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Abstract: Despite the growing prevalence of gout and its associated health concerns as a chronic disor-
der, population-based studies on its link to migraines are scarce. We conducted a 16-year longitudinal
study in a Korean population to investigate the relationship between gout and migraines, including
different subtypes. We enrolled 23,137 patients with gout and matched them with 92,548 controls
based on age, sex, income, and residence. Using Cox proportional hazards models, we calculated
hazard ratios to assess the likelihood of migraines while considering relevant factors. During the
follow-up, 1000 gout patients and 3214 controls experienced migraines. After adjusting for various
factors, including demographics, health-related variables, and weight categories, the gout group
had a 1.26-fold higher likelihood of developing migraines compared to the group without gout.
This association was particularly strong for migraines without aura, while it was not significant for
migraines with aura. In summary, our study reveals a significant link between gout and migraines
in the Korean population, emphasizing the complex relationship among chronic disorders, with a
specific focus on migraine subtypes.

Keywords: gout; migraine risk; chronic disorder; longitudinal follow-up study; national health
screening cohort database

1. Introduction

Gout, the predominant type of inflammatory arthritis, is characterized by the progres-
sive accumulation of monosodium urate crystals in the joints and throughout the body;,
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significantly impacting patients” quality of life and productivity [1]. Globally, gout has
become a growing health concern, with a prevalence ranging from 2.49 to 6.7% [1-4]. The
rise in gout prevalence is a global phenomenon that can be attributed to several factors,
including the aging population, increasing rates of obesity, and the prevalence of metabolic
diseases [2]. Similarly, the specific context of South Korea has contributed to this trend.
Over recent decades, shifting demographics and evolving lifestyle patterns in South Korea
have led to a significant surge in the incidence of gout [5]. Notably, the prevalence of
gout in Korea has experienced a substantial increase, rising from 0.39% in 2002 to 2.01%
in 2015 [5]. This increase has translated into a 10.8% annual average rise in healthcare
expenses associated with gout [6]. Gout, characterized by elevated uric acid levels, often
coexists with a range of comorbidities [3], including hypertension, obesity, diabetes melli-
tus, chronic kidney disease, osteoporosis, cardiovascular diseases, and neurodegenerative
disorders [7-12]. Consequently, gout and the comorbid conditions associated with it are
increasingly recognized as significant public health concerns in South Korea.

Migraines are the second most prevalent disabling neurological disorder globally,
affecting approximately one in ten individuals, with a higher prevalence among those
aged 25-64, particularly among women and urban dwellers [13,14]. This condition is char-
acterized by recurrent, often excruciating, unilateral throbbing headaches and is sometimes
associated with symptoms such as nausea, light sensitivity, and sound sensitivity [15].
Migraines are categorized into two primary subtypes: migraines without aura and mi-
graines with aura [13]; the latter includes visual, sensory, or other central nervous system
symptoms that precede the onset of the headache [13]. While the pathophysiology of
the migraines results from intricate interactions among neurons, glial cells, the vascula-
ture, and inflammatory signaling [16], previous studies have reported it can develop as a
complication of inflammatory arthritis [17,18] or autoimmune disorders like rheumatoid
arthritis [19]. Furthermore, recent epidemiological research has revealed gouty arthritis
is associated with an increased risk of migraine occurrence [20]. This potential link be-
tween arthritis and migraines may be attributed to the activity of systemic inflammation
and oxidative stress, which could potentiate the neurogenic inflammation associated with
migraines [17,18,20,21]. Furthermore, gout is associated with a range of comorbidities,
including cardiovascular diseases, stress, anxiety, depression, and sleep apnea, which
are consistent with the comorbidities contributing to migraine development [14,22]; this
indicates they may share contributing factors.

In light of the well-understood etiopathogenesis of gout, with hyperuricemia as a
primary intermediary step, attention has been drawn to the repeated observations of a
potential link between serum uric acid levels and migraine occurrence [23-26]. For instance,
a cross-sectional cohort study revealed an exponential relationship between serum urate
levels and migraine occurrence when serum urate exceeded 7.8 mg/dL [24]. A positive
relationship exists between variations in serum uric acid levels during migraine attacks and
the intensity of pain [23]. These findings suggest elucidation of the possible relationship
between gout and migraine. However, the studies referenced are indeed cross-sectional in
nature [23-26], and they do not encompass follow-up data [27]. This underscores the need
for further research employing national population cohort data, which includes meticulous
demographic matching and long-term follow-up, to replicate and substantiate the potential
link observed in these studies.

The primary objective of this study was to evaluate whether patients with gout
in the Korean population might exhibit an elevated likelihood of developing migraines
while carefully controlling for various potential confounding factors. To investigate the
potential link between gout and migraine onset, we balanced the baseline characteristics
between the patient and control groups and conducted a 16-year nationwide database
surveillance analysis.
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2. Patients and Methods

This study utilized the Korean National Health Insurance Service-Health Screening
Cohort (KNHIS-HSC) database, which is a comprehensive resource for policy and academic
research, with anonymized data and diagnostic codes adhering to the International Classi-
fication of Diseases, Tenth Revision, Clinical Modification (ICD-10-CM) guidelines. Since
the Korean National Health Insurance Service (KNHIS) had expanded compulsory health
insurance coverage to encompass approximately 97% of the population starting in 1999, the
KNHIS-HSC sample cohort initially consisted of individuals aged 40-79 years (as of 2002)
who underwent health screenings in 2002 and 2003 and was followed up until 2019 [28].
This cohort was composed of 514,866 individuals selected through a 10% simple random
sampling method from the pool of health screening participants through the years [28].
The study received ethical approval from the institutional ethics committee (approval No.
2019-10-023) and was granted a waiver for written informed consent due to its utilization
of secondary data.

From a pool of 514,866 participants aged >40 years, who generated a total of 895,300,177
medical records and had at least two clinic visits between 2002 and 2019, we identified
individuals with gout using the ICD-10 code M10 (n = 27,313). To focus on newly diagnosed
gout cases, we excluded those diagnosed in 2002 (n = 2470) to ensure a 1-year washout
period. Furthermore, individuals lacking documented blood pressure levels (n = 1) and
those with pre-existing migraine diagnoses before gout (n = 1705) were excluded.

Participants that were enrolled in the control group did not correspond to the gout
group between 2002 and 2019 (n = 487,553). People in the control group were excluded if
they had been assigned the ICD-10 code M10 (gout) once (1 = 758).

To enhance comparability between gout and control groups, we conducted propen-
sity score matching involving pairing individuals with gout with control participants
sharing similar propensity scores based on age, sex, income, and residence. To minimize
selection bias, participants in the control (without gout) group were randomly selected in
sequential order.

For each participant with gout, the index date was set as the day of their initial gout
diagnosis (M10) in the medical insurance database. The same index date was applied to
matched participants in the control group. Individuals who had died or were diagnosed
with migraines before the index date were excluded from the analysis, resulting in the
exclusion of 394,247 individuals from the control group during the matching process.

Finally, 23,137 participants with gout were matched with four times the number of
participants (n = 92,548) in the control group. Next, the incidence of newly diagnosed
migraine cases was analyzed using ICD-10 codes in gout and control groups from the index
date until the end of 2019 (Figure 1).

2.1. Definitions of Gout (Independent Variable) and Migraine (Dependent Variable)

Gout (independent variable) was defined as a condition that had been recorded or
treated on at least two occasions based on the ICD-10 code (M10), as previously eluci-
dated [5,11].

In the case of migraine (the dependent variable), our definition was based on the
ICD-10 code (G43) and whether participants required treatment for symptoms. Migraine
patients with a consistent assignment of the ICD-10 code (G43) occurring two or more
times were included in the study [29,30]. Among these patients, those diagnosed or treated
with the code G431 were categorized as having migraines with aura, while the remaining
participants with migraines were grouped as having migraines without aura.
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Figure 1. Diagram outlining the participant selection process employed in this study. Out of the
initial pool of 514,866 participants in the Korean National Health Insurance Service-Health Screening
Cohort (KNHIS-HSC) database, a total of 23,137 patients with gout were carefully matched with
92,548 control participants based on age, sex, income, and region of residence.

2.2. Covariates

We grouped participants into 10 categories (based on age) at 5-year intervals (4044 to
>85 years) and classified income into five tiers (class 1-5). Residential areas were divided
into two categories: rural, which encompassed various regions based on 16 administrative
regions, and urban, which included the seven largest cities in Korea, each with a regional
population of >1 million [11]. Participants were categorized into three groups of smoking
status, including current smokers, former smokers, and non-smokers. Alcohol intake was
divided into <1 time a week or >1 time a week. Obesity was determined using body mass
index (BMI) in kg/m? and classified into five groups: underweight (<18.5), normal weight
(>18.5 to <23), overweight (>23 to <25), obese I (>25 to <30), and obese II (>30) [31], with
additional data recorded for systolic and diastolic blood pressures (mmHg), fasting blood
glucose levels (mg/dL), and total cholesterol levels (mg/dL).

To assess the burden of comorbidities, we utilized the Charlson Comorbidity Index
(CCI), which quantifies the presence of 17 specific comorbid conditions [32,33]. The CCI
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score was calculated by summing individual scores for each comorbidity; this yielded
a continuous variable ranging from 0 (indicating no comorbidities) to 29 (indicating the
presence of multiple comorbidities) [32,33].

2.3. Statistical Analyses

We used standardized differences to compare cohort characteristics. Propensity score-
based weighting was performed for participants with gout, and the participants in the
control group complemented their scores. Propensity scores overlap weighting balanced
covariates and optimized sample size, reducing bias risk. An absolute standardized dif-
ference <0.20 indicated appropriate balance; covariates >0.20 were adjusted using Cox
proportional hazards models [34]. Kaplan-Meier analysis and log-rank test compared
the cumulative probability of migraine incidence between the gout and control groups.
Stratified Cox proportional hazards models with overlap weights were used to assess crude
(simple) and adjust hazard ratios (HRs) and 95% confidence intervals (CIs) for gout and
migraine, ultimately adjusting for various factors. In these analyses, age, sex, income, and
region of residence were stratified.

In our subgroup analyses, we employed stratified and unstratified Cox proportional
hazards models to examine various factors; these factors included age, sex, obesity status,
fasting blood glucose levels, income level, region of residence, smoking status, alcohol
consumption, systolic blood pressure, diastolic blood pressure, total cholesterol levels, and
CClI scores.

Furthermore, a p-value <0.05 was considered statistically significant, and SAS 9.4 (SAS
Institute Inc., Cary, NC, USA) was used in calculating applicable data.

3. Results

In this study, 23,137 patients with gout were meticulously matched with 92,548 indi-
viduals in the control group. Table 1 presents a comprehensive overview of the baseline
characteristics for both groups before and after the application of a weighted propensity
score matching to ensure their comparability.

Table 1. Participant demographics.

Characteristics Before Overlap Weighting Adjustment After Overlap Weighting Adjustment
Standardized Standardized
Gout Control Difference Gout Control Difference
Age (n, %) 0.00 0.00
40-44 583 (2.52) 2332 (2.52) 456 (2.51) 456 (2.51)
45-49 2023 (8.74) 8092 (8.74) 1578 (8.69) 1578 (8.69)
50-54 3490 (15.08) 13,960 (15.08) 2737 (15.07) 2737 (15.07)
55-59 4538 (19.61) 18,152 (19.61) 3561 (19.61) 3561 (19.61)
60-64 3958 (17.11) 15,832 (17.11) 3108 (17.12) 3108 (17.12)
65-69 3293 (14.23) 13,172 (14.23) 2591 (14.27) 2591 (14.27)
70-74 2556 (11.05) 10,224 (11.05) 2006 (11.05) 2006 (11.05)
75-79 1655 (7.15) 6620 (7.15) 1304 (7.18) 1304 (7.18)
80-84 795 (3.44) 3180 (3.44) 624 (3.44) 624 (3.44)
85+ 246 (1.06) 984 (1.06) 192 (1.06) 192 (1.06)
Sex (n, %) 0.00 0.00
Male 18,624 (80.49) 74,496 (80.49) 14,587 (80.34) 14,587 (80.34)
Female 4513 (19.51) 18,052 (19.51) 3570 (19.66) 3570 (19.66)
Income (n, %) 0.00 0.00
1 (lowest) 3323 (14.36) 13,292 (14.36) 2613 (14.39) 2613 (14.39)
2 2860 (12.36) 11,440 (12.36) 2247 (12.38) 2247 (12.38)
3 3470 (15.00) 13,880 (15.00) 2721 (14.99) 2721 (14.99)
4 4870 (21.05) 19,480 (21.05) 3817 (21.02) 3817 (21.02)
5 (highest) 8614 (37.23) 34,456 (37.23) 6759 (37.22) 6759 (37.22)
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Table 1. Cont.
Characteristics Before Overlap Weighting Adjustment After Overlap Weighting Adjustment
Standardized Standardized
Gout Control Difference Gout Control Difference
Region of residence (n, %) 0.00 0.00
Urban 9861 (42.62) 39,444 (42.62) 7742 (42.64) 7742 (42.64)
Rural 13,276 (57.38) 53,104 (57.38) 10,416 (57.36) 10,416 (57.36)
Obesity (n, %) 0.28 0.00
Underweight 301 (1.30) 2341 (2.53) 265 (1.46) 265 (1.46)
Normal 5785 (25.00) 32,144 (34.73) 4872 (26.83) 4872 (26.83)
Overweight 6348 (27.44) 25922 (28.01) 5066 (27.90) 5066 (27.90)
Obese I 9680 (41.84) 29,864 (32.27) 7254 (39.95) 7254 (39.95)
Obese II 1023 (4.42) 2277 (2.46) 701 (3.86) 701 (3.86)
Smoking status (n, %) 0.04 0.00
Non-smoker 12,467 (53.88) 49,897 (53.91) 9799 (53.96) 9799 (53.96)
Past smoker 3261 (14.09) 11,854 (12.81) 2507 (13.81) 2507 (13.81)
Current 7409 (32.02) 30,797 (33.28) 5852 (32.23) 5852 (32.23)
smoker
Alcohol consumption (n, %) 0.11 0.00
jvle:li“e a 13,259 (57.31) 57,894 (62.56) 10,609 (58.43) 10,609 (58.43)
f’ietlime a 9878 (42.69) 34,654 (37.44) 7548 (41.57) 7548 (41.57)
SBP (Mean, SD) 129.71 (16.84)  127.40 (16.23) 0.14 129.21 (14.80) 129.21 (7.34)  0.00
DBP (Mean, SD) 8023 (11.05)  78.82(10.50)  0.13 79.92(9.72) 7992 (473)  0.00
Fasting blood glucose
(Mean, SD) 102.59 (28.11)  103.07 (30.81) 0.02 102.68 (25.39)  102.68 (12.51) 0.00
Total cholesterol (Mean, SD) 198.20 (40.42) 195.41(38.08) 0.07 197.58 (35.59) 197.58 (17.17)  0.00
CCI score (Mean, SD) 1.20 (1.83) 0.99 (1.72) 0.12 1.15 (1.58) 1.15 (0.84) 0.00
Migraines with aura (n, %) 54 (0.23) 202 (0.22) 0.00 43 (0.24) 40 (0.22) 0.00
Migraines without aura (n, %) 946 (4.09) 3012 (3.25) 0.04 741 (4.08) 593 (3.26) 0.04

Abbreviations: SBP, systolic blood pressure; DBP, diastolic blood pressure; CCI, Charlson Comorbidity Index; SD,
Standard deviation.

Initially, in the unadjusted analysis, the two groups displayed similar demographic
characteristics with a standardized difference of 0, except for the prevalence of overweight
or obese individuals. The prevalence of obesity among participants in the gout group was
higher than in the control group (73.70% vs. 62.74%). Notably, following the implementa-
tion of the overlap weighting modification, these differences were alleviated, leading to
standardized differences of <0.2 for all variables; this indicates a more balanced distribution
of demographic and health-related attributes between gout and control groups following
the adjustment process, which is statistically significant.

3.1. Occurrence of Migraines in the Gout and Control Groups

The HRs for the occurrence of overall migraines in patients with gout were sum-
marized, with a follow-up period totaling 170,738 person-years for the gout group and
687,917 person-years for the control group (Table 2).

The migraine incidence rates were 5.86 and 4.67 per 1000 person-years in the gout and
control groups, respectively. Notably, Kaplan-Meier analysis and log-rank test revealed a
higher cumulative probability of incident overall migraines in the gout group than in the
control group (p < 0.0001; Figure 2A).
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Table 2. Crude and overlap propensity score weighted hazard ratios (95% confidence interval) of

gout for overall migraines, along with their subgroup analyses.

Hazard Ratios for Migraine

Follow-Uj; IR Per
N ;’;11:*37)“" N of Duration’ 1000 IRD (95% CI) Overlap
o (PY) (PY) Crude 4 Weighted p
Model t

Total participants
Gout 1000/23,137 (4.32) 170,738 5.86 1.19 (0.81-1.56) 1.25 (1.16-1.34) <0.001 * 1.26 (1.18-1.33) <0.001 *
Control 3214/92,548 (3.47) 687,917 4.67 1 1

Age < 70 years old
Gout 824/17,885 (4.61) 145,828 5.65 1.32(0.93-1.71) 1.30 (1.20-1.41) <0.001 * 1.30 (1.22-1.39) <0.001 *
Control 2546/71,540 (3.56) 588,045 433 1 1

Age > 70 years old
Gout 176/5252 (3.35) 24,910 7.07 0.38 (—0.76-1.52) 1.05 (0.89-1.24) 0.554 1.07 (0.94-1.23) 0.301
Control 668/21,008 (3.18) 99,872 6.69 1 1

Male
Gout 650/18,624 (3.49) 140,381 4.63 0.80 (0.43-1.17) 1.21 (1.10-1.32) <0.001 * 1.22 (1.14-1.31) <0.001 *
Control 2155/74,496 (2.89) 562,459 3.83 1 1

Female
Gout 350/4513 (7.76) 30,357 11.50 3.06 (1.90-4.28) 1.35 (1.20-1.53) <0.001 * 1.32 (1.19-1.46) <0.001 *
Control 1059/18,052 (5.87) 125,458 8.44 1 1

Low-income group
Gout 482/9653 (4.99) 67,928 7.10 1.68 (1.04-2.31) 1.30 (1.18-1.45) <0.001 * 1.31 (1.20-1.43) <0.001 *
Control 1487/38,612 (3.85) 274,345 542 1 1

High-income group
Gout 518/13,484 (3.84) 102,810 5.04 0.86 (0.41-1.31) 1.20 (1.09-1.33) <0.001 * 1.21 (1.11-1.31) <0.001 *
Control 1727/53,936 (3.20) 413,572 418 1 1

Urban resident
Gout 383/9861 (3.88) 74,339 5.15 0.85 (0.32-1.39) 1.19 (1.07-1.34) 0.002 * 1.20 (1.09-1.32) <0.001 *
Control 1289/39,444 (3.27) 299,849 4.30 1 1

Rural resident
Gout 617/13,276 (4.65) 96,399 6.40 1.44 (0.93-1.95) 1.29 (1.17-1.41) <0.001 * 1.29 (1.20-1.39) <0.001 *
Control 1925/53,104 (3.62) 388,068 496 1 1

Underweight
Gout 11/301 (3.65) 1845 5.96 1.16 (—2.23-4.56) 1.22 (0.65-2.31) 0.533 1.20 (0.79-1.84) 0.398
Control 72/2341 (3.08) 14,997 4.80 1 1

Normal weight
Gout 263/5785 (4.55) 41,140 6.39 1.54 (0.80-2.29) 1.30 (1.14-1.49) <0.001 * 1.24 (1.13-1.38) <0.001 *
Control 1148/32,144 (3.57) 236,931 4.85 1 1

Overweight
Gout 269/6348 (4.24) 47,112 5.71 1.04 (0.34-1.74) 1.22 (1.06-1.39) 0.005 * 1.22 (1.10-1.37) <0.001 *
Control 915/25,922 (3.53) 196,033 4.67 1 1

Obese
Gout 457/10,703 (4.27) 80,641 5.67 1.17 (0.62-1.72) 1.26 (1.13-1.41) <0.001 * 1.30 (1.18-1.43) <0.001 *
Control 1079/32,141 (3.36) 239,956 4.50 1 1

Non-smoker
Gout 670/12,467 (5.37) 92,322 7.26 1.63 (1.07-2.18) 1.29 (1.18-1.41) <0.001 * 1.29 (1.20-1.38) <0.001 *
Control 2070/49,897 (4.15) 367,435 5.63 1 1

Past and current smoker
Gout 330/10,670 (3.09) 78,416 421 0.64 (0.16-1.11) 1.17 (1.04-1.32) 0.011 * 1.19 (1.08-1.32) <0.001 *
Control 1144/42,651 (2.68) 320,482 3.57 1 1

Alcohol consumption < 1 time a week
Gout 682/13,259 (5.14) 95,776 7.12 1.72 (1.19-2.25) 1.31 (1.20-1.43) <0.001 * 1.26 (1.18-1.35) <0.001 *
Control 2304/57,894 (3.98) 426,697 5.40 1 1

Alcohol consumption > 1 time a week
Gout 318/9878 (3.22) 74,962 424 0.76 (0.27-1.25) 1.22 (1.07-1.38) 0.002 * 1.23 (1.11-1.38) <0.001 *
Control 910/34,654 (2.63) 261,220 3.48 1 1

SBP < 140 mmHg and DBP < 90 mmHg
Gout 670/15,717 (4.26) 110,255 6.08 1.34 (0.88-1.80) 1.27 (1.17-1.39) <0.001 * 1.24 (1.16-1.33) <0.001 *
Control 2330/68,278 (3.41) 492,071 474 1 1

SBP > 140 mmHg or DBP > 90 mmHg
Gout 330/7420 (4.45) 60,483 5.46 0.95 (0.31-1.57) 1.21 (1.07-1.37) 0.003 * 1.29 (1.15-1.44) <0.001 *
Control 884/24,270 (3.64) 195,846 451 1 1

Fasting blood glucose < 100 mg/dL
Gout 650/13,015 (4.99) 101,768 6.39 1.45 (0.96-1.94) 1.29 (1.18-1.41) <0.001 * 1.30 (1.21-1.39) <0.001 *
Control 2096/53,644 (3.91) 424,563 4.94 1 1

Fasting blood glucose > 100 mg/dL
Gout 350/10,122 (3.46) 68,970 5.07 0.82 (0.27-1.39) 1.19 (1.06-1.35) 0.004 * 1.19 (1.07-1.31) <0.001 *
Control 1118/38,904 (2.87) 263,354 425 1 1

Total cholesterol < 200 mg/dL
Gout 521/12,436 (4.19) 86,682 6.01 1.26 (0.73-1.78) 1.25 (1.14-1.38) <0.001 * 1.24 (1.14-1.34) <0.001 *
Control 1791/52,406 (3.42) 376,658 475 1 1

Total cholesterol > 200 mg/dL
Gout 479/10,701 (4.48) 84,056 5.70 1.13 (0.60-1.66) 1.25 (1.12-1.38) <0.001 * 1.28 (1.17-1.40) <0.001 *
Control 1423/40,142 (3.54) 311,259 457 1 1

CClI scores =0
Gout 466/12,458 (3.74) 92,953 5.01 1.03 (0.57-1.49) 1.25(1.13-1.39) <0.001 * 1.29 (1.19-1.41) <0.001 *
Control 1704 /56,064 (3.04) 427,756 3.98 1 1

CClI scores = 1
Gout 221/3994 (5.53) 29,611 7.46 1.56 (0.55-2.58) 1.26 (1.08-1.47) 0.003 * 1.28 (1.12-1.46) <0.001 *
Control 635/14,591 (4.35) 107,620 5.90 1 1

CCI scores > 2
Gout 313/6685 (4.68) 48,174 6.50 0.76 (—0.03-1.55) 1.14 (1.00-1.29) 0.050 1.13 (1.01-1.26) 0.038 *
Control 875/21,893 (4.00) 152,541 5.74 1 1

Abbreviation: IR, incidence rate; CI, confidence interval; IRD, incidence rate difference; PY, person-year; SBP,
systolic blood pressure; DBP, diastolic blood pressure; CCI, Charlson Comorbidity Index. * Significance at p < 0.05.
t Adjusted for age, sex, income, region of residence, obesity, smoking, alcohol consumption, systolic blood
pressure, diastolic blood pressure, fasting blood glucose, total cholesterol, and CCI scores.



J. Clin. Med. 2024, 13,138

8 of 16

oe]

0.006

Migraine with aura
Log-rank test p=0.6730

0.005

0.004

0.003

0.002

Probability of migraine with aura

0.001

0.000 B

Control
Gout

A Kaplan—Meier failure function
With Number of Subjects at Risk
0.1 B = —
Overall migraine Gout
Log-rank test p < 0.0001 Control
0.08 4
i

Probability of overall migraine

0.00

Control| 92548 66,131 41,770 21,330 1632
Gout| 23,137 16,520 10,310 5160 387
0 50 100 150 200
Time (months)
Kaplan—Meier failure function C Kaplan—Meier failure function

With Number of Subjects at Risk With Number of Subjects at Risk

Gout ’ Migraine without aura
— Control Log-rank test p < 0.0001

Gout
— Control

g
r’ - g 0.08
il S
i o
ol £
¥, - 2 006
F— 2
5 g [
i k=)
£ o004
bS]
Fad -y
L 3
,f’ ® 0.02
# S
a
0.00
67,526 43,484 22,571 1780 . 92,548 66,242 41,902 21,421 1641
16,960 10,856 5587 429 ontrol| 53 137 16,538 10,343 5192 391

Gout
100 150 200 0 50 100 150 200

Time (months) Time (months)

Figure 2. Kaplan—Meier incidence probabilities for overall migraines (A) and the subtypes, including
migraines with aura (B) and migraines without aura (C), were assessed in patients with gout and the
control populations over 16 years from the index date.

Using the Cox proportional hazards model, our analysis indicated that patients
with gout had a significantly increased likelihood of developing subsequent migraines
compared to the control group; this was detected in the unadjusted analysis (HR 1.25;
95% CI = 1.16-1.34; p < 0.001) and after accounting for demographic factors, lifestyle vari-
ables, and medical comorbidities (HR 1.26; 95% CI = 1.18-1.33; p < 0.001).

Furthermore, in subgroup analyses, the association between gout and an increased
likelihood of overall migraines remained significant across various subgroups, which
included participants of different sexes, income levels, residential areas, smoking histories,
alcohol consumption habits, blood pressure categories, fasting blood glucose levels, total
cholesterol levels, and CCI scores. Additionally, all patients with gout under the age of 70
and those with normal weight, overweight, or obesity exhibited an increased likelihood of
developing migraines.

3.2. Association between Gout and Migraines Based on the Presence or Absence of Aura

We further investigated the relationship between gout and the development of mi-
graines to distinguish between migraines with and without aura.

During the follow-up period, the incidence rates of migraines with aura (0.30 vs.
0.29 per 1000 person-years) were similar between the gout group and the non-gout group
(Table 3).
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Table 3. Crude and overlap propensity score weighted hazard ratios (95% confidence interval) of

gout for the subtype of migraines with aura, along with their subgroup analyses.

Hazard Ratios for Migraines with Aura

Follow-Uj; IR Per
N of Event/N of Duration. 1000 IRD (95% CI) Overlap
Total (%) Crude Weighted
(PY) (PY) 14 p
Model t

Total participants
Gout 54/23,137 (0.23) 177,158 0.30 0.01 (—0.07-0.11) 1.07 (0.79-1.44) 0.673 1.08 (0.84-1.37) 0.554
Control 202/92,548 (0.22) 707,898 0.29 1 1

Age < 70 years old
Gout 50/17,885 (0.28) 151,340 0.33 0.05 (—0.04-0.15) 1.19 (0.87-1.63) 0.284 1.17 (0.91-1.52) 0.229
Control 168/71,540 (0.23) 604,676 0.28 1 1

Age > 70 years old
Gout 4/5252 (0.08) 25,818 0.15 —0.18 (—0.41-0.06) 0.47 (0.17-1.32) 0.153 0.52 (0.25-1.11) 0.092
Control 34/21,008 (0.16) 103,222 0.33 1 1

Male
Gout 31/18,624 (0.17) 144,493 0.21 —0.02 (—0.10-0.07) 0.94 (0.64-1.39) 0.764 1.01 (0.74-1.38) 0.949
Control 131/74,496 (0.18) 575,410 0.23 1 1

Female
Gout 23/4513 (0.51) 32,665 0.70 0.16 (—0.12-0.46) 1.31 (0.82-2.09) 0.263 1.27 (0.86-1.89) 0.230
Control 71/18,052 (0.39) 132,488 0.54 1 1

Low-income group
Gout 28/9653 (0.29) 70,996 0.39 0.03 (—0.12-0.19) 1.09 (0.72-1.66) 0.675 1.12 (0.80-1.58) 0.493
Control 102/38,612 (0.26) 283,343 0.36 1 1

High-income group
Gout 26/13,484 (0.19) 106,162 0.24 0.00 (—0.09-0.11) 1.04 (0.68-1.60) 0.861 1.02 (0.72-1.44) 0.924
Control 100/53,936 (0.19) 424,555 0.24 1 1

Urban resident
Gout 12/9861 (0.12) 76,933 0.16 —0.10 (—0.23-0.02) 0.60 (0.33-1.10) 0.098 0.61 (0.39-0.97) 0.035 *
Control 80/39,444 (0.20) 307,749 0.26 1 1

Rural resident
Gout 42/13,276 (0.32) 100,225 0.42 0.12 (—0.01-0.24) 1.37 (0.97-1.95) 0.076 1.36 (1.02-1.83) 0.037 *
Control 122/53,104 (0.23) 400,149 0.30 1 1

Underweight
Gout 1/301 (0.33) 1892 0.53 0.40 (—0.23-1.03) 4.10 (0.37-45.3) 0.25 20.3 (1.52-270) 0.023 *
Control 2/2341 (0.09) 15,421 0.13 1 1

Normal weight
Gout 19/5785 (0.33) 42,844 0.44 0.11 (—0.08-0.31) 1.34 (0.81-2.21) 0.251 1.32 (0.90-1.93) 0.154
Control 80/32,144 (0.25) 244,054 0.33 1 1

Overweight
Gout 14/6348 (0.22) 48,864 0.29 0.07 (—0.09-0.22) 1.28 (0.70-2.33) 0.418 1.34 (0.81-2.20) 0.254
Control 45/25,922 (0.17) 201,869 0.22 1 1

Obese
Gout 20/10,703 (0.19) 83,558 0.24 —0.06 (—0.20-0.07) 0.79 (0.48-1.29) 0.346 0.80 (0.53-1.21) 0.284
Control 75/32,141 (0.23) 246,554 0.30 1 1

Non-smoker
Gout 35/12,467 (0.28) 96,664 0.36 0.00 (—0.13-0.14) 1.01 (0.70-1.46) 0.967 1.00 (0.74-1.34) 0.979
Control 137/49,897 (0.27) 380,696 0.36 1 1

Past and current smoker
Gout 19/10,670 (0.18) 80,494 0.24 0.04 (—0.07-0.15) 1.18 (0.71-1.97) 0.523 1.31 (0.86-2.01) 0.207
Control 65/42,651 (0.15) 327,202 0.20 1 1

Alcohol consumption < 1 time a week
Gout 37/13,259 (0.28) 100,183 0.37 0.02 (—0.11-0.15) 1.05 (0.74-1.51) 0.774 1.02 (0.77-1.35) 0.879
Control 154/57,894 (0.27) 441,348 0.35 1 1

Alcohol consumption > 1 time a week
Gout 17/9878 (0.17) 76,975 0.22 0.04 (—0.07-0.15) 1.23 (0.71-2.14) 0.465 1.25 (0.78-2.00) 0.357
Control 48/34,654 (0.14) 266,550 0.18 1 1

SBP < 140 mmHg and DBP < 90 mmHg
Gout 38/15,717 (0.24) 114,373 0.33 0.02 (—0.09-0.14) 1.07 (0.75-1.53) 0.702 1.04 (0.79-1.38) 0.782
Control 156/68,278 (0.23) 506,170 0.31 1 1

SBP > 140 mmHg or DBP > 90 mmHg
Gout 16/7420 (0.22) 62,785 0.25 0.02 (—0.11-0.16) 1.12 (0.63-1.98) 0.699 1.15 (0.71-1.86) 0.572
Control 46/24,270 (0.19) 201,728 0.23 1 1

Fasting blood glucose < 100 mg/dL
Gout 34/13,015 (0.26) 106,061 0.32 —0.01 (—0.13-0.11) 0.97 (0.67-1.41) 0.861 0.96 (0.72-1.29) 0.789
Control 145/53,644 (0.27) 437,864 0.33 1 1

Fasting blood glucose > 100 mg/dL
Gout 20/10,122 (0.20) 71,097 0.28 0.07 (—0.05-0.19) 1.33 (0.80-2.22) 0.270 1.35 (0.88-2.08) 0.169
Control 57/38,904 (0.15) 270,034 0.21 1 1

Total cholesterol < 200 mg/dL
Gout 28/12,436 (0.23) 90,015 0.31 —0.01 (—0.14-0.12) 0.96 (0.64-1.45) 0.843 0.94 (0.68-1.30) 0.708
Control 125/52,406 (0.24) 387,528 0.32

Total cholesterol > 200 mg/dL
Gout 26/10,701 (0.24) 87,143 0.30 0.06 (—0.06-0.18) 1.24 (0.80-1.94) 0.335 1.30 (0.90-1.89) 0.165
Control 77/40,142 (0.19) 320,370 0.24 1 1

CClI scores =0
Gout 19/12,458 (0.15) 95,999 0.20 —0.05 (—0.16-0.06) 0.79 (0.48-1.28) 0.331 0.83 (0.58-1.20) 0.321
Control 110/56,064 (0.20) 438,344 0.25 1 1

CClI scores = 1
Gout 19/3994 (0.48) 31,031 0.61 0.26 (0.01-0.52) 1.76 (1.01-3.04) 0.044 * 1.65 (1.01-2.68) 0.045*
Control 39/14,591 (0.27) 111,582 0.35 1 1

CCI scores > 2
Gout 16/6685 (0.24) 50,128 0.32 —0.02 (—0.20-0.17) 0.96 (0.55-1.67) 0.873 0.93 (0.58-1.50) 0.769
Control 53/21,893 (0.24) 157,972 0.34 1 1

Abbreviation: IR, incidence rate; CI, confidence interval; IRD, incidence rate difference; PY, person-year; SBP,
systolic blood pressure; DBP, diastolic blood pressure; CCI, Charlson Comorbidity Index. * Significance at p < 0.05.
t Adjusted for age, sex, income, region of residence, obesity, smoking, alcohol consumption, systolic blood
pressure, diastolic blood pressure, fasting blood glucose, total cholesterol, and CCI scores.
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Furthermore, crude and adjusted HRs showed no statistically significant difference,
and Kaplan-Meier analysis confirmed similar cumulative probabilities of migraines with
aura in both groups (p = 0.6730; Figure 2B).

However, for migraines without aura, the incidence rates (5.53 vs. 4.37 per 1000 person-
years) were higher in the gout group compared to the non-gout group (Table 4). Kaplan—
Meier analysis supported this finding, indicating a higher likelihood of migraines without
aura in patients with gout (p < 0.0001; Figure 2C).

Table 4. Crude and overlap propensity score weighted hazard ratios (95% confidence interval) of
gout for the subtype of migraines without aura, along with their subgroup analyses.

Hazard Ratios for Migraines without Aura

Follow-Up IR Per

N ;’;11:*37)“" N of Duration 1000 IRD (95% CI) Overlap
o (PY) (PY) Crude 4 Weighted p
Model t

Total participants
Gout 946/23,137 (4.09) 171,117 5.53 1.26 (1.17-1.36) 1.26 (1.17-1.36) <0.001 * 1.27 (1.19-1.35) <0.001 *
Control 3012/92,548 (3.25) 689,450 4.37

Age < 70 years old
Gout 774/17,885 (4.33) 146,171 5.30 1.27 (0.89-1.64) 1.31 (1.21-1.42) <0.001 * 1.31 (1.22-1.40) <0.001 *
Control 2378/71,540 (3.32) 589,356 4.03

Age > 70 years old
Gout 172/5252 (3.27) 24,946 6.89 0.56 (—0.55-1.67) 1.08 (0.91-1.28)  0.358 1.10 (0.96-1.26)  0.173
Control 634/21,008 (3.02) 100,094 6.33

Male
Gout 619/18,624 (3.32) 140,582 4.40 0.81 (0.45-1.17) 1.22 (1.12-1.34) <0.001 * 1.24 (1.15-1.33) <0.001 *
Control 2024/74,496 (2.72) 563,424 3.59

Female
Gout 327/4513 (7.25) 30,535 10.70 2.86 (1.72-4.02) 1.36 (1.20-1.54) <0.001 * 1.32 (1.19-1.46) <0.001 *
Control 988/18,052 (5.47) 126,026 7.84

Low-income group
Gout 454 /9653 (4.70) 68,129 6.66 1.62 (1.01-2.24) 1.32 (1.19-1.47) <0.001 * 1.32 (1.21-1.45) <0.001 *
Control 1385/38,612 (3.59) 275,061 5.04

High-income group
Gout 492/13,484 (3.65) 102,988 4.78 0.85 (0.41-1.29) 1.21 (1.10-1.34) <0.001 * 1.22 (1.12-1.32) <0.001 *
Control 1627/53,936 (3.02) 414,389 3.93

Urban resident
Gout 371/9861 (3.76) 74,412 4.99 0.97 (0.44-1.48) 1.24 (1.10-1.39) <0.001 * 1.24 (1.12-1.36) <0.001 *
Control 1209/39,444 (3.07) 300,417 4.02

Rural resident
Gout 575/13,276 (4.33) 96,705 5.95 1.32 (0.82-1.80) 1.28 (1.16-1.41) <0.001 * 1.29 (1.19-1.39) <0.001 *
Control 1803/53,104 (3.40) 389,033 4.63

Underweight
Gout 10/301 (3.32) 1854 5.39 0.73 (—2.59-4.05) 1.14 (0.59-2.22)  0.695 1.12(0.72-1.73)  0.627
Control 70/2341 (2.99) 15,015 4.66

Normal weight
Gout 244/5785 (4.22) 41,289 591 1.41 (0.70-2.13) 1.30 (1.13-1.49) <0.001 * 1.24 (1.11-1.37) <0.001 *
Control 1068/32,144 (3.32) 237,496 4.50

Overweight
Gout 255/6348 (4.02) 47,185 5.40 0.97 (0.29-1.66) 1.21(1.06-1.40)  0.006 * 1.22 (1.09-1.36) <0.001 *
Control 870/25,922 (3.36) 196,392 4.43

Obese
Gout 437/10,703 (4.08) 80,789 5.41 1.24 (0.70-1.77) 1.30 (1.16-1.45) <0.001 * 1.33 (1.21-1.47) <0.001 *
Control 1004/32,141 (3.12) 240,547 417

Non-smoker
Gout 635/12,467 (5.09) 92,582 6.86 1.61 (1.07-2.15) 1.31 (1.20-1.43) <0.001 * 1.31 (1.21-1.41) <0.001 *
Control 1933/49,897 (3.87) 368,467 5.25

Past and current smoker
Gout 311/10,670 (2.91) 78,535 3.96 0.60 (0.14-1.06) 1.17(1.03-1.33)  0.014* 1.19 (1.07-1.32) ~ 0.001*
Control 1079/42,651 (2.53) 320,983 3.36

Alcohol consumption < 1 time a week
Gout 645/13,259 (4.86) 96,064 6.71 1.69 (1.18-2.20) 1.33 (1.22-1.45) <0.001 * 1.28 (1.19-1.37) <0.001 *
Control 2150/57,894 (3.71) 427,881 5.02

Alcohol consumption > 1 time a week
Gout 301/9878 (3.05) 75,053 4.01 0.71 (0.24-1.19) 1.22(1.07-1.39)  0.003 * 1.23 (1.10-1.38) <0.001 *
Control 862/34,654 (2.49) 261,569 3.30

SBP < 140 mmHg and DBP < 90 mmHg
Gout 632/15,717 (4.02) 110,514 5.72 1.31 (0.87-1.76) 1.29 (1.18-1.41) <0.001 * 1.26 (1.17-1.35) <0.001 *
Control 2174/68,278 (3.18) 493,240 4.41

SBP > 140 mmHg or DBP > 90 mmHg
Gout 314/7420 (4.23) 60,603 5.18 0.91 (0.30-1.52) 1.21(1.07-1.38)  0.003 * 1.30 (1.16-1.45) <0.001 *
Control 838/24,270 (3.45) 196,210 4.27

Fasting blood glucose < 100 mg/dL
Gou 616/13,015 (4.73) 102,011 6.04 1.46 (0.98-1.93) 1.31 (1.20-1.44) <0.001 * 1.32 (1.23-1.42) <0.001 *
Control 1951/53,644 (3.64) 425,646 4.58

Fasting blood glucose > 100 mg/dL
Gout 330/10,122 (3.26) 69,106 4.78 0.76 (0.21-1.29) 1.19 (1.05-1.34)  0.007 * 1.18 (1.06-1.31) ~ 0.002 *
Control 1061/38,904 (2.73) 263,804 4.02

Total cholesterol < 200 mg/dL
Gout 493/12,436 (3.96) 86,895 5.67 1.26 (0.76-1.76) 1.28 (1.15-1.41) <0.001 * 1.26 (1.16-1.37) <0.001 *

Control

1666/52,406 (3.18) 377,592 4.41
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Table 4. Cont.
Follow-U IRP. Hazard Ratios for Migraines without Aura
ollow- er
Ry gntN of Duration. 1000 IRD (95% CI) Overlap
(PY) (PY) Crude 4 Weighted P
Model t
Total cholesterol > 200 mg/dL
Gout 453/10,701 (4.23) 84,222 5.38 1.06 (0.55-1.58) 1.25(1.12-1.39)  <0.001 * 1.28(1.17-140)  <0.001 *
Control 1346/40,142 (3.35) 311,858 4.32
CClI scores =0
Gout 447/12,458 (3.59) 93,084 4.80 1.08 (0.64-1.53) 1.29 (1.16-1.43)  <0.001 * 1.33(1.22-1.44)  <0.001 *
Control 1594 /56,064 (2.84) 428,607 3.72
CClI scores =1
Gout 202/3994 (5.06) 29,742 6.79 1.27 (0.29-2.24) 1.23 (1.05-1.44) 0.012* 1.25 (1.09-1.43) 0.001 *
Control 596/14,591 (4.08) 107,880 5.52
CCI scores > 2
Gout 297/6685 (4.44) 48,291 6.15 0.78 (0.01-1.54) 1.15(1.01-1.31)  0.039 * 1.14 (1.01-1.28)  0.028*
Control 822/21,893 (3.75) 152,963 5.37

Abbreviation: IR, incidence rate; CI, confidence interval; IRD, incidence rate difference; PY, person-year; SBP,
systolic blood pressure; DBP, diastolic blood pressure; CCI, Charlson Comorbidity Index. * Significance at p < 0.05.
t Adjusted for age, sex, income, region of residence, obesity, smoking, alcohol consumption, systolic blood
pressure, diastolic blood pressure, fasting blood glucose, total cholesterol, and CCI scores.

Furthermore, crude and adjusted HRs demonstrated a significant association, with
patients with gout demonstrating an elevated likelihood of developing migraines without
aura ([HR, 1.26; 95% CI = 1.17-1.36; p < 0.001] and [aHR, 1.27; 95% CI = 1.19-1.35; p < 0.001],
respectively). This association was consistently observed across various subgroups, includ-
ing sex, income, residence, smoking, alcohol consumption, blood pressure, fasting blood
glucose, total cholesterol, and CCI scores. Furthermore, patients with gout aged <70 years
and those with normal weight, overweight, or obesity exhibited a higher likelihood of
developing migraines without aura than the control group.

4. Discussion

To our knowledge, this study is the first to elucidate the relationship between gout and
the onset of migraines; it analyzed distinct migraine characteristics in patients with gout.
Notably, there was a higher likelihood of occurrence of migraines among patients with gout
compared to those without gout. Our findings suggest that gout is an independent risk
factor for the subsequent migraine occurrence; patients with gout demonstrate a 26% higher
likelihood (95% CI = 1.18-1.33) of experiencing migraines, particularly the subtype without
aura. Notably, the increased likelihood was consistent across specific factors, including
sex, place of residence, smoking and alcohol habits, and the presence of comorbidities
(hypertension, hyperglycemia, and hyperlipidemia) among individuals aged <70 years, and
across different weight categories, including those with normal weight, overweight, and
obesity. Our findings suggest that predicting the occurrence of migraines in patients with
gout may be challenging; however, for a subset of patients with gout, lifestyle modifications,
such as maintaining a lower body weight, particularly for individuals aged <70 years, could
be a potential strategy for preventing migraines.

Current research on the connection between gout and migraines is limited, with only a
few recently published studies suggesting a possible association. In a recent cross-sectional
study involving 208 migraineurs in the United States, a correlation was found between
higher migraine occurrence and increased serum urate levels of >7.8 mg/dL [24]; this
suggests that elevated serum urate is a risk factor for migraines [24]. The significant
association between elevated blood urate levels and an increased risk of gout [3] suggests
a potential connection between the development of migraines and gout. Furthermore,
a recent cross-sectional study involving 796 patients with arthritis in the United States
revealed that those with arthritis, including gout, had a 1.83-fold higher risk of developing
migraines (95% CI = 1.20-2.81) [20]; this finding indirectly supports the potential link
between gout and migraines, consistent with our study’s observations. Additionally, the
cross-sectional study revealed that the impact of arthritis, including gout, on migraines was
more common among women and individuals aged <45 years or >65 years [20]. However,
our study demonstrated that both men and women and individuals aged <70 years in
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the gout group exhibited a higher susceptibility to migraines than those in the matched
control group. This observed elevated likelihood was consistent across groups even after
analyzing the association of all potential confounding factors. This study extensively
elucidates the association of gout with migraines via a research design that involved
matching nationwide population-based control groups through propensity scores and
fine-tuning the analysis using the overlap weighting technique to ensure an accurate
balance of baseline characteristics; this approach allowed us to evaluate a wide array of
potential confounding factors, including demographics, lifestyle, and comorbid conditions.
Ultimately, our analysis revealed a significant association between gout and an increased
likelihood of migraines.

Notably, the association between gout and migraines was most significantly linked to
the occurrence of migraines without aura, which represents the majority (approximately
70%) of migraine cases [13]. Based on our study, the rate of incidence for migraines
without aura was higher than that of migraines with aura among individuals with gout
(5.53 vs. 0.30 per 1000 person-years). Furthermore, patients with gout had a 27% higher
likelihood (95% CI = 1.19-1.35) of experiencing migraines without aura; however, this was
not associated with migraines with aura. Subgroup analyses focusing on migraines without
aura yielded results consistent with the findings of overall migraine, suggesting that the
majority of gout-related migraines can be grouped as migraines without aura. In contrast,
other inflammatory arthritic conditions, such as rheumatoid arthritis, exhibit a higher
tendency for the occurrence of migraines with aura as a comorbidity [19]. The occurrence
of migraines with or without aura may vary depending on the type of arthritis. Notably,
a diagnosis of migraines with aura is limited due to its association with an increased risk
of various comorbidities, including ischemic stroke, Parkinson’s disease, bipolar disorder,
panic disorder, restless legs syndrome, and patent foramen ovale [16,35,36]. The influence
of comorbidity in the occurrence of migraines without aura is significantly lower than
in migraines with aura [35]. Therefore, the predominance of migraines without aura in
patients with gout may be of clinical significance, warranting attention and education
regarding incident migraines and their subtypes as potential gout-related comorbidities.
Our results suggest that patients with gout exhibit a higher likelihood of experiencing
migraines without aura; this underscores the importance of evaluating migraine subtypes
in gout-related health management and education.

Understanding the potential connection between gout and migraines is a complex
challenge, as it involves multifaceted factors encompassing genetics and environmental
interactions. Gout and migraines share several common risk factors, including advanced
age, menopause, alcohol consumption, obesity, sedentary lifestyles, hypertension, dyslipi-
demia, diabetes, stress, anxiety, depression, and emotional challenges [1,14,37,38]. These
shared factors can lead to systemic metabolic changes, increased oxidative stress, and
persistent inflammation [21,39], thereby increasing susceptibility to both conditions. For
example, individuals with gout who experience gout flares, which can have adverse effects
on their physical and psychosocial well-being and potentially induce stress [40], may be at
risk of developing migraine headaches [41]. Stress and metabolic changes, which signifi-
cantly contribute to inflammation, are known triggers for migraines and gout flares [21,39].
These conditions involve inflammatory processes mediated by similar pro-inflammatory
molecules and immune system alterations, forming the basis of their association [21,42,43].
In patients with gout, the deposition and phagocytosis of monosodium urate crystals in tis-
sues activate the NLRP3 inflammasome [44], leading to the production of critical cytokines
such as IL-1f3, IL-6, and tumor necrosis factor (TNF)-oc [42,43], which are implicated in the
occurrence of migraines [21].

Additionally, the NLRP3 inflammasome is upregulated in trigeminal ganglion neu-
rons relevant to migraine pain [45]. Notably, elevated uric acid levels in gout trigger
inflammatory responses and directly affect the central nervous system by activating inflam-
masomes [23,46], contributing to migraine pain development [21,45]. Increased uric acid
levels from purine metabolism in gout promote the release of nitric oxide, a critical factor in
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migraine pathophysiology, due to the upregulation of the nitric oxide signaling cascade in
patients experiencing migraines [47]. The impact of purines on various brain cell types and
purinergic receptors contributes to the initiation and amplification of migraine pain [48].

While there is no specific genetic variant directly linking gout and migraines, certain
genetic variants may indirectly contribute to both conditions. Notably, gout susceptibility
loci, including genes such as ABCG2 and SLC2A9 (involved in urate transport), rs1260326
of GCKR (associated with glucose and lipid metabolism), rs2188380 of MYL2-CUX2 (linked
to cholesterol and diabetes mellitus), and rs4073582 of CNIH-2 (regulating glutamate sig-
naling), have been identified at the genome-wide significance level [49]. These genes could
indirectly impact migraine susceptibility through metabolic and neurological pathways [49].
Furthermore, variations in CNIH-2, which modulates glutamate receptor function in neu-
rons and glial cells [50], might indirectly influence migraine susceptibility as glutamate is
significantly involved in migraine pathophysiology [51]. Additionally, MAP3K11, a mem-
ber of the mitogen-activated protein kinase family, could be involved in gout pathogenesis
and is vital in activating c-Jun N-terminal kinase, a stress-activated protein kinase [49].
This pathway is crucial in the molecular mechanisms underlying processes initiated by
inflammation and oxidative stress [52].

The sample size, comprising 23,137 patients and 92,548 controls, drawn from a well-
structured and representative nationwide healthcare database, contributes to the credibility
of this study. Furthermore, the analysis was extensively adjusted to account for socioe-
conomic status, potential lifestyle-related risk factors, and comorbidities. Second, the
utilization of data collected from all medical and clinic services in Korea allowed for the
assembly of comprehensive medical records over the study period, consequently bolstering
the applicability and credibility of the research findings. This comprehensive dataset may
serve as a valuable resource for conducting research and analyzing health-related trends
and outcomes in the Korean population. Third, a meticulously balanced selection of study
and control participants achieved through propensity score matching likely fortified our
research, mitigating potential selection bias and approximating the characteristics of ran-
domized trials [53]. Despite gout being more prevalent among men and the elderly [1],
we employed an overlapweighted propensity matching process. This process enabled us
to perfectly and uniformly match a large number of individuals with gout (n = 23,137) to
corresponding control participants (1 = 92,548) in terms of age, sex, income, and residential
area. As a result, our study achieved a well-balanced distribution of age, sex, and socioeco-
nomic factors, thereby preventing potential distortions in the demographic characteristics
of the research groups [54]. Additionally, the outcome based on the 16-year follow-up data
may enhance reliability.

Our findings should be interpreted within the context of several limitations. First, the
observational and retrospective design of this study does not permit the establishment
of a direct causal relationship between gout and the onset of migraines. Additionally,
we did not investigate the underlying mechanisms that could elucidate the connection
between these two conditions. Second, it is important to acknowledge that our study
exclusively focused on individuals aged >40 years in Korea, and we relied on diagnosis
codes from Korean health insurance data. This approach may have limitations in accurately
discriminating between different headache types, including the potential misclassification
of tension-type headache and migraines. Consequently, certain potential confounding
factors may not have been fully accounted for, and the generalizability of our findings to
other demographic groups could be limited, affecting the precision of identifying patients
with gout or migraines. Third, the absence of data on family history, personal genetics,
or dietary factors related to gout or migraines within the KNHIS-HSC database was not
considered in this study. We categorized alcohol consumption solely based on frequency
(more than once a week or less) due to limitations in the available data. As a result, it
is crucial to acknowledge certain limitations in our findings. These limitations include
the absence of specific variables, potential geographic specificity, recall bias, and the
retrospective design of the study.
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5. Conclusions

Our study may suggest that Koreans with gout have a slightly increased likelihood of
developing migraines, especially the subtype without aura, based on 16-year long-term
follow-up data. This increased likelihood was consistent across various demographics,
lifestyles, and socioeconomic factors; additionally, factors including the presence of co-
morbidities, age (<70 years) and different weight categories (including those with normal
weight, overweight, and obesity) showed consistent increased likelihood. These findings
imply that predicting migraine occurrence among patients with gout may pose challenges.
However, for a specific subset of gout patients, there could be potential benefits in adopt-
ing lifestyle changes, such as maintaining a lower body weight, particularly for patients
aged <70 years, as a potential strategy for migraine prevention. These results are vital in
the management and education of patients with gout and decision-making by healthcare
practitioners. Furthermore, there is a need to conduct studies to evaluate the mechanisms
underlying the increased likelihood of occurrence of migraines.

Author Contributions: H.S.K., investigation, writing—original draft, review and editing; M.].K.,
investigation, funding acquisition, writing—original draft, review and editing; ].H.K., ].-H.K. and
W.J.B., formal analysis; H.G.C., methodology; N.Y.K., project administration; H.Y.P., K.C.C. and Y.C,,
validation. All authors have read and agreed to the published version of the manuscript.

Funding: This research was funded by the National Research Foundation of Korea (NRF) grant of
the Korean government (MSIT) (grant No. NRF-2022R1F1A1065335 to M.J.K.). The APC was funded
by NRF-2022R1F1A1065335.

Institutional Review Board Statement: We obtained approval for this project from the Hallym
University Ethics Committee (IRB No: 2019-10-023) as per the IRB regulations. The requirement for
written informed consent was waived by the Institutional Review Board.

Informed Consent Statement: Patient consent was waived due to the fact that the study utilized
secondary data.

Data Availability Statement: All data are available from the database of the National Health In-
surance Sharing Service (NHISS) https://nhiss.nhis.or.kr/ (accessed on 1 March 2023). NHISS
allows access to these data for any researcher who promises to follow the research ethics at some
processing charge.

Conflicts of Interest: The authors declare no conflicts of interest.

References

1.  Kuo, C.F; Grainge, M.].; Zhang, W.; Doherty, M. Global epidemiology of gout: Prevalence, incidence and risk factors. Nat. Rev.
Rheumatol. 2015, 11, 649-662. [CrossRef] [PubMed]

2. Kuo, C.F; Grainge, M.].; Mallen, C.; Zhang, W.; Doherty, M. Rising burden of gout in the UK but continuing suboptimal
management: A nationwide population study. Ann. Rheum. Dis. 2015, 74, 661-667. [CrossRef] [PubMed]

3. Zhu, Y; Pandya, B.J.; Choi, H.K. Prevalence of gout and hyperuricemia in the US general population: The National Health and
Nutrition Examination Survey 2007-2008. Arthritis Rheum. 2011, 63, 3136-3141. [CrossRef] [PubMed]

4. Kuo, C.F; Grainge, M.J.; See, L.C.; Yu, K.H,; Luo, S.F; Zhang, W.; Doherty, M. Epidemiology and management of gout in Taiwan:
A nationwide population study. Arthritis Res. Ther. 2015, 17, 13. [CrossRef] [PubMed]

5. Kim, ] W,; Kwak, S.G.; Lee, H.; Kim, S.K,; Choe, ].Y.; Park, S.H. Prevalence and incidence of gout in Korea: Data from the national
health claims database 2007-2015. Rheumatol. Int. 2017, 37, 1499-1506. [CrossRef]

6. Park,].S,; Kang, M.; Song, ].-S.; Kim, H.S.; Lee, C.H. Trends of Gout Prevalence in South Korea Based on Medical Utilization: A
National Health Insurance Service Database (2002-2015). . Rheum. Dis. 2020, 27, 174-181. [CrossRef]

7.  Lee, CH.; Sung, N.Y,; Lee, ]J.; Bae, S.C. Factors associated with gout in South Koreans: Analysis using the National Health
Insurance Corporation and the National Health Screening Exam databases. Clin. Rheumatol. 2013, 32, 829-837. [CrossRef]

8.  Singh, J.A,; Cleveland, ].D. Gout and the risk of Parkinson’s disease in older adults: A study of U.S. Medicare data. BMC Neurol.
2019, 19, 4. [CrossRef]

9. Topiwala, A.; Mankia, K.; Bell, S.; Webb, A.; Ebmeier, K.P.; Howard, I.; Wang, C.; Alfaro-Almagro, F.; Miller, K.; Burgess, S.; et al.
Association of gout with brain reserve and vulnerability to neurodegenerative disease. Nat. Commun. 2023, 14, 2844. [CrossRef]

10. Borghi, C.; Agabiti-Rosei, E.; Johnson, R.]J.; Kielstein, J.T.; Lurbe, E.; Mancia, G.; Redon, J.; Stack, A.G.; Tsioufis, K.P. Hyperuri-

caemia and gout in cardiovascular, metabolic and kidney disease. Eur. |. Intern. Med. 2020, 80, 1-11. [CrossRef]


https://nhiss.nhis.or.kr/
https://doi.org/10.1038/nrrheum.2015.91
https://www.ncbi.nlm.nih.gov/pubmed/26150127
https://doi.org/10.1136/annrheumdis-2013-204463
https://www.ncbi.nlm.nih.gov/pubmed/24431399
https://doi.org/10.1002/art.30520
https://www.ncbi.nlm.nih.gov/pubmed/21800283
https://doi.org/10.1186/s13075-015-0522-8
https://www.ncbi.nlm.nih.gov/pubmed/25612613
https://doi.org/10.1007/s00296-017-3768-4
https://doi.org/10.4078/jrd.2020.27.3.174
https://doi.org/10.1007/s10067-013-2183-9
https://doi.org/10.1186/s12883-018-1234-x
https://doi.org/10.1038/s41467-023-38602-6
https://doi.org/10.1016/j.ejim.2020.07.006

J. Clin. Med. 2024, 13,138 15 of 16

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.
23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

Kwon, M.].; Park, J.Y.; Kim, S.G.; Kim, J.K.; Lim, H.; Kim, J.H.; Kim, J.H.; Cho, S.J.; Nam, E.S.; Park, H.Y,; et al. Potential
Association of Osteoporosis and Not Osteoporotic Fractures in Patients with Gout: A Longitudinal Follow-Up Study. Nutrients
2022, 15, 134. [CrossRef] [PubMed]

Primatesta, P.; Plana, E.; Rothenbacher, D. Gout treatment and comorbidities: A retrospective cohort study in a large US managed
care population. BMC Musculoskelet. Disord. 2011, 12, 103. [CrossRef] [PubMed]

Rasmussen, B.K.; Olesen, J]. Migraine with aura and migraine without aura: An epidemiological study. Cephalalgia 1992, 12,
221-228; discussion 186. [CrossRef]

Amiri, P.; Kazeminasab, S.; Nejadghaderi, S.A.; Mohammadinasab, R.; Pourfathi, H.; Araj-Khodaei, M.; Sullman, M.].M.; Kolahi,
A.A; Safiri, S. Migraine: A Review on Its History, Global Epidemiology, Risk Factors, and Comorbidities. Front. Neurol. 2021, 12,
800605. [CrossRef] [PubMed]

Burch, R.C.; Buse, D.C.; Lipton, R.B. Migraine: Epidemiology, Burden, and Comorbidity. Neurol. Clin. 2019, 37, 631-649.
[CrossRef] [PubMed]

Charles, A. The pathophysiology of migraine: Implications for clinical management. Lancet Neurol. 2018, 17, 174-182. [CrossRef]
[PubMed]

Dell'Isola, A.; Turkiewicz, A.; Zhang, W.; Bierma-Zeinstra, S.; Runhaar, J.; Prieto-Alhambra, D.; Swain, S.; Kiadaliri, A.; Englund,
M. The association between preexisting conditions and osteoarthritis development in peripheral joints: A population based
nested case-control study. Osteoarthr. Cartil. Open 2022, 4, 100265. [CrossRef]

Peroutka, S.J.; Price, S.C.; Jones, K.W. The Comorbid Association of Migraine with Osteoarthritis and Hypertension: Complement
C3F and Berkson’s Bias. Cephalalgia 1997, 17, 23-26. [CrossRef]

El-Sonbaty, H.A.-E.; Zarad, C.A.; Mohamed, M.R.; Abou Elmaaty, A.A. Migraine in patients with rheumatoid arthritis and its
relation to disease activity. Egypt. ]. Neurol. Psychiatry Neurosurg. 2021, 57, 152. [CrossRef]

Jacob, L.; Shin, ].I; Lopez-Sanchez, G.F,; Haro, ].M.; Koyanagi, A.; Kim, J.Y.; Kim, J.H.; Oh, H.; Smith, L. Association between
Arthritis and Migraine: A US Nationally Representative Study Including 2649 Adults. J. Clin. Med. 2021, 10, 342. [CrossRef]
Kursun, O.; Yemisci, M.; van den Maagdenberg, A.; Karatas, H. Migraine and neuroinflammation: The inflammasome perspective.
J. Headache Pain 2021, 22, 55. [CrossRef]

Wang, S.J.; Chen, PK,; Fuh, J.L. Comorbidities of migraine. Front. Neurol. 2010, 1, 16. [CrossRef]

Altunkaynak, Y.; Keskek, A.; Donmezler, S.; Yazar, T.; Olgun, H.; Delen, E,; Kurt Sabitay, I.; Ozturk, M.; Ertem, D.H. A study of the
relationship between serum uric acid levels and pain in patients with migraine. Medicine 2023, 102, €32810. [CrossRef]

Hong, P; Liu, Y.,; Wan, Y.; Xiong, H.; Xu, Y. An Exponential Curve Relationship Between Serum Urate and Migraine: A
Cross-Section Study From NHANES. Front. Neurol. 2022, 13, 871783. [CrossRef]

Yazar, T.; Yazar, H.O.; Aygun, A.; Karabacak, V.; Altunkaynak, Y.; Kirbas, D. Evaluation of serum uric levels in migraine. Neurol.
Sci. 2021, 42, 705-709. [CrossRef]

Yasin, S.; Altunisik, E. Decreased Serum Uric Acid Level as an Indicator of Altered Oxidative Balance in Patients with Migraine.
Cureus 2022, 14, €32136. [CrossRef]

Wang, X.; Cheng, Z. Cross-Sectional Studies: Strengths, Weaknesses, and Recommendations. Chest 2020, 158, S65-S71. [CrossRef]
Seong, S.C.; Kim, Y.Y;; Park, S.K; Khang, Y.H.; Kim, H.C,; Park, ]. H,; Kang, H.J.; Do, C.H,; Song, ].S.; Lee, E.J.; et al. Cohort profile:
The National Health Insurance Service-National Health Screening Cohort (NHIS-HEALS) in Korea. BMJ Open 2017, 7, e016640.
[CrossRef]

Kwon, M.J.; Choi, H.G.; Kim, Y.H.; Kim, ].H.; Rim, H.T; Lee, H.S.; Oh, ] K.; Chang, I.B.; Song, ].H.; Kim, ].H. A higher probability
of subsequent stroke and ischemic heart disease in migraine patients: A longitudinal follow-up study in Korea. ]. Headache Pain
2023, 24, 98. [CrossRef]

Kang, H.S.; Kim, S.Y; Kim, J.H.; Kim, E.S.; Choi, H.G.; Lim, H.; Kim, ]J.H.; Park, H.Y; Kim, N.Y.; Hong, S.; et al. Association
between Migraines and Prior Proton Pump Inhibitor Use: A Nested Case-Control Study Using a National Health Screening
Cohort. Pharmaceuticals 2022, 15, 1385. [CrossRef] [PubMed]

WHO; IASO; IOTF. The Asia-Pacific Perspective: Redefining Obesity and Its Treatment; Health Communication Network Pty Ltd.:
Sydney, Australia, 2000.

Quan, H,; Li, B.; Couris, C.M.; Fushimi, K.; Graham, P,; Hider, P; Januel, ] M.; Sundararajan, V. Updating and validating the
Charlson comorbidity index and score for risk adjustment in hospital discharge abstracts using data from 6 countries. Am. J.
Epidemiol. 2011, 173, 676-682. [CrossRef] [PubMed]

Quan, H.; Sundararajan, V.; Halfon, P; Fong, A.; Burnand, B.; Luthi, J.C.; Saunders, L.D.; Beck, C.A.; Feasby, T.E.; Ghali, W.A.
Coding algorithms for defining comorbidities in ICD-9-CM and ICD-10 administrative data. Med. Care 2005, 43, 1130-1139.
[CrossRef] [PubMed]

Austin, P.C. Balance diagnostics for comparing the distribution of baseline covariates between treatment groups in propensity-
score matched samples. Stat. Med. 2009, 28, 3083-3107. [CrossRef] [PubMed]

Oie, L.R.; Kurth, T.; Gulati, S.; Dodick, D.W. Migraine and risk of stroke. J. Neurol. Neurosurg. Psychiatry 2020, 91, 593-604.
[CrossRef] [PubMed]

Valecha, J.; Khandait, H.; Sk, A.; Gupta, V.; Kumawat, S.; Anamika, F; Jain, R.; Dua, D. Migraine and heart: A reality check. Glob.
Cardiol. Sci. Pract. 2023, 2023, €202320. [CrossRef] [PubMed]


https://doi.org/10.3390/nu15010134
https://www.ncbi.nlm.nih.gov/pubmed/36615792
https://doi.org/10.1186/1471-2474-12-103
https://www.ncbi.nlm.nih.gov/pubmed/21599917
https://doi.org/10.1046/j.1468-2982.1992.1204221.x
https://doi.org/10.3389/fneur.2021.800605
https://www.ncbi.nlm.nih.gov/pubmed/35281991
https://doi.org/10.1016/j.ncl.2019.06.001
https://www.ncbi.nlm.nih.gov/pubmed/31563224
https://doi.org/10.1016/S1474-4422(17)30435-0
https://www.ncbi.nlm.nih.gov/pubmed/29229375
https://doi.org/10.1016/j.ocarto.2022.100265
https://doi.org/10.1046/j.1468-2982.1997.1701023.x
https://doi.org/10.1186/s41983-021-00406-0
https://doi.org/10.3390/jcm10020342
https://doi.org/10.1186/s10194-021-01271-1
https://doi.org/10.3389/fneur.2010.00016
https://doi.org/10.1097/MD.0000000000032810
https://doi.org/10.3389/fneur.2022.871783
https://doi.org/10.1007/s10072-020-04598-w
https://doi.org/10.7759/cureus.32136
https://doi.org/10.1016/j.chest.2020.03.012
https://doi.org/10.1136/bmjopen-2017-016640
https://doi.org/10.1186/s10194-023-01632-y
https://doi.org/10.3390/ph15111385
https://www.ncbi.nlm.nih.gov/pubmed/36355557
https://doi.org/10.1093/aje/kwq433
https://www.ncbi.nlm.nih.gov/pubmed/21330339
https://doi.org/10.1097/01.mlr.0000182534.19832.83
https://www.ncbi.nlm.nih.gov/pubmed/16224307
https://doi.org/10.1002/sim.3697
https://www.ncbi.nlm.nih.gov/pubmed/19757444
https://doi.org/10.1136/jnnp-2018-318254
https://www.ncbi.nlm.nih.gov/pubmed/32217787
https://doi.org/10.21542/gcsp.2023.20
https://www.ncbi.nlm.nih.gov/pubmed/37575293

J. Clin. Med. 2024, 13,138 16 of 16

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

Singh, J.A.; Reddy, S.G.; Kundukulam, J. Risk factors for gout and prevention: A systematic review of the literature. Curr. Opin.
Rheumatol. 2011, 23, 192-202. [CrossRef] [PubMed]

Elgendy, L.Y.; Nadeau, S.E.; Bairey Merz, C.N.; Pepine, C.J.; American College of Cardiology Cardiovascular Disease in Women
Committee. Migraine Headache: An Under-Appreciated Risk Factor for Cardiovascular Disease in Women. J. Am. Heart Assoc.
2019, 8, e014546. [CrossRef] [PubMed]

Krishnan, E. Inflammation, oxidative stress and lipids: The risk triad for atherosclerosis in gout. Rheumatology 2010, 49, 1229-1238.
[CrossRef]

Stewart, S.; Guillen, A.G.; Taylor, W.].; Gaffo, A.; Slark, ].; Gott, M.; Dalbeth, N. The experience of a gout flare: A meta-synthesis of
qualitative studies. Semin. Arthritis Rheum. 2020, 50, 805-811. [CrossRef]

Stubberud, A.; Buse, D.C; Kristoffersen, E.S.; Linde, M.; Tronvik, E. Is there a causal relationship between stress and migraine?
Current evidence and implications for management. J. Headache Pain 2021, 22, 155. [CrossRef]

Yokose, K.; Sato, S.; Asano, T.; Yashiro, M.; Kobayashi, H.; Watanabe, H.; Suzuki, E.; Sato, C.; Kozuru, H.; Yatsuhashi, H.; et al.
TNF-alpha potentiates uric acid-induced interleukin-1beta (IL-1beta) secretion in human neutrophils. Mod. Rheumatol. 2018, 28,
513-517. [CrossRef] [PubMed]

Amaral, FA,; Bastos, L.F; Oliveira, TH.; Dias, A.C.; Oliveira, V.L.; Tavares, L.D.; Costa, V.V.; Galvao, L; Soriani, EM.; Szymkowski,
D.E.; et al. Transmembrane TNF-alpha is sufficient for articular inflammation and hypernociception in a mouse model of gout.
Eur. J. Immunol. 2016, 46, 204-211. [CrossRef] [PubMed]

Martinon, E; Petrilli, V.; Mayor, A.; Tardivel, A.; Tschopp, J. Gout-associated uric acid crystals activate the NALP3 inflammasome.
Nature 2006, 440, 237-241. [CrossRef]

Chen, L.; Li, X;; Huang, L.; Wu, Q.; Chen, L.; Wan, Q. Chemical stimulation of the intracranial dura activates NALP3 inflammasome
in trigeminal ganglia neurons. Brain Res. 2014, 1566, 1-11. [CrossRef] [PubMed]

Amorini, A.M.; Petzold, A.; Tavazzi, B.; Eikelenboom, J.; Keir, G.; Belli, A.; Giovannoni, G.; Di Pietro, V.; Polman, C.; D’'Urso,
S.; et al. Increase of uric acid and purine compounds in biological fluids of multiple sclerosis patients. Clin. Biochem. 2009, 42,
1001-1006. [CrossRef] [PubMed]

Pradhan, A.A.; Bertels, Z.; Akerman, S. Targeted Nitric Oxide Synthase Inhibitors for Migraine. Neurotherapeutics 2018, 15,
391-401. [CrossRef] [PubMed]

Cieslak, M.; Czarnecka, J.; Roszek, K.; Komoszynski, M. The role of purinergic signaling in the etiology of migraine and novel
antimigraine treatment. Purinergic Signal. 2015, 11, 307-316. [CrossRef] [PubMed]

Matsuo, H.; Yamamoto, K.; Nakaoka, H.; Nakayama, A.; Sakiyama, M.; Chiba, T.; Takahashi, A.; Nakamura, T.; Nakashima, H.;
Takada, Y.; et al. Genome-wide association study of clinically defined gout identifies multiple risk loci and its association with
clinical subtypes. Ann. Rheum. Dis. 2016, 75, 652-659. [CrossRef]

Harmel, N.; Cokic, B.; Zolles, G.; Berkefeld, H.; Mauric, V.; Fakler, B.; Stein, V.; Klocker, N. AMPA receptors commandeer an
ancient cargo exporter for use as an auxiliary subunit for signaling. PLoS ONE 2012, 7, e30681. [CrossRef]

Bathel, A.; Schweizer, L.; Stude, P.; Glaubitz, B.; Wulms, N.; Delice, S.; Schmidt-Wilcke, T. Increased thalamic glutamate/glutamine
levels in migraineurs. J. Headache Pain 2018, 19, 55. [CrossRef]

Feng, L.; Ning, R.; Liu, J.; Liang, S.; Xu, Q.; Liu, Y,; Liu, W,; Duan, J.; Sun, Z. Silica nanoparticles induce J]NK-mediated
inflammation and myocardial contractile dysfunction. J. Hazard. Mater. 2020, 391, 122206. [CrossRef] [PubMed]

Thomas, L.E; Li, F; Pencina, M.J. Overlap Weighting: A Propensity Score Method That Mimics Attributes of a Randomized
Clinical Trial. JAMA 2020, 323, 2417-2418. [CrossRef] [PubMed]

Kuo, C.E; Yu, KH,; See, L.C.; Chou, L].; Ko, Y.S.; Chang, H.C.; Chiou, M.].; Luo, S.E. Risk of myocardial infarction among patients
with gout: A nationwide population-based study. Rheumatology 2013, 52, 111-117. [CrossRef] [PubMed]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


https://doi.org/10.1097/BOR.0b013e3283438e13
https://www.ncbi.nlm.nih.gov/pubmed/21285714
https://doi.org/10.1161/JAHA.119.014546
https://www.ncbi.nlm.nih.gov/pubmed/31707945
https://doi.org/10.1093/rheumatology/keq037
https://doi.org/10.1016/j.semarthrit.2020.06.001
https://doi.org/10.1186/s10194-021-01369-6
https://doi.org/10.1080/14397595.2017.1369924
https://www.ncbi.nlm.nih.gov/pubmed/28880687
https://doi.org/10.1002/eji.201545798
https://www.ncbi.nlm.nih.gov/pubmed/26449770
https://doi.org/10.1038/nature04516
https://doi.org/10.1016/j.brainres.2014.04.019
https://www.ncbi.nlm.nih.gov/pubmed/24769167
https://doi.org/10.1016/j.clinbiochem.2009.03.020
https://www.ncbi.nlm.nih.gov/pubmed/19341721
https://doi.org/10.1007/s13311-018-0614-7
https://www.ncbi.nlm.nih.gov/pubmed/29516436
https://doi.org/10.1007/s11302-015-9453-8
https://www.ncbi.nlm.nih.gov/pubmed/25957584
https://doi.org/10.1136/annrheumdis-2014-206191
https://doi.org/10.1371/journal.pone.0030681
https://doi.org/10.1186/s10194-018-0885-8
https://doi.org/10.1016/j.jhazmat.2020.122206
https://www.ncbi.nlm.nih.gov/pubmed/32036317
https://doi.org/10.1001/jama.2020.7819
https://www.ncbi.nlm.nih.gov/pubmed/32369102
https://doi.org/10.1093/rheumatology/kes169
https://www.ncbi.nlm.nih.gov/pubmed/22787006

	Introduction 
	Patients and Methods 
	Definitions of Gout (Independent Variable) and Migraine (Dependent Variable) 
	Covariates 
	Statistical Analyses 

	Results 
	Occurrence of Migraines in the Gout and Control Groups 
	Association between Gout and Migraines Based on the Presence or Absence of Aura 

	Discussion 
	Conclusions 
	References

