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Abstract

Several methods for cell cycle inference from sequencing data exist and are widely adopted. In contrast,
methods for classification of cell cycle state from imaging data are scarce. We have for the first time
integrated sequencing and imaging derived cell cycle pseudo-times for assigning 449 imaged cells to 693
sequenced cells at an average resolution of 3.4 and 2.4 cells for sequencing and imaging data respectively.
Data integration revealed thousands of pathways and organelle features that are correlated with each
other, including several previously known interactions and novel associations. The ability to assign the
transcriptome state of a profiled cell to its closest living relative, which is still actively growing and
expanding opens the door for genotype-phenotype mapping at single cell resolution forward in time.

1 Introduction

A cell’s transcriptome is a channel of information propagation; it is a snapshot of how a cell interacts with
and responds to its environment. Cells co-existing in the same tumor, or in the same cell line [1, 2], often
di↵er in their genomes and transcriptomes. We and others have shown that these di↵erences often correlate
with morphological and structural di↵erences between cells [3, 4] and several imaging- and transcriptome-
derived feature pairs have been identified. Expression of cell membrane- and cell surface genes can inform
the size of a cell [5, 6, 7, 8]. The copy number of mitochondrial DNA (mtDNA) can serve as proxy for
inter-cell di↵erences in the number of mitochondria they carry and several regulators of cell shape and
morphology have been identified [9, 10], including: FLO11, STE2 [5], ELN, and TGFB1 [11].

New microfluidic platforms have been designed to link phenotypic analysis of living cells to single-
cell sequencing [12, 13]. However, the throughput of these platforms is limited to a few hundred cells,
precluding learning from these data, general rules that link fitness to transcriptome snapshots. Yuan et al.
developed SCOPE-seq – a microwell array based platform, and claims that a more aggressive cell loading
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of the platform could increase throughput to several thousands of cells [14]. Nevertheless, all solutions
available so far that link phenotypic and genomic measurement, have done so over a narrow time window :
typically less than one cell generation.

We propose in-silico mapping of sequenced and imaged cells as a solution to extend the temporal
reach of transcriptome-phenotype integration. We leverage the influence cell cycle progression has on a
cell’s transcriptome, morphology and subcellular organization to integrate transcriptome profiles obtained
from scRNA-seq of a stomach cancer cell line (NCI-N87) [15] with 3D brightfield images from the same
cell line. This article focuses on a prerequisite for integrating sequencing and imaging data: inferring a
cell’s position along the cell cycle continuum from 3D images. Our article is structured as follows: we
first evaluate whether the Fluorescent Ubiquitination-based Cell Cycle Indicator (FUCCI) can inform cell
cycle progression at a higher temporal resolution than simply distinguishing G1 and S/G2/M phases of
the cell cycle. We then use a previously developed convolutional neural network (CNN) [16], to calculate
the spatial coordinates of nucleus, mitochondria and cytoplasm [17] in each imaged cell. Next we use size-
and shape statistics calculated for these subcellular compartments to assign cells to a continuum of cell
cycle progression. We conclude with an outlook on how the assigned cell cycle state can be used to link
imaged cells to sequenced cells.

Projecting a snapshot of the transcriptome onto subcellular architecture is a natural way to integrate
information on the pathway membership of genes and their localization into a holistic view of a cell.

2 Results

Continuous temporal resolution on cell cycle progression with FUCCI

We established NCI-N87 cells stably transfected with FUCCI-vector plasmids (Methods 4.1). We acquired
3D images of the transfected cells on a Leica TCS SP8 equipped with an oil-immersion objective (Methods
4.2) on brightfield and green/red fluorescence channels (Figure 1A). Green cells were classified as cells in
G1 phase and comprised 30% of the population. Red cells and double positive (yellow) cells were classified
as cells in the S phase (9.5% cells) and G2/M phase, respectively (32% of the population). Cells with no
color were assigned as G1/S transitional and comprised 28% of the population (Figure 1B,C).

Each cell cycle phase has been described as a series of steps that proceeds at a fixed rate [18, 19, 20].
Biologically, the steps refer to a sequence of events that need to be completed for the cell to proceed to
the next cell cycle phase (e.g. accumulation of a molecular factor [21, 22] or degradation of proteins [23]).
We asked whether FUCCI could quantify cell cycle progression at a temporal resolution higher than that
given by distinction of the four cell cycle phases. Specifically, we asked whether FUCCI reporters combined
with 3D imaging can rank cells according to how many of the steps within a given cell cycle phase each
cell has completed. We calculated 45 intensity features for each cell across the three imaging channels
and projected them onto PCA space as input to the Angle method for inferring pseudotime trajectories
(Figure 1D). This method computes the angle with respect to the origin in a two-dimensional PCA space
and uses this angle as pseudotime for generating a cyclical trajectory [24]. The inferred pseudotime was
correlated with and di↵erentially distributed across the four discrete cell cycle classes (Figure 1E,F).

These results indicate that unsupervised methods can be applied to FUCCI based features to widen
the application of FUCCI to continuous cell cycle mapping.

Mitochondrial, cytoplasmic and nuclear changes inform cell cycle progressiom

Despite having revolutionized live-cell imaging of cell cycle transitions, imaging FUCCI labeled cells re-
quires excitation light, which can cause photobleaching and phototoxicity [25]. We therefore asked if a
similar continuous cell cycle mapping could be achieved with label-free imaging.
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Figure 1: FUCCI to characterize discrete and continuous cell cycle progression in NCI-N87. A. Green and
red Fucci channels overlayed. B,C: Fucci based discrete cell cycle classification. D: Fucci based pseudotime
inference quantifies continuous cell cycle progression. E: Fucci based pseudotime trajectory in PCA space.
Every dot represents a cell. F: Pseudotime is di↵erentially distributed across the four discrete cell cycle
classes. Data and code to produce this figure can be found on the project GitHub repository (Methods 4).

3

.CC-BY-NC-ND 4.0 International licenseavailable under a
(which was not certified by peer review) is the author/funder, who has granted bioRxiv a license to display the preprint in perpetuity. It is made 

The copyright holder for this preprintthis version posted September 8, 2024. ; https://doi.org/10.1101/2024.09.04.610488doi: bioRxiv preprint 

https://doi.org/10.1101/2024.09.04.610488
http://creativecommons.org/licenses/by-nc-nd/4.0/


Figure 2: Evaluating performance of a CNN to predict the spatial coordinates of nuclei, mitochondria
and cytoplasm. (A-D) Representative paired sets from model training using nucleus (train (N=37) / test
(N=5), mitochondria train (N=24) / test (N=5), and Cytoplasm train (N=61)/ test (N=9) models showing
bright-field input, target signal and predicted signal (A), with train/validation rolling mean square error
loss graphs for nucleus (B) mitochondria (C), and (D) Cytoplasm. (E) Correlation coe�cient of target
fluorescence (T) vs. predicted fluorescence (P) images paired with correlation coe�cient from brightfield
signal (S) for the organelles that were used to train the models.

We used 3D images containing the nuclei, mitochondria or cytoplasm of NCI-N87 cells (Methods
4.1), to train a previously developed label-free U-Net convolutional neural network (CNN) [16]. U-Net is
an encoder-decoder artificial neural network proposed by Ronneberger et al. for semantic segmentation
[26]. Models were trained to predict the coordinates of nucleus, mitochondria and cytoplasm respectively
(Methods 4.3). Model performance was evaluated using the Pearson correlation coe�cient between the
pixel intensities of the model’s predicted output and the independent fluorescence images, with all three
signals scoring well above background (Pearson r > 0.71 for signal vs. Pearson r < 0.04 for background;
Wilcoxon rank sum test P < 0.002; Fig. 2). The segmentation of nuclei was done using Cellpose [27]
– a general purpose algorithm for cell segmentation (Methods 4.3), while mitochondrial and cytoplasmic
signals were assigned to nuclei with DBSCAN [28] (Methods 4.10).

The trained model was used to predict the coordinates of these structures in NCI-N87 cells (Fig. 3A-C),
allowing quantification of 65 organelle features (Supplementary Table 2), including their volumes, areas
and symmetry. We identified 11 of these features which di↵ered significantly across cell cycle classes as
defined by FUCCI across all images (Anova p-value  0.01; Figure 3D and Supplementary Figure 2),
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suggesting that changes in these structures during the cell cycle are quantifiable with label-free imaging.
As a first test of this hypothesis, we used the FUCCI-based classification to train an SVM to predict

discrete cell cycle state from the 11 nuclei-, mitochondria- and cytoplasm features (Supplementary Figure
2). The performance of the trained classifier was evaluated on an independent test set consisting of 373
unseen cells (Figure 4A). The classifier achieved an average accuracy > 0.7 across the four images for G1,
G1/S transitional and G2M cells (Figure 4B). Classification accuracy was lower (median ⇡ 0.6) for S-phase
(Figure 4B).

We also used the 11 cell organelle features as input to the Angle method for inferring pseudotime
trajectories (Figure 4C). Similar to the FUCCI-derived pseudotime, the pseudotime inferred from label-
free imaging was also correlated with and di↵erentially distributed across the four discrete cell cycle classes
(Figure 4D and Supplementary Figure 4).

Compared to FUCCI-derived pseudotime, pseudotime inferred from label-free imaging had a higher
variance, possibly indicating a higher temporal resolution on the cell cycle. This approach allowed us
to view virtual animations of the cell cycle by sampling cells representative across the entire pseudotime
spectrum (Figure 4E,F).

Cell cycle pseudotime links imaged to sequenced cells

Knowing a cell’s precise point on the cell cycle continuum is a novel opportunity to accomplish a challenging
goal: integrating live-cell imaging with single-cell sequencing.

Well established and widely adopted methods for pseudotime inference from sequencing data exist and
have been described in detail elsewhere, e.g. [29, 30, 31, 32]. These provide the opportunity to use the
pseudotime derived herein from imaging in order to map imaged cells onto sequenced cells. To achieve
this, we used single cell RNA sequencing (scRNAseq) data previously published for NCI-N87 [15]. A total
of 1,076 genes involved in cell cycle, with highly variable expression among the 738 sequenced NCI-N87
cells, were prioritized for pseudotime inference with the Angle method (Figure 5A).

The distributions of sequencing- and imaging-derived pseudotimes were similar, and were co-clustered
using DBSCAN (Figure 5B and Methods 4.10). This approach identified 225 clusters, 99% of which
contained both, sequenced and imaged cell representatives (Figure 5B), further referred to as multi-type
clusters. The average number of sequenced and imaged cells per cluster was 3.4 and 2.4 respectively.
For each multi-type cluster we calculated the mean pathway activity among sequenced cell members
and the mean organelle features among imaged cell members. Comparing all imaging- and sequencing
derived feature pairs across clusters identified 4,484 significantly correlated feature pairs (Pearson r � 0.38;
Bonferroni-corrected p-value< 0.05; Figure 5C and Supplementary Table 1).

Of the top 150 pathways with the highest correlation coe�cients (Supplementary Fig. 5), 24 were
Signaling by GPCR, GPCR ligand binding, or GPCR downstream signaling; 18 were involved in G1, S
or G1/S transition; and 18 were stages of mitosis. GPCR pathways had positive correlations with the
area and volume of the cell, mitochondria and nucleus, as well as the nuclear volume to area ratio. G1/S
pathways had negative correlations with the area and volume of the cell, mitochondria and the nuclear
volume to area ratio. M pathways had a strong negative correlation with the area of mitochondria.

Overall, associations between pathway activities and cell morphology were evident in three large clus-
ters. Pathways from the first cluster (indicated in yellow in Fig. 5C), are largely responsible for the
formation of the extracellular matrix [33, 34]. These pathways also contribute to the organization of the
ECM and collagen production. There are elements of cell growth and proliferation regulation, in part by
downregulating the P13K/AKT pathway [35]. Cells which express these pathways tend to be large and
round and have large volume and area of the nucleus, mitochondria, cytoplasm.

The second cluster included pathways that were almost entirely dedicated to mitosis (blue in Fig.
5C). They regulate the G2/M transition, each stage of M phase, the actin cytoskeleton components; the
packaging, cohesion, and separation of sister chromatids; as well as other aspects of the mitotic spindle and
chromosome organization. Cells which have high expression of these pathways will have slightly higher
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Figure 3: Label-free quantification of nucleus, cytoplasm and mitochondria at single cell resolution. A:
Predicted nuclei, mitochondria and cytoplasm signals. B: Nuclei, mitochondria and cytoplasm of three
representative cells from G1 or S phase. C: Nuclei, mitochondria and cytoplasm of three representative
cells from G2/M phase. (B,C) Every data point is color-coded according to its organelle class. D: Cell
features quantified from label free imaging correlate with cell cycle classes as defined by FUCCI. Color
code indicates field of view (1-4). Data and code to produce this figure can be found on the project GitHub
repository (Methods 4).
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Figure 4: Characterization of discrete and continuous cell cycle progression in NCI-N87 with label free
imaging. A: Supervised approach to predict discrete cell cycle state from nuclei, mitochondria and cy-
toplasm features. B: Performance of trained classifier on test set. C: Unsupervised approach to predict
continuous cell cycle progression from nuclei, mitochondria and cytoplasm features. D: Pseudotime de-
rived from label free imaging features is di↵erentially distributed across the four FUCCI-informed cell
cycle classes. E: representative cell across cell cycle: fucci. F: representative cell across cell cycle: label
free. (E,F) x-axis indicates pseudotime. Data and code to produce this figure can be found on the project
GitHub repository (Methods 4).
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Figure 5: Sequencing imaging integration. A: Sequencing derived pseudotime of cell cycle progression. B:
Co-clustering of sequenced and imaged cells based on pseudotime. Color code indicates cluster membership.
C: Correlation between pathway activity and imaging-derived features. Data and code to produce this
figure can be found on the project GitHub repository (Methods 4).

cytoplasmic and mitochondrial intensities, lower mitochondrial resolution, and elevated mitochondrial
counts. Indeed, the number of mitochondria has been described to increase during G2 and M phases
compared to G1/S due to the fusion of mitochondria in G1/S and subsequent fission in G2/M [36].

The third cluster (indicated in red and green in Fig. 5C), consisted of pathways that play a major
role in cell cycle transitioning and replication of genetic material. A selection of these elements includes
the conversion from S to M by Orc1 removal [37] and DNA synthesis, replication, damage recognition,
and repair; mRNA processing, apoptosis, environmental responsiveness, angiogenesis and motility, and
cell cycle protein regulation. Cells expressing these pathways were smaller, had a low maximum intensity
of mitochondria, low area of cytoplasm, low convexity of mitochondria, and substantially lower volume
and area of the mitochondria and nucleus.

Taken together these associations between imaging- and transcriptome derived features pairs are in line
with decades of research unraveling how the transcriptome influences cell shape [11, 9, 10], scaling [7, 12],
compartmentalization [6, 5, 8] and protein localization [38].
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3 Discussion

A combination of unsupervised and supervised classification methods have been developed to classify im-
aged cells to one of three possible cell cycle states (G1, S or G2M). Some studies however suggest that
gene expression signatures of cell state transitions occur as a continuous process, rather than in abrupt
steps [30, 39, 40]. We have shown that both, 3D imaging of FUCCI cells as well as a high resolution on
the 3D subcellular architecture of cells can provide a quantitative description of cell cycle progression,
allowing us to move beyond the classification of cells into discrete states. While it is unclear which of the
two – FUCCI- or organelle features – provide a higher temporal resolution on cell cycle progression, it is
noteworthy that quantification of FUCCI features per nucleus were dependent on the accurate segmenta-
tion of nuclei, which in turn were derived from semantic segmentation of label-free images. Ultimately,
it is reasonable to hypothesize that the highest temporal resolution can be achieved by combining both
methodologies. Verifying this hypothesis will require applying the approach presented herein to a live cell
imaging experiment spanning multiple days.

In contrast to imaging data, for which methods for classification of cell cycle state are scarce [41, 42],
several methods for cell cycle inference from sequencing data exist [29, 30, 31, 43] and are widely adopted.
We have for the first time integrated sequencing and imaging derived cell cycle pseudotimes for mapping
clusters of imaged cells to sequenced cell clusters from the same gastric cancer cell line. For this experiment,
sequenced and imaged cells were obtained from di↵erent timepoints. The next step will be to repeat this
approach within a longer-term live cell imaging experiments, wherein cells are sampled intermittently for
sequencing.
Knowing the entire transcriptome of a cell will always require killing the cell. The ability to assign
the transcriptome state of a lysed cell to its closest living relative (which is still actively growing and
expanding), would be unprecedented and would open the door for genotype-phenotype mapping at single
cell resolution, forward in time. The growing field of spatial transcriptomics [44], while simplifying mapping
between imaged cells and their transcriptomes, cannot accomplish this particular task because it requires
killing all spatially adjacent cells for sequencing. This means that spatial transcriptomics cannot be used
for learning to predict phenotypes forward in time, but could only be leveraged for retrospective phenotypic
interpretation. The phenotypic interpretation of genomes and transcriptomes is the bottleneck to progress
in medicine, it lags far behind manipulation and quantification. By understanding how the transcriptomes
and genomes of co-existing cells diverge, how these divergent populations compete or cooperate, one can
learn to predict the long-term consequence of exposing them to di↵erent therapeutic environments.
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4 Methods

Our proposed approach for inferring cell’s position along the cell cycle continuum from 3D images is
depicted in Figure 6. In the following subsections, we illustrate each component of the proposed approach.
Publicly available code and data is located at https://github.com/MathOnco/CellCycle4DataIntegration.

Fluorescence images 

Fluorescence image acquisition 

Fucci probe
transfection with

cells

Cell Statistics
Calculation

Segmentation
Masks

Figure 6: An illustration of our proposed approach for cell cycle classification and assigning sequenced
to imaged cells.

4.1 Transfection of NCI-N87 cells with FUCCI-vector plasmids

For cell cycle-phase visualization, lentiviral FUCCI (fluorescent ubiquitination-based cell cycle indicator)
expression system was used. The PIP Fucci vector (Addgene, Plasmid #118616) encoding the FUCCI
probe was co-transfected with the packaging plasmids into HEK 293T cells. Supernatant from the culture
medium containing high-titer viral solutions were collected and used for transduction into NCI-N87 cells.
PIP Fucci labels G1 cells with mVenus (green) and S-G2-M cells with (mCherry). Cells with stable
integration of the plasmid were established by FACS with both green and red channels.

Cell culture

NCI-N87 were seeded in µ-Slide 8 Well, ibiTreat - Tissue Culture Treated Polymer Coverslip (Fisher Scien-
tific) using 5 X104 or 1 X 105 cells in 300ul of RPMI-1640 with 10% FBS and 1% penicillin streptomycin.
Cells were treated with 0.3ul or 0.6ul BioTracker 488 Nuclear per 300ul for 3hrs or 70-120nM BioTracker
405 Mito for 6hrs (Millipore Sigma). Cells were washed 3x with warm PBS and resuspended in complete
growth media for imaging.

4.2 Microscopy

A confocal microscope (Leica TCS SP8) equipped with a 63X/1.4-NA oil-immersion objective (Leica
Apochromat × 100/1.4 W) was used for image acquisition. The 3D cell images were recorded in LAS X
3.5.7 using Photomultiplier Tube detectors, resulting in a pixel size of 0.232 µm and Z-interval of 0.29
µm. We collected 70 z slices of target fluorescence dye (cytoplasm, mitochondria or nuclei) and brightfield
signal using a 400 Hz scan speed. For each field of view, we imaged an area of 56,644 µm2, which took
approximately 3 min for the brightfield and the fluorescence channels.
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4.3 Training and application of a U-Net convolutional neural network to
predict subcellular organization

Stacks of 70 brightfield and fluorescence 16-bit images were processed into “.ome.tif” files containing
NumPy arrays. We trained a previously developed label-free U-Net convolutional neural network [16], on
these 3D images containing the nuclei or mitochondria of NCI-N87 to calculate the spatial coordinates of
nucleus and mitochondria in each imaged cell. All models were trained using number of batches=8 for
3D patches of 128 x 128 x 32p3(XYZ) , the Adam optimizer with a learning rate of 0.001 and with beta
�1 and �2 of 0.9 and 0.999 respectively for 150,000 minibatch iterations. The model training pipeline was
implemented in Python using PyTorch on a Nvidia DGX A100 Tesla V100.

The trained model was applied to 3D brightfield live-cell imaging of NCI-N87 cells for nine hours at a
three hour interval, acquiring a total of four images. Image acquisition was performed as described above
(Methods 4.2). The nuclei and mitochondria predicted by the trained model were segmented using Cellpose
[27] – a generalist model that segments cells from a wide range of image types including 2D and 3D images.
Cellpose is based on a U-Net architecture with residual blocks. In 3D cell segmentation, testing of the
fine-tuned pretrained Cellpose model (i.e., cytotorch 2) was completed where a gradient was generated
for xy, yz, xz slices, independently. Then the gradient was averaged to obtain the final prediction. This
approach allows testing 3D images on a 2D based deep learning model.

4.4 Correcting Nuclei Segmentation

We correct segmentation by merging IDs belonging to the same cell using 3D imaging data. We read
the center coordinates of cells from a CSV file and scale the z-coordinates according to the specified Z-
stack distance. Using DBSCAN clustering on the x, y, and z coordinates, we identify clusters of points
representing individual cells, filtering out noise.

For each identified cell cluster, the function gathers coordinates associated with the new cell from the
original segmentation files. If a cell does not have su�cient z-stack representation, it is excluded. The
function then calculates the centroids of the newly identified cells.

4.5 Assigning mitochondria and cytoplasm to nuclei

We assign mitochondrial and cytoplasmic compartments to nuclei based on 3D imaging data. For each
organelle (mitochondria, cytoplasm), the function reads the corresponding TIF image, identifies pixels with
intensity above the 90th percentile, and records their coordinates and signal values. Nucleus coordinate
files are then loaded and associated with their respective cells.

For each nucleus, we expand the bounding box around it, identify organelle pixels within this expanded
region, and assign these pixels to the nucleus. DBSCAN clustering is performed on the combined coordi-
nates (nucleus, mitochondria, and cytoplasm) for each cell. The cluster containing the nucleus is identified
and organelle pixels in this cluster are assigned to the corresponding cell. We correct for doubly assigned
coordinates by removing ambiguous assignments. This method ensures accurate spatial assignment of
mitochondrial and cytoplasmic compartments to individual nuclei for further analysis.

4.6 Cell Statistics Calculation

Statistics are calculated for each cell based on its segmented coordinates and signal intensities. Statistics
related to nucleus shape and size are computed, including area, volume, fractal dimension, rugosity, and
height range. Next, organelle-specific statistics are computed. For each signal type (e.g., mitochondria,
cytoplasm), we iterate through unique organelles within the cell and computes statistics related to shape,
size, and spatial relationships, including area, volume, convexity, packing, sphericity, and distance to other
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organelles, as well as intensity-based features (mean, median, maximum, and minimum intensity values).
R packages ‘geometry‘, ‘habtools‘ and ‘misc3d‘ are used to calculate these statistics.

Additional statistics calculated include average pixels per mitochondria, pixel density per volume for
each organelle, and ratios between organelle volumes.

4.7 Pseudotime Inference

Cell features derived from either i) FUCCI or from ii) label-free imaging are used on multiple fields of
view to infer pseudotime. For both i) and ii), each feature vector is divided by its median across all cells
and log-transformed prior to inference. Trajectory inference is conducted using the Angle method, while
employing principal component analysis (PCA) for dimensionality reduction. To evaluate potential batch
e↵ects, pseudotime inference is performed on all fields of view combined as well as on each field of view
separately.

4.8 Taining an SVM to classify cells to cell cycle phases

We perform cell cycle phase classification using Support Vector Machine (SVM) and evaluate the model’s
performance as follows. An SVM with a radial basis kernel is trained using cell features derived from label
free imaging as input, and the four cell cycle classes (inferred from FUCCI imaging) as labels. This trained
SVM model is subsequently used to predict cell cycle phases on test data from di↵erent cells across all
available fields of view.

4.9 Quantification of pathway activity from gene expression

Gene set variation analysis (GSVA) is performed to compute the activities of 1,119 pathways from the
REACTOME database [45], based on single-cell RNA sequencing (scRNA-seq) of 738 NCI-N87 cells. R-
function “gsva” was used from the R-package GSVA.

4.10 Assigning sequenced to imaged cells based on pseudotime

This segment aims to co-cluster image and sequencing statistics for further analysis. Pseudotimes in-
ferred from sequencing (P-seq) and from imaging (P-img) are combined into a one-dimensional vector
and a density-based clustering algorithm (DBSCAN) is applied to the combined vector (R-function ‘db-
scan::dbscan‘ is used with eps = 0.001 and minPts = 2). Clusters that consist solely of one data type
(either ”P-seq” or ”P-img”) and noise are filtered out.

For each remaining cluster we calculate two averages: the average pathway activity profile across all
sequenced cell members of that cluster and the average organelle feature profile across all imaged cell
members of that cluster. Subsequently, Pearson correlation coe�cients between all possible feature-pairs
are calculated.
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