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SCIENCE FORUM

Vision, challenges and
opportunities for a Plant Cell
Atlas
Abstract With growing populations and pressing environmental problems, future economies will be

increasingly plant-based. Now is the time to reimagine plant science as a critical component of

fundamental science, agriculture, environmental stewardship, energy, technology and healthcare.

This effort requires a conceptual and technological framework to identify and map all cell types, and

to comprehensively annotate the localization and organization of molecules at cellular and tissue

levels. This framework, called the Plant Cell Atlas (PCA), will be critical for understanding and

engineering plant development, physiology and environmental responses. A workshop was convened

to discuss the purpose and utility of such an initiative, resulting in a roadmap that acknowledges the

current knowledge gaps and technical challenges, and underscores how the PCA initiative can help to

overcome them.
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Location-to-function knowledge
can unlock new discoveries in
plant science
The relationship between the sequence, struc-

ture and function of a protein has been explored

from many angles, from biophysics to drug dis-

covery (Brausemann et al., 2017;

Rajendran et al., 2018; Shang et al., 2020).

This long-standing paradigm has driven the

development of innovative technologies in imag-

ing, mass spectrometry, genomics and bioinfor-

matics (Camp et al., 2019; Mallis et al., 2020;

Nakane et al., 2020). Yet an evolving paradigm

stating that the location of molecules is essential

for their function at all scales, from molecular

complexes to cells, organs, organisms and whole

communities, also holds true (Figure 1).

At the molecular level, compelling examples

of the location-to-function paradigm include the

multi-enzyme complexes that work as molecular

machines (so-called ‘metabolons’) to channel

intermediate metabolites and produce specific

molecular products in a highly controlled manner

(Obata, 2019).

At the cellular level, the partitioning of pro-

teins and lipids into organelles – and even
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Figure 1. Location-to-function paradigm. The illustration shows the levels of organization of a plant (left) and a

few examples highlight how location determines function at each level (right). At the molecular level, functions of

protein complexes can be determined by their localization in membrane microdomains (Jarsch et al., 2014) or by

dynamic protein interactions (Obata, 2019). At the cellular level, a protein can be located differentially through

transport mechanisms, including vesicle trafficking (Goring and Di Sansebastiano, 2018) and nuclear

translocation (Marchive et al., 2013), regulating its function. At the tissue level, cell position can drive its fate into

a specialized cell type (Shao and Dong, 2016). Metabolic pathways can operate specifically in specialized cell

types across tissues (Marchive et al., 2013; Schlüter and Weber, 2020). At the next level, the existence of non-

Figure 1 continued on next page
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membrane microdomains within organelles –

plays crucial roles in molecular trafficking and

signal transduction, which have great impacts in

many biological processes such as plant devel-

opment and defence responses (Jarsch et al.,

2014; Xing et al., 2019; Yu et al., 2020;

Heinze et al., 2020; Shimizu et al., 2021). The

differential location of a single molecule can

determine one of several alternative functions

(see, for example, Smirnoff and Arnaud, 2019).

Protein function can also be dynamically regu-

lated by a change in location, such as the activa-

tion of transcription factors by translocation into

the nucleus (Jiang et al., 2020; Marchive et al.,

2013; Ramon et al., 2019; Pastor-

Cantizano et al., 2020). Furthermore, protein

translocation to different cellular domains results

in different functional outcomes (see for

instance, Kim et al., 2020).

At the tissue level, C4 photosynthesis is a

classic example of how differential molecular

localization between cell types enhances plant

performance: differential expression of enzymes

in bundle sheath and mesophyll cells in C4 plants

can concentrate CO2 in close proximity to

Rubisco, which is not possible in C3 plants where

the enzymes are present, but not differentially

expressed between the cells (Schlüter and

Weber, 2020).

Considering the opportunities in science and

technology today, we contend that this ‘loca-

tion-to-function’ paradigm will likely usher in

conceptual leaps and transformative technolo-

gies, as was the case for the structure-to-func-

tion paradigm.

One particular area of potential success is

agriculture, as the success of molecular

approaches for crop improvement depends on a

detailed understanding of the spatio-temporal

regulation of genes and proteins and the pro-

duction of metabolites (see Wang et al., 2008

for an example of how controlling the location

of gene expression impacts rice grain size and

yield). The timing of expression is also a key

determinant in imparting functional specification

and influencing traits. For instance, engineered

early expression of WRINKLED1 (WRI1, an AP2

class transcription factor) during maturation

increased Arabidopsis seed size and oil content

(Kanai et al., 2016). More recently, an ambitious

goal to globally sequester extra CO2 into roots

was established, which predicates on under-

standing what controls the development of a

specific tissue, periderm, and the cell-type-spe-

cific expression of suberin, a lipophilic polymer

found in plant cell walls. These examples illus-

trate how a thorough understanding of the cell-

or tissue-specific expression of plant genes may

Figure 1 continued

cell-autonomous transcription factors can transverse intercellular scales across plant organs (Han et al., 2014).

Also, an organ-dependent post-translational proteome has been described as a mechanism of protein function

regulation (Uhrig et al., 2019). At the organism level, plant interaction with biotic (Harrison et al., 2002) and

abiotic factors (Michaud et al., 2017) can occur through a localized cue perception.

2021 2026 2031 Post -2031 

Develop community supported evaluation metrics 

Data simulation, validation, and curation 

Develop data benchmarking platforms and analysis challenges 

Generate single cell maps of reference species 

Develop perturbation and spatial maps of reference species 

Establish requirements 

Develop PCA web portal 

Establish challenge competition programs 

Develop community supported tool foundry 

Annual conferences, quarterly workshops, training events, outreach programs 

Figure 2. PCA milestones. PCA milestones for the next 10 years and beyond in data generation (yellow bars), data

analysis (purple bars), software development (green bars), and building PCA community (orange bar).
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enable the development of more effective bio-

technological tools to facilitate crop improve-

ment, plant resilience and climate change

mitigation. Currently, these spatially- or cell-

type-resolved expression data are missing or

incomplete for most crop plants and there is no

centralized repository for their integration.

These shortcomings limit the rapid development

of improved crops based on location-to-function

data.

Unlocking location-to-function: The
first Plant Cell Atlas (PCA)

The PCAworkshop

Establishing a comprehensive picture of where

molecules are located and how their locations

inform function in higher plants will require con-

certed efforts from diverse groups of scientists.

To catalyze such a community, a series of work-

shops were organized by Carnegie Institution for

Science, New York University and Stanford Uni-

versity scientists around the topic of a cell atlas

for plants, a framework to generate and synthe-

size molecular and cellular data on the develop-

ment, dynamic functions and specialization of

plant cells. This effort would also strive to

Figure 3. A conceptual diagram of a PCA user interface. An example of a PCA user interface that integrates

various data types from molecular, biochemical, cellular and evolutionary contexts to connect location to function.

Shown are example data types that would be seamlessly connected to enable easy navigation and discovery (FL:

fluorescence).
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determine the state of the field, identify neces-

sary components and people and discuss a path

forward. Three workshops were held virtually

during May and June of 2020. Over 400 scien-

tists participated, of which 70% were early-

career researchers, and 33% non-US based

(Rice et al., 2020). Attendees of this first series

of workshops became the basis of the PCA com-

munity. Following the success of the inaugural

meeting, two technology-oriented workshops on

single-cell sequencing and spatial proteomics

and a career planning workshop were held virtu-

ally in 2021, respectively attracting 273, 253 and

42 participants. Additional workshops and sym-

posia will be announced on the PCA website.

The PCA goals

The goal of the PCA is to bridge gaps in knowl-

edge, providing critical localization, dynamics

and interaction information at the cellular and

subcellular levels. The participants in the PCA

Research Coordination Network envision a set of

concrete milestones over the next decade to

reach that vision, based on community goals set

during these meetings in 2020 and 2021

(Figure 2).

1. Identify and quantify relative abundan-
ces of all definable cell types in every
organ of several strategically selected
reference species (e.g. a single-celled
organism, a non-vascular plant, a eudi-
cot, a monocot).

2. Profile the developmental trajectory of
every specialized cell type in each organ
in the reference species through single-
cell sequencing.

3. Develop a ‘reference’ clearinghouse
where new experiments based on sin-
gle-cell profiling can be mapped onto
comprehensive atlases representing the
diversity of known transcriptional states
among cell types.

4. Profile the responses of major organ
systems to a common set of environ-
mental perturbations at a single-cell
resolution.

5. Determine the intraspecific variation of
developmental trajectories and environ-
mental responses at a single-cell
resolution.

6. Establish data integration platforms and
community-supported data standards
to better enable data integration.

7. Develop a community-supported data
benchmarking platform that will accom-
plish simulation and validation of data
and evaluation metrics.

8. Determine protein subcellular localiza-
tion, interactions and dynamics in the
major cell types of leaves, roots and
flowers for every gene in reference
species.

9. Curate empirical datasets and develop
data analysis and visualization tools
through community-driven challenges
(e.g., the DREAM single-cell transcrip-
tomics challenge; Alonso et al., 2019;
Pham et al., 2020).

10. Establish mechanisms for fostering new
collaborations and funding for data
generation, data integration as well as
new technology and method develop-
ment or adoption for plants.

Some of these goals can be accomplished

quickly, as already existing technologies such as

single-cell and single-nucleus RNA-seq make

them realistic. Others require the development

of technologies to collect information at the sin-

gle-cell level. As technology and discovery

reshape the vision of the PCA, new aspirations

should emerge from the community. Nonethe-

less, these ambitious milestones represent key

gaps in knowledge that will accelerate plant

research (if addressed) and are feasible to

achieve given the opportunities presented by

recent technological advances. The PCA com-

munity can enable this vision in several ways.

The PCA vision

First, the participants in the PCA Research Coor-

dination Network envision a one-stop, user-

friendly website with illustrated and graphical

details about cellular organization across differ-

ent developmental stages. This information,

modeled after findable, accessible, interopera-

ble and reusable (FAIR) data principles, could be

widely accessed and used to advance research

and develop educational tools (Figure 3;

Wilkinson et al., 2016). Although single-cell

genomics data (mostly transcriptomic) have

been generated and analyzed in individual stud-

ies for several years, how well the broader com-

munity can use these datasets in comparative

analyses has been limited. This is largely due to

the difficulty in integrating and comparing data

generated by different methods, growth condi-

tions and collection methods. The PCA will be

critical in harnessing the power of single-cell

data by establishing and promoting community-

supported best practices in sample preparation,

data generation, analysis and integration –

including data benchmarking platforms, evalua-

tion metrics and reference cell maps for major
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organ/cell types in model species. Important

considerations for such infrastructure include

how data will be gathered, curated and stored

in order to integrate resources and contributions

from different laboratories. It is necessary to

develop and incentivize standards for both data

collection (i.e. experimental protocols) and cura-

tion to allow integration of disparate datasets

into a unified resource such as the PCA. This

should include application programming interfa-

ces (APIs) for programmatic access to ensure

that PCA is accessible to all in a FAIR format.

Similar standards have been produced for

instance for plant phenotypic data

(Papoutsoglou et al., 2020).

Second, we challenge and support the com-

munity to create a 4D representation of a devel-

oping plant from root to fruit (Henkhaus et al.,

2020) with data collected from single-cell omics

platforms (genomics, epigenomics, transcrip-

tomics, proteomics and metabolomics) for each

cell or cell type that are mapped onto tissue

atlases of organ development. The data col-

lected from the single-cell platforms form the

basis of these atlases and serve as a reference

for mapping further experimental data (e.g.

from perturbation experiments). The PCA efforts

include integration of not only single-cell omics

data, but also spatiotemporal dynamics of single

cells and their connection to cell types and

developmental trajectories. It therefore facili-

tates a comprehensive understanding of how

different complex tissues and organs are formed

during plant growth and development.

Third, we wish to generate excitement and

awareness about the potential for plant science

research to address society’s most pressing chal-

lenges in agriculture, food security, bioenergy,

resource management, as well as ecosystem

stewardship and robustness in response to cli-

mate change. The PCA community needs to

overcome the growing gap between ongoing

research and societal perception with public

communication and education. The PCA efforts

should include outreach, training and education

of the general public to understand the motiva-

tions, successes and limitations of this research.

The initiative will help to build public awareness

of how translational research that arises from

model organisms can positively impact society

and help feed the world. It will also demonstrate

how understanding plants as foundational

Figure 4. People and culture. Major stakeholders of the PCA are described. The goal is to establish a broad

network of collaboration between developers and users through the creation of an accessible platform,

educational tools and outreach activities. The PCA community should strive to be inclusive, diverse and

transparent.
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components of the ecosystem helps to predict

and mitigate the consequences of climate

change, and to be better stewards of the planet.

Without these efforts, we fear that growing

skepticism about science will impair the ability

to aid society with the power of plant research,

as apparent in the non-evidence-based regula-

tion of gene editing in the European Union (Jor-

asch, 2020; Ruffell, 2018; Zimny et al., 2019).

Fourth, we see the PCA embracing new tech-

nologies and fostering multidisciplinary collabo-

rations. The PCA will aim to build a community

by introducing research tools to new users, and

by facilitating interactions among scientists,

engineers and breeders worldwide. These goals

can be met by organizing in-person events and

online workshops with presentations from

domain experts, followed by breakout rooms for

targeted discussions and networking. The multi-

disciplinary nature of the PCA has enormous

potential for accelerating the fundamental

understanding of plant cells and how they con-

nect to the whole organism, and for translating

fundamental discoveries to agriculturally impor-

tant crops across the globe. The dream of the

PCA initiative in this regard is to actively engage

applied plant scientists and breeders by facilitat-

ing the formation of joint national and interna-

tional funding schemes across scientific

disciplines. This will allow diverse communities

Figure 5. PCA research framework. Building the PCA will require cooperation and coordination between plant

science, technology and data infrastructure. Plant scientists will use new technologies to generate data at the

single-cell level, which will be integrated by data scientists into the PCA infrastructure through manual and

automated curation. This data integration will enable the development of new technologies and drive new

hypotheses and investigations for plant scientists, who will then contribute additional data to the PCA resource.
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to benefit from each other’s expertise and for

ideas and technologies to be transferred from

lab to land. Enhancement in research translat-

ability will address globally relevant societal

questions that are aligned with the UN Sustain-

able Development Goals (Biermann et al.,

2017; Costanza et al., 2016; Griggs et al.,

2013), including food sustainability (Goals # 1–

3), resources to tackle climate change (Goal #13)

and the overall survival of the biosphere (Goals #

14–15). We envision that starting with a compre-

hensive cell atlas of model organisms will help to

better understand non-model species and even-

tually expand to an ecosystem-scale analysis of

interactions between organisms.

Inspiration from similar projects

What the participants in the PCA Research Coor-

dination Network envisage is ambitious and not

yet available for any system. However, examples

of components of our vision will serve as guides.

Among the animal whole organism atlases

(Lähnemann et al., 2020), the mouse brain and

adult mouse cell atlases are models for compre-

hensive coverage and community accessibility

(Rosenberg et al., 2018; Saunders et al., 2018;

Zeisel et al., 2018; Tabula Muris Consortium,

2018; Han et al., 2018). The Human Cell Atlas’

data portal already includes data from 55 organs

and 12 million cells, and it is becoming a model

for making community-generated single-cell

data available at a single portal, along with APIs

and data analysis pipelines made easily accessi-

ble. In addition, the OpenWorm project pro-

vides an excellent example for modeling,

visualizing and simulating various aspects of the

biology and behavior of an organism

(Szigeti et al., 2014). For plants, response to

the environment would serve as an analogous

level to behavior. EMBL-EBI’s Single Cell Expres-

sion Atlas recently started hosting plant single-

cell transcriptome data, which is an exciting

development (Papatheodorou et al., 2020).

Finally, the Global Natural Product Social Molec-

ular Networking initiative provides a model for a

one-stop-shop web infrastructure to enable data

generation, integration, analysis and publication

from mass spectrometry (Wang et al., 2016).

The envisioned PCA community
The PCA will be developed, maintained and

used by a global community with diverse scien-

tific, technical, creative and educational back-

grounds (Figure 4). Helped by rapidly evolving

online tools that increase inclusivity and

transparency, the initiative should seek ways to

facilitate the engagement, communication and

collective decision-making among all groups

involved. This work will aim to be grounded in

active listening, psychological safety, teamwork,

mutual respect and integrity. An inclusive and

bottom-up ethos will underpin the development

of global biological databases built with scien-

tific rigor and transparency.

The participants in the PCA Research Coordi-

nation Network anticipate that the success of

the PCA will hinge on an open and frequent dia-

logue between developers and users, with facili-

tation and guidance from a steering group.

Recruiting scientists from diverse disciplines as

well as from different career stages will be cru-

cial in the successful development of the PCA. In

particular, the initiative should continue to pro-

vide an opportunity for early-career researchers

and foster the development of future leaders in

plant biology.

Developers

The mission of the PCA community will be

achieved by groups who will contribute to the

development and maintenance of the database,

as well as those who generate or use the data

and provide inputs for improvement. Developing

the PCA database will be done with the exper-

tise of scientists, software engineers, modelers,

scientific illustrators and animators coming

together to fine-tune the display of cellular orga-

nization and collecting information. Data and

computational scientists will have to be involved

in the curation and annotation of data. Engage-

ment will extend to consortia pursuing similar

activities in different biological systems (e.g.,

Human Cell Atlas). As the PCA will heavily

depend on data visualization, user interface and

experience design will also benefit from advisors

in art and design fields. Additionally, collabora-

tion with cartographers will enhance the under-

standing of spatial mapping for developing the

PCA database. These influences from outside

the field of plant research will complement and

bolster the expertise of plant scientists in the

PCA community.

Users

The participants in the PCA Research Coordina-

tion Network expect several types of users. One

of the major user groups will be the data gener-

ators, which will involve plant scientists from

many disciplines, including single-cell profiling,

protein-protein interactions, cell and
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developmental biology, imaging or synthetic

biology. To engage scientists from different

career stages and areas of plant science, it will

be important to develop mechanisms attributing

and giving credit to data contributors. Another

type of users will be researchers who wish to

explore the PCA data to make discoveries.

Engaging these users through a bottom-up pro-

cess driven by their needs will be required for a

vital and thriving PCA. Finally, the third group of

users, both within and outside of the research

community, are those who will access the PCA

for educational purposes. Simple and intuitive

interfaces combined with an attractive display of

information and compelling visualizations will

attract a large number and range of educators

seeking information for teaching.

Integrating the PCA in the wider
bioinformatics community

Robust computational infrastructure develop-

ment will be essential to support the research,

community-building and outreach activities of

the PCA (Figure 5). We envision the PCA

infrastructure (that is, the technologies, stand-

ards and computational platforms used by

developers to build a framework to house and

make available the PCA-relevant data) to have a

seamless integration of multi-omics data with

localization data at multiple scales of the plant.

A governance structure, contribution guide and

code of conduct for participants in infrastructure

development should be established to define

and support community values. These values

include open-source development, FAIR princi-

ples and outcomes-based planning and imple-

mentation. Stakeholders should be included in

the decision-making process. To implement

these values, existing efforts with similar values

and goals should be leveraged. For example,

the DREAM challenges group could be lever-

aged for developing data analysis, visualization

and access tools (Pham et al., 2020).

While new tools and resources will be needed

to build a PCA community platform, existing

resources should be strong guiding principles

when developing the PCA infrastructure.

The PCA should make efforts to liaison with data

Figure 6. Knowledge gaps to fill for the PCA. Several limitations inherent to plants (shown as pieces of a jigsaw

puzzle) must be overcome to enhance the understanding of plant cells as biological systems. To characterize the

unique molecular attributes of each cell type composing a plant, plant biologists will need to develop reliable

methods to broadly access the different cell types across various plant species. Also, single-cell multi-omics

technologies will be necessary to get a deeper understanding of plant cell processes across all layers of molecular

regulation. This data must be gained in the context of functional annotation of the cells. This would require the

identification of reliable marker genes for each type of plant cell-. Ultimately, the spatiotemporal distribution of

the molecular attributes of each cell will help to understand their dynamic regulation during plant cell

development and in response to environmental stresses. Integrating the information collected using

bioinformatics tools will enable the characterization of regulatory networks at a single-cell resolution and

comparative analyses across plant species at the cellular level. This data will fuel the establishment of new

synthetic biology strategies to enhance plant biology.
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repositories, knowledge bases and data analysis

hubs such as ATTED, eFP Browser,

ePlant, Ensembl Plants, Gramene, MaizeGDB,

TAIR, The 1001 Arabidopsis Genomes pheno-

type database, NCBI’s GEO, EMBL-EBI’s Expres-

sion Atlas, AraPheno and others

(Obayashi et al., 2007; Sullivan et al., 2019;

Howe et al., 2020; Tello-Ruiz et al., 2021; Port-

wood, 2018; Berardini et al., 2015;

Seren et al., 2016; Barrett et al., 2005;

Papatheodorou et al., 2020; Waese et al.,

2017). For example, OMERO is a global consor-

tium effort aiming to standardize biological

imaging data, which includes data depository as

well as image processing software to translate

image files into a universal format. Cross-species

information may be mapped to the latest phylo-

genetic tree updated by the Tree of Life Web

Project and Bioschemas. Engagement should

also extend to consortia that are undertaking

related work in other organisms, such as the

Human Cell Atlas. To create a collaborative

research environment, projects such as Synapse,

Cyverse and KBase could be evaluated for stra-

tegic partnership. To develop a framework to

represent the PCA at multiple scales, it will be

important to implement conceptual frameworks

such as the common coordinate framework

(Rood et al., 2019), developmental trajectories

(‘pseudo-time’) and spatial gradients (‘pseudo-

space’; Stewart et al., 2019).

Driving the community forward

The PCA will receive diverse sets of data from

different types of techniques and experiments,

many of which are constantly pushing the

boundaries of the state of the art. As such, the

PCA needs to position itself and its community

at the frontier of plant biology, looking out for

emerging findings and technologies. This could

be achieved through online workshops that

enable pioneering researchers and developers

to introduce emerging technologies to the com-

munity. Other training activities might include

hands-on workshops on single-cell, spatially

resolved experimental techniques, data annota-

tion and analysis tutorials, as well as hackathons

and virtual office hours to help novice code

developers, data scientists and other

researchers.

Gaps in knowledge: How the PCA
could address unresolved
questions in plant science
Many unresolved questions in plant biology

require new technologies and approaches that

the PCA could drive forward, as well as benefit

from. Examples of such major knowledge gaps

are described here (see also Figure 6).

Plant development

The PCA could unlock answers to questions that

require understanding the molecular changes in

cells during development. The potential to char-

acterize embryonic development comprehen-

sively at single-cell resolution and in the

multicellular context of complex tissues could

help decipher the ‘rules’ underlying the earliest

stages of plant tissue formation (ten Hove

et al., 2015). In post-embryonic development,

plant meristems are remarkable multicellular

machines, continually producing new cells that

must be specified to fate and then guided

through phases of maturation (Esau, 1953; Sin-

nott, 1960). A major challenge is to understand

the mechanisms that coordinate these cell matu-

ration and fate specification events within meris-

tems. Furthermore, plants present a fascinating

contrast to mammalian systems with respect to

the plasticity they maintain (Borges, 2008). For

example, perennial plants often show meriste-

matic plasticity, where only a subset of meris-

tems per season are activated, and with the

meristematic activity frequently modulated in

response to external and internal cues

(Tylewicz et al., 2018). The power of single-cell

omics to capture the dynamic molecular coordi-

nation of tissue maturation at fine scales prom-

ises to help advance these classic questions in

plant development (McFaline-Figueroa et al.,

2020).

Response to the environment

As for problems in development, how plants

respond to environmental stimuli requires under-

standing the molecular changes taking place in

individual cells and how these changes are com-

municated cell to cell, across tissues and among

organisms. An example can be found in how the

threat of invasion of foreign biota into cellular

and intercellular spaces often induces localized

hypersensitive responses of programmed cell

death (Jones and Dangl, 2006; Ngou et al.,

2021). The question remains as to how the sig-

nals induced at the attack sites are communi-

cated to neighboring cells and propagated to
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distal regions. Do hidden pre-patterned states

among seemingly homogenous cells help the

plant anticipate attacks? Or is there heterogene-

ity in cellular responses that could reveal a more

complex response to infection? How do these

processes differ between susceptible and resis-

tant plant varieties? Heterogeneous responses

to infection around invasion sites, as well as dif-

ferences in molecular signals that correlate with

cellular immunity, could provide new insights

into how successful defense responses are

coordinated.

A parallel set of questions emerge from biotic

interactions involved in symbioses, such as the

ancient association of land plants with mycor-

rhizal fungi, or more recent symbioses like those

formed by members of the nitrogen-fixing

Fabids clade (Wang and Qiu, 2006). In the latter

case, infection by the symbiont through the root

hairs takes place asynchronously, so bulk sam-

pling often leads to profiles that are a heteroge-

neous mixture of cell states (Libault et al.,

2010). Can new technologies help to gain a dis-

crete view of how individual cells respond to the

symbiont over time? Can fresh insights be

gained into plant-symbiont interactions by

studying root cells and specialized symbiont

structures (i.e., arbuscules, nodules) simulta-

neously? In addition, can the chain of cellular

communication in the plant throughout the

stages of microbial colonization be better under-

stood? Lastly, by comparing these processes

across plants with differential symbiotic specific-

ities, is it possible to start understanding the

hallmarks of a robust symbiotic relationship?

Box 1. Major challenges in building a PCA.

1. Isolating plant cells and subcellular compartments. Efficient strategies for dissociating plant cells away from their struc-
tural context are needed to understand biological processes at the single-cell level. The fidelity and utility of methods
requires extensive validation for collecting single-cell information across tissues and species.

2. Lack of well-characterized, cell-type-specific marker genes in non-model species. The functional characterization of plant
cell types based on their transcriptomes suffers from the small pool of plant marker genes. The major limitation of the
most widely applicable technology (Visium, 10x Genomics) is its relatively coarse resolution that would obscure the
boundaries between several cell layers in plant tissues.

3. Incomplete annotation of plant genomes. Approaches that account for gene duplication, gene loss, and the potential for
functional swapping among paralogs are required in plants. Comparison of individual transcript isoforms is difficult with
current technologies. Efforts are needed to develop long-read technology to single-cell applications, or other strategies
that can provide sequencing coverage to whole transcripts.

4. Need to integrate multiple components of the cell, such as nucleic acids (DNAs and RNAs), proteins, lipids, and metabo-
lites. Addressing this challenge requires the development of multi-omics capabilities at cellular resolution, coupled with
computational approaches that can integrate the data (Libault et al., 2017).

5. Plasticity of plant phenotypes. Plant phenotypes can be highly plastic according to changes in the environment. Efforts to
establish reference atlases should ensure that standards in metadata description for growth conditions are established
and adhered to.

6. Need to develop innovative strategies to functionally characterize plant genes at the single-cell level. Single-cell genetic
technologies should be adapted to plant cells for high-throughput characterization of gene function in specific cells and
cell types. For example, combining CRISPR-Cas9 technology with cell-type-specific inducible systems enabled the crea-
tion of genetic mosaics (Decaestecker et al., 2019; Wang et al., 2020). In addition, studies of proteins are limited to the
whole plant-based tissue analyses. Approaches are needed for investigating single-cell or cell-type-specific proteomics in
a high-throughput manner (Balasubramanian et al., 2021).

7. Limited resources. The plant science community is small compared to its animal or human counterparts and having access
to more resources is a long-term challenge. Despite this, this community is relatively open and collaborative, making
efforts to standardize aspects of single-cell experimental and analytical strategies potentially an easier barrier to
surmount.
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Cellular evolution

From rhizoids to pollen, plants have evolved

many new specialized cell types, allowing adap-

tation to new ecological niches. In addition, spe-

cific cell types in the root harbor molecular

mechanisms to perceive and respond to environ-

mental stimuli, suggesting they may act as ‘gate-

keepers’ for these responses (Henderson and

Gilliham, 2015). What new perspectives on cel-

lular evolution could we gain by producing com-

parable single-cell omics data sets on

strategically selected species within the plant

kingdom? Previous attempts to use expression

patterns of homologous genes in distantly

related species to assess functional orthology

have provided insights (Adamski et al., 2020).

However, bulk tissues collected in different spe-

cies may have substantially different composition

of cell types (Huang and Schiefelbein, 2015).

Furthermore, the presence of novel cell types in

some species may be obscured in whole organ

samples (Kajala et al., 2021). By focusing on the

fundamental unit of organs – cell types and cell

states – comparative studies of species repre-

senting key plant lineages could identify minimal

molecular toolkits driving conserved

plant cellular functions. In addition, these single-

cell approaches could highlight the differences

in developmental pathways that lead to pheno-

typic diversity and adaptation to a myriad of

environmental conditions.

Technical challenges faced in the
development of the PCA
Critical challenges must be overcome to achieve

the data generation, analysis and software

development milestones of the PCA (Figure 2).

Many mirror those faced by the larger single-cell

initiatives that include animal models

(Lähnemann et al., 2020), but we focus here on

those that specifically affect the plant research

community (summarized in Box 1).

Isolating individual plant cells

A major challenge is dissociating plant cells: due

to their rigid cell walls, some tissues and many

species are recalcitrant to digestion

(Himmel et al., 2007; Yoo et al., 2007). This

feature limits the ability to sample mature tissues

that often mediate environmental stresses. In

addition, it can be difficult to isolate even young,

meristematic cells in some key species that pres-

ent cellular innovations. One emerging approach

that has the potential to address this issue in

plants is single-nucleus profiling, which avoids

the need for cell wall digestion (Giaco-

mello, 2021). Such nuclear isolation methods

have already shown promise (Farmer et al.,

2021; Marand et al., 2021). Recently developed

proximity labeling approaches bypass the need

for isolating cells or organelles by tagging pro-

teins and RNAs near a target protein in living

cells and organisms. These methods can profile

components of protein complexes, dynamic pro-

tein-protein interactions, specific cell types and

subcellular locations of proteins or RNAs

(Zhang et al., 2019a; Mair et al., 2019;

Huang et al., 2020; Kim et al., 2019;

Wang et al., 2019).

Tracking cell provenance

Another challenge is mapping cells (or nuclei)

back to their tissue location in the whole plant.

Methods that can rapidly and conveniently gen-

erate ‘ground truth’ markers of cell types in situ

will be especially important as more tissues and

species with few existing markers are profiled.

Adapting so-called spatial transcriptomic

approaches to plants will be a critical tool. In

particular, untargeted methods (that is, methods

based on unbiased sequencing rather than

hybridization of a limited set of predefined

probes) have the potential for the resolution and

throughput needed (Giacomello et al., 2017). In

addition, nomenclature systems will be neces-

sary to link the reference maps from different

species that have varying organ anatomy and

specialized cell types. The hierarchical approach

proposed by the common coordinate framework

for humans can serve as a starting point

(Rood et al., 2019). However, unlike the coordi-

nate systems used in animal organ atlases which

focus on accounting for differences between

individuals, plant coordinate systems should

instead be geared toward discovering differen-

ces among representative species and popula-

tions. Any such system should be able to

accommodate differences in cell type composi-

tion (Huang and Schiefelbein, 2015) and the

development of novel cell types (Kajala et al.,

2021).

Gene homology

Another set of issues surrounds gene homology

in comparisons across populations and species.

Plants have a well-known capacity for duplication

at many scales, ranging from single gene to

whole genome. An informative molecular profil-

ing of cells will require high-quality genome

annotations that consider the gene family
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expansion, gene loss and complex orthology

relationships which frequently occur when exten-

sive gene duplication follows speciation. Sub-

functionalization and neofunctionalization can

complicate assumptions about functional ortho-

logs. On the other hand, difficulty identifying

distant homologs that share low sequence simi-

larity could obscure functional conservation.

Advancement in sequence alignment methods,

such as incorporating structural information,

could help to discover these distant homologs

(Morton et al., 2020). This will probably be an

iterative process, where increased resolution of

gene expression at the highly resolved cellular

or subcellular level could allow inferences about

functional orthology across species in large gene

families.

Building the database and
infrastructure of the PCA
Collection, standardization, curation, integration

and visualization of data are key elements of a

PCA platform, and the core PCA infrastructure

should function as a data resource onto which

services and tools are built.

Experimental and analytical standards

Establishing a vetted and community-approved

set of experimental and analytical standards will

be important. Such an approach was key to the

success of the Encyclopedia of DNA Elements

project, which ensured that data from multiple

international laboratories were easily compared

and integrated (ENCODE Project Consortium,

2011). Likewise, the 1001 Arabidopsis Genomes

website provided a user-friendly interface to

download all sequencing data as phases were

completed – allowing the community to begin

analyses and discoveries even before publication

– and was complemented with an interactive

tool to explore phenotypes (Seren et al., 2016)

and their genomic associations (Togninalli et al.,

2018). The standards were made easily available

and updated over time as technologies

advanced.

These platforms serve as data infrastructure

blueprints as well as knowledge banks and inspi-

ration. This would allow the PCA to be extended

from an atlas of a single reference species and

clone, to a set of atlases capturing natural varia-

tion (within and between species) in cell types

and functions. For example, the interactive PCA

platform could hyperlink the gene found in each

tissue or cell type to the web portal of that gene

in natural variation panels of the species of

interest (such as the AraGWAS

Catalog, Togninalli et al., 2020). Data structure

scaffolds in the PCA could also be created so

that the template can be replicated across geno-

types of a species (e.g. different ecotypes) or

different species, and allow users to select their

desired organism or compare between the

atlases.

Data visualization and exploration tools

In addition to data analysis and interpretation,

the PCA infrastructure should include tools that

provide effective ways to visualize real or virtual

plant cells, and the dynamic processes that form

and define them. This could enable hypothesis-

generating in silico experiments that predict

how plant cell types would respond to stimuli, or

the properties of cells with a set of desired fea-

tures. Creating these digital cells, tissues and

other structures would require developing

modeling, simulation, artificial intelligence, as

well as data visualization and exploration tools

similar to those being set up for other projects

such as the OpenWorm (Sarma et al., 2018).

Computational modeling and simulation-based

predictions could then inform experimental

work, the results of which could feed back into

the PCA to improve models and predictions

(Radivojević et al., 2020; Zhang et al., 2020).

Curating the PCA databases

To achieve the PCA’s vision of building a 4D

representation of a developing plant, a wealth

of existing data, resources and tools will need to

be leveraged. For example, it is now routine to

deposit next-generation sequencing, processed

expression data, proteomics, metabolomics and

protein structures in numerous repositories

worldwide (Deutsch et al., 2017;

Kaminuma et al., 2010; Leinonen et al., 2011;

NCBI Resource Coordinators,

2018; wwPDB consortium, 2019). A combina-

tion of automated searches and manual curation

of datasets from existing data repositories can

be used to build the PCA data infrastructure.

Reference genome databases such as TAIR, Phy-

tozome, Gramene, EnsemblPlants and others

that provide gene and pathway annotation

resources (e.g. Gene Ontology) could enable an

initial assessment of gene structure, location and

function (Berardini et al., 2015;

Goodstein et al., 2012; Howe et al., 2020;

Tello-Ruiz et al., 2021; The Gene Ontology

Consortium, 2019).
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Building a platform that brings these data

together with data exploration and visualization

tools that allow a user to explore at multiple

scales, from molecular to cellular to organismal,

is a challenge. To this end, single-cell datasets

should be made available in both raw and proc-

essed data formats and linked from the public-

facing PCA website. This resource could addi-

tionally be populated using automated literature

search tools, followed by manual curation by the

PCA community. A selection of high-quality ‘ref-

erence’ single-cell datasets directly hosted by

the PCA may also prove to be useful for bench-

marking purposes. For all datasets, curation

standards should be imposed to include minimal

metadata falling into several categories:

(1) experimental metadata should include a proj-

ect name, details regarding how plants were

grown, treated and sampled, as well as quality

control metrics and definitions used to evaluate

sample integrity; (2) cell metadata should

include a cell identifier (where applicable), cell

type annotations and other cell-level data that

have come from standard or specific analysis of

the dataset; and (3) gene metadata that include

structural and functional annotations should be

required.

In addition to providing links to data reposi-

tories, the PCA portal should include web-based

tools to generate, access and query relevant

data and metadata using a standardized ontol-

ogy for metadata, similar to the Single Cell

Expression Atlas (Papatheodorou et al., 2020)

and the Human Cell Atlas implementation of

metadata types. This will facilitate interoperabil-

ity of datasets. Depending on the data type,

scripts that implement standardized pipelines

for single-cell data analysis could also be made

available that reflect the current best practices,

including those that implement methods for

cross-platform and multimodal data integration

as well as label transfer (e.g., Lotfollahi et al.,

2020; Hie et al., 2019; Korsunsky et al., 2019;

Kang et al., 2021; Stuart et al., 2019). Version-

controlled source code that demonstrates analy-

ses using the information in the PCA as a start-

ing point should also be made available. These

resources should promote greater use of the

rapidly growing number of single-cell datasets.

Multiscale networks can provide an intuitive

method to discretize and integrate different

data types (Duran-Nebreda and Bassel, 2017).

Other informatics frontiers that will be useful to

explore include multi-dimensional image visuali-

zation and analysis tools such as Napari and

Squidpy (Sofroniew et al., 2021; Palla et al.,

2021), graph-based knowledgebases for inte-

grating datasets (e.g., Reactome;

Fabregat et al., 2018), natural language proc-

essing for automating curation (Braun and Law-

rence-Dill, 2020), as well as machine learning

and artificial intelligence methods for integrating

heterogeneous data (Ma et al., 2020).

Challenges to the PCA infrastructure

Despite the widespread availability of data types

described above, additional data that need to

be integrated to achieve the PCA vision (metab-

olomics, imaging and phenotypic observations)

are currently available in a variety of heteroge-

neous sources such as data sharing platforms

(e.g. EMBL-EBI, Dryad, Figshare, and Zenodo),

institutional data repositories, researcher web-

sites or embedded within scientific publication

records. A lack of centrality in data deposition

makes these data less accessible.

In addition, methods for data standardization

and curation will be critical tools to mitigate

challenges with existing data, create best practi-

ces for collecting new data and ensure consis-

tency to allow for data exchange and

interoperability (Sansone et al., 2012). Experi-

ments, datasets and other resources should be

described in sufficient detail to be easily accessi-

ble and reproducible. Validating data with

resource description frameworks is a means to

ensure data compliance against the conceptual

model it follows, data consistency and complete-

ness. Data records and metadata should be

machine-readable by using standardized vocab-

ularies (i.e. cell type ontologies; Bard et al.,

2005) to enable interoperability. Existing solu-

tions and concepts of such ontologies are

broadly applied in vertebrates and are available

for plants, though they need to be widely

adopted by the PCA community

(Avraham et al., 2008; Bard et al., 2005

; Diehl et al., 2016; Ilic et al., 2007; Xia and

Yanai, 2019). Mapping ontologies to the 4D

representation of the PCA will facilitate linking

and visualizing the growing knowledge of plant

cells.

Originality of the PCA infrastructure

The long-term vision for the PCA infrastructure

is similar in scope to other moonshot ideas such

as the Human Cell Atlas (Regev et al., 2017),

the Transparent Plant (Henkhaus et al., 2020)

and the Virtual Plant (Kost, 2001). However, the

PCA vision is different in several important ways.

The Human Cell Atlas is for a single organism
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Box 2. The chloroplast structure, function and dynamics illustrate PCA needs.

As highlighted here, technical solutions are needed to overcome key questions and challenges in chloroplast biology. The chlo-

roplast is an important organelle in the plant kingdom, which is responsible for harvesting and converting light into chemical

energy and sequestering carbon dioxide. Whereas much is known about chloroplast form and function, many aspects of chloro-

plast biology remain to be elucidated, especially in the context of the ‘location-to-function’ paradigm and proteostasis (Fig-

ure 7). The chloroplast is organized into several compartments (Solymosi et al., 2018; Figure 7A). This suborganellar

compartmentalization allows for highly efficient and specialized metabolism, optimized light-driven electron transport, redox

reactions and more (Rolland et al., 2018). The function and organization of chloroplasts greatly varies across the plant lineage

and cell types (Pinard and Mizrachi, 2018; Figure 7B). For example, microalgae typically have a single chloroplast with a car-

bon-concentrating organelle called the pyrenoid (Barrett et al., 2021). In plants that can perform C4 photosynthesis, the chlor-

oplasts in the bundle sheath and mesophyll cells have different compositions and functions (Edwards et al., 2004). A few

plants even perform C4 photosynthesis within individual chlorenchyma cells where C4 function is obtained by spatial separation

of function between dimorphic chloroplasts located in central and peripheral cytoplasmic compartments within the same cells

(Erlinghaeuser et al., 2016; Edwards et al., 2004). In most land plants, the epidermal cells of leaves (except in guard cells)

are devoid of chloroplasts but instead contain non-photosynthetic plastids, whereas aquatic plants are enriched in chloroplasts

in their epidermal cell layer (Larkum et al., 2017; Han et al., 2020; Figure 7C). Recently Arabidopsis epidermal plastids have

been shown to act in defense equipped with plant immune components (Irieda and Takano, 2021). Furthermore, different

environmental conditions change the chloroplast proteome as well as relative positions of chloroplasts and their parts at vari-

ous scales (Kong and Wada, 2014; Figure 7D). Finally, the chloroplast life cycle includes various transformations in form and

function from birth to differentiation to senescence, and how these transformations occur is an understudied frontier

(Llorente et al., 2020; Solymosi et al., 2018; Figure 7E). It is still not fully understood how chloroplast and other types of plas-

tids differentiate, adapt, function and integrate their activities within specific cell types. Single-cell technologies bring promise

for solving key challenges in cell-type and species-specific differentiation of plastids. Examples of key technologies and how

they could contribute to a range of PCA-related question are listed below:

. Affinity tagging of plastids using cell-type-specific promotors driving the expression of tagged proteins that associate to
the plastid surface. Recently this approach has been developed for Arabidopsis thaliana mitochondria (Niehaus et al.,
2020; Kuhnert et al., 2020). Successful cell-type-specific plastid affinity purification would resolve molecular features,
properties and associated functions of plastid with high precision. This could include determination of plastid RNA, pro-
tein and metabolite populations through high sensitivity, state of the art RNA-seq profiling and mass spectrometry
techniques.

. Time-resolved plastid-targeted proximity labeling techniques to understand intra-plastid protein organization and
dynamics. Recently, proximity labeling approaches have been successfully implemented in plants. They enable discovery
of proteins that interact with specific regions of a bait protein, as well as identify localized protein interactions at high
spatial and time-resolved resolutions (Huang et al., 2020; Mair et al., 2019; Zhang et al., 2019b). This novel approach
would enable resolving intra-plastid protein organization and dynamics for different cell types and photosynthetic and
non-photosynthetic plastids.

. Technology to detect and track retrograde signaling pathways from plastids to nuclei in response to, for example, sin-
glet O2, protein folding stress, redox and metabolites. These retrograde pathways involve a range of small molecules
and likely also protein signaling cascades (Jiang and Dehesh, 2021; Muñoz and Munné-Bosch, 2020; Pesaresi and
Kim, 2019). Non-invasive, high-resolution and high-sensitivity imaging technologies should be developed or adapted to
address this challenge.

. Plastid-localized reporter systems (biosensors) to monitor pH, calcium, ATP and redox potential. There are now many
such reporters (Isoda et al., 2021; Okumoto and Versaw, 2017) and a fluorescent ATP sensor protein that allows the
measure of ATP concentrations in the plastid and cytosol (Voon et al., 2018). Functional relationships between biophys-
ical and biochemical parameters could be probed through the systematic application of reporter systems in plastids.

. Plastid protein lifetime reporter technologies to understand cell-type-specific proteostasis. A novel protein lifetime
reporter system has only been applied to address N-degron pathways in the cytosol (Zhang et al., 2019b). Adaption to
plastids would resolve the complexities of plastid proteome remodeling in response to development and (a)biotic
changes (Bouchnak and van Wijk, 2019).

. Synthetic biology to engineer novel plastid metabolic pathways. Plastids are excellent targets for metabolic engineering
through synthetic biology: they have their own genome and generally tolerate high levels of ‘foreign’ protein without
significantly impacting function or proteostasis (Boehm and Bock, 2019; Jensen and Scharff, 2019).
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with over 200 cell types, whereas the PCA com-

munity embraces cell atlas data from a diverse

array of plants. A typical plant has about 100 cell

types (https://www.ebi.ac.uk/ols/ontologies/po;

Ilic et al., 2007). Understanding the diversity

and origin of cell types across the plant lineage

will be a central part of the initiative, as illus-

trated in Box 2 with the chloroplast as an exam-

ple. The PCA is an essential step towards

realizing the vision of a Transparent Plant, a sim-

ulated environment where virtual plants can be

built from parts and behaviors (Henkhaus et al.,

2020). In order to materialize such a simulation

environment, where the parts are and how they

work together must be understood. Finally, we

see the Virtual Plant database (Katari et al.,

2010) as an essential component of the PCA

vision and infrastructure.

Potential sources of funding for
the PCA
The PCA will require adequate funding to

achieve its full potential – including translational

impact for agriculture (Bartuska, 2017;

Bol et al., 2018; Gök et al., 2016; Hu, 2020;

Jaffe et al., 2015; Rosenbloom et al., 2015).

As the PCA has an international reach, programs

that facilitate collaboration across borders will

be valuable in advancing the goals of the initia-

tive, such as partnering programs by the Bio-

technology and Biological Sciences Research

Council (BBSRC) in the United Kingdom, Euro-

pean Commission’s Horizon Europe and the

United States’ Fulbright scholars program. Simi-

lar programs exist that foster alliances between

scientists from the US with those in Japan,

Israel and Germany; and between India and

other countries. As big data, nanotechnology,

computation and artificial intelligence have now

become an integral part of biological research,

funds to support the interdisciplinary vision of

PCA will be important to foster integration of

these disciplines.

While governments are the major sources of

funding for basic research, their level of funding

has been steadily decreasing (Khan et al.,

2020). Foundations are the major source of pri-

vate basic research funding and are less con-

strained by time, politics and topic. They have a

high potential for funding initiatives in emerging

areas such as the PCA. However, it is challeng-

ing for foundations and individuals to find wor-

thy initiatives. To fill this gap, the Science

Philanthropy Alliance was established. One of

their success stories is the Chan Zuckerberg

Initiative providing substantial funds to develop

technologies for the Human Cell Atlas initiative.

Such a partnership for the PCA would take its

vision to new heights.

Industry is another potential source of fund-

ing. Over 70% of applied research and develop-

ment in the US is funded by industry

(Khan et al., 2020). A thorough understanding

of plant systems is essential for designing effec-

tive agro-biotech solutions leading to new crop

varieties, and to innovative crop protection

products that can leverage sustainable food pro-

duction. A partnership with the PCA initiative

would accelerate development of new solutions

for customers of the agbiotech industry. Thus,

funding and collaborations, ranging over multi-

ple disciplines and countries, and multiway inter-

actions amongst academia, industry and

philanthropy will be essential to realize the vision

of the PCA.

Conclusion and outlook
Future economies will be increasingly plant-

based. Biomass is projected to be a major

source of primary energy by 2050 (Reid et al.,

2020), plant-based meat and dairy products are

already transforming the food industry

(Shepon et al., 2018), and plant-based vaccines

against several diseases are increasingly being

researched (reviewed by Shahid and Daniell,

2016). With the rapidly changing climate, econ-

omy and values in our society, now is the time to

reimagine plant science as a critical component

of the future not only for agriculture, but also

the environment, energy, health care,

manufacturing and technology.

Today, plant science constitutes a minority of

life sciences in terms of funding and workforce.

To meet the demands of the future economy,

we need to strengthen plant science, attract tal-

ent from other fields and train the next genera-

tion of plant scientists (Henkhaus et al., 2020).

In 2004, the evolutionary biologist John Avise

wrote that ‘‘despite nearly three decades of

experience with recombinant DNA techniques,

the ultimate contribution to the broader human

enterprise remains uncertain’’ (Avise, 2004).

Two decades after this statement, in 2020,

recombinant DNA technology ushered in the

beginning of an end to a global pandemic that

cost millions of lives, through a record-breaking

runtime of development and deployment of

mRNA and DNA-based viral vaccines. While still

at its infancy, we hope that the PCA initiative

has the potential to serve as a nucleator,
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bringing together scientists and engineers from

a wide range of fields to solve fundamental

problems in plant biology with innovative solu-

tions from emerging technologies.
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many; José M Palma: Estación Experimental del Zai-

dı́n, CSIC, Granada, Spain; Puneet Paul: University of

Nebraska-Lincoln, Lincoln, United States; Atique U

Rehman: Department of Agronomy, Bahauddin Zakar-

iya University Multan, Multan, Pakistan; Maida

Romera-Branchat: Institute of Plant Biology and Bio-

technology, University of Münster, Muenster (Ger-

many), Germany; Luis C Romero: Instituto de

Bioquimica Vegetal y Fotosintesis, CSIC-US, Seville,

Spain; Ronelle Roth: Department of Plant Sciences,

University of Oxford, Oxford, United Kingdom; Saroj

Jha et al. eLife 2021;10:e66877. DOI: https://doi.org/10.7554/eLife.66877 18 of 27

Feature Article Science Forum Vision, challenges and opportunities for a Plant Cell Atlas

https://doi.org/10.7554/eLife.66877


K Sah: The Pennsylvania State University, University

Park, United States; Rachel Shahan: Duke University,

Durham, United States; Shyam Solanki: Washington

State University, Pullman, United States; Bao-Hua

Song: University of North Carolina at Charlotte, Char-

lotte, United States; Rosangela Sozzani: North Caro-

lina State University, Raleigh, United States; Gary

Stacey: University of Missouri, Columbia, United

States; Anna N Stepanova: North Carolina State Uni-

versity, Raleigh, United States; Nicolas L Taylor: The

University of Western Australia, Perth, Australia; Mar-

cela K Tello-Ruiz: Cold Spring Harbor Laboratory,

Cold Spring Harbor, United States; Tuan M Tran:

Nanyang Technological University, Singapore, Singa-

pore; Rajiv Kumar Tripathi: University of Manitoba,

Winnipeg, Canada; Batthula Vijaya Lakshmi Vadde

Vadde: Cornell University, Ithaca, United States;

Tamas Varga: Environmental Molecular Sciences Divi-

sion, Pacific Northwest National Laboratory, (PNNL),

Richland, United States; Marija Vidovic: Institute of

Molecular Genetics and Genetic Engineering, Univer-

sity of Belgrade, Belgrade, Serbia; Justin W Walley:

Iowa State University, Ames, United States; Zhiyong

Wang: Carnegie Institution for Science, Dept. of Plant

Biology, Stanford, United States; Renate A Weizba-

uer: Carnegie Institution for Science, Dept. of Plant

Biology, Stanford, United States; James Whelan: La

Trobe University, Melbourne, Australia; Asela J Wijer-

atne: Arkansas State University, Jonesboro, United

States; Tingting Xiang: University of North Carolina at

Charlotte, Charlotte, United States; Shouling Xu: Car-

negie Institution for Science, Stanford, United States;

Ramin Yadegari: University of Arizona, Tucson, United

States; Houlin Yu: Department of Biochemistry and

Molecular Biology, University of Massachusetts

Amherst, Amherst, United States; Hai Ying Yuan: Uni-

versity of Saskatchewan, Saskatoon, Canada; Fabio

Zanini: UNSW, Sydney, Australia; Feng Zhao: Labora-

toire Reproduction et Développement des Plantes,
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Riebschläger S, Fröhlich A, Sampathkumar A,
McFarlane HE, Sauer M. 2020. EPSIN1 and MTV1
define functionally overlapping but molecularly distinct
trans-Golgi network subdomains in Arabidopsis. PNAS
117:25880–25889. DOI: https://doi.org/10.1073/pnas.
2004822117, PMID: 32989160
Henderson SW, Gilliham M. 2015. The “gatekeeper”
concept: cell-type specific molecular mechanisms of
plant adaptation to abiotic stress. In: In: Laitinen R. A.
E (Ed). Molecular Mechanisms in Plant Adaptation.
John Wiley & Sons, Inc. p. 83–115. DOI: https://doi.
org/10.1002/9781118860526.ch4
Henkhaus N, Bartlett M, Gang D, Grumet R, Jordon-
Thaden I, Lorence A, Lyons E, Miller S, Murray S,
Nelson A, Specht C, Tyler B, Wentworth T, Ackerly D,
Baltensperger D, Benfey P, Birchler J, Chellamma S,
Crowder R, Donoghue M, et al. 2020. Plant science
decadal vision 2020-2030: reimagining the potential of
plants for a healthy and sustainable future. Plant Direct
4:e00252. DOI: https://doi.org/10.1002/pld3.252,
PMID: 32904806
Hie B, Bryson B, Berger B. 2019. Efficient integration
of heterogeneous single-cell transcriptomes using
scanorama. Nature Biotechnology 37:685–691.
DOI: https://doi.org/10.1038/s41587-019-0113-3,
PMID: 31061482
Himmel ME, Ding SY, Johnson DK, Adney WS, Nimlos
MR, Brady JW, Foust TD. 2007. Biomass recalcitrance:
engineering plants and enzymes for biofuels
production. Science 315:804–807. DOI: https://doi.
org/10.1126/science.1137016, PMID: 17289988
Howe KL, Contreras-Moreira B, De Silva N, Maslen G,
Akanni W, Allen J, Alvarez-Jarreta J, Barba M, Bolser
DM, Cambell L, Carbajo M, Chakiachvili M,
Christensen M, Cummins C, Cuzick A, Davis P, Fexova

Jha et al. eLife 2021;10:e66877. DOI: https://doi.org/10.7554/eLife.66877 22 of 27

Feature Article Science Forum Vision, challenges and opportunities for a Plant Cell Atlas

https://doi.org/10.1186/s13326-016-0088-7
https://doi.org/10.1186/s13326-016-0088-7
http://www.ncbi.nlm.nih.gov/pubmed/27377652
https://doi.org/10.1016/j.tplants.2017.09.017
https://doi.org/10.1016/j.tplants.2017.09.017
http://www.ncbi.nlm.nih.gov/pubmed/29029828
https://doi.org/10.1146/annurev.arplant.55.031903.141725
https://doi.org/10.1146/annurev.arplant.55.031903.141725
http://www.ncbi.nlm.nih.gov/pubmed/15377218
https://doi.org/10.1371/journal.pbio.1001046
https://doi.org/10.1371/journal.pbio.1001046
http://www.ncbi.nlm.nih.gov/pubmed/21526222
https://doi.org/10.1016/j.pbi.2016.03.017
https://doi.org/10.1016/j.pbi.2016.03.017
http://www.ncbi.nlm.nih.gov/pubmed/27061048
https://doi.org/10.1097/00010694-195305000-00014
https://doi.org/10.1097/00010694-195305000-00014
https://doi.org/10.1371/journal.pcbi.1005968
https://doi.org/10.1371/journal.pcbi.1005968
http://www.ncbi.nlm.nih.gov/pubmed/29377902
https://doi.org/10.1016/j.molp.2021.01.001
http://www.ncbi.nlm.nih.gov/pubmed/33422696
https://doi.org/10.1038/nplants.2017.61
https://doi.org/10.1038/nplants.2017.61
http://www.ncbi.nlm.nih.gov/pubmed/28481330
https://doi.org/10.1016/j.pbi.2021.102041
https://doi.org/10.1016/j.pbi.2021.102041
http://www.ncbi.nlm.nih.gov/pubmed/33915520
https://doi.org/10.1002/asi.23406
https://doi.org/10.1093/nar/gkr944
https://doi.org/10.1093/nar/gkr944
https://doi.org/10.1093/jxb/erx435
https://doi.org/10.1038/495305a
http://www.ncbi.nlm.nih.gov/pubmed/23518546
https://doi.org/10.1093/jxb/ert422
http://www.ncbi.nlm.nih.gov/pubmed/24347464
https://doi.org/10.1016/j.cell.2018.02.001
https://doi.org/10.1016/j.cell.2018.02.001
https://doi.org/10.1093/aob/mcaa005
https://doi.org/10.1093/aob/mcaa005
http://www.ncbi.nlm.nih.gov/pubmed/31942934
https://doi.org/10.1105/tpc.004861
http://www.ncbi.nlm.nih.gov/pubmed/12368495
http://www.ncbi.nlm.nih.gov/pubmed/12368495
https://doi.org/10.1073/pnas.2004822117
https://doi.org/10.1073/pnas.2004822117
http://www.ncbi.nlm.nih.gov/pubmed/32989160
https://doi.org/10.1002/9781118860526.ch4
https://doi.org/10.1002/9781118860526.ch4
https://doi.org/10.1002/pld3.252
http://www.ncbi.nlm.nih.gov/pubmed/32904806
https://doi.org/10.1038/s41587-019-0113-3
http://www.ncbi.nlm.nih.gov/pubmed/31061482
https://doi.org/10.1126/science.1137016
https://doi.org/10.1126/science.1137016
http://www.ncbi.nlm.nih.gov/pubmed/17289988
https://doi.org/10.7554/eLife.66877


S, Gall A, George N, Gil L, et al. 2020. Ensembl
genomes 2020-enabling non-vertebrate genomic
research. Nucleic Acids Research 48:D689–D695.
DOI: https://doi.org/10.1093/nar/gkz890, PMID: 315
98706
Hu AGZ. 2020. Public funding and the ascent of
Chinese science: evidence from the national natural
science foundation of China. Research Policy 49:
103983. DOI: https://doi.org/10.1016/j.respol.2020.
103983
Huang A, Tang Y, Shi X, Jia M, Zhu J, Yan X, Chen H,
Gu Y. 2020. Proximity labeling proteomics reveals
critical regulators for inner nuclear membrane protein
degradation in plants. Nature Communications 11:
3284. DOI: https://doi.org/10.1038/s41467-020-16744-
1, PMID: 32601292
Huang L, Schiefelbein J. 2015. Conserved gene
expression programs in developing roots from diverse
plants. The Plant Cell 27:2119–2132. DOI: https://doi.
org/10.1105/tpc.15.00328, PMID: 26265761
Ilic K, Kellogg EA, Jaiswal P, Zapata F, Stevens PF,
Vincent LP, Avraham S, Reiser L, Pujar A, Sachs MM,
Whitman NT, McCouch SR, Schaeffer ML, Ware DH,
Stein LD, Rhee SY. 2007. The plant structure ontology,
a unified vocabulary of anatomy and morphology of a
flowering plant. Plant Physiology 143:587–599.
DOI: https://doi.org/10.1104/pp.106.092825,
PMID: 17142475
Irieda H, Takano Y. 2021. Epidermal chloroplasts are
defense-related motile organelles equipped with plant
immune components. Nature Communications 12:
2739. DOI: https://doi.org/10.1038/s41467-021-22977-
5, PMID: 34016974
Isoda R, Yoshinari A, Ishikawa Y, Sadoine M, Simon R,
Frommer WB, Nakamura M. 2021. Sensors for the
quantification, localization and analysis of the dynamics
of plant hormones. The Plant Journal 105:542–557.
DOI: https://doi.org/10.1111/tpj.15096, PMID: 33231
903
Jaffe AB, Gush J, Larsen V, Laws A. 2015. The effect
of public funding on research output. The New
Zealand Marsden Fund 52:1–22. DOI: https://doi.org/
10.1080/00779954.2017.1325921
Jarsch IK, Konrad SS, Stratil TF, Urbanus SL,
Szymanski W, Braun P, Braun KH, Ott T. 2014. Plasma
membranes are subcompartmentalized into a plethora
of coexisting and diverse microdomains in Arabidopsis
and Nicotiana benthamiana. The Plant Cell 26:1698–
1711. DOI: https://doi.org/10.1105/tpc.114.124446,
PMID: 24714763
Jensen PE, Scharff LB. 2019. Engineering of plastids to
optimize the production of high-value metabolites and
proteins. Current Opinion in Biotechnology 59:8–15.
DOI: https://doi.org/10.1016/j.copbio.2019.01.009,
PMID: 30798145
Jiang X, Hoehenwarter W, Scheel D, Lee J. 2020.
Phosphorylation of the CAMTA3 transcription factor
triggers its destabilization and nuclear export. Plant
Physiology 184:1056–1071. DOI: https://doi.org/10.
1104/pp.20.00795, PMID: 32769161
Jiang J, Dehesh K. 2021. Plastidial retrograde
modulation of light and hormonal signaling: an
odyssey. New Phytologist 230:931–937. DOI: https://
doi.org/10.1111/nph.17192, PMID: 33452833
Jones JD, Dangl JL. 2006. The plant immune system.
Nature 444:323–329. DOI: https://doi.org/10.1038/
nature05286, PMID: 17108957

Jorasch P. 2020. Will the EU stay out of step with
science and the rest of the world on plant breeding
innovation? Plant Cell Reports 39:163–167.
DOI: https://doi.org/10.1007/s00299-019-02482-2,
PMID: 31754780
Kajala K, Gouran M, Shaar-Moshe L, Mason GA,
Rodriguez-Medina J, Kawa D, Pauluzzi G, Reynoso M,
Canto-Pastor A, Manzano C, Lau V, Artur MAS, West
DA, Gray SB, Borowsky AT, Moore BP, Yao AI,
Morimoto KW, Bajic M, Formentin E, et al. 2021.
Innovation, conservation, and repurposing of gene
function in root cell type development. Cell 184:3333–
3348. DOI: https://doi.org/10.1016/j.cell.2021.04.024,
PMID: 34010619
Kaminuma E, Mashima J, Kodama Y, Gojobori T,
Ogasawara O, Okubo K, Takagi T, Nakamura Y. 2010.
DDBJ launches a new archive database with analytical
tools for next-generation sequence data. Nucleic Acids
Research 38:D33–D38. DOI: https://doi.org/10.1093/
nar/gkp847, PMID: 19850725
Kanai M, Mano S, Kondo M, Hayashi M, Nishimura M.
2016. Extension of oil biosynthesis during the mid-
phase of seed development enhances oil content in
Arabidopsis seeds . Plant Biotechnology Journal 14:
1241–1250. DOI: https://doi.org/10.1111/pbi.12489
Kang JB, Nathan A, Zhang F, Millard N, Rumker L,
Branch Moody D, Korsunsky I, Raychaudhuri S. 2021.
Efficient and precise single-cell reference atlas
mapping with symphony. bioRxiv. DOI: https://doi.
org/10.1101/2020.11.18.389189
Katari MS, Nowicki SD, Aceituno FF, Nero D, Kelfer J,
Thompson LP, Cabello JM, Davidson RS, Goldberg
AP, Shasha DE, Coruzzi GM, Gutiérrez RA. 2010.
VirtualPlant: a software platform to support systems
biology research. Plant Physiology 152:500–515.
DOI: https://doi.org/10.1104/pp.109.147025,
PMID: 20007449
Khan B, Robbins C, Okrent A. 2020. The state of US.
science and engineering. https://ncses.nsf.gov/pubs/
nsb20201/u-s-r-d-performance-and-funding [Accessed
September 18, 2020].
Kim T-W, Park CH, Hsu C-C, Zhu J-Y, Hsiao Y, Branon
T, Xu S-L, Ting AY, Wang Z-Y. 2019. Application of
TurboID-mediated proximity labeling for mapping a
GSK3 kinase signaling network in Arabidopsis. bioRxiv.
DOI: https://doi.org/10.1101/636324
Kim SC, Guo L, Wang X. 2020. Nuclear moonlighting
of cytosolic glyceraldehyde-3-phosphate
dehydrogenase regulates Arabidopsis response to
heat stress. Nature Communications 11:3439.
DOI: https://doi.org/10.1038/s41467-020-17311-4,
PMID: 32651385
Kong SG, Wada M. 2014. Recent advances in
understanding the molecular mechanism of chloroplast
photorelocation movement. Biochimica Et Biophysica
Acta (BBA) - Bioenergetics 1837:522–530.
DOI: https://doi.org/10.1016/j.bbabio.2013.12.004,
PMID: 24333784
Korsunsky I, Millard N, Fan J, Slowikowski K, Zhang F,
Wei K, Baglaenko Y, Brenner M, Loh PR, Raychaudhuri
S. 2019. Fast, sensitive and accurate integration of
single-cell data with harmony. Nature Methods 16:
1289–1296. DOI: https://doi.org/10.1038/s41592-019-
0619-0, PMID: 31740819
Kost B. 2001. Towards a virtual Arabidopsis plant.
Genome Biology 2:REPORTS4019. DOI: https://doi.

Jha et al. eLife 2021;10:e66877. DOI: https://doi.org/10.7554/eLife.66877 23 of 27

Feature Article Science Forum Vision, challenges and opportunities for a Plant Cell Atlas

https://doi.org/10.1093/nar/gkz890
http://www.ncbi.nlm.nih.gov/pubmed/31598706
http://www.ncbi.nlm.nih.gov/pubmed/31598706
https://doi.org/10.1016/j.respol.2020.103983
https://doi.org/10.1016/j.respol.2020.103983
https://doi.org/10.1038/s41467-020-16744-1
https://doi.org/10.1038/s41467-020-16744-1
http://www.ncbi.nlm.nih.gov/pubmed/32601292
https://doi.org/10.1105/tpc.15.00328
https://doi.org/10.1105/tpc.15.00328
http://www.ncbi.nlm.nih.gov/pubmed/26265761
https://doi.org/10.1104/pp.106.092825
http://www.ncbi.nlm.nih.gov/pubmed/17142475
https://doi.org/10.1038/s41467-021-22977-5
https://doi.org/10.1038/s41467-021-22977-5
http://www.ncbi.nlm.nih.gov/pubmed/34016974
https://doi.org/10.1111/tpj.15096
http://www.ncbi.nlm.nih.gov/pubmed/33231903
http://www.ncbi.nlm.nih.gov/pubmed/33231903
https://doi.org/10.1080/00779954.2017.1325921
https://doi.org/10.1080/00779954.2017.1325921
https://doi.org/10.1105/tpc.114.124446
http://www.ncbi.nlm.nih.gov/pubmed/24714763
https://doi.org/10.1016/j.copbio.2019.01.009
http://www.ncbi.nlm.nih.gov/pubmed/30798145
https://doi.org/10.1104/pp.20.00795
https://doi.org/10.1104/pp.20.00795
http://www.ncbi.nlm.nih.gov/pubmed/32769161
https://doi.org/10.1111/nph.17192
https://doi.org/10.1111/nph.17192
http://www.ncbi.nlm.nih.gov/pubmed/33452833
https://doi.org/10.1038/nature05286
https://doi.org/10.1038/nature05286
http://www.ncbi.nlm.nih.gov/pubmed/17108957
https://doi.org/10.1007/s00299-019-02482-2
http://www.ncbi.nlm.nih.gov/pubmed/31754780
https://doi.org/10.1016/j.cell.2021.04.024
http://www.ncbi.nlm.nih.gov/pubmed/34010619
https://doi.org/10.1093/nar/gkp847
https://doi.org/10.1093/nar/gkp847
http://www.ncbi.nlm.nih.gov/pubmed/19850725
https://doi.org/10.1111/pbi.12489
https://doi.org/10.1101/2020.11.18.389189
https://doi.org/10.1101/2020.11.18.389189
https://doi.org/10.1104/pp.109.147025
http://www.ncbi.nlm.nih.gov/pubmed/20007449
https://ncses.nsf.gov/pubs/nsb20201/u-s-r-d-performance-and-funding
https://ncses.nsf.gov/pubs/nsb20201/u-s-r-d-performance-and-funding
https://doi.org/10.1101/636324
https://doi.org/10.1038/s41467-020-17311-4
http://www.ncbi.nlm.nih.gov/pubmed/32651385
https://doi.org/10.1016/j.bbabio.2013.12.004
http://www.ncbi.nlm.nih.gov/pubmed/24333784
https://doi.org/10.1038/s41592-019-0619-0
https://doi.org/10.1038/s41592-019-0619-0
http://www.ncbi.nlm.nih.gov/pubmed/31740819
https://doi.org/10.1186/gb-2001-2-8-reports4019
https://doi.org/10.7554/eLife.66877


org/10.1186/gb-2001-2-8-reports4019,
PMID: 11532210
Kuhnert F, Stefanski A, Overbeck N, Drews L, Reichert
AS, Stühler K, Weber APM. 2020. Rapid single-step
affinity purification of HA-tagged plant mitochondria.
Plant Physiology 182:692–706. DOI: https://doi.org/
10.1104/pp.19.00732, PMID: 31818904
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Göttgens B, Hacohen N, et al. 2017. The human cell
atlas. eLife 6:e27041. DOI: https://doi.org/10.7554/
eLife.27041, PMID: 29206104
Reid WV, Ali MK, Field CB. 2020. The future of
bioenergy. Global Change Biology 26:274–286.
DOI: https://doi.org/10.1111/gcb.14883,
PMID: 31642554
Rice S, Fryer E, Ghosh Jha S, Malkovskiy A, Meyer H,
Thomas J, Weizbauer R, Zhao K, Birnbaum K, Ehrhardt
D, Wang Z, Rhee SY, Plant Cell Atlas Consortium.
2020. First plant cell atlas workshop report. Plant
Direct 4:e00271. DOI: https://doi.org/10.1002/pld3.
271, PMID: 33083684
Rolland N, Bouchnak I, Moyet L, Salvi D, Kuntz M.
2018. The main functions of plastids. Methods in
Molecular Biology 1829:73–85. DOI: https://doi.org/
10.1007/978-1-4939-8654-5_5, PMID: 29987715
Rood JE, Stuart T, Ghazanfar S, Biancalani T, Fisher E,
Butler A, Hupalowska A, Gaffney L, Mauck W, Eraslan
G, Marioni JC, Regev A, Satija R. 2019. Toward a
common coordinate framework for the human body.
Cell 179:1455–1467. DOI: https://doi.org/10.1016/j.
cell.2019.11.019, PMID: 31835027
Rosenberg AB, Roco CM, Muscat RA, Kuchina A,
Sample P, Yao Z, Graybuck LT, Peeler DJ, Mukherjee
S, Chen W, Pun SH, Sellers DL, Tasic B, Seelig G. 2018.
Single-cell profiling of the developing mouse brain and
spinal cord with split-pool barcoding. Science 360:
176–182. DOI: https://doi.org/10.1126/science.
aam8999
Rosenbloom JL, Ginther DK, Juhl T, Heppert JA.
2015. The effects of research and development
funding on scientific productivity: academic chemistry,
1990-2009. PLOS ONE 10:e0138176. DOI: https://doi.
org/10.1371/journal.pone.0138176
Ruffell D. 2018. The EU court of justice extends the
GMO directive to gene-edited organisms. FEBS
Letters 592:3653–3657. DOI: https://doi.org/10.1002/
1873-3468.13293, PMID: 30426476
Sansone S-A, Rocca-Serra P, Field D, Maguire E,
Taylor C, Hofmann O, Fang H, Neumann S, Tong W,
Amaral-Zettler L, Begley K, Booth T, Bougueleret L,
Burns G, Chapman B, Clark T, Coleman L-A, Copeland
J, Das S, de Daruvar A, et al. 2012. Toward
interoperable bioscience data. Nature Genetics 44:
121–126. DOI: https://doi.org/10.1038/ng.1054
Sarma GP, Lee CW, Portegys T, Ghayoomie V, Jacobs
T, Alicea B, Cantarelli M, Currie M, Gerkin RC, Gingell
S, Gleeson P, Gordon R, Hasani RM, Idili G, Khayrulin
S, Lung D, Palyanov A, Watts M, Larson SD. 2018.
OpenWorm: overview and recent advances in
integrative biological simulation of Caenorhabditis
elegans. Philosophical Transactions of the Royal
Society B: Biological Sciences 373:20170382.
DOI: https://doi.org/10.1098/rstb.2017.0382
Saunders A, Macosko EZ, Wysoker A, Goldman M,
Krienen FM, de Rivera H, Bien E, Baum M, Bortolin L,
Wang S, Goeva A, Nemesh J, Kamitaki N, Brumbaugh
S, Kulp D, McCarroll SA. 2018. Molecular diversity and
specializations among the cells of the adult mouse
brain. Cell 174:1015–1030. DOI: https://doi.org/10.
1016/j.cell.2018.07.028, PMID: 30096299
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Pérez-Manrı́quez A, Abeliuk E, Sánchez BJ, Costello Z,
Chen Y, Fero MJ, Martin HG, Nielsen J, Keasling JD,
Jensen MK. 2020. Combining mechanistic and machine
learning models for predictive engineering and
optimization of tryptophan metabolism. Nature
Communications 11:4880. DOI: https://doi.org/10.
1038/s41467-020-17910-1, PMID: 32978375
Zimny T, Sowa S, Tyczewska A, Twardowski T. 2019.
Certain new plant breeding techniques and their
marketability in the context of EU GMO legislation -
recent developments. New Biotechnology 51:49–56.
DOI: https://doi.org/10.1016/j.nbt.2019.02.003,
PMID: 30779963

Jha et al. eLife 2021;10:e66877. DOI: https://doi.org/10.7554/eLife.66877 27 of 27

Feature Article Science Forum Vision, challenges and opportunities for a Plant Cell Atlas

https://doi.org/10.1105/tpc.17.00073
https://doi.org/10.1105/tpc.17.00073
http://www.ncbi.nlm.nih.gov/pubmed/28808136
https://doi.org/10.1038/ng.220
http://www.ncbi.nlm.nih.gov/pubmed/18820698
https://doi.org/10.1038/nbt.3597
http://www.ncbi.nlm.nih.gov/pubmed/27504778
https://doi.org/10.1038/s41589-019-0368-5
http://www.ncbi.nlm.nih.gov/pubmed/31591565
https://doi.org/10.1038/s41477-020-0695-2
http://www.ncbi.nlm.nih.gov/pubmed/32601420
https://doi.org/10.1007/s00572-005-0033-6
https://doi.org/10.1007/s00572-005-0033-6
http://www.ncbi.nlm.nih.gov/pubmed/16845554
https://doi.org/10.1038/sdata.2016.18
http://www.ncbi.nlm.nih.gov/pubmed/26978244
https://doi.org/10.1093/nar/gky949
http://www.ncbi.nlm.nih.gov/pubmed/30357364
https://doi.org/10.1242/dev.169854
https://doi.org/10.1242/dev.169854
https://doi.org/10.1105/tpc.19.00534
http://www.ncbi.nlm.nih.gov/pubmed/31597687
http://www.ncbi.nlm.nih.gov/pubmed/31597687
https://doi.org/10.1038/nprot.2007.199
https://doi.org/10.1038/nprot.2007.199
http://www.ncbi.nlm.nih.gov/pubmed/17585298
https://doi.org/10.1007/s00018-019-03270-7
https://doi.org/10.1007/s00018-019-03270-7
http://www.ncbi.nlm.nih.gov/pubmed/31422442
https://doi.org/10.1016/j.cell.2018.06.021
http://www.ncbi.nlm.nih.gov/pubmed/30096314
https://doi.org/10.1038/s41467-019-11202-z
https://doi.org/10.1038/s41467-019-11202-z
http://www.ncbi.nlm.nih.gov/pubmed/31324801
https://doi.org/10.1016/j.molp.2019.04.004
https://doi.org/10.1016/j.molp.2019.04.004
http://www.ncbi.nlm.nih.gov/pubmed/31004836
https://doi.org/10.1038/s41467-020-17910-1
https://doi.org/10.1038/s41467-020-17910-1
http://www.ncbi.nlm.nih.gov/pubmed/32978375
https://doi.org/10.1016/j.nbt.2019.02.003
http://www.ncbi.nlm.nih.gov/pubmed/30779963
https://doi.org/10.7554/eLife.66877



