
pharmaceutics

Review

Can Implementation of Genetics and
Pharmacogenomics Improve Treatment of Chronic
Low Back Pain?

Vladislav Suntsov 1, Filip Jovanovic 1 , Emilija Knezevic 1, Kenneth D. Candido 1,2,3 and
Nebojsa Nick Knezevic 1,2,3,*

1 Department of Anesthesiology, Advocate Illinois Masonic Medical Center, 836 W.
Wellington Ave. Suite 4815, Chicago, IL 60657, USA; vladislav.suntsov@aah.org (V.S.);
drfilipjovanovic91@gmail.com (F.J.); ekneze2@illinois.edu (E.K.); kenneth.candido@aah.org (K.D.C.)

2 Department of Anesthesiology, University of Illinois, Chicago, IL 60612, USA
3 Department of Surgery, University of Illinois, Chicago, IL 60612, USA
* Correspondence: nebojsa@uic.edu; Tel.: +1-773-296-5619; Fax: +1-773-296-5362

Received: 11 August 2020; Accepted: 14 September 2020; Published: 21 September 2020
����������
�������

Abstract: Etiology of back pain is multifactorial and not completely understood, and for the majority
of people who suffer from chronic low back pain (cLBP), the precise cause cannot be determined.
We know that back pain is somewhat heritable, chronic pain more so than acute. The aim of this review
is to compile the genes identified by numerous genetic association studies of chronic pain conditions,
focusing on cLBP specifically. Higher-order neurologic processes involved in pain maintenance and
generation may explain genetic contributions and functional predisposition to formation of cLBP that
does not involve spine pathology. Several genes have been identified in genetic association studies
of cLBP and roughly, these genes could be grouped into several categories, coding for: receptors,
enzymes, cytokines and related molecules, and transcription factors. Treatment of cLBP should be
multimodal. In this review, we discuss how an individual’s genotype could affect their response to
therapy, as well as how genetic polymorphisms in CYP450 and other enzymes are crucial for affecting
the metabolic profile of drugs used for the treatment of cLBP. Implementation of gene-focused
pharmacotherapy has the potential to deliver select, more efficacious drugs and avoid unnecessary,
polypharmacy-related adverse events in many painful conditions, including cLBP.

Keywords: chronic low back pain (cLBP); genetics; pharmacogenomics; personalized treatment;
polymorphism; CYP450

1. Introduction

Low back pain (LBP) is an extremely common problem affecting 80% of individuals at some point
in their lifetime. It is the fifth most common motive for all physician visits. A lifetime prevalence of
LBP was found to be about 40% worldwide [1]. In the United States (US), LBP and related costs are
escalating [1], along with many modalities and their application in managing this problem. Five to
ten percent of patients will develop constant back pain. Chronic low back pain (cLBP) has a strong
impact on society. The US Burden of Disease Collaborators have shown that in 1990 and 2010, LBP was
a disability that persistently affected people for the longest amount of time.

From the 1990s to 2000s, healthcare costs for adults with spinal problems continuously increased,
with a rough estimate of 6000 USD per person with cLBP in 2005, totaling 102 billion USD [2]. In the
US, adults suffering from cLBP were found to make more frequent healthcare visits usually covered by
government-sponsored health insurance plans and to be more socioeconomically disadvantaged [2].
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The etiology of back pain is multifaceted and not completely understood. We know that back
pain is somewhat heritable, chronic pain more so than acute. In as many as 80% of people suffering
from cLBP, the precise cause cannot be determined. Despite cLBP often being connected to anatomic
perturbations such as herniation or degeneration of the intervertebral disc (IVD), these physical findings
have a weak association with cLBP [3,4] and account for only a fraction (7–23%) of the genetic influence
on back pain [5]. Conversely, objective findings such as degenerative findings on imaging often do not
translate into chronicity of LBP. Higher-order neurologic processes involved in pain maintenance and
generation may explain genetic contributions and functional predisposition to the development of
cLBP that does not involve spine pathology [6–8].

Several genes have been identified in genetic association studies of chronic pain conditions.
The results of the mentioned studies suggest a pathophysiology based on disruption of tissue
remodeling, with abundant pro-inflammatory signaling leading to pain [9]. In the following review, we
compiled the genes identified by numerous genetic association studies with chronic pain conditions,
focusing on LBP specifically. Roughly, these genes group into several categories, coding for: receptors,
enzymes, cytokines and related molecules, opioid receptor ligands, and transcription factors.

2. Materials and Methods

We reviewed genetic association studies by conducting a keyword search on the PubMed database.
The search keywords included: “chronic back pain”, “low back pain” combined with “genetics”,
“genetic association”, “variant”, or “polymorphism”. Publications were screened by title and abstract.
If the screening presented incomplete information, the text and tables/figures of the relevant publication
were read and examined. We excluded reviews and publications that reported equivalent results from
the same cohort. Barring several large populations studies, the bulk of the studies conducted presently
have been done on modest population samples containing fewer than 1000 individuals.

3. Genes of Interest

3.1. Receptors

3.1.1. OPRM1 (Opioid Receptor Mu 1)

OPRM1 is a gene coding for the mu (µ) opioid receptor, which is the primary target of
opioid analgesics as well as endogenous opioid peptides (e.g., beta-endorphin and enkephalins).
The mu-opioid receptor also has an important role in modulation of the dopamine system and
subsequently, dependence on drugs of abuse, e.g., as nicotine, cocaine, and alcohol. Hasvik et al. [10]
explored the relationship between the OPRM1 genotype and subjective health complaints (SHC) in
patients with disc herniation and radicular pain. The Subjective Health Complaints Inventory was
used as the primary outcome. The inventory includes 27 prevalent complaints experienced in the
month prior and rated on a scale from ‘not at all’ (0) to ‘severe’ (3) [10]. Twenty-three out of 118 patients
carried the OPRM1 G-allele. Single nucleotide polymorphism (SNP) genotyping was performed on the
OPRM1 A118G. Females that carried the G-allele reported a decrease in pain at the one-year follow-up.
When asked for pain scores and pain duration, female carriers had consistently more health complaints
than male carriers throughout the study. Thus, the study surmised that in patients with radicular pain,
SHCs are associated with sex, as seen through OPRM1 A118G polymorphism interaction [10]. Although
it was formerly thought that the increased SHC was secondary to pain, these results suggested it might
be more significant [11]. The interaction between sex and the OPRM1 polymorphism observed in this
study confirms earlier findings. Reports state that µ-opioid receptor binding potential could be greater
in women and with increasing age [12]. One study demonstrated region-specific divergence in levels of
OPRM1 between individuals with AA and G alleles [13]. The OPRM1 genotype may impart sensitivity
to pro-inflammatory, immune, and stress responses [14], and sensitivity to social rejection [15]. Acute
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and chronic stress affects µ-opioid receptors in GABAergic neurons differently in male and female
rats [16]. This occurs by a mechanism that is not understood.

3.1.2. HTR2A (5-Hydroxytryptamine Receptor 2A)

Research has shown the associations between being susceptible to chronic pain conditions
(e.g., chronic widespread pain and fibromyalgia) and serotonin receptor 2A (HTR2A) gene
polymorphisms [17]. HTR2A gene polymorphisms rs6311 and rs6313 were found to be associated
with higher disability, as measured by ODI (Oswestry Disability index) [18]. Polymorphism rs6311
(1438 A/G) was associated with chronic LBP, but patients with genotypes AA and AG had greater ODI
scores [18]. Likewise, patients with TT or TC genotypes in rs6313 (102 T/C) polymorphism had higher
ODI scores, but these genotypes were not associated with cLBP [18]. In an animal model, injection
of exogenous 5-HT to the nerve root caused pain-associated findings, thus illustrating the role 5-HT
plays in the initial biochemical pathogenesis of sciatic pain [19]. Moreover, selective serotonin reuptake
inhibitors (SSRIs) have seen successful use in the treatment of cLBP. In a 2003 study by Kanayama et al.,
300 mg of sarpogrelate hydrochloride, which is a selective 5-HT(2A) receptor blocker, was given
orally for two weeks to 44 patients with symptomatic lumbar disc herniation. Visual analog scale
(VAS) of LBP, numbness, and sciatic pain significantly improved post treatment with the serotonin
receptor blocker, with >50% pain relief in 23 patients, 25–50% relief in five patients, and <25% relief in
16 patients. The effects of the 5HT2A receptor blocker saw more favorable response in patients with
uncontained disc herniation than in patients with contained disc herniation [20].

3.1.3. DCC (Deleted in Colorectal Carcinoma)

Another significant CBP-associated gene variant is the lead SNP rs4384683, an intronic variant in
the gene DCC (deleted in colorectal carcinoma) [21]. Netrin-1 is an axonal guidance molecule, and as
such, participates in the development of cortical and spinal commissural neurons. DCC encodes the
protein that serves as a receptor for Netrin-1 [22]. DCC–Netrin-1 interactions are a well-studied axonal
guidance mechanism that affects angiogenesis and are vital during development and adulthood [23,24].
Compared to healthy human IVDs, expression of both these genes is greater in degraded discs. They are
also found less frequently in the annulus fibrosus than in the nucleus pulposus [25]. Neurovascular
ingrowth into the IVD may be mediated by netrin-1 and DCC, which is a mechanism that has long
been implicated in chronic discogenic back pain [25,26]. Given the phenotypic correlation between
CBP and depression [27], the correlation between CBP and DCC (depressive symptoms associated
with cross phenotype of rs4384683) could also be explained by pleiotropy [21]. In animal models of
mechanical allodynia, interactions of Netrin1/DCC have been found to impact pain processing in the
spinal cord [23]. In accord, these data suggest numerous possible causes for the relationship between
CBP and DCC, including the involvement of mood and/or nociceptive pathways [21]. rs4384683 in the
DCC gene was also associated with depressive symptoms [28] with the same trend i.e., the A allele
was associated with lower risk of CBP.

3.1.4. ESR (Estrogen Receptor 1)

Roh et al. [29] examined the relationship between estrogen receptor (ER) alpha (α) (ERα)
polymorphisms and degenerative spondylolisthesis (DS) patients. A strong association was found
between Xbal polymorphism and the VAS score of back pain. Subjects with AG and AA genotypes had
significantly lower back pain (p < 0.05) VAS scores than did patients with a GG genotype. Identification
of the CG haplotype with Pvull and Xbal polymorphism analysis in patients with back pain showed
increased pain intensity on the VAS scale. ERα, a steroid hormone nuclear receptor, transactivates
estrogen-responsive elements. Estrogen receptors are classified as ERα or ER beta (β), based on the
mode of alternate gene splicing. The two receptors are significant regulators of skeletal maturation
and growth [30,31]. The relationship between ERα and osteoarthritis has been recognized in a number
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of studies [32]. Thus, a gene in any part of the estrogen endocrine pathway is of interest to research in
the pathogenesis of degenerative spondylolisthesis and broader implications for LBP.

3.1.5. CNR2 (Cannabinoid Receptor 2)

The CNR2 receptor system is dynamically involved in pain processing. The current hypothesis is
that following pain induction, the functional upregulation of spinal CNR2 protein and mRNA seems to
contribute an important countermeasure to the formation of central sensitization. This is corroborated
by the exacerbation of allodynia at the painful site, and the novel manifestation of allodynia in
the control site in mice with genetically deleted Cnr2 (Cnr2−/−) [33]. In a study by Ramesh et al.,
CNR2 mRNA expression was increased among patients with both acute and chronic LBP at baseline
compared to healthy controls [34].

3.1.6. ADRB2 (Adrenoceptor Beta 2)

Correlation was shown between SNP rs2053044 (ADRB2, recessive model) and CDCP (chronic
disabling comorbid neck and low back pain). The study strongly suggests that genetic variants in
the ADRB2 gene coding for the beta-2-adrenergic receptor makes individuals predisposed to chronic
musculoskeletal complaints [35].

Some relevant receptor-related gene studies that are not referenced in the text are listed in Table 1.

Table 1. Receptor-related genes.

Gene Function/Pathway Condition(s) Citation Number of Subjects/
Geographic Region

DCC Receptor for Netrin-1, as an
axonal guidance molecule LBP Suri et al., 2018 [21] n = 168,000

ESR1 Other/Estrogen receptor 1 LBP Roh et al., 2013 [29] n = 192, South Korea

ADRB2 Neurotransmission/beta-2
adrenergic receptor

TMD/LBP/Fibromyalgia
LBP comorbid with

neck pain

Diatchenko et al., 2006
[36]/Skouen et al.

[35]/Vargas-Alarcon et al.,
2009 [37]

n = 1004; Western
Australian Pregnancy

(Raine) Cohort

CNR2

Peripheral cannabinoid
receptor; nociceptive

transmission, inflammatory
response, bone homeostasis

LBP/mechanical allodynia,
neuroinflammation in

CRPS1/Joint pain

Starkweather et al., 2017 [38];
Ramesh et al., 2018 [34]/Xu et al.,

2016 [39]

n = 62 USA; n = 84
USA/animal

model/animal model

OPRM1 Neurotransmission/Mu
opioid receptor LBP

Hasvik et al., 2014 [10],
Omair et al. have not replicated

the above (2015) [40]

n = 118 Caucasians,
Norway

Abbreviations: TMD, temporomandibular disorder; LBP, low back pain; CRPS1, complex regional pain syndrome 1;
DCC, deleted in colorectal carcinoma.

3.2. Enzymes

3.2.1. COMT (Catechol-O-Methyltransferase)

Catechol-O-Methyltransferase (COMT) is an enzyme that helps regulate adrenergic, nonadrenergic,
and dopaminergic signaling through metabolizing catecholamines. Research has been done on a
number of human and animal pain models to investigate the effects of decreased COMT enzyme
activity on nociception. Peripheral pain sensitivity was found to be increased by low COMT activity
in animal model data [41]. Low COMT activity in humans, however, attenuated spinal nociceptive
activity and central sensitization [42]. Thus, it can be concluded that low COMT activity has a complex
effect. A correlation between pain hypersensitivity and Met alleles producing low enzyme activity
was often found in human pain models [43]. Pain sensitivity has been associated with a functional
polymorphism reducing the enzyme activity in the gene encoding COMT, the COMT Val158Met
SNP. Jacobsen et al. [44] examined COMT Val158Met SNP contribution to sciatica and discogenic
subacute LBP. Degenerative disc disease (DDD) subjects’ appearance of the Val158Met genotypes was
measured against healthy controls. It was hoped that this SNP may help in predicting the advancement
of pain and disability. There were no differences in the frequency of the COMT genotype between
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controls and newly diagnosed subjects. When patients’ pain and disability were examined over time,
a borderline significant rise in functionality measured with the ODI score and the McGill sensory score
was found for patients who had a COMT Met/Met genotype. Furthermore, six months after inclusion,
a significant relationship was observed between patients’ COMT Met-allele, pain (VAS score), McGill
sensory, and ODI scores. It was also found that Val158Met SNP may contribute to disc herniation
symptoms; patients with Met/Met had the slowest recovery and most pain, followed by those with
Val/Met, followed by those with Val/Val [44]. Baseline disability was found to be significantly related to
two haplotypes (p < 0.002), age, sex, and smoking (p ≤ 0.002), COMT SNPs rs6269 (p = 0.007), rs2075507
(p = 0.009), rs4818 in European adults (p = 0.02), and rs4633 (p = 0.04). There were no meaningful
associations observed with clinical variables during the long-term follow up. Although this suggests
that genetics plays a role in disability level in chronic LBP patients being considered for surgery, it was
concluded that genetics does not affect the outcome of treatment in the long term [40]. A relationship
between pain perception after lumbar discectomy and genetic polymorphism of the COMT enzyme
was found by Rut et al. All of the subjects had a one-level symptomatic disc herniation from L3 to
S1. The study tracked ODI to assess pain intensity and the patients’ quality of life, as well as VAS
to assess back and leg pain. At the one-year follow-up, patients with the rs4680 GG genotype and
COMT rs4633 CC demonstrated significant improvement in LBP. Better clinical outcome was shown
in ODI scores and VAS for patients with COMT haplotype related to low metabolic activity of the
enzyme (A_C_C_G) after surgery. It is noted that the study was too small to draw conclusions about
the relationship between genetic diversity in COMT and clinical outcome after lumbar discectomy.
It is suggested by the authors that the COMT genotype could serve a purpose in determining which
patients would benefit more from surgery e.g., selection of subjects for earlier surgery [45].

3.2.2. CASP9 (Caspase-9)

Caspase-9 (CASP-9) initiates apoptosis through signaling with the initiator caspase. CASP-9
influences the growth and progression of lumbar disc disease (LDD) [46]. The transcriptional activity
of CASP-9 is intensified by polymorphism in the promoter region. This modulates the susceptibility
to LDD [46]. Guo et al. studied the association between -712C/T (rs4645981) and CASP-9 -1263A/G
(rs4645978) polymorphisms and discogenic LBP, finding that people with identified rs4645978 have
a high probability of discogenic LBP. CASP-9 was found to be vital to regulating cell homeostasis
through the cleavage of molecules concerned in apoptosis in mouse models, where the CASP-9
gene was made inoperative [47]. The apoptotic machinery within cells is engaged by numerous
pro-apoptotic stimuli, leading to the generation of the apoptosome. The downstream CASP-9 cascade
is then activated by the apoptosome with effector caspases, which leads to apoptosis [48]. Abnormal
functioning apoptosomes are known to contribute to carcinogenesis, but may also play a role in
various degenerative disorders [49,50]. Apoptosis inactivation is a hallmark of cancer, as it allows the
survival of cells prone to genetic damage [51]. In contrast, apoptosis activation leads to cell reduction
in the degenerated disc in LDD, particularly discogenic LBP. It is suggested by Guo et al. that the
activity and/or frequency of CASP-9 could be greater in those who carry the -1263 GG genotype and
that apoptosis of IVD cells may be abnormally enhanced in such individuals. Given that these disc
cells possess and maintain a large extracellular matrix, the IVD being prone to degeneration with a
reduced cell count is hardly surprising [52]. With advanced degeneration, radial tearing of the disc
may occur [46].

3.2.3. GCH1 (GTP Cyclohydrolase 1)

According to Tegeder et al., GTP hydrolase (GCH1) is a key modulator of neuropathic and
inflammatory pain [53]. It is an enzyme that limits the rate of synthesis of BH4 (tetrahydrobiopterin).
Downstream, BH4 affects production of serotonin, nitric oxide, and catecholamines. The amount
of BH4 increases in primary sensory neurons after axonal injury due to the upregulation of GCH1.
Dorsal root ganglia (DRGs) also see increased levels of BH4 after peripheral inflammation due to
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greater GCH1 activity. In rats, preventing new BH4 synthesis led to attenuation of inflammatory
and neuropathic pain, and stopped nerve injury-related nitric oxide production in the DRP, whereas
depositing BH4 intrathecally was found to aggravate pain. A haplotype of GCH1 found in 15.4%
of the population was related to less pain after discectomy for persistent radicular low back pain in
humans. Decreased pain sensitivity was shown in healthy test subjects homozygous for this haplotype.
Leukocytes excited by forskolin in haplotype carriers saw less upregulated GCH1 than controls.
In order to explore BH4’s possible implications in human pain, studies [53,54] have evaluated the
possible relationship of certain pain phenotypes with polymorphisms in GCH1. Serious neurological
issues and DOPA-responsive dystonia occur if BH4 is significantly decreased or nonexistent in humans,
which takes place in uncommon instances of mutations—nonsense, missense, insertion, or deletion
mutations in coding areas of GTP cyclohydrolase or sepiapterin reductase genes [55,56]. Due to the
dependency of serotonin and dopamine neurotransmitter-synthesizing enzymes on BH4, inadequate
amounts of BH4 lead to deficiencies of these transmitters and therefore, neurological conditions.
This study found no neurological conditions in homozygotes for the pain-protective haplotype. It was
consequently suggested that the pain-protective haplotype contains a variation in a regulatory site,
leading to deterioration in GTP cyclohydrolase function or production. To further support this finding,
the constitutive frequency of GTP cyclohydrolase and BH4 production was found to be the same
between non-carriers and carriers of the pain-protective haplotype. These findings showed that
changes in the amount of essential enzyme cofactor BH4 affect the sensitivity of the pain system.
Further, the risk of developing continuous neuropathic pain and responses of healthy humans to
noxious stimuli were both found to be affected by SNPs in the gene for the enzyme GTP cyclohydrolase.
Since a decreased susceptibility to developing continuous pain is associated with the pain-protective
haplotype in GCH1, there is potential for a treatment that might avoid the initial onset or development
of chronic pain. This potential treatment could decrease surplus de novo synthesis of BH4 in the DRG,
but not constitutive amounts of BH4, by leaving the recycling pathway untouched or by focusing
solely on induction of GTP cyclohydrolase. Additionally, a factor that provides predictions into the
severity and length of pain would also be a helpful device in analyzing a patient’s risk of chronic pain.
The presence of BH4 in people suffering from inflammatory pain as well as peripheral neuropathy
points to GCH1 upregulation as a result of overall injury to axons and thus, can predict the rate of
chronic/postsurgical levels of pain [57,58].

3.2.4. MMP 1,2,3 (Matrix Metallopeptidases)

Matrix metalloproteinases (MMPs) have an effect on the development of LBP due to their
direct involvement in the deterioration of the extracellular matrix in the IVD. The -1607 promoter
polymorphism, which is a SNP for guanine insertion/deletion (G/D) of the MMP1 gene, significantly
affects transcription level and promoter activity. Song et al. [59] demonstrated an association between
degenerative disc disease in southern Chinese subjects and the -1607 promoter polymorphism of MMP1.
Genotypic association on the presence of the D allele as well as D allelic were significantly associated
with DDD. Genotypic and allelic association were demonstrated by further age stratification in the
group of subjects over 40 years old. The D allele was not associated with Schmorl’s nodes, disc bulges,
or annular tears. Jacobsen et al. [60] have shown that inserting a SNP into the rs1799750 2G allele
(promoter of MMP1) was associated with sciatica, LBP, and disability following lumbar disk herniation.
These were measured by increased VAS scores, McGill pain questionnaire scores, and ODI scores.
The presence of the rs1799750 2G allele is associated with the increase in in vitro MMP1 expression,
but in clinical trials of patients with disk herniations, there were no differences in frequency of the
allele when compared to pain-free controls. The MMP1 2G allele was not directly associated with disk
degeneration in these patients. When compared to patients who were homozygous for the 2G allele,
the patients who carried the 1G allele had less pain and were able to function better. The extracellular
matrix within the IVD was prone to degradation where rs1799750 SNP was present because of increased
MMP1 expression. Matrix degradation is thought to be principal in disk degeneration. As such, matrix
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metalloproteinase inhibitors have undergone clinical trials to try to treat neuropathic pain and multiple
sclerosis. After nerve injury, the temporal and differential pattern of MMPs expression correlates
with changes in concentrations of pro-inflammatory cytokines. This suggests that MMPs, besides
being mediators for neuroinflammation, could also be directly associated with pain due to nerve
damage. Blocking a single MMP with targeted treatments such as peptide inhibitors, monoclonal
antibodies, and siRNAs can offer a better therapeutic approach while minimizing the adverse effects of
broad-spectrum MMP inhibitors [61].

MMP2, matrix metalloproteinase-2, was demonstrated to contribute to the development of LDD.
Amplified activity and expression of MMP2 were shown to be present in degenerative discs. There are
reports of the polymorphism-1306C/T in the MMP-2 gene promoter influencing gene transcription and
expression. LDD patients had a significantly greater prevalence of the MMP-2-1306CC genotype when
compared to controls, as demonstrated by Don et al. [62]. CC-genotyped subjects had almost a three
times greater risk for LDD development than did subjects who carried at least one T allele. On MR
imaging, this genotype also corresponded with higher grade disc degeneration. Therefore, in young
adults, the MMP-2-1306 C/T polymorphism may be a genetic risk factor linked to LDD susceptibility.
Accelerated disc degeneration may result from increased expression of MMP-2 and subsequent tissue
cleft formation and disc material resorption [62].

Matrix metalloproteinase-3 (MMP-3, stromelysin-1) has been implied in vertebral disc
degeneration—specifically, 5a/6a polymorphism in the MMP3 promoter [63]. In elderly people,
the 5A5A and 5A6A genotypes were associated with a notably larger number of degenerative IVDs
and the degenerative scores were higher than in the 6A6A genotype. In younger people, there was
no noted difference. This led to the conclusion that in the elderly, the 5A allele is a risk factor for
accelerated lumbar disc changes. Omair et al. [64] found an association between improvement in pain
at one year following lumbar fusion (p = 0.03) and with severe lumbar disc degeneration (p = 0.006)
and MMP3 polymorphism rs72520913. Additionally, associations of severe degeneration with IL18RAP
polymorphism rs1420100 and MMP3 polymorphism rs72520913 were observed in this study. The
rs1420100 polymorphism was associated with more than one degenerated disc.

3.2.5. FAAH (Fatty Acid Amide Hydrolase)

In a study by Ramesh et al., subjects who experienced both acute and low back pain at baseline
demonstrated elevated levels of CNR2 mRNA; however, only subjects who went on to develop
chronic LBP exhibited elevated levels of FAAH and TRPV1 mRNA [34]. Modest yet significantly
elevated FAAH and TRPV1 expression were observed in those who developed cLBP compared to
the acute LBP group, suggesting a possible genetic interaction that may increase vulnerability to
chronic pain. Two SNPs within FAAH, rs932816 and rs4141964, were associated with increased pain
scores on the McGill pain questionnaire among patients with LBP and accounted for ~5% variance
in the pain ratings. The FAAH SNP rs932816 was significantly associated with the overall increased
average pain and interference of pain among LBP patients [34]. Ethanolamine (anandamide, AEA)
is an endogenous cannabinoid. Most of its pharmacological effects are via binding and activation
of CB (1) and CB (2) cannabinoid receptors, in the periphery and the CNS [65]. Elevated levels of
FAAH mRNA could lead to lower AEA levels and thus, dysregulation of normal pain processing [66].
In a study by Schlosburg et al., mice treated with FAAH inhibitors and FAAH knockout mice were
unable to hydrolyze AEA along with other non-cannabinoid lipid signaling molecules. The animals
with compromised FAAH persistently demonstrated phenotypes that were anti-inflammatory and
antinociceptive, with efficacy comparable to direct-acting cannabinoid receptor agonists like THC [65].
However, a study performed on 74 patients with knee osteoarthritis found a lack of analgesic effect of a
potent and selective FAAH1 inhibitor PF-04457845, despite decreasing activity of FAAH by >96% and
increasing levels of the four endogenous substrates (fatty acid amides) [67]. The apparent disconnect
between the animal models and human subjects warrants further investigation.

Some relevant receptor-related gene studies that are not referenced in the text are listed in Table 2.
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Table 2. Enzyme-related genes.

Gene Function/Pathway Condition(s) Citation Number of Subjects/
Geographic Region

FAAH

hydrolyzes many primary and
secondary fatty acid amides,
including anandamide and

oleamide as neuromodulators

cLBP Ramesh et al., 2018 [34] n = 84, USA

COMT Neurotransmission/Catechol-
O-methyltransferase LBP

Rut et al., 2014 [45],
Jacobsen et al., 2012 [44],
Omair et al., 2013, 2015

[40,64]

n = 176, Poland/n = 258,
Norway/n = 93, Norway

(West Eur), n = 371, Europe

GCH Guanosine triphosphate
cyclohydrolase LBP Tegeder et al., 2006 [53] Animal studies

MMP1 Protein degradation/matrix
metalloproteinase LBP Song et al., 2008 [59]

Jacobsen et al., 2013 [60]
n = 691, southern China;

n = 260, Norway Eur White

MMP2 Protein degradation LBP Dong et al., 2007 [62] n = 162, China

MMP3 Protein degradation LBP Takahashi et al., 2001 [63] n = 103, Japan

CASP9 Apoptosis-mediating caspase LBP Guo et al., 2011 [46],
Mu et al., 2013 [68]

n = 154/216 controls in
China; n = 305/587 controls

Chinese soldiers

Abbreviations: LBP, low back pain; cLBP, chronic low back pain.

3.3. Cytokines and Associated Receptors

3.3.1. IL18RAP (Interleukin 18 Receptor Accessory Protein); IL18R1 (Interleukin 18 Receptor 1);
IL1A (Interleukin 1 Alpha)

Schistad et al. [69] reported that the C > T polymorphism rs1800587 in the interleukin-1α gene
is associated with decreased pressure pain thresholds and increased pain intensity in patients with
lumbar radicular pain. A pressure point threshold (PPT) was used to measure the pain severity for
the gluteal muscles and VAS was used to measure the pain severity in the lower back and legs as the
primary outcome. To determine the differences in genetic-makeup, a previously designed TaqMan
assay was used for IL-1α rs1800587. By repeating analyses of variance with the different pain scores,
the effect of the genotype was measured. After further analysis, the gene did have an effect on the scores
in patients with symptomatic disk herniations. Patients who had CT/TT genotype had higher VAS pain
scores for leg pain (p = 0.002) and lower PPT scores for the gluteus (p = 0.016 for both left and right side)
compared to patients with the CC genotype during the 1-year follow-up. A study by Omair et al. [64]
found that IL18RAP polymorphism rs1420100 was closely related to severe IVD degeneration in the
lumbar segments (L4-L5 and L5-S1) and more than one degenerated IVD. Interestingly, SNPs rs917997
and rs1420106 from the same gene were linked to disequilibrium and with post treatment improvement
in disability. The number of degenerated discs and degeneration severity associated with the rs1420100
SNP was confirmed by the study results of Videman et al. [70]. IL18RAP is important for IL18 signal
transduction and ligand binding affinity, as it is a subunit of the IL18 receptor [71]. Secretion of
interferon gamma (IFN-y) results from IL18R-induced activation of T cells and NK cells. The IFN
activates macrophage cells to secrete Il-1 and TNF-alpha, leading to further production of cytokines
and proteases and increased matrix degradation. The cells of herniated and degenerated discs secrete
these proteases and cytokines [72–74]. This elucidates a link between inflammation and degeneration,
and a viable pathway for back pain development. Significant associations with reduction in pain and
improvement in disability were uncovered in association analysis of 5SNPs spanning the three genes
(IL18RAP, IL18R1, IL1A).

3.3.2. GDF5 (Growth Differentiation Factor 5)

In the Chinese Han population, Mu et al. [68] found that the GDF5 polymorphism (+104T/C;
rs143383) was found to be associated with susceptibility to symptomatic lumbar disc herniation (LDH).
Type II collagen in the nucleus pulposus of the disc may be an important component in susceptibility to
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symptomatic LDH [68]. The +104T/C variant increases the risk of developing musculoskeletal diseases
and is the most prevalent SNP for GDF5. The SNP rs143383 is associated with osteoarthritis according
to recent studies with replication studies, confirming this finding in different ethnic populaces [75,76].
In the Han Chinese cohort, the polymorphic T allele was less frequent in the control group than the
case group. These results agreed with those of Williams et al., who observed SNP rs143383 association
with lumbar disc degeneration in a cohort of Northern Europeans [77]. In this study, T allele and
TT genotype were identified as predisposing to the risk of symptomatic lumbar disc herniation in
both sexes.

3.3.3. CCL2 (C-C Motif Chemokine Ligand 2)

Starkweather et al. [38] found chemokine (C-C motif) ligand 2 (CCL2) upregulation in the acute
LBP group compared to no-pain controls. This gene has previously been shown in the oral surgery
model of tissue injury and acute pain, with upregulation associated with pain intensity at three hours
post op along with increased levels of proinflammatory cytokines [78].

Some relevant gene studies that are not referenced in the text are listed in Table 3.

Table 3. Genes related to cytokines and their associated receptors.

Gene Function/Pathway Condition(s) Citation Number of Subjects/
Geographic Region

CCL2 Chemotactic factor for
monocytes and basophils LBP Starkweather et al., 2017 [38] n = 62, USA

IL18R1
IL18RAP

IL1A

Immune response/
Interleukin receptors LBP Omair et al., 2013 [64]

Schistad et al., 2014 [69]
n = 93, Norway;
n = 121, Norway

GDF5
Part of TGF-beta family,
Cellular growth/Skeletal

tissue differentiation
LBP Mu et al., 2013 [79] n = 305/587 controls

Chinese soldiers

Abbreviations: LBP, low back pain.

3.4. Transcription Factors

3.4.1. SOX5 (SRY-Box 5)

Loci tagged by rs7833174 (CCDC26/GSDMC), rs4384683 (DCC), and rs12310519 (SOX5) across the
genome were significantly associated with chronic back pain (CBP), as demonstrated by Suri et al. [21].
Among the examined traits related to CBP, the lead SNP rs12310519 in SOX5 was closely linked with
degeneration in the IVDs in the lumbar region [21,80]. SOX genes are transcription factors which are
involved in all developments of the embryo, as they determine the outcomes for many cell types [21].
As SOX5 and SOX6 genes have some of the same functions, they are able to coordinate well together in
order to efficiently undergo chondrogenesis [81]. When SOX5 was inactive, small defects in cartilage
and skeleton formation in mice were noted. When both SOX5 and SOX6 were inactive, the mice had
severe chondrodysplasia [82]. SOX5 and SOX6 are vital in the formation of IVDs, the spinal column,
and notochord development [81,83]. If SOX5 and/or SOX6 are not active, mice with a range of spinal
developmental issues and abnormalities are noted [84].

3.4.2. CCDC26/GSDMC (CCDC26 Long Non-Coding RNA/Gasdermin C)

The lead SNP rs7833174 in CCDC26/GSDMC was known to mostly affect height and hip
circumference in UKB (UK Biobank) [21]. It was also linked to radiographic hip osteoarthritis [85].
In a whole genome association study of Icelandic adults, all forms in CCFC26/GSDMC linked to CBP
showed an interrelation with lumbar microdiscectomy for sciatica across phenotypes [86]. The effect
direction was the same on other phenotypes as it was on CBP. For example, the T allele, which is
associated with height increase, is also a prominent risk of osteoarthritis, CBP, and lumbar discectomy
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for sciatica [21]. Lumbar disc herniations bear some of the responsibility for causing forms of back
pain [87]. Links between lumbar disc herniation and CBP can be clearly seen [88,89]. In the GSDM
gene family, which is expressed in epithelial tissues, GASMC encodes for the protein Gasdermin C [21].
The role of GSDMC in lumbar disc herniation and sciatica is not known. In osteoarthritis-related
cartilage and subchondral bone cartilage, it is usually linked to distinct methylation patterns [90,91].
After examining one variable genetic association for CBP at CCDC26/GSDMC across phenotypes,
pleiotropy with radiographic hip OA at rs6470763 has been found [85]. These data suggest that there
are links between variants at CCDC26/GSDMC and CBP [21].

3.4.3. PNOC (Prepronociceptin)

PNOC is the gene which encodes prepronociceptin, a precursor to nociceptin. Nociceptin helps the
opioid receptor-like receptor (OPRL1) bind to other molecules. The OPRL1 can modulate nociceptive
behavior and movement by acting as a transmitter in the brain. Prepronociceptin appears to
induce upregulation of cytokines and IL-10 decreases the expression of PNOC [92]. In the study
by Starkweather et al. [38], upregulation of PNOC was associated with mechanical sensitivity of the
painful region in the acute LBP group, suggesting a role in contributing to peripheral sensitization.

All genes related to transcription factors, neurotransmission and other unknown functions are
shown in Table 4.

Table 4. Genes related to transcription factors, neurotransmission, and other unknown functions.

Gene Function/Pathway Condition(s) Citation Number of Subjects/
Geographic Location

SOX5 Transcription factor,
embryonic development LBP Suri et al., 2018 [21] n = 168,000; worldwide

CCDC26/GSDMC

Non-coding/Codes gasdermin C;
the N-terminal moiety promotes

pyroptosis with unknown
physiologic significance

LBP Suri et al., 2018 [21] n = 168,000; worldwide

PNOC

Codes prepronociceptin; nociceptin
is a ligand of the opioid

receptor-like receptor OPRL1; may
modulate nociceptive and

locomotor behavior

LBP Starkweather et al., 2016 [38] n = 62, CT USA

Abbreviations: LBP, low back pain.

3.5. Pharmacogenomics in Management of cLBP

An estimated 70,000–100,000 people die each year from opioid overdoses from all around the
world [93]. Nearly half of all opioid overdose deaths were from opioids that were prescribed to
those individuals. According to the U.S. Drug Enforcement Administration (DEA), the amount of
opioid overdoses has reached an epidemic level [94]. When patients with chronic pain are prescribed
with opioid medications, there is a higher risk of the treatment having a poor outcome in the long
run. Opioid therapy can have severe side effects such as misuse, overdose, hyperalgesia, and death.
As improving a patient’s quality of life and functioning while avoiding adverse events is highly
important, individualized therapies to treat chronic non-cancer pain are crucial [95]. In order for health
care providers to be able to accurately diagnose and treat patients with chronic pain, they have to take
into account variables like age, sex, ethnicity, lifestyle, comorbidities, and drugs that the patient may
already be using. These factors combined with the contribution of genetics to the type of pain and
efficacy and safety of drugs will ultimately impact the way that pharmacotherapy works.

The Human Pain Genetics Database (HPGDB) represents a large inventory of studies intended
to summarize and reflect the association between genetic variations and different chronic pain
conditions [96]. Interestingly, a specific phenotype category for which genetic associations were most
frequently reported was analgesia. The Human Genome Research Project opened new opportunities
for diagnosing diseases, developing drugs, and individualizing medicine. Personalized medicine in
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pain management has only been possible due to the advancements in research and technology, as well
as the newly developed policies that empower patients [95]. Pharmacogenomics studies should help
in discovering how an individual’s genome affects their response to pharmacotherapy. As such, it is
a pathway to individualized treatment and can impact pharmacotherapy to maximize efficacy and
minimize adverse reactions and polypharmacy.

Cytochrome P450 (CYP450) is one of the most recognized superfamilies of enzymes responsible
for inter-individual differences pertaining to drug effectiveness or adverse events profiles. Defined as
membrane-associated proteins in the endoplasmic reticulum of cells, there are 57 genes identified
coding for various CYP450 [97]. However, not all CYP types participate in drug metabolism. In the
Caucasian population, a study associated four major CYP types (1A2, 2D6, 2C9, and 2C19) with 40.0%
of drug metabolism [98] Moreover, in the same ethnic group, further analysis revealed 34 polymorphic
alleles responsible for altered enzymatic activity. The authors also retrieved 199 non-synonymous
SNPs with a prevalence of ≥1% in all genomes, irrespective of ethnicity (Figure 1). Prescribed analgesic
drugs can have different effects on patients because of their genetic variations which contribute to the
way they respond to the drugs, which is why pharmacogenomics plays a crucial role when dealing
with pain management. Usually, the genetic variants in the CYP450 enzyme are what account for the
different responses to drugs because of alteration to the protein structure and function. These variants
are mostly known as single nucleotide polymorphisms [95]. The response to an analgesic medication
therapy is highly dependent on prodrug metabolism, active component breakdown, and transport
through cellular membranes [95].
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Nonsteroidal anti-inflammatory drugs (NSAIDs) represent a commonly used class of drugs
for the initial treatment of cLBP. To a large extent, the biotransformation of NSAIDs is governed by
cytochrome P450 isoforms, in particular by CYP2C9 [99]. Adjusted to CYP2C9 activity score, the Clinical
Pharmacogenetics Implementation Consortium (CPIC) retrieved three distinct CYP2C9 phenotypes:
poor metabolizers (PM), intermediate metabolizers (IM), and normal metabolizers (NM) [100]. PM and
IM variants are linked with decreased metabolic clearance potential, which results in a prolonged
plasma elimination half-life of NSAIDs. In addition, CYP2C9*3 was associated with decreased
celecoxib, meloxicam, as well as S (+) and R (−) ibuprofen metabolism. The same genotype also
rendered meloxicam with enhanced pharmacodynamic effects (increased inhibition of thromboxane B2

formation). Gastroduodenal bleeding, a serious NSAID-related adverse event, has been found highly
probable in CYP2C9*1/*3 and CYP2C9*1/*2 heterozygotes [101] A later study recognized the CYP2C9
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359Leu (CYP2C9*3) allele as a risk factor for acute upper gastrointestinal bleeding in patients taking
NSAIDs other than aspirin.

In chronic pain management, the CYP450 polymorphisms are also relevant in the metabolism
of opioid drugs like codeine, tramadol, hydrocodone, and oxycodone. Their use, while common
in pain management, can lead to unpredictable and sometimes dangerous consequences. Hepatic
cytochrome P450 2D6 (CYP2D6) is pivotal for bioactivating codeine into morphine, and tramadol
into O-desmethyltramadol. The clinical significance from CYP2D6 polymorphism would render an
individual susceptible to variable outcomes to efficacy and safety profiles of codeine. Accordingly,
CPIC guidelines have classified different patient phenotypes with respect to the CYP2D6 activity
score [102]. The authors identified four such profiles: PM, IM, extensive metabolizer (EM (normal
morphine formation)), and ultrarapid metabolizer (UM). PM variants can significantly reduce the
activity of drug metabolism and lead to insufficient pain relief and lower drug clearance, requiring a
reduction in the drug dose to avoid undesired adverse effects. For this phenotype, it is recommended
to consider drugs such as morphine or use of a non-opioid [102]. Reduced codeine metabolism is also
seen with IM, although not as pronounced as with PM, and therapy protocols in such phenotypes
advocate for a trial of codeine as a first-line opioid analgesic. If no response is identified, second tier
drugs would include morphine, use of a non-opioid, or tramadol. Finally, UM, as the least prevalent
and most extensive metabolic-capable variant, has been described as being high risk for morphine
toxicity; codeine should be avoided, and clinicians should instead opt for morphine or a non-opioid.
Put into perspective, a retrospective cohort of 224 patients with CLBP treated with oxycodone or
codeine were analyzed with respect to their CYP26D genotype [103]. There were statistically significant
findings in regard to therapeutic failures at the haplotype (CYP2D6*6 (PM) and CYP2D6*9 (IM)) as
well as diplotype level (CYP2D6 *1/*11 (EM), *4/*6 (PM), *41/*2N (UM)) with chronic opioid treatment
(p < 0.05). Moreover, CYP2D6*2N patients exhibited increased risks of side effects. A prospective
cohort study with 76 chronic pain patients receiving codeine or tramadol was conducted to assess the
prevalence of CYP2D6 genotype among the cohort [104]. The authors analyzed the nine most common
variants (CYP2D6 *2–6, *9, *10, *14, and *17), as well as those without polymorphic alleles (CYP2D6*1,
wild type (wt)). The most common genotypes per se as well as adverse effects among such variants
were identified, thus paving the path for a more personalized therapy.

Moreover, the link between hydromorphone and OPRM1 A118A genotypes (homozygous (AA) vs.
heterozygous (AG)) was explored in 158 women receiving hydrocodone/acetaminophen postoperatively
following Cesarean section [105]. Patients homozygous for the A118A allele had statistically significant
pain relief associated with both the total dose of hydrocodone and serum hydromorphone level, while
adverse events more commonly occurred in the heterozygous group. The CYP450 enzyme family is not
the only one that affects pain management. A study with 231 opioid-naïve patients revealed that those
with the COMT G472A-AA genotype (rs4680) and KCNJ6 A1032G-A allele (rs2070995) required higher
dosing. When a higher pain intensity was present, they responded differently to opioid titration with
higher pain intensity, thereby requiring higher dosing [106] The single-nucleotide polymorphisms in
genes closely related to pain transmission and the metabolism of opioids may cause patients with cLBP
to possibly be predisposed to excessive sensitivity and variation in the effects of opioid analgesics.

The management of different chronic pain conditions includes adjunct drugs such as antidepressants,
muscle relaxants, and anticonvulsants. The three major CYP enzymes implicated in the metabolism
of antidepressants are CYP1A2, CYP2D6, and CYP2C19; however, other enzymes are also involved
as evidenced by the metabolism of amitriptyline (1A2, 2C9, 2C19, 2D6, 3A), bupropion (2B6),
imipramine (1A2, 2C19, 2D6, 3A), venlafaxine (2D6, 3A), etc. [107–109]. Nevertheless, CYP2D6
isoenzyme has been most extensively studied in regards to antidepressant metabolism. Indeed,
CYP2D6 phenotypes predispose to large differences in plasma drug concentrations and variable rates
of adverse events [107,110]. The Royal Dutch Association of the Advancement of Pharmacy developed
pharmacogenetics-based guidelines for a number of drugs including venlafaxine [111]. For PM and
IM phenotypes, the recommendations were to select an alternate drug (e.g., citalopram, sertraline)
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or adjust dose and monitor O-desmethylvenlafaxine, a venlafaxine metabolite. In contrast, for the
UM phenotype, it is recommended to titrate to a maximum of 150% of the normal dose or opt for
one of the abovementioned alternative drugs. Of note, the efficacy and safety of venlafaxine has
been associated with SNPs rs2032582 (G2677T) and rs1045642 (C3435T) within the ABCB1 gene that
codes for membrane-bound P-glycoprotein (P-gp) [112–114] Genetic polymorphism for serotonin
transporter 5-HT (5-HTTLPR), characterized by short (s) and long (l) variants, has been associated
with the efficacy of another antidepressant, citalopram [115] Among l/l 5-HTTLPR homozygotes,
citalopram significantly reduces pain-related responses in the cerebellum and in parts of the cerebral
cortex, while the relationship between the 5-HTTLPR genotype and pain-related brain response was
shown to be a good predictor of pain alleviating properties of citalopram. Duloxetine, a serotonin and
norepinephrine reuptake inhibitor, is another antidepressant drug whose metabolism is amenable to
certain CYP (primarily CYP1A2, but also CYP2D6 and CYP2C9) enzymes. For this reason, one should
expect potentially toxic plasma levels of duloxetine in the case of concomitant administration of a
strong CYP1A2 inhibitor [95].

The pharmacokinetic properties of a commonly used muscle relaxant, cyclobenzaprine, were the
subject of investigation in four clinical studies [116]. It was shown that steady-state plasma
concentrations of this drug were two-fold higher in the elderly population and those individuals
with hepatic insufficiency, necessitating dose reduction in such patient groups. In addition, there is
preclinical evidence that rendered the therapeutic plasma levels of cyclobenzaprine accountable for the
initiation of serotonin syndrome, a potentially fatal condition characterized by altered mental status
and autonomic instability [117].

The activity of some of the aforementioned CYP enzymes, such as CYP3A4, CYP2C9, and CYP2C19,
may be affected by different anticonvulsants in a stimulating (phenytoin, carbamazepine) or inhibitory
(oxcarbazepine, valproic acid) fashion, thus creating an environment for adverse drug reactions
and drug–drug interactions [118]. In contrast, gabapentinoids (gabapentin, pregabalin) are neither
activators/inhibitors of the cytochrome P450 system nor subject to hepatic metabolism [119,120], but are
instead excreted in urine. This process is under the influence of organic cation transporters OCTN1 and
OCT2 coded by SLC22A4 and SLC22A2 genes, respectively [121–123]. However, the genotype of an
individual (e.g., OCTN1 polymorphism) was found to have a negligible role in gabapentin clearance
and was much more affected by the renal function and absorption process [123].

3.5.1. Drug–Drug Interactions

An additional shortfall of current cLBP management is the unfortunate circumstance of
polypharmacy use, and with it, drug–drug interactions (DDIs), where the toxicity and/or efficacy of
one or all drugs is altered. If the metabolism of the used drugs (several opioids) goes through the
cytochrome P450 (CYP450) pathways, the patient is possibly exposed to dangerous DDIs. The overall
prevalence of DDIs among cLBP is 27% [124]. A large retrospective cohort analysis was conducted
to assess for pharmacokinetic drug–drug interactions (pDDI) in 57,752 chronic non-cancer pain
patients taking opioids [125] The authors matched the 9 most commonly prescribed opioids against
19 precipitant drugs capable of inducing CYP450-dependent metabolic effects changes, and sought for
those pDDIs with a potential to induce adverse drug reactions (i.e., PDDI-major). In a decreasing order
of frequency, the most prevalent pDDIs were caused from 3A inhibition, followed by 2D6 inhibition
and 3A induction, while the leading precipitant drugs included fluconazole, followed by diltiazem,
clarithromycin, and verapamil. The summary of the most common, CYP450-related, prescribed opioids
and precipitant drugs in chronic non-cancer pain patients is shown in Figure 2. About 5.7% of the
cohort was found to have been exposed to potential PDDI-major, and these had significantly higher
healthcare costs vs. patients without a drug–drug interaction.
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3.5.2. Drug–Drug–Gene Interactions

Knowing a patient’s genotyping as part of an overall clinical practice may lead to better outcomes.
Pharmacogenomics and therapeutic drug monitoring can potentially minimize adverse events,
while maximizing efficacy. The incidence of adverse events depends on a number of variables,
including sex, age, comorbidities, genetic variations, etc. Indeed, a recent retrospective analysis in
patients with known genetic polymorphisms in major drug metabolizing enzymes (CYP2D6, CYP2C9,
and CYP2C19) revealed that drug–gene (DG) and drug–drug–gene (DDG) interactions accounted
for 14.7% and 19.2% of adverse events [126]. DDG interactions have been classified into three
categories: inhibitory, induction, and phenoconversion interactions [127]. Inhibitory and induction
interactions assume altered metabolic and pharmacokinetic properties of the target drug, which
can be influenced by the presence of another drug, genetic mutations of relevant enzymes, or their
combination. Phenoconversion is related to opposing effects between the effect of the interacting drug
and the genotype, which practically would make genetically susceptible individuals normalized by
adding medications having opposite effects on metabolism. Moreover, drug–drug–gene interactions
have also been proposed to influence drug transporters (i.e., drug–drug–transporters genes interaction),
and subsequently, drug pharmacokinetics, in a similar fashion as with drug metabolizing enzymes.
Storelli et al. managed to render physiologically based pharmacokinetic (PBPK) modeling appropriate
to predict the influence of CYP2D6 genetic polymorphisms on DDIs [128]. The clinical significance
behind PBPK simulations lies in personalized medicine—to help identify individuals susceptible to
higher risk of DDIs and deliver a genotype-specific drug dose. Incorporating genetic analysis into
clinical studies can help predict responses to different treatment options by identifying clinical and
genetic factors. When the treating physician knows how a patient might respond to a given therapy,
this can help them guide which therapies they might prescribe. This form of personalized medicine
with incorporated biomarkers helps to drastically improve the effectiveness of current and future
strategies in pain management [129].

4. Conclusions

Treatment of chronic low back pain (cLBP) should be multimodal. We hope that with future
research, it will be possible to use genetic markers for identifying patients at risk for developing cLBP
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early. Additionally, genotyping may assist in directing treatment, predicting lack of efficacy with any
particular approach, and facilitating decisions between conservative approaches or early escalations to
more radical approaches such as surgery. Examining genetic markers could provide objective data for
physicians treating cLBP, instead of relying upon more subjective measures such as numeric pain rating
scales. Making a “pain profile” of a patient, which would include genetic markers, while being costly at
present, could lead to minimizing healthcare costs in the future, by getting the patients the personalized
treatment that they require early, and by minimizing inefficacious approaches. In order to deliver a
more personalized therapy, further research is warranted to explore how an individual’s genotype
affects their responses to therapy. In particular, the focus should be on genetic polymorphisms in
CYP450 and other enzymes crucial for affecting the metabolic profile of target drugs. Implementation
of gene-focused pharmacotherapy has the potential to deliver select, more efficacious drugs and avoid
unnecessary, polypharmacy-related adverse events in many painful conditions, including chronic low
back pain.

Our review provides some targets for future research into pharmacogenomics. It is our hope that
by obtaining additional knowledge regarding polymorphisms in these genes and their relationship to
pharmacotherapy response, we will help guide future therapies, reduce overall healthcare costs, and
prevent perpetuation of the opioid epidemic, among other benefits.
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