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Graphomotor memory in Exner’s area enhances
word learning in the blind
Tomomi Mizuochi-Endo1, Kazuyuki Itou1, Michiru Makuuchi 1, Baku Kato1, Kazuhisa Ikeda1 &

Kimihiro Nakamura 1✉

Handwriting is thought to impede vocabulary learning in sighted adults because the motor

execution of writing interferes with efficient audiovisual processing during encoding. How-

ever, the motor memory of writing may facilitate adult word learning when visual sensory

inputs are severely restricted. Using functional MRI, we show that late-blind participants, but

not sighted participants, learned novel words by recruiting the left dorsal premotor cortex

known as Exner’s writing area and its functional coupling with the left hippocampus. During

later recall, the phonological and semantic contents of these words are represented in the

activation patterns of the left hippocampus as well as in those of left frontotemporal language

areas. These findings suggest that motor codes of handwriting help blind participants

maintain word-form representations during learning and retrieval. We propose that such

reliance on the motor system reflects a broad architecture of the cerebral language network

which encompasses the limb motor system as a hardwired component.
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Handwriting is a complex psychomotor skill that engages a
broad set of neurocognitive systems, including motor,
semantic, and phonological memory1,2. While the use of

paper-and-pencil seems to be increasingly less common today,
handwriting is known to play an important role in literacy
development. Namely, a body of behavioral studies with young
children indicates that handwriting practice facilitates visual let-
ter/word recognition across different languages3–8. Such facil-
itatory effects are thought to arise because learning while writing
can effectively activate neurocognitive systems required for
reading, i.e., cognitive control, attention, visuospatial analysis,
and phonological processing8. These observations suggest that the
motor memory of handwriting promotes visual word processing
and seem to concur with the notion that multisensory training
can produce more efficient learning in skill acquisition than
unisensory training9. Handwriting may also exert facilitatory
effects on vocabulary learning, since a recent cross-linguistic
study by Cao et al.10 has shown that handwriting-based learning
outperforms speech-based learning when Chinese and English
adults learned unknown Spanish words.

In fact, however, effects of writing seem much less consistent in
adult word learning than those observed in young children. In
particular, a series of behavioral studies by Barcroft11–13 show
that vocabulary learning measures are lower when adult partici-
pants wrote target words than when they did nothing while
learning. These negative effects of writing are interpreted as
suggesting that handwriting forces motor output without access
to meaning and detracts from word learning by exhausting pro-
cessing resources needed to encode novel lexical forms. This
seems plausible because learning while writing may require dif-
ficult multi-tasking, which can exceed well-known capacity limits
in information processing during central executive control14.
Accordingly, the existing behavioral data suggest that hand-
writing exerts beneficial effects during word learning in children
but not necessarily in adults. If this is the case, however, why does
the act of writing help word learning less effectively in adults than
in children?

One possible account is that handwriting acts as a trade-off
against audiovisual learning in adults but not in children. That is,
adult learners are likely to rely on visual and phonological
memory systems to create novel associations between word form
and meaning, which can be simply impeded when attentional
resources are partially assigned to the motor execution of writing.
It is possible that literate adults are predisposed to such visual and
phonological resources under the strong influence of literacy15,
which is known to yield tight reciprocal connections between
visual and auditory systems16. Indeed, the level of reading skill is
shown to influence lexical learning rate in adult word
learning17,18. On the contrary, preschool learners may rely on
visual and phonological systems to a lesser degree and thus
exploit the motor memory of writing more effectively during
word learning. This is possible because novel word learning
heavily relies on the working memory system19, whose visual and
auditory storage systems, as well as their executive control,
are known to develop gradually from early childhood to
adolescence20,21. If this is the case, motor codes of writing would
play a greater role in word learning for those with limited access
to written text, such as dyslexic and blind people. In fact, neu-
roimaging data with dyslexic children suggest that reading diffi-
culties are partially compensated by relying on Exner’s area22 or a
left dorsal premotor region (PMd) known to represent the motor
memory for handwriting23. However, such reliance on the motor
system may reflect not only specific compensatory change in the
dyslexic brain but also a more universal and intrinsic architecture
of the human language network, because the same left PMd is
also shown to mediate novel word learning in normal adults via

motor memory24 and play a role in sign language processing25,26.
It is therefore possible that, even in adulthood, motor codes of
writing exert beneficial effects on word learning when visual or
auditory sensory inputs are restricted. In particular, while the
crossmodal interaction between the visual and phonological
systems is thought to play a primary role in adult word
learning27,28, such learning mechanism enhanced by literacy
should be compromised by the long-term deprivation of visual
inputs in the late-blind, which can attenuate visual memory
retrieval29,30 but may allow more cognitive resources for
exploiting motor codes during word learning. We thus hypo-
thesized that Exner’s area involved in the motor memory for
handwriting should play a greater role in word learning for those
blind people than for sighted people.

In the present study, we used event-related functional magnetic
resonance imaging (fMRI) to examine behavioral and neural
effects of handwriting on word learning in late-blind and sighted
participants. Each participant received a set of fMRI experiments,
which consisted of a study period and a test period (Fig. 1A).
During the study period, participants heard unknown foreign
language (FL) words and learned them in two different condi-
tions, i.e., they either wrote down target FL words (“writing”
condition) or kept their arm and hand muscles relaxed (“no-
writing” condition) while learning. Participants then received a
test period in which they recalled the meaning of learned FL
words. In general linear model (GLM) analyses, we searched for
brain regions showing differential activations associated with
writing between blind and sighted participants and then exam-
ined their functional connectivity during learning and retrieval.
We then performed representational similarity analysis (RSA, see
Fig. 1B)31 to identify the representational content of those brain
regions that emerged during the test period.

Results
Behavioral results. Box plots of accuracy data for the immediate
and delayed recall tests are illustrated in Fig. 2. During
immediate recall, blind participants identified FL word meanings
with accuracy level (SD) of 92.50% (9.65) in the writing condi-
tion and 92.08% (10.33) in the no-writing condition. Sighted
participants performed the same task with accuracy level of
90.27% (11.04) in the writing condition and 95.28% (6.06) in the
no-writing condition. On delayed recall, blind participants ten-
ded to score higher in the writing than in the no-writing con-
dition (69.58 vs. 64.58%), whereas sighted participants showed
an opposite trend between the writing and no-writing conditions
(52.22 vs. 62.22%).

To validate these observations, we assessed the accuracy data
using nonparametric aligned rank transformation analysis of
variance (ANOVA)32,33, which included learning condition (writing
vs. no-writing), test timing (immediate vs. delayed) as within-
participant factor, and group (blind vs. sighted) as a between-
participant factor. The effect of test timing was highly significant
(F[1,28]= 91.42, η2= 0.77, p= 2.57 × 10–10), indicating that parti-
cipants scored higher on immediate recall than on delayed recall.
The effect of condition was significant (F[1,28]= 6.33, η2= 0.18,
p= 0.018), suggesting that participants overall scored higher in the
writing relative to the no-writing conditions. The effect of group was
also significant (F[1,28]= 6.04, η2= 0.184, p= 0.020), suggesting
that blind participants overall scored higher than sighted partici-
pants. Notably, there was a highly significant interaction between the
effects of condition and group (F[1,28]= 13.70, η2= 0.33, p=
9.31 × 10–4), validating the differential impact of writing as described
above. In addition, the effect of timing interacted with that of
group (F[1,28]= 9.28, η2= 0.25, p= 0.005) but not with that of
condition (F[1,28]= 3.80, η2= 0.12, p= 0.061). There was a
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significant three-way interaction between the effects of timing,
condition, and group (F[1,28]= 9.70, η2= 0.26, p= 0.004).

In subsequent analyses, we assessed the relative contribution of
each group to the observed condition × group interaction by

testing the effects of condition and timing separately for each
group. In the blind group, the effect of timing was highly
significant, with the accuracy level being higher for immediate than
for delayed recall (F[1,11]= 38.47, η2= 0.78, p= 6.69 × 10–5). The
effect of condition was borderline significant (F[1,11]= 4.72, η2=
0.30, p= 0.053), whereas the interaction between timing and
condition did not reach significance (F[1,11]= 3.70, η2= 0.25,
p= 0.081). These findings thus suggest that blind participants
overall scored higher in the writing than in the no-writing
condition across the immediate and delayed recall tests. As for
the sighted group, the effects of timing and condition were
both significant (F[1,17]= 67.75, η2= 0.80, p= 2.47 × 10–7 and
F[1,17]= 8.63, η2= 0.58, p= 0.009, respectively). Since these
effects interacted with each other (F[1,17]= 4.48, η2= 0.21, p=
0.049), we further examined the effects of condition separately for
each test timing. We found that this effect was significant
for immediate recall (F[1,17]= 6.86, η2= 0.29, p= 0.018) and
not for delayed recall (F[1,17]= 1.22, η2= 0.07, p= 0.285). This
finding can be attributed to the much larger variability in accuracy
during delayed recall as compared to immediate recall in the
sighted group (see Fig. 2). Accordingly, these post hoc analyses
show that the critical condition × group interaction during
immediate recall was contributed by both groups. Taken together,
the present behavioral results overall suggest that handwriting
movements exert beneficial effects on word learning in blind
participants but not in sighted participants.

GLM results. We first examined the effects of condition and
group and their interaction during the study period. Both the

Fig. 1 Experimental paradigm. A The behavioral paradigm consisted of several study–test cycles for foreign language (FL) word learning. Participants first
heard and learned a list of 20 word pairs in a study period and then recalled the meanings of FL words in a test period. In the writing condition, participants
studied each FL word while spelling it out with the right index finger, while in the no-writing condition, they studied the target word while keeping the right
hand relaxed. The two conditions were performed in two separate sessions spaced at least 3 weeks from each other. During the test period immediately after
the study period, participants were presented with FL words and asked to recall their meanings. This cycle of study and test was repeated outside the MRI
scanner until participants achieved >50% accuracy in the test period. Participants then lay in the MRI scanner and received one additional cycle of study and
test during fMRI scanning. Spoken responses were recorded and analyzed as “immediate recall.” One week after fMRI scanning, participants received the
same recall test for each condition (“delayed recall”). B Three theoretical representational dissimilarity matrices (RDMs) used for multi-voxel pattern
analysis. The motor RDM was created to characterize motor-level dissimilarity in writing movements between FL words. Pairwise comparisons of all possible
word pairs yielded the motor RDM as a 40 × 40 symmetrical matrix of which the off-diagonal values represent the dissimilarity for each pair of words at the
motor level. For the syllabic RDM, syllabic dissimilarity between a pair of words was calculated as the proportion of shared syllables between the two words,
yielding a 40 × 40 matrix whose off-diagonal values represent pairwise dissimilarities between words at the syllable level. Likewise, the 40 × 40 semantic
RDM was constructed by computing semantic distance between words according to the taxonomy provided by the WordNet (see “Methods”).

Fig. 2 Behavioral results during the test period. During immediate recall in
the MRI scanner, blind and sighted participants identified FL word meanings
with high accuracy (>90%) irrespective of the learning conditions. On
delayed recall, however, blind participants tended to score higher in the
writing than in the no-writing condition, whereas sighted participants showed
an opposite trend between the writing and no-writing conditions. The
differential impact of writing was confirmed as a robust interaction between
the effects of condition and group (see “Results”). In this and all subsequent
figures, box plot elements are defined as follows: center line, median; box
limits, upper and lower quartiles; whiskers, 1.5× interquartile range.
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writing and no-writing conditions strongly activated the bilateral
temporal lobe relative to the baseline. The main effect of condi-
tion, i.e., activation difference associated with writing, was sig-
nificant in the right cerebellum (30, −50, −26, Z= 4.88, 201
voxels) and the left sensorimotor cortex (−32, −18, 50, Z= 6.50,
2208 voxels), which extended to the previously reported

coordinates of Exner’s area23 (Fig. 3A). This finding is in good
accordance with a recent meta-analysis, which identified these
structures as specific neural systems for handwriting34. In the
region-of-interest (ROI) analyses, the effect of writing was again
highly significant in Exner’s area (Z= 5.10, p < 0.00001) but non-
significant in the left fusiform visual word-form area (VWFA35,
p > 0.1). In contrast, no brain region showed the effect of group,
either in the whole-brain analysis or in the ROI analyses (p > 0.1
for all). Significant interaction between condition and group was
observed only in the left frontoparietal junction area (−36, −22,
56, Z= 4.74, 209 voxels), which showed a greater effect of writing
for sighted than for blind participants. As for ROI analyses, the
same effect was significant in Exner’s area (−20, −4, 52, p= .013,
see Fig. 3A) but non-significant in VWFA (p > 0.1). The effects of
condition and group and their interaction were all non-significant
in the left and right hippocampal ROIs (p > 0.1 for all).

We then assessed the same effects and interactions during the
test period. The effect of group was broadly distributed in
bilateral frontal and parietotemporal regions, which showed
greater activation in blind relative to sighted participants (Fig. 3B).
In ROI analyses, this effect of group was also significant in both
Exner’s area (−20, −2, 48, p= 0.009) and VWFA (−50, −52,
−10, p= 0.001). However, the effect of learning condition was
non-significant throughout the entire search volume, both in
whole-brain analysis and in ROI analyses (p > 0.1 for all). As for
the condition × group interaction, although no brain region
survived the conservative whole-brain analysis, we observed
significant interaction in Exner’s area ROI (−24, 0, 48, p= 0.003,
Fig. 3B), which showed a greater effect of learning condition for
blind than for sighted participants. Note that this condition ×
group interaction was reversed in direction relative to the one
observed during the study period. There was a non-significant
trend of interaction in the VWFA (−46, −54, −8, p= 0.072).

Based on the observed condition × group interaction in Exner’s
area during the study and test periods, we ran psychophysiolo-
gical interaction (PPI) analyses to search for brain regions
showing the parallel change in functional connectivity with this
area across the two periods (thresholded at voxel p < 0.001, cluster
extent >10 voxels). This analysis identified a middle part of the
left hippocampus (−36, −24, −12, Z= 3.78, 18 voxels, Fig. 3C).
A weaker trend was also observed in the right homologous area
(32, −28, −12, Z= 3.19, 4 voxels). ROI analyses further
confirmed significant condition × group interaction in the middle

Fig. 3 GLM results. A Neural effects of learning condition and group during
the study period. The main effect of condition calculated in the writing vs.
no-writing contrast was observed in the right cerebellum (30, -50, −26,
Z= 4.88) and the left sensorimotor cortex (−32, −18, 50, Z= 6.50), which
extended to the known coordinates of Exner’s area (left). No brain region
showed the effect of group, either in the whole-brain analysis or in the ROI
analyses (p > 0.1 for all). Significant interaction between condition and
group was found in Exner’s area ROI (−20, −4, 52, p= 0.013, right).
B Neural effects of condition × group interaction during the test period. The
main effect of group was observed in bilateral frontal and parietotemporal
regions showing greater activation in blind relative to sighted participants
(top). In ROI analysis, Exner’s area showed a greater effect of learning
condition for blind than for sighted participants, creating significant
condition × group interaction (−24, 0, 48, p= 0.003, bottom). Note that
this interaction was reversed in direction from the one observed during the
study period. C Psychophysiological interaction with Exner’s area. The
magnitude of connection strength is represented as percent signal change
relative to the baseline. A middle part of the left hippocampus (−36, −24,
−12, Z= 3.78) was identified as showing increased functional connectivity
with Exner’s area across the study and test periods.
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segment of the left hippocampus (p= 0.028) but not in other
segments of the left and right hippocampus (p > 0.1 for all). In
addition, we observed the similar change in functional
connectivity between Exner’s area and VWFA (−40, −60, −16,
p= 0.052).

RSA results. We then performed RSA to assess the representa-
tional content of multi-voxel activation patterns for Exner’s area
and the left hippocampus identified in GLM analyses (Fig. 4). We
first selected those voxels in Exner’s area showing condition ×
group interaction (thresholded at p < 0.005, 34 voxels) and
assessed whether their activation patterns were sensitive to the
motor, syllabic, and semantic representational dissimilarity
matrices (RDMs) during the study period. For the motor RDM,
we obtained a significant effect of condition (p= 0.013, whereas
the effect of group and the condition × group interaction were
both non-significant (p > 0.1 for both), suggesting that activation
patterns in Exner’s area correlated with the motor RDM in the
writing condition more strongly than in the no-writing condition
across the two participant groups. On the other hand, the two
main effects and their interaction were non-significant for the
syllabic RDM (F < 1 for all). As for the semantic RDM, there was
a non-significant trend of group (p= 0.078), with the correlation

strength being greater for sighted than for blind participants. The
effect of learning condition and its interaction with group were
non-significant (p > 0.3). Taken together, these findings suggest
that Exner’s area was sensitive to the motor RDM but not to the
syllabic and semantic RDMs during the study period. By contrast,
the two main effects and their interaction were all non-significant
for the three RDMs during the test period (p > 0.1 for all).

We next looked at the left hippocampus that showed
significant change in functional connectivity with Exner’s area
(thresholded at p < 0.005, 53 voxels). For the study period, the two
main effects and their interaction were non-significant for the
motor RDM (F < 1 for all). The effects of condition and group
were both non-significant for the syllabic RDM (F < 1 for both),
but their interaction was significant (p= 0.023). This crossover
interaction suggests that the effect of learning condition yielded a
differential impact on activation patterns between the blind and
sighted groups (see Fig. 4). For the semantic RDM, the two main
effects were also non-significant (p > 0.2 for both), whereas their
interaction showed a weak trend (p= 0.084), suggesting that
semantic information was more weakly represented for the blind
relative to the sighted participants. As for the test period, the
semantic RDM showed no significant effects of group and
condition (p= 0.092 and p > 0.5, respectively), whereas these
effects interacted with each other (p= 0.026), again suggesting

Fig. 4 Correlations with the theoretical RDMs in Exner’s area and left hippocampus. During the study period, multi-voxel activation patterns in Exner’s
area showed a significant effect of learning condition for the motor RDM (p= 0.013, shaded in gray). The main effects and their interaction were non-
significant for the three RDMs during the test period (p > 0.1 for all). On the other hand, the left hippocampus showed significant crossover interaction with
the syllabic RDM (p= 0.023), suggesting that handwriting yielded a differential impact on activation patterns between the blind and sighted groups.
During the test period, the same segment of the left hippocampus showed significant condition × group interaction for the semantic RDM (p= 0.026),
again suggesting that semantic information was more weakly represented for the blind relative to the sighted participants.
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that semantic information was more weakly represented for the
blind relative to the sighted participants. The two main effects
were also non-significant for the motor RDM (p > 0.5 for both)
but their interaction was marginally significant (p= 0.071). The
main effects and their interaction were all non-significant for the
syllabic RDM (p > 0.3 for all).

To explore between-group differences in neural outcomes after
learning, we additionally selected six regions of the left hemi-
sphere language network and looked at their informational
content during the test period (Fig. 5A). For each ROI, we first
asked whether overall correlation strength with neural RDMs
differed from zero across participants for each of the three
theoretical RDM. We observed that the left posterior middle

Fig. 5 Correlations with the theoretical RDMs during the test period. A Left hemisphere ROIs. The left pMTG overall showed significant correlation with
the motor and semantic RDMs (p= 0.050 for both, shaded in gray). On the other hand, the left IFG showed significant condition × group interaction (p=
0.030, shaded in gray) for the syllabic RDM. In the left SMG, there was a weak trend of writing with the syllabic RDM (p= 0.115). No other ROI showed
significant main effects or their interactions with any of the three RDMs (p > 0.2 for all). For each ROI, box plots of Z-transformed Spearman correlation
were calculated at the voxels showing the maximum effect for each RDM. B Searchlight RSA. Significant condition × group interaction for the syllabic RDM
was found in the left IFG (−52, 26, 10, Z= 4.11) and the left hippocampus that extended from the anterior to middle segments (−24, −14, −24, Z= 3.99
and −28, −24, −16, Z= 3.67, respectively).
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temporal gyrus (pMTG) overall showed significant correlation
with the motor and semantic RDMs (p= 0.050 for both). None of
the other ROIs correlated with any of the three RDMs (p > 0.15
for all). Next, we examined the effects of writing and group on the
correlation strength for each RDM. For the syllabic RDM, we
observed that the left inferior frontal gyrus (IFG) showed
significant condition × group interaction (p= 0.030). In the left
supramarginal gyrus (SMG), there was a weak trend of writing
with the syllabic RDM (p= 0.115). No other ROI showed
significant main effects or their interactions with any of the three
RDMs (p > 0.2 for all).

Lastly, we performed searchlight RSA to search for other neural
systems showing sensitivity to the three theoretical RDMs during
the test period. This analysis identified several regions showing
condition × group interaction for the syllabic RDM, including the
left IFG (−52, 26, 10, Z= 4.11, 74 voxels) and an anterior
segment of the left hippocampus (−24, −14, −24, Z= 3.99, 74
voxels, Fig. 5B). There was marginally significant interaction in
the left ventral premotor cortex (−42, 2, 36, Z= 4.09, 61 voxels
(cluster p= 0.057)). This interaction was significant in Exner’s
area ROI (−26, −6, 50, p= 0.007) but not in the VWFA ROI
(p > 0.1). Other regions showing significant condition × group
interaction included the right ventral premotor area (60, 4, 10,
Z= 4.93), right middle frontal gyrus (MFG; 22, 28, 48, Z= 4.44),
left cerebellum (−40 −76 −50, Z= 4.67), and left medial frontal
area (−2, 50, −14, Z= 4.53). No other regions showed significant
effects or interactions with any of the three RDMs (p > 0.1 for all).

Discussion
Vocabulary is a building block of the language faculty that links
seemingly arbitrary linguistic signs with semantic memory. By
early adulthood, average language users are estimated to know
≥50,000 words, a vocabulary size >100 times greater than known
capacity limits in non-human primates36. A well-known cognitive
model for vocabulary learning is fast mapping in young
children37, which may be also functioning in adults and likely
relies on the left perisylvian language cortex38,39. Yet vocabulary
acquisition may capitalize on other neural systems when audio-
visual inputs are severely restricted because of peripheral sensory
disorders. In the present study, we predicted that the graphic
motor memory for writing in Exner’s area would benefit word
learning more greatly in blind people than in sighted people.

Indeed, our behavioral results from the immediate recall test
have shown that blind participants, but not sighted participants,
tended to score higher in the writing relative to the no-writing
condition. On the one hand, this finding is consistent with the
behavioral studies with sighted adults showing that handwriting
detracts from word learning by exhausting processing resources
for encoding novel lexico-semantic association11–13. The motor
execution of writing may interfere with word learning only during
early encoding, since we observed that this negative effect of
writing was no longer distinguishable during delayed recall.

On the other hand, the positive effect of handwriting observed
in blind participants fits with the previous studies with pre-
schoolers and dyslexic children showing that motor codes of
writing can facilitate word learning. As predicted before, hand-
writing can rather impede word learning in literate adults,
because spoken or written words automatically trigger cross-
modal activation of the visual and phonological memory
systems40, which in turn should occupy the cognitive or atten-
tional resources available for encoding novel words. In contrast,
motor codes of words can facilitate word learning in blind adults,
preschoolers, and dyslexic children, likely because spoken word
inputs can produce only unimodal activation of phonological

systems, leaving the cognitive resources available to exploit motor
codes of words. This interpretation also seems consistent with the
recent behavioral data from deaf children, which showed a greater
beneficial effect of handwriting in deaf children than in typically
developing children41. Thus, the present results may reconcile the
seemingly conflicting effects of handwriting on word learning
among sighted adults, preschool children, and people with
audiovisual disabilities.

At the neural level, our fMRI results for the study period
revealed that the left frontoparietal region, including Exner’s area,
showed not only significant effect of learning condition (i.e.,
greater activation in the writing relative to the no-writing con-
dition) but also significant condition × group interaction (i.e.,
greater effect of writing for sighted than for blind participants).
This condition × group interaction during study can be taken as
reflecting that handwriting is a less preferred sensory pathway for
word learning for sighted participants, which lead to more
effortful recruitment of Exner’s area as compared to blind par-
ticipants. During the test period, however, the same Exner’s area
showed significant condition × group interaction in the opposite
direction, i.e., a greater effect of writing for blind than for sighted
participants.

Accordingly, a key finding from the present GLM analyses is
that Exner’s area showed the condition × group interaction not
only during the study period but also during the test period.
Given the known role of Exner’s area in writing23,42,43, this
finding indicates that blind participants rely on the motor
memory for handwriting differently from sighted participants
during word learning and retrieval. Importantly, however, such
reliance on motor codes is probably functioning not as a mere
compensatory neurocognitive mechanism for blind people but as
a more intrinsic neural pathway for word learning in the human
brain. In fact, the similar motor memory for body movements is
likely to be functioning in sighted adults, that is, the left PMd
close to the present Exner’s area ROI (−23, −15, 51 in the
Montreal Neurological Institute (MNI) space) is shown to med-
iate word learning via iconic gestures24. Moreover, visual and
motor systems outside the classical left hemisphere language
network are shown to contribute to vocabulary learning in
sighted adults44.

In PPI analysis, we further found that Exner’s area showed
parallel change in functional connectivity with a middle segment
of the left hippocampus across the study and test periods (see
Fig. 3C). During the test period, in particular, blind participants
but not sighted participants showed increased connection
strength in the writing relative to the no-writing condition.
While the hippocampus is known to receive projections from
multiple cortical areas including the sensorimotor cortex45,46, its
functional connection with the premotor area seems to play a key
role in motor learning47. The present finding therefore suggests
that blind participants, but not sighted participants, capitalized
on the neural circuitry for motor learning even during the
immediate recall test, which did not require any overt hand
movements. Since the middle or intermediate part of the hip-
pocampus has been associated with associative learning and
retrieval48–50, the present finding is also in good accordance with
neurocognitive models of word learning, which encompass the
hippocampus and other neocortical areas during word memory
trace formation38,51,52.

As predicted, the present RSA analyses confirmed that multi-
voxel patterns in Exner’s area are sensitive to the motor RDM
during the study period. We further observed that activation
patterns of the left hippocampus correlated with the syllabic
RDM but not with the motor and semantic RDMs, suggesting
that this region is sensitive to the phonological information
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during the study period. Again, this finding concurs with neu-
rocognitive models of vocabulary acquisition whereby the hip-
pocampus plays a pivotal role in the initial phonological encoding
of novel words51,52. During the test period, on the other hand, the
neural RDM of the left hippocampus showed significant corre-
lation with the semantic RDM but not with other RDMs (see
Fig. 4). The observed sensitivity to the semantic information is
also consistent with the well-known role of the hippocampus in
rapid memory consolidation53 and likely to reflect the functional
requirement during the test period (i.e., immediate recall), where
participants needed to access the meanings of newly learned FL
words. The present searchlight RSA further revealed that an
anterior segment of the left hippocampus was sensitive to the
syllabic information during the test period (see Fig. 5B). Coupled
with the PPI results described above, these findings from RSA
analyses suggest that blind participants, but not sighted partici-
pants, encode and retrieve the phonological and semantic content
of novel words by modulating the functional connectivity
between the left hippocampus and Exner’s area. Moreover, given
the role of Exner’s area in graphomotor memory23, motor codes
of writing may help blind participants maintain form repre-
sentations of FL words during learning and retrieval. This
interpretation seems to concur with another PPI finding that
Exner’s area showed parallel change in functional connectivity
with the VWFA, which is known to house abstract representa-
tions of word forms35.

The present RSA analyses for the test period revealed a con-
dition × group crossover interaction in correlation strength
between the left IFG and the syllabic RDM (see Fig. 5A). For
sighted participants, activation patterns in this area therefore
reflected phonological information more strongly in the no-
writing condition than in the writing condition, whereas this
impact of writing was reversed for blind participants. This dif-
ferential effect of writing on phonological processing is consistent
with the behavioral effects of writing on word learning perfor-
mance and supports the notion that handwriting detracts from
word learning by exhausting processing resources needed to
encode novel lexical forms11–13. Together with the syllabic
information represented in the left anterior hippocampus, this
finding corroborates the neurocognitive models of word learning
in which the left IFG works in conjunction with the medial
temporal region during phonological encoding and retrieval51,52.

We also observed that activation patterns in the left pMTG
correlated with the semantic and motor RDMs during the test
period. Since the effects of condition and group were non-
significant for these RDMs, this region exhibited sensitivity to
both the motor codes and semantic contents of FL words irre-
spective of conditions and groups. While the left pMTG has been
shown to play a role in mapping lexical word forms onto meaning
during visual word recognition54,55, the observed sensitivity to the
semantic similarity is in line with more recent studies showing
that the same region also contributes to novel word learning by
mediating form-to-meaning mapping52,56–58. In this context, a
possible account for the concurrent sensitivity to the motor RDM
is that motor stroke patterns in writing can serve as lexical or
word-form representations during novel word learning, as argued
above. Interestingly, however, the pMTG is also known to include
a neuronal cluster involved in the storage and retrieval of action
knowledge59. The present finding may be therefore related to the
fact that our ROI for the pMTG (−56, −36, −2) partially overlaps
the “biological motion superior temporal sulcus” (−54, −43, −8),
which is shown to work with the PMd to facilitate word learning
via motor memory for gestures44. On this account, the left pMTG
can represent the motor information of stimuli since this part of
the lateral temporal cortex encompasses neuronal populations
sensitive to biological motion, such as gestures and handwriting.

Given that the PMd represents abstract codes of such learned
motor acts, it may be further argued that the left pMTG serves for
linking word meanings with graphic motor codes in the PMd
during word learning.

There are a few limitations of the study that should be con-
sidered. First, the relatively small sample size (12 blind and
18 sighted participants) in the present study may limit the reliability
and generalizability of the behavioral and neural effects obtained.
Second, while we relied on the notion that the long-term depriva-
tion of visual inputs compromises visuospatial memory in the late-
blind29,30, it should be further explored in future research how far
residual visual memory contributes to word processing in those
people. Third, our sample might consist of a heterogeneous group
of blind participants since two of them had some experience in
Braille reading. We nevertheless believe that our main findings are
most likely valid because tactile sensory activation associated with
Braille reading skills can occupy cognitive resources for word
learning only to a limited degree, especially during handwriting.
That is, Braille reading in itself is much slower and more effortful
than print reading (e.g., even a good Braille reader can read at less
than half the speed of a print reader60,61). Thus, possible sponta-
neous activations of tactile memory in Braille users should be much
slower and weaker as compared to the automatic visual and pho-
nological activation in sighted adults. Moreover, Braille reading and
handwriting rely on heavily overlapping neural systems for hand
sensorimotor control. In the writing condition, these systems thus
should be massively occupied by the motor execution of writing,
which overrides any spontaneous activation of tactile memory in
Braille users.

In summary, the present study suggests that motor codes of
writing can facilitate novel word learning when visual sensory
inputs are restricted in adults. Our fMRI results show that this
between-group difference in the impact of writing is mediated by
Exner’s area coding for handwriting memory. We also found that
blind participants encode and retrieve the phonological and
semantic content of novel words by modulating the functional
connectivity between the left hippocampus and Exner’s area.
Despite the similar level of behavioral accuracy during learning,
blind and sighted participants thus relied on different neural
mechanisms as reflected in the activation and connectivity in
these structures. While vocabulary acquisition is thought to rely
on multiple neural systems in the developing and mature human
brain51,52, these findings are generally in line with the notion
that the graphomotor memory in Exner’s area promotes language
development and processing in preschoolers3,62, dyslexic
children22, and neurological patients with alexia63. Yet the same
PMd is also known to play a role in sign language processing25,26

and likely to enhance word learning in normal adults when they
learn novel word meanings with symbolic gestures24,44. There-
fore, the left premotor cortex involved in hand movements,
although located outside the classical left hemisphere language
network, may well partially take over complex cognitive proces-
sing like word learning. This tight functional coupling between
the hand motor system and the language network seems dormant
and unobservable during language processing in healthy people
but can be uncovered once a part of the normal language network
is compromised. Our results extend the existing knowledge by
showing that the same neurocognitive mechanism is effectively
functioning during word learning in adulthood even when novel
word forms have no inherent association with their meanings.
Taken together, these different lines of behavioral and neuroi-
maging data converge to suggest that such reliance on the motor
system is not specific compensatory change in brain dysfunctions
but reflects a broader architecture of the cerebral language net-
work than thought previously, which encompasses the limb
motor system as its pivotal hardwired component.
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Methods
Participants. Twelve late-blind participants (two females, mean ± SD age: 33.83 ±
10.26 years) were recruited at the Training Center for Independent Living, National
Rehabilitation Center for Persons with Disabilities (NRCD). A separate age- and
education-matched group of 18 sighted participants were also recruited (eight
females, mean ± SD age: 29.39 ± 9.48 years). All of them were native monolingual
speakers of Japanese and strongly right-handed as assessed by the Flinders
Handedness Survey64 (mean ± SD score: 95.00 ± 6.46 for the blind and 99.17 ± 5.00
for the sighted). Clinical characteristics of the blind participants are summarized in
Table 1. All of them had met the criteria for severe visual disabilities (Grade I or II
defined by the Japan Ministry of Health, Labor and Welfare, i.e., low visual acuity
(<20/200 in the better eye) or severe visual field defect (<10° for each eye)) at least 2
years prior to the experiment. Since total blindness occurs rarely in the late blind,
all could perceive light and recognize shape to some extent. Two of them (parti-
cipants 7 and 9) could read and write with Braille. None of them had known
neurological or psychiatric disorders. All gave written informed consent prior to
the experiments. The protocol of this study was approved by the institutional ethics
committee of the NRCD.

Behavioral paradigm. We selected 40 Japanese words each paired with unknown
FL words (20 Finish words and 20 Ainu words). Each of the FL words was written
with 2–5 characters in kana script (a Japanese syllabary comprising 48 characters
and diacritic marks). We then created 2 lists of 20 word-pairs (List 1 and List 2)
each of which included 10 Finish words and 10 Ainu words. Mean word length
(SD) was 3.15 (0.79) characters for List 1 and 3.05 (0.80) for List 2, respectively.
Mean log frequency (SD) for Japanese words was 3.18 (0.62) per million for List 1
and 3.33 (0.58) per million for List 2, according to the BCCWJ database provided
by the National Language Institute (https://pj.ninjal.ac.jp/corpus_center/en/).
Auditory word stimuli were created by recording a female native Japanese speaker
who read aloud each of the 40 FL words and their Japanese translations.

The behavioral paradigm consisted of several study–test cycles for FL word
learning with two different study conditions (“writing” and “no-writing”). For each
condition, participants first learned a list of 20 word-pairs in a study period and
then recalled the meanings of FL words in a test period. In the writing condition,
participants studied each FL word while spelling it out with the right index finger
on a plastic board (Since the syllabic kana script is a highly transparent writing
system having almost one-to-one correspondence between characters and syllables,
participants could transcribe heard words into written forms exactly in the way
they perceived the spoken stimuli.). In the no-writing condition, participants
studied the target word while keeping the right hand relaxed on the board. The two
conditions were performed in two separate sessions spaced at least 3 weeks from
each other. Half of the participants started with the writing condition, while the
other half with the no-writing condition. The effects of the lists (List 1 and List 2)
and conditions (writing and no-writing) were counterbalanced across participants.
All participants were blindfolded throughout the experiment.

A schematic diagram of the experimental procedure is illustrated in Fig. 1A.
During the study period, participants heard each FL word and its Japanese
translation presented with a stimulus-onset asynchrony of 3.5 s via circumaural
headphones. On each trial, the same word pair was presented three times every
3.5 s. Trials were self-paced and separated by a brief chime sound and a silent
interval of 3.5 s. During the test period immediately after the study period,
participants were presented with spoken FL words and asked to translate them in
Japanese. Spoken responses were recorded and analyzed offline. Participants
received no feedback about response accuracy during the test period. This cycle of
study and test was repeated outside the MRI scanner (see below) until participants

achieved >50% accuracy in the test period (in fact, all but 2 participants exceeded
70% in accuracy after 2 cycles). To reach this criterion, blind participants
performed 1.67 (0.98) cycles and 1.33 (0.49) cycles for the writing and no-writing
conditions, respectively, whereas sighted participants needed 1.50 (0.79) cycles and
1.39 (0.49) cycles for the writing and no-writing conditions, respectively.
Consequently, the number of study–test cycles prior to fMRI scanning differed
neither between the two groups (p > 0.5) nor between the two conditions (p > 0.16).

Participants then lay in the MRI scanner and received one additional cycle of
study and test delivered via closed-air circumaural earphones. We used only the
last study–test cycle as the activation paradigm for fMRI to minimize anxiety stress
and physical discomfort associated with MRI scanning. Spoken responses were
recorded using an MRI-compatible microphone during the test period and
analyzed as “immediate recall.” Handwriting movements were visually monitored
via an in-bore camera system. Other experimental settings were all identical to
those used for the preceding cycles outside the scanner. One week after fMRI
scanning, participants further received the same recall test as “delayed recall” for
each condition.

Since the accuracy data for the immediate and delayed recall tests did not meet
the assumptions of normality (p= 1.79 × 10–8, Shapiro–Wilk test) and
homogeneity of variance (p= 8.45 × 10–5, Levene test), these values were inverse-
transformed to reduce variances and submitted to non-parametric aligned rank
transformation ANOVA32,33 implemented in the ARTool package for R (https://
cran.r-project.org).

fMRI procedures. Imaging data were acquired using a Siemens Skyra 3 Tesla head
scanner with a standard head coil optimized for a gradient echo–echo planar
imaging (35 contiguous axial slices, thickness= 3 mm with 1 mm gap, repetition
time= 3500 ms, echo time= 30 ms, acquisition time= 2500 ms, flip angle= 90°,
field of view= 192 × 192 mm2). Note that the repetition time included a silent
period of 1000 ms in which auditory word stimuli were delivered to participants.
As described above, the writing and no-writing conditions were performed in two
separate sessions spaced at least 3 weeks from each other. For each condition,
participants received two runs, each of which included a study period and a test
period. Head motion was minimized with tight foam cushions and elastic straps.
Each run on average (SD) lasted 631 s (145) for the study and 283 s (46) for the test
(see Supplementary Table 1 for further analyses). High-resolution anatomical
images were obtained after the test period (224 sagittal slices, thickness= 1 mm
without gap, repetition time= 2300 ms, echo time= 2.98 ms, inversion time=
900 ms, flip angle= 9°, field-of-view= 256 × 256 mm2).

Statistics and reproducibility. For GLM analyses, functional imaging data were
preprocessed and assessed using SPM12 (http://www.fil.ion.ucl.ac.uk/spm/). Ima-
ges from each participant were corrected for head movements, normalized to the
MNI template with a 2 × 2 × 2mm3 voxel size and spatially smoothed with an
isotropic Gaussian filter (5 mm width at half maximum). The extent of head
movement differed neither between conditions nor between groups (Supplemen-
tary Table 2). These images were then high-pass filtered at 120 s and smoothed
with a 4-s Gaussian kernel. For each period (study and test), a weighted-mean
image for each condition (writing and no-writing) was computed by fitting each
voxel time series with the known time series of trials convolved with a canonical
hemodynamic response function and its temporal derivative for each participant.
Six estimated parameters for head motion were included as regressors of no
interest. The resulting contrast images were submitted to the second-level flexible
factorial ANOVA that included effects of period (study vs. test), group (blind vs.
sighted), and learning condition (writing vs. no-writing). Unless stated otherwise,
statistical significance was assessed with voxel-level p < 0.001 and cluster-level p <
0.05 corrected for multiple comparisons with family-wise error.

We then performed ROI analyses to probe local neural response more closely
for brain regions involved in word learning and handwriting. We first looked at the
hippocampus that is well known to play a key role in adult vocabulary
learning51,52,65. For each hemisphere, we constructed three ROIs by dividing the
hippocampus into anterior, middle, and posterior segments according to the
analysis procedure used in some recent fMRI studies66,67. The hippocampal voxels
were extracted from the Harvard–Oxford subcortical atlas31 and divided into thirds
along the anterior-to-posterior axis. Because of the known role of Exner’s area in
handwriting, we created a 5-mm radius spherical ROI centered at the previously
reported coordinates in the left PMd (−24, −4, 52)23. We also used a 5-mm radius
ROI for the left occipitotemporal VWFA associated with orthographic codes of
written words (−46, −56, −12)35,68, since this region may also play a role in novel
word learning in adults69,70. For each ROI, neural effects of writing and group were
assessed with voxel-level p < 0.05, corrected for multiple comparisons with family-
wise error across the search volume.

We next performed PPI analyses71 to assess functional connectivity with
Exner’s area across the study and test periods. In brief, PPI computes functional
coupling between a seed ROI and all other regions induced by psychological
context. To examine possible differences in the impact of writing on word learning
between the blind and sighted people, we selected this group-by-condition
interaction as a critical contrast for assessing functional connectivity during word
learning. Regional responses per session per participant were extracted by
calculating the principal eigenvariate across all voxels within a radius of 5-mm

Table 1 Demographics of the blind participants.

ID Age
(years)

Sex Education
(years)

Onset Cause of blindness

1 27 M 16 10 Retinitis pigmentosa
2 22 M 14 20 Hereditary optic

neuropathy
3 34 M 12 30 Glaucoma
4 38 F 16 13 Retinitis pigmentosa
5 53 M 16 47 Optic nerve atrophy
6 43 M 16 30 Retinitis pigmentosa
7 24 M 12 14 Congenital

glaucoma
8 25 M 12 14 Retinitis pigmentosa
9 40 M 14 15 Retinitis pigmentosa
10 20 M 12 18 Hereditary optic

neuropathy
11 32 F 12 7 Retinitis pigmentosa
12 48 M 12 46 Diabetic retinopathy
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around the local maximum in Exner’s area identified in the whole-brain analysis
(−24, 0, 48, see “Results”). For each participant, the PPI regressor was calculated as
an element-by-element product of the neural response (physiological regressor)
and a vector coding for the period × condition interaction (psychological
regressor), i.e., the most critical contrast identified in the GLM analyses (see
“Results”). A whole-brain GLM was computed using the three types of regressors
for each participant. Contrast images representing the PPI were created for each
participant and submitted to 2 × 2 ANOVA treating the effect of learning condition
as a within-participant factor and the effect of group as a between-participant
factor. We searched for brain regions showing group × condition interaction in
functional connection strength with Exner’s area during the test period. A more
lenient threshold (voxel p < 0.001, cluster size >10 voxels) was used to identify
voxels showing the highest trend of interaction in whole-brain analysis. For each of
the ROIs described above, the same effects were further assessed with voxel-level
p < 0.05, corrected for multiple comparisons with family-wise error.

Representational similarity analyses. RSAs were performed using PyMVPA
(http://www.pymvpa.org/). We constructed three theoretical RDMs (motor, sylla-
bic, and semantic; Fig. 1B) and calculated their correlations with neural activation
patterns computed from fMRI signals. The motor RDM was constructed to
characterize motor-level dissimilarity in writing movements between FL words. For
each word, we first calculated the total number of strokes required for spelling out
the whole string of characters. Motor dissimilarity between a pair of words was
then calculated as the difference in stroke numbers divided by their sum. Pairwise
comparisons of all possible word pairs yielded the motor RDM as a 40 × 40 sym-
metrical matrix of which the off-diagonal values represent the dissimilarity for each
pair of words at the motor level. For the syllabic RDM, we likewise determined the
total number of syllables for each FL word. Syllabic dissimilarity between a pair of
words was defined as one minus the proportion of shared syllables between the two
words against the total number of syllables summed across the two words, yielding
a 40 × 40 matrix whose off-diagonal values represent pairwise dissimilarities
between words at the syllable level. We constructed the semantic RDM by calcu-
lating semantic distance between words using the word similarity module of
Sematch (https://gsi-upm.github.io/sematch), which allows measuring between-
word semantic similarity according to the taxonomy provided by the WordNet
(https://wordnet.princeton.edu/). Pairwise simple Mantel tests confirmed that the
three theoretical RDMs did not correlate with each other (p > 0.1 for all).

To create neural RDMs, we constructed a GLM that included 40 regressors for
FL words and 6 parameters for head motion for each period (study and test). For
each period, we computed parameter estimates for each FL word using
unsmoothed normalized images and created a single beta image per word per
participant. These beta images served as whole-brain activation maps each
corresponding to each FL word during each period. For each voxel, we constructed
neural RDMs by calculating one minus Spearman rank correlations of all word
pairs for each condition for each period for each participant. For each theoretical
RDM, Spearman correlation with the neural RDM was then computed per
condition per period per participant. The resulting correlation coefficients from all
participants were converted to Z-values using Fisher transformation and submitted
to 2 × 2 ANOVA treating the effect of learning condition as a within-participant
factor and the effect of group as a between-participant factor. For each period, we
first assessed the representational content of Exner’s area and left hippocampus
identified in the GLM analyses described above. For each region, we used a more
lenient statistical threshold (p < 0.005, uncorrected) than these GLM analyses to
include more voxels in RSA (see “Results”).

Since our main interest was to explore neural correlates of the behavioral
group × condition interaction during immediate recall, we performed two
additional in-depth analyses for the test period. First, we selected six left
hemisphere regions involved in phonological and semantic word processing and
compared their representational content between the blind and sighted groups.
Specifically, we constructed a 10-mm radius spherical ROI in the left MFG (−9, 48,
39), IFG (−51 24 12), anterior temporal lobe (−39, −6, 39), anterior superior
temporal gyrus (−51, 9, −12), pMTG (−56, −36, −2), and SMG (−48, −64, 34)
according to the ROI selection procedure used in a recent fMRI study, which
probed the left hemisphere language network72. It is important to note that all
these structures are shown to participate in novel word learning51,52. For each ROI,
the Z converted correlation coefficients per condition were collapsed for each
participant and submitted to one-sample t test to determine whether overall
correlation strength with neural RDMs differed from zero across participants. We
then assessed the same correlation coefficients using 2 × 2 ANOVA treating the
effect of learning condition as a within-participant factor and the effect of group as
a between-participant factor. All p values were corrected for multiple comparisons
for each ROI for each period using false-discovery rate. Second, we used whole-
brain searchlight RSA73 to search for other neural systems showing sensitivity to
the three theoretical RDMs. A spherical searchlight with a radius of two voxels was
moved within the voxels with a gray matter probability >0.33 for each condition for
each participant. The resulting rmaps per condition per participant were converted
to Z maps using Fisher transformation and submitted to the ANOVA model in
SPM12, which included the effects of condition and group as described above.

Reporting summary. Further information on research design is available in the Nature
Research Reporting Summary linked to this article.

Data availability
Behavioral and MRI data analyzed in the present study are archived in the Section of
Systems Neuroscience, NRCD Research Institute and available from the corresponding
author on reasonable request. All source data underlying the plots shown in figures are
provided in Supplementary Data 1.

Code availability
All codes used for data analysis are available from the corresponding author on
reasonable request.

Received: 15 October 2020; Accepted: 5 March 2021;

References
1. van Galen, G. P. Handwriting: issues for a psychomotor theory. Hum. Mov.

Sci. 10, 165–191 (1991).
2. Margolin, D. I. The neuropsychology of writing and spelling: semantic,

phonological, motor, and perceptual processes. Q. J. Exp. Psychol. Sect. A 36,
459–489 (1984).

3. Longcamp, M., Zerbato-Poudou, M. T. & Velay, J. L. The influence of writing
practice on letter recognition in preschool children: a comparison between
handwriting and typing. Acta Psychol. 119, 67–79 (2005).

4. Cunningham, A. E. & Stanovich, K. E. Early spelling acquisition: writing beats
the computer. J. Educ. Psychol. 82, 159 (1990).

5. Li, J. X. & James, K. H. Handwriting generates variable visual output to
facilitate symbol learning. J. Exp. Psychol. Gen. 145, 298–313 (2016).

6. Guan, C. Q., Liu, Y., Chan, D. H. L., Ye, F. & Perfetti, C. A. Writing
strengthens orthography and alphabetic-coding strengthens phonology in
learning to read Chinese. J. Educ. Psychol. 103, 509–522 (2011).

7. Tan, L. H., Spinks, J. A., Eden, G. F., Perfetti, C. A. & Siok, W. T. Reading
depends on writing, in Chinese. Proc. Natl Acad. Sci. USA 102, 8781–8785
(2005).

8. James, K. H. & Engelhardt, L. The effects of handwriting experience on
functional brain development in pre-literate children. Trends Neurosci. Educ.
1, 32–42 (2012).

9. Shams, L. & Seitz, A. R. Benefits of multisensory learning. Trends Cogn. Sci.
12, 411–417 (2008).

10. Cao, F. et al. L1 reading experience influences L2 lexical learning: Spanish
learning in Chinese speakers and English speakers. Neuroscience 416, 255–267
(2019).

11. Barcroft, J. Can writing a new word detract from learning it? More negative
effects of forced output during vocabulary learning. Second Lang. Res. 22,
487–497 (2006).

12. Barcroft, J. Effects of word and fragment writing during L2 vocabulary
learning. Foreign Lang. Ann. 40, 713–726 (2007).

13. Barcroft, J. Effects of sentence writing in second language lexical acquisition.
Second Lang. Res. 20, 303–334 (2004).

14. Pashler, H. Dual-task interference in simple tasks: data and theory. Psychol.
Bull. 116, 220–244 (1994).

15. Colenbrander, D., Miles, K. P. & Ricketts, J. To see or not to see: how does
seeing spellings support vocabulary learning? Lang. Speech Hearing Serv. Sch.
50, 609–628 (2019).

16. Dehaene, S. et al. How learning to read changes the cortical networks for
vision and language. Science 330, 1359–1364 (2010).

17. Landi, N. et al. Neural representations for newly learned words are modulated
by overnight consolidation, reading skill, and age. Neuropsychologia 111,
133–144 (2018).

18. Clements-Stephens, A. M. et al. Neural circuitry associated with two different
approaches to novel word learning. Dev. Cogn. Neurosci. 2(Suppl 1), S99–S113
(2012).

19. Ardila, A. in Foundations of Bilingual Memory (eds Heredia, R. R. & Altarriba,
J.) 223–234 (Springer, 2014).

20. Cowan, N. Working memory maturation: can we get at the essence of
cognitive growth? Perspect. Psychol. Sci. 11, 239–264 (2016).

21. Best, J. R. & Miller, P. H. A developmental perspective on executive function.
Child Dev. 81, 1641–1660 (2010).

22. Monzalvo, K., Fluss, J., Billard, C., Dehaene, S. & Dehaene-Lambertz, G.
Cortical networks for vision and language in dyslexic and normal children of
variable socio-economic status. Neuroimage 61, 258–274 (2012).

ARTICLE COMMUNICATIONS BIOLOGY | https://doi.org/10.1038/s42003-021-01971-z

10 COMMUNICATIONS BIOLOGY |           (2021) 4:443 | https://doi.org/10.1038/s42003-021-01971-z | www.nature.com/commsbio

http://www.pymvpa.org/
https://gsi-upm.github.io/sematch
https://wordnet.princeton.edu/
www.nature.com/commsbio


23. Roux, F. E. et al. The graphemic/motor frontal area Exner’s area revisited.
Ann. Neurol. 66, 537–545 (2009).

24. Macedonia, M., Muller, K. & Friederici, A. D. The impact of iconic gestures on
foreign language word learning and its neural substrate. Hum. Brain Mapp.
32, 982–998 (2011).

25. Cracco, E., Keysers, C., Clauwaert, A. & Brass, M. Representing multiple
observed actions in the motor system. Cereb. Cortex 29, 3631–3641 (2019).

26. Kanazawa, Y. et al. Phonological memory in sign language relies on the
visuomotor neural system outside the left hemisphere language network. PLoS
ONE 12, e0177599 (2017).

27. Havy, M., Foroud, A., Fais, L. & Werker, J. F. The role of auditory and visual
speech in word learning at 18 months and in adulthood. Child Dev. 88,
2043–2059 (2017).

28. Meade, G. The role of phonology during visual word learning in adults: an
integrative review. Psychonom. Bull. Rev. 27, 15–23 (2020).

29. Noordzij, M. L., Zuidhoek, S. & Postma, A. The influence of visual experience
on visual and spatial imagery. Perception 36, 101–112 (2007).

30. Occelli, V., Lin, J. B., Lacey, S. & Sathian, K. Loss of form vision impairs spatial
imagery. Front. Hum. Neurosci. 8, 159 (2014).

31. Kriegeskorte, N., Mur, M. & Bandettini, P. Representational similarity analysis
- connecting the branches of systems neuroscience. Front. Syst. Neurosci. 2, 4
(2008).

32. Wobbrock, J. O., Findlater, L., Gergle, D. & Higgins, J. J. The aligned rank
transform for nonparametric factorial analyses using only anova procedures.
In Proceedings of the SIGCHI Conference on Human Factors in Computing
Systems 143–146 (Association for Computing Machinery, 2011).

33. Mansouri, H., Paige, R. L. & Surles, J. G. Aligned rank transform techniques
for analysis of variance and multiple comparisons. Commun. Stat. Theory
Methods 33, 2217–2232 (2004).

34. Planton, S., Jucla, M., Roux, F. E. & Demonet, J. F. The “handwriting brain”: a
meta-analysis of neuroimaging studies of motor versus orthographic
processes. Cortex 49, 2772–2787 (2013).

35. Dehaene, S., Cohen, L., Sigman, M. & Vinckier, F. The neural code for written
words: a proposal. Trends Cogn. Sci. 9, 335–341 (2005).

36. Jackendoff, R. Possible stages in the evolution of the language capacity. Trends
Cogn. Sci. 3, 272–279 (1999).

37. Carey, S. Beyond fast mapping. Lang. Learn. Dev. 6, 184–205 (2010).
38. Shtyrov, Y., Nikulin, V. V. & Pulvermuller, F. Rapid cortical plasticity

underlying novel word learning. J. Neurosci. 30, 16864–16867 (2010).
39. Vasilyeva, M. J., Knyazeva, V. M., Aleksandrov, A. A. & Shtyrov, Y.

Neurophysiological correlates of fast mapping of novel words in the adult
brain. Front. Hum. Neurosci. 13, 304 (2019).

40. Kouider, S. & Dehaene, S. Levels of processing during non-conscious
perception: a critical review of visual masking. Philos. Trans. R. Soc. Lond. Ser.
B Biol. Sci. 362, 857–875 (2007).

41. Guan, C. Q. & Wang, Y. The effect of handwriting training on language
learning among deaf children and their matched hearing peers in China. Am.
Ann. Deaf 162, 265–276 (2017).

42. Nakamura, K. et al. Universal brain systems for recognizing word shapes and
handwriting gestures during reading. Proc. Natl Acad. Sci. USA 109,
20762–20767 (2012).

43. Longcamp, M., Anton, J. L., Roth, M. & Velay, J. L. Visual presentation of
single letters activates a premotor area involved in writing. Neuroimage 19,
1492–1500 (2003).

44. Mayer, K. M., Yildiz, I. B., Macedonia, M. & von Kriegstein, K. Visual and
motor cortices differentially support the translation of foreign language words.
Curr. Biol. 25, 530–535 (2015).

45. Vos de Wael, R. et al. Anatomical and microstructural determinants of
hippocampal subfield functional connectome embedding. Proc. Natl Acad. Sci.
USA 115, 10154–10159 (2018).

46. Maller, J. J. et al. Revealing the hippocampal connectome through super-
resolution 1150-direction diffusion MRI. Sci. Rep. 9, 2418 (2019).

47. Murray, E. A., Bussey, T. J. & Wise, S. P. Role of prefrontal cortex in a network
for arbitrary visuomotor mapping. Exp. Brain Res. 133, 114–129 (2000).

48. Small, S. A. et al. Circuit mechanisms underlying memory encoding and
retrieval in the long axis of the hippocampal formation. Nat. Neurosci. 4,
442–449 (2001).

49. Greicius, M. D. et al. Regional analysis of hippocampal activation during
memory encoding and retrieval: fMRI study. Hippocampus 13, 164–174
(2003).

50. Fanselow, M. S. & Dong, H.-W. Are the dorsal and ventral hippocampus
functionally distinct structures? Neuron 65, 7–19 (2010).

51. Davis, M. H. & Gaskell, M. G. A complementary systems account of word
learning: neural and behavioural evidence. Philos. Trans. R. Soc. Lond. Ser. B
Biol. Sci. 364, 3773–3800 (2009).

52. Rodriguez-Fornells, A., Cunillera, T., Mestres-Misse, A. & de Diego-Balaguer,
R. Neurophysiological mechanisms involved in language learning in adults.
Philos. Trans. R. Soc. Lond. Ser. B Biol. Sci. 364, 3711–3735 (2009).

53. Dudai, Y. The neurobiology of consolidations, or, how stable is the engram?
Annu. Rev. Psychol. 55, 51–86 (2004).

54. Dronkers, N. F., Wilkins, D. P., Van Valin, R. D. Jr, Redfern, B. B. & Jaeger, J.
J. Lesion analysis of the brain areas involved in language comprehension.
Cognition 92, 145–177 (2004).

55. Devlin, J. T., Jamison, H. L., Matthews, P. M. & Gonnerman, L. M.
Morphology and the internal structure of words. Proc. Natl Acad. Sci. USA
101, 14984–14988 (2004).

56. Ye, Z., Mestres-Misse, A., Rodriguez-Fornells, A. & Munte, T. F. Two distinct
neural networks support the mapping of meaning to a novel word. Hum.
Brain Mapp. 32, 1081–1090 (2011).

57. Hofstetter, S., Friedmann, N. & Assaf, Y. Rapid language-related plasticity:
microstructural changes in the cortex after a short session of new word
learning. Brain Struct. Funct. 222, 1231–1241 (2017).

58. Ripolles, P. et al. Strength of temporal white matter pathways predicts
semantic learning. J. Neurosci. 37, 11101–11113 (2017).

59. Binder, J. R., Desai, R. H., Graves, W. W. & Conant, L. L. Where is the
semantic system? A critical review and meta-analysis of 120 functional
neuroimaging studies. Cereb. Cortex 19, 2767–2796 (2009).

60. Legge, G. E., Madison, C. M. & Mansfield, J. S. Measuring Braille reading
speed with the MNREAD test. Vis. Impair. Res. 1, 131–145 (1999).

61. Veispak, A., Boets, B. & Ghesquiere, P. Parallel versus sequential processing in
print and braille reading. Res. Dev. Disabil. 33, 2153–2163 (2012).

62. Longcamp, M. et al. Learning through hand- or typewriting influences visual
recognition of new graphic shapes: behavioral and functional imaging
evidence. J. Cogn. Neurosci. 20, 802–815 (2008).

63. Starrfelt, R., Olafsdottir, R. R. & Arendt, I. M. Rehabilitation of pure alexia: a
review. Neuropsychol. Rehabil. 23, 755–779 (2013).

64. Nicholls, M. E., Thomas, N. A., Loetscher, T. & Grimshaw, G. M. The Flinders
Handedness survey (FLANDERS): a brief measure of skilled hand preference.
Cortex 49, 2914–2926 (2013).

65. Shtyrov, Y. Neural bases of rapid word learning. Neuroscientist 18, 312–319
(2012).

66. Nielson, D. M., Smith, T. A., Sreekumar, V., Dennis, S. & Sederberg, P. B.
Human hippocampus represents space and time during retrieval of real-world
memories. Proc. Natl Acad. Sci. USA 112, 11078–11083 (2015).

67. Robinson, J. L. et al. Neurofunctional topography of the human hippocampus.
Hum. Brain Mapp. 36, 5018–5037 (2015).

68. Bolger, D. J., Perfetti, C. A. & Schneider, W. Cross-cultural effect on the brain
revisited: universal structures plus writing system variation. Hum. Brain
Mapp. 25, 92–104 (2005).

69. Glezer, L. S., Kim, J., Rule, J., Jiang, X. & Riesenhuber, M. Adding words to the
brain’s visual dictionary: novel word learning selectively sharpens
orthographic representations in the VWFA. J. Neurosci. 35, 4965–4972 (2015).

70. Qu, J. et al. Neural pattern similarity in the left IFG and fusiform is associated
with novel word learning. Front. Hum. Neurosci. 11, 424 (2017).

71. Friston, K. J. et al. Psychophysiological and modulatory interactions in
neuroimaging. Neuroimage 6, 218–229 (1997).

72. Jackson, R. L., Hoffman, P., Pobric, G. & Lambon Ralph, M. A. The semantic
network at work and rest: differential connectivity of anterior temporal lobe
subregions. J. Neurosci. 36, 1490–1501 (2016).

73. Kriegeskorte, N., Goebel, R. & Bandettini, P. Information-based functional
brain mapping. Proc. Natl Acad. Sci. USA 103, 3863–3868 (2006).

Acknowledgements
This work was supported by Grants-in-Aid for Scientific Research from JSPS (26381350
to K. Itou, 17H06380 to M.M., 26560274, 16KT0005, 19H03992 to K.N.).

Author contributions
K. Itou, M.M., and K.N. designed the study; T.M.-E., K. Itou, B.K., K. Ikeda, and K.N.
collected the data; M.M. provided the materials; T.M.-E. and K.N. analyzed data and
wrote the manuscript.

Competing interests
The authors declare no competing interests.

Additional information
Supplementary information The online version contains supplementary material
available at https://doi.org/10.1038/s42003-021-01971-z.

Correspondence and requests for materials should be addressed to K.N.

Reprints and permission information is available at http://www.nature.com/reprints

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

COMMUNICATIONS BIOLOGY | https://doi.org/10.1038/s42003-021-01971-z ARTICLE

COMMUNICATIONS BIOLOGY |           (2021) 4:443 | https://doi.org/10.1038/s42003-021-01971-z | www.nature.com/commsbio 11

https://doi.org/10.1038/s42003-021-01971-z
http://www.nature.com/reprints
www.nature.com/commsbio
www.nature.com/commsbio


Open Access This article is licensed under a Creative Commons
Attribution 4.0 International License, which permits use, sharing,

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

© The Author(s) 2021

ARTICLE COMMUNICATIONS BIOLOGY | https://doi.org/10.1038/s42003-021-01971-z

12 COMMUNICATIONS BIOLOGY |           (2021) 4:443 | https://doi.org/10.1038/s42003-021-01971-z | www.nature.com/commsbio

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

	Graphomotor memory in Exner’s area enhances word learning in the blind
	Results
	Behavioral results
	GLM results
	RSA results

	Discussion
	Methods
	Participants
	Behavioral paradigm
	fMRI procedures
	Statistics and reproducibility
	Representational similarity analyses

	Reporting summary
	Data availability
	Code availability
	References
	Acknowledgements
	Author contributions
	Competing interests
	Additional information




