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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.
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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.
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Methods

n/a Involved in the study

ChIP-seq

Flow cytometry

MRI-based neuroimaging

Antibodies
Antibodies used

deposited in the Gene Expression Omnibus (GEO) under accession code GSE217268 [https://www.ncbi.nlm.nih.gov/geo/query/acc.cgi?acc=GSE217268]. Source
data are provided with this paper.

Sample size for each experiment is indicated in the legend. For animal experiments (ADAM10 inhibitor) statistical tests were used to pre-
determine sample size, or sample size was chosen based on animal availability (ADAM10 WT / KO). For cell culture and biochemical
experiments no statistical tests were used to pre-determine sample size, but sample size was

chosen based on previous experiments and comparable studies in literature, which is most optimal to generate statistically significant results.
For adequate power, we generally chose a sample size of n = 3–6.

To ensure comparability throughout the study, mice were excluded only if successful LAD-ligation could not be determined by
echocardiography and histology.

Sample size and number of experimental replicates are displayed in the figure captions.

Mice were assigned randomly to the experimental groups. For experiments other than those involving mice, samples were randomly allocated
into experimental groups.

Surgery, treatment and echocardiography were performed in a blinded fashion.

Antibody/ Supplier / catalog # / clone/ lot #:

ADAM8 Polyclonal Antibody rabbit/ Proteintech/ 23778-1-AP

Recombinant Anti-ADAM10 Antibody rabbit/ Abcam/ ab124695/ EPR5622/ GR3380698-1

Anti-ADAM10 Antibody rabbit/ Millipore/ AB19026/ 2382103

ADAM12 Polyclonal antibody rabbit/ Proteintech/ 14139-1-AP

ADAM17 Polyclonal antibody rabbit/ Proteintech/ 24620-1-AP

ADAM19 Antibody rabbit/ Novus biologicals/ NBP1-69364/ QC19590-42849

Purified Rat Anti-Mouse CD31/ BD Biosciences/ 550274/ MEC 13.3 (RUO)/ 9259767

Purified Mouse Anti-Human CD45/ BD Biosciences/ 555480/ HI30 (RUO)/ 2039584

Mouse CXCL16 Antibody/ R&D Systems/ MAB503/ Clone # 142417/ FHY022010C

Mouse CX3CL1/Fractalkine Chemokine Domain Antibody/ R&D Systems/ AF472/ / CKQ0821011

FAS-L (C-20)/ Santa Cruz/ sc-957/ C-20/ E1708

GAPDH mouse/ Santa Cruz/ sc-365062/ G-9/ I2320

IL-1# (3A6) Mouse mAb/ Cell Signaling/ #12242/ 3A6/ 1/Ref 10/2019
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Validation

Purified Mouse Anti-N-Cadherin/ BD Biosciences/ 610921/ 32/N-Cadherin/ 4114645

Anti-activated Notch1 antibody/ Abcam/ ab8925/ /GR218543-26

TNF-" (D2D4) XP® Rabbit mAb/ Cell Signaling/ #11948/ D2D4/ 7

Anti-Cardiac Troponin I (cTnI) Antibody mouse/ Millipore/ MAB3150/ clone 284/ NG1866953

Anti-Cardiac Troponin T (cTnT) antibody/ Abcam/ ab8295/ 1C11/ 3322222-1

Purified Mouse Anti-Vimentin/ BD Biosciences/ BD550513/ RV202 (RUO)/ 1274497

TruStain FcX™ PLUS (anti-mouse CD16/32) Antibody / Biolegend/ 156604/ S17011E/ B330293

Brilliant Violet 711™ anti-mouse CD45 Antibody/ Biolegend/ 103147/ 30-F11/ B339309

APC/Cyanine7 anti-mouse Ly-6G Antibody/ BioLegend/ 127624/ 1A8/ B339475

CD11b Monoclonal Antibody (M1/70), PE, eBioscience™/ invitrogen Thermo Fisher /12-0112-82/ M1_70/ 2296701

FITC Rat Anti-Mouse Ly-6C/ BD Biosciences/ 553104/ AL-21/ 1172671

Alexa Fluor® 647 Rat Anti-Mouse Siglec-F/ BD Bioscience/ 562680 /E50-2440/ 1179948

F4/80 Monoclonal Antibody (BM8), PE-Cyanine7, eBioscience™ / invitrogen _ Thermo Fisher/ 25-4801-82/ BM8/ 2338684

TruStain FcX™ PLUS (anti-mouse CD16/32) Antibody / Biolegend/ 156604/ S17011E/ B330293

Brilliant Violet 711™ anti-mouse CD45 Antibody/ Biolegend/ 103147/ 30-F11/ B339309

APC/Cyanine7 anti-mouse Ly-6G Antibody/ BioLegend/ 127624/ 1A8/ B339475

CD11b Monoclonal Antibody (M1/70), PE, eBioscience™/ invitrogen Thermo Fisher /12-0112-82/ M1_70/ 2296701

FITC Rat Anti-Mouse Ly-6C/ BD Biosciences/ 553104/ AL-21/ 1172671

Alexa Fluor® 647 Rat Anti-Mouse Siglec-F/ BD Bioscience/ 562680 /E50-2440/ 1179948

F4/80 Monoclonal Antibody (BM8), PE-Cyanine7, eBioscience™ / invitrogen _ Thermo Fisher/ 25-4801-82/ BM8/ 2338684

Alexa Fluor 488-coupled goat anti-rabbit / ThermoFisher Scientific / A11008 / / 2284595

Alexa Fluor 546-couppled goat anti-mouse / ThermoFisher Scientific / A-11003 / / 2273717

CF 594-coupled goat anti-rat / Sigma-Aldrich / SAB4600111 / / 10C0208

Validation statements available from manufacturers (antibody /supplier name/ catalog# / validation statement):

ADAM8 Polyclonal antibody rabbit/ Proteintech/ 23778-1-AP/ https://www.ptglab.com/products/ADAM8-Antibody-23778-1-AP.htm

Recombinant Anti-ADAM10 antibody rabbit/ Abcam/ ab124695/ https://www.abcam.com/adam10-antibody-epr5622-
ab124695.html

Anti-ADAM10 Antibody rabbit/ Millipore/ AB19026/ https://www.merckmillipore.com/DE/de/product/Anti-ADAM-10-Antibody-
CT,MM_NF-AB19026?ReferrerURL=https%3A%2F%2Fwww.google.com%2F

ADAM12 Polyclonal antibody rabbit/ Proteintech/ 14139-1-AP/ https://www.ptglab.com/products/ADAM12-Antibody-14139-1-
AP.htm

ADAM17 Polyclonal antibody rabbit/ Proteintech/ 24620-1-AP/ https://www.ptglab.com/products/ADAM17-Antibody-24620-1-
AP.htm

ADAM19 Antibody rabbit/ Novus biologicals/ NBP1-69364/ https://www.novusbio.com/products/adam19-antibody_nbp1-69364

Purified Rat Anti-Mouse CD31/ BD Biosciences/ 550274/ https://www.bdbiosciences.com/en-ca/products/reagents/flow-cytometry-
reagents/research-reagents/single-color-antibodies-ruo/purified-rat-anti-mouse-cd31.550274

Purified Mouse Anti-Human CD45/ BD Biosciences/ 555480/ https://www.bdbiosciences.com/en-us/products/reagents/flow-
cytometry-reagents/research-reagents/single-color-antibodies-ruo/purified-mouse-anti-human-cd45.555480

Mouse CXCL16 Antibody/ R&D Systems/ MAB503/ https://www.rndsystems.com/products/mouse-cxcl16-antibody-142417_mab503

Mouse CX3CL1/Fractalkine Chemokine Domain Antibody/ R&D Systems/ AF472/ https://www.rndsystems.com/products/mouse-
cx3cl1-fractalkine-chemokine-domain-antibody_af472

FAS-L (C-20)/ Santa Cruz/ sc-957/ https://www.scbt.com/de/p/fas-l-antibody-c-20

GAPDH Antikörper mouse/ Santa Cruz/ SC-365062/ https://www.scbt.com/de/p/gapdh-antibody-g-9

IL-1# (3A6) Mouse mAb/ Cell Signaling/ #12242/ https://www.cellsignal.com/products/primary-antibodies/il-1b-3a6-mouse-
mab/12242

Purified Mouse Anti-N-Cadherin/ BD Biosciences/ 610921/ https://www.bdbiosciences.com/en-us/products/reagents/microscopy-
imaging-reagents/immunofluorescence-reagents/purified-mouse-anti-n-cadherin.610921

Anti-activated Notch1 antibody/ Abcam/ ab8925/ https://www.abcam.com/activated-notch1-antibody-ab8925.html

TNF-" (D2D4) XP® Rabbit mAb/ Cell Signaling/ #11948/ https://www.cellsignal.com/products/primary-antibodies/tnf-a-d2d4-xp-
rabbit-mab-mouse-specific/11948

Anti-Cardiac Troponin I Antibody mouse/ Millipore/ MAB3150/ https://www.merckmillipore.com/DE/de/product/Anti-Cardiac-
Troponin-I-a.a.-41-49-clone-284-19C7-1mg-KC,MM_NF-MAB3150-KC

Anti-Cardiac Troponin T antibody/ Abcam/ ab8295/ 1C11/ https://www.abcam.com/cardiac-Troponin-T-antibody-1C11-ab8295.html
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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.

Purified Mouse Anti-Vimentin/ BD Biosciences/ 550513/ https://www.bdbiosciences.com/en-de/products/reagents/microscopy-
imaging-reagents/purified-mouse-anti-vimentin.550513

TruStain FcX™ PLUS (anti-mouse CD16/32) Antibody/ Biolegend/ 156604/ https://www.biolegend.com/it-it/products/trustain-fcx-
plus-anti-mouse-cd16-32-antibody-17085?
pdf=true&displayInline=true&leftRightMargin=15&topBottomMargin=15&filename=TruStain%20FcX%E2%84%A2%20PLUS%20(anti-
mouse%20CD16/32)%20Antibody.pdf

Brilliant Violet 711™ anti-mouse CD45 Antibody/ Biolegend/ 103147/ https://www.biolegend.com/it-it/products/brilliant-violet-711-
anti-mouse-cd45-antibody-10439?pdf=true&displayInline=true&leftRightMargin=15&topBottomMargin=15&filename=Brilliant%
20Violet%20711%E2%84%A2%20anti-mouse%20CD45%20Antibody.pdf

APC/Cyanine7 anti-mouse Ly-6G Antibody/ BioLegend/ 127624/ https://www.biolegend.com/it-it/products/apc-cyanine7-anti-
mouse-ly-6g-antibody-6755?pdf=true&displayInline=true&leftRightMargin=15&topBottomMargin=15&filename=APC/Cyanine7%
20anti-mouse%20Ly-6G%20Antibody.pdf

CD11b Monoclonal Antibody (M1/70), PE, eBioscience™/ invitrogen _Thermo Fisher/ 12-0112-82/ https://www.thermofisher.com/
order/genome-database/dataSheetPdf?
producttype=antibody&productsubtype=antibody_primary&productId=12-0112-82&version=237

FITC Rat Anti-Mouse Ly-6C/ BD Biosciences/ 553104/ https://www.bdbiosciences.com/content/bdb/paths/generate-tds-
document.ca.553104.pdf

Alexa Fluor® 647 Rat Anti-Mouse Siglec-F/ BD Bioscience/ 562680/ https://www.bdbiosciences.com/content/bdb/paths/generate-
tds-document.ca.562680.pdf

F4/80 Monoclonal Antibody (BM8), PE-Cyanine7, eBioscience™ / invitrogen _ Thermo Fisher/ 25-4801-82/ https://
www.thermofisher.com/order/genome-database/dataSheetPdf?
producttype=antibody&productsubtype=antibody_primary&productId=25-4801-82&version=237

Alexa Fluor 488-coupled goat anti-rabbit / ThermoFisher Scientific / A11008 / https://www.thermofisher.com/antibody/product/
Goat-anti-Rabbit-IgG-H-L-Cross-Adsorbed-Secondary-Antibody-Polyclonal/A-11008

Alexa Fluor 546-couppled goat anti-mouse / ThermoFisher Scientific / A-11003 / https://www.thermofisher.com/antibody/product/
Goat-anti-Mouse-IgG-H-L-Cross-Adsorbed-Secondary-Antibody-Polyclonal/A-11003

CF 594-coupled goat anti-rat / Sigma-Aldrich / SAB4600111 / https://www.sigmaaldrich.com/DE/de/product/sigma/sab4600111

HL-1 (SCC065, Sigma); HVF (T4038, Applied Biological Materials Inc.); THP-1 (88081201, Sigma)

Cell lines used were not authenticated

All cell lines, primary cells, stem cells and iPSC-derived cardiomyocytes were routinely tested negative for mycoplasma

No cell line is listed by ICLAC

8-week-old female wild-type C57BL/6J (ADAM10 Inhibitor experiments); 8-12-week-old female and male ADAM10 wild-type or
knockout C57BL/6N (ADAM10 KO experiments)

None

None

Animal facilities and experiments were authorized by the Landesdirektion Dresden Germany, according to the German and Saxony
animal welfare regulations (No. TVV 54/2016, No. TVV16/2022) and comply with the ARRIVE guidelines and the guidelines from
Directive 2010/63/EU of the European Parliament on the protection of animals used for scientific purposes.




