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Genome-wide association studies of low back pain and lumbar
spinal disorders using electronic health record data identify a
locus associated with lumbar spinal stenosis
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INTRODUCTION

The symptom of low back pain (LBP) is the fifth most frequent reason for physician office
visits in the United States (US),[11] and the leading cause of years lived with disability.[18]
It is the single most common site of pain among US adults.[17] Yet despite its prevalence
and major societal impact, much remains unknown about the basic biology underlying this
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symptom. Identifying genetic risk factors for LBP is one possible route towards
understanding the mechanisms of LBP and the development of new treatments.

LBP has a substantial genetic component, with broad-sense heritability estimates of 40%
from classical twin studies.[54] We recently conducted the first two genome-wide
association studies (GWAS) of self-reported LBP in the UK Biobank (UKB) and the Cohorts
for Heart and Aging Research Genomic Epidemiology (CHARGE) consortium. These
GWAS identified several genetic variants associated with LBP and demonstrated that genetic
factors underpin the biopsychosocial model of LBP.[22; 54] These findings provide a
starting point for genetic discovery into the mechanisms underlying LBP, yet other
approaches may be needed to account for the heterogeneity of conditions associated with
LBP. LBP is a symptomand not a diagnosis. Clinical spine specialists routinely “subgroup”
patients with LBP into diagnostic categories, and offer different treatments depending on the
subgroup implicated. The two most widely recognized diagnoses associated with LBP are
lumbosacral radicular pain or radiculopathy (sometimes referred to as “lumbosacral
radicular syndrome” [LSRS] in the research context[39]) and lumbar spinal stenosis (LSS).
[26] While these two subgroups are generally accepted by clinical spine specialists and
researchers, many other subgroups lack widely accepted diagnostic criteria and reliability in
research studies.[25; 41] For this reason, much LBP research to date has focused on the
management of those with “non-specific LBP”, in which potential peripheral nociceptive
causes of LBP are not considered, beyond the exclusion of rare “red flag” conditions.
Ignoring phenotypic heterogeneity related to LBP may decrease statistical power for genetic
discovery through GWAS.[42] A different approach would be to target more specific
diagnostic subgroups- called “endophenotypes” such as the well-recognized clinical
syndromes of LSRS and LSS. While these diagnoses cannot be accurately identified by
patient self-report, they can be identified by the diagnostic codes used by clinicians in
routine clinical care, by leveraging the resources contained in existing genetic biobanks
linked to longitudinal electronic health record (EHR) data. Genetic biobanks using EHR data
make available patient/participants’ extended medical histories, and these longitudinal
datasets may permit more refined pain phenotyping incorporating information about
diagnostic subgroups.

In the current study, we leverage EHR biobanks for novel genetic discovery into the
mechanisms underlying LBP and lumbar spinal disorders. The first aim was to identify
novel genetic variants associated with LBP prompting health care utilization. The second
aim was to identify novel genetic variants associated with LSRS and LSS. A third aim was
to examine the external validity of variants previously identified in GWAS of self-reported
LBP and lumbar spinal disorders, in the context of EHR biobanks.

METHODS

Overview

GWAS involve scanning large numbers of genetic markers across the genome in order to
discover genetic variations associated with a trait or disease, using stringent correction for
multiple statistical testing.[30] By examining genetic variation on a genome-wide basis,
GWAS are often described as “agnostic” or “hypothesis-free” approaches,[34] and have
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largely proven to be more successful at producing replicable, generalizable findings for
complex phenotypes as compared to candidate gene approaches.[19] We conducted a meta-
analysis using two non-overlapping GWAS performed within the Electronic Medical
Records and Genomics (eMERGE) network,[50] and the Geisinger Health system, followed
by external validation of genome-wide significant variants in an independent sample from
the UKB. eMERGE is a US network of medical centers with EHR data linked to
biorepository samples and genomic data.[50] The network has existed for over 12 years,
supported by successive phases of funding from NIH, primarily the National Human
Genome Research Institute; the current study used data from eMERGE Phase 3
(eMERGES3). eMERGES3 involved nine non-pediatric study sites and associated medical
centers (Columbia University Health Sciences, Geisinger Health, Partners Healthcare/
Harvard University, Kaiser Permanente Washington/University of Washington (UW), Mayo
Clinic, Marshfield Clinic, Mt. Sinai Health System, Northwestern University, and Vanderbilt
University)[50]. A second GWAS was performed using data from Geisinger Health,
excluding participants who were part of the eMERGE3 dataset so as to remove overlap of
participants, and results from the two GWAS were meta-analyzed.

Phenotyping of LBP and lumbar spine disorders (discovery sample)

Cases and controls were defined using longitudinal EHR data and validated algorithms for
International Classification of Diseases (ICD) Version 9 codes, (ICD-9) which have been
widely used in research studies over the past 25 years.[9; 15; 16; 43] These algorithms were
updated to include the International Classification of Diseases, version 10 (ICD-10).[35]
Four EHR-defined phenotypes were studied: (1) Any LBP prompting health care utilization
(the “LBP-HC” phenotype); (2) Lumbosacral radicular syndrome (the “LSRS” phenotype);
(3) Lumbar spinal stenosis (the “LSS” phenotype), and (4) Any lumbar spine-associated
neuropathic leg pain (the “LSRS/LSS phenotype”) (Supplemental File 1). To ensure a
minimum time under observation for all participants, analyses were restricted to those age
>18 years with at least 1 year of time in the dataset during which they used health care
services (as reflected by ICD codes or Current Procedural Terminology codes). Following
the “rule of two” to limit phenotype misclassification,[27] cases were defined as adults with
2 or more ICD-9 or ICD-10 codes indicating a phenotype, and controls were defined as
adults with no codes indicating a phenotype (all codes included in Supplemental File 1).
Adults with only 1 diagnostic code indicating a phenotype were omitted from the analysis
(i.e., not included as cases or controls). The LBP-HC phenotype was intended to capture any
episodes of LBP of sufficient severity to prompt health care utilization, with or without
associated lower extremity neuropathic pain. It reflects non-specific LBP, without any
assumptions regarding the possible underlying diagnostic subgroups involved. In contrast,
the other phenotypes examined (LSRS, LSS, and LSRS/LSS), did rely on the distinctions
made by the diagnostic codes used by clinicians during routine clinical care. We used a
validated hierarchical EHR-based phenotyping algorithm for identifying LSRS and LSS;[43]
associations between LSRS and LSS defined in this manner are associated with distinct
trajectories of symptoms among those with LBP.[16] The LSRS phenotype includes the
diagnoses of intervertebral disc displacement with lumbosacral radiculopathy and radicular
pain, but may also include various other diagnoses that can result in a similar presentation,
such as sciatic neuropathy, piriformis syndrome, sacroiliac joint pain, and others.[55] The
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LSS phenotype encompasses neurogenic claudication and other instances of symptoms in
the setting of lumbar spinal stenosis.[55] Because the clinical syndromes of LSRS and LSS
are related anatomically (e.g. any substantial disc herniation by definition causes at least
some stenosis [narrowing] of the spinal canal) and in terms of their clinical presentations,
[55] an LSRS/LSS phenotype was also defined where 2 or more ICD-9 or ICD-10 codes
reflecting LSRS or LSS defined cases, and controls had no codes reflecting LSRS or LSS.
No exclusions for red flag conditions were made in the phenotyping process, based on the
documented very low frequency of red flags in clinical samples.[26; 35]

Genotyping (discovery sample)

We have previously reported genotyping methods for eMERGE3.[50] The eMERGE
network conducted genotyping using Illumina and Affymetrix arrays in 83 batches from
across the participating sites. Genotyping at Geisinger used the Illumina Global Screening
Array-24 and Illumina OmniExpress arrays. Imputation of single nucleotide variants (SNVs)
for both datasets was performed using guidelines from the Michigan Imputation Server,[13;
38] which relies on reference panels from the Haplotype Reference Consortium (HRC)
release 1.1 genome build 37 (hg19).[44]. Human subjects approvals were provided by each
participating eMERGES3 site and all participants completed informed consent.

Phenotyping and genotyping in UKB (validation sample)

Many proposed prognostic factors in LBP research do not replicate, or have inconsistent
results between studies.[52; 56; 58] Replication in independent samples is a standard
practice in GWAS that helps to assure validity and generalizability. Variants attaining
genome-wide significance in the discovery phase were carried forward for external
validation in UKB. UKB is a population-based prospective study involving more than
500,000 participants between the ages of 40 and 69 years, established to allow detailed
studies of the genetic and nongenetic determinants of diseases of middle age and old age.
[51] Although is evidence for a “healthy volunteer” selection bias in UKB, it is believed to
have valid assessments of exposure-disease relationships that are widely generalizable to the
general UK population.[23] In particular, UKB participants are similar to the general UK
population in the prevalence of pain conditions and their association with sociodemographic
and psychological factors.[40] Cases and controls were defined using ICD-10 diagnostic
codes obtained during a hospitalization and medical conditions reported during an interview
with a trained nurse.[4] Analyses were restricted to individuals who had at least one ICD-10
code of any type or one non-cancer diagnostic code recorded during the interview
(Supplemental File 1); a minimum requirement of 2 diagnostic codes was not applied in
UKB because the specificity of hospital-based diagnostic coding in UKB was expected to be
higher than that of the outpatient- and hospital-based diagnostic coding used in eMERGE3/
Geisinger. LSRS cases in UKB (LSRS-UKB) were participants who had 1 or more ICD-10
diagnostic codes indicating LSRS, or reported “sciatica” or “prolapsed disc/slipped disc”
during the interview; cases were participants who had no ICD-10 codes indicating LSRS and
no report of “sciatica” or “prolapsed disc/slipped disc” during the interview. Cases and
controls for the LSS and LSS/LSRS phenotypes were defined using similar methods
(Supplemental File 1). Due to substantial differences between eMERGE3/Geisinger and
UKB in terms of the study settings, data collection, and phenotyping methods involved,
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replication in UKB was viewed as a challenging test of external validity using distinct yet
related clinical phenotypes. Genotyping for UKB was conducted using the Affymetrix UK
BiLEVE Axiom and UK Biobank Axiom arrays. Imputation of SNVs and indels was
conducted by UKB (version 3), using the HRC, UK10K, and 1000 Genomes reference
panels. Ethics approval was provided by the UK Biobank Research Ethics Committee
(11/NW/0382). UKB data for this study was obtained under the project #18219.

Statistical analyses

Analyses of eMERGE3 and Geisinger (aims 1 and 2) were restricted to those of European
ancestry (EA) in order to decrease genetic heterogeneity, according to the intersection of
self-reported race and genetic ancestry determined by clustering of ancestry principle
components.[50] Third-degree relatives and closer relatives were excluded from the analysis
to account for interrelatedness. In the GWAS of eMERGE3 data, filters were applied for
minor allele frequency [MAF] <0.005, imputation /2 <0.3, deviation from Hardy-Weinberg
equilibrium (HWE) p-value < 1076, genotyping call rate <0.98, and individual call rate
<0.98. In the GWAS of Geisinger data, filters were applied for MAF <0.01, imputation /2
<0.3 or <0.4 depending on the array, deviation from HWE p-value < 10715, genotyping call
rate <0.90, and individual call rate <0.90. Logistic regression of imputed SNVs with an
additive genotype model was conducted adjusting for sex, age, site-specific characteristics,
and ancestry principal components 1 to 10 in PLINK 1.9.[8; 46] Analyses were not adjusted
for body mass index due to the fact that elevated BMI may be a consequence of back pain.
We harmonized GWAS results and conducted quality control using EasyQC, removing
SNVs with MAF <0.01, imputation /2 <0.3, deviation from HWE p-value < 1075, BETA>=
10, 0>=SE>=10 or SE=Inf, and MAC (expected minor allele count)<=100.[62]

The software METAL was used for meta-analysis.[61]. A p-value < 5 x 1078 was used to
define genome-wide statistical significance. Heritability was calculated using the linkage
disequilibrium (LD) score regression (LDSR) method.[6] Liability scale heritability for
LBP-HC was estimated assuming a lifetime prevalence of seeking health care for LBP in the
general population of 48.7%, based on the product of estimates from the literature for the
lifetime prevalence of an episode of LBP (84%)[7]and the proportion of LBP episodes that
result in health care seeking (58%).[21] Similarly, liability scale heritabilities for LSRS,
LSS, and LSRS/LSS were estimated assuming a lifetime prevalence in the general
population of 26% for LSRS, [24] and 11% for LSS.[31] No population-based prevalence of
LSRS/LSS was found in the literature, and a slightly higher prevalence than that for LSRS
was assumed (29%). To quantify overall shared genetic factors between phenotypes, we
calculated SNP-based genetic correlations (/) between LBP-HC, LSRS, and LSS using
LDSR, expecting such correlations to be substantial given that the LSRS and LSS
phenotypes are subgroups within LBP-HC. We examined genome-wide significant SNVs
using the University of Santa Cruz (UCSC) Genome Browser. We identified independent
SNVs using visual inspection of LocusZoom plots[45] and, where applicable, examined
associations conditional on the most significant variant at each locus using the conditional
and joint analysis method implemented in the Genome-wide Complex Trait Analysis
(GCTA) software package.[64] To add functional eQTL information to identified SNVs, we
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examined them in GTEX[12] and identified variants associated with differential expression
of nearby genes.

In order to characterize potential shared genetic influences (pleiotropy) of genome-wide
significant SNVs on other traits, we examined associations of the lead SNVs with other
traits (p<1x107°) using the PhenoScanner database version 2,[32; 49] and conducted a
phenome-wide association study (PheWAS) of the lead SNVs in eMERGE3. Whereas
GWAS systematically examine all variants associated with a phenotype, PheWAS
systematically examine all phenotypes associated with a variant.[47] The PheWAS included
all eMERGE3 EA participants and examined phenotypes defined by “phecodes”, a
standardized system of curated ICD-9 and ICD-10 EHR-based phenotyping algorithms
(Phecode map version 1.2) that have been widely used in prior genetic research and
validated.[14; 60; 63] We examined associations between the lead SNVs and 890 phecodes
with at least two ICD codes and greater than 200 cases defined in the eMERGE data,
excluding spine-related phecodes due to overlap with the GWAS case definitions. We used a
threshold of statistical significance for each lead SNV of p<5.6x107° (0.05/890). A list of all
phecodes is provided in Supplemental File 1.

SNVs achieving genome-wide statistical significance in the meta-analysis of eMERGE3/
Geisinger results were carried forward for replication in UKB EA participants.[20] One
SNV associated with LSRS was carried forward using a replication significance threshold of
p <0.05 (0.05/1 SNV), and 1 SNV associated with LSS was carried forward using a
replication significance threshold of p < 0.05 (0.05/1 SNV).

Analyses for aim 3 involved external validation of 3 SNVs that were previously associated
with self-reported LBP in UKB (rs12310519 [SOX3], rs7814941 [ CCDC26/GSDMC], and
rs3180 [SPOCKZ CHST3]),[22] in the current meta-GWAS of LBP-HCS conducted in
eMERGE3/Geisinger, using a replication significance threshold p < 0.0167 [0.05/3 SNVs).
Also studied was one SNV previously associated with lumbar discectomy for LSRS in
Iceland ( rs7833174)[5], which was examined in the current meta-GWAS of LSRS
conducted in eMERGE3/Geisinger (replication significance threshold p < 0.05 [0.05/1
SNV]).

GWAS of low back pain and lumbar spinal disorders in eMERGE3/Geisinger (discovery

phase)

Characteristics of the study samples are provided in Table 1. The case phenotype prevalence
in meta-analysis of eMERGE3/Geisinger was 48.8% for LBP-HC, 19.8% for LSRS, 7.9%
for LSS, and 22.1% for LSRS/LSS. Histograms reflecting the underlying prevalence of
different diagnostic codes for each phenotype are provided in Supplemental Figures S1-S4.
Quantile-quantile plots did not demonstrate systematic deviations of GWAS association
results from that expected by chance (Supplemental Figures S5-S8). Meta-GWAS results for
the LBP-HC phenotype are presented as a Manhattan plot in Supplemental Figure S9. No
SNVs were associated with LBP-HC at the genome-wide significant level (p<5 x 1078). The
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genome wide SNV-based heritability of LBP-HC was 3.1% (+0.5%) on the observed scale
and 4.9% (£0.8%) on the liability scale.

Results for the LSRS phenotype are presented as a Manhattan plot in Figure 1 and Table 2.
The SNV-heritability of LSRS was 4.2% (+0.5%) on the observed scale and 9.4% (+1.0%)
on the liability scale. Three SNVs at 1 locus were significantly associated with LSRS
(Supplemental File 1). The lead SNV at this locus was rs146153280:C>G (OR=1.17 for the
G allele, p=2.1 x 1079, with G allele frequency 0.04), at an intergenic region on
chromosome 9 between the UCSC-annotated genes NXNLZ2 (~402KB 5’ of variant) and
C90rf47/51PR3/SHC3 (~15KB 3’ of variant). The genes C9orf47, SIPR3and SHC3are
closely located and/or partially overlapping with each other. The other two variants
identified at this locus flank the lead SNV rs146153280, are also intergenic, are collinear
with the lead SNV, and did not remain significant in analyses conditional on rs146153280.
Locus Zoom plots for all genome wide significant results are presented in Supplemental
Figures S10-12.

Results for the LSS phenotype are presented as a Manhattan plot in Figure 2 and Table 2.
The SNV-heritability of LSS was 2.2% (+0.5%) on the observed scale and 8.0% (+2.0%) on
the liability scale. Four SNVs at one locus were significantly associated with LSS
(Supplemental File 1). The lead SNV at this locus was rs13427243:G>A (OR=1.10 for the A
allele, p=4.3 x 1078, allele A frequency 0.40), in the 5’ untranslated region (UTR) of AAKI
on chromosome 2. The haplotype defined by these four associated SNVs spans 131,465 bp
and includes the genes GFPT1 and NFUJ, in addition to AAKI. The other three variants at
this locus were collinear and not significant in analyses conditional on rs13427243.

Results for the LSRS/LSS phenotype are presented as a Manhattan plot in Supplemental
Figure S13. The SNV-heritability of LSRS/LSS was 4.4% (£0.5%) on the observed scale
and 9.3% (£1.0%) on the liability scale. This GWAS identified the same lead variant as in
the GWAS of LSRS (rs146153280 on chromosome 9), which was also associated with
LSRS/LSS rs146153280 (OR=1.17, p=1.4 x 1079, Table 1) as well as two other variants that
were not significant in analyses conditional on the lead variant (Supplemental File 1).

Genetic correlations (r) with LBP were ~1.00 for LSRS, and 0.86 for LSS. The genetic
correlation between LSRS and LSS was 0.67 (Supplemental File 1).

GTEx Functional expression characterization of associated variants

No significant eQTLs were reported for the lead SNV associated with LSRS and LSRS/LSS,
rs146153280, in GTEX. The lead SNV associated with LSS, rs13427243, is an eQTL for
GFPT1and NFUI genes in 20 tissues, including muscle and nerve (p-values between
7.4x107° to 1.8x10720 Supplemental File 1). Violin plots demonstrating rs13427243-
associated expression of GFPT1and NFUI are provided in Supplemental Figure S14.

Phenotype characterization of associated variants

The lead SNV associated with LSRS in chromosome 9 (rs146153280) was associated with
the protein Semaphorin-4D and gene expression of C9orf47traits included in the
PhenoScanner database (Supplemental File 1). The lead SNV associated with LSS in
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chromosome 2 (rs13427243) was associated with gene expression (GFPT1, NFU1, ANXA4)
and epigenetic (DNA methylations, histone modifications) traits in the PhenoScanner
database (Supplemental File 1). PheWAS for the lead variants in these loci conducted within
eMERGES3 revealed no associations with other phenotypes after correction for multiple
statistical testing (Supplemental Figures S15 and S16).

External validation of lead variants, conducted in UKB (replication phase)

The phenotype prevalence for LSRS-UKB, LSS-UKB, LSRS/LSS-UKB was 5.8%, 1.2%,
and 6.4% respectively, substantially lower than the corresponding prevalences in eMERGE/
Geisinger (19.8%, 7.9%, and 22.1%) respectively. The lead variant rs146153280 that was
associated with LSRS and LSRS/LSS in the discovery sample was not replicated in UKB
(Supplemental File 1). However, the lead variant rs13427243 associated with LSS in the
discovery sample was replicated in UKB (OR 1.11, p=5.4 x 107°; Supplemental File 1).

External validation in eMERGE3/Geisinger of variants previously associated with LBP and

LSRS

The variant rs12310519:C>T (SOX5) was significantly associated with LBP-HC in
eMERGE/Geisinger (OR=1.05 for the T allele, p=0.011), with a very similar magnitude and
direction effect to its previously-reported association with self-reported LBP in UKB
(OR=1.05, Supplemental Table S2). In addition, rs7814941:G>A (CCDC26/GSDMC), was
significantly associated with LBP-HC in eMERGE/Geisinger (OR=1.03 for A allele,
p=0.005), with a similar magnitude and direction effect to its association with self-reported
LBP in UKB (OR=1.04). The previously reported association of rs3180 (SPOCKZ CHST?3)
with self-reported LBP was not replicated in eMERGE/Geisinger, but had a similar
magnitude and direction effect (OR=0.98, p=0.09; Supplemental Table S2) to that in UKB.

DISCUSSION

This GWAS leveraged EHR data from multiple health systems to identify genetic markers
associated with LBP prompting health care utilization (LBP-HC) and two lumbar spine-
related diagnoses (LSRS and LSS). Despite a large study sample of over 100,000
participants, no genome-wide significant associations were found with LBP-HC. However,
we identified novel genetic associations with each of the two lumbar spine-related diagnoses
(LSRS and LSS), despite lower numbers of cases and less statistical power compared to the
LBP-HC phenotype. These included one locus associated with LSS and another associated
with LSRS and a combined LSRS/LSS phenotype. In attempted validation using related yet
distinct phenotypes drawn from a very different UK cohort, the lead variant rs13427243
associated with LSS was successfully replicated, while the lead variant rs146153280
associated with LSRS and LSRS/LSS was not.

Although a twin study reported substantial genetic contributions to imaging-detected LSS
(heritability 67-81%)[3], no GWAS have found genome-wide significant associations with
any LSS phenotype.[10] Our study identifies (lead variant rs13427243:G>A [OR for
A=1.10, p=4.3 x 1078]) and replicates (OR for A=1.11, p=5.4 x 1075) in an independent
sample a locus associated with LSS spanning the genes GFPT1, NFUI, and AAKI, which is
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linked to the expression of GFPT1 and NFUZ in multiple tissues. AAKZ was previously
identified as a potential target for neuropathic pain emerging from a large screen of knockout
mice to identify new pain targets.[37] Inhibitors of AAKZ have been tested for the treatment
of neuropathic pain using animal models,[37], a phase 1 clinical trial for neuropathic pain
was recently completed, [1] and a phase 2 clinical trial for diabetic peripheral neuropathic
pain is currently underway.[59] Because LSS is a common lumbar spine-related cause of
neuropathic pain, our findings of a genetic association with this locus reveals an unexpected
convergence between the findings yielded by our agnostic GWAS approach in humans and
those resulting from a drug development strategy using animal models. Symptoms attributed
to LSS are often treated with drugs developed for peripheral neuropathic pain (such as
gabapentin and pregabalin). If AAKZ inhibitors are shown effective and safe for the
treatment of diabetic peripheral neuropathic pain in the future, the association of LSS with a
locus that includes AAKI raises the question of whether AAKZ inhibitors may have utility
in the treatment of neuropathic pain due to LSS. Other genes at this locus have not
previously been implicated in pain. GFPT1 encodes for glutamine-fructose-6-phosphate
transaminase-1, a rate-limiting enzyme in the hexosamine biosynthetic pathway that is
required for the glycosylation of proteins and lipids.[29] Variations in GFPT1 are associated
with congenital myasthenic syndromes marked by weakness and sparing of the ocular and
bulbar muscles. The gene AVFUZ encodes a protein with an important role in iron-sulfur
cluster biogenesis, and mutations in NFUZI have been associated with mitochondrial
dysfunction syndromes.[2]

The strongest association found in this GWAS meta-analysis was with LSRS and the
combined LSRS/LSS phenotype for the variant rs146153280 in an intergenic chromosome 9
region between NXNL2and C90rf47. This locus did not replicate in UKB. This may be
partially explained by the different phenotype definitions used in the replication sample,
evidenced by the much lower prevalence of LSRS in UKB (5.8%) than in eMERGE3/
Geisinger (19.8%). On the other hand, LSS in UKB also had a substantially lower
prevalence (1.2%) than that in eMERGE/Geisinger (7.9%), yet this did not impede
replication of rs13427243. These discordant results from replication efforts may reflect
differences in how these phenotypes are captured by the hospital-based coding used in UKB,
which would be expected to capture a larger proportion of true LSS cases (due to the poor
natural history of LSS and the older mean age of individuals at risk, resulting in more
hospitalizations and surgeries for LSS) than true LSRS cases (which has a favorable natural
history and often does not require hospitalization or surgery).[53] We suggest attempted
replication of the association of rs146153280 with LSRS using a similar phenotyping
strategy to the discovery sample.

Our study replicated several previously reported genetic associations with self-reported LBP
in the current meta-GWAS of EHR-defined LBP, one for rs12310519 in the SOX5 gene and
a second for rs7814941 in an intergenic region near CCDC26/GSDMC.[22] The lead
variants in these loci had similar magnitude and direction of effects in eMERGE/Geisinger
as compared to those in the original setting of UKB. Another previously discovered locus
associated with self-reported LBP (SPOCKZICHST3)[22] did not surpass the significance
threshold, but had a similar magnitude and direction of effect. Analyses of the LSRS
phenotype in the current meta-GWAS also replicated a prior association of rs6651255 with
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lumbar disc herniation requiring decompression surgery in Icelanders,[5] but with a smaller
magnitude effect in eMERGE/Geisinger (OR=0.95 for the C allele) as compared to Iceland
(OR=0.81). This may be explained by the LSRS phenotype used in the Icelandic study
representing surgical cases of LSRS only. By confirming an association of rs12310519 and
rs7814941 with LBP-HC, and rs7814941 near CCDC26/GSDMC with LBP-HC, we
demonstrate variants identified through GWAS of self-reported LBP also associate with LBP
of a sufficient severity to warrant health care use- a rigorous test of external validity with a
different, yet related, phenotype. Taken together, the findings of the current study support the
utility of EHR-based genetic studies for discovery and replication of the genetic mechanisms
underlying lumbar spinal disorders.

Overall, our findings suggest a greater yield for genetic discovery of individual variants from
EHR-based phenotyping of specific lumbar spine-related diagnoses, such as LSRS and LSS,
as compared to the commonly reported symptom of LBP, consistent with the generally
accepted principle that better phenotyping yields more precise genetic discovery. This
pattern may be unsurprising to clinical spine specialists, and corresponds to the clinical
intuition that distinct subgroups of patients with LBP exist and warrant different diagnostic
and treatment methods. For instance, lumbar decompression surgery is a reasonable
treatment option in patients with intractable neuropathic leg pain or myotomal weakness
attributed to LSRS or LSS,[33] but may be inappropriate for a patient with axial LBP
without neuropathic symptoms/signs affecting lower extremities. At the same time, genetic
correlations reflecting the genetic effects of all SNPs genome-wide implied essentially the
same genetic influences on LSRS and LBP (7;~1.0), highly similar genetic influences on
LSS and LBP-HC (7,~.86), and substantial shared genetic influences on LSRS and LSS
(r4=.68). The magnitude of the genetic correlations between LSS and LBP or LSRS
(different lumbar spine phenotypes) are comparable to those we have previously reported for
different locations of musculoskeletal pain, such as neck pain and hip pain (7,=0.83) or neck
pain and knee pain (,;=0.64), but shared genetic influences on LSRS and LBP appear even
more tightly correlated. Taken together, the results of these GWAS findings for individual
variants and genetic correlations reflecting all variants genome-wide are consistent with a
common theme in contemporary pain genomics that shared genetic factors underlie diverse
pain phenotypes, alongside genetic factors unique to specific pain phenotypes.[22; 54; 57]

There are limitations to our study. The diagnostic codes used in clinical practice for the
syndromes of LSRS and LSS are applied differently between providers and health care
systems. For instance, the codes we used to define LSRS or LSS might reflect imaging-
detected pathoanatomic changes such as lumbar disc herniation or spinal canal stenosis,
respectively, or could instead reflect the occurrence of the clinical syndromes that can be
(but are not necessarily) associated with such imaging findings.[55] Therefore, it is all the
more noteworthy that, despite this heterogeneity, more specific spine phenotyping resulted in
greater yield in the current study. An important caveat to this study and all GWAS is that the
specific variants identified usually do not reflect causal variants, but instead are likely to
proxy another locus that confers disease risk. The replicated locus associated with LSS
spanning the genes GFPT1, NFUI, and AAKI was associated with functional eQTL
expression in GFPT1and NVFUI, and involved multiple tissue types, highlighting the
multiple functional effects that associated variants in this region may have. While significant
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associations with AAKZ expression were not found, this may be due to a variety of reasons
such as the limited range of tissues in GTEx (which does not include the spinal canal
morphologic characteristics that are central to LSS) or to the limited sample sizes available.
Currently, while we know that variants in AAKZ, GFPT1, and NFU1 are associated with
LSS, we do not know the specific mechanisms of function involved- only that expression
differences in neighboring genes suggest a functional effect in some manner for this region.
While these results provide a starting point for genetic exploration into previously unknown
mechanisms underlying LSS, further work is needed to elucidate the variants in this locus
that are actually causal. While the effects of identified variants in the current study were
small (e.g., a 10% increased odds of LSS associated with the A allele of rs13427243.G>A in
the discovery phase, and an 11% increased odds of LSS in the replication phase), effect sizes
are expected to increase with further studies that hone in on the causal variant(s) involved.
As these analyses were performed in European-ancestry individuals, our findings may not be
generalizable to other ancestries.

Future GWAS of lumbar spinal disorders may benefit from efforts to examine how EHR data
can best be used to increase the phenotyping precision [48] and resulting power for
discovery. Such studies may also benefit from alternatives to case-control approaches that
take greater advantage of longitudinal data, such as time-to-event analytic methods.[28]
Other distinct subgroups of LBP and spinal disorders based on pain severity, trajectories, and
patterns over time have also been proposed,[16] and some have suggested that these
subgroups may be more suitable targets for genetic discovery than the binary classifications
typically applied to LBP and other spine phenotypes (e.g. absent vs. present, or chronic vs.
acute).[36]

In conclusion, this first meta-GWAS study of lumbar spine-related phenotypes using
longitudinal EHR data identified two novel associations with LSRS and LSS, the latter
which was replicated in an independent dataset. The locus associated with LSS includes the
gene AAK1, which has recently been suggested as a novel drug target for neuropathic pain,
[1; 37; 59]. This raises questions about overlap between the mechanisms underlying spine-
related neuropathic pain due to LSS and peripheral neuropathic pain, and draws attention to
a candidate analgesic in the drug discovery pipeline. The study also replicated previously
discovered associations with LBP for variants in SOX5and CCDC26/GSDMC. EHR-based
GWAS studies have utility for genetic discovery of the mechanisms underlying lumbar
spinal disorders and pain.
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Chromosome

Figure 1. Manhattan plot of GWAS meta-analysisresultsfor the L SRS phenotype*
LSRS=lumbosacral radicular syndrome
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Figure 2. Manhattan plot of GWAS meta-analysisresults for the L SS phenotype*
LSS=lumbar spinal stenosis
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