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Abstract

Organ-on-a-Chip (OoC) technology offers a promising alternative to traditional in vitro and animal models by
replicating key physiological features of human organs within microfluidic platforms. These systems are
increasingly used in drug development, toxicity testing, and disease modelling. However, widespread adoption is
limited by challenges such as complex design requirements, scalability issues, data interpretation difficulties, and
the integration of diverse technologies. This review explores the role of advanced modelling approaches, such as
computational fluid dynamics (CFD), finite element analysis (FEA), pharmacokinetic/pharmacodynamic (PK/PD)
models, and artificial intelligence (Al), in addressing these barriers. These tools enable precise simulation,
optimization, and data analysis of OoC systems, supporting their design and predictive capabilities. Key challenges
identified include limited data quality, computational complexity, organ scaling, and system integration. Modelling
solutions, including explainable Al and multiscale simulation, offer pathways to overcome these issues. The
integration of emerging technologies like 3D printing, real-time sensing, and automation is also discussed. The
review concludes with recommendations for refining existing modelling techniques, improving transparency in
Al applications, and supporting interdisciplinary collaboration to drive standardization and regulatory acceptance.
These efforts are essential for realizing the full potential of OoCs in biomedical research and preclinical drug
development.

Keywords: organ-on-a-chip, OoC, microfluidic, artificial intelligence, Al, machine learning, 3D printing, simulation,
computational fluid dynamics, CFD.
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1. Introduction

The development of sophisticated in vitro models has
become increasingly important in life science and industry,
particularly for applications in medicine, biology, and
chemistry.? Traditional two-dimensional (2D) cell cultures
and animal models struggle to replicate human physiology,
hindering data translation and contributing to high drug failure
rates.>> This has spurred the evolution of new technologies
aimed at creating more biologically relevant systems.>6

Notably selected as one of the "Top Ten Emerging
Technologies" by the World Economic Forum’, The
development of organ-on-a-chip (OoC) technology is driven
by these limitations of traditional preclinical models.*® OoCs
address these limitations by combining advances in
microfabrication, tissue engineering, biomaterials, and stem

cell engineering to reconstruct key structural, functional, arfgohi

physiological aspects of human tissues and organs on a chip.
7.9-11 Miniature tissues, cells, or organoids are cultured within
the channels and compartments of a microfluidic device.3711-
13 This device, often made of materials like
polydimethylsiloxane (PDMS), is engineered with structures
such as tiny channels, chambers, and sometimes porous
membranes to recreate the organ's microarchitecture.347.11.14
The cells may also be embedded within an extracellular matrix
analogue or hydrogel inside these compartments. OoC
platforms hold promise for various applications, including
enhancing our understanding of tissue and organ physiology,
modelling diseases (such as cancer), developing and screening
drugs, evaluating drug toxicity and efficacy, and facilitating
personalized medicine by using patient-derived cells.348
11,15,16

Building upon the foundation of microfluidics, the OoC
system has emerged as a biomimetic system.” Microfluidics,
refers to technologies that manipulate small fluid volumes
(mL, nL, pL) within fabricated channels.118 Microfluidic
approaches allow for constant miniaturization, automation,
and parallelization of processes?, offering advantages such as
low dose requirements, improved sensitivity, -efficient
processing, great spatial accuracy, good integration, and
straightforward control for biological studies.l® These
microfluidic systems can perform several functions, including
sample pretreatment, separation, dilution, mixing, chemical
reaction, detection, and product extraction, all potentially on a
single chip.1® The precise control offered by microfluidics
allows for the emulation of dynamic conditions, such as blood
flow, mechanical forces, and concentration gradients, which
are crucial for maintaining tissue-specific functions and
mimicking the cellular microenvironment.810.11.16

OoCs are essentially microfluidic cell culture systems
designed to precisely replicate the structure and function of a
living organ or functional unit in vitro.52%21 They can
stimulate the tissue or cell microenvironment and regulate
crucial parameters like concentration gradients, shear stress,
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Figure 1. A lung-on-a-chip. Image by &1-&2 15, licensed
under CC BY -SA 4.0. Source: Link

517 These platforms integrate microfluidic
networks with three-dimensional (3D) tissue-engineered
models to recapitulate physiological conditions.5

The applications of organ-on-a-chip platforms are diverse
and rapidly expanding. They are used as models for studying
development and diseases, such as Alzheimer's and
schizophrenia, particularly through brain-on-chip models.
OoCs play a significant role in drug development, including
drug screening and assessing drug release.2%6.1822.23 They are
particularly valuable for toxicity testing, such as evaluating
hepatotoxicity, and nephrotoxicity.>18 Furthermore, OoCs
contribute to personalized medicine by offering functional
testing for precision medicine and personalized drug
development. They are also explored in the context of
nanomedicine for validating the performance and biotoxicity
of nanomaterials.> Beyond these, OoCs are used to study
vascularization of organoids, drug delivery systems, host-
microbial interactions, inflammatory processes, and cancer
growth and metastasis.®2* The technology is even being
applied to create point-of-care (POC) diagnostic systems.18

The significance of organ-on-a-chip platforms lies in their
potential to serve as robust alternatives to animal models,
addressing many challenges associated with in vivo studies.2®
By providing a controlled and realistic environment that
mimics human physiology and pathology, OoCs can help
reduce the discrepancies observed between preclinical
findings and clinical outcomes.>1821 This capability positions
them as a fast track for the use of engineered human tissues in
drug development and can potentially revolutionize disease
modelling and drug testing towards more accurate and
personalized healthcare approaches.'®

Despite the significant progress, the translation of these
advanced microfluidic platforms into widespread use,
particularly in preclinical validation for clinical applications,
still faces limitations and challenges.® A critical challenge is
the successful integration of biosensor modules into OoCs for
automated, continual, and long-term monitoring of various
physicochemical and biochemical parameters.>18 For complex
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applications like pharmacology studies, the development of
multiorgan or body-on-a-chip systems is necessary to replicate
the interconnections and communication between different
organs. However, achieving accurate body scaling and
maintaining functional activity across multiple integrated
organs is extremely complex.> Other challenges include
optimizing the design of suitable biomodels, overcoming
fabrication complexities associated with microfluidic devices
and integrating components like valves and pumps',
managing potential contamination issues®, establishing
physiologically relevant conditions like oxygen gradients, and
bridging the gap between academic research and industrial
adoption. Overcoming these challenges is key to unlocking the
potential of OoC technology.

Interest in OoC has intensified due to its potential to create
more physiologically relevant microenvironments for cell
culture, thereby bridging the gap between simplified planar
cell cultures and complex human systems.811.16

Recent breakthroughs and emerging trends are pushing the
boundaries of OoC technology, some of which are compared
in Table 1 below. A key trend is the move towards integrating
multiple individual organ chips into multiorgan-on-a-chip or

body-on-a-chip systems, mimicking the physiological
coupling and interactions between different organs in the
human body.#81624 This is particularly beneficial for studying
systemic responses, drug metabolism, and complex diseases.?
Furthermore, there is increasing emphasis on incorporating
integrated sensors (mechanical, electrochemical, optical) into
OoC platforms for real-time monitoring of cellular behaviors
and tissue functions.82426 Automation and the development of
high-throughput systems are also critical for making OoCs
more viable for industrial applications like drug
screening.242627 Advances in 3D printing and bioprinting
techniques are enabling the rapid fabrication of complex OoC
structures and the precise deposition of cells within
biomaterial-based scaffolds, creating more realistic three-
dimensional tissue architectures.?® The integration of artificial
intelligence (Al), particularly in areas like organoid imaging
and data analysis, is enhancing the efficiency and accuracy of
OOC-based research, especially for high-throughput drug
screening.®2* These advancements collectively demonstrate
the rapid evolution of OOC technology and its potential to
revolutionize biomedical research and drug development.

Table 1. Comparative Table of Different Modelling Approaches Applied to OoCs.

(CFD)

devices?8-30

solute and solvent
parameters, boundary
conditions?9:30

concentration gradients2®-
31

Modelling Scale Input Use Limitations
Approach
Computational Microfluidic Geometry, fluid Simulates fluid flow, Complex multiphysics,
Fluid Dynamics channels/ properties, flow rate, shear stress, and time-consuming meshing,

sensitivity to surface
tension and viscosity?®

Finite Element
Analysis (FEA) /
Finite Element
Method (FEM)

Microfluidic
devices,
bioreactors29:31.32

Geometry, material
properties, physics
modules (e.g., CFD),
solute parameters29:32

Models mechanical
stress, strain, gradient
formation, and device
refinement2931.32

Requires detailed
meshing, complex
physics coupling,
geometric/parameter
coherence?®

Pharmacokinetic/
Pharmacodynamic
(PK/PD) &

Multi-organ
systems (e.qg.,
gut-liver, whole-

In vitro/OoC data
(volumes, ADME, flow
rates, drug

Predicts drug distribution,
toxicity, and human
PK/PD profiles; supports

Difficult organ scaling,
biological/analytical
uncertainty, complex

(ML)

Ieve|)5,9,34,36

labeled/unlabeled
data9,34,36,37

experimental
design9,25,34,36,37

Physiologically- body)11.2528.33-35 | properties)2%28.33.35 In Vitro-In Vivo model integration?5:33
Based Extrapolation

Pharmacokinetic (IVIVE)112533-35

(PBPK)

Artificial Variable (e.g., Experimental features Classifies cells, predicts Performance depends on
Intelligence (Al) / | single-cell to (e.g., contractility, outcomes, supports data size/quality, model
Machine Learning | system- solubility, oxygen), toxicology and choice, and validation

strategy®

This review aims to present the different advanced
modelling and analysis techniques that are currently applied
and can be applied to OoCs. Section 2 will discuss the current
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strategies (Section 2.1), and emerging OoC technologies
(Section 2.2) with an analysis comparing the technologies
(Section 2.3). Section 3 discusses the challenges in OoC
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technology (Section 3.1) and how emerging or advanced
techniques can help address these challenges (Section 3.2).
Finally, Section 3.3 discusses the potential future directions
for OoC technology.

2. State-of-the-Art in Advanced Modelling Strategies

2.1. Current Methodologies

Current OoC methodologies are grounded in microfluidic
platforms, allowing precise control of microscale fluids to
mimic  physiological conditions.’® Device fabrication
primarily utilizes soft lithography, often with PDMS, known
for its biocompatibility and gas permeability.3® However,
alternatives like thermoplastics and natural materials are
gaining prominence to address PDMS limitations such as drug
absorption.*? 3D printing and bioprinting are increasingly
used for rapid prototyping and creating complex 3D tissue
scaffolds.?

A key methodology involves reconstituting functional
tissues by culturing cells (primary, cell lines, or induced
pluripotent stem cells, iPSCs) within the microfluidic chips,
often in 3D structures.’® This requires maintaining a
physiologically relevant cellular microenvironment by
controlling factors like fluid shear stress, soluble factor
concentrations, and cell-matrix interactions.3®

To capture systemic complexity, multiorgan-on-a-chip
systems are developed by connecting multiple organ models,
essential for studying drug Absorption, Distribution,
Metabolism, Excretion, and Toxicology (ADME-Tox) and
inter-organ communication.#1%3 These often incorporate
vascular networks to simulate blood flow and interactions.*

Sensors are being integrated into platforms for real-time
monitoring of tissue function and microenvironmental
parameters. This facilitates feedback control systems essential
for automating high-throughput drug screening.#1011.24.26,39
This drive towards automation and high-throughput screening
is critical for the industrial adoption of OoC technology,
particularly in drug development.11.35

Finally, computational modelling, including fluid
dynamics and pharmacokinetic and pharmacodynamic
(PK/PD) simulations, plays a vital role in optimizing chip
design, predicting parameters, and interpreting experimental
data.3333% Computational platforms such as COMSOL
Multiphysics and ANSYS Fluent are commonly used for the
design and analysis of microfluidic organ-on-a-chip systems.
These in silico tools allow for simulations of critical fluid
dynamics and transport phenomena necessary for device
optimization.2®30:35 A is being integrated for enhanced data
analysis and image processing. These diverse methodologies
collectively contribute to creating and analyzing more
physiologically relevant in vitro models.%

2.2. Integration of Emerging Technologies

XXXX-XXXX/ XX/ XXXXXX

OoC technology is a rapidly evolving field that is being
significantly advanced by the integration of several emerging
technologies with established microfluidic and tissue
engineering methodologies.®1® This convergence aims to
enhance the physiological relevance, functionality, and
scalability of OoC systems to better recapitulate human
biology and meet the demands of applications such as drug
discovery and disease modelling.410

A prominent area of integration is the development of
multiorgan-on-a-chip systems, also referred to as body-on-a-
chip, which connect multiple individual organ models using
vascular  networks  within a single  microfluidic
platform.416.2435 This mimics the physiological coupling and
interactions between different organs in the human body.3®
Such integrated systems are particularly valuable for studying
systemic responses, such as drug absorption, distribution,
metabolism, and excretion (ADME), as well as complex
inter-organ disease mechanisms.*16

Another critical integration involves incorporating
integrated sensors directly within OoC platforms.10.24
Integrated sensors (e.g., mechanical, optical, electrochemical)
enable real-time, noninvasive monitoring of tissue function
and microenvironmental conditions.1%24 Examples include
electrochemical sensors for detecting relevant biological
processes and optical oxygen sensors.

To facilitate the widespread adoption of OoC technology,
particularly in pharmaceutical research, there is a significant
push towards automation and the development of high-
throughput systems. Systemized experimental procedures are
being developed to minimize user dependency and improve
reproducibility, which are crucial for applications like drug
screening.10.16

Advances in manufacturing techniques are also being
integrated. 3D printing and bioprinting are increasingly used
for fabricating complex OoC structures and creating more
realistic three-dimensional tissue architectures.264% These
methods allow for the precise deposition of cells within
biomaterial-based scaffolds and the rapid construction of
intricate channel geometries.?6 3D printing techniques are
considered potentially more cost-efficient for OoC fabrication.

Furthermore, Al and computational modelling are being
integrated to enhance both the design and analysis phases of
OoC research.%243235 Computational fluid dynamics (CFD) is
used to design optimal microfluidic channel geometries and
understand fluid flow patterns.3> PK/PD modelling helps
predict drug behavior and optimize experimental design and
sampling.32 Al is particularly beneficial for tasks such as
organoid imaging analysis and processing complex datasets,
significantly enhancing the efficiency and accuracy of studies,
especially in high-throughput drug screening.* Numerical
simulation is also used to predict parameters like oxygen
concentration and distribution within the devices.®
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These integrations of multiorgan systems, advanced
sensors, automation, 3D printing, and computational
approaches are collectively driving OoC technology towards
becoming more sophisticated, predictive, and applicable tools
for biomedical research and drug development.®10

2.3. Comparative Analysis

OoC technologies offer a valuable step towards more
physiologically relevant in vitro models, providing precise
control over the cellular microenvironment and enabling
real-time monitoring.14* However, relying solely on
traditional experimental methods encounters significant
limitations including challenges in achieving industrial
scalability, ensuring high reproducibility, accurately
replicating complex tissue structures, addressing material
compatibility issues, and a lack of widespread
standardization.1124243 Data acquisition can also be limited
by reliance on endpoint assays.!! The integration of advanced
computational modelling and Al is crucial for overcoming
these bottlenecks. These in silico approaches enable rapid
simulation and analysis, providing insights into device design,
optimizing parameters for fluid dynamics and transport, and
supporting complex analyses like PK/PD modelling.33.35.38:41

Al and machine learning algorithms further enhance the field
by facilitating automated image analysis, cell classification,
and predictive modelling based on complex cellular data from
OoC systems.3** In the study by Carvalho, et al. 4, a
numerical model capable of reproducing the fluid flow
behavior within an OoC device was developed and validated.
By comparing the model's predictions to experimental results,
including qualitative particle paths and quantitative particle
velocities, they demonstrated its accuracy and reliability.*
This synergistic combination of experimental OoC
development with advanced computational tools is essential
for improving the predictive power and robustness of these
platforms.34

3. Challenges and Future Perspectives

3.1. Identified Challenges

Applying advanced modelling techniques, such as
numerical simulation and mathematical modelling, to OoC
platforms presents several key challenges, summarized in
Table 2. These challenges arise from the complexity of
replicating human physiology in microfluidic devices and the
early stage of standardizing the technology.

Table 2. Major Challenges in OoC Systems.

temporal resolution. Validation
is hard due to low robustness
and missing standards.
Sampling is limited.?11.33:42

Challenge Source Impact Modelling Solution
Data Availability | Data often comes from end- Reduces reproducibility and Use of Al/big data analytics for
& Quality point assays; lacks spatio- hinders dynamic analysis. 1142 interpretation; optimization of

sampling; push for standardized
reporting®11:33

Models are essential but hard to
apply; 3D tracking is complex.
Analysis must match
biologyl9,12,25,41

Computational
Complexity

Limits predictive accuracy and
optimization.2®

Custom numerical and PK/PD
models handle complexity.
Tailored analysis improves
relevance.12.2541

Scalability Issues | Scaling organs and translating
data is difficult. Industrial

scale-up is limited.10-12.1516,25.43

Affects in vivo relevance and
slows commercialization.?

Use of PBPK scaling models;
development of high-
throughput and modular system
designs.16:25

Integration of
Multiple
Technologies

Combines microfluidics,
biomaterials, and sensors.
Multi-organ signals and system
miniaturization are

Increases system complexity;
hinders functional replication
and commercial
viability.9.16.26:42

Modular design frameworks;
collaboration-driven system
modelling; incorporation of
real-time sensor data into

CompIex.7’9’10'13’15'26’31'45

simulations.®13.26

In addition to these, other challenges include the need for
model validation with existing platformsi42, the lack of
standardization in design, manufacturing, and operating
procedures!4243  the requirement for technical skills and user
dependency leading to low reproducibilityl®13, limitations of
current  biomaterials3131524  difficulties with  sensor
integration and data acquisition®11.2642 and the overall
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engineering limitations in recreating the full physiological
complexity of human organs.®11.24:42

3.2. Role of Modelling in Addressing Challenges

Advanced modelling techniques are critical for overcoming
many of the challenges associated with OoC technology.?>35
Mathematical and computational models are essential tools for
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guantitatively analysing OoC systems and predicting their
complex responses.’2 They offer significant advantages over
purely experimental approaches, providing insights into fluid
flow physics with good precision and accuracy in a rapid and
cost-effective manner.3041 Computational tools can be used
alongside theoretical and experimental methods in
microfluidics research.*! Integrating computational models
with  OoC experiments provides more quantitative,
mechanistic, and physiologically relevant insights than
experiments alone.2> Numerical studies and simulations are
performed for optimization purposes, helping to expedite the
OoC design process by reducing the need for fabricating
numerous prototypes and conducting costly laboratory
experiments.3041

Examples from past and current studies demonstrate the
impact of these strategies. In the study done by Jeong, et al. %,
numerical approach-based simulation models have been
developed to accurately predict in vivo levels of shear stress
in microfluidic Blood-Brain Barrier (BBB)-on-a-chip models.
This prediction, which showed a low error rate compared to
experimental results, helps to mimic in vivo conditions and
establish parameters for successful cell culture, such as tight
junction formation. The shear stress model was validated by
comparing numerical simulation results with experimental
data, achieving a <3% error rate, and demonstrating its
reliability in mimicking in vivo conditions.?® CFD and Finite
Element Analysis (FEA) are important tools for characterizing
biological microflows, predicting biofluid dynamics, and even
solid biomechanics.? In another study done by Zheng, et al.
35 numerical simulations can also assess the feasibility and
efficiency of a microfluidic design before fabrication,
reducing experimental trial and error and speeding up the
development process. Beyond optimizing design and flow,
modelling is used to simulate complex biological behaviors in
multicellular constructs, providing critical insights for
improving reproducibility or guiding the achievement of
desired form and function.® Multiscale models for multi-
organ or human-on-a-chip systems are more suitable for
modelling long-term drug transport and PK/PD effects.12:3435
Computational modelling can assist in analyzing, optimizing,
and revising the design of 3D culture microfluidic chips,
significantly reducing cost and time compared to repetitive
experimental measurements.®> For instance, mathematical
models have been used to predict tumor angiogenesis by
integrating quantitative experimental data in the study done
by Phillips, et al. 37 Furthermore, the integration of machine
learning algorithms can accelerate data analysis and image
classification in OoC systems, enabling real-time monitoring
and automated decision-making in cell culture.113446 This
helps to accelerate preclinical drug screening and disease
modelling.34

XXXX-XXXX/ XX/ XXXXXX

3.3. Future Directions

Advanced modelling techniques are already critical for the
guantitative analysis and prediction capabilities of OoC
systems, offering speed and cost advantages over purely
experimental methods.283337 Incremental advancements in
these methodologies, particularly through enhanced
integration of Al and improved visualization, hold significant
potential for further progress. Enhanced Al integration,
utilizing algorithms like machine learning and deep
learning3437:44, can accelerate data analysis and interpretation,
such as automated image classification and quantitative
assessment of cellular responses®*%’, while also refining
predictions in areas like drug efficacy and toxicity by
improving the estimation of PK/PD parameters from complex
data.33337 The design and optimization of microfluidic
devices and experimental protocols can be streamlined by
more tightly coupling simulation techniques (e.g., CFD*) with
Al, allowing for rapid exploration of design parameters,
prediction of optimal configurations, and optimization of
aspects like sampling times.143337 Additionally, making Al
models more transparent through explainable Al is important
for gaining regulatory trust and improving their use in OoC
platforms, especially since some deep learning methods are
difficult to interpret and can limit understanding in drug
development.#

Improved visualization techniques, such as layering
simulation data onto experimental images or potentially
exploring 3D renderings (with techniques like those used for
segmented medical images), can enhance researchers'
understanding of complex, dynamic processes within the chip,
making data interpretation more intuitive and potentially
improving reproducibility.3”44 Projects like ARinBIO explore
Augmented Reality/ Virtual Reality (AR/VVR) to improve data
visualization and collaboration. This initiative seeks to
streamline laboratory workflows, reduce errors, and facilitate
personalized medicine by providing real-time data
visualization  and  interaction  within ~ augmented
environments.*

Regulation and standardization are crucial for the wider
adoption and implementation of OoC technology, as a lack of
regulatory consensus on acceptance criteria currently presents
a significant hurdle to their use by end-users.*? International
efforts are underway by regulatory agencies and
organizations, including the International Organization for
Standardization (ISO), which is developing the ISO/AWI
25693 standard.*®5° This standard, currently under
development, specifies requirements for the development
process of OoC used for the evaluation of substances, aiming
to ensure fitness for purpose and support broader regulatory
acceptance.®
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4. Conclusion and Recommendations

This review highlights the critical role of advanced
modelling techniques, such as computational fluid dynamics,
finite element analysis, PK/PD simulations, and artificial
intelligence, in enhancing the design, function, and analysis
of OoC systems. These tools enable the replication of complex
physiological environments, support data interpretation, and
improve predictive modelling for drug development.
However, key challenges remain, including limited data
quality, computational complexity, scaling issues, and the
integration of multidisciplinary technologies. Addressing
these barriers is essential for advancing OoC adoption in both
research and industrial settings.

Future research should focus on the following priorities to
advance Organ-on-a-Chip (OoC) technology:

o Refine current modelling techniques to enhance
physiological accuracy and predictive power,
especially for multiorgan and systemic models.

o Develop explainable Al frameworks to improve
model transparency and build trust for regulatory
approval and clinical integration.

e Integrate emerging technologies cautiously,

including:
o Real-time sensor data for continuous
monitoring

o 3D bioprinting for replicating complex
tissue structures

0 Augmented and virtual reality tools for
enhanced visualization and collaboration

e Ensure compatibility and usability of integrated
technologies with biological systems to facilitate
practical adoption.

e  Promote interdisciplinary collaboration among
biologists, engineers, data scientists, and regulators
to standardize platforms and accelerate their
application in personalized medicine and drug
development.
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