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INTRODUCTION: Familial hypercholesterol-

emia (FH) is a public health genomics priority
but remains underdiagnosed and undertreated
despite widespread cholesterol screening. This
represents a missed opportunity to prevent FHassociated cardiovascular morbidity and mortality. Pathogenic variants in three genes (LDLR,
APOB, and PCSK9) account for the majority of
FH cases. We assessed the prevalence and clinical impact of FH-associated genomic variants
in 50,726 individuals from the MyCode Community Health Initiative at Geisinger Health
System who underwent exome sequencing as
part of the DiscovEHR human genetics collaboration with the Regeneron Genetics Center.

RATIONALE: Genetic testing for FH is uncommon in clinical practice in the United States,
and the prevalence of FH variants in U.S. populations has not been well established. We sought
to evaluate FH prevalence in a large integrated
U.S. health care system using genomic sequencing and electronic health record (EHR) data. We
determined the impact of FH variants on lowdensity lipoprotein cholesterol (LDL-C) levels
and coronary artery disease (CAD) risk. We assessed the likelihood of FH variant carriers achieving a presequencing EHR-based FH diagnosis
according to established clinical diagnostic criteria. Finally, we examined the rates of statin medication use and outcomes in FH variant carriers.

Prevalence and clinical impact of FH variants in a large U.S. clinical care cohort. (A) Distribution of 229 heterozygous carriers of an FH variant in the DiscovEHR cohort by FH gene. (B) Prevalence
of an FH variant in the DiscovEHR cohort and according to recruitment site. (C) Prevalence of an
FH variant among individuals with severe hypercholesterolemia (LDL-C ≥ 190 mg/dl). (D) Statin
treatment rates and outcomes in FH variant carriers and noncarriers.
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RESULTS: Thirty-five known and predicted
pathogenic variants in LDLR, APOB, and PCSK9
were identified in 229 individuals. The estimated FH prevalence was 1:256 in unselected
participants and 1:118 in participants ascertained
via the cardiac catheterization laboratory. FH
variants were found in only 2.5% of individuals
with severe hypercholesterolemia (maximum
EHR-documented LDL-C ≥ 190 mg/dl) in the
cohort, and a maximum LDL-C of ≥190 mg/dl
was absent in 45% of FH variant carriers. Overall, FH variant carriers had 69 ± 3 mg/dl greater
maximum LDL-C than sequenced noncarriers (P = 1.8 × 10−20) and had significantly
increased odds of general and premature CAD
[odds ratio (OR), 2.6 (P =
ON OUR WEBSITE
4.3 × 10−11) and 3.7 (P =
5.5 × 10−14), respectively].
Read the full article
The increased odds of genat http://dx.doi.
eral and premature CAD
org/10.1126/
science.aaf7000
were most pronounced in
..................................................
carriers of LDLR predicted
loss-of-function variants [OR, 5.5 (P = 7.7 × 10−13)
and 10.3 (P = 9.8 × 10−19), respectively]. Fourteen FH variant carriers were deceased; chart
review revealed that none of these individuals
had a clinical diagnosis of FH. Before genetic
testing, only 15% of FH variant carriers had an
ICD-10 (International Classification of Diseases,
10th revision) diagnosis code for pure hypercholesterolemia or had been seen in a lipid
clinic, suggesting that few had been previously
diagnosed with FH. Retrospectively applying
Dutch Lipid Clinic Network diagnostic criteria
to EHR data, we found presequencing criteria
supporting a probable or definite clinical diagnosis of FH in 24% of FH variant carriers, highlighting the limitations of using existing clinical
criteria for EHR-based screening in the absence
of genetic testing. Active statin use was identified in 58% and high-intensity statin use in 37%
of FH variant carriers. Only 46% of carriers currently on statin therapy had a most recent LDLC level below 100 mg/dl compared to 77% of
noncarriers.
◥

CONCLUSION: In summary, we show that
large-scale genomic screening in patients with
longitudinal EHR data has the ability to detect
FH, uncover and characterize novel pathogenic
variants, determine disease prevalence, and enhance overall knowledge of clinical impact and
outcomes. The 1:256 prevalence of FH variants
in this predominantly European-American cohort
is in line with prevalence estimates from recent
work in European cohorts. Our findings highlight the undertreatment of FH variant carriers
and demonstrate a potential clinical benefit for
large-scale sequencing initiatives in service of
precision medicine.
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Familial hypercholesterolemia (FH) remains underdiagnosed despite widespread
cholesterol screening. Exome sequencing and electronic health record (EHR) data of
50,726 individuals were used to assess the prevalence and clinical impact of FH-associated
genomic variants in the Geisinger Health System. The estimated FH prevalence was
1:256 in unselected participants and 1:118 in participants ascertained via the cardiac
catheterization laboratory. FH variant carriers had significantly increased risk of coronary
artery disease. Only 24% of carriers met EHR-based presequencing criteria for probable
or definite FH diagnosis. Active statin use was identified in 58% of carriers; 46% of
statin-treated carriers had a low-density lipoprotein cholesterol level below 100 mg/dl.
Thus, we find that genomic screening can prompt the diagnosis of FH patients, most of
whom are receiving inadequate lipid-lowering therapy.

F

amilial hypercholesterolemia (FH) is one of
three genomic conditions designated by the
Centers for Disease Control and Prevention
as having potential for a significant positive
impact on public health through improved
diagnosis and treatment (1, 2). FH is characterized
by substantial, lifelong elevation of low-density
lipoprotein cholesterol (LDL-C) and a markedly
increased risk of premature cardiovascular disease (3, 4). Known genetic causes of FH include
inactivating variants in the gene encoding the
LDL receptor (LDLR), protein-disrupting variants
in apolipoprotein B (APOB), and activating variants in proprotein convertase subtilisin/kexin
type 9 (PCSK9). Although estimated at a worldwide prevalence of 1:500 (5–7), recent studies
in some European countries have revealed that
FH could affect ~1:250 individuals (8, 9), with
higher prevalence observed in certain founder
populations (10, 11). The prevalence of FH in U.S.
populations is not well established. Notably, despite widespread cholesterol screening, only a
small fraction of FH cases are appropriately
diagnosed and treated (4, 12, 13). This represents
a missed opportunity to prevent FH-associated
cardiovascular morbidity and mortality.
A diagnosis of FH can be made with a validated set of criteria, such as those established by
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the Dutch Lipid Clinic Network (DLCN), Simon
Broome, or Make Early Diagnosis to Prevent Early
Death (MEDPED) (14–17). These diagnostic tools
estimate the likelihood of FH on the basis of
clinical features and, in the case of DLCN and
Simon Broome criteria, also include identification of functional variants in the LDLR, APOB, or
PCSK9 genes. However, genetic testing for these
variants is uncommon in clinical practice in the
United States. We thus sought to understand the
prevalence and clinical impact of FH variants in
a clinical cohort by analyzing genomic sequence
and electronic health record (EHR) data from
50,726 individuals from the Geisinger Health System, an integrated health care system with provider
services in Pennsylvania and New Jersey.
Exome sequencing of 50,726 individuals
reveals a high genotypic prevalence of FH
This study included 50,726 consented adult participants from the MyCode Community Health
Initiative of Geisinger Health System (18) who
underwent exome sequencing as part of the
DiscovEHR human genetics study (see table S1
for demographics and clinical characteristics
of the study population) (19). Participants were
59.2% female, with a median age of 61 years, and
predominantly Caucasian (98.4%). LDL-C values
were available in the EHR for 42,696 (84.2%) of
sequenced participants; of these, 4435 (10.4%)
had severe hypercholesterolemia, defined as maximum EHR-documented LDL-C ≥ 190 mg/dl (20).

Statin use was documented at any point in the
EHR in 27,402 (54.0%) of sequenced participants.
The exome sequence data were analyzed for
known pathogenic variants in LDLR, PCSK9, and
APOB and for predicted protein-truncating, lossof-function (LoF) variants in LDLR (table S2), including exonic copy number variants identified
via CLAMMS (Copy number estimation using
Lattice-Aligned Mixture Models) (21). By positional
intersection with the clinical genetics database
ClinVar (22), we found 19 missense variants in
LDLR, PCSK9, and APOB designated as “pathogenic” for FH. We identified 21 additional predicted
LoF variants in LDLR, including 9 frameshift, 8
splice donor or acceptor, and 4 nonsense variants. We also identified a predicted pathogenic
exon 13 to 17 tandem duplication in LDLR; this
was the only copy number variant identified in
LDLR. Upon manual review, six variants were removed to produce a more stringent set of variants
(tables S1 and S2); these included two missense
variants with conflicting evidence in ClinVar, two
missense variants that were located at the same
amino acid residue as a pathogenic variant but
were not in ClinVar themselves, and two that were
annotated as splice variants in an alternative
transcript of LDLR, for which there is no evidence of protein expression. Thus, 35 known
(that is, ClinVar-documented) and predicted (that
is, protein-truncating LoF) pathogenic FH variants (29 LDLR, 4 PCSK9, and 2 APOB variants)
were used for our analyses.
Among the 50,726 sequenced participants, we
identified 229 heterozygous carriers of 1 of the
35 FH variants, corresponding to a total carrier
frequency of 1:222 participants (Table 1). There
were no cases of homozygous or compound heterozygous FH. Given that this prevalence estimate is based on a sampling of individuals within
a single health care delivery system, it may be an
overestimation of population frequency due to
ascertainment bias. The MyCode cohort included
6747 participants recruited from the cardiac catheterization laboratory; the estimated prevalence
of an FH variant among these participants was
1:118, and the prevalence in other participants
was 1:256 (Table 1). Overall, 98 (42.8%) individuals were found with LDLR variants, 102 (44.5%)
with APOB variants, and 29 (12.7%) with PCSK9
variants (table S2). A recent study by Khera et al.
(23) identified more individuals with variants in
LDLR (86%) and relatively fewer APOB (13%) and
PCSK9 (0.6%); this discrepancy is likely due to
the inclusion of different populations in each
study, with theirs being 46% South Asian and
7% black.
We identified 30 first- or second-degree relationships among FH variant carriers using their
exome data (24), including two pedigrees containing five sequenced noncarriers and eight carriers of the APOB p.Arg3527Gln variant, where
segregation of high LDL-C levels with carrier
status can be observed (fig. S1). The three variants
with the largest number of related carriers accounted for more than half of FH cases in the
study: APOB p.Arg3558Cys (46 carriers, 8 related),
APOB p.Arg3527Gln (56 carriers, 10 related), and
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Fig. 1. FH variants are associated with increased LDL-C levels. (A) Density
of maximum EHR-documented LDL-C levels in heterozygous carriers of any
FH variant (FH variant–positive, n = 204) and in sequenced noncarriers (FH
variant–negative, n = 42,442) with LDL-C data available in the EHR. LDL-C
levels approximated a normal distribution (Anderson-Darling normality test;
P < 2.2 × 10−16 in FH variant–negative and P = 6.1 × 10−5 in FH variant–
positive). FH variant carriers had 69 ± 3 mg/dl greater LDL-C than noncarriers in a mixed linear model analysis adjusting for age, age2, sex, and the
first five principal components of ancestry (P < 1.8 × 10−20). (B) Maximum
EHR-documented LDL-C levels in sequenced noncarriers (n = 42,442) and

in carriers according to FH gene (n = 88, 92, and 24 for LDLR, APOB, and
PCSK9, respectively). Open circles indicate individual LDL-C values for FH
variant carriers. Median LDL-C level (in mg/dl) and IQR are shown in the box
plots; these were 133.0 (106.0 to 160.0) in noncarriers, 240.3 (196.5 to
303.5) in LDLR, 178 (148.0 to 210.0) in APOB, and 155.0 (107.5 to 173.0) in
PCSK9 variant carriers. Maximum LDL-C was higher in carriers of variants in
LDLR compared to APOB or PCSK9 (one-way ANOVA with post hoc Tukey
test; P = 1.5 × 10−10 and P = 1.3 × 10−9, respectively). There was no significant difference in maximum LDL-C between carriers of APOB and PCSK9
variants (P = 0.09).

the LDLR exon 13 to 17 duplication (29 carriers,
10 related). This underscores the likelihood of
encountering close family members with FH
even in an unselected clinical population within
a regional health care system and the opportunity for family-based screening and clinical management. In a subset of the sequenced cohort in
which only one individual in every first- and
second-degree relationship was retained, the overall prevalence of an FH variant remained unchanged at 1:224 (Table 1).
FH variant carriers have higher LDL-C
levels than noncarriers and are at
increased cardiovascular risk

Fig. 2. FH variants are associated with increased risk of CAD. CAD cases and controls were
defined with ICD-9 (International Classification of Diseases, Ninth Revision) diagnosis codes and
cardiac catheterization report data extracted from EHRs. ORs for general CAD (A) and premature
CAD (B) (defined as males ≤55 years and females ≤65 years) were calculated by logistic regression
with adjustment for age, sex, and principal components of ancestry (see table S3). pLoF, predicted
LoF (defined as variants leading to a premature stop codon, or loss of a start or stop codon;
disrupting canonical splice acceptor or donor dinucleotides; or frameshifting leading to the formation
of a premature stop codon); LDLR - all, all known and predicted pathogenic variants identified in
LDLR; LDLR - pLoF, predicted LoF variants identified in LDLR.

aaf7000-2

23 DECEMBER 2016 • VOL 354 ISSUE 6319

LDL-C levels were available in the EHR for 204
of 229 FH variant–positive and for 42,442 FH
variant–negative individuals. We examined maximum EHR-documented LDL-C levels in the sequenced cohort to approximate the untreated
or pretreated state. Among FH variant–positive
and FH variant–negative individuals, maximum
LDL-C levels approximated a normal distribution
(Fig. 1A). Carriers of any FH variant had 69 ±
3 mg/dl greater maximum LDL-C than sequenced
noncarriers in a mixed linear model analysis (P =
1.8 × 10−20). Maximum LDL-C values were significantly higher in carriers of LDLR variants
[median, 240.3 mg/dl; interquartile range (IQR),
196.5 to 303.5] compared to carriers of APOB
[median, 178.0 mg/dl; IQR, 148.0 to 210.0; one-way
sciencemag.org SCIENCE
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Fig. 3. Presequencing likelihood of FH diagnosis with DLCN criteria. Criteria for diagnosis of FH (unlikely, possible, probable, or definite) were based exclusively on extracted EHR data. (A) Percentage
of participants meeting clinical criteria for FH diagnosis among living noncarriers (variant-negative;
n = 46,070) and carriers (variant-positive; n = 215) of an FH variant. (B) Number of living variant carriers
(n = 215) that would meet presequencing criteria for FH diagnosis per stratum of maximum EHRdocumented LDL-C range (in mg/dl).

analysis of variance (ANOVA) with post hoc
Tukey test, P = 1.5 × 10−10] or PCSK9 (median,
155.0 mg/dl; IQR, 107.5 to 173.0; P = 1.3 × 10−9)
variants (Fig. 1B). Despite overall increased
LDL-C in FH carriers, maximum LDL-C levels
for each identified FH variant were widely variable, ranging from a median of 90 to 479 mg/dl
(table S2).
The frequency of known and predicted pathogenic FH variants was evaluated across categories of maximum EHR-documented LDL-C levels
(Table 1 and table S1). A significantly higher proportion of FH variant carriers (112 of 204 or
54.9%) had severe hypercholesterolemia (maximum LDL-C ≥ 190 mg/dl) compared to noncarriers (4309 of 42,442 or 10.2%; c2 test, P <
0.0001; table S1). The prevalence of an FH variant increased significantly across increasing
thresholds of maximum LDL-C levels (Table 1;
Cochran-Armitage test for trend, P < 0.0001). Of
the 4435 sequenced participants with LDL-C
≥ 190 mg/dl, only 112 harbored an FH variant
(2.5% or 1:40). Of the 53 with maximum LDL-C
≥ 330 mg/dl, 17 had an FH variant (32.1% or 1:3).
We evaluated the association of known and
predicted pathogenic FH variants with coronary
artery disease (CAD) as defined by electronic
phenotyping of CAD cases and controls through
the EHR (25), using linear mixed models to account for population structure due to ancestry
and relatedness (Fig. 2 and table S3). Individuals
with an FH variant had increased odds of CAD
[odds ratio (OR), 2.6; 95% confidence interval
(CI), 2.0 to 3.5; P = 4.3 × 10−11] compared to noncarriers. The increased risk of CAD was greatest
in carriers of LDLR predicted LoF variants (OR,
5.5; 95% CI, 3.4 to 8.7; P = 7.7 × 10−13) and
smallest in carriers of APOB variants (OR, 1.9;
SCIENCE sciencemag.org

95% CI, 1.2 to 3.1; P = 7.6 × 10−3). We identified
4150 individuals with premature CAD (defined
as having CAD ≤55 years in males and ≤65 years
in females) in the cohort. Of these, 53 individuals
harbored an FH variant, indicating a prevalence
of genotypically defined FH among individuals
with premature CAD of 1:78 (1.3%). The odds of
premature CAD were significantly increased among
FH variant carriers (OR, 3.7; 95% CI, 2.6 to 5.2;
P = 5.5 × 10−14). As was observed with general CAD,
the increased risk of premature CAD was greatest in carriers of LDLR predicted LoF variants
(OR, 10.3; 95% CI, 6.1 to 17.3; P = 9.8 × 10−19)
and smallest in carriers of APOB variants (OR,
1.7; 95% CI, 0.9 to 3.5; P = 0.12). Notably, 14 of
the 229 FH variant carriers were deceased (mean
age of death, 76.1 years; range, 58 to 91 years).
Chart review revealed that the cause of death was
cardiovascular-related in half of these individuals and that 13 had evidence of potential FHrelated comorbid disease (table S4). None of the
deceased FH variant carriers carried a clinical
diagnosis of FH.
EHR-based FH diagnosis is challenging
without knowledge of an FH variant
We evaluated whether any of the 229 FH variant
carriers might have been previously diagnosed
with FH by mining the EHRs for a diagnosis code
of “pure hypercholesterolemia” or for any encounter at Geisinger’s specialized Lipid Clinic
(table S1); these were present in the EHRs of
only 35 (15.3%) carriers.
We retrospectively applied the DLCN criteria for
FH diagnosis to EHR data available from living
individuals in the sequenced MyCode cohort
(table S5). These criteria allow for a diagnosis of
FH on the basis of clinical and family history of

elevated LDL-C, premature cardiovascular disease, physical stigmata of hypercholesterolemia,
and, when known, molecular identification of
FH variants (16). Among living variant–negative
individuals (n = 46,070), there were 37 (0.1%)
“definite,” 462 (1.0%) “probable,” and 5397 (11.7%)
“possible” FH diagnoses solely on the basis of
EHR data (Fig. 3A). Among living variant–positive
individuals (n = 215), there were 16 (7.4%) definite,
35 (16.3%) probable, and 68 (31.6%) possible FH
diagnoses (Fig. 3A and table S6). Individuals
meeting probable or definite criteria for FH diagnosis (23.7% of carriers) were clustered among
those with a maximum LDL-C level of ≥190 mg/dl
(Fig. 3B). There were 96 (44.7%) variant carriers
who would have been judged unlikely to have a
diagnosis of FH; there were no significant differences in age or other characteristics between
these individuals and those in the combined
possible/probable/definite FH categories (table
S6). When the same DLCN criteria were applied
with the inclusion of identified FH variants, 188
(87.4%) individuals met criteria for definite and
27 (12.6%) met criteria for probable FH diagnosis. Application of MEDPED criteria (17) to EHRs
produced similar results, with 53 (24.7%) living
FH variant carriers meeting criteria for clinical
FH diagnosis (table S7). Together, these data highlight the limitations of using clinical criteria
for EHR-based screening and the opportunity
for genomic data to augment the detection of
individuals with FH.
Individuals deemed unlikely to have FH (by
DLCN criteria) before identification of a pathogenic variant, despite having LDL-C data available in the EHR (n = 75), were considered to have
nonpenetrant disease. On the basis of these results, we predicted 18 FH variants to have reduced penetrance, which included 13 of 29 LDLR,
3 of 4 PCSK9, and 2 of 2 APOB variants (table S2).
This estimate is limited by the incompleteness
of EHR data (table S5), the inability to account
fully for lipid-lowering treatment effects, the
variable number of heterozygous carriers per
variant, and familial relationships between some
of the carriers within the cohort. For example,
closely related carriers may have shared environmental and genetic factors influencing their
phenotypes, which could affect estimates of
penetrance.
FH variant carriers are undertreated and
have LDL-C levels above goal
Overall, 173 (80.5%) of the 215 living FH variant
carriers had been prescribed lipid-lowering therapy (mostly statin medications; table S8). We
examined the medication reconciliation records
from 2015 to 2016 available for 189 of the FH variant carriers. An active prescription for statin medication was identified in 109 (57.7%) FH variant
carriers, of whom 70 (37.0%) were prescribed
high-intensity statin therapy. Among those not
receiving high-intensity statin therapy (n = 119),
10 individuals (8.4%) had EHR-documented evidence of statin intolerance. The average lowest
LDL-C level among 192 FH variants carriers with
these data available was 104.9 mg/dl. Among 106
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Table 1. Prevalence of an FH variant in the MyCode cohort. We assessed the prevalence of an FH variant in all sequenced participants, in a subset in
which only one individual in each first- and second-degree relationship was retained, according to recruitment site (from the cardiac catheterization
laboratory or elsewhere), and across increasing LDL-C thresholds.

Population characteristics
All sequenced participants

n

FH variant–positive n (%)*

Estimated prevalence

50,726

229 (0.5)

1:222

............................................................................................................................................................................................................................................................................................................................................

Including only one individual in every first- and second-degree relationship
38,339
171 (0.5)
1:224
†
Recruitment
site
............................................................................................................................................................................................................................................................................................................................................
............................................................................................................................................................................................................................................................................................................................................

Cardiac catheterization laboratory
6,747
57 (0.8)
1:118
Other
sites
43,979
172
(0.4)
1:256
............................................................................................................................................................................................................................................................................................................................................
............................................................................................................................................................................................................................................................................................................................................

Maximum EHR-documented LDL-C (mg/dl)‡
LDL-C < 155
28,512
48 (0.2)
1:607
............................................................................................................................................................................................................................................................................................................................................
............................................................................................................................................................................................................................................................................................................................................

LDL-C ≥ 155

14,184

156 (1.1)

1:91

............................................................................................................................................................................................................................................................................................................................................

LDL-C ≥ 190
4,435
112 (2.5)
1:40
LDL-C ≥ 250
390
50 (12.8)
1:8
............................................................................................................................................................................................................................................................................................................................................
LDL-C ≥ 330

53

17 (32.1)

1:3

............................................................................................................................................................................................................................................................................................................................................

*Heterozygous carriers of 1 of the 35 identified FH variants (n = 229 total; n = 204 individuals with LDL-C data available).
participants.
‡n = 42,696 sequenced participants with LDL-C data available.

variant carriers with LDL-C levels available within
12 months of the study, the average most recent
LDL-C level was 130.3 mg/dl, and only 41 (38.7%)
carriers had a most recent LDL-C level below
100 mg/dl, which is the LDL-C target recommended
by the National Lipid Association’s Expert Panel
for adults with FH (26). Subsetting to carriers currently on statin therapy and with recent LDL-C
levels available (n = 63), only 29 (46.0%) had a most
recent LDL-C level below 100 mg/dl. In comparison, 76.8% of noncarriers currently on statin had a
most recent LDL-C below 100 mg/dl (c2 test, P <
0.0001; table S8).
Conclusion
Underdiagnosis and undertreatment of FH continue to be a concern, and are associated with
premature CAD and stroke, indicating that genomic approaches to case identification may be
needed as a front-end intervention to improve
outcomes (4). Here, exome sequence data linked
to longitudinal EHRs identified FH variants at
a higher than previously estimated prevalence
(6, 7, 10); excluding participants recruited from
a cardiac catheterization laboratory, the prevalence was 1:256, in line with more recent estimates of 1:217 in Denmark (8) and 1:319 in the
Netherlands (9). Our assessment of FH prevalence in a U.S. health care system using this
methodology supports the claim that there is
significant underdiagnosis of this condition (4, 12).
Whether our estimated prevalence of FH variants
in our patient population, largely a stable regional
health care population in central Pennsylvania,
is generalizable to other U.S. patient populations
remains to be determined. We caution that extant familial (and cryptic) relatedness in our study
population could result in overestimation of a
given FH-causing allele that is rare in the general
population but segregating in family members.
For example, our study population was enriched
for APOB p.Arg3527Gln, which is known to be
common in individuals of Amish descent in
Lancaster, Pennsylvania (11).
aaf7000-4

Surprisingly, FH variants explain only 2.5% of
severe hypercholesterolemia in the cohort, which
challenges the notion that patients with LDL-C
levels of more than 190 mg/dl are likely to have
genotypically defined FH (27); this is consistent
with a recent observation that 1.7% of patients
with severe hypercholesterolemia had an FH
variant (23). There are several potential explanations for this. Polygenic hypercholesterolemia
(28, 29) could account for a proportion of FH
variant–negative cases of severe LDL-C elevation,
as could common, secondary causes of elevated
LDL-C, such as obesity, hypothyroidism, and
nephrotic syndrome (20, 30). It is also possible
that, by including only established pathogenic
variants in LDLR, APOB, and PCSK9, and predicted pathogenic LoF variants in LDLR in our
analysis, we excluded additional truly pathogenic
FH variants that would explain some cases of
severe hypercholesterolemia. Finally, there may be
yet-to-be-identified genes that are causative of FH.
We applied a validated set of clinical FH diagnostic criteria to EHR data to estimate the likelihood of achieving a presequencing diagnosis in
living FH variant carriers. Only 24% of carriers
would have met criteria for probable or definite FH diagnosis before variant identification.
This suggests that such diagnostic algorithms
may be of limited utility when applied to EHRs
in the absence of genetic testing, as others have
observed (31), which has direct implications for
current efforts seeking to use similar methodologies. Future large-scale EHR screening programs may use natural language processing and
machine learning to improve reliability. For example, the FH foundation recently launched the
Find FH program, which is developing a machinelearning algorithm to identify individuals with
probable FH within EHR data, laboratory results,
and claims databases (32).
By surveying EHR records from last year, we
found that 58% of FH variant carriers were currently prescribed a statin medication, and only
46% of those on statin treatment had a most
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†n = 50,726 sequenced

recent LDL-C level under 100 mg/dl, the recommended LDL-C target for adult FH patients
(20, 27, 33). These findings are consistent with
previous reports and highlight the undertreatment of FH (4, 34). The risk for general and premature CAD was significantly higher in FH variant
carriers, with ORs of 2.6 and 3.7, respectively, and
this was most pronounced in those with predicted
LoF variants in LDLR. A similarly increased risk of
CAD was observed by Khera et al. (23), who reported ORs of 3.8 for carriers of any FH variant
and 9.5 for predicted LoF variants in LDLR. This
underscores the importance of early diagnosis
and appropriate treatment of these patients. At
present, there are no genotype-based guidelines
for the treatment of hyperlipidemia; future studies
evaluating the effects of new therapies on cardiovascular disease outcomes may lead to clarification of FH treatment guidelines.
Despite its strengths, this study has limitations. The study population does not necessarily
reflect the global community, but rather individuals presenting for clinical care. The average age
of sequenced MyCode participants was 61 years;
therefore, there may be survival bias in this cohort, with underrepresentation of individuals
having severe or homozygous FH (who often
do not survive past the second decade if left untreated) (35). The cohort also had a higher percentage of ever-prescribed statin compared to
the total ~1.4 million patients in the Geisinger
Health System with EHR data (54% versus 13%),
although surprisingly few FH variant carriers
had an active statin order in the sequenced cohort. As with any real-world study, we were
limited by the data collected, which is subject to
error in entry and incompleteness, specifically
missing data in the EHR (such as physical exam
findings and family history). Because major efforts, including the national Precision Medicine
Initiative, will also rely heavily on EHR data,
this study helps to validate this approach despite the limitations cited. We assumed that the
most recent outpatient LDL-C value was reflective
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planned by the national Precision Medicine Initiative (40). An important goal of precision medicine is to accurately identify and treat individuals
at increased risk of medically actionable conditions
(41); as a highly modifiable genetic condition, FH
is an ideal starting point for implementation of a
return of results program (42). The clinical impact of systematic genomic screening for FH may
be further magnified by cascade screening of family members, identification of novel genetic causes
of FH, and protective genetic or other factors to
explain nonpenetrance, ultimately leading to
more refined cardiovascular risk stratification
for patients with elevated LDL-C levels.
Materials and methods
Setting and study participants
Human genetics studies were conducted as part
of the DiscovEHR project of the Geisinger Health
System (GHS) and the Regeneron Genetics Center
(RGC). The study was approved by the GHS Institutional Review Board. The study population consisted of 50,726 consented participants ≥ 18 years
from the MyCode® Community Health initiative
of GHS, an integrated health services organization in Pennsylvania and New Jersey. A detailed
description of the DiscovEHR study population
can be found in a companion publication (19).
Sequencing of LDLR, APOB, and PCSK9
Sample preparation and whole exome sequencing
were performed at the RGC as previously described (25). In brief, exome capture was performed
using NimbleGen probes according to the manufacturer’s recommended protocol (Roche NimbleGen).
The captured DNA was PCR amplified and quantified by qRT-PCR (Kapa Biosystems). The multiplexed samples were sequenced using 75 bp
paired-end sequencing on an Illumina v4 HiSeq
2500 to a coverage depth sufficient to provide
greater than 20x haploid read depth of over 85%
of targeted bases in 96% of samples (approximately 80x mean haploid read depth of targeted
bases). Raw sequence data from each Illumina
Hiseq 2500 run were uploaded to the DNAnexus
platform (43) for sequence read alignment and
variant identification. In brief, raw sequence
data were converted from BCL files to samplespecific FASTQ-files, which were aligned to the
human reference build GRCh37.p13 with BWAmem (44). Single nucleotide variants (SNV) and
insertion/deletion (indel) sequence variants were
identified using the Genome Analysis Toolkit
(45, 46). Copy number variants were detected using
the CLAMMS algorithm (21).
Sequence data for LDLR, APOB, and PCSK9
were extracted from exome sequences generated
at the RGC with the use of protocols described in
detail in a companion publication (19). Sequence
variants were annotated using SnpEff (47) and
predicted LoF variants were defined as any of
the following: SNVs leading to a premature stop
codon, loss of a start codon, or loss of a stop codon;
SNVs or indels disrupting canonical splice acceptor or donor dinucleotides; open reading
frame shifting indels leading to the formation
of a premature stop codon. Sequence variants

annotated by the clinical genetics database
ClinVar (22) as “pathogenic” were also identified
by positional intersection with exome sequence
variant calls. The ClinVar database was accessed
in March 2016. We considered LoF variants (previously known and novel) in LDLR as “predicted
pathogenic” variants, and considered missense
variants classified in ClinVar as “pathogenic” in
LDLR, APOB, and PCSK9 as “known pathogenic”
variants. The union of “predicted pathogenic”
and “known pathogenic” variants was the set of
sequence variations used for all subsequent
analyses.
FH diagnostic criteria and
clinical characteristics
A clinical diagnosis of FH was established using
the DLCN criteria (15, 16). Relevant data were
extracted from the EHR and a numerical score
was assigned (see table S5). EHR data were
unavailable for some of the phenotypic criteria,
in particular physical exam findings (tendon
xanthomata and arcus cornealis) in patients or
relatives. Total scores were calculated without
and with the knowledge of a functional variant
in LDLR, APOB, or PCSK9 genes. A diagnosis of
FH was considered definite if the total score
was greater than 8, probable if the score was 6–
8, possible if the score was 3–5, and unlikely if
the score was below 3 points.
We applied MEDPED criteria to EHRs in a
similar manner. As MEDPED criteria rely on the
knowledge of 1st, 2nd, or 3rd degree relatives of
FH (17), which is not captured in the EHR, we
expanded the criteria to include knowledge of
any family history of hyperlipidemia, and used
corresponding MEDPED age-based LDL-C thresholds for individuals with 1st degree relatives with
FH (if positive family history of hyperlipidemia)
or for general population (if negative family history of hyperlipidemia).
Maximum EHR-documented LDL-C values and
lowest EHR-documented LDL-C values were extracted from EHRs. We extracted most recent
EHR-documented LDL-C values from levels recorded in the EHR within 12 months of the
study. Only outpatient LDL-C measurements
are reported. Evidence of ever-prescribed lipidlowering therapy was also extracted from the
EHR. Current lipid-lowering therapy was defined
as the last prescribed lipid-lowering agent documented in the EHR in patients with a medical
reconciliation performed in 2015 or 2016. “Highintensity statins” were defined as high doses of
specific statin medications: simvastatin 80 mg,
atorvastatin 40 or 80 mg, and rosuvastatin 20
or 40 mg daily (20). Moderate-intensity statins
were defined as moderate doses of specific statin
medications: atorvastatin 10 or 20 mg, rosuvastatin
5 or 10 mg, simvastatin 20 or 40 mg, pravastatin 40
or 80 mg, lovastatin 40 mg, fluvastatin XL 80 mg,
and pitavastatin 2 or 4 mg daily; or fluvastatin
40 mg twice daily.
Coronary artery disease definitions
Participants were assigned a CAD case or control
status using an electronic phenotyping algorithm
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of current prescribed lipid-lowering therapy and
that medications were being taken upon physician order and not by independent verification.
We did not adjust LDL-C values to account for
treatment effect; instead, we elected to analyze
maximum EHR-documented LDL-C, because
this was most likely to approximate the untreated
state in this real-world cohort and because of
some degree of uncertainty in the timing of statin
initiation relative to EHR-documented LDL-C
levels. Other studies have implemented a standard 30% reduction in LDL-C in individuals on
statin treatment (23), but note that this does not
account for different statin types or doses, or
potential variability in response across FH carriers and noncarriers. Finally, we elected to use
a conservative definition of pathogenic variants,
which did not include missense variants designated as “likely pathogenic” or having in silico
predictions of pathogenicity in our analysis; this
could have resulted in an underestimate of the
true frequency of FH.
This study helps build support for the emerging concept that, in conditions such as FH, genomic sequencing might soon be applied as part
of a population screen (36). Given that genomic
sequencing has not been routinized in U.S. health
care except in research settings such as this, other
health care systems would currently require programmatic funding beyond clinical reimbursements
to apply a similar approach to their patient population (37). The costs of sequencing, interpretation, and follow-up of secondary and false-positive
findings from genomic sequencing would need
to be considered. Proof of clinical utility and costeffectiveness of genomic screening for FH can
be built on the Dutch model experience, where
screening, diagnosis, and treatment led to more
than 3 years of life gained in FH (38). A recent
study modeling genetic screening for FH suggested that it would not currently be cost-effective
in the United States, although the authors acknowledged several knowledge gaps regarding
FH diagnosis, cascade screening, management,
and clinical outcomes in the United States, as
well as outdated genetic testing cost input data
(39). Further analyses taking into account a
changed DNA sequencing landscape with rapidly declining costs, and new and more effective
treatment options, will be critical in considering
implementation of genomic screening for FH and
in determining the clinical settings and patient
populations that would benefit most from this
approach. Genetic identification of FH is just one
clinical application of the many possible uses of
genomic sequencing, and in and of itself may not
justify the cost. Cost-effectiveness and clinical utility models in which genomic sequencing is used
as a single test to inform many actionable genetic
diseases require further evaluation.
This study targets a particular use of sequencing information, and at this point, we cannot
fully model how genomic sequencing as a frontend intervention might alter clinical care by
improving detection of FH-conferred risk. Nonetheless, our findings demonstrate a potential
clinical benefit for the large-scale sequencing

that is described in a previous publication (25).
In brief, individuals were considered to have CAD
if they had a history of coronary revascularization
in the EHR, or history of acute coronary syndrome,
ischemic heart disease, or exertional angina
(ICD-9 codes 410*, 411*, 412*, 413*, 414*) with
angiographic evidence of obstructive coronary
atherosclerosis (>50% stenosis in at least one
major epicardial vessel from catheterization
report). CAD controls were defined as individuals without any case criteria or any single encounter or problem list diagnosis code indicating
CAD. Two case–control definitions were considered: “general CAD,” in which all individuals,
regardless of age, were analyzed, and “premature
CAD,” defined as cases and controls younger than
55 (for males) or 65 (for females) years of age.

6.

7.

8.

9.

Statistical analysis
We used a mixed linear model, coding genotypes
under an additive model (0 for sequenced noncarriers, 1 for heterozygotes), adjusting for age,
age2, sex, and the first 5 principal components of
ancestry to test for associations between predicted and known pathogenic variants in LDLR,
APOB, and PCKS9 individually and in aggregate,
and maximum EHR-documented LDL-C values.
ANOVA with post hoc Tukey honest significant
difference tests was used to examine differences
in maximum LDL-C values across LDLR, APOB,
and PCSK9 variant carriers.
We tested for associations between LDLR,
APOB, and PCKS9 variants in aggregate (coded
as above) and “general” and “premature” CAD
liability adjusting for age, age2, and sex using
mixed linear model association analysis. Odds
ratios for CAD were estimated using Firth’s penalized likelihood logistic regression (48) adjusting for age, age2, sex, and the first five principal
components of ancestry. Wald 95% confidence
intervals were estimated for odds ratios using
standard error estimates back-calculated from
p-values from the mixed linear models of association. GCTA v2.1.4 (49) and R version 3.2.1 (R
Project for Statistical Computing) were used
for all statistical analyses.
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Editor's Summary
Unleashing the power of precision medicine
Precision medicine promises the ability to identify risks and treat patients on the basis of
pathogenic genetic variation. Two studies combined exome sequencing results for over 50,000 people
with their electronic health records. Dewey et al. found that ∼3.5% of individuals in their cohort had
clinically actionable genetic variants. Many of these variants affected blood lipid levels that could
influence cardiovascular health. Abul-Husn et al. extended these findings to investigate the genetics and
treatment of familial hypercholesterolemia, a risk factor for cardiovascular disease, within their patient
pool. Genetic screening helped identify at-risk patients who could benefit from increased treatment.
Science, this issue p. 10.1126/science.aaf6814, p. 10.1126/science.aaf7000
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