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Abstract
Background
Methamphetamine (MA) is a potent agonist at the trace amine-associated receptor 1
(TAAR1). This study evaluated a common variant (CV) in the human TAAR1 gene, synonymous single nucleotide polymorphism (SNP) V288V, to determine the involvement of
TAAR1 in MA dependence.
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Methods
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Participants (n = 106) with active MA dependence (MA-ACT), in remission from MA dependence (MA-REM), with active polysubstance dependence, in remission from polysubstance
dependence, and with no history of substance dependence completed neuropsychiatric
symptom questionnaires and provided blood samples. In vitro expression and function of
CV and wild type TAAR1 receptors were also measured.
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Results
The V288V polymorphism demonstrated a 40% increase in TAAR1 protein expression in
cell culture, but message sequence and protein function were unchanged, suggesting an
increase in translation efficiency. Principal components analysis resolved neuropsychiatric
symptoms into four components, PC1 (depression, anxiety, memory, and fatigue), PC2
(pain), PC3 (drug and alcohol craving), and PC4 (sleep disturbances). Analyses of study
group and TAAR1 genotype revealed a significant interaction for PC3 (craving response) (p
= 0.003). The control group showed no difference in PC3 associated with TAAR1, while
adjusted mean craving for the MA-ACT and MA-REM groups, among those with at least one
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copy of V288V, was estimated to be, respectively, 1.55 (p = 0.036) and 1.77 (p = 0.071)
times the adjusted mean craving for those without the TAAR1 SNP.

Conclusions
Neuroadaptation to chronic MA use may be altered by TAAR1 genotype and result in
increased dopamine signaling and craving in individuals with the V288V genotype.

Introduction
Addiction to methamphetamine (MA) is a costly substance use disorder and is a growing concern, as highlighted by recent media headlines (“Meth, the Forgotten Killer, Is Back. And It’s
Everywhere”; [1], “Meth, Cheaper And Deadlier, Is Surging Back.”, [1]). Recent epidemiological surveys have likewise documented a resurgence of MA use [2, 3] and an increase in associated fatalities [4]. MA is among the 10 most frequently mentioned drugs contributing to
overdose deaths, and from 2011 through 2016, the rate of drug overdose deaths involving MA
more than tripled [4]. Genetic factors contribute to risk for drug-seeking behavior, as well as
to variability in addiction treatment outcomes. Polymorphisms in several genes are associated
with drug dependence [5], including genes encoding opioid receptors (e.g., OPRM1 [6]), phospholipase C beta 1 protein [7], and prodynorphin [8], (see also [9] for review). These gene variants may function synergistically with polymorphisms associated with comorbid
neuropsychiatric symptoms that are common in addictions, such as anxiety or depression.
Gene variants may also modify vulnerability to relapse and treatment response at specific
stages of addiction. One leading candidate gene, which significantly influences MA use and
response in animal models [10, 11], is the trace amine-associated receptor 1 (TAAR1) gene.
Among the studied disorders in which TAAR1 plays a crucial role, drug addiction, particularly
stimulant addiction, is increasingly under investigation (reviewed in [12]).
In brain, the TAAR1 appears to function as an endogenous rheostat, regulating receptor
activation in neurotransmitter systems, particularly the dopaminergic system [13]. Importantly, in addition to MA’s direct interactions with the dopaminergic system, MA is a potent
agonist at the TAAR1 [14]. There are approximately 50 synonymous and 50 non-synonymous
single nucleotide polymorphisms (SNPs) in the human TAAR1 (dbSNP database, NCBI), and
function-modifying polymorphisms of the human TAAR1 gene are evident in vitro [15]. In
mice, a non-functional Taar1 allele segregates with high MA use, implying a protective role for
TAAR1 function in the context of MA exposure [16]. TAAR1 has been implicated in human
conditions associated with pathological monoaminergic and immune system function, including schizophrenia [17], fibromyalgia [18], migraine [19], and addictions [15, 20–23]. It is not
known, however, whether differences in TAAR1 gene sequences are associated with human
MA addiction. This study evaluated a common variant (CV) in the human TAAR1 gene, a
SNP in a valine (V) codon (rs8192620 on human [GRCh38.p7] chromosome 6 at 132,645,140
bp in hTAAR1), occurring at amino acid position 288 and is designated V288V. The goal was
to determine the involvement of TAAR1 in humans with MA dependence—collectively investigating TAAR1 genotype-phenotype interactions in MA addiction and recovery.

Materials and methods
Research participants
Participants were recruited from Portland, Oregon (OR) area addiction treatment centers and
the community through word of mouth and via study advertisements posted in clinics,
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websites, and newspapers. Individuals were enrolled into one of five groups: 1) control (CTL)
group (n = 31): adults with no lifetime history of dependence on any substance other than nicotine or caffeine; 2) MA-active (MA-ACT) group (n = 13): adults actively using MA and currently meeting criteria for MA dependence; 3) MA-remission (MA-REM) group (n = 19):
adults in early remission from MA dependence � 1 month and � 6 months; 4) active polysubstance dependence (POLY-ACT) group (n = 11): adults actively using and dependent on MA
and at least one other substance (other than caffeine or nicotine); and 5) polysubstance remission (POLY-REM) group (n = 32): adults in early remission (abstinence � 1 month and � 6
months) from dependence on MA and at least one other substance (other than caffeine or nicotine). (Note: Although the currently accepted terminologies are MA use disorder and polysubstance use disorder, as per the DSM-5, the diagnostic categories were previously termed MA
dependence and polysubstance dependence, and these terms are used when referring to the
research participants described in this paper). This study was reviewed and approved by the
Veterans Affairs Portland Health Care System and Oregon Health & Science University Institutional Review Boards. The procedures followed were in accordance with the ethical standards of these institutional review boards and with the Helsinki Declaration, as revised in
2004. Written informed consent was received from participants prior to inclusion in the study.
General exclusion criteria included: 1) history of major medical illness (by subject selfreport during the structured interview) or current use of medications that are likely to be associated with serious neurological or immune dysfunction [e.g., stroke, traumatic brain injury,
human immunodeficiency virus (HIV) infection, primary psychotic disorder or active psychosis, immunosuppressants, antivirals, benzodiazepines, opiates, stimulants, antipsychotics, anticholinergics, antiparkinson agents], 2) visible intoxication or impaired capacity to understand
study risks and benefits or otherwise provide informed consent, and 3) based on the Diagnostic and Statistical Manual of Mental Disorders-Fourth Edition (DSM-IV) [24] with confirmation by the Mini International Neuropsychiatric Interview questionnaire (MINI) [25], meets
criteria for past or current manic episode, schizophrenia, schizoaffective disorder, or other
psychotic disorder. (Note that a history of temporary substance-induced psychosis was acceptable for participants in the substance use groups, as long as they did not currently meet criteria
for a psychotic disorder, and they did not meet criteria for a psychotic disorder prior to active
substance abuse).
Additional exclusion criteria for the control group included: 1) meets criteria for lifetime
history of dependence on any substance (other than nicotine or caffeine dependence) based on
the DSM-IV [24] with confirmation by the MINI [25], 2) heavy alcohol use as defined by the
National Institute on Alcohol Abuse and Alcoholism (women: average alcohol use � 7 standard drinks weekly for � 1 year; men: average alcohol use � 14 standard drinks weekly
for � 1 year [26]), 3) use of marijuana > 2 times per month, 4) regular use of other addictive
substances, 5) on the day of the study visits, tests positive on a urine drug analysis for any
addictive drugs, including alcohol and marijuana, and 6) education beyond an associate’s
degree.
Inclusion criteria for the MA dependent groups included: 1) DSM-IV criteria [24] (with
confirmation by the MINI [25]) for MA dependence, 2) MA use > 2 days per week for > 1
year, and 3) no dependence [DSM-IV criteria [24] with confirmation by the MINI [25]) on
other substances. Inclusion criteria for the polysubstance-dependent groups included: 1)
DSM-IV criteria (with confirmation by the MINI [25]) for dependence on MA and at least
one other substance (other than caffeine or nicotine), and 2) MA use > 2 days per week
for > 1 year. Inclusion criteria for the active groups included: 1) meets DSM-IV criteria [24]
for dependence on MA with confirmation by the MINI [25], 2) average MA use of � 2 days
per week for � 1 year, and 3) last use of MA was � 2 weeks ago. Inclusion criteria for the
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remission groups included: 1) all criteria for the active groups, except last use of MA and other
substances (other than caffeine and nicotine) was � 1 and � 6 months ago, and 2) on the day
of the study visit, does not test positive for any addictive drugs, including alcohol and
marijuana.

Procedures
Participants completed a structured clinical interview (MINI), urine drug screen [Uscreen 6
Panel Drug Test Cups (RapidDetectINC, Poteau, OK, USA)], HCV and HIV antibody screen,
neuropsychological tests and provided a blood sample. Neuropsychological measures included
the Patient Health Questionnaire (PHQ-9) to assess depressive symptoms [27], Generalized
Anxiety Disorder 7-item scale (GAD-7) [28], Prospective and Retrospective Memory Questionnaire (PRMQ), a 16-item measure which records the frequency with which subjects report
problems with aspects of everyday memory functioning) [29], visual analog scales (VAS), 10
cm lines on which subjects mark alcohol and other drug cravings on a 0 to 100 scale (e.g.,
[30]), Fatigue Severity Scale (FSS), 9-item scale to rate self-reported tiredness [31], Brief Pain
Inventory (BPI) [32], and Pittsburgh Sleep Quality Index (PSQI), a 10-item scale to investigate
several aspects of sleep quality [33]. Interviews were conducted in clinical space at the VA
Portland Health Care System (VAPORHCS) by three trained research associates under the
direction of neuropsychologist Marilyn Huckans, PhD. Diagnoses and interpretation of
responses to structured interviews were discussed at weekly meetings with Dr. Huckans, but
no formal inter-rater reliability measures were calculated. Blood was drawn from non-fasting
participants at rest by one-time venipuncture in clinic at the VAPORHCS. Samples were collected in cell preparation tubes (BD Vacutainer Systems, Franklin Lakes, NJ, USA) containing
1 ml of 0.1M sodium citrate solution. Peripheral blood mononuclear cells (PBMCs) were isolated per standard operating procedures. PBMCs were washed twice in RPMI/5% FBS and
then counted before freezing and storage in liquid nitrogen.

DNA extraction, PCR amplification, and TAAR1 sequencing
DNA was extracted using Puregene kits (Qiagen Inc., Germantown, MD, USA). PCR was performed on an Applied Biosystems (ABI) 9600 thermocycler using TAAR1 specific primers
(Forward 5’ CCTGATTATGGATTTGGGAAAA 3’ Reverse 5’ TCATAAAGGTCAGTACCCC
AGA 3’) using Amplitaq gold 360 (Applied Biosystems, Foster City, CA, USA). DNA
sequencing was performed using ABI BigDye v3.1 cycle sequencing reagents and analyzed on
an ABI 3130XL Genetic Analyzer. DNA extraction quality analysis of 12 samples found that
the 260/280 ratios were between 1.7 and 2.0 and all 260/230 ratios were greater than 1.5; the
yields ranged from 7–27 μg at a concentration between 37 and 127 ng/μl. The variation in
yield was due to differences in the initial cell numbers. Average yield was 19 μg and 92 ng/μl.

TAAR1 polymorphism analysis
The TAAR1 variants were detected by direct Sanger sequencing and analyzed by using
Sequencher 5.0 software (Gene Codes Corporation, Ann Arbor, MI, USA). Briefly, the
sequencing data were trimmed to remove the low quality area. The variants were identified by
comparative sequence alignments among the samples to the human TAAR1 reference
sequence (NCBI reference sequence NC_000006.12: c132646026-132644898/NM_138327.2).
The potential heterozygotes were analyzed by the ratio of primary and secondary peaks and
manually validated. The candidate variants from the sample sequence were determined by
comparison with the established NCBI dbSNP database and Ensembl SNP database.
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In vitro expression and function of CV and wild type (WT) TAAR1
receptors
Chinese Hamster Ovary (CHO-K1) cells in culture were transfected with 2.5 μg/10 cm dish of
either WT or CV venus-tagged cDNA. Protein expression and fluorescence were measured by
a modification of our previously described methods [15]. EC50 values for the effects of β-phenethylamine (β-PEA) on cAMP production were also determined according to Shi et al.
(2016). Secondary WT and CV mRNA structure was determined using RNAstructure tool
software (http://rna.urmc.rochester.edu/RNAstructureWeb/).

Statistical analysis
For in vitro experiments, differences in light intensity between WT and CV TAAR1-transfected cells were analyzed by Student’s t-test. Dose-response curves for cAMP accumulation
were analyzed by nonlinear regression using GraphPad Prism (San Diego, CA, USA).
Between-group differences were assessed by one-way analysis of variance (ANOVA) or twoway ANOVAs of genotype by β-PEA concentration, followed with Tukey’s multiple comparison test using GraphPad Prism software (San Diego, CA, USA). P-values < 0.05 were considered significant. To evaluate the relationship between TAAR1 genotype and neuropsychiatric
function, principal component analysis (PCA) was applied to the correlation matrix of prespecified neuropsychiatric characteristics of interest. Components were retained until at least
80% of the overall variance was accumulated. Those retained were rotated (orthogonal Varimax) to clarify the structure and limit neuropsychiatric characteristics from loading on multiple components simultaneously. PC scores were computed and correlated against individual
neuropsychiatric characteristics to facilitate interpretation and identify dominant characteristics within each PC. Scores were then used as the response of interest in separate generalized
linear models (GLM) with study group, TAAR1 genotype, and the interaction between these
factors as predictors of primary interest, while adjusting for key demographic variables found
also to be associated with the response. Exploratory plots revealed skewness in PC scores and
increasing standard deviation proportional to the mean, so the GLM utilized a gamma distribution (with log link) after adding a small amount to all values sufficient to ensure all values
were positive (shifted +1.4). Robust standard errors were used for estimation and testing to
guard against potential mis-specification of the underlying distribution.

Results
In vitro expression and function of CV and WT TAAR1 receptors
There was greater TAAR1 protein expression over time in the cells transfected with cDNA for
the CV compared to WT receptor (Fig 1A, 1B and 1C). Note that at all post transfection time
points, the CV receptor was expressed at higher levels than the WT receptor, indicating that
this was not a transient kinetic phenomenon. Protein values and cell number were the same
across the constructs. Production of cAMP was higher in the CV- compared to WT-transfected cells in response to β-PEA, but EC50 values did not differ (230 nM vs 237 nM for WT
and CV, respectively, Fig 1D and 1E). However, there was a significant increase in the maximal cAMP response to agonist stimulation in the cells expressing the CV, compared to the
cells expressing the WT receptor (Fig 1E). Determination of mRNA structure revealed that the
A ! T substitution in the valine codon occurred near the base of a hairpin loop, but the predicted secondary structures were identical.
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Fig 1. The common variant, V288V has higher expression and function in transfected cells. Cells were transfected and processed as
described in the text, and fluorescence was measured at 4 hours (A), 24 hours (B), and 48 hours (C). Expression of V288V was higher at all
time points compared to expression of the reference sequence (WT) (t-test, � p < 0.005). D) β-phenthylamine (β-PEA)-stimulated cAMP
production indicated a higher maximal response but no change in EC50 values across genotypes. Two-way ANOVA detected a significant
genotype by β-PEA concentration interaction [F(12,41) = 5.882; p < 0.0001), � p < 0.005, comparing WT and V288V variant]. E) One-way
ANOVA, followed with Tukey’s multiple comparison test compared cAMP levels between groups (� p < 0.005, comparing WT and V288V
variant; + p < 0.005, comparing untransfected (Un) cells and cells expressing the TAAR1 variants.
https://doi.org/10.1371/journal.pone.0220270.g001

Demographic and clinical characteristics
Demographic and clinical characteristics of study participants are summarized in Table 1. The
reported allelic frequency of the TAAR1 synonymous V288V SNP in the general population is
22% [34] and was 29% (95% CI: 23% - 36%) in our sample. The distribution of V288V genotypes did not statistically differ among study groups (Table 1).

TAAR1 V288V genotype and neuropsychiatric symptoms
Common risk factors can contribute to both substance use disorders and the adverse effects on
mental health. We sought to determine whether the TAAR1 V288V genotype was associated
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Table 1. Demographic and clinical characteristics of study participants with and without a history of dependence on methamphetamine and other substances.
TAAR1 V288V genotype
Characteristic

Negative (n = 54)

p-value

Positive (n = 52)

Study group (n, %)
CTL

0.431
17

31.5

14

26.9

MA-ACT

8

14.8

5

9.6

MA-REM

11

20.4

8

15.4
15.4

POLY-ACT

3

5.6

8

POLY-REM

15

27.8

17

32.7

37.6

10.4

38.6

12.3

Age [yrs] (mean, sd)
Sex (n, %)
Male

35

64.8

37

71.2

Female

19

35.2

15

28.8

9

16.7

8

15.4

Ethnicity (n, %)
Other
White

0.644

0.485

0.857
45

83.3

44

84.6

Yrs of education (mean, sd)

12.5

1.5

12.4

1.5

BMI [kg/m^2] (mean, sd)

27.7

4.6

25.9

4.6

Prescription meds. (n, %)

0.374
0.056
0.629

No

35

64.8

36

69.2

Yes

19

35.2

16

30.8

No

20

37.0

20

38.5

Yes

34

63.0

32

61.5

No

14

26.9

18

34.6

Yes

38

73.1

34

65.4

Current medical cond. (n, %)

0.880

Current smoker (n, %)

0.395

Abbreviations: ACT, active; BMI, body mass index; CLT, control; MA, methamphetamine; POLY, polysubstance
https://doi.org/10.1371/journal.pone.0220270.t001

with addiction-related symptoms, specifically, neuropsychiatric characteristics involving
depression, anxiety, pain, sleep, drug and alcohol craving, and cognitive function. Principal
component analysis resolved the 10 characteristics into four principal components (PC) that
combine characteristics into distinct patterns: PC1 (mood/cognition) was a combination of
depression, anxiety, memory, and fatigue; PC2 was dominated by pain; PC3 involved craving;
and PC4 was driven by sleep disturbances (Table 2).
Scores for each principal component were analyzed to determine whether differences associated with TAAR1 genotype varied by study group (i.e., TAAR1 x group interaction). For PC3
(craving response), and controlling for age, years of education, ethnicity, and sex, there was a
significant [X2(4df) = 15.82, p = 0.003] interaction between TAAR1 and study group. Control
participants showed no difference in PC3 associated with TAAR1 (fold change = 0.99,
p = 0.94), while the adjusted mean craving response for individuals in the MA-ACT and
MA-REM groups, among those with at least one copy of the TAAR1 V288V SNP (TAAR1 positive group), was estimated to be, respectively, 1.55 (95% CI: 1.03–2.35; p = 0.036) and 1.77
(95% CI: 0.95–3.27; p = 0.071) times the adjusted mean response for those without the TAAR1
SNP (TAAR1 negative group). Participants in the POLY-REM group evidenced a similar, but
non-significant trend; the adjusted mean craving response for the TAAR1 positive group was
estimated to be 1.34 (95% CI: 0.90–2.01; p = 0.152) times the adjusted mean response for the
TAAR1 negative group. In the POLY-ACT group, the direction reversed, such that the
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Table 2. Pattern structure (loadings) of addiction-related symptoms identified through PCAa.
Symptom (measure)

PC1

PC2

PC3

PC4

Depression (PHQ-9)

0.491

-0.058

0.048

-0.001

Anxiety (GAD-7)

0.470

-0.090

0.078

0.109

Memory (PRMQ)

0.425

0.025

0.018

-0.080

Fatigue (FSS)

0.402

0.127

-0.107

-0.032

Pain severity (BPI)

0.023

0.706

-0.029

-0.102

Pain interference (BPI)

-0.030

0.685

0.029

0.110

Alcohol craving (VAS)

-0.256

0.004

0.834

-0.031

MA craving (VAS)

0.229

-0.013

0.365

0.084

Other craving (VAS)

0.255

0.050

0.350

-0.460

Sleep disturbance (PSQI)

0.107

0.043

0.163

0.859

3.55

1.85

1.78

0.86

Variance
Var. (%)

36

18

18

9

Cum. %

36

54

72

80

a

The dominant neuropsychiatric symptoms are highlighted with gray background. Abbreviations: PCA, principal
component analysis; PHQ-9, Patient Health Questionnaire; GAD-7, Generalized Anxiety Disorder 7-item scale;

PRMQ, Prospective and Retrospective Memory Questionnaire; FSS, Fatigue Severity Scale; BPI, Brief Pain Inventory;
VAS, visual analogue scale; PSQI, Pittsburgh Sleep Quality Inventory
https://doi.org/10.1371/journal.pone.0220270.t002

adjusted mean response for the TAAR1 positive group was lower (fold change = 0.61) than the
mean response for TAAR1 negative group (95% CI: 0.41–0.91; p = 0.016); however, the
POLY-ACT group was limited to only three WT participants and two of these were outliers
(Studentized residuals > 4.5). Therefore, a secondary analysis was performed, omitting the
outliers and with the POLY-ACT and POLY-REM groups combined. In addition, as the
skewed distribution of the craving component resulted primarily from inclusion of the craving
values of the CTL group, the CTL groups were omitted from the model. This reanalysis, using
a general linear model with genotype and group as main effects and age, sex, ethnicity, and
education as covariates, found no interaction between TAAR1 and diagnostic group. When
reanalyzed omitting the interaction term, there were significant main effects of TAAR1
(p < 0.025) and group (p < 0.002). Thus, inclusion or exclusion of the outliers did not affect
the overall conclusions. The main effect of TAAR1 genotype had a Cohen’s d = 0.58, indicating
a moderate effect size in the multiple regression analysis (see S1 Statistical Supplement).
Further testing revealed that the TAAR1 genotype effects in the MA-ACT and MA-REM
groups (i.e., 1.55- and 1.77-fold increases) did not differ significantly [X2 (1df) = 0.11,
p = 0.75], implying a shared underlying effect on craving for those with MA dependence,
either active or in early remission. Having at least one copy of the TAAR1 V288V SNP was
associated with a 1.68 (95% CI: 1.14–2.47, p = 0.009) fold increase in the adjusted mean craving
response as characterized by PC3. This suggests participants with TAAR1 V288V SNP in the
MA-ACT and MA-REM groups reported higher aggregated levels of craving (for alcohol, MA,
and other substances) than participants without the TAAR1 V288V SNP (Fig 2).

Discussion
This is the first study to describe the effects of an expression-modifying polymorphism of the
TAAR1 gene on characteristics of humans with a MA use disorder. These important findings
provide evidential support for the role of TAAR1 genotype in the craving response. The CV
SNP resulted in increased functional TAAR1 protein production in cell culture although it is
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Fig 2. Illustrates the craving response (vertical axis), as found by PCA and separated according to study group
and TAAR1 status (horizontal axis). Individual values are shown as black (WT = no V288V polymorphism) or
gray (CV = homozygous or heterozygous for V288V polymorphism) circles, with median value indicated by
horizontal dash. For individuals with a history of methamphetamine (MA) dependence, the TAAR1 positive response
was ~1.68 times the negative response, indicating that participants with the TAAR1 V288V SNP reported higher levels
of craving (for alcohol, MA, and other addictive drugs) than participants without the TAAR1 V288V SNP.
Abbreviations: ACT, active; CV, common variant; POLY, polysubstance; REM, remission; WT, wild-type.
https://doi.org/10.1371/journal.pone.0220270.g002

not known whether this effect occurs in vivo. While the V288V SNP is synonymous, such
changes can affect the binding sites for splicing regulatory proteins and have significant effects
on pre-mRNA splicing and translation efficiency [35, 36]. As TAAR1 has a single exon, the
increased protein production demonstrated in Fig 1 is likely due to increased translation.
TAAR1 genotype has substantial effects on responses to amphetamines. In preclinical studies, MA drinking lines of mice, bred for high or low voluntary MA intake, and TAAR1 knockout mice demonstrate a major impact of the Taar1 gene on several MA-related responses (e.g.,
MA consumption, MA-induced conditioned taste aversion and conditioned place preference,
and MA-induced hypothermia [37, 38]). A mouse model of TAAR1 over-expression reported
increased spontaneous dopaminergic neuron firing rate and extracellular DA but blunted
extracellular dopamine and hyper-locomotion response to acutely administered amphetamine
[39].
Although other simulants (e.g., cocaine and methylphenidate) and alcohol reliably increase
dopamine release in the striatum, amphetamines are unique substrates of the dopamine transporter (DAT) that can interact with intracellular TAAR1 [40]. Acute amphetamine, via agonism at the intracellular TAAR1 receptor, causes internalization of the DAT [41, 42] and a
glutamate transporter (excitatory amino acid transporter 3, EAAT3) [43]. Chronic MA exposure causes long-term decreases in DAT in animals [44, 45] and humans [46, 47]. It is possible
that individuals with a history of MA use who are homozygous or heterozygous with the
V288V polymorphism (and presumptive TAAR1 overexpression) may have even lower DAT
numbers than WT individuals, greater dopamine persistence in the synapse in ventral
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tegmental area and nucleus accumbens ventral striatum and thus greater craving due to the
influence of these regions on corticolimbic targets [48]).
Interestingly, the TAAR1 gene does not occur in genetic databases referencing addiction or
neuropsychiatric disorders associated with dopaminergic pathology. These include databases
generated from studies on: 1) subjective responses to amphetamines [49], 2) self-reported alcohol consumption [50], 3) cocaine dependence [51], 4) schizophrenia [17, 52], and 5) Parkinson’s disease [53]. A recent genome-wide association study (GWAS) that investigated alleles
that correlated with shared risk for alcohol (n = 521 participants), heroin (n = 1026 participants), and MA (n = 1749 participants) did not identify TAAR1 [54]. This report is important
as one of the only GWAS investigation of MA addiction, but the number of individuals with
MA use disorder is still rather small and may miss genes of small effect or those that are necessary but not sufficient to confer risk. The lack of association with other substances of abuse is
not entirely surprising as MA is a substrate of the DAT and an agonist at the intracellular
TAAR1 receptor, while alcohol, cocaine, cannabinoids, and opioids are not transported into
the cell nor do they act at the receptor. We suggest that the CV exerts its influence in MA use
disorder after the individual becomes addicted to MA and does not confer risk for developing
addiction per se. Therefore, we do not find it surprising that the CV, which exerts its influence
through over expression of TAAR1, is only associated with the disorder after chronic exposure
to MA. The Hart et al. (2012) paper deserves separate mention, as that study investigated subjective response to amphetamine in healthy volunteers and did not identify the CV as explaining any of the variance in subjective experience. This accords with our hypothesis that the CV
exerts its behavioral effects (e.g., craving) only after addiction has developed in MA use disorder and may, therefore, not affect subjective response in those without a history of MA
exposure.
This study has some limitations. Current nicotine and caffeine users were not excluded.
Smoking, and to a lesser extent, caffeine use, is common in substance using populations and
exclusion of these subjects would have resulted in recruitment of an atypical sample. Smoking
was, however, distributed evenly between the V288V and WT subgroups and was thus unlikely
to have affected the conclusions. In addition, the sample size for this investigation is small for
genetic studies. Nevertheless, there was a statistically significant moderate effect (d = 0.58) of
genotype on craving demonstrated in the MA using groups. As this effect size is associated
with a power of about 0.5 for this number of subjects, it is not unlikely that the effect was
detected. Confirmation of the genotype effect with larger samples would increase confidence
in this finding. Also, as there were only two V288V homozygotes in the MA groups, if was not
possible to evaluate a possible gene dose effect.

Conclusions
This study is the first study to report on the effects of a polymorphism of the TAAR1 gene on
characteristics of humans with a MA use disorder, but it is not without limitations, including
the use of a cross-sectional study design which did not allow for definitive conclusions on causality and small group sample sizes that may have limited our statistical power to some extent.
More studies are necessary to address these limitations and to expand our understanding of
the effects of TAAR1 genotype on neuroadaptations that result from chronic MA. To the
extent that craving is associated with dopamine receptor stimulation [55], individuals with the
CV and a history of chronic use would experience greater dopamine persistence in the synapse
and thus greater craving. Elucidation of the mechanism of this effect is needed, as the TAAR1
is increasingly being described as a promising therapeutic target for neuropsychiatric disorders
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[13, 56, 57], and SNPs in TAAR1 could provide a tool for individualizing treatments to
improve early intervention strategies for the treatment of MA use disorder.

Supporting information
S1 Statistical Supplement. Calculation of effect size of TAAR1 genotype and post-hoc
power are summarized and discussed.
(DOCX)

Acknowledgments
We are grateful to the staffs of the VAPORHCS Substance Abuse Treatment Program, CODA
Treatment Recovery, De Paul Treatment Centers, Central City Concern, Native American
Rehabilitation Association, Outside In, and Volunteers of America Residential Treatment
Centers, Portland, OR for their recruitment efforts and help with this study. We thank Sarah
Anderson, Matthew Arbuckle, Alissa Bazinet, John Conley, and Bethany Winters for their
contributions to data collection and study coordination. We also thank Dr. Clive Woffendin
and the Oregon Health & Science University Clinical and Translational Research Center for
sequencing the TAAR1 gene and Elaine Huang for processing and cryopreserving the blood
samples.
This work was supported in part by NIAAA R21AA020039 (WFH), Department of Veterans Affairs Clinical Sciences Research and Development Merit Review Program award number
I0CX001558 (WFH), Department of Veterans Affairs Biomedical Laboratory Research and
Development Merit Review Program award numbers 1 I01 BX002061 (JML) and 5 I01
BX002758 (AJ), DOJ 2010-DD-BX-0517 (WFH), NIDA P50 DA018165 (WFH, JML, MH, AJ),
the Oregon Clinical and Translational Research Institute (OCTRI), grant number
UL1TR002369 from the National Center for Advancing Translational Sciences (NCATS), a
component of the National Institutes of Health (NIH), and NIH Roadmap for Medical
Research. AJ is supported by the VA Research Career Scientist Program.

Author Contributions
Conceptualization: Jennifer M. Loftis, Marilyn Huckans.
Data curation: Jennifer M. Loftis.
Formal analysis: Michael Lasarev, William F. Hoffman.
Investigation: Jennifer M. Loftis, Xiao Shi.
Resources: Aaron Janowsky.
Supervision: Jodi Lapidus, Aaron Janowsky, Marilyn Huckans.
Writing – original draft: Jennifer M. Loftis.
Writing – review & editing: Aaron Janowsky, William F. Hoffman, Marilyn Huckans.

References
1.

Robles F. Meth, Cheaper And Deadlier, Is Surging Back. New York Times. 2018 February 13.

2.

Courtney KE, Ray LA. Methamphetamine: an update on epidemiology, pharmacology, clinical phenomenology, and treatment literature. Drug Alcohol Depend. 2014; 143:11–21. https://doi.org/10.1016/j.
drugalcdep.2014.08.003 PMID: 25176528; PubMed Central PMCID: PMC4164186.

PLOS ONE | https://doi.org/10.1371/journal.pone.0220270 October 10, 2019

11 / 15

Trace amine-associated receptor gene polymorphism and drug craving

3.

Panenka WJ, Procyshyn RM, Lecomte T, MacEwan GW, Flynn SW, Honer WG, et al. Methamphetamine use: a comprehensive review of molecular, preclinical and clinical findings. Drug Alcohol Depend.
2013; 129(3):167–79. https://doi.org/10.1016/j.drugalcdep.2012.11.016 PMID: 23273775.

4.

Hedegaard H, Bastian BA, Trinidad JP, Spencer M, Warner M. Drugs Most Frequently Involved in Drug
Overdose Deaths: United States, 2011–2016. Natl Vital Stat Rep. 2018; 67(9):1–14. PMID: 30707673.

5.

Agrawal A, Edenberg HJ, Gelernter J. Meta-Analyses of Genome-Wide Association Data Hold New
Promise for Addiction Genetics. J Stud Alcohol Drugs. 2016; 77(5):676–80. https://doi.org/10.15288/
jsad.2016.77.676 PMID: 27588522; PubMed Central PMCID: PMC5015465.

6.

Schwantes-An TH, Zhang J, Chen LS, Hartz SM, Culverhouse RC, Chen X, et al. Association of the
OPRM1 Variant rs1799971 (A118G) with Non-Specific Liability to Substance Dependence in a Collaborative de novo Meta-Analysis of European-Ancestry Cohorts. Behav Genet. 2016; 46(2):151–69.
https://doi.org/10.1007/s10519-015-9737-3 PMID: 26392368; PubMed Central PMCID: PMC4752855.

7.

Cabana-Dominguez J, Roncero C, Pineda-Cirera L, Palma-Alvarez RF, Ros-Cucurull E, Grau-Lopez L,
et al. Association of the PLCB1 gene with drug dependence. Sci Rep. 2017; 7(1):10110. https://doi.org/
10.1038/s41598-017-10207-2 PMID: 28860459; PubMed Central PMCID: PMC5579249.

8.

Egervari G, Jutras-Aswad D, Landry J, Miller ML, Anderson SA, Michaelides M, et al. A Functional
3’UTR Polymorphism (rs2235749) of Prodynorphin Alters microRNA-365 Binding in Ventral Striatonigral Neurons to Influence Novelty Seeking and Positive Reward Traits. Neuropsychopharmacology.
2016; 41(10):2512–20. https://doi.org/10.1038/npp.2016.53 PMID: 27074815; PubMed Central
PMCID: PMC4987849.

9.

Kreek MJ, Levran O, Reed B, Schlussman SD, Zhou Y, Butelman ER. Opiate addiction and cocaine
addiction: underlying molecular neurobiology and genetics. J Clin Invest. 2012; 122(10):3387–93.
https://doi.org/10.1172/JCI60390 PMID: 23023708; PubMed Central PMCID: PMC3534165.

10.

Huckans M, Wilhelm CJ, Phillips TJ, Huang ET, Hudson R, Loftis JM. Parallel Effects of Methamphetamine on Anxiety and CCL3 in Humans and a Genetic Mouse Model of High Methamphetamine Intake.
Neuropsychobiology. 2017; 75(4):169–77. https://doi.org/10.1159/000485129 PMID: 29402784;
PubMed Central PMCID: PMC5911417.

11.

Shabani S, Houlton SK, Hellmuth L, Mojica E, Mootz JR, Zhu Z, et al. A Mouse Model for Binge-Level
Methamphetamine Use. Front Neurosci. 2016; 10:493. https://doi.org/10.3389/fnins.2016.00493 PMID:
27853417; PubMed Central PMCID: PMC5090006.

12.

Liu JF, Li JX. TAAR1 in Addiction: Looking Beyond the Tip of the Iceberg. Front Pharmacol. 2018;
9:279. https://doi.org/10.3389/fphar.2018.00279 PMID: 29636691; PubMed Central PMCID:
PMC5881156.

13.

Berry MD, Gainetdinov RR, Hoener MC, Shahid M. Pharmacology of human trace amine-associated
receptors: Therapeutic opportunities and challenges. Pharmacol Ther. 2017; 180:161–80. https://doi.
org/10.1016/j.pharmthera.2017.07.002 PMID: 28723415.

14.

Simmler LD, Buchy D, Chaboz S, Hoener MC, Liechti ME. In Vitro Characterization of Psychoactive
Substances at Rat, Mouse, and Human Trace Amine-Associated Receptor 1. J Pharmacol Exp Ther.
2016; 357(1):134–44. https://doi.org/10.1124/jpet.115.229765 PMID: 26791601.

15.

Shi X, Walter NA, Harkness JH, Neve KA, Williams RW, Lu L, et al. Genetic Polymorphisms Affect
Mouse and Human Trace Amine-Associated Receptor 1 Function. PLoS One. 2016; 11(3):e0152581.
https://doi.org/10.1371/journal.pone.0152581 PMID: 27031617; PubMed Central PMCID:
PMC4816557.

16.

Harkness JH, Shi X, Janowsky A, Phillips TJ. Trace Amine-Associated Receptor 1 Regulation of Methamphetamine Intake and Related Traits. Neuropsychopharmacology. 2015; 40(9):2175–84. https://doi.
org/10.1038/npp.2015.61 PMID: 25740289; PubMed Central PMCID: PMC4613607.

17.

John J, Kukshal P, Bhatia T, Chowdari KV, Nimgaonkar VL, Deshpande SN, et al. Possible role of rare
variants in Trace amine associated receptor 1 in schizophrenia. Schizophr Res. 2017; 189:190–5.
https://doi.org/10.1016/j.schres.2017.02.020 PMID: 28242106; PubMed Central PMCID:
PMC5569002.

18.

Smith SB, Maixner DW, Fillingim RB, Slade G, Gracely RH, Ambrose K, et al. Large candidate gene
association study reveals genetic risk factors and therapeutic targets for fibromyalgia. Arthritis Rheum.
2012; 64(2):584–93. https://doi.org/10.1002/art.33338 PMID: 21905019; PubMed Central PMCID:
PMC3237946.

19.

D’Andrea G, D’Amico D, Bussone G, Bolner A, Aguggia M, Saracco MG, et al. The role of tyrosine
metabolism in the pathogenesis of chronic migraine. Cephalalgia. 2013; 33(11):932–7. https://doi.org/
10.1177/0333102413480755 PMID: 23493762.

20.

Ferragud A, Howell AD, Moore CF, Ta TL, Hoener MC, Sabino V, et al. The Trace Amine-Associated
Receptor 1 Agonist RO5256390 Blocks Compulsive, Binge-like Eating in Rats.

PLOS ONE | https://doi.org/10.1371/journal.pone.0220270 October 10, 2019

12 / 15

Trace amine-associated receptor gene polymorphism and drug craving

Neuropsychopharmacology. 2017; 42(7):1458–70. https://doi.org/10.1038/npp.2016.233 PMID:
27711047; PubMed Central PMCID: PMC5436108.
21.

Liu JF, Seaman R Jr., Siemian JN, Bhimani R, Johnson B, Zhang Y, et al. Role of trace amine-associated receptor 1 in nicotine’s behavioral and neurochemical effects. Neuropsychopharmacology. 2018.
https://doi.org/10.1038/s41386-018-0017-9 PMID: 29472642.

22.

Lynch LJ, Sullivan KA, Vallender EJ, Rowlett JK, Platt DM, Miller GM. Trace amine associated receptor
1 modulates behavioral effects of ethanol. Subst Abuse. 2013; 7:117–26. https://doi.org/10.4137/
SART.S12110 PMID: 23861588; PubMed Central PMCID: PMC3682756.

23.

Sukhanov I, Dorofeikova M, Dolgorukova A, Dorotenko A, Gainetdinov RR. Trace Amine-Associated
Receptor 1 Modulates the Locomotor and Sensitization Effects of Nicotine. Front Pharmacol. 2018;
9:329. https://doi.org/10.3389/fphar.2018.00329 PMID: 29681856; PubMed Central PMCID:
PMC5898227.

24.

APA. Diagnostic and statistical manual of mental disorders. 4th ed., Text Revision ed. Washington,
DC2000.

25.

Sheehan DV, Lecrubier Y, Sheehan KH, Amorim P, Janavs J, Weiller E, et al. The Mini-International
Neuropsychiatric Interview (M.I.N.I.): the development and validation of a structured diagnostic psychiatric interview for DSM-IV and ICD-10. J Clin Psychiatry. 1998; 59 Suppl 20:22–33;quiz 4–57. PMID:
9881538.

26.

NIAAA. What’s “Low-Risk" Drinking? 2007 [cited 2017 October 6]. Available from: http://
rethinkingdrinking.niaaa.nih.gov/IsYourDrinkingPatternRisky/WhatsLowRiskDrinking.asp.

27.

Kroenke K, Spitzer RL, Williams JB. The PHQ-9: validity of a brief depression severity measure. J Gen
Intern Med. 2001; 16(9):606–13. https://doi.org/10.1046/j.1525-1497.2001.016009606.x PMID:
11556941; PubMed Central PMCID: PMC1495268.

28.

Spitzer RL, Kroenke K, Williams JB, Lowe B. A brief measure for assessing generalized anxiety disorder: the GAD-7. Arch Intern Med. 2006; 166(10):1092–7. https://doi.org/10.1001/archinte.166.10.1092
PMID: 16717171.

29.

Smith G, Della Sala S, Logie RH, Maylor EA. Prospective and retrospective memory in normal ageing
and dementia: a questionnaire study. Memory. 2000; 8(5):311–21. https://doi.org/10.1080/
09658210050117735 PMID: 11045239.

30.

Lee JW, Brown ES, Perantie DC, Bobadilla L. A comparison of single-item Visual Analog Scales with a
multiitem Likert-type scale for assessment of cocaine craving in persons with bipolar disorder. Addictive
Disorders & Their Treatment. 2002; 1(4):140–2. https://doi.org/10.1097/00132576-200211000-00005

31.

Krupp LB, LaRocca NG, Muir-Nash J, Steinberg AD. The fatigue severity scale. Application to patients
with multiple sclerosis and systemic lupus erythematosus. Arch Neurol. 1989; 46(10):1121–3. https://
doi.org/10.1001/archneur.1989.00520460115022 PMID: 2803071.

32.

Cleeland CS, Ryan KM. Pain assessment: global use of the Brief Pain Inventory. Ann Acad Med Singapore. 1994; 23(2):129–38. PMID: 8080219.

33.

Buysse DJ, Reynolds CF 3rd, Monk TH, Berman SR, Kupfer DJ. The Pittsburgh Sleep Quality Index: a
new instrument for psychiatric practice and research. Psychiatry Res. 1989; 28(2):193–213. https://doi.
org/10.1016/0165-1781(89)90047-4 PMID: 2748771.

34.

Lek M, Karczewski KJ, Minikel EV, Samocha KE, Banks E, Fennell T, et al. Analysis of protein-coding
genetic variation in 60,706 humans. Nature. 2016; 536(7616):285–91. https://doi.org/10.1038/
nature19057 PMID: 27535533; PubMed Central PMCID: PMC5018207.

35.

Bruun GH, Doktor TK, Andresen BS. A synonymous polymorphic variation in ACADM exon 11 affects
splicing efficiency and may affect fatty acid oxidation. Mol Genet Metab. 2013; 110(1–2):122–8. https://
doi.org/10.1016/j.ymgme.2013.06.005 PMID: 23810226.

36.

Waldman YY, Tuller T, Keinan A, Ruppin E. Selection for translation efficiency on synonymous polymorphisms in recent human evolution. Genome Biol Evol. 2011; 3:749–61. https://doi.org/10.1093/gbe/
evr076 PMID: 21803767; PubMed Central PMCID: PMC3163469.

37.

Achat-Mendes C, Lynch LJ, Sullivan KA, Vallender EJ, Miller GM. Augmentation of methamphetamineinduced behaviors in transgenic mice lacking the trace amine-associated receptor 1. Pharmacol Biochem Behav. 2012; 101(2):201–7. https://doi.org/10.1016/j.pbb.2011.10.025 PMID: 22079347;
PubMed Central PMCID: PMC3288391.

38.

Reed C, Baba H, Zhu Z, Erk J, Mootz JR, Varra NM, et al. A Spontaneous Mutation in Taar1 Impacts
Methamphetamine-Related Traits Exclusively in DBA/2 Mice from a Single Vendor. Front Pharmacol.
2017; 8:993. https://doi.org/10.3389/fphar.2017.00993 PMID: 29403379; PubMed Central PMCID:
PMC5786530.

39.

Revel FG, Meyer CA, Bradaia A, Jeanneau K, Calcagno E, Andre CB, et al. Brain-specific overexpression of trace amine-associated receptor 1 alters monoaminergic neurotransmission and decreases

PLOS ONE | https://doi.org/10.1371/journal.pone.0220270 October 10, 2019

13 / 15

Trace amine-associated receptor gene polymorphism and drug craving

sensitivity to amphetamine. Neuropsychopharmacology. 2012; 37(12):2580–92. https://doi.org/10.
1038/npp.2012.109 PMID: 22763617; PubMed Central PMCID: PMC3473323.
40.

Leo D, Mus L, Espinoza S, Hoener MC, Sotnikova TD, Gainetdinov RR. Taar1-mediated modulation of
presynaptic dopaminergic neurotransmission: role of D2 dopamine autoreceptors. Neuropharmacology. 2014; 81:283–91. https://doi.org/10.1016/j.neuropharm.2014.02.007 PMID: 24565640.

41.

Wheeler DS, Underhill SM, Stolz DB, Murdoch GH, Thiels E, Romero G, et al. Amphetamine activates
Rho GTPase signaling to mediate dopamine transporter internalization and acute behavioral effects of
amphetamine. Proc Natl Acad Sci U S A. 2015; 112(51):E7138–47. https://doi.org/10.1073/pnas.
1511670112 PMID: 26553986; PubMed Central PMCID: PMC4697400.

42.

Underhill SM, Hullihen PD, Chen J, Fenollar-Ferrer C, Rizzo MA, Ingram SL, et al. Amphetamines signal through intracellular TAAR1 receptors coupled to Galpha13 and GalphaS in discrete subcellular
domains. Mol Psychiatry. 2019. https://doi.org/10.1038/s41380-019-0469-2 PMID: 31399635.

43.

Underhill SM, Wheeler DS, Li M, Watts SD, Ingram SL, Amara SG. Amphetamine modulates excitatory
neurotransmission through endocytosis of the glutamate transporter EAAT3 in dopamine neurons. Neuron. 2014; 83(2):404–16. https://doi.org/10.1016/j.neuron.2014.05.043 PMID: 25033183; PubMed Central PMCID: PMC4159050.

44.

Lominac KD, McKenna CL, Schwartz LM, Ruiz PN, Wroten MG, Miller BW, et al. Mesocorticolimbic
monoamine correlates of methamphetamine sensitization and motivation. Front Syst Neurosci. 2014;
8:70. https://doi.org/10.3389/fnsys.2014.00070 PMID: 24847220; PubMed Central PMCID:
PMC4019853.

45.

Thanos PK, Kim R, Delis F, Rocco MJ, Cho J, Volkow ND. Effects of chronic methamphetamine on psychomotor and cognitive functions and dopamine signaling in the brain. Behav Brain Res. 2017;
320:282–90. https://doi.org/10.1016/j.bbr.2016.12.010 PMID: 27993694.

46.

Volkow ND, Chang L, Wang GJ, Fowler JS, Franceschi D, Sedler M, et al. Loss of dopamine transporters in methamphetamine abusers recovers with protracted abstinence. J Neurosci. 2001; 21(23):9414–
8. PMID: 11717374.

47.

Volkow ND, Wang GJ, Smith L, Fowler JS, Telang F, Logan J, et al. Recovery of dopamine transporters
with methamphetamine detoxification is not linked to changes in dopamine release. Neuroimage. 2015;
121:20–8. https://doi.org/10.1016/j.neuroimage.2015.07.035 PMID: 26208874.

48.

Koob GF, Volkow ND. Neurocircuitry of addiction. Neuropsychopharmacology. 2010; 35(1):217–38.
https://doi.org/10.1038/npp.2009.110 PMID: 19710631; PubMed Central PMCID: PMC2805560.

49.

Hart AB, Engelhardt BE, Wardle MC, Sokoloff G, Stephens M, de Wit H, et al. Genome-wide association study of d-amphetamine response in healthy volunteers identifies putative associations, including
cadherin 13 (CDH13). PLoS One. 2012; 7(8):e42646. https://doi.org/10.1371/journal.pone.0042646
PMID: 22952603; PubMed Central PMCID: PMC3429486.

50.

Clarke TK, Adams MJ, Davies G, Howard DM, Hall LS, Padmanabhan S, et al. Genome-wide association study of alcohol consumption and genetic overlap with other health-related traits in UK Biobank (N
= 112 117). Mol Psychiatry. 2017; 22(10):1376–84. https://doi.org/10.1038/mp.2017.153 PMID:
28937693; PubMed Central PMCID: PMC5622124.

51.

Huggett SB, Stallings MC. Cocaine’omics: Genome-wide and transcriptome-wide analyses provide biological insight into cocaine use and dependence. Addict Biol. 2019. https://doi.org/10.1111/adb.12719
PMID: 30734435.

52.

Wu Y, Yao YG, Luo XJ. SZDB: A Database for Schizophrenia Genetic Research. Schizophr Bull. 2017;
43(2):459–71. https://doi.org/10.1093/schbul/sbw102 PMID: 27451428; PubMed Central PMCID:
PMC5605257.

53.

Chang D, Nalls MA, Hallgrimsdottir IB, Hunkapiller J, van der Brug M, Cai F, et al. A meta-analysis of
genome-wide association studies identifies 17 new Parkinson’s disease risk loci. Nat Genet. 2017; 49
(10):1511–6. https://doi.org/10.1038/ng.3955 PMID: 28892059; PubMed Central PMCID:
PMC5812477.

54.

Sun Y, Chang S, Liu Z, Zhang L, Wang F, Yue W, et al. Identification of novel risk loci with shared effects
on alcoholism, heroin and methamphetamine dependence. bioRxiv. 2018. https://doi.org/10.1101/
505917.

55.

Li X, Witonsky KR, Lofaro OM, Surjono F, Zhang J, Bossert JM, et al. Role of Anterior Intralaminar
Nuclei of Thalamus Projections to Dorsomedial Striatum in Incubation of Methamphetamine Craving. J
Neurosci. 2018; 38(9):2270–82. https://doi.org/10.1523/JNEUROSCI.2873-17.2018 PMID: 29371321;
PubMed Central PMCID: PMC5830515.

56.

Schwartz MD, Canales JJ, Zucchi R, Espinoza S, Sukhanov I, Gainetdinov RR. Trace amine-associated receptor 1: a multimodal therapeutic target for neuropsychiatric diseases. Expert Opin Ther Targets. 2018; 22(6):513–26. https://doi.org/10.1080/14728222.2018.1480723 PMID: 29798691.

PLOS ONE | https://doi.org/10.1371/journal.pone.0220270 October 10, 2019

14 / 15

Trace amine-associated receptor gene polymorphism and drug craving

57.

Xue Z, Siemian JN, Johnson BN, Zhang Y, Li JX. Methamphetamine-induced impulsivity during chronic
methamphetamine treatment in rats: Effects of the TAAR 1 agonist RO5263397. Neuropharmacology.
2018; 129:36–46. https://doi.org/10.1016/j.neuropharm.2017.11.012 PMID: 29128305.

PLOS ONE | https://doi.org/10.1371/journal.pone.0220270 October 10, 2019

15 / 15

