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Antibodies
Antibodies used

Validation

No statistical method was used to predetermine sample size. We chose the numbers of mice to study based on our prior experience (PMID
34160349 for example) so as to provide sufficient power for statistical comparison.

Exclusions were based on loss or damage of samples during tissue processing. This only occurred for only one in the WT/ctrl group for the
experiment shown in Figure 5.

For all data presented in the manuscript, we examined at least three independent biological samples (three different mice) to ensure the

reproducibility. For each series of the experiments, all attempts at replication were successful.

The experiments were not randomized. Mice were allocated to particular groups (wild-type, Sp7 KO) based on results of PCR-genotyping
performed around two weeks after birth on an alternating basis. Covariates were controlled by considering multiple factors, such as
genotypes and general phenotypical data (i.e. body weight). On principle, we did not observe any particular difference among groups.

Data was blinded with respect to group allocation during histological, phalloidin staining, silver staining and TUNEL analysis.

Abcam

Rabbit anti-Sp7 (Cat# ab22552; RRID:AB_2194492), dilution 1:1000

Cell Signaling Technology

Rabbit anti-DYKDDDDK Tag (Cat# 2368; RRID:AB_2217020), dilution 1:1000

Rabbit anti-GAPDH (Cat# 2118; RRID:AB_561053), dilution 1:1000

Rabbit anti-!-tubulin (Cat# 2146; RRID:AB_2210545), dilution 1:2000

Rabbit anti-phospho-Erk1/2 (Cat #9101, RRID:AB_330744), dilution 1:2000

Rabbit anti-Erk1/2 (Cat #4695, RRID:AB_390779), dilution 1:1000

InvitrogenTM

Dynabeads™ M-280 Sheep anti-mouse IgG (Cat# 11201D)

Sigma Aldrich

Mouse anti-FLAG M2 (Cat# F1804), dilution 1:1000

More detailed information about these antibodies is available on these manufacturers’ websites. Specifically, all antibodies used have
been validated for mouse antigens.
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Eukaryotic cell lines
Policy information about cell lines

Cell line source(s)

Authentication

Mycoplasma contamination

Commonly misidentified lines
(See ICLAC register)

Animals and other organisms
Policy information about studies involving animals; ARRIVE guidelines recommended for reporting animal research

Laboratory animals

Wild animals

Field-collected samples

Ethics oversight

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

Human research participants
Policy information about studies involving human research participants

Population characteristics

Recruitment

Ethics oversight

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

ChIP-seq

Data deposition

Confirm that both raw and final processed data have been deposited in a public database such as GEO.

Confirm that you have deposited or provided access to graph files (e.g. BED files) for the called peaks.

Data access links
May remain private before publication.

Files in database submission

Genome browser session
(e.g. UCSC)

HEK293T from ATCC, MC3T3-E1 from ATCC, Ocy454 cells from PMID 25953900

Ocy454 cells were authenticated based upon robust sclerostin up-regulation following growth for >7 days at 37C. 293T and
MC3T3-E1 cells were not authenticated.

All lines tested negative for mycoplasma contamination

No commonly misidentified lines were used.

Dmp1-Cre transgenic mice (RRID: MGI:3784520) and Ai14 Cre-dependent tdTomato reporter (JAX007914) were intercrossed. Floxed
Sp7 mice were kindly provided by Dr. Benoit de Crombrugghe. Dmp1-Cre; tdTm+ mice were crossed with Sp7 fl/+ mice to generate
Sp7OcyKO (Dmp1-Cre; Sp7fl/fl; tdTm+) and control (Dmp1-Cre; Sp7+/+; tdTm+) mice. Genotypes were determined by PCR using
primers listed in table S8. All mouse strains were backcrossed to C57BL/6J for at least 4 generations. Both males and females were
included in this study. Mice were analyzed at 6-8 weeks of age.

no wild animals were used.

no field collected samples were used in the study.

All procedures involving animals were performed in accordance with guidelines issued by the Institutional Animal Care and Use
Committees (IACUC) in the Center for Comparative Medicine at the Massachusetts General Hospital and Harvard Medical School
under approved Animal Use Protocols (2019N000201).

No new human studies were performed as part of this manuscript. De-identified biopsy samples collected from previous
studies (PMID 29382611 and PMID 17968492) were analyzed ex vivo.

No new human subjects were recruited as part of this manuscript.

The Sydney Children's Hospital Network Human Research Ethics Committee (CCR2017/19) approved all studies regarding
subjects with Sp7 mutations, as described in PMID 29382611. The study protocol for collection of control subject samples
was approved by the ethics committee of the University of Sao Paulo (664/97), as detailed in detail in PMID 17968492.

https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE154719

Ocy454_Input_R1_001.fastq.gz

Ocy454_Input_R2_001.fastq.gz

Ocy454_Sp7_ChIPseq_R1_001.fastq.gz

Ocy454_Sp7_ChIPseq_R2_001.fastq.gz

Ocy454_Sp7_ChIPseq_narrow_peak.bed.gz

Ocy454_Sp7_ChIPseq_narrow_peak.bigwig

https://genome.ucsc.edu/cgi-bin/hgTracks?
db=mm9&lastVirtModeType=default&lastVirtModeExtraState=&virtModeType=default&virtMode=0&nonVirtPosition=&posi
tion=chr12%3A57795963%2D57815592&hgsid=929664579_sUg0sQFFkQBzLjgh5hr06jJyOEkW




