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Natural materials typically exhibit irregular and non-periodic architectures,
endowing them with compelling functionalities such as body protection,
camouflage, and mechanical stress modulation. Among these functionalities,
mechanical stress modulation is crucial for homeostasis regulation and tissue
remodeling. Here, we uncover the relationship between stress modulation
functionality and the irregularity of bio-inspired architected materials by a
generative computational framework. This framework optimizes the spatial
distribution of a limited set of basic building blocks and uses these blocks to
assemble irregular materials with heterogeneous, disordered microstructures.
Despite being irregular and non-periodic, the assembled materials display
spatially varying properties that precisely modulate stress distribution
towards target values in various control regions and load cases, echoing the
robust stress modulation capability of natural materials. The performance of
the generated irregular architected materials is experimentally validated with
3D printed physical samples — a good agreement with target stress distribu-
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tion is observed. Owing to its capability to redirect loads while keeping a
proper amount of stress to stimulate bone repair, we demonstrate the
potential application of the stress-programmable architected materials as
support in orthopedic femur restoration.

Natural materials usually possess irregular architecture at the micro-
scale, featured by disorderedness, non-uniformity, and aperiodicity,
which empowers functionally graded properties that are optimally tai-
lored for overall functionalities such as homeostasis regulation’, tissue
remodeling?, body protection®, flight agility’, and stress shielding’.
Examples include wood®, seashells’, bone’®, spider silk®, turtle shells?,
and bird feathers* (Fig. 1a). To reproduce the superior functionalities of
the natural architected materials, their geometric features have been
borrowed to design engineered materials, benefiting applications
in electromagnetics’”, optics®, and mechanical engineering"™". In
mechanical engineering, architected materials have been designed to
demonstrate promising properties such as negative Poisson’s ratio® %,

vibration control”®**, mechanical clocking”, and programmable non-
linear responses””, among many others*™*,

Unlike the highly irregular natural materials, most engineered
architected materials are empirically designed by periodically tessel-
lating well-known motifs inspired by crystalline solids and/or artistic
patterns® . The study on irregular architected materials is still in its
infancy, owing to the difficulty of effectively modeling their sophisti-
cated three-dimensional (3D) geometries in a nearly infinite space.
A few pioneering models have been proposed, including filtered ran-
dom lattice***?, phase-separation induced spinodal foam*-***, and a
versatile, bio-inspired virtual growth process*. The last work builds
single-scale, homogeneous disordered microstructures with diverse
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Fig. 1| Generation of irregular architected materials with optimization-enabled
stress modulation and its potential applications. a Natural irregular materials
found in wood, seashells, bones, spider silk, turtle shells, and bird feathers. b A
material property optimizer governs the design variables, microstructures, and
material properties (directional elasticity), guiding the evolution of the bulk
material at both macro and micro scales to achieve the desired stress distribution.
c A virtual growth simulator produces diverse disordered microstructures based on
the input frequency combinations of basic building blocks. A machine learning
model further maps the frequency combinations of the building blocks to their

Optimized material

Physical model

— 10 mn; —50 mm

corresponding material properties, which are fed back into the material property
optimizer in (c). d-g The generation and fabrication of irregular architected
materials used for orthopedic femur restoration after a fracture. d The generation
setup including a fractured femur and a support to be filled with four types of basic
building blocks. e The initial, optimized, and target stresses in the control region
around the fracture, where the initial stress corresponds to a homogeneous dis-
tribution of building blocks. f The generated support made of optimized irregular
materials, which are further composed of disordered microstructures illustrated in
the two insets. g The 3D-printed samples at varying scales.

material properties by randomly nucleating basic building blocks.
However, to develop superior functionalities as natural materials, it
is necessary to introduce multi-scale, heterogeneous materials by
embedding spatially varying and functionally graded microscopic
features***’.

Here, we develop a generative computational framework that
guides a virtual growth process to produce materials with hetero-
geneous disordered microstructures, optimized for overall function-
alities such as stress manipulation. Our framework consists of two
interconnected components: a material property optimizer (Fig. 1b)
and a virtual growth simulator (Fig. 1c). In Fig. 1b, the material property
optimizer assesses whether a sub-region of the bulk material should be
solid or void and determines the optimal frequency combinations of
basic building blocks. This information further defines the corre-
sponding microstructure and the desired material properties, parti-
cularly directional elasticity, for that specific material sub-region.
Consequently, the material property optimizer enables the evolution
of the material at both the macro and micro scales, ensuring optimally
distributed local properties that contribute to the desired global
functionality, specifically stress modulation. In Fig. 1c, the virtual
growth simulator® facilitates the seamless integration of disordered
microstructures with varying homogenized material properties
achieved through different frequency combinations of basic building
blocks. Additionally, a machine learning model is employed to map
these frequency combinations to their corresponding material prop-
erties, which are then fed back into the material property optimizer to

achieve the desired stress distribution. With the material property
optimizer (Fig. 1b) and virtual growth simulator (Fig. 1c) working
synergistically, our proposed framework generates functionally gra-
ded materials in a way analogous to how biological systems are built.
The details of the proposed framework are introduced in the Methods
section.

In comparison to related existing research®®** that primarily
focuses on designing deterministic and nearly periodic architected
materials, the present study introduces a generative computational
framework for crafting stochastic and aperiodic materials. The incor-
poration of stochasticity and aperiodicity holds the potential to
enhance failure resistance*’. Furthermore, unlike the existing studies
that predominantly investigate the performance (such as stiffness) of
individual microstructures, our current study aims at modulating the
stress distribution of functional material pieces comprising hetero-
geneous microstructures.

In this work, we harness the capabilities of the proposed gen-
erative computational framework to modulate the stress distribution
across a spectrum of desired values, stress measures, control regions,
and load cases. For example, we optimize a femur support with tailored
irregular architected materials for promoting orthopedic restoration
after a fracture (Fig. 1d-f and Supplementary Movie 1). The generated
femur support precisely achieves the target stress distribution (Fig. le),
preventing potential aseptic loosening and peri-prosthetic fracture®,
while keeping an appropriate amount of shear stress acting on the
fractured region to stimulate bone regeneration”>. A commercial
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Fig. 2 | Manipulating mechanical stress distribution in varied geometric
regions. a Design domain, boundary conditions, and three distinct stress control
regions (rectangle, square, and ring-shape in Cases 1-3, respectively). The variable
u =15 mm represents displacement loading. Variables ¢" and @" are actual and
target hydrostatic stresses (in MPa), respectively. b Optimized irregular architected
materials made of randomly yet optimally distributed microstructures. ¢ Spatially
varying distribution of properties, as represented by the Dy, elastic modulus (in
MPa). d Precise stress manipulation (in MPa) is realized by the spatially varying
material property. e Stress convergence study of the generated material in Case 3.
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The variable k represents the number of basic building blocks in one direction
within one microstructure. Each error bar represents the distribution of hydrostatic
stress of one specimen. The dots and the half-lengths of error bars indicate the
mean values and the standard deviations, respectively. f Experimental setup for
measuring the displacement field. g,h Displacements (in mm) in the loading
direction obtained experimentally from the digital image correlation (DIC) and
numerically from the finite element analysis (FEA), respectively. i-k Detailed
comparisons of the average displacements within the control regions for the 3
cases. The measured values and error bars of experiments are also plotted.

masked-stereolithography (m-SLA) 3D printer is used to actualize our
design (Fig. 1g) with reduced effort compared to other multi-scale
structural design approaches**. This is because our generated materials
are self-supporting ensembles of building blocks with a manufactur-
able minimum feature size.

Results

Manipulating mechanical stress distribution in varied geometric
regions

We demonstrate our framework starting from generating irregular
architected materials with programmed stress distribution within
varying geometric regions. The design domain and boundary condi-
tions are shown in Fig. 2a, where we consider three stress control
regions with different geometries: rectangle in Case 1, square in Case 2,
and ring-shape in Case 3. The objective is to control the hydrostatic
stress, defined by 6" = (0, + 0, + 03)/3, towards a target value "=0.28
MPa, where oy, 05, and o5 are the three principal stresses®. We define
four types of basic building blocks: cross, arrow, corner, and line
(see Supplementary Fig. 1), which compose the irregular architected
material. We optimize the frequency combination of the four building

blocks over different locations within the material, and grow the irre-
gular architected materials accordingly. As shown in Fig. 2b, these
irregular architected materials are made of randomly yet optimally
distributed microstructures, which are seamlessly connected to ensure
material integrity. Although the microstructures display a similar
appearance across the entire piece, they show the spatially varying
distribution of properties, as represented by the Dy; elastic modulus
plotted in Fig. 2c. Such spatially varying material property is optimized
to manipulate the stress distribution within the material to achieve
desired values (Fig. 2d). Here, we note that this excellent stress mod-
ulation effect is not confined to specific design setups, and the current
setup (Fig. 2a) is solely for demonstration purposes. Based on Sup-
plementary Fig. 6 and Supplementary Table 1, the satisfactory stress
modulation effect can be obtained under varying stress measures,
target values, and applied displacements.

To examine the accuracy and reproducibility of the stress control
effect of irregular architected materials, we select Case 3 as a repre-
sentative material to perform a stress convergence study. As shown in
Fig. 2e, we denote the number of basic building blocks in one direction
within one microstructure as the variable k. We investigate how the
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hydrostatic stress (0") in the control region varies with different k
values (k=1,2,4,6,8,10,12). The larger the k value, the smaller the
microstructural feature size. Considering the randomness of irregular
architected materials, we generate 5 specimens for each k value based
on the same spatial distribution of frequency combinations. For each
specimen, we perform the finite element analysis (FEA) at the micro-
structural level and obtain the mean value (u) and the standard
deviation (s) of the computed hydrostatic stress in the control region
(see Methods section). In Fig. 2e, the mean value (u) converges to the
target, and the standard deviation (s) decreases as k increases, indi-
cating the improving accuracy of the stress control effect. This
improvement results from the separation of the length scales between
the bulk material and the microstructures for large k values. Com-
paring u and s of the 5 specimens with the same k, we observe that they
stay close to each other for k>1, demonstrating reliable reproduci-
bility of the stress control effects. Similar conclusions for Cases 1and 2
are drawn in Supplementary Section 5.

To examine the computed architected materials, we use 3D
printing (m-SLA) to manufacture five replicates of each sample shown
in Fig. 2b with k=4, and conduct experiments with setups shown in
Fig. 2f (see Methods section). Figure 2g and h show the displacement
fields in the loading direction of one experimental sample (corre-
sponding to Case 3 in Fig. 2a) via digital image correlation (DIC) and

one numerical sample via FEA — consistent displacement fields are
observed. Detailed comparisons are presented in Fig. 2i-k on the
average displacements within the control regions for the 3 cases,
respectively. The discrepancy between the experimental and numer-
ical results is negligible, demonstrating reliable stress modulation of
the optimized irregular architected materials, given that the stress
error is proportional to the displacement error considering linear
elasticity.

Simultaneous mechanical stress modulation in multiple
complex regions with distinct target values
We further elucidate the feasibility of leveraging irregular architected
materials to simultaneously achieve distinct target stress values across
multiple geometrically complex control regions. The design domain,
boundary conditions, and stress modulation regions are shown in
Fig. 3a. We divide these complex patterns into three control regions by
their colors. The objective is to simultaneously modulate the hydro-
static stresses (0") in these regions to different target values, "=0.1,
0.3, and 0.5 MPa for control regions 1-3, respectively. After optimiza-
tion, the converged (numerical) hydrostatic stresses approach the
target values, as shown in Fig. 3b.

For better visualization, we plot the hydrostatic stress field, o*, for
both the initial (homogeneous distribution of basic building blocks)

Nature Communications | (2024)15:4072



Article

https://doi.org/10.1038/s41467-024-47831-2

a b d = 0556 mm
u 0.10 - FEA
|"x ;«:‘ mm=Target Initial e Actual

Load case 1 S 0.08 et A

(amplification) = g

—1 o 0.06 ——
o 3 Amplification
|n_€ Z 004
Passive material z g \
3z
» %99 700 200 300 400 500
2 ¢ Controlled elements, n¢ e
o 0.08 7 = 0.537 mm
Design  Cofitrol <Z( g ' Tension-dominated FEA
domain region 5 2
7 D %
v = 2
»n =
Load case 2 @ g Compression-dominated
C | ©-0.02
('nver3|0n) % mmm=Target Initial e Actual
0045360 200 300 400 500

Controlled elements,

=

Virtual growth

-

Fig. 4 | Lightweight irregular architected materials optimized for multi-
functional stress modulation. a A squared design domain containing a passive
material in the center subjected to two different load cases with applied displace-
ments, u,=1.0 mm and u,=1.0 mm, respectively. The stress control region is
around the passive material. b, ¢ The stress amplification and inversion effects

n¢

Numerical sample
S

~1

W
|§ T

achieved in two load cases, respectively. d, e The displacement fields in the loading
direction in two load cases obtained from the finite element analysis (FEA),
respectively. f, g Corresponding displacement fields measured in experiments.

h The virtual growing process of the optimized material piece. i A physical sample
manufactured via 3D printing (m-SLA).

and optimized materials in Fig. 3c. As expected, by optimizing the
heterogeneous distribution of basic building blocks, the hydrostatic
stress within the irregular architected material is accurately modulated
to meet the target values (Fig. 3c). We also calculate the 2-norm error
of the hydrostatic stress field, ||o" — 6”“2, for both the initial and the
optimized materials (Fig. 3d). Figure 3e-f illustrate the disordered
microstructures of the optimized architected materials at two differ-
ent locations of the sample. The optimized positions and orientations
of basic building blocks in these irregular architected materials can
redirect the load path and then contribute to the stress modulation.
Figure 3g shows the optimized heterogeneous distribution of fre-
quency combinations for each type of basic building block. Here, we
reiterate that the proposed generative computational framework is
not limited to specific target stress values. Supplementary Fig. 7
showcases the stress modulation effects for various orders of target
stress, and the actual stress aligns closely with the target ones, indi-
cating the robust performance of the framework.

Lightweight architected materials for multifunctional stress
modulation

We now focus on lightweight and multifunctional architected materi-
als with optimized global material layout (built upon density-based
topology optimization’*”**) and local frequency combination of
microstructures (Supplementary Movie 2). Figure 4a shows the design
domain, boundary conditions, and the stress control region. Our
objective is to control the hydrostatic stress in the same material to
achieve two different stress modulation effects — stress amplification
and inversion — in two load cases. The optimized material achieves
both effects simultaneously, as shown in Fig. 4b, c. These figures depict
the target, initial, and optimized hydrostatic stresses in the control

region. Under Load Case 1 (Fig. 4b), the hydrostatic stress increases
eightfold from around 0.01 to 0.08 MPa, demonstrating a significant
stress amplification effect. In contrast, under Load Case 2 (Fig. 4c), the
hydrostatic stress inverts from positive (tension-dominated) to nega-
tive (compression-dominated) signs within the control region even if
under the tensile loading.

To validate such a multifunctional modulation effect, we perform
the experiments (Fig. 4f and g) and compare the results side by side
with the numerical ones obtained via FEA (Fig. 4d and e). Specifically,
we examine the average displacements in the loading direction within
the control region under two load cases. FEA predicts the average
displacement as ;" = 0.556 mm and @,** = 0.537 mm in the two load
cases, respectively. E)éperiments predicts the corresPonding average
displacements as ﬂ?' =0.576+0.004 mm and ayD ©=0.501+0.029
mm (further averaged over three replicates). Based on these mea-
surements, we compute the errors as 3.5% and 7.1% for the two loading
cases, respectively, and conclude the multifunctional stress modula-
tion effect is reliable.

We also present the virtual growing process for generating opti-
mized materials with k=1 in Fig. 4h. The basic building blocks grow
randomly yet optimally and seamlessly, mimicking the growth of
natural materials. Figure 4i shows the physical sample manufactured
via 3D printing (m-SLA). Such fabrication is effortless because the
generated samples are self-supporting ensembles of basic building
blocks with manufacturable minimum feature sizes (larger than
400 um for m-SLA). Most importantly, this example demonstrates the
possibility of simultaneously optimizing the global-level material lay-
out and the local-level frequency combination of microstructures.
Such simultaneous optimization enables versatile yet lightweight
materials promising for biological applications™.

Nature Communications | (2024)15:4072
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Potential application to orthopedic femur restoration

Finally, we present a biomedical application of orthopedic femur
restoration using optimized irregular architected materials demon-
strating versatile mechanical stress modulation. Such modulation pro-
motes the regeneration of fractured femurs with precise shear stress
stimulation, avoiding stress shielding caused by traditional metal plates
or intramedullary rods**’. As illustrated in Fig. 5a, a healthy femur can
efficiently transmit forces, F, applied at its two ends and yields a rela-
tively uniform compressive stress field (red arrows in the inset).
Unfortunately, femur fractures are prevalent, especially among elder
individuals, and result in stress concentration at the crack tip, increasing
the risk of further fracture propagation®® (Fig. 5b). Traditional methods
of repairing a fractured femur involve attaching a stiffer external plate
around the fracture with screws (left part in Fig. 5c). Due to the stiffness
difference between the femur and the external plate, stress shielding
occurs, which further induces aseptic loosening, chronic pain, and peri-
prosthetic fracture®®”. To address this issue, one potential solution is to
utilize support made of architected materials (right part in Fig. 5¢). This
support system partially transmits compressive stress and then initiates
shear stress (green arrows) when subjected to transverse pressure (blue

arrows) between the femur and the support. Consequently, this shear
stress induces relative micromotion perpendicular to the pre-existing
fracture, thereby stimulating femur regeneration®. In this work, for
illustrative purposes, we designate the target shear stressesas 7= — 5.0
and T=5.0 MPa for control regions 1 and 2 (the translucent view in
Fig. 5d), respectively. These specified target values are intentionally well
below the shear strength range of human femurs (51.6 MPa-65.3 MPa
for cortical bone®) to mitigate the risk of inducing additional fractures.
Notably, these target stress values correspond to a relative micromo-
tion of 0.3 mm of the femur around the fracture (see Supplementary
Fig. 8), falling within the suggested range of [0.2, 1.0] mm for femur
restoration®’. A crucial aspect that must be addressed is the precise
modulation of the shear stress to the desired level.

The specific problem is shown in Fig. 5d. Simplifying our femur
model, we treat it as an isotropic passive material with Young’s mod-
ulus of £=5.0 GPa. This selection is informed by the predominant
cortical bone composition in the femur’s diaphysis, where Young's
modulus is approximately 16.7 GPa”. In addition, the homogenized
Young’s modulus of the femur should be further reduced to account
for the marrow cavity within the femur whose Young’s modulus ranges

Nature Communications | (2024)15:4072
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from 0.25 to 24.7 kPa®. Furthermore, the load-bearing defect (fracture)
is directly reflected in the femur geometries (see Supplementary
Fig. 8). Here, we note that the isotropy assumption yields results
comparable to those obtained with orthotropic materials®?, and the
proposed framework is applicable for a more intricate femur modeling
with additional computational cost.

The objective in this example is to control the shear stress on the
femur surface and around the fractured region to target values
(Fig. 5d) that are assumed to stimulate tissue regeneration. To
accomplish this goal, we utilize the proposed framework to optimize
the heterogenous distribution of microstructures and then grow the
irregular architected materials (Fig. 5e and Supplementary Movie 1). To
visualize the stress modulation effect, Fig. 5f presents illustrative (left)
and simulated (right) stress distributions. In the simulated stress dis-
tribution, the x-axis represents the finite elements in the stress control
regions, while the y-axis represents the values of the selected stress
measure (shear stress in this case). It isimportant to note that the initial
stress distribution among the controlled elements is highly nonuni-
form due to the complex geometry of the femur (i.e., varying cross-
sections and embedded fracture), despite the initial homogeneous
distribution of building blocks within the support domain. However,
after optimization, the actual stresses uniformly reach the target
values. To validate the manufacturability of these materials, we use
approachable 3D printing (m-SLA) to fabricate the generated archi-
tected materials. The fabricated samples are compared with the
numerical ones side-by-side (Fig. 5g) — each printed building block is as
small as 1.5 x 1.5 x 1.5 mm?. Such promising manufacturability benefits
from the generated materials’ self-supporting feature and the pre-
defined feature size of the basic building blocks.

Discussion

In this study, we uncover the fundamental relationship between the
stress modulation functionality and the irregularity of bio-inspired
architected materials, which are created by a generative computa-
tional framework. This framework employs a material property opti-
mizer to enable the overall stress modulation functionality and a
virtual growth simulator to seamlessly create irregular architected
materials that conform with the desired property distribution within a
piece of material. We examine the stress modulation functionality of
generated materials for various desired values, stress measures, con-
trol regions, and load cases — a good agreement with target stress
distribution is observed, both numerically via FEA, and experimentally
via DIC. Such stress modulation functionality can be promising for
biomedical applications. For instance, we demonstrate the potential
application of the irregular architected materials as a support structure
in orthopedic femur restoration that is capable of redirecting the load
while stimulating tissue regeneration. In addition, the generated
architected materials are self-supporting ensembles of basic building
blocks with a manufacturable minimum feature size, free of any thin
and dangling parts, and can be manufactured by approachable 3D
printing technologies. We remark that the proposed framework is
ready for extension to handle complex scenarios involving multi-
physics and nonlinear responses. Such extension has the potential to
benefit various engineering applications, including biomedical devi-
ces, bio-mimetic robots, and lightweight space structures.

Moving forward, we anticipate incorporating more biological
considerations into the framework and conducting in-vivo tests to
validate the designed support for orthopedic femur restoration. To
achieve this goal, we plan to employ a more representative femur
model reflecting its original porous structures and spatially varying
material properties. In addition, we need to incorporate biological
design variables® including the porosity, pore size, and the specific
surface area of the support and the biological constraints, including
the minimum stiffness and fracture resistance™ of the femur. We
also need to ensure the biocompatibility of the support material®,

Furthermore, during femur restoration, as the bone consolidates and
the callus stiffness increases, enlarging the target shear stress may be
necessary to maintain the same level of micromovement of femur
fragments around the fracture. To accommodate varying target stress
levels, we can reformulate the design task into a simultaneous control
problem akin to Fig. 4. Consequently, the generated support can
modulate stress to different levels as the femur progresses through
different healing states.

Moreover, in the context of orthopedic femur restoration, our
assumption entails a perfect bonding interface between the femur and
the support. It is crucial to note that in real in-vivo applications,
aligning artificial materials with biological tissues demands the
expertise and careful consideration of the operator. Additionally, there
is a possibility of local stress concentration along the interface
between the femur and the support composed of artificial micro-
structures. Despite the potential for stress concentration, the pro-
posed generative computational framework primarily modulates the
homogenized stress distribution rather than focusing on local stress
patterns. This approach allows for the control of the global relative
displacement of the femur perpendicular to the fracture, as illustrated
in Supplementary Fig. 8, with the ultimate goal of stimulating tissue
regeneration. We also note that the efficacy of such stimulus becomes
more reliable, characterized by fewer variations, when employing a
greater number of building blocks in each microstructure (Fig. 2e and
Supplementary Fig. 10).

Beyond biological considerations, the stress modulation perfor-
mance can be further enhanced by exploring alternative building
blocks. In our current study, we concentrate on investigating a specific
set of building blocks (in 2D and 3D, respectively) to modulate stress
distribution. Referring to Figs. 4, 6 in ref. 45, the use of alternative
building blocks with different geometries can significantly impact the
material property space and, consequently, influence stress modula-
tion effects. Additionally, due to the anisotropy of material properties
in microstructures, expanding the material property space by allowing
free elongation and rotation (as opposed to restricting it to multiples
of m/2) is a potential improvement.

Methods

The proposed generative computational framework (Fig. 6) consists of
four steps: creating a material database, training a machine learning
model, performing macroscopic topology optimization, and applying
a bio-inspired virtual growth simulator. Below, we present the overall
framework along with its four components, as well as the associated
manufacturing and experimental setups.

Overall framework

To generate the irregular architected materials, Fig. 6 provides a
detailed exposition of the proposed generative computational fra-
mework. As shown in Fig. 6a, this framework begins by creating a
discrete material database containing the prescribed building blocks,
frequency combinations, and the generated microstructures. Follow-
ing numerical homogenization®, the material properties of the
microstructures are derived, and these properties are then correlated
with the microstructures’ frequency combinations. To establish a
continuous relationship between the frequency combination and the
material properties, a machine learning model is trained (Fig. 6b) to
predict the independent components of the stiffness matrix based on
the input frequency combination. Subsequently, macroscopic topol-
ogy optimization is performed (Fig. 6¢) to optimize the design vari-
ables defined on the finite elements within the design domain to meet
the target. During this optimization process, a density variable is
defined to describe whether a finite element is filled with a micro-
structure (solid) or not (void). Additionally, frequency variables are
defined to characterize the frequency combination of building blocks
if the finite element is filled with a microstructure. After defining these

Nature Communications | (2024)15:4072



Article

https://doi.org/10.1038/s41467-024-47831-2

Optimized
density

o R

element

N2

a Material database creation b Machine learning model c Topology optimization
Building Frequency Micro- Design Finite Design
blocks combination  structure Input domain  elements variables
y $ frequency

combination
~: 0O -7 ST
o Solid
0.150 Hidden _ ML prediction Design update
0.125 layers .
. "‘ Material
0.100 > = roperties

. === e

3 0.075

>

FEA simulation
0:050 Output \l - OPTIMIZE
0.025 material N % larget
properties Stiffness |e f4 i % Actual
i L) ] L]
009960 001 002 003 o004 HEIS S5 5y
Eave Esor 0o 000
/ \__ | Ifconverged
d L Virtual growth simulator
Optimized o Optimized growing material
frequency Building

VAN

N7 \A,
N mindd

YAV,
4
Y,

FAPLY,
./

Fig. 6 | Proposed generative computational framework. a Material database
creation. The bottom panel is the material property space, and the details are
explained in Supplementary Section 1.4. b Machine learning (ML) model for pre-
dicting the material properties based on the input frequency combination.

¢ Macroscopic topology optimization that determines the optimal design variables
to modulate the stress distribution to the target. d Virtual growth simulator for
generating the irregular architected materials based on the optimized design
variables.

design variables, the machine learning model from Fig. 6b is utilized to
predict the spatial distribution of material properties. Subsequently,
FEA is conducted to derive the stress distribution. Guided by the gra-
dient information, the design variables undergo iterative updates by
the optimizer until the actual stress distribution converges to the
target. Finally, based on the optimized density and frequency vari-
ables, we apply the virtual growth algorithm to grow the irregular
architected materials capable of modulating the stress distribu-
tion (Fig. 6d).

Here, we remark that the original virtual growth algorithm in*
mainly yields materials with one intuitively specified frequency combi-
nation (i.e., one finite element and one microstructure). In the current
study, we generalize this algorithm to account for spatially varying and
optimized frequency combinations and densities (solid or void) within
different finite elements. In the generalized algorithm (Fig. 6d), indivi-
dual finite elements are assigned unique frequency combinations, and
all building blocks within a finite element adhere to the corresponding
frequency combination of that finite element. Consequently, the gen-
erated materials consist of heterogeneous microstructures.

Creating a material database

To create the material database, we uniformly sample 200 frequency
combinations of four basic building blocks, §;-&,, on the hyperplane
Z}‘Zl ?i =1, for both two-dimensional (2D) and three-dimensional (3D)
cases. Using the virtual growth algorithm®, we then generate 100
specimens of irregular architected materials for each frequency com-
bination, resulting in 20,000 square specimens in 2D and 20,000
cubic specimens in 3D. Each 2D specimen contains 40 x 40 building
blocks, and each 3D specimen contains 10 x 10 x 10 building blocks.
To obtain the homogenized elasticity tensor (a 3 x3 matrix in 2D
and a 6x6 matrix in 3D in matrix notation®®) of the irregular

architected material, we utilize a numerical homogenization approach
in®. Specifically, we use first-order quadrilateral elements in 2D and
frame elements in 3D in FEA to compute the global stiffness matrix. We
then compute the average homogenized elasticity tensor for every
100 specimens corresponding to the same frequency combination.
This process establishes the constitutive relationships between the
frequency combinations and the homogenized elasticity tensors of
disordered microstructures, resulting in 200 pairs in 2D and 200 pairs
in 3D. See more details in Supplementary Section 1.

Training a machine learning model

To establish a continuous and differentiable relationship between the
frequency combination and the homogenized elasticity tensor of dis-
ordered microstructures, we train a fully connected neural network to
capture such complex information. This neural network comprises one
input layer with 4 nodes corresponding to the frequencies of 4 basic
building blocks (§,-&,), two hidden layers with 512 and 256 nodes,
respectively, and one output layer with 6 nodes in 2D and 21 nodes in
3D corresponding to the maximum numbers of independent entries in
the homogenized elasticity tensor. We employ the rectified linear
activation unit (ReLU) as the activation function, the mean squared
error (MSE) as the loss function, and the Adam algorithm®’ as the
optimizer. A total number of 200 frequency-property pairs in the
previous material database are randomly classified into training data
(160 pairs) and testing data (40 pairs) for both 2D and 3D cases,
respectively. To optimize the neural network’s parameters, we mini-
mize the loss function. We train the neural networks for 1000 epochs
by using an adaptive learning rate, 107 for the first 200 epochs, 10~ for
epochs 201-500, and 10™* for the remaining epochs. After the training,
the neural network performs well in predicting the homogenized
elastic properties, as evidenced by the small MSEs of 0.134 MPa in 2D

Nature Communications | (2024)15:4072



Article

https://doi.org/10.1038/s41467-024-47831-2

and 0.296 MPain 3D, in comparison to the corresponding mean values
of 2.687 MPa in 2D and 7.344 MPa in 3D. See more details in Supple-
mentary Section 2.

Performing macroscopic topology optimization

To optimize the layout and the frequency combination of disordered
microstructures, we propose a macroscopic topology optimization
framework consisting of the following procedures. First, we para-
meterize the microstructural layout with a density field, p € [0,1], and
the microstructural frequency combination with frequency fields, &, e
[0,]] for i=1,2,...,Np, where N,=4 is the number of types of basic
building blocks. The density field p=1 represents the presence of
microstructures, while p=0 corresponds to voids. The frequency field
£, denotes the frequency of the i-th basic building block. Second, we
interpolate the elasticity tensor, D(5,§,,$,, ... €y, ), as a function of the
density and frequency fields to compute the stress response in FEA.
Next, we cast an objective function, /, to represent the stress modulation
error for varying target values, stress measures, control regions, and
load cases. Finally, we formulate the topology optimization problem to
find the spatially varying p and &;, minimizing /, subjected to a material
volume constraint. We implement this optimization formulation with
the Python programming language®® and the FEniCSx package®. See
more details in Supplementary Section 3.

Applying a bio-inspired virtual growth simulator

Based on optimized density and frequency fields, we use the virtual
growth simulator built upon® to generate the microscopic irregular
architected materials. Specifically, we propose a two-mesh-projection
scheme (see Supplementary Section 4.2) to project the optimized
density (p) and frequency (§; for i=1 to N) fields obtained from
topology optimization onto a structured mesh containing square grids
in 2D and cubic grids in 3D, and each grid corresponds to one dis-
ordered microstructure. The projected density field determines whe-
ther a grid should be filled with microstructure or not. If filled, the
projected frequency fields further determine the optimal frequency
combination of this grid and guide the virtual growth simulator to
grow basic building blocks. During the virtual growing process, each
newly filled building block needs to satisfy the prescribed frequency
combination and adjacency rules associated with its neighboring
blocks. Eventually, we create an optimal and seamless integration of
disordered microstructures. Notably, the virtual growth simulator
used in this work extends the original virtual growth program® in two
aspects. First, the original program focuses on a homogeneous dis-
tribution of basic building blocks, while our simulator features a het-
erogeneous distribution of building blocks. Second, the original
program relies on intuition-based input frequency combinations, while
the current approach follows the optimized density and frequency
fields obtained from macroscopic topology optimization. These two
improvements enable optimal microstructural layouts and customized
local material properties, which are crucial for precise stress modula-
tion. See more details in Supplementary Section 4.

Manufacturing by 3D printing

The physical samples of the optimized irregular architected materials
are 3D printed using the m-SLA technology. Specifically, we use an
Elegoo Saturn 2 m-SLA 3D printer with Elegoo water-washable resin
materials. This printer features a layer-by-layer curing process by using
ultraviolet light shining on a resin vat. The allowable printing volume is
219 x123 x 250 mm?, and the layer height ranges from 10-200 um.
Based on our printing tests, the minimum printable feature size is
400 um. The 3D printing involves the following steps: generating
geometric models using an in-house Python code, converting geo-
metric models to STereoLithography (STL) files with PyVista
software’®, converting STL files to Color Dependent Plot Style (CTB)
files with Chitubox software, printing CTB files with the Elegoo printer,

washing printed samples with Original Prusa Curing and Washing
Machine (CWIS), drying washed samples with tissue papers, and cur-
ing dried samples with CWIS again. The majority of specimens are
printed in one piece, except for the full-scale femur due to the limited
printing volume. We print this full-scale femur in two parts and bond
them with super glue (Loctite, Henkel Corporation). Finally, we apply
metallic paint (Krylon Fusion All-In-One, Krylon Products Group) on
printed architected materials for better visualization.

Mechanical characterization

We perform all experiments using an Instron 68TM-30 universal test-
ing machine. For material characterization, we manufacture five
dogbone-shaped specimens and perform uniaxial tensile tests with a
5 mm/min loading rate via a 300 kN load cell. We obtain the average
Young’s modulus and the average Poisson’s ratio as 1162.51 MPa and
0.40, respectively. For testing the stress modulation effect (via dis-
placement fields), we employ the same setup of uniaxial loading for all
irregular architected materials. To track the displacement field, we use
a marker pen to draw dispersed markers on the stress control region.
We then record videos of the marker movement with a camera
(Sony Alpha 7R 1IlI, Sony Corporation) and analyze the displacement
field using the DIC technique by Ncorr software”’.

Data availability
The datasets generated in this study are provided in the Source Data
file. Source data are provided within this paper.

Code availability

The computer code that supports the findings of this study has been
deposited in the GitHub repository at https://github.com/jiayingqi/
Heterogeneous-Virtual-Growth under accession code https://doi.org/
10.5281/zen0do0.10963129. The reader can download and execute the
code with guidance from the README document.

References

1. Liton, P, Liu, X., Challa, P., Epstein, D. & Gonzalez, P. Induction of
TGF-B1in the trabecular meshwork under cyclic mechanical stress.
J. Cell. Physiol. 205, 364-371 (2005).

2. Ambrosi, D. & Guana, F. Stress-Modulated Growth. Math. Mech.
Solids 12, 319-342 (2007).

3. Rhee, H. et al. A study on the structure and mechanical behavior of
the Terrapene carolina carapace: A pathway to design bio-inspired
synthetic composites. Mater. Sci. Eng.: C. 29, 2333-2339 (2009).

4. Sharma, D. & Hiremath, S. S. In-plane and out-plane flexural prop-
erties of the bird feather-inspired panels: Experimental, digital
image correlation, and finite element study. Aerosp. Sci. Technol.
127, 107731 (2022).

5. Rho, J.-Y., Kuhn-Spearing, L. & Zioupos, P. Mechanical properties
and the hierarchical structure of bone. Med. Eng. Phys. 20,
92-102 (1998).

6. Hosoya, T., Kawamoto, H. & Saka, S. Cellulose-hemicellulose and
cellulose-lignin interactions in wood pyrolysis at gasification tem-
perature. J. Anal. Appl. Pyrolysis 80, 118-125 (2007).

7. Barthelat, F., Li, C.-M., Comi, C. & Espinosa, H. D. Mechanical
properties of nacre constituents and their impact on mechanical
performance. J. Mater. Res. 21, 1977-1986 (2006).

8. Lewis, R. V. Spider Silk: Ancient Ideas for New Biomaterials. Chem.
Rev. 106, 3762-3774 (2006).

9. Vinyas, M. On frequency response of porous functionally graded
magneto-electro-elastic circular and annular plates with different
electro-magnetic conditions using HSDT. Composite Struct. 240,
112044 (2020).

10. Rumpf, R. C., Pazos, J. J., Digaum, J. L. & Kuebler, S. M. Spatially
variant periodic structures in electromagnetics. Philos. Trans. R.
Soc. A: Math., Phys. Eng. Sci. 373, 20140359 (2015).

Nature Communications | (2024)15:4072


https://github.com/jiayingqi/Heterogeneous-Virtual-Growth
https://github.com/jiayingqi/Heterogeneous-Virtual-Growth
https://doi.org/10.5281/zenodo.10963129
https://doi.org/10.5281/zenodo.10963129

Article

https://doi.org/10.1038/s41467-024-47831-2

.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

Cui, T. J., Qi, M. Q., Wan, X., Zhao, J. & Cheng, Q. Coding meta-
materials, digital metamaterials and programmable metamaterials.
Light.: Sci. Appl. 3, €218-e218 (2014).

Silva, A. et al. Performing Mathematical Operations with Metama-
terials. Science 343, 160-163 (2014).

Zheludev, N. I. & Kivshar, Y. S. From metamaterials to metadevices.
Nat. Mater. 11, 917-924 (2012).

Skouras, M., Thomaszewski, B., Coros, S., Bickel, B. & Gross, M.
Computational design of actuated deformable characters. ACM
Trans. Graph. 32, 82:1-82:10 (2013).

Mark, A. G., Palagi, S., Qiu, T. & Fischer, P. Auxetic metamaterial
simplifies soft robot design. In 2016 IEEE International Conference
on Robotics and Automation (ICRA), 4951-4956 (2016).

Rafsanjani, A., Bertoldi, K. & Studart, A. R. Programming soft robots
with flexible mechanical metamaterials. Sci. Robot. 4,

eaav7874 (2019).

Wu, S. et al. Symmetry-Breaking Actuation Mechanism for Soft
Robotics and Active Metamaterials. ACS Appl. Mater. Interfaces 1,
41649-41658 (2019).

Crook, C. et al. Plate-nanolattices at the theoretical limit of stiffness
and strength. Nat. Commun. 1, 1579 (2020).

Jiao, P., Mueller, J., Raney, J. R., Zheng, X. R. & Alavi, A. H.
Mechanical metamaterials and beyond. Nat. Commun. 14, 6004
(2023).

Chen, D. & Zheng, X. Multi-material Additive Manufacturing of
Metamaterials with Giant, Tailorable Negative Poisson’s Ratios. Sci.
Rep. 8, 9139 (2018).

Clausen, A., Wang, F., Jensen, J. S., Sigmund, O. & Lewis, J. A.
Topology Optimized Architectures with Programmable Poisson’s
Ratio over Large Deformations. Adv. Mater. 27, 5523-5527 (2015).
Kuang, X. et al. Grayscale digital light processing 3D printing for
highly functionally graded materials. Sci. Adv. 5, eaav5790 (2019).
Li, C., Shen, H.-S., Wang, H. & Yu, Z. Large amplitude vibration of
sandwich plates with functionally graded auxetic 3D lattice core.
Int. J. Mech. Sci. 174, 105472 (2020).

Sepehri, S., Jafari, H., Mosavi Mashhadi, M., Hairi Yazdi, M. R. &
Seyyed Fakhrabadi, M. M. Tunable elastic wave propagation in
planar functionally graded metamaterials. Acta Mechanica 231,
3363-3385 (2020).

Wang, L. et al. Mechanical cloak via data-driven aperiodic meta-
material design. Proc. Natl Acad. Sci. 119, €2122185119 (2022).

Li, W., Wang, F., Sigmund, O. & Zhang, X. S. Digital synthesis of free-
form multimaterial structures for realization of arbitrary pro-
grammed mechanical responses. Proc. Natl Acad. Sci. 119,
€2120563119 (2022).

Zhao, Z. & Zhang, X. S. Encoding reprogrammable properties into
magneto-mechanical materials via topology optimization. npj
Comput. Mater. 9, 1-11 (2023).

Fang, X. et al. Programmable gear-based mechanical metamater-
ials. Nat. Mater. 21, 869-876 (2022).

Cui, H. et al. Three-dimensional printing of piezoelectric materials
with designed anisotropy and directional response. Nat. Mater. 18,
234-241 (2019).

Bauer, J., Kraus, J. A., Crook, C., Rimoli, J. J. & Valdevit, L. Tensegrity
Metamaterials: Toward Failure-Resistant Engineering Systems
through Delocalized Deformation. Adv. Mater. 33, 2005647 (2021).
Gu, G. X., Takaffoli, M. & Buehler, M. J. Hierarchically Enhanced
Impact Resistance of Bioinspired Composites. Adv. Mater. 29,
1700060 (2017).

Mueller, J., Raney, J. R., Shea, K. & Lewis, J. A. Architected Lattices
with High Stiffness and Toughness via Multicore-Shell 3D Printing.
Adv. Mater. 30, 1705001 (2018).

Ma, R., Wu, L. & Pasini, D. Contact-Driven Snapping in Thermally
Actuated Metamaterials for Fully Reversible Functionality. Adv.
Funct. Mater. 33, 2213371 (2023).

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

52.

53.

55.

Kumar, P., Schmidleithner, C., Larsen, N. B., & Sigmund, O.
Topology optimization and 3D printing of large deformation
compliant mechanisms for straining biological tissues. Structural
and Multidisciplinary Optimization 63, 1351-1366 (2021).

Coulais, C., Teomy, E., de Reus, K., Shokef, Y. & van Hecke, M.
Combinatorial design of textured mechanical metamaterials. Nat-
ure 535, 529-532 (2016).

Bertoldi, K., Vitelli, V., Christensen, J. & van Hecke, M. Flexible
mechanical metamaterials. Nat. Rev. Mater. 2, 1-11 (2017).

Kumar, S., Tan, S., Zheng, L. & Kochmann, D. M. Inverse-
designed spinodoid metamaterials. npj Comput. Mater. 6,

1-10 (2020).

Peng, B. et al. Machine learning-enabled constrained multi-
objective design of architected materials. Nat. Commun. 14,

6630 (2023).

Karthikeyan, V. et al. Three dimensional architected thermoelectric
devices with high toughness and power conversion efficiency. Nat.
Commun. 14, 2069 (2023).

Reid, D. R. et al. Auxetic metamaterials from disordered networks.
Proc. Natl Acad. Sci. 115, E1384-E1390 (2018).

Mirzaali, M. J., Pahlavani, H. & Zadpoor, A. A. Auxeticity and stiff-
ness of random networks: Lessons for the rational design of 3D
printed mechanical metamaterials. Appl. Phys. Lett. 115, 021901
(2019).

Portela, C. M. et al. Extreme mechanical resilience of self-
assembled nanolabyrinthine materials. Proc. Natl Acad. Sci. 117,
5686-5693 (2020).

Zheng, L., Kumar, S. & Kochmann, D. M. Data-driven topology
optimization of spinodoid metamaterials with seamlessly tunable
anisotropy. Computer Methods Appl. Mech. Eng. 383,

113894 (2021).

Senhora, F. V., Sanders, E. D. & Paulino, G. H. Optimally-Tailored
Spinodal Architected Materials for Multiscale Design and Manu-
facturing. Adv. Mater. 34, 2109304 (2022).

Liu, K., Sun, R. & Daraio, C. Growth rules for irregular architected
materials with programmable properties. Science 377,

975-981 (2022).

Lew, A. J. & Buehler, M. J. Single-shot forward and inverse hier-
archical architected materials design for nonlinear mechanical
properties using an Attention-Diffusion model. Mater. Today 64,
10-20 (2023).

Torquato, S., Skolnick, M. & Kim, J. Local order metrics for two-
phase media across length scales*. J. Phys. A: Math. Theor. 55,
274003 (2022).

Bastek, J.-H., Kumar, S., Telgen, B., Glaesener, R. N. & Kochmann, D.
M. Inverting the structure-property map of truss metamaterials by
deep learning. Proc. Natl Acad. Sci. 119, e2111505119 (2022).
Zaiser, M. & Zapperi, S. Disordered mechanical metamaterials. Nat.
Rev. Phys. 5, 679-688 (2023).

Garner, E., Wu, J. & Zadpoor, A. A. Multi-objective design optimi-
zation of 3D micro-architected implants. Computer Methods Appl.
Mech. Eng. 396, 115102 (2022).

Braddock, M., Houston, P., Campbell, C. & Ashcroft, P. Born Again
Bone: Tissue Engineering for Bone Repair. Physiology 16,

208-213 (2001).

Yeatts, A. B. & Fisher, J. P. Bone tissue engineering bioreactors:
Dynamic culture and the influence of shear stress. Bone 48,
171-181 (201).

Belytschko, T., Liu, W. K., Moran, B. & Elkhodary, K. Nonlinear Finite
Elements for Continua and Structures (John Wiley & Sons, 2014).
Bendsoe, M. P. & Sigmund, O. Topology Optimization: Theory,
Methods, and Applications (Springer Science & Business

Media, 2003).

Theocharidis, G. et al. A strain-programmed patch for the healing of
diabetic wounds. Nat. Biomed. Eng. 6, 1118-1133 (2022).

Nature Communications | (2024)15:4072

10



Article

https://doi.org/10.1038/s41467-024-47831-2

56. Ridzwan, M., Shuib, S., A.Y, H., Ahmed Shokri, A. & lbrahim, M.
Problem of Stress Shielding and Improvement to the Hip Implant
Designs: A Review. J. Med. Sci. 7, 460-467 (2007).

57. Arabnejad, S., Johnston, B., Tanzer, M. & Pasini, D. Fully porous 3D
printed titanium femoral stem to reduce stress-shielding following
total hip arthroplasty. J. Orthop. Res. 35, 1774-1783 (2017).

58. lJia, Y., Lopez-Pamies, O. & Zhang, X. S. Controlling the fracture
response of structures via topology optimization: From delaying
fracture nucleation to maximizing toughness. J. Mech. Phys. Solids
173, 105227 (2023).

59. Ebrahimi, H. et al. Biomechanical properties of an intact, injured,
repaired, and healed femur: An experimental and computational
study. J. Mech. Behav. Biomed. Mater. 16, 121-135 (2012).

60. Turner, C., Wang, T. & Burr, D. Shear Strength and Fatigue Proper-
ties of Human Cortical Bone Determined from Pure Shear Tests.
Calcif. tissue Int. 69, 373-8 (2002).

61. Jansen, L. E., Birch, N. P., Schiffman, J. D., Crosby, A. J. & Peyton, S.
R. Mechanics of intact bone marrow. J. Mech. Behav. Biomed. Mater.
50, 299-307 (2015).

62. Baca, V., Horak, Z., Mikulenka, P. & Dzupa, V. Comparison of an
inhomogeneous orthotropic and isotropic material models used for
FE analyses. Med. Eng. Phys. 30, 924-930 (2008).

63. Hollister, S., Maddox, R. & Taboas, J. Optimal design and fabrication
of scaffolds to mimic tissue properties and satisfy biological con-
straints. Biomaterials 23, 4095-4103 (2002).

64. Hollister, S. J. Porous scaffold design for tissue engineering. Nat.
Mater. 4, 518-524 (2005).

65. Vigliotti, A. & Pasini, D. Stiffness and strength of tridimensional
periodic lattices. Computer Methods Appl. Mech. Eng. 229-232,
27-43 (2012).

66. Hughes, T. J. R. The Finite Element Method: Linear Static and
Dynamic Finite Element Analysis (Courier Corporation, 2012).

67. Kingma, D. P. & Ba, J. Adam: A Method for Stochastic Optimization.
arXiv:1412.6980 (2014).

68. Oliphant, T. E. Python for scientific computing. Comput. Sci. Eng. 9,
10-20 (2007).

69. Scroggs, M. W., Dokken, J. S., Richardson, C. N. & Wells, G. N.
Construction of Arbitrary Order Finite Element Degree-of-Freedom
Maps on Polygonal and Polyhedral Cell Meshes. ACM Trans. Math.
Softw. 48, 18:1-18:23 (2022).

70. Sullivan, C. B. & Kaszynski, A. A. PyVista: 3D plotting and mesh
analysis through a streamlined interface for the Visualization Toolkit
(VTK). J. Open Source Softw. 4, 1450 (2019).

71. Blaber, J., Adair, B. & Antoniou, A. Ncorr: Open-Source 2D Digital
Image Correlation Matlab Software. Exp. Mech. 55,

105-1122 (2015).

Acknowledgements
Authors X.S.Z. and Y.J. acknowledge the support from the David C.
Crawford Faculty Scholar Award from the Department of Civil and

Environmental Engineering and Grainger College of Engineering at the
University of Illinois. The information provided in this paper is the sole
opinion of the authors and does not necessarily reflect the view of the
sponsoring agencies.

Author contributions

X.S.Z. and K.L. conceived the idea and supervised the research project;
Y.J., K.L., and X.S.Z. designed the generative computational framework,
analyzed the data, and wrote the manuscript; Y.J. developed the com-
puter code, implemented the numerical simulation, fabricated the
samples, and performed the experiments; X.S.Z. secured the funding
support and provided the resources. All authors contributed to the
manuscript revision and approved the submitted version.

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/s41467-024-47831-2.

Correspondence and requests for materials should be addressed to
Ke Liu or Xiaojia Shelly Zhang.

Peer review information Nature Communications thanks Bolei Deng,
Peng Wen and the other, anonymous, reviewer(s) for their contribution
to the peer review of this work. A peer review file is available.

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

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

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

© The Author(s) 2024

Nature Communications | (2024)15:4072


https://doi.org/10.1038/s41467-024-47831-2
http://www.nature.com/reprints
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/

	Modulate stress distribution with bio-inspired irregular architected materials towards optimal tissue support
	Results
	Manipulating mechanical stress distribution in varied geometric regions
	Simultaneous mechanical stress modulation in multiple complex�regions with distinct target�values
	Lightweight architected materials for multifunctional stress modulation
	Potential application to orthopedic femur restoration

	Discussion
	Methods
	Overall framework
	Creating a material database
	Training a machine learning�model
	Performing macroscopic topology optimization
	Applying a bio-inspired virtual growth simulator
	Manufacturing by 3D printing
	Mechanical characterization

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




