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Human research participants
Policy information about studies involving human research participants and Sex and Gender in Research. 

Reporting on sex and gender

Population characteristics

Recruitment

Ethics oversight

Note that full information on the approval of the study protocol must also be provided in the manuscript.

Field-specific reporting
Please select the one below that is the best fit for your research. If you are not sure, read the appropriate sections before making your selection.

Life sciences Behavioural & social sciences Ecological, evolutionary & environmental sciences

For a reference copy of the document with all sections, see nature.com/documents/nr-reporting-summary-flat.pdf

Life sciences study design
All studies must disclose on these points even when the disclosure is negative.

Sample size

Data exclusions

Replication

Randomization

Blinding

Reporting for specific materials, systems and methods
We require information from authors about some types of materials, experimental systems and methods used in many studies. Here, indicate whether each material,
system or method listed is relevant to your study. If you are not sure if a list item applies to your research, read the appropriate section before selecting a response.

Materials & experimental systems

n/a Involved in the study

Antibodies

Eukaryotic cell lines

Palaeontology and archaeology

Animals and other organisms

Clinical data

Dual use research of concern

Methods

n/a Involved in the study

ChIP-seq

Flow cytometry

MRI-based neuroimaging

n/a

n/a

n/a

n/a

Pilot studied determined that the 24+ hour time point for neuronal infection required low MOIs (and infection rates). Low infection rates
leads to high variability, which was addressed by analyzing high numbers of neurons (750-1000). For other experiments (Irga6+ or GFP+
neuron rates of infection), we chose the sample size using what was feasible while still ensuring we were sampling relatively large number
(100-200 events).

No data were excluded from the analysis presented in the study

At least three independent biological replicates were performed for every experiment except for experiments in human neurons. In these
experiments, consistent with what is standard in this field, we used two-independent differentiations with 2 technical replicates for each
differentiation. For the whole neuron reconstructions, we consider each mouse a "replicate". No replicates failed.

Randomization is incredibly important for clinical trials where each human is unique. Given that we were primarily working in cell culture, it's
difficult to imagine how one truly "randomizes" the wells while still maintaining good data integrity.

For all imaging analysis (relevant to Fig 1D; 2A-C, F, H; 3B, D, F, H; 4A, B, D; 6B, D; Supp Figs 2B, 3B) the investigator was blinded to group
allocation during data collection. Once all data were collected, the investigator was unblinded to run statistical tests. Blinding was not done for
Q-PCR or western blots- I will have to think about how we would do that. For neuron reconstructions, there is no way to blind the investigator
since she is constructing a neuron and then determining whether or not she sees parasites within that neuron.
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Antibodies
Antibodies used

Validation

Eukaryotic cell lines
Policy information about cell lines and Sex and Gender in Research

Cell line source(s)

Authentication

Mycoplasma contamination

Commonly misidentified lines
(See ICLAC register)

Animals and other research organisms
Policy information about studies involving animals; ARRIVE guidelines recommended for reporting animal research, and Sex and Gender in
Research

Laboratory animals

Wild animals

The following primary antibodies were used in the study: mouse anti-tubulin beta III isoform (Tuj1),clone TU20 (MAB1637, Millipore,
1:1000); rabbit anti- 3-Tubulin, D71G9 (similar to Tuj1) (5568S, CST, 1:1000); mouse anti-NeuN clone A60 (MAB377, Millipore,
1:1000); rabbit anti-Glial Fibrillary Acidic protein (GFAP) (Z0334, DAKO, 1:500); rabbit anti S100 (Z0311, DAKO, 1:500); rabbit anti-
ALDH1L1 (Ab87117, Abcam, 1:500); chicken anti-Iba1 (Ab 139590, Abcam, 1:500), rabbit anti-STAT1 (Ab47425, Abcam; 1:500);
mouse anti-pSTAT1 pY701 clone14/p-STAT1 (612132, BD Biosciences, 1:250); rabbit anti-pSTAT1 Tyr701, Clone 58D6 (9167, CST,
1:200); mouse anti-SAG1 DG52 (gift John Boothroyd, 1:10,000); mouse anti-SRS-9 (gift John Boothroyd, 1:10,000); mouse anti-Irga6
(1:1500), mouse anti-Irgb6 (1:250) (gift Jonathan Howard); rabbit ant-HA C29F4 (3724S, CST, 1:500); mouse anti-ROP2/4 (1:1000, gift
John Boothroyd); DAPI (D3571, Thermo Fisher, 1:1000); Hoechst 33342 Trihydrochloride, Trihydrate (H3570, Thermo Fisher, 1:1000).

anti-SAG1 (ms) : Burg et al J Immunology 1988

anti-SRS-9 (ms): Kim, S. K., and J. C. Boothroyd.2005. Stage-specific expression of surface antigens by Toxoplasma gondii as a
mechanism to facilitate parasite persistence. J. Immunol.174:8038-8048.

anti-Irga6 (ms): Khaminets, A. et al. Coordinated loading of IRG resistance GTPases on to the Toxoplasma gondii parasitophorous
vacuole. Cell. Microbiol. 12, 939–961 (2010).

anti-Irgb6 (ms): Khaminets, A. et al. Coordinated loading of IRG resistance GTPases on to the Toxoplasma gondii parasitophorous
vacuole. Cell. Microbiol. 12, 939–961 (2010).

anti-ROP2/4 (ms): Sadak A et al Molecular and Biochemical Parasitology 1988

anti-tubulin beta III isoform (ms): Choi et al. Validated for western blot and IFA: In vivo reprogrammed pluripotent stem cells from
teratomas share analogous properties with their in vitro counterparts. Scientific reports 5 13559 2015.

rabbit anti- 3-Tubulin (rb): Validated for western blot and IFA: Yaoming Wang et al. 3K3A-activated protein C stimulates
postischemic neuronal repair by human neural stem cells in mice. Nat Med 2016

anti-NeuN (ms): validated for IFA. Sharaf et al. Localization of reelin signaling pathway components in murine midbrain and striatum.
Cell and Tissue reasearch 359 393-407 (2015).

anti-GFAP (rb): Validated for IFA. Griffin and Sheehan et al. REV-ERB mediates complement expression and diurnal regulation of
microglial synaptic phagocytosis. eLife 2020.

anti-S100 (rb): Validated for IFA. Murru et al. Astrocyte-specific deletion of the mitochondrial m-AAA protease reveals glial
contribution to neurodegeneration. Glia 2019.

anti-ALDH1L1 (rb): Validated for IFA. Caramello et al. Dentate gyrus development requires a cortical hem-derived astrocytic scaffold.
eLife 2021.

anti-Iba1 (chk): Validated for IFA. Hubbs et al. Accumulation of Ubiquitin and Sequestosome-1 Implicate Protein Damage in Diacetyl-
Induced Cytotoxicity.The American Journal of Pathology 2016.

anti-STAT1 (rb): Validated for western and IFA. Farini et al. Defective dystrophic thymus determines degenerative changes in skeletal
muscle. Nat Commun 2021.

anti-pSTAT1 (ms): Validated for western blot. Kirchmeyer et al. Systematic Transcriptional Profiling of Responses to STAT1- and
STAT3-Activating Cytokines in Different Cancer Types. Journal of Molecular Biology 2020.

anti-pSTAT1 (rb): Validated for IFA. Pandey et al. CXCL10/CXCR3 signaling contributes to an inflammatory microenvironment and its
blockade enhances progression of murine pancreatic precancerous lesions. eLife 2021.

anti-HA (rb): Validated for IFA. Bosso et al. Nuclear PYHIN proteins target the host transcription factor Sp1 thereby restricting HIV-1 in
human macrophages and CD4+ T cells. PLoS Pathogens 2020.

Human foreskin fibroblasts (HFFs, gift of John Boothroyd)

Neuroprogenitors stem cells generated fromWiCell WA07 are purchased from the University of Arizona Induced Pluripotent
Stem Cell Core. The UA iPSC core obtained the WiCell WA07 line fromWiCell Research Institute.

T. gondii: All T. gondii strains are described in Koshy, A. A. et al. Toxoplasma co-opts host cells it does not invade. PLoS
Pathog. 8, e1002825 (2012) or Cabral, C. M. et al. Neurons are the Primary Target Cell for the Brain-Tropic Intracellular
Parasite Toxoplasma gondii. PLoS Pathog. 12, e1005447 (2016) except for the new Gra-Cre strain which is described in this
paper.

n/a

All cell lines and parasites are tested every month for mycoplasma contamination

n/a

Cre reporter mice (Madisen et al., 2010) (#007906) were originally purchased from Jackson Laboratories. Breeding pairs of Irgm1/
m3-/- (Irgm1/3 KO) mice (Collazo et al., 2001) were generously provided by Greg Taylor (Duke University, Durham, NC).

no wild animals were used in this study




