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n/a Confirmed
The exact sample size (n) for each experimental group/condition, given as a discrete number and unit of measurement
A statement on whether measurements were taken from distinct samples or whether the same sample was measured repeatedly
The statistical test(s) used AND whether they are one- or two-sided
Only common tests should be described solely by name; describe more complex techniques in the Methods section.

A description of all covariates tested
A description of any assumptions or corrections, such as tests of normality and adjustment for multiple comparisons
A full description of the statistical parameters including central tendency (e.g. means) or other basic estimates (e.g. regression coefficient)
AND variation (e.g. standard deviation) or associated estimates of uncertainty (e.g. confidence intervals)
For null hypothesis testing, the test statistic (e.g. F, t, r) with confidence intervals, effect sizes, degrees of freedom and P value noted
Give P values as exact values whenever suitable.

For Bayesian analysis, information on the choice of priors and Markov chain Monte Carlo settings
For hierarchical and complex designs, identification of the appropriate level for tests and full reporting of outcomes
Estimates of effect sizes (e.g. Cohen's d, Pearson's r), indicating how they were calculated
Our web collection on statistics for biologists contains articles on many of the points above.

Software and code
Policy information about availability of computer code
Data collection

Real time PCR data was collected using StepOne software (version 2.2.2). Immunofluorescence data was collected using LAS X software
(version 3.5.2.18963).

Data analysis

Immunofluorescence data was analysed using Fiji (version 2.0.0-rc-69/1.52p). Graphs and statistical analyses were done in GraphPad
Prism (version 8.4.2).

For manuscripts utilizing custom algorithms or software that are central to the research but not yet described in published literature, software must be made available to editors/reviewers.
We strongly encourage code deposition in a community repository (e.g. GitHub). See the Nature Research guidelines for submitting code & software for further information.

Data
Policy information about availability of data
All manuscripts must include a data availability statement. This statement should provide the following information, where applicable:
- Accession codes, unique identifiers, or web links for publicly available datasets
- A list of figures that have associated raw data
- A description of any restrictions on data availability
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All relevant data are available from the authors, with the exception of individual sequencing results that could lead to loss of anonymity for patients who donated
their embryos, and the codes utilized for chromosome copy number analysis, which were performed by the Foundation for Embryonic Competence (FEC), a not-forprofit entity that owns the intellectual property for genome amplification methodology and related analytical code. The source data underlying Figs 1, 2, 4, 5 and 6
and Supplementary Figs 1, 2, 3, 4, 5, 8 and 9 are provided as a Source Data file.
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Life sciences study design
All studies must disclose on these points even when the disclosure is negative.
Sample size

No sample-size calculation was performed. Sample size was determined based on previous experimental evidence. For example: Bolton et al,
Nature Communications, 2016 and Shahbazi et al, Nature, 2017.

Data exclusions

26 embryos were excluded from the analysis as they did not hatch.

Replication

All findings have been replicated. To ensure replication we have used embryos from multiple different patients across different independent
experiments. Embryo cell numbers were manually calculated by two independent researchers. Experiments with human TSCs were
independently performed by two different researchers. The exact number of independent experiments is indicated in figure legends.

Randomization

Group allocation was based on the embryo karyotype.

Blinding

Investigators were not blinded to group allocation as in several cases the karyotype could be distinguished based on embryo morphology.
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Antibodies
Primary antibodies: mouse monoclonal anti-E-CADHERIN antibody (610182, BD Biosciences, clone 36, 1/100), goat polyclonal
anti-GATA3 antibody (AF2605, R&D Systems, 1/200 dilution), goat polyclonal anti-GATA6 antibody (AF1700, R&D Systems, 1/200
dilution), rat monoclonal anti-GFP antibody (GF090R, clone GF090R, Nacalai USA, 1/1,000 dilution), mouse monoclonal anti-HLAG (ab7759, clone MEM-G/1, 1/200 dilution), goat polyclonal anti-NANOG antibody (AF1997, R&D Systems, 1/200 dilution),
mouse monoclonal anti-OCT3/4 antibody (sc-5279, Santa Cruz Biotechnology, clone C-10, 1/200 dilution), rabbit polyclonal antiPhospho-HISTONE H3 antibody (9701, Cell Signaling Technology, 1/200), mouse monoclonal anti-PODOCALYXIN antibody
(MAB1658, R&D, clone 222328, 1/500 dilution), and rabbit monoclonal anti-SYNDECAN-1 (ab128936, clone EPR6454, Abcam,
dilution 1/100). Secondary antibodies: donkey anti-mouse AlexaFluor®568 (A10037, Thermo Fisher Scientific), donkey anti-rabbit
AlexaFluor®647 (A31573, Thermo Fisher Scientific), and donkey anti-goat AlexaFluor®488 (A11055, Thermo Fisher Scientific).

Validation

All the antibodies used in this study have been previously used by multiple other groups in different publications.
- Mouse monoclonal anti-E-CADHERIN antibody (610182, BD Biosciences): Website states human, mouse, rat and dog reactivity;
western blot, immunoprecipitation, immunofluorescence, and immunohistochemistry applications. Citation: Osumi D, et al. Core
fucosylation of E-cadherin enhances cell-cell adhesion in human colon carcinoma WiDr cells. Cancer Science 100, 2009. DOI:
10.1111/j.1349-7006.2009.01125.x.
- Goat polyclonal anti-GATA3 antibody (AF2605, R&D Systems): Website states human and mouse reactivity; western blot,
immunohistochemistry, and immunoflourescence applications. Citation: Phipson B, et al. Evaluation of Variability in Human
Kidney Organoids. Nature Methods 16, 2019. DOI: 10.1038/s41592-018-0253-2.
- Goat polyclonal anti-GATA6 antibody (AF1700, R&D Systems): Website states human reactivity; western blot,
immunohistochemistry, chromatin immunoprecipitation and immunoflourescence applications. Citation: Shahbazi MN, et al.
Pluripotent state transitions coordinate morphogenesis in mouse and human embryos. Nature 552, 2017. DOI: 10.1038/
nature24675.
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