-specific alterations 
between flexible, domain-general networks and activity modulations in networks that contribute to domain-specific function, which in 
turn maintain ongoing cognitive processes.

4. Resource availability

4.1. Data and code availability

All data reported in this paper will be provided upon request to the corresponding author and original code is publicly available 
(https://github.com/kathleen-williams/network_adaptations_to_IPL_inhibition).

5. Methods

5.1. Experimental model and study participant details

We present data from 30 healthy, native German speakers (13 females, mean age 29 ± 4.8 years), who took part in the entire offline 
TMS-fMRI experiment. All participants were right-handed according to the Edinburgh Handedness Inventory [72] (laterality quotient 
>80 %), had normal hearing and normal or corrected-to-normal vision, and no history of neurological or psychiatric disorders or any 
contraindications against MRI. Participants were recruited from the in-house database at the Max Planck Institute for Human Cognitive 
and Brain Sciences. The experiment consisted of up to seven sessions for each participant with an optional initial resting motor 
threshold or structural MRI measurement for cases in which a participant’s data was not already in the institute database. All subjects 
participated in six TMS-fMRI sessions separated at least one week apart to avoid repetition effects (Fig. 1). All participants gave written 
informed consent to participate in the experiment approved by the Ethics Committee of the Medical Faculty of the University of 
Leipzig, Germany (282/16-ek) and were compensated at 10 euros per hour. All the work described here was carried out in accordance 
with The Code of Ethics of the World Medical Association (Declaration of Helsinki) for experiments involving humans. Due to excessive 
motion in at least one task run (FD > 5), two participants were excluded from all task-based analyses (n = 28, task; n = 30, rest).
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5.2. Method details

5.2.1. Image acquisition
Data acquisition was performed on a 3 T S Skyra fit MR system (Siemens). For every blood-oxygen-level-dependent (BOLD) run, a 

10-min (1189 vol) whole-brain gradient echo planar (GE-EPI) T2*-sensitive sequence (3 × 3 × 3.2 mm, 0.32 mm gap, 0.5 s TR, 36 
slices, 24 ms TE, 45◦ flip angle) with multiband acceleration was used [73]. Additionally, in a separate scanning session, two 
high-resolution (1 × 1 × 1 mm voxel size) structural MR images (T1- and T2-weighted) and one diffusion-weighted image set were 
acquired for each participant using a standard 3D magnetization-prepared rapid acquisition with gradient echo sequence. The 
T1-weighted image was used for neuronavigation, and all structural images were used for modeling the TMS-induced electric fields. An 
eye-tracking camera was used to allow experimenters to monitor participants during the scans and note occasions of sleep or 
drowsiness.

5.2.2. fMRI experiment
The fMRI experiment included three resting-state sessions, which consisted of a pre-stimulation measurement and three post- 

stimulation measurements (10 min × 4 runs) and three task-based sessions that were performed after TMS. Each task fMRI session 
included three runs representing the cognitive domains of attention, semantics, and social cognition (10 min × 3 tasks). For both rest 
and task fMRI sessions, three stimulation conditions, including left IPL TMS, right IPL TMS, or sham TMS, were counterbalanced in 
order across participants, thus applying all stimulation conditions in all subjects. Stimuli, displayed and triggered using Presentation 
software (Version 16.3.x) [74], were projected onto a panel positioned at the end of the MRI bore, and a head coil-mounted mirror was 
positioned to center the projection in the participant’s field of view. For task fMRI, the order of tasks was counterbalanced across 
participants but fixed within participant. Participants responded as quickly as possible via a two-finger button box placed in the right 
hand. The participants underwent task training prior to the stimulation procedure.

For resting-state, also referred to as “rest” or “task free,” measurements, a white crosshair centered on a black screen was presented 
to participants. Participants were instructed to visually focus on the cross, stay awake and as still as possible. For task fMRI, following 
our previous study, we used three well-established cognitive tasks that rely on intact IPL function and exemplify a range of larger 
cognitive domains [17]. A Posner-like reorientation task represented attention, lexical decisions typified semantics, and communi-
cative intention processing evoked social cognition [75–77]. Trials were presented in an event-related fashion, and each task had a 
target condition and a well-matched control condition to be contrasted as a means of capturing domain-specific brain activity. Briefly, 
during the attentional reorienting task, a directional arrow appeared at the center of the screen in each trial to indicate, congruently or 
incongruently, the position of a visual target presented on the following screen, thereby directing the participant’s attention to the left 
or right. In the invalid condition of interest, or target condition, the direction of the arrow was incongruent with the position of the 
target’s appearance, forcing participants to reorient their attention (20 % of trials). Congruently appearing targets represented the 
valid control condition in 75 % of the trials. Catch trials in which no target appeared, therefore requiring no response, were also 
included (5 % of trials). In the lexical decision task, participants made decisions (word or pseudoword?) about a visually presented 
word (target condition) or pseudoword (control condition) based on concrete German nouns and well-matched pseudowords. In the 
social cognition task, comic strips of four panels were sequentially presented to participants, who were instructed to demonstrate their 
comprehension of stories by selecting logical story endings from two choices. The target condition, which represented prototypical 
social interaction, consisted of stories categorized conceptually as extralinguistic communicative intention, depicted by people making 
communicative gestures, such as pointing to a bottle to request it. The stories presented in the control condition belonged to the 
conceptual category of physical causality among objects, such as a ball blown by a gust of wind that knocks over and breaks several 
bottles.

5.2.3. Stimulation and E-field computation
The cortical targets within both IPLs were based on a previous group study with the same attention and semantic tasks [17]. We 

targeted the group peak transformed into individual space (SPM) within the left IPL of the word-pseudoword contrast (MNI coord. x, y, 
z = − 51, − 72, 28) and the group peak within the right IPL of the invalid-valid contrast (MNI coord. x, y, z = 57, − 48, 24) [78]. If 
necessary, the cortical target was shifted to the closest gray matter location. We constructed high-resolution head models from T1- and 
T2-weighted MRI scans and calculated the optimal coil position and orientation to stimulate the cortical targets with the simnibs. 
TMSoptimize(.) method. For the electric field simulation, gray and white matter anisotropy based on a DWI scan were included, and 
standard conductivity values were used for the five tissue types gray matter, white matter, cerebrospinal fluid, bone, and skin. These 
optimal coil configurations provided us with individual FEM-based E-field simulations. To allow for group analyses, we transformed 
the E-fields into common spaces. To optimize the cortical field exposure, we selected the coil position and orientation with respect to 
the maximum overall stimulation strength |E|, that is, the magnitude of E, in a 5 mm sphere around the cortical target, restricted to 
gray matter only [79]. Optimal coil positions and orientations from the optimization procedure were exported and imported into the 
neuronavigation software with the IMporter tool [80]. The rMT for each subject was assessed based on the 5-10-Rothwell [81] method, 
starting with individualized M1 targets based on Mayka et al. [82].

After neuronavigation and a short practice block, two cTBS600 trains [27] were delivered at 90 % resting motor threshold with a 
10-min pause [83,84] to assure robust stimulation effects throughout the fMRI acquisition after TMS. Because TMS effects potentially 
interact with cognitive state [85,86], subjects watched a soundless “Inscapes” video during the 10-min break between cTBS trains [87]. 
TMS was delivered with a figure-of-eight coil (MagVenture MCF-B65 for the active TMS conditions ‘left IPL’ and ‘right IPL’; Mag-
Venture MCF-P-B65 placebo coil in the ‘sham TMS’ condition over the left IPL target) connected to an ×100 stimulator. Coil 
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positioning was guided by a neuronavigation system (TMS Navigator, Localite). Subjects were transferred to the MRI scanner 
immediately after TMS in an MRI-compatible wheelchair to minimize self-inflicted movement [88]. The entire stimulation and transfer 
procedure were conducted silently, and the time between the end of the second stimulation and the start of the fMRI measurement was 
below 10 min.

5.2.4. Behavioral analysis
To test for TMS effects on task performance, correct response times and accuracies for attention, semantics, and social cognition 

were analyzed using paired t-tests between control and target conditions within domain and between sham and active target-only 
conditions to test for stimulation effects.

5.2.5. Image preprocessing
FMRI preprocessing was implemented with fMRIPrep 21.0.1 [89], which is based on Nipype 1.6.1 [90] and Nilearn 0.8.1 [91]. A 

fieldmap was estimated based on two EPI references with topup (FSL 6.0.5.1) [92]. The T1-weighted image was corrected for intensity 
non-uniformity with N4BiasFieldCorrection [93,94] and skull-stripped with a Nipype implementation of the antsBrainExtraction.sh 
workflow, using OASIS30ANTs as the target template. Brain tissue segmentation of cerebrospinal fluid (CSF), white matter (WM), and 
gray matter (GM) was performed on the brain-extracted T1w using fast (FSL 6.0.5.1) [95]. Brain surfaces were reconstructed using 
recon-all (FreeSurfer 6.0.1) [96], and the brain mask was refined with a custom variation of the method to reconcile ANTs-derived and 
FreeSurfer-derived segmentations of the cortical gray-matter of Mindboggle [97]. Volume-based spatial normalization to the 
MNI152Lin template was performed with antsRegistration (ANTs 2.3.3). For each BOLD run a reference volume and its skull-stripped 
version were generated. Subsequently, head-motion parameters, i.e., transformation matrices and six rotation and translation pa-
rameters, were estimated using mcflirt (FSL 6.0.5.1) [98]. The estimated fieldmap was then aligned with rigid-registration to the target 
EPI reference volume and the field coefficients were mapped onto the reference EPI. BOLD runs were slice-time corrected to 0.214s 
using 3dTshift from AFNI [99,100]. Finally, the BOLD reference was co-registered with six degrees of freedom to the T1w reference 
using bbregister (FreeSurfer) which implements boundary-based registration [101]. Framewise displacement (FD) was computed as a 
time-series confound using the absolute sum of relative motion formulation following Power [102]. Additionally, a set of physiological 
regressors were extracted to allow for component-based noise correction (CompCor) [103]. Principal components were estimated after 
high-pass filtering the preprocessed BOLD time series (using a discrete cosine filter with 128 s cut-off) for the anatomical CompCor 
variant (aCompCor). Three probabilistic masks (cerebral spinal fluid, CSF; white matter, WM; and combined CSF + WM) were 
generated in anatomical space, following the fmriPrep implementation. Components are also calculated separately within the WM and 
CSF masks. The confound time series derived from head motion (x, y, z, yaw, pitch, roll) estimates were expanded with the inclusion of 
temporal derivatives and quadratic terms for each, yielding 24 total motion parameters [104]. Details of the pipeline can be found in 
fMRIPrep workflows (https://fmriprep.org/en/stable/workflows.html). For restricting later analyses and statistical tests to voxels of 
interest, binary gray-matter masks were generated from the SPM12 tissue probability map (probability >0.3). Preprocessed data were 
smoothed with a 4 mm FWHM 3D Gaussian kernel.

5.2.6. Voxelwise analyses

5.2.6.1. fMRI general linear model. Task fMRI data were analyzed using the standard two-level mass-univariate GLM approach in 
SPM12. First-level analysis was initiated by constructing GLMs for each participant run using the FAST(1) algorithm to account for 
temporal autocorrelation in fMRI data with short repetition times [105]. The model included a regressor for each stimulus condition (i. 
e., target and control) modeling the onset and duration of every correct trial stimulus in an fMRI run. Additionally, it included nuisance 
regressors for steady-state outliers, 24 motion parameters, the first six aCompCor and six corresponding cosine regressors, FD, and 
individual regressors for censoring each time point with excessive volume-to-volume movement (FD > 0.5). For all group-level 
voxelwise analyses, a gray-matter mask was applied to restrict statistical tests to relevant voxels for random-effects t-tests. To char-
acterize baseline task activity in the brain, target-versus-control contrast images were computed for each participant and all tasks, and 
one-sided t-tests were performed and statistically thresholded at a voxelwise p < 0.001 and a cluster-level p < 0.05, corrected for 
multiple comparisons using the family-wise error (FWE) method. To test for modulatory TMS effects, contrast images were computed 
by modeling the target against implicit rest to avoid interaction effects of the task conditions, and target-only contrast images were 
submitted to paired t-tests between active (left or right) and sham stimulation with results thresholded to p < 0.05 in the voxel, and p 
< 0.05, FWE-corrected at the cluster level.

5.2.6.2. Seed-based functional connectivity. We employed seed-based functional connectivity analyses to investigate how TMS mod-
ulations relate to IPL’s functional connectivity with the whole brain across cognitive domains. To this end, voxelwise analyses were 
carried out using seeds derived from the E-field simulations. Subject-specific seed ROIs were generated from E-field models of left and 
right IPL stimulation. The E-fields in MNI space were cytoarchitectonically constrained to IPL, defined according to the JuBrain 
probabilistic cytoarchitectonic atlas [17,106]. Anatomically defined, IPL in each hemisphere comprised seven regions, which were 
provided by the SPM 12 Anatomy Toolbox v2.2 b [107]: rostral and caudal angular gyrus (PGa and PGp, respectively), and five regions 
of the supramarginal gyrus (PFm, PF, PFop, PGcm, PFt). E-fields were thresholded to the 90th percentile of their maximum magnitude 
(|E|) [108] and binarized. Group-level representations of E-field hotspots were generated by summing the binary seed maps across 
participants for each hemisphere. The group-level maps were binarized and used to estimate stimulation field overlap with large-scale 
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networks.
Intrinsic FC was estimated using the resting-state data in a simple cross-correlation analysis. In detail, data was denoised prior to 

analysis through temporal regression of the same nuisance parameters included in the univariate analysis, then AFNI’s 3dRSFC 
function was employed to bandpass filter data (0.01–0.1 Hz). Note that we did not perform global signal regression for any resting-state 
data analyses to ensure that processing is matched as similarly as possible to task-based analyses. However, including aCompCor 
regressors in the set of nuisance variables, robustly removes much of the noise associated with the global signal from connectivity 
measures [109]. For each hemisphere, the mean time series of the subject-specific seed was cross-correlated with that of each voxel in 
the brain, yielding a statistical map that was Fisher’s Z-transformed for second-level analyses. This procedure was applied to every 
resting-state fMRI run in the experiment, yielding subject- and session-level intrinsic FC maps for left and right IPL that were submitted 
to voxelwise group-level statistics. To characterize baseline IPL intrinsic FC at the group level, pre-stimulation resting-state seed-based 
connectivity maps, averaged within participant across experimental sessions, were submitted to one-sided t-tests. To capture modu-
latory TMS effects, we conducted paired t-tests between active (left or right) and sham stimulation difference maps (average of 
post-TMS - pre-TMS). For the within-condition averages, we excluded difference maps derived from runs in which maximum FD > 1. 
Baseline maps were statistically thresholded at a voxelwise p < 0.001 and a cluster-level p < 0.05, corrected for multiple comparisons 
using the family-wise error (FWE) method. For TMS effects, results were thresholded at p < 0.05 in the voxel, and p < 0.05, 
FWE-corrected at the cluster level. Pre-stimulation FC maps were additionally used to calculate indices of hemisphere-specific con-
nectivity at rest.

To probe task-specific FC from the stimulated regions of the IPL to the whole brain, we employed the gPPI toolbox in SPM12 to 
characterize voxelwise task-dependent FC to a seed ROI, independent of intrinsic correlations and task-related activation [110,111] In 
each task, for both hemisphere ROIs separately, we performed whole-brain analysis based on the GLM. Participant data were modeled 
separately at the first level, using the participant-level GLMs generated for the univariate analysis as the basis for the gPPI analysis. The 
psychological regressors modeled the contrast of correct trials of the target and control experimental conditions, the physiological 
regressors were composed of the first eigenvariate of the seed ROI time series, and PPI regressors for each experimental condition were 
created through multiplication of the HRF-deconvolved seed ROI BOLD signal with the condition onsets, followed by convolution with 
the canonical HRF [110,112]. The model also included the nuisance regressors that were used for univariate analysis. For each 
hemisphere and within each task, contrast images were computed for each participant and used to calculate indices of 
hemisphere-specific connectivity in the tasks.

5.2.6.3. Hemisphere-specific connectivity across domains. To inform potential underlying mechanisms of hemisphere-specific stimu-
lation effects, we directly compared whole-brain seed-based connectivity of left and right IPL for each cognitive domain. For each 
subject, left IPL FC maps were correlated by volume to right IPL FC maps, without threshold, for attention, semantics, social cognition, 
and rest (AFNI 3ddot). In addition, laterality indices were computed for each subject in each domain. Laterality was calculated first at 
the voxel level by subtracting right IPL FC from left IPL FC and normalizing by the sum of the absolute values of left and right IPL FC 
[113]. Then, domain-wise laterality indices were summarized for each subject accordingly by averaging the voxel-level indices within 
a gray-matter mask. Group-level means and standard deviations for each domain initially included all participant summary values, 
then means were calculated excluding outliers that exceeded a threshold of three standard deviations away from the initial group 
mean.

5.2.7. Network analyses

5.2.7.1. Spatial ICA. To identify task-specific networks in a data-driven manner, groupwise spatial ICA and group information guided 
back reconstruction was performed separately for each cognitive domain, including resting state, using the GIFT toolbox (GroupICAT 
v4.0d) [114,115]. Only sham stimulation sessions for tasks, or three pre-stimulation sessions for rest, were included in ICA. In detail, 
preprocessed, smoothed data were initially intensity-normalized before data dimensions were reduced to 30 dimensions in each step of 
a two-step principal component analysis (PCA) procedure, with PCA performed initially at the session level, then concatenated for 
group-level PCA, reducing the time dimension to 30 for the whole group, giving the number of independent components extracted. 
Icasso repeated ICA 50 times to estimate the stability of the components [116]. Components were scaled to Z-scores within each 
component for the remaining analyses. Before reconstructing the resulting independent components in each task, noise and artifact 
components were identified for exclusion using visual inspection. As a general guideline, the highest Z-score voxels show the regions 
with the greatest contribution to a component’s corresponding time series, and components with z-score peaks located outside gray 
matter were classified as artifacts and excluded from further analysis [117]. The group-level components classified as cortical sources 
were used as spatial templates for image-guided back-reconstruction of each component to sham, or pre-stimulation sessions as well as 
active stimulation sessions using group information guided ICA implemented in GIFT [115]. Group-level statistical maps of ICA 
networks were obtained for each domain by submitting all participant sham (task) or pre-stimulation (rest) session spatial maps to a 
one-sided t-test using a gray-matter mask, and thresholding on the voxel level at p < 0.001 and cluster-level p < 0.05, FWE-corrected. 
Thresholded maps were binarized to generate masks used for identification, visualization, and quantifying overlap with electric field 
hotspots.

5.2.7.2. Network identification. The non-noise components were labeled and selected for networks of interest. Cortical ICA networks 
excluded from temporal analysis comprised low-level domain-specific networks, such as primary visual, auditory, and somatosensory 
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networks. To match network components across cognitive states and relate them to well-known cognitive networks, AFNI’s 3dMatch 
was utilized on group-level maps to calculate weighted 3D correlations and sort each task’s selected component set, referencing them 
each to the set of resting state-derived networks and, separately, a set of templates of cortical networks recognized in the literature. The 
3dMatch function calculates weighted 3D correlations of statistical maps to quantify the spatial similarity between pairs of brain maps 
in different sets and uses the value to assign the best-matching pairs. Literature-based templates were chosen for their relevance in 
analytical technique or experimental design. Intensity-based result template maps included 10 ICA-derived networks whose maps were 
well matched with cognitive profiles in the BrainMap database [118] and the ALE-derived general semantic cognition network 
described by Jackson and colleagues [119]. They were thresholded to positive voxels with a value of at least 20 % of the maximum 
value in the volume. Additionally, the template battery included binary masks of each network from the 17-network parcellation 
reported by Yeo and colleagues [120]. All template maps were resampled to the resolution of the BOLD data before calculating 
similarity indices. Network correlations to literature-based templates were only used for guidance in network labeling and are not 
reported here.

5.2.7.3. Spatial overlap between stimulation seeds and networks. We overlapped stimulated regions onto the large-scale networks to 
elucidate which networks were most targeted directly by TMS. For each domain, group-level E-field hotspot maps were binarized and 
overlaid on network masks (Displayed in Fig. S2), then voxelwise overlap was quantified for each hemisphere-network pair as a 
percentage of the network. These quantities capture a spatial aspect of functional network reconfiguration occurring across domains 
and how that relates to the stimulated regions.

5.2.7.4. Network activity. Multiple regression analyses estimated each network’s activity during the three task-based fMRI sessions 
under all stimulation conditions. Using the GLM design matrices constructed for the voxelwise analyses, the temporal sorting utility in 
GIFT performed regression analyses between the network time series and the experimental stimuli at the subject level. The regression 
step yielded task predictor-specific beta values for each component, representing network activity for each task’s target and control 
condition in all experimental sessions. Pairwise comparisons of activity betas were made for all tasks to classify which networks exhibit 
task-specific activation and which networks modulated activity after TMS. For each network, betas for sham sessions were used to 
perform pairwise permutation testing (n = 10,000, p < 0.05, Bonferroni-Holm multiple comparisons corrected) between each task’s 
target and control conditions. To detect influences of TMS on task-specific network activity, pairwise permutation testing was applied 
in each task for each network between target betas of active (left or right) and sham stimulation conditions (n = 10,000, p < 0.05). For 
permutation testing, we implemented the following procedure in R: First, Tobs was computed as the mean beta difference between the 
tested conditions (i.e., target-control for sham activity and target active-sham for TMS) across subjects. Second, a permutation-based 
baseline distribution (10,000 values) T* was computed by shuffling the condition factor (e.g., ‘active’ or ‘sham’) for each subject before 
computing the average beta difference. Third, significance was reached if Tobs was more extreme than 95 % of T*.

5.2.7.5. Network connectivity. Connectivity between networks was estimated for all cognitive states. As in our previous study, we used 
correlational PPI (cPPI) to assess task-specific network connectivity [121]. Network time series from all runs were denoised prior to 
connectivity analyses through regression of the same nuisance time courses that were used for the voxelwise analyses. cPPI analysis, 
which we implemented using a freely available toolbox provided by Fornito and colleagues, estimates pairwise interactions between 
all regions, or networks, using partial correlations [122]. On the session level, for every pairwise interaction, two PPI terms were 
generated with the contrast between the target and control conditions of the task and the denoised ICA output time series from each of 
two networks of interest. A partial correlation was performed between the two PPI terms, while controlling for the activity of the 
remaining networks. Explicitly, we contrasted invalid versus valid for attention, word versus pseudoword for semantics, and 
communicative intention versus physical causality for social cognition. Between-network connectivity was estimated for resting-state 
runs by computing pairwise partial correlations of network time series that partialled out the signals of the remaining networks. Thus, 
network connectivity matrices were computed for all sessions, resulting in 21 (attention, semantics, social cognition, pre-stimulation 
rest, and three post-stimulation rest across three stimulation conditions) symmetric correlation matrices for each subject. Connectivity 
values of each network pair were tested for stimulation effects at the group level with pairwise permutation tests conducted between 
active (left or right) and sham stimulation conditions (n = 10,000). For the resting-state experiments, pre-stimulation connectivity 
matrices were used as a baseline and subtracted from each post-stimulation connectivity matrix at the session level. Second-level tests 
were conducted on the average of the three difference matrices. Results were considered significant at p < 0.05.
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Faz, Task-dependent activity and connectivity predict episodic memory network-based responses to brain stimulation in healthy aging, Brain Stimul. 7 (2014) 
287–296, https://doi.org/10.1016/j.brs.2013.12.016.

[50] H.R. Siebner, T.O. Bergmann, S. Bestmann, M. Massimini, H. Johansen-Berg, H. Mochizuki, D.E. Bohning, E.D. Boorman, S. Groppa, C. Miniussi, et al., 
Consensus paper: combining transcranial stimulation with neuroimaging, Brain Stimul. 2 (2009) 58–80, https://doi.org/10.1016/j.brs.2008.11.002.

[51] D.M. Herz, M.S. Christensen, N. Bruggemann, O.J. Hulme, K.R. Ridderinkhof, K.H. Madsen, H.R. Siebner, Motivational tuning of fronto-subthalamic 
connectivity facilitates control of action impulses, J. Neurosci. 34 (2014) 3210–3217, https://doi.org/10.1523/JNEUROSCI.4081-13.2014.

[52] C. Gratton, T.G. Lee, E.M. Nomura, M. D’Esposito, The effect of theta-burst TMS on cognitive control networks measured with resting state fMRI, Front. Syst. 
Neurosci. 7 (2013), https://doi.org/10.3389/fnsys.2013.00124.

[53] L.J. Hearne, L. Cocchi, A. Zalesky, J.B. Mattingley, Reconfiguration of brain network architectures between resting-state and complexity-dependent cognitive 
reasoning, J. Neurosci. 37 (2017) 8399–8411, https://doi.org/10.1523/JNEUROSCI.0485-17.2017.

[54] T.M. Morin, K.N. Moore, K. Isenburg, W. Ma, C.E. Stern, Functional reconfiguration of task-active frontoparietal control network facilitates abstract reasoning, 
Cerebr. Cortex 33 (2023) 5761–5773, https://doi.org/10.1093/cercor/bhac457.

[55] O. Sporns, Network attributes for segregation and integration in the human brain, Curr. Opin. Neurobiol. 23 (2013) 162–171, https://doi.org/10.1016/j. 
conb.2012.11.015.

[56] J.R. Cohen, M. D’Esposito, The segregation and integration of distinct brain networks and their relationship to cognition, J. Neurosci. 36 (2016) 12083–12094, 
https://doi.org/10.1523/JNEUROSCI.2965-15.2016.

[57] J.M. Shine, R.A. Poldrack, Principles of dynamic network reconfiguration across diverse brain states, Neuroimage 180 (2018) 396–405, https://doi.org/ 
10.1016/j.neuroimage.2017.08.010.

[58] M. Tik, A. Hoffmann, R. Sladky, L. Tomova, A. Hummer, L. Navarro de Lara, H. Bukowski, J. Pripfl, B. Biswal, C. Lamm, et al., Towards understanding rTMS 
mechanism of action: stimulation of the DLPFC causes network-specific increase in functional connectivity, Neuroimage 162 (2017) 289–296, https://doi.org/ 
10.1016/j.neuroimage.2017.09.022.

[59] D. Vatansever, D.K. Menon, A.E. Manktelow, B.J. Sahakian, E.A. Stamatakis, Default mode network connectivity during task execution, Neuroimage 122 
(2015) 96–104, https://doi.org/10.1016/j.neuroimage.2015.07.053.

[60] J.M. Kernbach, B.T.T. Yeo, J. Smallwood, D.S. Margulies, M. Thiebaut de Schotten, H. Walter, M.R. Sabuncu, A.J. Holmes, A. Gramfort, G. Varoquaux, et al., 
Subspecialization within default mode nodes characterized in 10,000 UK Biobank participants, Proc. Natl. Acad. Sci. 115 (2018) 12295–12300, https://doi. 
org/10.1073/pnas.1804876115.

[61] M.W. Cole, J.R. Reynolds, J.D. Power, G. Repovs, A. Anticevic, T.S. Braver, Multi-task connectivity reveals flexible hubs for adaptive task control, Nat. 
Neurosci. 16 (2013) 1348–1355, https://doi.org/10.1038/nn.3470.

K.A. Williams et al.                                                                                                                                                                                                   Heliyon 10 (2024) e39735 

19 

https://doi.org/10.1016/j.neuroimage.2012.03.035
https://doi.org/10.1016/j.neuroimage.2012.03.035
https://doi.org/10.1073/pnas.1113103109
https://doi.org/10.1016/j.neuron.2004.12.033
https://doi.org/10.1016/j.neuron.2004.12.033
https://doi.org/10.1016/j.cortex.2011.02.021
https://doi.org/10.1016/j.cortex.2011.02.021
https://doi.org/10.1002/hbm.23068
https://doi.org/10.1016/j.neuroimage.2019.01.057
https://doi.org/10.7554/eLife.25964
https://doi.org/10.1016/j.crneur.2022.100030
https://doi.org/10.1016/j.tics.2018.05.008
https://doi.org/10.1002/hbm.23341
https://doi.org/10.1016/j.neuroimage.2019.116089
https://doi.org/10.1093/cercor/bhac394
https://doi.org/10.1093/cercor/bhm013
https://doi.org/10.1093/cercor/bhab511
https://doi.org/10.1016/j.neuron.2014.05.014
https://doi.org/10.1098/rstb.2013.0526
https://doi.org/10.1093/cercor/bhy055
https://doi.org/10.1523/JNEUROSCI.0428-14.2014
https://doi.org/10.1093/cercor/bhac358
https://doi.org/10.1093/cercor/bhac358
https://doi.org/10.1101/2023.10.03.560166
https://doi.org/10.1038/s41598-019-39243-w
https://doi.org/10.1093/cercor/bhm159
https://doi.org/10.1093/cercor/bhm159
http://refhub.elsevier.com/S2405-8440(24)15766-0/sref47
http://refhub.elsevier.com/S2405-8440(24)15766-0/sref47
https://doi.org/10.1371/journal.pcbi.1008144
https://doi.org/10.1016/j.brs.2013.12.016
https://doi.org/10.1016/j.brs.2008.11.002
https://doi.org/10.1523/JNEUROSCI.4081-13.2014
https://doi.org/10.3389/fnsys.2013.00124
https://doi.org/10.1523/JNEUROSCI.0485-17.2017
https://doi.org/10.1093/cercor/bhac457
https://doi.org/10.1016/j.conb.2012.11.015
https://doi.org/10.1016/j.conb.2012.11.015
https://doi.org/10.1523/JNEUROSCI.2965-15.2016
https://doi.org/10.1016/j.neuroimage.2017.08.010
https://doi.org/10.1016/j.neuroimage.2017.08.010
https://doi.org/10.1016/j.neuroimage.2017.09.022
https://doi.org/10.1016/j.neuroimage.2017.09.022
https://doi.org/10.1016/j.neuroimage.2015.07.053
https://doi.org/10.1073/pnas.1804876115
https://doi.org/10.1073/pnas.1804876115
https://doi.org/10.1038/nn.3470


[62] K. Hwang, J.M. Shine, M. D’Esposito, Frontoparietal activity interacts with task-evoked changes in functional connectivity, Cerebr. Cortex 29 (2019) 802–813, 
https://doi.org/10.1093/cercor/bhy011.

[63] S. Marek, N.U.F. Dosenbach, The frontoparietal network: function, electrophysiology, and importance of individual precision mapping, Dialogues Clin. 
Neurosci. 20 (2018) 133–140.

[64] R.N. Spreng, The fallacy of a “task-negative” network, Front. Psychol. 3 (2012), https://doi.org/10.3389/fpsyg.2012.00145.
[65] A.C. Chen, D.J. Oathes, C. Chang, T. Bradley, Z.-W. Zhou, L.M. Williams, G.H. Glover, K. Deisseroth, A. Etkin, Causal interactions between fronto-parietal 

central executive and default-mode networks in humans, Proc. Natl. Acad. Sci. 110 (2013) 19944–19949, https://doi.org/10.1073/pnas.1311772110.
[66] M.L. Dixon, A.D.L. Vega, C. Mills, J. Andrews-Hanna, R.N. Spreng, M.W. Cole, K. Christoff, Heterogeneity within the frontoparietal control network and its 

relationship to the default and dorsal attention networks, Proc. Natl. Acad. Sci. 115 (2018) E1598–E1607, https://doi.org/10.1073/pnas.1715766115.
[67] R.M. Braga, R.L. Buckner, Parallel interdigitated distributed networks within the individual estimated by intrinsic functional connectivity, Neuron 95 (2017) 

457–471.e5, https://doi.org/10.1016/j.neuron.2017.06.038.
[68] M.L. Dixon, J.R. Andrews-Hanna, R.N. Spreng, Z.C. Irving, C. Mills, M. Girn, K. Christoff, Interactions between the default network and dorsal attention 

network vary across default subsystems, time, and cognitive states, Neuroimage 147 (2017) 632–649, https://doi.org/10.1016/j.neuroimage.2016.12.073.
[69] H. Kim, Imaging recollection, familiarity, and novelty in the frontoparietal control and default mode networks and the anterior-posterior medial temporal lobe: 

an integrated view and meta-analysis, Neurosci. Biobehav. Rev. 126 (2021) 491–508, https://doi.org/10.1016/j.neubiorev.2021.04.007.
[70] N.U.F. Dosenbach, D.A. Fair, F.M. Miezin, A.L. Cohen, K.K. Wenger, R.A.T. Dosenbach, M.D. Fox, A.Z. Snyder, J.L. Vincent, M.E. Raichle, et al., Distinct brain 

networks for adaptive and stable task control in humans, Proc. Natl. Acad. Sci. 104 (2007) 11073–11078, https://doi.org/10.1073/pnas.0704320104.
[71] T. Ito, L.J. Hearne, M.W. Cole, A cortical hierarchy of localized and distributed processes revealed via dissociation of task activations, connectivity changes, 

and intrinsic timescales, Neuroimage 221 (2020) 117141, https://doi.org/10.1016/j.neuroimage.2020.117141.
[72] R.C. Oldfield, The assessment and analysis of handedness: the Edinburgh inventory, Neuropsychologia 9 (1971) 97–113, https://doi.org/10.1016/0028-3932 

(71)90067-4.
[73] D.A. Feinberg, S. Moeller, S.M. Smith, E. Auerbach, S. Ramanna, M.F. Glasser, K.L. Miller, K. Ugurbil, E. Yacoub, Multiplexed echo planar imaging for sub- 

second whole brain FMRI and fast diffusion imaging, PLoS One 5 (2010) e15710, https://doi.org/10.1371/journal.pone.0015710.
[74] Neurobehavioral Systems [Online]. Available: https://www.neurobs.com/). https://www.neurobs.com/menu_presentation/menu_features/features_overview.
[75] M.F.S. Rushworth, A. Ellison, V. Walsh, Complementary localization and lateralization of orienting and motor attention, Nat. Neurosci. 4 (2001) 656–661, 

https://doi.org/10.1038/88492.
[76] J.R. Binder, K.A. McKiernan, M.E. Parsons, C.F. Westbury, E.T. Possing, J.N. Kaufman, L. Buchanan, Neural correlates of lexical access during visual word 

recognition, J. Cognit. Neurosci. 15 (2003) 372–393, https://doi.org/10.1162/089892903321593108.
[77] I. Enrici, M. Adenzato, S. Cappa, B.G. Bara, M. Tettamanti, Intention processing in communication: a common brain network for language and gestures, 

J. Cognit. Neurosci. 23 (2011) 2415–2431, https://doi.org/10.1162/jocn.2010.21594.
[78] G. Hartwigsen, D. Saur, C.J. Price, S. Ulmer, A. Baumgaertner, H.R. Siebner, Perturbation of the left inferior frontal gyrus triggers adaptive plasticity in the 

right homologous area during speech production, Proc. Natl. Acad. Sci. 110 (2013) 16402–16407, https://doi.org/10.1073/pnas.1310190110.
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