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Life sciences study design
All studies must disclose on these points even when the disclosure is negative.
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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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In this study autopsy samples of patients who died of COVID-19 during the pandemic were analyzed, therefore a sample size calculation
could not be performed. At the time point the study was conducted we included all samples that were available and fullfilled our criteria. The
sample siize seemed to be sufficient as previous studies conducted on COVID-19 reached statistical significance even with lower sample
numbers (e.g. N Engl J Med. 2020, Ackermann et al.; (n=14)). We included specimens of 21 patients who died of COVID-19 with positive PCR-
test of SARS-CoV2 from post mortem nasopharyngeal swabs. For comparison archived specimens of 10 (age-matched) patients who died of
influenca were choosen. Our statistical tests reached significance.

No data were excluded.

For histological and immunohistochemical analysis ten regions of interest were choosen and data was evaluated by two independent
experienced pathologists. Exact numbers of samples are given in the figure legends. All attempts at replication were successful.

Two experimental groups were compared: patients who died of COVID-19 compared to patients who died of influenza

Investigators were blinded to the two different groups.

CYB11B2, Proteintech, rabbit polyclonal, Cat No. 20968-1; CYB5A, ATLAS, rabbit polyclonal, Cat No. HPA058547; Cleaved Caspase 3,
Cell signaling technologies, (5A1E), Cat. No. 9664; ACE2, abcam, EPR4435, Cat. No. ab108252; TMPSSR2, Bio SB, BSB-136, Cat No.
BSB-3703-05; CD8, Medac, C8/144B, Cat. No. 108M-94; CD4, Medac, EP204, Cat. No. 104R-25; CD34, DAKO, QBEnd, Cat.No.
GA63261-2; SF-1, Santa Cruz, A-1, Cat. No. sc-393592; CD68, DAKO, PGM-1, Cat. No. GA61361-2, SARS-Cov-2-s antibody, Genetex,
1A9, GTX632604, SARS-CoV-2- n antibody, cell signalling technologies, Cat. No. 33336, alpha-tubulin, Sigma Aldrich, B-5-1-2, Cat.No.
T6074, Il-6, cell signaling technologies, D3K2N, Cat.No.12153

Before usage for all antibodies an isotype and system control was completed . An adequate negative and positive control was carried
along for each staining procedure. Immunohistochemistry for CYB11B2 was tested by the company for human adreanl kidney and
liver we used human adrenal tissue (positive) with surroundimg adipose tissue (negative) as control. CYB5A was validated by the
company in 44 normal tissues and cancers, we used human adrenal tissue (positive) with surrounding adipose tissue (negative) as
control. Cleaved Caspase 3 was validated by CST adapting Uhlen et al. (Nature Methods 2016), as positive and negative control
human tonsil was used. ACE2 was validated by abcam with knockout, as positive control human kidney was used. TMPSSR2 was
validated by the company with human lung tissue, we used human kidney as positive control. CD8 and CD4 were validated by medac,
for further validation we used human tonsil as control. CD34 was validated by different international laboratories according to DAKO ,
we used tonsil as control tissue. SF-1 was validated by the company with human adrenal tissue, we used human adrenal tissue as
control. CD68 was validated by DAKO through collaboration with leading international pathology experts, we used human tonsil as
control. SARS-CoV-2 antibody was validated on SARS-CoV-2 infected and non-infected CaCo2 cells that were processed to FFPE
blocks. Cell blocks were further used as positive and negative control. Alpha-tubulin was validated by the company for western blot
analysis and immunohistochemistry as well as ELISA and immunoprecipitation. Il-6 antibody was validated by the company CST
adapting Uhlen et al. (Nature Methods 2016).

Caco-2 (ATCC; HTB-37); SW13 (ATCC; CCL-105); HAC15 (ATCC; CRL-3301), Vero E6 (ATCC; C1008)




