


2

n
atu

re
p

o
rtfo

lio
|

rep
o

rtin
g

su
m

m
ary

M
a

rch
2021

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 description of any restrictions on data availability

- For clinical datasets or third party data, please ensure that the statement adheres to our policy
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The S-PrediXcan generated DEGs file for hyperlipidemia can be found at "https://s3.amazonaws.com/imlab-open/Data/MetaXcan/results/
metaxcan_results_database_v0.1.tar.gz" and for hypertension can be found at "https://uchicago.box.com/shared/static/vket4ickq7qt3sj8dy3mv8zsr1our3xd.gz".

All requests for SD data are reviewed by Vanderbilt University Medical Center to determine whether the request is subject to any intellectual property or
confidentiality obligations. Data are available through restricted access for approved studies and researchers who agree to conditions of use, such as but not limited
to securely storing data and only using it for approved purposes. Any such data and materials that are approved will be released via a Data Use Agreement. The
initial request can be sent to the corresponding author, and the applicants will be contacted within two weeks.

De-identified data are available on the researcher workbench of the All of Us Research Program located at https://workbench.researchallofus.org. Our All of Us
workspace can be shared to any All of Us researchers by contacting W-Q.W..

Links for databases and datasets used in this study:

iLINCS: http://www.ilincs.org/ilincs/

SIDER: http://sideeffects.embl.de/

DEB2: https://www.vumc.org/cpm/deb2

TWOSIDES: https://github.com/tatonetti-lab/nsides-release

DGIdb: https://www.dgidb.org/

MEDI-HPS: https://www.vumc.org/wei-lab/medi

All of Us: https://www.researchallofus.org/.

For clinical validation studies, all adult patients, between 18 and 90 years old, in both VUMC SD and NIH All of Us databases were included in
the study.

Data exclusion decisions were made prior to statistical analysis. All patients exposed to the drug repurposing candidates and biomarkers of
interests were included, except those patients with outlier median biomarker measurements (defined as 1.5 x interquartile range, outside the
first and third quartiles).

External replication of the clinical validation pipeline was performed in the NIH All of Us Research database v4. Some findings in the VUMC SD
study were not replicated due to sample size limitations. See Figure 4.

We did not perform blinding, because we used existing observational EHR data. Clinical validation studies were performed using a self-
controlled case series (SCCS) study design. See Figure 2a.

We did not perform blinding, because we used existing observational EHR data.




