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The spatiotemporal organization of 
episodic memory and its disruption 
in a neurodevelopmental disorder
Marilina Mastrogiuseppe1,2, Natasha Bertelsen1,3, Maria Francesca Bedeschi4 & Sang Ah Lee5*

Recent theories of episodic memory (EM) posit that the hippocampus provides a spatiotemporal 
framework necessary for representing events. If such theories hold true, then does the development 
of EM in children depend on the ability to first bind spatial and temporal information? And does this 
ability rely, at least in part, on normal hippocampal function? We investigated the development 
of EM in children 2–8 years of age (Study 1) and its impairment in Williams Syndrome, a genetic 
neurodevelopmental disorder characterized by visuospatial deficits and irregular hippocampal function, 
(Study 2) by implementing a nonverbal object-placement task that dissociates the what, where, and 
when components of EM. Consistent with the spatiotemporal-framework view of hippocampal EM, our 
results indicate that the binding of where and when in memory emerges earliest in development, around 
the age of 3, and is specifically impaired in WS. Space-time binding both preceded and was critical to 
full EM (what + where + when), and the successful association of objects to spatial locations seemed to 
mediate this developmental process.

Episodic memory (EM) contains various details of an event, such as the objects or people involved (“what”), 
the spatial setting (“where”) and the temporal sequence (“when”) in which the event unfolded. To create an EM 
representation, however, it is not enough to independently remember such details; they must be remembered as 
a coherently bounded, continuous episode. It is widely known that the hippocampal formation (HF) is crucial for 
memory binding processes and that hippocampal damage disrupts such processes1–3. At the same time, the HF 
has been intensively studied as the neural basis of spatial navigation in both humans and nonhuman animals4–6. 
To reconcile the role of the hippocampus in EM and spatial navigation, some researchers have suggested that the 
HF uses space and time as a primary scaffold for coding episodic memories and that other event-defining com-
ponents are subsequently incorporated into this spatiotemporal framework7,8.

As animals move through their surroundings, representations of sequentially visited locations (and the prop-
erties that define those locations) contributes to a memory of traveled navigational paths. In the same way, epi-
sodic memories are created while individuals interact with their environment in specific contexts and settings. 
Although the HF has long been regarded as critical for spatial mapping (e.g.,4,5), there is now a large consensus 
that it is also involved in the temporal organization of memories. Recent findings illustrating that hippocampal 
and entorhinal cells represent episodic time9–16 and studies showing specific impairment in the temporal organi-
zation of memories in patients with hippocampal damage (e.g.,17), provide considerable support for the HF’s role 
in representing both spatial and temporal information.

Due to the physical nature of our experiences, humans and other animals cannot avoid being immersed in 
a spatiotemporal context at all times. Therefore, without the tight binding of spatial locations with time (and 
the objects that co-occur at each timepoint) to guide our goal-oriented behavior, we would end up wandering 
helplessly about, with no contiguity in the memory of our own experiences. If a spatiotemporal context rep-
resented by basic navigation mechanisms provides a scaffold even for coherent memories of non-navigational 
experiences, it follows that the ability to bind spatial and temporal information into a continuous representation 
is a requisite for EM. From a developmental perspective, therefore, it can be hypothesized that the ability to bind 
where and when should develop first, before the ability to represent a fully integrated memory of an episode (e.g., 
what + where + when).
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Previous studies on memory development in children have shown that while basic recognition abilities appear 
to be already present early in infancy, both for objects18–21 and spatial locations22, associative memory binding 
processes have a longer, more protracted maturation18,23–27. The variegated developmental trajectories of hip-
pocampal subregions28,29 and the frontal-hippocampal network (e.g.,30) produce a gradual yet differentiated 
emergence of distinct memory processes and competences that, once integrated, can support a rich, coherent 
adult-like EM by around 9-to-11 years of age. However, studies with wider age ranges e.g.,18 suggest that memory 
for spatial contexts of events may occur earlier in development.

Olson and Newcombe31 suggested that among all the stimuli that are processed by our perceptual systems, 
spatial information might be more biologically salient and therefore play an organizing role in the structuring of 
our memories across development. Whether due to biological salience or an intrinsic feature of navigation-based 
hippocampal representations, there may be an advantage for binding space with time in early development. Such 
a process may provide the basis for episodic time, allowing memories of what happened (and the objects and 
people involved) to be remembered in a spatiotemporally continuous way. Moreover, if such abilities rely on the 
HF, subjects with atypical hippocampal development may be impaired in representing episodic time, particularly 
in the binding of spatial and temporal information.

The present study explored the above possibilities by investigating the developmental origins of EM in both 
typical and atypical development. In Study 1, we tested the binding of what, where, and when information in 
memory, across typically developing children between the ages 2 to 8, using a nonverbal object-hiding task 
(Figure1). In Study 2, we investigated how atypical hippocampal development may affect the development of 
episodic memory binding by conducting a similar test in young adult subjects with Williams Syndrome (WS), 
a genetic neurodevelopmental disorder characterized by a severe deficit in spatial cognition and irregular hip-
pocampal function. If the HF is critical to the spatiotemporal binding of EM, it follows that WS subjects may be 

Figure 1.  Episodic Memory Task. (A) The experimenter sequentially placed three objects in boxes laid out in 
the experimental room while the participant was watching (demonstration phase), and then the participant was 
asked to copy the experimenter by placing the objects themselves (encoding phase). After a delay (and verbal 
interference task), the participant was asked to re-enact his own previous actions (retrieval phase). (B) Each 
experimental session was composed of three tests: (i) The Space-Time Test required the combination of location 
and temporal sequence information but kept the object identity constant (i.e., by using identical objects); 
(ii) The Object-Time Test involved different objects but held the spatial location constant (i.e., by using just 
one box); (iii) The EM Test required the binding of information concerning object identity, spatial location, 
and temporal sequence into one representation. (C) We calculated the following indexes: the extent to which 
participants recognize the single components (object identity or spatial location), and their ability to bind them 
in a temporal sequence (space-time; object-time; EM). By separately analyzing bounded components in the 
EM Test it was possible to further investigate the effect of object-space, object-time and space-time binding on 
EM representation. (D) The indices were calculated by comparing the subject’s behavior between the encoding 
and retrieval phases (“proportion of accurate responses”). In the example above, the object-time binding index 
was calculated by assigning points for each correctly-remembered object in its correct temporal order (see 
Supplementary Information for a detailed description of the scoring).
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impaired in combining where + when, which consequently disrupts their EM. In contrast, WS may be relatively 
spared in their recognition memory, such as their ability to remember people and objects.

Study 1: Typical Development of EM Binding Components
Previous studies have reported that episodic memory in typically-developing (TD) children begins to mature 
around 6 years of age and reaches adult-like levels at around 9 years (e.g.,18). This improvement in memory rep-
resentations of single events is attributed to hippocampal maturation at around 6 years32,33; nevertheless, memory 
binding may occur even before that age, but perhaps in a considerably less reliable or less strongly integrated 
fashion31. However, most studies on EM have focused on their maturation in older children in comparison to 
memory abilities in adults but not on their initial emergence in early childhood, making it unclear what is the 
exact developmental trajectory of memory-binding process in EM. This may be partly due to the limitations of 
the commonly used EM paradigms which often rely on designs that make them challenging to use with younger 
or children with atypical populations (computer-based or verbal tasks, e.g.34). Moreover, most nonverbal EM 
studies have utilized designs involving objects and locations on a computer screen18,35 and only few of them have 
tested EM development in first-person 3D space (e.g.21,36,37). To overcome the limitations of past studies, we cre-
ated a simple nonverbal task, involving actual physical movement of the participant in real space with real objects 
(rather than just observation) to induce true EM of personal experiences (see Figure1 and Method section for a 
detailed description).

Results
Age-related differences in binding components across TD.  Figure 2A shows performance in the 
three tests across development. With age in months as a continuous variable, a Spearman’s correlation between 
age and each memory-binding component was performed. We found a strong correlation between the variables 
(age and space-time: r = 0.536, p < 0.001; age and object-time: r = 0.417, p < 0.001; age and full EM: r = 0.459, 
p = <0.001). To assess developmental change, we split the subjects into three age groups, 2–4, 4–6, and 6–8 years 
old. First, we calculated effect sizes (using the average of the three tests), comparing two groups at a time: 2–4 vs. 
4–6-year-olds (large Cohen’s d = 0.93); 4–6 vs. 6–8-year-olds (large Cohen’s d = 1.14); 2–4 vs. 6–8-year-olds (large 
Cohen’s d = 2.32; see descriptive statistics in Supplementary Information).
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Figure 2.  Early emergence of space-time binding across TD. (A) The graph presents the proportion of accurate 
responses across 2 to 8 years of age for space-time, object-time, EM. Space-time binding emerges first, followed 
by the other two conditions. Significant correlations were found between age as continuous variables and the 
three measures. (B) The graphs present the accuracy means for Space-Time, Object-Time and EM Tests in the 
TD sample divided by age-groups (2–4; 4–6; 6–8 yrs). (C) The graphs present the means for spatial location 
accuracy, and space-time binding adjusted for spatial location accuracy (left), and for object identity accuracy, 
and object-time binding adjusted for object identity accuracy (right). Adjusted means were calculated using 
GZLM. ns; p < 0.05 *p < 0.01 **p < 0.001 ***.
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Performance on all three tasks varied significantly by age-group (Kruskal Wallis one-way ANOVA (Fig. 2B) 
H(2) = 12.278, p < 0.01; H(2) = 23.575, p < 0.001; H(2) = 12.178, p < 0.01, respectively). 2–4-year-olds and 
4–6-year-olds differed significantly only in Space-Time Test (H(2) = −20.042, p = 0.001, Bonferroni-corrected). 
In the other two tests, 2–4- and 4–6-year-olds performed equally well (Object-Time Test: (H(2) = −5.565, 
p = 1.000; EM Test: H(2) = −4.208, p = 1.000) and were both significantly worse compared to 6–8-year-olds 
children (Object-Time Test: 2–4 year-olds, H(2) = −18.934, p < 0.01; 4–6-year-olds, H(2) = −13.278, p < 0.05; 
EM Test: 2–4-year-olds, H(2) = −18.282, p < 0.01; 4–6-year-olds, H(2) = −14.074, p < 0.05). These results suggest 
an early maturation of space-time binding between 2–4 years of age, followed by a protracted development of 
object-time binding and EM. In order to ensure that these patterns of results cannot be attributed simply to a 
memory of motor movements, we tested a subset of subjects in a “gated condition” during which a plastic gate 
was introduced right in front of the child between the encoding and retrieval phases. In order to perform the task, 
the child was required to walk around the gate forcing him to take a roundabout path that was different from the 
encoding phase (see Method section). We found no differences in performance between the gated and default 
conditions (Space-Time Test U = 9.500 p = 0.548; Object-Time Test U = 5.500 p = 0.151; EM U = 8.000 p = 0.421, 
Mann-Whitney U Test).

In the default condition, when looking just at children’s choice of locations and objects, without taking 
their temporal sequence into consideration, children performed well over chance across all ages (locations: 
2–4-year-olds: 0.69 ± 0.08; 4–6-year-olds: 0.90 ± 0.04; 6–8-year-olds: 0.97 ± 0.02 paired two-tailed t-test 
p < 0.001, p < 0.001, p < 0.001, respectively; objects: 2–4-year-olds: 0.67 ± 0.06; 4–6-year-olds: 0.70 ± 0.05; 
6–8-year-olds: 1 ± 0.00 paired two-tailed t-test p < 0.001, p < 0.001, p < 0.001, respectively) indicating that young 
children do not have difficulty recognizing the objects and places themselves (Fig. 2C, gray lines). Nevertheless, 
there is significant improvement for both over development (Kruskal Wallis one-way ANOVA, H(2) = 16.835, 
p < 0.0011; H(2) = 28.696, p < 0.001, respectively), with 2–4-year-olds performing worse than both 4–6- and 
6–8-year-olds in remembering spatial locations (H(2) = −14.229, p < 0.01, H(2) = −18.991, p < 0.001, respectively, 
Bonferroni-corrected), and 6–8-year-olds performing better than both 2–4- and 4–6-year-olds in object recogni-
tion (H(2) = −24.750, p = 0.0001, H(2) = −21.188, p < 0.001, respectively, Bonferroni-corrected).

In order to address the possibility that early development of space-time binding could simply be an arti-
fact of improvement in children’s spatial memory (and not in its temporal organization), a Generalized Linear 
Model (GZLM) was performed using space-time binding accuracy as the dependent variable, age-groups as the 
independent factor and spatial location accuracy as a covariate (Fig. 2C black line, left). Performance in the 
Space-Time Test still varied significantly between the three age-groups (F(2) = 6.755, p < 0.01). 2–4-year-olds 
(0.48 ± 0.07) differed significantly from 4–6- and 6–8-year-olds in space-time binding, even when adjusted for 
spatial location accuracy (0.74 ± 0.05, p < 0.05; 0.82 ± 0.05, p < 0.01, respectively, Bonferroni-corrected), suggest-
ing that the variance in the model is not explained simply by spatial memory, but by the developmental changes 
in the binding of space and time. Similar analyses were performed on the Object-Time Test (Fig. 2C black line, 
right), using object-time binding accuracy as the dependent variable, age-groups as the independent factor and 
object identity accuracy as a covariate. In contrast with the Space-Time Test, the Object-Time Test showed no 
significant differences across age-groups once it was adjusted for object choice accuracy (F(2) = 0.871, p = 0.423), 
suggesting that the age effect in object-time binding is mostly driven by improvements in object recognition. 
Altogether, these results suggest that the development of temporally ordered representation of places does not 
simply rely on spatial memory but on the specific development in space-time binding (and that this developmen-
tal pattern is not true for object-time binding).

Additionally, we wanted to address the possibility that the difference among age-groups could simply stem 
from age-related differences in working memory (and not long-term hippocampus-based memory). Because 
we had conducted the Corsi Block-Tapping Task in each subject, we used children’s performance in that task as 
a measure of visuospatial working memory38 and conducted a GZLMusing space-time binding accuracy as the 
dependent variable and age-group as the independent factor, with Corsi performance as a covariate. Similar anal-
yses were conducted with Object-Time and the full EM Test. The age effect remained significant in all three tests 
(F(2) = 5.290, p = 0.009; F(2) = 4.981, p = 0.011; F(2) = 4.045, p = 0.025, respectively) even after accounting for age 
differences in WM, suggesting that the variance in the model is not explained by improvements in visuospatial 
short-term memory but by the developmental changes in long-term EM.

Effects of space-time binding in EM representation.  In order to investigate whether space-time bind-
ing ability might play a role in EM development, we conducted an ordinal regression analysis using performance 
in the Space-Time Test and Object-Time Test as predictors and performance in the EM Test as the dependent 
variable, with age as a covariate (see Fig. 3A,B). All the variables, with the exception of age, had an ordinal dis-
tribution representing four scores ranging from 0 (“Not Accurate”) to 1 (“Strongly Accurate”). The model was 
statistically significant (χ2

(7) = 24.417, p = 0.001), showing a significant relationship between EM (scored 1, as the 
referent value) and total failure in the Space-Time Test (Wald χ2

(1) = 4.067, p < 0.05; negative logit regression: Exp 
(B) = 0.137) (the Wald test evaluates whether it is likely that the estimated effect could be zero). This result means 
that the failure in the Space-Time Test reduces the probability of being strongly accurate in the EM Test. In other 
words, successful EM rarely occurs without successful space-time binding, but this is not true for object-time 
binding. These results are in line with past studies7,8 emphasizing the role of space-time binding as a scaffold for 
episodic memories and shed light on the developmental emergence of this cognitive ability.

Detailed analysis on the EM Test components: The binding of objects to space-time.  We performed  
a detailed analysis on the EM Test components (i.e. spatial location, object identity, space-time binding, 
object-time binding, and object-space binding) in order to investigate whether developmental changes in 
space-time binding can be observed even within the EM Test itself. Figure 4A shows the distribution of each
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EM Test binding component in children, divided by age-groups. Performance on space-time and object-space 
binding varied significantly by age-group, while object-time did not show any significant differences (Kruskal 
Wallis one-way ANOVA, object-time: H(2) = 5.437, p = 0.066; space-time: H(2) = 8.678,; p < 0.05 object-space: 
H(2) = 12.029, p < 0.01). 2–4-year-olds and 6–8-year-olds differed significantly in space-time and object-space 
(H(2) = −13.133, p < 0.05; H(2) = −19.075, p < 0.01, respectively), while 4–6-year-olds and 6–8-year-olds dif-
fered significantly only in space-time (H(2) = −11.769, p < 0.05). Interestingly, 2–4-year-olds perform as well as 
4–6-year-olds children in their ability to bind space and time components in the EM Test. Surprisingly, if we 
compare these results with those obtained in the Space-Time Test (Fig. 4B, left), we observe that 2–4-year-olds do 
better in the space-time component of the EM Test (choosing the correct location in the correct order, regardless 
of object identity) than the Space-Time Test, in which object identity was held constant (Z = −2.137, p < 0.05, 
Wilcoxon signed-ranks test). In contrast, there is no significant difference between the object-time component 
of the EM Test (choosing the correct objects in the correct order, regardless of their location) in comparison with 
the Object-Time Test, in which spatial location was held constant (Z = −1.742, p = 0.082, Wilcoxon signed-ranks 
test); Fig. 4B, right).

How are even the youngest children able to bind space and time in the EM Test when the task requires a 
higher cognitive load, compared to the Space-Time Test? One possibility may be that because the EM Test was 
always conducted last, there is a practice effect. However, it is noted that such a practice effect is not found for 
object-time component. An alternative explanation is that the presence of objects strengthens spatiotemporal 
memory through the association of object content to spatial location. In fact, that may be the very mechanism by 
which objects get bound onto the spatiotemporal continuum of episodic memory. In Fig. 4C, it is possible to see 

Figure 3.  The role of space-time binding in EM. (A) Figures show the frequencies of the co-occurrences 
between each EM Test score and accuracy on the Space-Time Test (left), and Object-Time Test(right). (B) 
Presents the respective cumulative proportions of the Space-Time Test and Object-Time Test on accurate scores 
(equal to 1) on the EM Test. On the basis of the ordinal regression, when accuracy on the Space-Time Test is 
equal to 0 (failure in binding space and time), the probability of scoring high on the EM Test is significantly 
lower. ns = not significant; *indicates p < 0.05.
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Figure 4.  Enhancement of space-time binding in the EM Test. (A) The graphs present the accuracy means for 
object-time, object-space, and space-time binding components of the EM Test in the TD sample divided by 
age-groups (2–4; 4–6; 6–8 yrs). (B) Presents the accuracy means of Space-Time Test compared to space-time 
binding scores of the EM Test (left), and Object-Time Test compared to object-time binding of the EM Test 
for 2–4-years old children (right). (C) Presents the distribution of each EM binding components across all TD 
subjects. ns; p < 0.05 *p < 0.01 **.
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that object-space binding follows a developmental pattern that highly resembles that of object-time. Consistent 
with this, space-time accuracy is significantly higher than both object-time and object-space accuracy, while 
object-time and object-space are not different (Z = 2.058, p < 0.05; Z = 2.795, p < 0.01; Z = −0.715, p = 0.475, 
respectively, Wilcoxon signed-ranks test).

When we conducted Spearman’s correlations between the binding components of the EM Test, we saw that, 
while these variables were strongly all related to one another according to zero-level correlations (object-time 
and object-space: r = 0.636, p < 0.001; object-time vs space-time: r = 0.361, p < 0.01; object-space vs space-time: 
r = 0.467, p < 0.001; Table 1), their partial correlations show a different result (see Table 2). In particular, if we 
partial out the effects of object-space binding, then object-time and space-time binding are no longer significantly 
correlated (r = 0.093, p = 0.456), suggesting that the successful binding of objects with time is mediated by the 
successful association between objects and its spatial context. In contrast, the other correlations remain largely 
unchanged. In other words, in the development of EM, the association of “what happened” with its spatial context 
may bring with it the temporal context (which has been already bounded to space) for free.

Study 2: Atypical development of hippocampal binding components in Williams Syndrome.  
Williams Syndrome is a rare genetic disorder caused by a microdeletion of about 25 genes in region q11.23 of 
chromosome 7. WS patients are a particularly interesting population for investigating EM because of their abnor-
mal hippocampal development and their unique cognitive profile. Individuals with WS show relative strengths 
in domains such as language production and face recognition but exhibit severe deficits in a range of spatial 
functions19–22. Pervasive impairment in the ability to construct arrays of objects with specific spatial relations 
among them39–42 is one of the most characteristic features of WS. Consistent with their visuospatial deficits, WS 
individuals are impaired in short43,44 and long-term45 tests of visuospatial memory. Importantly, however, their 
impaired long-term visuospatial performance is not merely due to difficulties in spatial working memory: WS 
show a greater memory decay effect between short and long delays, suggesting a specific deficit of consolidation 
of spatial memory. Such memory deficits documented in WS extend into their allocentric spatial navigation abili-
ties46, as well as their associative memory for pairs of items47 and word-location pairs48. While there is a large body 
of literature on spatial memory in WS, no study has specifically investigated the ability to represent temporally 
continuous memories in this population. Therefore, Study 2 tested WS subjects (compared to TD controls) in the 
same task described in Study 1, in order to selectively assess the role of single EM components and their binding 
with time, as well as to speculate about the effects of atypical hippocampal development.

Results
Impairment in space-time binding and its impact on EM in WS.  We investigated memory binding 
processes in WS subjects, by comparing their performance with those of mental age-matched (MA) and chrono-
logical age-matched (CA) control subjects (Fig. 5A).

We first calculated effect sizes using the average of the three tests, comparing two groups at a time: WS vs. 
MA (large Cohen’s d = 0.68); WS vs CA (large Cohen’s d = 1.67); MA vs. CA (large Cohen’s d = 1.15; see descrip-
tive statistics in Supplementary Information). Performance on the three tests significantly differed across groups 
(Independent-samples Kruskal Wallis one-way ANOVA: Object-Time Test: H(2) = 6.823, p < 0.05; Space-Time 
Test: H(2) = 14.658, p = 0.001; EM Test: H(2) = 23.004, p < 0.001). WS participants performed significantly worse 
compared to MA controls in space-time binding and in EM (H(2) = −10.409, p < 0.05; H(2) = −13.568, p < 0.05, 
respectively, Bonferroni-corrected), while their memory for ordered recall of items was only delayed compared 
to CA (H(2) = −11.591, p < 0.05; Fig. 5A). Interestingly, spatial location and object identity accuracy were both 
highly accurate and did not show any significant difference across the three groups (Fig. 5B).

object-time 
binding

space-time 
binding

object-space 
binding EM

object-time binding 1 0.361** 0.636** 0.819**

space-time binding 0.361** 1 0.467** 0.674**

object-space binding 0.636** 0.467** 1 0.859**

EM 0.819** 0.674** 0.859** 1

Table 1.  Correlations between EM Test components. Pearson’s zero-order correlation for object-time, object-
space, and space-time binding components and the total score of the EM Test in the TD sample.

Controlled for
object-space binding

Controlled for
object-time binding

Controlled for
space-time binding

object-space 
binding

object-time 
binding

object-space 
binding

object-time 
binding

object-space 
binding

object-time 
binding

object-space binding 1 0.093 (ns) 1 0.330** 1 566**

object-time binding ,093 (ns) 1 0.330** 1 566** 1

Table 2.  Partial correlations between EM Test components. Partial correlations between object-time and 
object-space binding components controlled for the effect of object-space, object-time and space-time binding. 
ns; p < 0.05 *; p < 0.01 **.
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In order to address the possibility that the failure in space-time binding could be driven simply by a deficit 
in WS subjects’ spatial memory and not its relation to temporal continuity, we performed a GZLM with accu-
racy in the Space-Time Test as the dependent variable, groups (WS, MA, CA) as the independent factor and 
spatial location accuracy as a covariate (Fig. 5B above). Performance in the Space-Time Test differed signifi-
cantly by group, having adjusted for spatial accuracy (F(2) = 6.927, p < 0.001), with WS subjects (mean 0.75 ± 0.04) 
performing significantly worse than MA and CA controls (means and t-tests against WS: 0.92 ± 0.04, p = 0.01; 
0.95 ± 0.04, p < 0.01, respectively, Bonferroni-corrected). These results suggest that the difference across groups 
is not solely driven by differences in spatial accuracy but by those in space-time binding. A similar analysis was 
conducted using performance in the Object-Time Test as a dependent variable, groups as an independent factor 
and object identity accuracy as a covariate (Fig. 5B below). We found that the difference in object-time binding 
across groups was no longer significant once it has been adjusted for object accuracy (F(2) = 2.299, p = 0.109). All 
together, these results suggest that the deficit in space-time memory in WS subjects does not simply rely on spa-
tial memory difficulties but on binding deficits. As was the case for typically developing children in Study 1 (see 
Fig. 2C), temporal information was particularly relevant for explaining group differences when the task required 
recalling a sequence of locations rather than objects.

In order to investigate whether WS subjects’ performance can be explained by general cognitive ability, we 
conducted Spearman’s rank order correlations between WS subjects’ mental age, performance in Space-Time 
and Object-Time tests, and spatial location and object identity recognition accuracy. A significant correlation 
was found only between mental age and spatial location accuracy (r = 0.54, p < 0.01) but not between mental age 
and space-time binding (r = 0.24, p = 0.355). This means that as mental age (and general intelligence) increases in 
WS, location (but not temporal) memory improved; in other words, space-time binding deficits in WS patients is 
specific and is not related to their general cognitive abilities.

Discussion
In Study 1, we set out to investigate whether space-time binding provides a scaffold upon which EM is con-
structed over development. First, we found that the ability to fully bind the what, when, and where components 
of an event develops around 6 years of age, consistent with other studies of episodic memory in children e.g.,49. 
Additionally, we showed here for the first time that the emergence of EM is preceded by the development of a 
competence in coherently binding together spatial and temporal information from 2 to 4 years of age and that this 
particular memory-binding component has a strong relationship with EM ability across individuals. Moreover, 
children’s ability to embed objects with time is significantly correlated with their ability to bind those objects to 
space, which may indicate that the binding of what happened with a spatiotemporal framework is necessary for 
successful EM.

The interpretation that the association of object content to spatial context is what allows objects to be embed-
ded in EM is supported by direct recordings of spatially-selective neuronal activity in the hippocampus of both 
human and non-human animals during object memory recall7,50 and is consistent with theories that posit that the 
spatiotemporal context functions as a primary scaffold for memories of events7,8. However, our results add to that 
view behavioral and neuropsychological evidence on the origins of the basis for such EM representations in early 
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Figure 5.  Deficit in space-time binding and full EM in Williams Syndrome. (A) The graphs represent the 
accuracy means for Space-Time, Object-Time and EM tests in WS patients, compared to MA and CA controls. 
(B) The graphs present the mean accuracies for spatial location and space-time binding adjusted for spatial 
location performance (above), and for object identity and object-time binding adjusted for object identity 
accuracy (below). Adjusted means were calculated using GZLM. ns = not significant. p < 0.05 *, p < 0.01 **.

https://doi.org/10.1038/s41598-019-53823-w


8Scientific Reports |         (2019) 9:18447  | https://doi.org/10.1038/s41598-019-53823-w

www.nature.com/scientificreportswww.nature.com/scientificreports/

human development. Our findings are also consistent with previous studies on cognitive development indicating 
a significant improvement in the use of multiple cues (e.g., environmental boundaries and landmarks) in spatial 
navigation around 5 or 6 years of age51; such changes in cue-binding abilities could be related to the maturation 
of EM in early childhood. Researchers suggest52 that the development of two shared mechanisms underlies both 
episodic memory and allocentric navigation: pattern separation, necessary to distinguish different memories and 
supported by the dentate gyrus53, and pattern completion, needed to integrate the elements of a memory and 
supported by CA3 and CA154. While the early binding of space with time could be supported by temporal rep-
resentations which have been found both in the hippocampus and in the entorhinal cortex [e.g.,15], the protracted 
maturation of the dentate gyrus55 as well as its connections with CA356 might underlie the late emergence of fully 
bounded EM.

In Study 2, we investigated how the emergence of memory-binding abilities is affected by a deficit in spatial 
cognition accompanied by abnormal hippocampal development in WS. We showed that WS participants, unlike 
4-year-old TD children, struggle with space-time binding and perform even worse when attempting to bind 
object contents inthe full EM Test.

Importantly, our results showed that WS was not impaired on their recognition of spatial location, indicating 
that their memory binding deficit is not driven solely by their spatial cognitive impairment. In fact, children and 
WS subjects were highly accurate in picking out the correct boxes and objects; they just could not embed them 
into a continuous episode. This finding is consistent with past work that shows a dissociation between recognition 
processes and memory-binding in TD children18,34,49 and a preserved object recognition ability in WS47. Accurate 
memory for the spatial context of objects has been linked to activity in the anterior hippocampus33,57, while the 
posterior hippocampus is correlated with navigation expertise58. Given that the hippocampus of WS individuals 
exhibits structural and functional abnormalities along the anterior-posterior axis, we might speculate that their 
impairment in spatiotemporal binding may be related to their smaller posterior hippocampus and that their 
difficulty in further binding elements of memory into a spatiotemporal context may be related to the decreased 
activity in the anterior hippocampus.

Interestingly, despite a clear and consistent deficit in spatiotemporal and episodic recall, the spared memory 
for sequences of objects in WS suggests an alternative strategy of object-related processing that might rely, in part, 
on connections with the prefrontal cortex59. This object-related success is consistent with spatial navigation stud-
ies that show better performance46 and qualitatively different behavior60 in the use of landmarks in WS compared 
with TD children.

Conclusions
Time seems to have a special relation to space in that the first component of episode-like memory to emerge in 
development and to be impaired in WS is the binding of spatial and temporal information. Not only that, time 
seems to depend on its binding with space in order to weave together conceptual content, such as object iden-
tity, into its folds. These findings raise the possibility that the neural circuitry underlying episodic memory, in 
which the HF acts as a hub of information32,61, prioritizes spatiotemporal binding, which is ultimately what makes 
mental time travel possible. Further progress in our understanding of how EM develops in children and how 
they become impaired with hippocampal dysfunction is crucial for several reasons. First, the neural mechanisms 
underlying EM has been implicated not only in memory but in imagination or future planning62. Understanding 
how EM abilities can change over the course of development or neurological disorders will indirectly shed light 
on the emergence (and impairment) of high-level cognitive abilities such as creativity and imagination. Second, 
it has been proposed that the hippocampus adaptively organizes episodic memories into conceptual knowledge 
that drives adaptive novel behavior63. Insight into the origins of hippocampus-dependent memory binding mech-
anisms may help characterize how abstract conceptual maps can form and be modified in human cognition.

Methods
Participants.  Study 1.  67 children (34 females) between the ages of 2.52 and 8.74 (M = 5.53; SD = 1.63) 
participated in Study 1. Children were recruited through fliers delivered to daycares, preschools and elementary 
schools. Once parents agreed to have their child participate by signing up on the lab’s online form, they were 
contacted for an appointment. All children were tested at the Developmental Cognitive Neuroscience Lab at the 
Center for Mind/Brain Sciences, University of Trento. Children received a small gift for their participation. Most 
children came from Rovereto and its surrounding areas. 11 additional children from 2 to 4 years of age were 
excluded from the study due to medical problems, extreme prematurity, important language development delays, 
failure to complete the task, or refusal to follow instructions.

Study 2.  27 Williams Syndrome subjects participated in Study 2 and were matched with TD control participants 
with similar mental and chronological ages. Because the age range proved to be too heterogeneous, ranging from 
children as young as 6 year old to 40-year-old adults, we decided to exclude all child participants (under the age of 
12) in order to create a more homogeneous sample. Therefore, the final sample considered for analysis consisted 
of 22 WS subjects (11 females), 22 mental-age-matched controls (11 females) and 22 chronological-age-matched 
controls (11 females).

The WS participants belonged to two different Italian Williams Syndrome associations: AGSW (Associazione 
Genitori Sindrome di Williams) and AFSW (Associazione Famiglie Sindrome di Williams). Families were con-
tacted by telephone or email after parents had agreed to have their child participate in the study. Subjects were 
tested in three different locations: during two different yearly WS retreats in Fano and Peschiera and by appoint-
ment at the Clinical Genetic Unit, Fondazione IRCCS Ca Granda Ospedale Maggiore Policlinico in Milan. TD 
control children and adults were tested at the Developmental Cognitive Neuroscience Lab of the Center for Mind/
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Brain Sciences, University of Trento. They were recruited either from Rovereto and surrounding areas or by 
contacting families of children who had previously participated in studies at the lab. Importantly, in each loca-
tion we recreated the same experimental environment in terms of room size and landmark positions. Each WS 
participant was individually matched for mental and chronological age, gender and trial order with TDcontrols. 
WS subjects ranged in chronological age from 12.86 to 43.78 (M = 24.84; SD = 8.11) and mental age range from 
5.11to 8.96 (M = 6.44; SD = 0.98). For a measure of non-verbal mental age, WS participants were administered 
four subscales of the Brief IQ Visualization and Reasoning tests from the Leiter International Performance Scale 
Revised (Leiter-R).

Procedure.  Participants were tested on a non-verbal object-placement task developed to allow isolated test-
ing of the what, where, and when components that make up an episodic memory. Each experimental session was 
composed of three tests (Fig. 1): The Space-Time Test was designed to measure the ability to remember spatial 
locations and organize them in time but did not require object recognition. The Object-Time Test measured the 
ability to remember different objects in a temporal order, while keeping spatial location constant. Finally, the EM 
Test assessed the ability to combine object identity, spatial locations, and their temporal order together into one 
representation. All subjects completed the three tests. The Space-Time Test and Object-Time Test were coun-
terbalanced in their order, and then the EM Test was always presented last. The selected objects, locations, and 
temporal sequences were always randomized across subjects and within trials. The task was straightforward: the 
experimenter sequentially placed three objects in boxes laid out in the experimental room while the participant 
was watching (demonstration phase), then the participant was asked to do the same thing by placing the objects 
himself/herself (encoding phase). After a delay during which a verbal interference task was administered, the 
participant was asked to re-enact his own previous actions (retrieval phase).

Before beginning the experiment, two training tasks were provided in order to elicit imitation behaviors in 
children. In the first one, the experimenter hid one of three colored crayons in one of three grey plastic cups, while 
in the second one the experimenter demonstrated some motor sequences while standing up and facing the partic-
ipant. The participant was then asked to repeat the experimenter’s behavior. If the participant struggled to under-
stand or failed to reproduce the correct behavior, the experimenter repeated the sequence while emphasizing the 
relevant information. The training ended after the participant had successfully copied the experimenter twice.

To start the experiment, the experimenter brought the participant to the starting position located at one end 
of a rectangular room, in front of a large door. Once the participant was standing in front of the door and facing 
the room, the experimenter proceeded to give the instructions verbally by using an animal finger puppet (e.g., 
a lion) and telling the following short story: “You know, this little lion loves cookies; she always bakes too many 
and then has to hide them. Now, pay attention carefully to how I hide them, because afterwards you will have to 
do it just like me. Otherwise the lion will not be able to find them later!” The participant was then shown a plastic 
tray with the “cookies” (objects) that the animal had “baked” and was given about five seconds to observe them or 
manipulate them. The tray was then placed on an adjacent shelf, out of view from the child. Then the participant 
watched the experimenter hide three objects into a subset of the five boxes that were distributed across the room. 
For the Space-Time Test, children were provided with three identical objects that they had to place into three of 
the five boxes in the room. For the Object-Time Test, children had to choose three of five different objects to place 
into a single box nearby. For the EM Test, children had to choose three of five different objects, and place them 
into three of five different boxes. The objects were always hidden one at the time: the experimenter would pick up 
one, show it to the child for a couple seconds, before proceeding to hide it, and then return to the starting point. 
After each of the three objects were placed into a box, the experimenter led the child to face away from the boxes 
under the pretense of hiding from strong winds, while another experimenter collected the objects and returned 
them to the tray.

For the participant to encode his/her own episodic experience, the encoding phase involved the participant 
being presented with the same objects in the tray and instructed to “hide the cookies” just like the experimenter 
did. If the participant attempted to pick up more than one object at once, the experimenter would remind him/
her to hide them one at the time. Once each of the three objects had been hidden, child and experimenter would 
again face away while they were picked up by a second experimenter. After the encoding episode, an interference 
task was administered. The participant and the experimenter sat down together at a table present in the room 
under the pretense of teaching the animal puppet a few words. A verbal naming task was performed for a total of 
3 minutes. Finally, during the retrieval phase, the participant and experimenter returned to their starting position 
by the door, and the participant was presented with the objects and asked to “hide the cookies” as she/he had 
previously done. After each trial, the participant was rewarded with a sticker (regardless of his/her performance).

In order to investigate the potential effect of learning a particular trajectory or motor sequence, 5 subjects 
were tested in a “gated condition” during which a plastic gate was introduced right in front of the child between 
the encoding and retrieval phases. In order to perform the task, the child was required to walk around the gate, 
through a different route than the one previously taken during the encoding phase. There were no differences 
children’s memory performance in this condition, as compared to the rest (Space-Time Test U = 9.500 p = 0.548; 
Object-Time Test U = 5.500 p = 0.151; EM U = 8.000 p = 0.421, Mann-Whitney U Test).

Scoring.  By comparing the subject’s accuracy between the encoding and retrieval phases, we calculated the 
accuracy in the participant’s memory for the single components (object identity or spatial location) and the extent 
to which they were able to bind them in a temporal sequence (object-time binding; space-time binding; EM). For 
the individual element analysis, the space location and object identity accuracy were calculated by giving a point 
for each correct remembered location or object, respectively. For temporal binding, three scores were calculated: 
space-time binding, for each correctly-remembered location in the correct place in the sequence; object-time 
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binding, for each correctly-remembered object in its correct temporal sequence; EM, giving a point for each 
different object that is correctly remembered in its correct spatial and temporal position (general EM score). The 
general EM score was decomposed into three further component scores representing space-time, object-time, 
and object-space binding. For simplicity, each index was calculated on the basis of a proportion of correct scores 
(maximum raw score being 3). See the Supplementary Information for a detailed description of procedures and 
scoring system.

This study was conducted in accordance with the guidelines of the Human Research Ethics Committee of the 
University of Trento (internal review board approval No. 2016-005). The experimental protocol was approved by 
the internal review board, and informed consent was obtained from both the participants and their parents or 
legal guardians.

Data availability
The datasets generated during and/or analysed during the current study are available from the corresponding 
author on reasonable request.

Received: 15 August 2019; Accepted: 6 November 2019;
Published: xx xx xxxx

References
	 1.	 Brizzolara, D., Casalini, C., Montanaro, D. & Posteraro, F. A case of amnesia at an early age. Cortex 39, 605–625 (2003).
	 2.	 Brown, M. W. & Aggleton, J. P. Recognition memory: what are the roles of the perirhinal cortex and hippocampus? Nat Rev Neurosci. 

2, 51–61 (2001).
	 3.	 Aggleton, J. P. & Brown, M. W. Episodic memory, amnesia, and the hippocampal-anterior thalamic axis. Behavioural Brain Sci. 22, 

425–444 (1999).
	 4.	 Bird, C. M. & Burgess, N. The hippocampus and memory: insights from spatial processing. Nature Reviews Neuroscience 9, 182–194 

(2008).
	 5.	 McNaughton, B. L., Battaglia, F. P., Jensen, O., Moser, E. I. & Moser, M. Path integration and the neural basis of the ‘cognitive map’. 

Nature Reviews Neuroscience ume 7, 663–678 (2006).
	 6.	 O’Keefe, J., & Nadel, L. The hippocampus as a Cognitive Map. Oxford Univ. Press, New York. (1978).
	 7.	 Miller, J. F. et al. Neural activity in human hippocampal formation reveals the spatial context of retrieved memories. Science 342, 

1111–1114 (2013).
	 8.	 Healey, M. K., Long, N. M. & Kahana, M. J. Contiguity in episodic memory. Psychon Bull Rev. 26, 1–22 (2019).
	 9.	 Thavabalasingama, S., O’Neil, E. B. & Lee, A. C. H. Multivoxel pattern similarity suggests the integration of temporal duration in 

hippocampal event sequence representations. Neuroimage 178, 136–146 (2018).
	10.	 Lehn, H. et al. A specific role of the human hippocampus in recall of temporal sequences. J Neurosci. 29, 3475–3484 (2009).
	11.	 Tubridy, S. & Davachi, L. Medial temporal lobe contributions to episodic sequence encoding. Cerebral cortex 21, 272–80 (2010).
	12.	 Bellmund, J. L. S., Deuker, L. & Doeller, C. F. Mapping sequence structure in the human lateral entorhinal cortex. eLife 8, e45333 

(2019).
	13.	 Montchal, M. E., Reagh, Z. M. & Yassa, M. A. Precise temporal memories are supported by the lateral entorhinal cortex in humans. 

Nature Neuroscience 22, 284–288 (2019).
	14.	 Thavabalasingam, S., O’Neil, E. B., Tay, J., Nestor, A. & Lee, A. C. H. Evidence for the incorporation of temporal duration information 

in human hippocampal long-term memory sequence representations. Proceedings of the National Academy of Sciences 116, 
6407–6414 (2019).

	15.	 Rolls, E. T. & Mills, P. The Generation of Time in the Hippocampal Memory System. Cell Reports 28, 1649–1658 (2019).
	16.	 Clewett, D., DuBrow, S. & Davachi, L. Transcending time in the brain: How event memories are constructed from experience. 

Hippocampus 29, 162–183 (2019).
	17.	 Spiers, H. J., Burgess, N., Hartley, T., Vargha-Khadem, F. & O’Keefe, J. Bilateral hippocampal pathology impairs topographical and 

episodic memory but not visual pattern matching. Hippocampus 11, 715–25 (2001).
	18.	 Picard, L., Cousin, S., Guillery‐Girard, B., Eustache, F. & Piolino, P. How do the different components of episodic memory develop? 

Role of executive functions and short‐ term feature‐binding abilities. Child Development 83, 1037–1050 (2012).
	19.	 Sluzenski, J., Newcombe, N. S., & Kovacs, S. L. Binding, relational memory, and recall of naturalistic events: A developmental 

perspective. Journal of Experimental Psychology-Learning Memory and Cognition 32, 89–100 (2006).
	20.	 Lloyd, M. E., Doydum, A. O. & Newcombe, N. S. Memory binding in early childhood: Evidence for a retrieval deficit. Child 

development 80, 1321–1328 (2009).
	21.	 Hayne, H. & Imuta, K. Episodic memory in 3‐and 4‐year‐old children. Developmental Psychobiology 53, 317–322 (2011).
	22.	 Newcombe, N., Huttenlocher, J., Drummey, A. B. & Wiley, J. G. The development of spatial location coding: Place learning and dead 

reckoning in the second and third years. Cognitive Development 13, 185–200 (1998).
	23.	 Shing, Y. L., Werkle-Bergner, M., Li, S. C. & Lindenberger, U. Associative and strategic components of episodic memory: a life-span 

dissociation. Journal of Experimental Psychology: General 137, 495–513 (2008).
	24.	 Lorsbach, T. C. & Reimer, J. F. Feature binding in children and young adults. The Journal of genetic psychology 166, 313–328 (2005).
	25.	 Friedman, W. J. & Lyon, T. D Development of Temporal‐Reconstructive Abilities. Child Development 76, 1202–1216 (2005).
	26.	 Guillery-Girard, B. et al. Developmental trajectories of associative memory from childhood to adulthood: a behavioral and 

neuroimaging study. Frontiers in behavioral neuroscience 7, 126 (2013).
	27.	 Ghetti, S. & Lee, J. Children’s episodic memory. Wiley Interdisciplinary Reviews: Cognitive Science 2, 365–373 (2011).
	28.	 Lavenex, P. & Lavenex, P. B. Building hippocampal circuits to learn and remember: insights into the development of human memory. 

Behavioural brain research 254, 8–21 (2013).
	29.	 Jabès, A. & Nelson, C. A. 20 years after “The ontogeny of human memory: A cognitive neuroscience perspective,” where are we? 

International Journal of Behavioral Development 39, 293-–303 (2015).
	30.	 Blankeship, S. L., Redcay, E., Dougherty, L. R. & Riggins, T. Development of hippocampal functional connectivity during childhood. 

Human Brain Mapping 38, 182–201 (2016).
	31.	 Olson, I.R., & Newcombe, N.S. Binding together the elements of episodes: Relational memory and the developmental trajectory of 

the hippocampus. The Wiley Handbook and the Development of Children’s Memory, Volume I/II. Patricia J. Bauer and Robyn 
Fivush (2014).

	32.	 Gogtay, N. et al. Dynamic mapping of normal human hippocampal development. Hippocampus 16, 664–72 (2006).
	33.	 DeMaster, D. M., Pathman, T. & Ghetti, S. Development of memory for spatial context: hippocampal and cortical contributions. 

Neuropsychologia 51, 2415–2425 (2013).
	34.	 Hayne, H. & Imuta, K. Episodic memory in 3- and 4-year-old children. Developmental Psychobiology 53, 317–322 (2011).

https://doi.org/10.1038/s41598-019-53823-w


1 1Scientific Reports |         (2019) 9:18447  | https://doi.org/10.1038/s41598-019-53823-w

www.nature.com/scientificreportswww.nature.com/scientificreports/

	35.	 Lee, J. K., Wendelken, C., Bunge, S. A. & Ghetti, S. A time and place for everything: developmental differences in the building blocks 
of episodic memory. Child development 87, 194–210 (2016).

	36.	 Russell, J. & Thompson, D. Memory development in the second year: for events or locations? Cognition 87, 97–105 (2003).
	37.	 Newcombe, N. S., Balcomb, F., Ferrara, K., Hansen, M. & Koski, J. Two rooms, two representations? Episodic-like memory in 

toddlers and preschoolers. Developmental Science 17, 743–756 (2014).
	38.	 Kessels, R. P. C., Van Zandvoort, M. J. E., Postma, A., Kappelle, L. J. & De Haan, E. H. F. The Corsi Block-Tapping Task: 

Standardization and normative data. Applied Neuropsychology 7, 252–258 (2000).
	39.	 Farran, E. K., Blades, M., Boucher, J. & Tranter, L. J. How do individuals with Williams syndrome learn a route in a real-world 

environment? Dev Sci. 13, 454–468 (2010).
	40.	 Nardini, M., Atkinson, J., Braddick, O. & Burgess, N. Developmental trajectories for spatial frames of reference in Williams 

syndrome. Dev Sci. 11, 583–595 (2008).
	41.	 Bellugi, U., Lichtenberger, L., Jones, W., Lai, Z. & George, M. S. I. The Neurocognitive Profile of Williams Syndrome: A Complex 

Pattern of Strengths and Weaknesses. Journal of Cognitive Neuroscience 12, 7–29 (2000).
	42.	 Udwin, O. & Yule, W. A cognitive and behavioral phenotype in Williams syndrome. Journal of clinical and experimental 

Neuropsychology 13, 232–244 (1991).
	43.	 Wang, P. P. & Bellugi, U. Evidence from two genetic syndromes for a dissociation between verbal and visual-spatial short-term 

memory. Journal of clinical and experimental Neuropsychology 16, 317–322 (1994).
	44.	 Edgin, J. O., Pennington, B. F. & Mervis, C. B. Neuropsychological components of intellectual disability: the contributions of 

immediate, working, and associative memory. Journal of Intellectual Disability Research 54, 406–417 (2010).
	45.	 Vicari, S., Brizzolara, D., Carlesimo, G. A., Pezzini, G. & Volterra, V. Memory abilities in children with Williams syndrome. Cortex 

32, 503–514 (1996).
	46.	 Lakusta, L., Dessalegn, B. & Landau, B. Impaired geometric reorientation caused by genetic defect. Proc Natl Acad Sci USA 107, 

2813–2817 (2010).
	47.	 Costanzo, F. et al. Executive functions in intellectual disabilities: A comparison between Williams syndrome and Down syndrome. 

Research in Developmental Disabilities 34, 1770–1780 (2013).
	48.	 Edgin, J. O., Pennington, B. F. & Mervis, C. B. Neuropsychological components of intellectual disability: the contributions of 

immediate, working, and associative memory. Journal of intellectual disability research 54, 406–417 (2010).
	49.	 Lloyd, M. E., Doydum, A. O. & Newcombe, N. S. Memory binding in early childhood: Evidence for a retrieval deficit. Child 

Development 80, 321–1328 (2009).
	50.	 Komorowski, R. W., Manns, J. R. & Eichenbaum, H. Robust conjunctive item-place coding by hippocampal neurons parallels 

learning what happens where. The Journal of neuroscience: the official journal of the Society for Neuroscience 29, 9918–29 (2009).
	51.	 Lee, S. A. & Spelke, E. S. Two systems of spatial representation underlying navigation. Experimental Brain Research 206, 179–188 

(2010).
	52.	 Lambert, F. R., Lavenex, P. & Lavenex, P. B. Improvement of allocentric spatial memory resolution in children from 2 to 4 years of 

age. International Journal of Behavioral Development 39, 318–331 (2015).
	53.	 Ribordy, F., Jabe’s, A., Lavenex, P. B. & Lavenex, P. Development of allocentric spatial memory abilities in children from 18 months 

to 5 years of age. Cognitive Psychology 66, 1–29 (2013).
	54.	 Hindy, N. C., Ng, F. Y. & Turk-Browne, N. B. Linking pattern completion in the hippocampus to predictive coding in visual cortex. 

Nature neuroscience 19, 665–667 (2016).
	55.	 Jabès, A., Lavenex, P. B., Amaral, D. G. & Lavenex, P. Quantitative analysis of postnatal neurogenesis and neuron number in the 

macaque monkey dentate gyrus. Eur J Neurosci. 31, 273–85 (2010).
	56.	 Clelland, C. D. et al. A functional role for adult hippocampal neurogenesis in spatial pattern separation. Science 325, 210–3 (2009).
	57.	 DeMaster, D. M. & Ghetti, S. Developmental differences in hippocampal and cortical contributions to episodic retrieval. Cortex 49, 

1482–93 (2012).
	58.	 Maguire, E. A. et al. Navigation-related structural change in the hippocampi of taxi drivers. Proceedings of the National Academy of 

Sciences of the United States of America 97, 4398–403 (2000).
	59.	 Naya, Y., Chen, H., Yang, C. & Suzuki, W. A. Contributions of primate prefrontal cortex and medial temporal lobe to temporal-order 

memory. Proceedings of the National Academy of Sciences of the United States of America 114, 13555–13560 (2017).
	60.	 Ferrara, K. & Landau, B. Geometric and featural systems, separable and combined: Evidence from reorientation in people with 

Williams syndrome. Cognition 144, 123–33 (2015).
	61.	 Battaglia, F. P., Benchenane, K., Sirota, A., Pennartz, C. M. & Wiener, S. I. The hippocampus: hub of brain network communication 

for memory. Trends Cogn Sci. 15, 310–8 (2011).
	62.	 Mullally, S. L. Maguire, & E.A. Memory, Imagination, and Predicting the Future: A Common Brain Mechanism? The Neuroscientist 

20, 220–234 (2013).
	63.	 Bellmund, J. L. S., Gärdenfors, P., Moser, E. I. & Doeller, C. F. Navigating cognition: Spatial codes for human thinking. Science 362, 

eaat6766 (2018).

Acknowledgements
We would like to thank the Center for Mind/Brain Sciences (CIMeC) at the University of Trento for supporting 
this research from its initial stages and our colleague Carlo Miniussi who provided valuable insight and expertise 
throughout. We would also like to express our profound gratitude to all the participants, their families, and the 
Italian Williams Syndrome associations (AGSW and AFSW) for making this study possible. Finally, we would 
like to thank our editor and reviewers for their constructive comments and suggestions. This work was funded, in 
part, by a grant to S.A.L. from the National Research Foundation (NRF-2019R1F1A1062801: Neural Correlates 
of Human Spatial Cognition and Episodic Memory : Effects of Cognitive Training) and by the Institute for 
Information & Communications Technology Planning & Evaluation(IITP) grant to S.A.L., funded by the Korean 
government (MSIT) (2019-0-01371, Development of Brain-Inspired AI with Human-like Intelligence).

Author contributions
M.M. and S.A.L. conceived and designed the study; M.M., N.B. and M.F.B. organized subject recruitment; M.F.B. 
performed clinical duties associated with Williams Syndrome subjects; M.M. and N.B. performed data collection; 
M.M. and N.B. analyzed the data; M.M. and S.A.L. wrote the paper.

Competing interests
The authors declare no competing interests.

https://doi.org/10.1038/s41598-019-53823-w


1 2Scientific Reports |         (2019) 9:18447  | https://doi.org/10.1038/s41598-019-53823-w

www.nature.com/scientificreportswww.nature.com/scientificreports/

Additional information
Supplementary information is available for this paper at https://doi.org/10.1038/s41598-019-53823-w.
Correspondence and requests for materials should be addressed to S.A.L.
Reprints and permissions information is available at www.nature.com/reprints.
Publisher’s note Springer Nature remains neutral with regard to jurisdictional claims in published maps and 
institutional affiliations.

Open Access This article is licensed under a Creative Commons Attribution 4.0 International 
License, which permits use, sharing, adaptation, distribution and reproduction in any medium or 

format, as long as you give appropriate credit to the original author(s) and the source, provide a link to the Cre-
ative 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 per-
mitted 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) 2019

https://doi.org/10.1038/s41598-019-53823-w
https://doi.org/10.1038/s41598-019-53823-w
http://www.nature.com/reprints
http://creativecommons.org/licenses/by/4.0/

	The spatiotemporal organization of episodic memory and its disruption in a neurodevelopmental disorder

	Study 1: Typical Development of EM Binding Components

	Results

	Age-related differences in binding components across TD. 
	Effects of space-time binding in EM representation. 
	Detailed analysis on the EM Test components: The binding of objects to space-time. 
	Study 2: Atypical development of hippocampal binding components in Williams Syndrome. 

	Results

	Impairment in space-time binding and its impact on EM in WS. 

	Discussion

	Conclusions

	Methods

	Participants. 
	Study 1. 
	Study 2. 

	Procedure. 
	Scoring. 

	Acknowledgements

	Figure 1 Episodic Memory Task.
	Figure 2 Early emergence of space-time binding across TD.
	Figure 3 The role of space-time binding in EM.
	Figure 4 Enhancement of space-time binding in the EM Test.
	Figure 5 Deficit in space-time binding and full EM in Williams Syndrome.
	Table 1 Correlations between EM Test components.
	Table 2 Partial correlations between EM Test components.




