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Introduction

Health Insights is a product that provides
adults living in the US, with their predicted risk
of developing selected common diseases over
the next 10 years, or by the age of 80 as ap-
propriate. This risk is based on an individ-
ual’'s self-reported current age, self-reported
race or ethnicity (SIRE), self-reported biolog-
ical sex at birth, and the relevant polygenic
risk score (PRS), which is derived from genetic
data obtained via an at-home, saliva-based,
self-use DNA sampling kit. Polygenic risk
scores (PRSs) provide a personalised measure
of anindividual’s disease risk by combining ge-
netic risk information from across the genome
[1]. They have been shown to be useful tools
for risk stratification [2, 3, 4, 5, 6]. In addi-
tion, they can have similar or greater predictive
power compared to established clinical risk
factors, such as LDL cholesterol for coronary
artery disease [7] and can identify individuals
at equivalent or higher risk than carriers of clin-
ically relevant rare variants [8, 9].

Within Health Insights, individuals receive
disease risk estimates for up to seven dis-
eases: atrial fibrillation (AF), cardiovascular
disease (CVD), hypercholesterolemia (HCH;
high low-density lipoprotein cholesterol), hy-
pertension (HT; high blood pressure), osteope-
nia (low bone density), type 2 diabetes (T2D)

and one of breast (BrC) or prostate cancer
(PrC). In addition to receiving the risk esti-
mates, a digital service can be used by in-
dividuals to support lifestyle actions to mit-
igate the risk of diseases. A laboratory re-
port is also provided for use by health profes-
sionals, who can use the risk estimates to in-
form their recommendations to an individual
regarding engagement with state of the art dis-
ease prevention strategies and screening pro-
grams. This product builds on a successful
pilot study’, which found that understanding
personal risk of disease supports engagement
with healthy behaviours, with 69.9% of all par-
ticipants planning to take, or having already
taken, action within four months of participat-
ing in the study, rising to 78.4% of individuals
amongst those classified as high risk for at
least one disease (from a possible three dis-
eases within the pilot).

A PRS measures the relative disease risk
for an individual from inherited, common ge-
netic variants. This becomes more powerful
when combined with other relevant risk fac-
tors, in an integrated risk tool (IRT), to gener-
ate estimates of absolute risk: the probabil-
ity of being diagnosed with a disease within a
specified time period [7, 10]. The use of abso-
lute risk scores is already established in sev-
eral clinical contexts, such as the pooled co-
hort equation risk score, which measures risk
for cardiovascular disease, used in the context

TThe pilot study returned a genetic risk report to 1044 individuals. Up to 3 disease risks were returned per participant: 10
year risk of cardiovascular disease, 10 year risk of type 2 diabetes, lifetime risk of breast cancer (women), and lifetime risk
of prostate cancer (men). Participant satisfaction and feedback was assessed via an initial survey (Questionnaire A, 489
respondents), a post genetic counselling survey (Questionnaire B, 18 respondents), and a 4-month survey (Questionnaire C,

532 respondents).
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of shared decision making about preventative
medication with statins and other cholesterol-
lowering drugs [11, 12].

In this paper, we describe how the PRSs
and IRTs used within Health Insights are gen-
erated and validated. Health Insights com-
bines optimised, proprietary PRS, which are
well-powered across all ancestry groups, with
estimates of disease incidence that are up-
to-date and relevant for the specific country,
sex, age, and race or ethnicity of an individual
(as defined by descriptors included within the
US census, augmented for individuals of East
Asian, South Asian and South East Asian race
or ethnicity). We show that the Health Insights
IRTs are well calibrated, meaning, for example,
that 30% of individuals identified as having a
risk of 30% do go on to have a diagnosis of the
relevant disease in the specified time period.
Such strong calibration is essential for provid-
ing users and health-care professionals with
the confidence to act on the information pro-
vided. We also show that inclusion of the PRS
improves predictive performance compared to
the baseline model (which does not include
the PRS), across multiple ethnicities for which
there is data, within well-powered US and UK
validation cohorts. These results establish the
added value of using PRS to inform about dis-
ease risks.

We apply this approach across eight dis-
eases included in the Health Insights product.
These diseases were selected on the basis
that they are common within the population
(average lifetime risk of at least 10%), across
sexes (excluding sex-specific diseases) and
racial/ethnic groups, costly to society, and
can be mitigated by lifestyle changes and/or
accessing readily-available medical pathways
and screening programs. It is expected that
80% of individuals using Health Insights will be
informed of being at increased risk for at least
one disease.

Methods

Genetic ancestry and self-identified
race or ethnicity

Previous work has established the importance
of, and distinction between, genetically in-
ferred ancestry (the fraction of someone’s
genome that has descended from ancestors
who lived in a particular region of the world at a
particular pointin time) and self-identified race
or ethnicity (a social identity relating to shared
background, behaviours, beliefs and practices)
in calculating IRTs [13]. Within Health Insights,
both aspects of an individual's identity are
used in the construction of risk estimates.

For genetic ancestry, individuals are as-
signed to one of five high-level ancestry groups
based on the principle genetic similarity be-
tween their genome and a set of reference
genomes: European (EUR), East Asian (EAS),
South Asian (SAS), Sub-Saharan African (AFR),
and Native/Indigenous American (AMR) [6, 13,
14]. These groups are used to estimate the pre-
dictive weight assigned to the PRS in each an-
cestry group (technically measured as odds ra-
tio associated with each standard deviation of
the PRS; see methods section below for more
details).

Self-identified race or ethnicity (SIRE)
as reported by individuals, along with self-
reported age, sex assigned at birth and
country-of-origin is used to define context-
specific baselines for disease risk. For the
US, racial/ethnicity categories are based on
the US census, and accordingly we use White
Hispanic, White non-Hispanic, White prefer-
not-to-say (PNTS), Black Hispanic, Black
non-Hispanic, Black prefer-not-to-say (PNTS),
South Asian, East Asian, South East Asian,
American Indian or Alaskan Native (AIAN), Na-
tive Hawaiian or other Pacific Islander (NHPI)
and Hispanic SIREs. For the UK (when required
for validation purposes), we use White, Black
African, Black Caribbean, Black Other, South
Asian and East Asian SIREs. If the individual
does not provide their SIRE and/or sex, SIRE-
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averaged and/or sex-averaged baselines are
used.

Polygenic risk scores

PRS are derived by meta-analysing [15]
disease-appropriate genome-wide associa-
tion study (GWAS) summary statistics, en-
suring that there is no overlap between sam-
ples used for PRS training, calculating PRS
effect sizes within an IRT, baseline derivation
and PRS or IRT validation. We use proprietary
methods [6] to calculate PRS, including a com-
putational approach related to the published
LDpred method [16]. Our methodology esti-
mates the genome-wide contribution to dis-
ease risk, and spreads this risk across a large
number of genetic variants (between two and
five million variants, depending on the trait).
PRS are computed for each individual using
the resulting PRS weights, then centered and
standardised to ensure consistent mean and
standard deviation across the major ancestry
groups described above [2].

PRS computed using Genomics’ methods
for 25 diseases and 28 quantitative traits have
been previously released in the UK Biobank
resource [6]. Detailed assessment of these
scores shows them to outperform most pub-
lished PRS algorithms [6]. This improved per-
formance of the Genomics methods is a con-
sequence both of the use of Genomics’ data
resources (the internal data platform, which in-
tegrates summary statistics from tens of thou-
sands of GWAS studies, augmented with sum-
mary statistics from collaborators), and of its
improved methodology for deriving PRS from
GWAS summary statistics.

Assessment of PRS performance

We assess the ability of PRS to distinguish
between people with and without disease, or
with different values of a quantitative trait, us-
ing the Area Under the receiver operator chan-
nel Curve (AUC) [17] for binary traits and the
proportion of trait variance explained (R2) for
quantitative traits, considering models where

we regress the PRS against the disease status
in the absence of any covariates as a measure
of standardised performance. The Health In-
sights PRS AUC displayed in Figures 1 and 3
are the meta-analysed results across all avail-
able cohorts (apart from osteopenia where
we use the UK Biobank cohort for all ances-
tries, excepting Native Americans, since this is
the only cohort to contain both genders, and
the Women's Health Initiative cohort for Native
Americans, as this is the only cohort available
for that ancestry). The comparator AUC num-
bers are as published by several other organ-
isations (also considering models where the
PRS is regressed against disease status in the
absence of any covariates); see Supplemen-
tary Table 1 for AUC values and sources.

Estimation of absolute risk

We estimated absolute risk using an approach
similar to that presented by Gail et al. [18], ap-
propriately accounting for the probability that
someone has not been previously diagnosed
with the disease and has not died from other
causes. Calculation of an absolute risk score
that does not account for an individual’'s PRS,
which we call a ‘baseline model’, requires ap-
propriate baseline rates of disease (see be-
low). In addition, to calculate an absolute risk
score that accounts for an individual's PRS,
which we refer to as an ‘integrated risk tool
(IRT) model’, we require an effect size associ-
ated with each unit increase of the PRS.

Baselines

US appropriate disease incidence, all-cause
mortality and disease-specific mortality base-
lines were compiled for each disease for all of
the relevant US SIREs and likewise for a subset
of diseases for the UK, where UK prospective
cohort data was used for validation purposes.
Baselines are constructed to account for the
fact that an individual’s age is rounded down
to the nearest integer.

PRS effect sizes
Where available training data has at least 100
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cases and 100 controls, the odds ratio (OR) per
standard deviation of the PRS was directly es-
timated within each of the five high-level an-
cestry groups (EUR, EAS, SAS, AFR, AMR). For
ancestry groups with insufficient data, we lin-
early interpolated the OR based on the prin-
cipal component projection of an individual’s
genome.

Validation cohorts

We evaluated the performance of our in-
tegrated risk tools (IRTs) in independent
prospective cohorts. We used subsets of UK
Biobank (UKB) non-overlapping with training
samples [19] for cancer traits, the Study of Os-
teoporotic Fractures (SOF) [20] and the Osteo-
porotic Fracture in Men Study (MrOS) [21] for
osteopenia, and Atherosclerosis Risk in Com-
munities (ARIC) [22] for the remaining traits.
For UKB, ARIC, SOF and Mr0OS, we use self-
reported race or ethnicity information to map
to appropriate SIRE categories. For the SOF,
MrOS and ARIC cohorts, we use White PNTS
and Black PNTS baselines (as Hispanic infor-
mation for individuals of White and Black SIRE
is not available), which we shorten henceforth
to “White” and “Black”, respectively.

IRT calibration methods and statistics

We use a variety of approaches and metrics to
measure IRT calibration. The following defini-
tions are used:

Censored follow up time

The follow-up time available (with a limit at the
relevant prediction period) for each individual
in validation data. If the full follow up time is
not available, we use the maximum follow up
time that is available. For osteopenia, where
we predict risk at a given age, there is no fol-
low up time.

Censored absolute risk score

The individual absolute risk score, adjusted to
match the relevant censored follow up time.
For osteopenia, where there is no follow up

time, we predict the risk for the age at which
the individual had their femoral neck bone min-
eral density measurement taken.

O/E
The ratio of the observed number of dis-

ease onset events to the expected number
. Observed number of incident cases
of events: Expected number of incident cases

[23, 24]. The observed number of cases is the
number of individuals that are incident cases
within the censored follow up time periods.
The expected number of cases is given by
summing the censored absolute risk scores.
Ignoring statistical fluctuations in estimation,
if O/E=1, this means that the number of ob-
served events matches the number of ex-
pected events. If O/E>1 or <1, this means that
risk of developing a disease is being under- or
over-estimated, respectively.

Calibration intercept and slope

The slope and intercept of the curve obtained
by fitting a logistic regression of the observed
case control status at the end of the censored
follow up time against the censored absolute
risk score. Ignoring statistical fluctuations in
estimation, if the calibration slope >1, then
there is insufficient spread in the risk predic-
tions whereas the converse is true if the cal-
ibration slope <1 [24]. The intercept can be
interpreted analogously to the O/E statistic
(though, in this case, an intercept of 0 means
that the expected and observed numbers of
cases agree).

95% confidence intervals (Cl's)
95% Cls were obtained using 2,000 bootstrap
samples.

IRT performance metrics

We assessed the IRT's ability to distinguish
between individuals with and without disease
using Harrell's C statistic, which is a rank-
based concordance metric that measures how
well a risk score (specifically the uncensored
risk score) is able to predict the observed se-
quence of events [25]. Values range between 0
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and 1, with 0.5 the expected value if risk scores
were assigned at random, and 1 representing
a score that is perfectly able to predict the or-
der of events. Harrell's C statistic is not an
appropriate statistical measure to use for re-
maining lifetime risk [26, 27] and as a result
for this risk duration we report Harrell's C for
10 year and total lifetime risk. Survival time
is the minimum of the time to diagnosis and
the censored follow up time as defined above;
cases for which the age at diagnosis is un-
known are excluded from this metric. In the
case of osteopenia, where there is no follow
up time, Harrell's C statistic is calculated us-
ing the predicted risk for the age at which the
femoral neck bone mineral density measure-
ment was taken, along with their disease sta-
tus at this age.
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Results

Health insights PRS are predictive of
disease in all major ancestry groups
and outperform alternative risk scores

Assessment of the predictive performance of
the PRSs derived for use in Health Insights
shows that these are predictive of disease in
all five major ancestry groups (where we have
available data) for each of the eight Health In-
sights diseases (Figures 1and 2). We note that
for AF and T2D, where there are gaps in data
availability, the PRS is predictive in individuals
of AFR ancestry and so very likely to be pre-
dictive across all ancestries based on broader
patterns observed in the portability of PRS
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Figure 1: Predictive performance of Health Insights PRS within the five high level ancestry groups (European
in black, African in yellow, East Asian in pink, South Asian in blue and Native American in green) where data
is available. Predictive performance is measured using proportion of variance explained (R?) for osteopenia
where we are measuring the predictive performance of the underlying quantitative trait (bone mineral density)
and area under the receiver operating channel curve (AUC) for all other traits. Error bars correspond to the 95%

confidence intervals.
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across populations [28, 29].

Thus the PRS included within Health In-
sights have utility for all individuals regardless
of ancestral background.

In addition, the Health Insights PRS outper-

form those developed by third parties (where
available) within individuals of EUR ancestry
(Figure 3), demonstrating the added value of
the Genomics plc data resource and propri-
etary methods.
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Figure 2: Cumulative disease incidence plot illustrating the predictive performance of the PRS in individuals
of European ancestry in the UK Biobank cohort (using an independent subset of individuals from those used
to train the PRS; ~85K individuals for breast cancer, ~75K individuals for prostate cancer and ~160K individ-
uals for the other diseases). Colours indicate individuals in the highest 3% (red), median 40-60% (green) and
lowest 3% (blue) of the PRS distribution. Shadings indicate 95% confidence intervals. All individuals of Euro-
pean ancestry with appropriate bone mineral density measurements within UK Biobank were used to train the
osteopenia PRS, hence no plot for osteopenia is included.
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Figure 3: Predictive performance of Health Insights PRS (black) compared to 23andMe’ (orange) and Color
Health? (blue; see Methods and Supplementary Table 1 for further details) for traits where these are available
evaluated within individuals of European ancestry. Predictive performance is measured using area under the re-
ceiver operating channel curve (AUC). Error bars correspond to the 95% confidence intervals for Health Insights
PRS and are not available for 23andMe and Color Health.

1Atrial fibrillation and hypertension: https://permalinks.23andme.com/pdf/23_21-PRSMethodologyAppendix_May2020.

pdf, May 2020

Type 2 diabetes: https://permalinks.23andme.com/pdf/23_19-Type2Diabetes_March2019.pdf, March 2019
2Atrial fibrillation and breast cancer: https://www.color.com/wp-content/uploads/2020/04/2019_Homburger_et_al_

Genome_Medicine.pdf, November 2019

Health Insights disease risk estimates
account for variation in disease risk by
country, age, sex, race/ethnicity and
adjust for competing mortality

Health Insights PRS are combined with base-
line rates of disease through an IRT such that
individuals receive their absolute risk of devel-
oping a disease. Baseline rates of disease cap-
ture socioeconomic determinants of health
and as such vary over time, between countries
and by ethnic groups (Figure 4). We therefore
construct US-specific baselines using appro-
priate data sources that are race or ethnicity
specific, at a minimum matching the granular-
ity of the US census (including minority ethnic
groups such as AIAN and NHPI) and, where ap-
propriate, further separating the Asian ethnic
group into East, South and South East Asian

categories (Figure 4b).

Health Insights baselines capture disease
incidence, disease specific mortality and all
cause mortality broken down into one year
age intervals, accounting for disease-specific
mortality where appropriate using a compet-
ing synthetic risk model [18] and thus avoid-
ing underestimation of disease risk. This ef-
fect is particularly important for diseases such
as CVD, where a substantial fraction of indi-
viduals die from the disease before age 80;
such deaths would not be captured using an
approach that simply uses disease prevalence
baselines.

Finally, to ensure that the results individ-
uals receive as part of Health Insights are
aligned with the United States Preventive Ser-
vices Task Force guidelines, we provide risk
scores tailored to the individual’s current age.
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Figure 4: Baseline disease incidence for each one year age interval for two Health Insights diseases for selected
self-identified races or ethnicities (SIREs). a) Prostate cancer in US individuals of White non-Hispanic (black)
and Black non-Hispanic (yellow) SIRE based on data obtained from Surveillance, Epidemiology, and End Results
[32] and UK individuals of White (orange) and Black (blue) SIRE based on data obtained from Cancer Research
UK and from Delon et al. [33] and b) type 2 diabetes in female US individuals of American Indian or Alaskan
Native (AIAN, black), Native Hawaiian or Other Pacific Islander (NHPI, pink), South East Asian (grey), East Asian
(blue), South Asian (green) and White non-Hispanic (yellow) SIRE based on data obtained from the National

Health Interview Survey.

Health Insights IRT models are

strongly calibrated

We assess the accuracy of the risk scores gen-
erated by the Health Insights IRT models by
comparing the predicted absolute risk scores
to actual outcomes over the same time period
within appropriate prospective cohort data (in-
dependent of any data used to train the mod-
els) across a range of available SIREs. Cali-
bration of predictive models is challenging to
assess due to the limited availability of long-
term prospective data, coupled with cohort
specific biases and disease incidence varying
over time and by location due to differences
in the environment. Nevertheless, where data

is available, we find that the Health Insights
IRTs are well calibrated when the baseline data
matches the demographics of the prospective
cohort.

For example, in the case of AF, we ob-
serve good calibration for individuals of both
White (O/E [95% CI] = 1.013 [0.941, 1.085])
and Black race or ethnicity (O/E [95% CI] =
0.937 [0.771, 1.104]) using disease incidence
data from 2004 and the ARIC validation cohort
where data was collected several decades ago
[22] (Figure 5). As AF disease incidence has
substantially increased over time [30, 31], we
have also generated up-to-date disease inci-
dence baselines, which are used to return AF
results to Health Insights users.
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Figure 5: Calibration plots displaying the predicted ten year risk (x-axis) against the observed rate (y-axis) at
which individuals develop atrial fibrillation (AF) for individuals of White (left) and Black (right) self-identified race
or ethnicity (SIRE) using the ARIC validation set of individuals and 2004 baseline data. For those individuals
without a complete ten years of follow up data, we computed the predicted risk of developing disease for
the timeframe that we have observational data for the individual (censored predicted risk). Individuals are
partitioned into approximately equal sized subgroups (either 5 or 7 subgroups depending on the number of
cases) sorted by their censored predicted risk of developing the disease, within which we compare the mean
predicted absolute disease risk to the observed disease rate (percentage of individuals in the group who get
the disease) over the following ten years; the point estimate and 95% Cls for each group are represented by
the vertical blue error bars. The fitted blue line is based on the parametric fit of the data along with 95% Cls.

The dashed black line is the y = z line and corresponds to ideal calibration.

Inclusion of the PRS in the risk score
improves the predictive performance
of IRTs

Calibration alone, whilst critical for providing
individuals with accurate estimates of their
absolute risk of developing diseases, does
not highlight the value of including PRS to
generate personalised risk scores. This is re-
flected in the improved ability to distinguish
between cases and controls as measured by
Harrell's C [25] for all available SIRE, sex and
disease combinations (with >250 cases and
controls; Figure 6). The greatest increase in
performance, when considering a ten year risk
window, occurs for T2D amongst White males,

with Harrell's C increasing from 0.523 with the
baseline model to 0.672 for the IRT model.
This is also reflected by the increase in the
range of the absolute risk scores across all
traits (Figure 7). For example, ten year T2D
absolute risk scores for White males in ARIC
lie between 7.05% and 10.95% for the baseline
model compared to 0.5% and 64.11% for the
IRT model. We note that the bimodal distri-
bution of the absolute risk scores using the
baseline model (Figure 7) results from sub-
stantial differences in disease incidence be-
tween males and females. These results high-
light the value of using an individual’'s PRS to
provide tailored estimates of their absolute
disease risk within a given time window.
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Figure 6: Difference in performance (as measured by Harrell's C) between the IRT model that contains the PRS
and the baseline model that does not include the PRS on the y-axis for each self-identified race or ethnicity
(SIRE) and sex combination (with >250 cases and controls) on the x-axis for all of the Health Insights traits
considering all appropriate risk windows. Harrell’s C difference for both sexes combined is displayed in blue,
for females in orange and for males in yellow.
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Figure 7: Distribution of the absolute risk scores for the baseline model (blue), which does not include the
PRS, and the IRT model, which includes the PRS (orange), for all of the Health Insights traits considering all
appropriate risk windows. Atrial fibrillation, cardiovascular disease, hypercholesterolemia, hypertension and
type 2 diabetes distributions use absolute risk scores generated for White individuals in the ARIC cohort, breast
and prostate cancer distributions use absolute risk scores generated for White non-Hispanic individuals of the
appropriate sex in the UKB cohort and the osteopenia distribution uses absolute risk scores generated for
White individuals in the SoF and MrOS cohorts. The bimodal distribution of the absolute risk scores using the
baseline model results from substantial differences in disease incidence between males and females.

Summary

The Health Insights product includes person- and/or accessing readily-available medical
alised risk calculations (IRTs) for eight dis- pathways and screening programs. The IRTs
eases that are common in the US popula- combine personalised US-appropriate incident
tion across racial/ethnic groups, costly to soci- rates of disease, based on self-reported age,
ety, and can be mitigated by lifestyle changes sex and race/ethnicity, with an individual's

© 2023 Genomics plc — All rights reserved 1



GENC MICS

inherited polygenic disease risk, resulting in
well-calibrated, individualised disease risk es-
timates. The analyses presented in this paper
establish the evidence for the accuracy of the
risk estimates and their ability to distinguish
between those likely and unlikely to develop
disease.

Health Insights does not consider medi-
cal history or other clinical and environmental
risk factors that are known to influence dis-
ease risk. Rather, it uses limited, but read-
ily available, self-reported user information, a
property that maximizes ease-of-use and en-
ables validation across all groups of users.
The information provided should therefore be
seen as complementary to that used by spe-
cific, disease-focused (non-genetic) disease
risk calculators.

Supplementary tables

Trait Comparator | AUC

Atrial fibrillation | 23andMe 0.62
Atrial fibrillation | Color Health | 0.57
Breast cancer Color Health | 0.63
Hypertension 23andMe 0.62
Type 2 Diabetes | 23andMe 0.652

Supplementary table 1: PRS performance (AUC) in
individuals of EUR ancestry of comparator PRS. In
all cases the AUC is calculated using models that
regress the PRS against disease status in the ab-
sence of any covariates.
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Research UK and the Medical Research Coun-
cil have also funded research infrastructure.
The 100,000 Genomes Project uses data pro-
vided by patients and collected by the National
Health Service as part of their care and sup-
port.

Ghana Prostate Study

The genome-wide association study of
prostate cancer in West African men project
was supported by the Intramural Research
Program of the National Cancer Institute,

National Institutes of Health, Department of
Health and Human Services including Contract
No. HHSN261200800001E. The datasets have
been accessed through the NIH database for
Genotypes and Phenotypes (dbGaP). A full list
of acknowledgements can be found in the Sup-
plementary Note [34] The datasets used for
the analyses described in this paper were ob-
tained from dbGaP at http://www.ncbi.nlm.nih.
gov/projects/gap/cgi-bin/study.cgi?study_id=
phs000838.v1.p1.

Hispanic Community Health Study /Study of
Latinos (HCHS/SOL)

The Hispanic Community Health Study/Study
of Latinos is a collaborative study sup-
ported by contracts from the National
Heart, Lung, and Blood Institute (NHLBI)
to the University of North Carolina
(HHSN2682013000011 / NO1-HC-65233), Uni-
versity of Miami (HHSN2682013000041 /
NO1-HC-65234), Albert Einstein College of
Medicine (HHSN2682013000021 / NO1-HC-
65235), University of lllinois at Chicago -
HHSN268201300003I / NO1-HC-65236 North-
western Univ), and San Diego State Univer-
sity (HHSN268201300005! / NO1-HC-65237).
The following Institutes/ Centers/ Offices have
contributed to the HCHS/SOL through a trans-
fer of funds to the NHLBI: National Institute
on Minority Health and Health Disparities, Na-
tional Institute on Deafness and Other Com-
munication Disorders, National Institute of
Dental and Craniofacial Research, National In-
stitute of Diabetes and Digestive and Kidney
Diseases, National Institute of Neurological
Disorders and Stroke, NIH Institution-Office
of Dietary Supplements. The Genetic Anal-
ysis Center at the University of Washington
was supported by NHLBI and NIDCR contracts
(HHSN268201300005C, AM03 and MODO03).
The datasets used for the analyses described
in this paper were obtained from dbGaP at
http://www.ncbi.nlm.nih.gov/projects/gap/

cgi-bin/study.cgi?study_id=phs000810.v1.p1

and  http://www.ncbi.nlm.nih.gov/projects/
gap/cgi-bin/study.cgi?study_id=phs000880.
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v1.pl.

Charles R. Bronfman Institute for Personal-
ized Medicine (IPM)

The datasets used for the analyses described
in this paper were obtained from dbGaP
at http://www.ncbi.nlm.nih.gov/projects/gap/
cgi-bin/study.cgi?study_id=phs000388.v1.p1.

Million Veteran Program

The authors thank Million Veteran Program
(MVP) staff, researchers, and volunteers, who
have contributed to MVP, and especially par-
ticipants who previously served their country
in the military and now generously agreed to
enroll in the study. (See https://www.research.
va.gov/mvp/ for more details). The citation for
MVP is Gaziano, J.M. et al. Million Veteran Pro-
gram: A mega-biobank to study genetic influ-
ences on health and disease. J Clin Epidemiol
70, 214-23 (2016). This research is based
on data from the Million Veteran Program,
Office of Research and Development, Veter-
ans Health Administration, and was supported
by the Veterans Administration (VA) Cooper-
ative Studies Program (CSP) award #G002.
The datasets used for the analyses described
in this paper were obtained from dbGaP
at http://www.ncbi.nlm.nih.gov/projects/gap/
cgi-bin/study.cgi?study_id=phs001672.v11.p1.

Multiethnic Cohort (MEC)

The Multiethnic Cohort and the genotyping in
this study were funded by grants from the Na-
tional Institute of Health (CA63464, CA54281,
CA098758, CA132839 and HG005922) and
the Department of Defense Breast Cancer
Research Program (W81XWH-08-1-0383).
The datasets used for the analyses de-
scribed in this paper were obtained from db-
GaP at http://www.ncbi.nlm.nih.gov/projects/
gap/cgi-bin/study.cgi?study_id=phs000517.

v3.p1.  Funding support for the GENEVA
Prostate Cancer study was provided through
the National Cancer Institute (R37CA54281,
RO1CA6364, P01CA33619, UO1CA136792,

and U0O1CA98758) and the National Human
Genome Research Institute (UOTHG004726).
Assistance with phenotype harmoniza-
tion, SNP selection, data cleaning, meta-
analyses, data management and dissemina-
tion, and general study coordination, was pro-
vided by the GENEVA Coordinating Center
(UOTHG004789-01). The datasets used for
the analyses described in this paper were ob-
tained from dbGaP at http://www.ncbi.nlm.nih.
gov/projects/gap/cgi-bin/study.cgi?study_id=
phs000306.v4.p1.

Funding support for the PAGE Multi-
ethnic Cohort study was provided through
the National Cancer Institute (R37CA54281,
RO1CA6364, PO1CA33619, UO1CA136792,
and U01CA98758) and the National Human
Genome Research Institute (U0OTHG004802).
Assistance with phenotype harmonization,
SNP selection, data cleaning, meta-analyses,
data management and dissemination, and
general study coordination, was provided by
the PAGE Coordinating Center (UOTHG004801-
01). The datasets used for the analyses de-
scribed in this paper were obtained from db-
GaP at http://www.ncbi.nlm.nih.gov/projects/
gap/cgi-bin/study.cgi?study_id=phs000220.
v1.pl.

Osteoporotic Fractures in Men (MrOS) Study

The data used for the analyses described
in this document were obtained from the
database of Genotypes and Phenotypes
(dbGaP), at http://www.ncbi.nIm.nih.gov/
projects/gap/cgi-bin/study.cgi?study_id=
phs000373.v1.p1. Genotype and phenotype
data for the Osteoporotic Fractures in Men
(MrOS) Study were provided by the Osteo-
porotic Fractures in Men Research Group.
Funding support for the original study was
provided by the National Institutes of Health,
including the National Institute of Arthritis and
Musculoskeletal and Skin Diseases (NIAMS);
the National Institute on Aging (NIA); the Na-
tional Center for Research Resources (NCRR);
and the National Heart, Lung, and Blood Insti-
tute (NHLBI).
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Association analyses of more than 140,000
men identify 63 new prostate cancer suscep-
tibility loci. Schumacher, Al Olama, Berndt, et
al. Nature Genetics 2018, acknowledge “The
PRACTICAL consortium, CRUK, BPC3, CAPS,
PEGASUS”

The Prostate cancer genome-wide associa-
tion analyses are supported by the Canadian
Institutes of Health Research, European Com-
mission’s Seventh Framework Programme
grant agreement no. 223175 (HEALTH-F2-
2009-223175), Cancer Research UK Grants
C5047/A7357, C1287/A10118, C1287/A16563,
C5047/A3354, C5047/A10692, C16913/A6135,
and The National Institute of Health (NIH) Can-
cer Post-Cancer GWAS initiative grant: No. 1
U19 CA 148537-01 (the GAME-ON initiative).

We would also like to thank the follow-
ing for funding support: The Institute of Can-
cer Research and The Everyman Campaign,
The Prostate Cancer Research Foundation,
Prostate Research Campaign UK (now PCUK),
The Orchid Cancer Appeal, Rosetrees Trust,
The National Cancer Research Network UK,
The National Cancer Research Institute (NCRI)
UK. We are grateful for support of NIHR fund-
ing to the NIHR Biomedical Research Centre
at The Institute of Cancer Research and The
Royal Marsden NHS Foundation Trust.

The Prostate Cancer Program of Cancer
Council Victoria also acknowledge grant sup-
port from The National Health and Medical
Research Council, Australia (126402, 209057,
251533, , 396414, 450104, 504700, 504702,
504715, 623204, 940394, 614296,), VicHealth,
Cancer Council Victoria, The Prostate Cancer
Foundation of Australia, The Whitten Foun-
dation, PricewaterhouseCoopers, and Tatter-
sall's. EAO, DMK, and EMK acknowledge the
Intramural Program of the National Human
Genome Research Institute for their support.

Genotyping of the OncoArray was funded
by the US National Institutes of Health (NIH)
[U19 CA 148537 for ELucidating Loci Involved
in Prostate cancer SuscEptibility (ELLIPSE)
project and X0THG007492 to the Center for In-
herited Disease Research (CIDR) under con-

tract number HHSN268201200008I] and by
Cancer Research UK grant A8197/A16565. Ad-
ditional analytic support was provided by NIH
NCI UO1 CA188392 (PI: Schumacher).

Funding for the iCOGS infrastruc-
ture came from: the European Commu-
nity's Seventh Framework Programme un-
der grant agreement n° 223175 (HEALTH-
F2-2009-223175) (COGS), Cancer Re-
search UK (C1287/A10118, C1287/A 10710,
C12292/A11174, C1281/A12014, C5047/A8384,
C5047/A15007,C5047/A10692, C8197/A16565),
the National Institutes of Health (CA128978)
and Post-Cancer GWAS initiative (1U19
CA148537,1U19 CA148065 and 1U19 CA148112
- the GAME-ON initiative), the Department of
Defence (W81XWH-10-1-0341), the Canadian
Institutes of Health Research (CIHR) for the
CIHR Team in Familial Risks of Breast Cancer,
Komen Foundation for the Cure, the Breast
Cancer Research Foundation, and the Ovarian
Cancer Research Fund.

The BPC3 was supported by the U.S.
National Institutes of Health, National Can-
cer Institute (cooperative agreements U01-
CA98233 to D.J.H., U01-CA98710 to S.M.G,,
U01-CA98216 toE.R., and U01-CA98758 to
B.E.H., and Intramural Research Program of
NIH/National Cancer Institute, Division of Can-
cer Epidemiology and Genetics).

CAPS GWAS study was supported by the
Swedish Cancer Foundation (grant no 09-
0677, 11-484, 12-823), the Cancer Risk Pre-
diction Center (CRisP; www.crispcenter.org),
a Linneus Centre (Contract ID 70867902) fi-
nanced by the Swedish Research Council,
Swedish Research Council (grant no K2010-
70X-20430-04-3, 2014-2269)

PEGASUS was supported by the Intramu-
ral Research Program, Division of Cancer Epi-
demiology and Genetics, National Cancer Insti-
tute, National Institutes of Health.

ROOT

The GWAS of Breast Cancer in the African
Diaspora is conducted by the University of
Chicago and supported by the National Cancer
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Institute (RO1 CA142996-02). This manuscript
was not prepared in collaboration with investi-
gators of the GWAS of Breast Cancer in the
African Diaspora and does not necessarily
reflect the opinions or views of University of
Chicago, or NCI. The datasets used for the
analyses described in this paper were ob-
tained from dbGaP at http://www.ncbi.nlm.nih.
gov/projects/gap/cgi-bin/study.cgi?study_id=
phs000383.v1.p1.

Study of Osteoporotic Fractures (SOF)

The data used for the analyses described
in this document were obtained from the
database of Genotypes and Phenotypes
(dbGaP), at http://www.ncbi.nlm.nih.gov/
projects/gap/cgi-bin/study.cgi?study_id=
phs000510.v1.p1. Genotype and phenotype
data for the Study of Osteoporotic Fractures
(SOF) were provided by the Study of Osteo-
porotic Fractures Research Group. Funding
support for the original study was provided
by the National Institutes of Health, including
the National Institute of Arthritis and Muscu-
loskeletal and Skin Diseases (NIAMS) and the
National Institute on Aging (NIA).

UK Biobank (UKB)

This research has been conducted using the
UK Biobank Resource under Application Num-

ber 9659.

Women's Health Initiative (WHI)

The WHI program is funded by the Na-
tional Heart, Lung, and Blood Institute,
National Institutes of Health, U.S. De-
partment of Health and Human Services
through contracts HHSN268201600018C,
HHSN268201600001C, HHSN268201600002C,

HHSN268201600003C, and HHSN268201600004C.

This document was not prepared in collabora-
tion with investigators of the WHI, has not been
reviewed and/or approved by the Women's
Health Initiative (WHI), and does not neces-
sarily reflect the opinions of the WHI investiga-
tors or the NHLBI. WHI PAGE is funded through
the NHGRI Population Architecture Using Ge-
nomics and Epidemiology (PAGE) network
(Grant Number U01 HG004790). Assistance
with phenotype harmonization, SNP selection,
data cleaning, meta-analyses, data manage-
ment and dissemination, and general study
coordination, was provided by the PAGE Co-
ordinating Center (UOTHG004801-01). Fund-
ing for WHI SHARe genotyping was provided
by NHLBI Contract N02-HL-64278. The data
used for the analyses described in this doc-
ument were obtained from the database of
Genotypes and Phenotypes (dbGaP), at http://
www.ncbi.nlm.nih.gov/projects/gap/cgi-bin/
study.cgi?study_id=phs000200.v12.p3.
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