
Supplementary figure 1: Percentage of reads per cell mapped to the genome of M.musculus or T. gondii
(ME49). Dark color (blue) indicates mouse as species, light color (orange) indicates T. gondii (left panel).
Distribution of unique T. gondii specific molecules across infection conditions (strain and time point) in percent
per cell (right panel).

M. musculus T. gondii

Species

0

25

50

75

100

cell

S
pe
ci
es
sp
ec
ifi
c
tra
ns
cr
ip
ts
[%
]

Fr
ac
tio
n
of
T.
go
nd
ii
sp
ec
ifi
c
tra
ns
cr
ip
ts

0.00

0.25

0.50

0.75

1.00

LDM 12h LDM 3h PTG 12h PTG 3h
condition



0

25

50

75

100

M 1 M 2 M 3 M 4 M 5 M 6 M 7 M 8 M 9

ce
lls
of
or
ig
in
al
co
nd
iti
on
pe
rc
lu
st
er
[%
]

identity
control

LDM 12h

LDM 3h

LDM Lysate

LPS

PTG 12h

PTG 3h

PTG Lysate

19.51

13.82

8.94

18.69

20.32

6.5

12.2

38.88

5.55

55.55

6

28.44

1.7

28.44

13

0.9

3.44

23.27

13

20.37

3.7

7.4

26

4.54

9.09 100 100 10097.8

2.2

36.36

2.7

25

15.9

1.85

7.4

20.38

Supplementary figure 2: Distribution of original infection conditions across identified clusters in murine
data (M1-M9). For each cluster (M1-M9) the percentage of cells belonging to the original condition is shown in a
stacked barplot from 0 to 100%. Each color signifies a different condition depicted on the legend (right).
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Supplementary figure 3: Gene expression signature of identified BMDC subpopulations. Heatmap
depicting averaged gene expression profiles of cells identified as GM-DC and GM-Mac across murine clusters
M1-M9. Genes identified as markers for each cell type as well as CD surface marker genes are highlighted with
a black line. High expression is shown in yellow, while low expression is shown in dark purple.
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Supplementary figure 4: Cell cycle scoring
of BMDCs infected with T. gondii parasites.
UMAP projection of cells grouped by assigned
cell cycle phase using the CellCycleScoring
function in Seurat (methods).
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Supplementary figure 5: Expression profiles of selected genes encoding cell cycle regulation genes
(cyclins and kinases). a Density plot exhibiting expression values of gene expression for Ccnd2 (left), Ccne1
and Ccne2 encoding CyclinD2, CyclinE1 and CyclinE2 across murine clusters. Density distributions are colored
based on the cluster identity as seen in the legend (right). b Density plot exhibiting expression values of gene
expression for Cdk1 (left), Cdk2 (left middle), Cdk4 (right middle) and Cdk6 (right) encoding cyclin depending
kinases corresponding phosphorilating cyclins during cell cycle progression. Density distributions are colored
based on the cluster identity as seen in the legend (right).
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Supplementary figure 6: Co-expression network analysis of differentially expressed genes between
murine clusters M6 (PTG, 12 hpi) and M7 (LDM, 12 hpi). Correlation based co-expression analysis (see
methods for details) of marker genes of murine clusters M6 and M7. Each node represents a gene, with the
weight of each gene illustrated by the size of the node. The color of the node specifies the origin or species of
the marker gene, with M7 marker genes represented in turquoise and M6 marker genes in orange. Grey nodes
represent murine co-expressed genes while yellow nodes represent T. gondii co-expressed genes. The
directionality of the arrow indicates the direction of the correlation. The width of the arrow indicates the
correlation value with increasing width upon increasing values. Several connected nodes represent one
interaction cluster. Interaction clusters shown in figure 2b are highlighted with a turquoise and orange frame,
respectively.
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Supplementary figure 7: Correlated genes of extended T. gondii network 1 (ETGN1).
Visualization of Pearson correlation coefficients between genes in extended T. gondii ETGN 1.
Correlation values are shown in a gradient from most negative values in dark purple to most
positive values in yellow (light).
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Supplementary figure 8: Correlated genes of extended T. gondii network 2 (ETGN2).
Visualization of Pearson correlation coefficients between genes in extended T. gondii ETGN 2.
Correlation values are shown in a gradient from most negative values in dark purple to most
positive values in yellow (light).
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Supplementary figure 9: Effect of cell cycle regression on clustering of T. gondii parasites. UMAP
projection of cells grouped by assigned replication state of the parasite using a modified version of the
CellCycleScoring function in Seurat and known G1 and S/M transcription profiles of the parasite (methods)
before regression of the assigned cell cycle state (left panel). UMAP projection of cells grouped by assigned
replication state of the parasite using a modified version of the CellCycleScoring function in Seurat and known
G1 and S/M transcription profiles of the parasite (methods) after regression of the assigned cell cycle state
(right panel).



Supplementary figure 10: Differentially expressed genes between identified T. gondii clusters. Heatmap
depicting averaged gene expression of T. gondii marker genes of identified clusters. High expression is shown in
yellow, while low expression is shown in dark purple.
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Supplementary figure 11: Heatmap depicting differentially expressed T. gondii genes
grouped by T. gondii clusters (Tg1- Tg4) across host clusters exhibiting infection (M1-
M7). Cell type annotations of host clusters are indicated by turquoise (GM-DC) and purple
(GM-Mac). Averaged gene expression is shown in a color gradient from low expression (dark
purple) to high expression (yellow). The T. gondii clusters are represented in the colors
selected for each cluster
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Supplementary figure 12: Heatmap depicting differentially expressed T. gondii genes of
T. gondii cluster Tg5 across host clusters exhibiting infection (M1-M7). Cell type
annotations of host clusters are indicated by turquoise (GM-DC) and purple (GM-Mac).
Averaged gene expression is shown in a color gradient from low expression (dark purple) to
high expression (yellow). The T. gondii clusters are represented in the colors selected for each
cluster
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Supplementary figure 13: Co-expression network analysis for genes exhibiting
correlation with gene expression of other host and T. gondii genes. Input seed genes
shown to be essential under INF-stress (Wang et al., 2020) and present in our data are
shown in yellow. Correlating host genes are depicted as purple nodes while correlating T.
gondii genes are shown as gray nodes. The directionality of the arrow indicates the direction
of the interaction of a gene and its interactor and the width of the arrow indicates the strength
of the interaction. The red color of the edges indicate only positive interactions occur using
our settings and several connected nodes represent one interaction cluster. The two largest
co-expression clusters, depicted in main figure 5 are shown on a grey background.
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Supplementary figure 14: Color gating of FACS regions during sorting of infected T.
gondii BMDCS. a) Separated populations based on side scatter and GFP-fluorescence
showing infected BMDCs in red (R 20), GFP-expressing T. gondii parasites in green (R21)
and cells without positive Cd11b-antibody-staining in blue (R19). b) Cells were sorted based
on positive signals from Cd11b-antibody-staining and GFP (R18) representing T. gondii
infected BMDCs, while R17 represents uninfected BMDCs
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