
O R I G I N A L  R E S E A R C H

Causal Effects of Rheumatoid Arthritis, Ankylosing 
Spondylitis, Juvenile Idiopathic Arthritis on 
Psoriasis: A Mendelian Randomization Study
Yongping Cao, Mengyun Zhou, Tianhong Xu

Department of Dermatology, Hangzhou Third People’s Hospital, Hangzhou City, Zhejiang Province, People’s Republic of China

Correspondence: Tianhong Xu, Department of Dermatology, Hangzhou Third People’s Hospital, 38 West Lake Road, Hangzhou City, Zhejiang Province, 
People’s Republic of China, Email tianhongxu2024@163.com 

Background: It is well-documented that rheumatoid arthritis (RA), ankylosing spondylitis (AS), and juvenile idiopathic arthritis (JIA) 
often exhibit skin manifestations, with psoriasis typically occurring around the time of diagnosis. Thus, it is essential to investigate the 
potential causal relationship between these forms of arthritis and psoriasis.
Methods: The OpenGWAS provided traitIDs for exposure factors (RA (bbj-A-74), AS (ebi-A-GCST005529), and JIA (finn-b-JUVEN- 
ARTHR)) and outcome (psoriasis, finn-b-L12-PSORIASIS). bbj-A-74 had 19,190 samples (9,739,303 SNPs), ebi-A-GCST005529 had 
22,647 samples (99,962 SNPs), finn-b-JUVEN-ARTHR had 173,622 samples (16,380,296 SNPs), and psoriasis had 216,752 samples 
(16,380,464 SNPs). Initially, 57 RA SNPs, 25 AS SNPs, and 5 JIA SNPs were acquired. Causal links were explored via univariate 
Mendelian Randomization (UVMR) analysis, with sensitivity analyses ensuring reliability. Additionally, multivariate MR (MVMR) 
analysis was conducted to further estimate the effect of each exposure factor on psoriasis.
Results: Significant causal links (P < 0.05, OR > 1) were found between bbj-A-74, ebi-A-GCST005529, finn-b-JUVEN-ARTHR, and 
finn-b-L12-PSORIASIS, indicating associations of RA, AS, and JIA with psoriasis. Sensitivity analyses ensured the reliability of these 
finding, showing no heterogeneity, horizontal pleiotropy, or SNP locus oversensitivity in UVMR results. Furthermore, MVMR analysis 
revealed AS and JIA as psoriasis risk factors, while RA showed non-significant protective effects. This suggests AS and JIA may 
contribute to psoriasis onset or exacerbation when coexisting.
Conclusion: MR analyses were conducted to investigate the causal links between RA, AS, JIA, and psoriasis, enhancing our grasp of 
the underlying mechanisms of psoriasis.
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Introduction
Psoriasis is a chronic immune-mediated inflammatory characterized by skin erythema, desquamation and with or without 
joint pain, which is related to many factors such as heredity, environment and auto-immunity.1,2 In recent years, studies 
have also found that psoriasis is related to the cutaneous and intestinal microbiome, host immunity and other diseases.3,4 

Psoriasis occurs equally in men and women equally, and the mean age of onset was 33 years. The overall incidence 
ranges from 0.1% in east Asia to 1.5% in western Europe, and is higher in high-income countries.5 Moreover, psoriasis 
patients experience a higher prevalence of anxiety and depressive symptoms.6

Rheumatoid arthritis (RA) is chronic inflammatory diseases which primarily affects the joints and may result in extra- 
articular manifestations.7 Although the exact etiology of RA is unclear, it is linked to genetic and environmental factors.8 

Ankylosing spondylitis (AS) is inflammatory arthritis predominantly affecting the spine. The pathogenesis of AS is not 
completely clear,9 the main clinical features are back pain and progressive spinal stiffness. Juvenile Idiopathic Arthritis 
(JIA) is the most common chronic rheumatic disease of unknown etiology in childhood, characterized primarily by 
peripheral arthritis.10 It is known that RA, AS and JIA are associated with psoriasis, and psoriasis usually occurs before 
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and after the diagnosis of these diseases.11–13 Inflammatory cytokines such as interleukin (IL-17), IL-23, and tumor 
necrosis factor (TNF-α) have been found to play a central driving role in the pathogenesis of AS, JIA, and psoriasis, 
suggesting that these diseases may share a common pathologic pathway14–16 In addition, the levels of acylcarnitine and 
free fatty acids in peripheral blood of patients with RA and psoriasis showed a downward trend.17–19 Of note, cross- 
sectional and cohort studies have reported that patients with AS are more likely to develop psoriasis than healthy 
controls20,21. Currently, the diagnosis of psoriasis mainly relies on skin examination, but when psoriasis patients are 
complicated by arthritis, interdisciplinary collaboration is required to comprehensively monitor the comorbidities of 
patients22 This evidence further highlights the close association between psoriasis and arthritis, and the need to explore 
the complex relationship between the two.

Mendelian randomization (MR), which uses genetic variants as instrumental variables (IVs), is a method for assessing 
the causal association between risk factors and disease.23 In order for the causal effect to be estimated in a consistent 
manner, each variant used in an MR analysis must fulfill three assumptions: 1) it is linked to the risk factor, 2) it is 
unrelated to any confounder of the risk factor-outcome association, and 3) it is conditionally independent of the outcome 
given the risk factor and confounders.24 In recent years, MR has been increasingly used in observational studies. Previous 
MR studies have tended to be carried out in small sample populations and using low levels of genetic variation, reducing 
the power of MR studies. But the discovery of many genetic variants strongly associated to traits, and the publication of 
many large genome-wide association studies (GWASs), pooling data on hundreds of thousands of exposures and genetic 
variants associate whit disease, has revolutionised the field. These aggregated data facilitate the development of MR 
studies by allowing researchers to estimate genetic associations in large data samples. MR reduces reverse causality and 
confounding bias, providing us with a more accurate and reliable way to explore the causal relationships behind these 
complex diseases. Univariate Mendelian Randomization (UVMR) and Multivariate Mendelian Randomization (MVMR) 
are two commonly used statistical methods for MR, UVMR is often used to initially explore the causal relationship 
between a single risk factor and a specific outcome, and its results are generally easier to understand and explain, while 
MVMR can more comprehensively explain the pathogenesis of diseases and improve the accuracy of causal inference 
when exploring the causal relationship between multiple factors and multiple outcomes. These methods contribute to 
a deeper understanding of the role of genetic variation in complex diseases and provide scientific basis for precision 
medicine and disease prevention, both addressing the complexity of clinical manifestations and improving the reliability 
of research. Therefore, by using MR technology to explore the association between different types of rheumatoid arthritis 
(RA, AS, JIA) with psoriasis, new references have been provided to understand the causal relationship between these 
diseases.

Based on MR method, this paper took RA, AS and JIA as exposure factors and psoriasis as the outcome to explore the 
causal relationship between them, providing new theoretical support for further understanding of the occurrence and 
development of psoriasis.

Materials and Methods
Sources of GWAS Data
From the OpenGWAS database (https://gwas.mrcieu.ac.uk/), the traitID of RA, AS, and JIA were downloaded as 
exposure factors, respectively, and traitID for psoriasis was download as an outcome. The datasets were screened 
based on key elements such as disease type, sample size, number of Single Nucleotide Polymorphisms (SNPs), and 
temporal conditions. The bbj-A-74 of RA consisted of 19,190 samples and 9,739,303 SNPs, ebi-A-GCST005529 of AS 
included 22,647 samples and 99,962 SNPs, and finn-b-JUVEN-ARTHR of JIA contained 173,622 samples and 
16,380,296 SNPs, and finn-b-L12-PSORIASIS for psoriasis had 216,752 samples and 163,80464 SNPs (Table 1).

Acquisition of IVs
When using SNPs as a IV to estimate the causal effect of exposure factors on outcome, selecting the appropriate SNPs 
was crucial. In the current study, based on the three crucial assumptions of MR, SNPs that sensibly associated with 
exposure factors were founded by extract instruments function of the R package TwoSampleMR (version 0.5.6) by 
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setting P < 5×10−8. SNPs that were significantly associated with exposure factors were selected under the condition of 
clump = TRUE. And SNPs with linkage disequilibrium (LD) were removed via r2=0.001 and kb=10,000. Based on the 
GWAS data of outcome and the SNPs screened out from the previous steps, the SNPs that notably associated with the 
outcome were removed. Finally, totally 57 SNPs for RA, 25 SNPs for AS, and 5 SNPs for JIA were separately acquired 
after matching exposure factors, instrumental variables, and outcome.

Analysis of the Causal Relationship of RA, as and JIA on Psoriasis Through UVMR 
Analysis
In order to investigate the causal relationship between RA, AS and JIA with psoriasis respectively, we used UVMR 
method for the study. Firstly, the MR function was combined with five algorithms for UVMR analysis (MR Egger25, 
Weighted median,26 Inverse variance weighted (IVW)27, Simple mode28, Weighted mode29, and the causal relationship of 
RA, AS and JIA on psoriasis was mainly analyzed via IVW method. The IVW method could significantly improve the 
accuracy of estimation and had revealed causality more precisely, while demonstrating a high degree of flexibility and 
wide application versatility. According to the IVW method, exposure factors with p-values below 0.05 and odds ratios 
(ORs) exceeding 1 were considered as risk factors for psoriasis, whereas ORs below 1 suggested protective factors for 
psoriasis. Exposure factors with p-values above 0.05 indicate no significant causal link to psoriasis. Scatter plots were 
created to assess the SNP effects of exposure factors on psoriasis, a positive slope of the line indicates a risk factor and 
a negative slope of the line indicates a safety factor. Forest plot was plotted to judge the efficacy of SNP Loci for 
predicting the MR effect size for exposure factors on psoriasis. Moreover, funnel plot was applied to determine whether 
the SNPs locus randomized distribution.

Sensitivity Analyses
To assess the reliability of the UVMR analysis findings, sensitivity analyses encompassing heterogeneity, horizontal 
pleiotropy, and leave-one-out (LOO) tests were conducted. The “mr_heterogeneity” and “mr_pleiotropy_test” functions 
facilitated the detection of heterogeneity and horizontal pleiotropy, respectively. Heterogeneity testing and horizontal 
pleiotropy testing helped to assess the reliability and robustness of study results, and could also guide researchers to 
optimise the study design and make decisions accordingly. The Q_p value was an indicator of significance, Q_p-value 
above 0.05 indicated no significant heterogeneity or horizontal pleiotropy. The LOO analysis, supported by the 
“mr_leaveoneout” function, evaluated the impact of eliminating each SNP on the outcome variable, thereby assessing 
the robustness of the results.

MVMR Analysis
To further explore the total and direct causal relationships of RA, AS, JIA on the risk of psoriasis, the MVMR analysis 
was carried out. First, SNPs that sensibly associated with exposure factors were searched, and SNPs with LD were 
removed based on clump TRUE. Ultimately, SNPs not associated with psoriasis were screened. After that, the causal 
relationships of RA, AS, JIA and psoriasis was analyzed. The forest plot showing the MVMR analyses findings was 
plotted to further recognize the causal relationship between RA, AS, JIA and psoriasis.

Table 1 Sample Information on Exposure Factors and Outcome

Year Trait Population Ncase Ncontrol Sample size

2021 Psoriasis European 4510 212,242 216,752
2019 Rheumatoid Arthritis Mixed 3636 15,554 19,190

2021 Ankylosing spondylitis European 9069 1550 10,619

2021 Juvenile arthritis European 788 172,834 173,622
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Results
RA, as, and JIA Had Notable Causal Relationship with Psoriasis and They Were the 
Risk Factors for Psoriasis
Based on the IVW results, the relationship between bbj-A-74 and finn-b-L12-PSORIASIS, between ebi-A-GCST005529 
and finn-b-L12-PSORIASIS, and between finn-b-JUVEN-ARTHR and finn-b-L12-PSORIASIS all satisfied P < 0.05, 
suggesting that RA, AS, and JIA all had notable causal relationships with psoriasis, and the OR values of these three 
exposure factors were greater than 1, further indicating that RA, AS, and JIA were risk factors for psoriasis. 
Subsequently, referring to the IVW method, scatter plots revealed that the slopes of RA, AS, and JIA were positive, 
demonstrating that RA, AS, and JIA all had positive causal relationships with psoriasis, and the results had good 
robustness and the overall trends were consistent (Figure 1a). Obviously, the MR effect size in forest plots all exceeded 0, 
further reflecting that the RA, AS, and JIA were risk factors for psoriasis (Figure 1b). The funnel plot showed 
symmetrical points, demonstrating that the results of MR conformed to Mendel’s second law (Figure 1c).

UVMR Results Were Reliability
Subsequently, sensitivity analyses were implemented to guarantee the dependability of the UVMR results. Heterogeneity 
test found that the Q_p-values of RA, AS, and JIA were all less than 0.05, while the p-values of IVW method were less 
than 0.05, indicating that the heterogeneity of RA, AS, and JIA and psoriasis datasets did not significantly affect the 
analysis results. The analysis results are valid. Horizontal pleiotropy showed that the P values of RA, AS, and JIA all 
greater than 0.05, unveiling that there was no horizontal pleiotropy between the exposure factor and outcome datasets. 
Meanwhile, LOO test demonstrated that the points of exposure factors and outcome SNPs were on the right side of 0, and 
which were not excessive deviated, indicating that the overall results were consistent and there were no SNPs with 
extremely high sensitivity, the oversensitivity to individual SNP locus of MR results was not exhibited (Figure 2). In 
a word, sensitivity analyses confirmed the reliability and robustness of the UVMR results.

MVMR Analysis Revealed That as and JIA Were Risk Factors for Psoriasis
Based on the results of UVMR, in order to explore the intricate associations between RA, AS and JIA and psoriasis in 
more depth, and to enhance the precision of inferring the causal relationship between these diseases, we adopted the 
MVMR method for a systematic study. MVMR analysis certified that the causal relationships between ebi- 
A-GCST005529 and finn-b-L12-PSORIASIS, and between finn-b-JUVEN-ARTHR and finn-b-L12-PSORIASIS were 
notable (P < 0.05), and the OR values of them were greater than 1, further reflecting that the AS and JIA were risk factors 
for psoriasis. Besides, the forest plot showed that RA, AS and JIA were all risk factors for psoriasis in the UVMR 
analysis, and further analysis by MVMR revealed that AS and JIA remained risk factors for psoriasis. However, there 
was no significant causal relationship between RA and psoriasis, which could be due to the complexity of the disease or 
differences in the methods used for this analysis. The above results suggested that in the case of concomitant presence of 
the above three diseases, AS and JIA could cause psoriasis or exacerbate the development of psoriasis (Figure 3).

Discussion
Approximately one-third of individuals with psoriasis will either develop or eventually develop psoriatic arthritis 
(PsA)30. PsA manifests with a variety of features, such as nail and skin alterations, peripheral arthritis, enthesitis, 
dactylitis, and axial spondyloarthritis (SpA), reflecting its heterogeneous nature.31 AS and PsA are both classified under 
the umbrella term SpA, which encompasses various inflammatory conditions. The hallmark feature of SpA is inflamma-
tion affecting the sacroiliac joints and the spinal apophyseal joints, distinguishing it as primarily a disease of the axial 
skeleton.32 RA and PsA are chronic inflammatory joint diseases characterised by bone destruction.33,34 JIA serves as 
a comprehensive term encapsulating all chronic arthropathies that occur in childhood,35 psoriatic arthritis (pJIA) is one of 
the subtypes.36 In UVMR analysis, RA, AS and JIA were all risk factors for psoriasis. In a further MVMR analysis, AS 
and JIA remained risk factors for psoriasis, while RA became a non-significant protective factor for psoriasis, suggesting 
that in the presence of all three diseases, AS and JIA may contribute to or exacerbate the development of psoriasis.
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Figure 1 UVMR analysis of AS, RA, JIA and psoriasis: scatter plot and forest plot. (a) The scatter plot for UVMR analysis of AS, RA, JIA and psoriasis. A positive slope of the 
line indicates a risk factor and a negative slope of the line indicates a safety factor. (b) The forest plot for UVMR analysis of AS, RA, JIA and psoriasis. SNP points on the left 
side of the dotted line indicated a decrease in safety factors; SNP points on the right side of the dotted line indicated an increase in risk factors. The two bottom rows of data 
showed the overall efficacy assessment of the different models. (c) The funnel plot for UVMR analysis of AS, JIA, RA and psoriasis. SNP points were distributed roughly 
symmetrically from left to right, and MR was randomly grouped in accordance with Mendel’s second law.
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In RA, a prominent clinical feature is joint swelling, indicative of inflammation within the synovial membrane.7,33 

The inflammatory process in RA is regulated by various pro-inflammatory cytokines, such as TNF-α, IL-1β, IL-6, IL-7, 
IL-15, IL-17, IL-18, IL-23, and interferon (IFN)-γ. These cytokines play pivotal roles in the pathogenesis of RA.8 

Increased concentrations of IL-17A have been observed in both the serum and synovial fluid of individuals with RA. 
Additionally, there is evidence of a synergistic effect between IL-17A and TNF in cells relevant to RA pathogenesis, such 
as synovial fibroblasts and chondrocytes, this suggests a cooperative role of these cytokines in promoting inflammation 
and joint damage in RA.37 The TNF-α, IFN-γ and T helper type 17 (Th17) are also associated with the pathogenesis of 
psoriasis.38 The IL23/IL17 axis plays an important role in the development of psoriasis.39 Two studies have shown that 
the incidence of RA in patients with psoriasis has increased. It can be seen that the two diseases may be related in terms 

Figure 2 The forest plot presents the results of the leave-one-out analysis conducted for AS, RA, JIA and psoriasis. When all SNP points were on the same left or right side 
of 0, it indicates that the MR results were not significantly different from a single SNP, and therefore the MR results are robust.
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of pathogenesis.40,41 Our study indicated that there was a causal relationship between this two diseases and RA was risk 
factors for psoriasis through UVMR Analysis. There was no significant causal relationship between RA and psoriasis in 
multivariate analysis, either because of the complexity of the disease or because of certain mediating variables, the 
presence of which may cause the association between RA and psoriasis observed in the UVMR analysis to become 
insignificant in the MVMR analysis. This study sheds light on a possible relationship between the two diseases from 
a genetic perspective, however, further research is needed in the future in order to fully understand the mechanisms 
behind it.

AS and psoriasis share a common feature: dysregulation of the immune system’s regulatory pathways, leading to 
unchecked inflammation either systemically or in specific organs.42 AS primarily involves inflammation of the axial joints, 
particularly the spine, and is frequently accompanied by additional symptoms outside of the joints, such as psoriasis.43 

Studies have shown that STAT3 and SPI1 play a crucial role in the pathogenesis of ankylosing spondylitis (AS) and have 
been identified as pivotal genes in the disease. In patients with AS, these two genes are upregulated and may be key factors 
in causing immune system disorders and triggering the pathogenesis of AS.44 In addition, other studies have shown that the 
abnormal activity of STAT3 is not limited to AS, and it is also closely related to the occurrence and development of 
psoriasis.45 Approximately 10% of individuals diagnosed with ankylosing spondylitis also experience symptoms of 
psoriasis, which can manifest as SpA.46 In a retrospective analysis, 91 of 766 adult patients with AS had psoriasis.47 

Another study indicated that 4.86% of patients with AS have isolated axial disease with psoriasis.32 The pathogenesis of 
both diseases is related to human leukocyte antigen-B27 (HLA-B27), to some extent HLA-B27 was more prevalent among 
patients with AS than those with axial psoriatic arthritis.47,48 The precise connections between AS and psoriasis remain 
somewhat elusive. However, it’s suggested that the overactivity of the IL-17/IL-23 cytokine axis may play a significant role 
in the pathogenic relationship between these conditions,49,50 these phenomena may be linked to abnormal immune 
processes regulated by the mRNA surveillance pathway.51 A two-sample MR analysis suggested that AS could potentially 
contribute to an elevated risk of psoriasis, however, the analysis did not find evidence to support the notion that psoriasis 
causally increases the risk of AS in individuals of European descent. Therefore, it is suggested that experiencing AS may be 
the causal factor behind the heightened risk of developing psoriasis.52 Our study has a large sample size and adopts single- 
factor and multi-factor MR Analysis, which has higher reliability.

Oligoarticular and pJIA are characterized by the presence of autoreactive antigen-specific T-cells and elevated levels 
of autoantibodies. These conditions often exhibit significant correlations with major histocompatibility complex (MHC) 
class II alleles. The breakdown of immunological self-tolerance, particularly involving MHC class II alleles, highlights 
the crucial involvement of CD4+ Th cells. Inflammation is believed to arise from an imbalance between pro- 
inflammatory Th1/Th17 cells and anti-inflammatory regulatory T-cells.11 JIA patients exhibit elevated levels of TNF-α 
in both their bloodstream and synovial fluid.53 TNF-α not only stimulates the accelerated proliferation of keratinocytes, 
but also induces the release of other inflammatory interleukins. In addition, TNF-α also upregulates the expression levels 
of adhesion molecules such as ICAM-1 (intercellular adhesion molecule-1), P, and I-selectins. These adhesion molecules 
in turn promote the migration and aggregation of inflammatory cells to psoriatic lesions54,55 In a retrospective review, 9 
out of 166 JIA patients (5.4%) treated with tumor necrosis factor-α inhibitor (TNFi) developed psoriasis after starting 

Figure 3 The forest plot for univariate and multivariate analysis results. HR greater than 1 is a risk factor and less than 1 is a safety factor. 
Abbreviations: HR, hazard ratio; CI, confidence interval.
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TNFi therapy.56 However, a year-long safety evaluation of adalimumab usage revealed no serious occurrences of new- 
onset or worsening psoriasis in JIA studies.57 Zimmer et al found that JIA patients treated with monoclonal antibodies 
targeting TNFi or non-TNFi biologic therapies had a greater likelihood of developing new cases of psoriasis.58 The above 
three studies reflected the incidence of psoriasis after TNFi treatment of JIA, and cannot accurately describe whether JIA 
is a risk factor or a protective factor for psoriasis. During an 8-year observation period involving 440 JIA patients in 
Europe, it was observed that children with psoriasis or psoriasis-like rashes had a notably higher cumulative count of 
active joints. Additionally, they exhibited increased occurrences of dactylitis, nail pitting, enthesitis, and a familial 
history of psoriasis in comparison to children without psoriasis or psoriasis-like rashes.59 A nationwide population-based 
retrospective cohort study in Taiwan showed that Children with JIA were at an increased risk of developing psoriatic 
disease in adulthood.60 This study lacks experimental data and has geographical limitations. We identified JIA as a risk 
factor for psoriasis through both univariate and multifactorial MR Analysis, JIA may cause or aggravate the development 
of psoriasis.

Our study using MR offers several notable strengths. Firstly, it pioneers the investigation of genetic links between 
psoriasis and RA, AS, and JIA through a two-sample MR analysis using GWAS data. This method, unlike traditional 
observational studies, helps minimize biases like confounding and reverse causation, thereby bolstering the reliability of 
causal inferences. Secondly, the GWAS datasets used predominantly consist of individuals of European descent, reducing 
the impact of population differences. Additionally, we rigorously screened for and excluded IVs associated with potential 
confounding factors, mitigating the risk of horizontal pleiotropy. Moreover, by employing MR-Egger analysis, we 
thoroughly assessed the influence of pleiotropy and ensured the robustness of our findings.

However, this study also has some limitations. First, when exploring the causal relationship between JIA and 
psoriasis, this study failed to fully consider pJIA, a key factor that is both a subtype of JIA and a manifestation of 
psoriasis. Therefore, there are certain limitations in explaining the causal relationship between JIA and psoriasis. In the 
future, it is necessary to eliminate the data of this subtype and conduct further exploration to verify the reliability of our 
results. In addition, this study preliminarily explored the complex relationship between RA, AS and JIA and psoriasis, 
but the specific mechanism of action between these diseases is still not well understood. Future studies need to conduct 
experimental studies to explore the mechanism, such as protein interaction analysis, animal model experiments, etc. In 
order to more fully reveal how these diseases become risk factors for the development of psoriasis. Finally, the study 
needs to be validated in different ethnic groups based on large-scale GWAS aggregate data, and further validation is 
needed with Mendelian randomization (MR) analysis using other genetic tools.

Conclusion
In summary, our study has successfully identified a genetic link between psoriasis and RA, AS, and JIA. This discovery 
serves as a crucial foundation for understanding the underlying mechanisms and developing innovative treatments for 
psoriasis. In terms of clinical treatment, doctors can identify potential complications or comorbidity earlier, so as to take 
more timely intervention measures, but also by monitoring the genetic variation of patients, dynamically grasp the 
progress of patients, and ensure the flexible adjustment of treatment plans, thus significantly improving the treatment 
effect. In addition, doctors can also personalize treatment plans based on patients’ genetic background information. In the 
future, we will continue to focus on studying the interrelationship and internal mechanism between RA, AS, JIA and 
psoriasis, with a view to contributing more valuable information to the research in this field.
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Polymorphism; MR, Mendelian Randomization; UVMR, univariate Mendelian Randomization; MVMR, multivariate 
Mendelian Randomization; IV, Instrumental variable; GWAS, Genome-wide association study; LD, Linkage disequili-
brium; IVW, Inverse variance weighted; OR, Odds ratio; PsA, Psoriatic arthritis; SpA, Spondyloarthritis; JIA, Juvenile 
idiopathic arthritis; pJIA, Psoriatic arthritis; TNF-α, Tumor necrosis factor-α; IL-1β, Interleukin-1β; IFN, Interferon; 
Th17, T helper type 17; MHC, Major histocompatibility complex; ERA, Enthesitis-related arthritis; TNFi, Tumor 
necrosis factor-α inhibitor.

https://doi.org/10.2147/CCID.S490250                                                                                                                                                                                                                                 

DovePress                                                                                                                    

Clinical, Cosmetic and Investigational Dermatology 2024:17 2590

Cao et al                                                                                                                                                              Dovepress

Powered by TCPDF (www.tcpdf.org)

https://www.dovepress.com
https://www.dovepress.com


Data Sharing Statement
The datasets supporting the conclusions of this article are available in the OpenGWAS database (https://gwas.mrcieu.ac.uk/). 
The original contributions presented in the study are included in the article. Further inquiries can be directed to the 
corresponding author.

Ethics Approval and Consent to Participate
This study was conducted based on public databases where the data information is publicly available and unrestricted 
reuse is permitted through open licences. The study was granted an exemption from ethical review by the Hangzhou 
Third People’s Hospital Ethics Committee (NO.KY-2024293, Date: November 1, 2014).

Acknowledgments
We extend our thanks to all colleagues who have provided assistance and support throughout the research process. Their 
collaboration and encouragement have been invaluable to our work.

Author Contributions
All authors made a significant contribution to the work reported, whether that is in the conception, study design, 
execution, acquisition of data, analysis and interpretation, or in all these areas; took part in drafting, revising or critically 
reviewing the article; gave final approval of the version to be published; have agreed on the journal to which the article 
has been submitted; and agree to be accountable for all aspects of the work.

Funding
This study was support by Zhejiang Administration of Traditional Chinese Medicine Foundation (No:2022ZB285).

Disclosure
The authors declare no competing interests.

References
1. Boehncke W-H, Schön MP. Psoriasis. Lancet. 2015;386(9997):983–994. doi:10.1016/S0140-6736(14)61909-7
2. Kamiya K, Kishimoto M, Sugai J, et al. Risk factors for the development of psoriasis. Int J Mol Sci. 2019;20(18):4347.
3. Le ST, Toussi A, Maverakis N, et al. The cutaneous and intestinal microbiome in psoriatic disease. Clin Immunol. 2020;218:108537. doi:10.1016/j. 

clim.2020.108537
4. Kapoor B, Gulati M, Rani P, et al. Psoriasis: interplay between dysbiosis and host immune system. Autoimmunity Rev. 2022;21(11):103169. 

doi:10.1016/j.autrev.2022.103169
5. Griffiths CEM, Armstrong AW, Gudjonsson JE, et al. Psoriasis. Lancet. 2021;397(10281):1301–1315. doi:10.1016/S0140-6736(20)32549-6
6. Hedemann TL, Liu X, Kang CN, et al. Associations between psoriasis and mental illness: an update for clinicians. Gen Hosp Psychiatry. 

2022;75:30–37. doi:10.1016/j.genhosppsych.2022.01.006
7. Smolen JS, Aletaha D, McInnes IB. Rheumatoid arthritis. Lancet. 2016;388(10055):2023–2038. doi:10.1016/S0140-6736(16)30173-8
8. Huang J, Fu X, Chen X, et al. Promising therapeutic targets for treatment of rheumatoid arthritis. Front Immunol. 2021;12:686155. doi:10.3389/ 

fimmu.2021.686155
9. Liu L, Yuan Y, Zhang S, et al. Osteoimmunological insights into the pathogenesis of ankylosing spondylitis. J Cell Physiol. 2021;236 

(9):6090–6100. doi:10.1002/jcp.30313
10. Barut K, Adrovic A, Şahin S, et al. Juvenile idiopathic arthritis. Balkan Med J. 2017;34(2):90–101. doi:10.4274/balkanmedj.2017.0111
11. Zaripova LN, Midgley A, Christmas SE, et al. Juvenile idiopathic arthritis: from aetiopathogenesis to therapeutic approaches. Pediatr Rheumatol 

Online J. 2021;19(1):135. doi:10.1186/s12969-021-00629-8
12. Şen N, Mercan R, Geçmez G, et al. Psoriasis and family history of psoriasis may not affect disease severity of rheumatoid arthritis. Reumatismo. 

2022;73(4). doi:10.4081/reumatismo.2021.1453
13. Smith MH, Berman JR. What Is Rheumatoid Arthritis? JAMA. 2022;327(12):1194. doi:10.1001/jama.2022.0786
14. Wohn C, Brand A, Ettinger K, et al. Gradual development of psoriatic skin lesions by constitutive low-level expression of IL-17A. Cell Immunol. 

2016;308:57–65. doi:10.1016/j.cellimm.2015.11.006
15. Chisălău BA, Crînguș L-I, Vreju FA, et al. New insights into IL-17/IL-23 signaling in ankylosing spondylitis (Review). Exp Ther Med. 2020;20 

(4):3493–3497. doi:10.3892/etm.2020.8981
16. Paroli M, Spadea L, Caccavale R, et al. The role of interleukin-17 in juvenile idiopathic arthritis: from pathogenesis to treatment. Medicina. 

2022;58(11):1552.
17. Jiang M, Chen T, Feng H, et al. Serum metabolic signatures of four types of human arthritis. J Proteome Res. 2013;12(8):3769–3779. doi:10.1021/ 

pr400415a

Clinical, Cosmetic and Investigational Dermatology 2024:17                                                                  https://doi.org/10.2147/CCID.S490250                                                                                                                                                                                                                       

DovePress                                                                                                                       
2591

Dovepress                                                                                                                                                              Cao et al

Powered by TCPDF (www.tcpdf.org)

https://gwas.mrcieu.ac.uk/
https://doi.org/10.1016/S0140-6736(14)61909-7
https://doi.org/10.1016/j.clim.2020.108537
https://doi.org/10.1016/j.clim.2020.108537
https://doi.org/10.1016/j.autrev.2022.103169
https://doi.org/10.1016/S0140-6736(20)32549-6
https://doi.org/10.1016/j.genhosppsych.2022.01.006
https://doi.org/10.1016/S0140-6736(16)30173-8
https://doi.org/10.3389/fimmu.2021.686155
https://doi.org/10.3389/fimmu.2021.686155
https://doi.org/10.1002/jcp.30313
https://doi.org/10.4274/balkanmedj.2017.0111
https://doi.org/10.1186/s12969-021-00629-8
https://doi.org/10.4081/reumatismo.2021.1453
https://doi.org/10.1001/jama.2022.0786
https://doi.org/10.1016/j.cellimm.2015.11.006
https://doi.org/10.3892/etm.2020.8981
https://doi.org/10.1021/pr400415a
https://doi.org/10.1021/pr400415a
https://www.dovepress.com
https://www.dovepress.com


18. Ottas A, Fishman D, Okas T-L, et al. The metabolic analysis of psoriasis identifies the associated metabolites while providing computational models 
for the monitoring of the disease. Archives of Dermatological Res. 2017;309(7):519–528. doi:10.1007/s00403-017-1760-1

19. Surowiec I, Ärlestig L, Rantapää-Dahlqvist S, et al. Metabolite and lipid profiling of biobank plasma samples collected prior to onset of rheumatoid 
arthritis. PLoS One. 2016;11(10):e0164196. doi:10.1371/journal.pone.0164196

20. Stolwijk C, Essers I, Tubergen A, et al. The epidemiology of extra-articular manifestations in ankylosing spondylitis: a population-based matched 
cohort study. Ann Rheum Dis. 2015;74(7):1373–1378. doi:10.1136/annrheumdis-2014-205253

21. Bodur H, Ataman S, Buğdaycı DS, et al. Description of the registry of patients with ankylosing spondylitis in Turkey: TRASD-IP. Rheumatol Int. 
2012;32(1):169–176. doi:10.1007/s00296-010-1599-7

22. Oji V, Luger TA. The skin in psoriasis: assessment and challenges. Clin Exp Rheumatol. 2015;33(5 Suppl 93):S14–19.
23. Lawlor DA, Harbord RM, Sterne JAC, et al. Mendelian randomization: using genes as instruments for making causal inferences in epidemiology. 

Stat Med. 2008;27(8):1133–1163. doi:10.1002/sim.3034
24. Burgess S, Butterworth A, Thompson SG. Mendelian randomization analysis with multiple genetic variants using summarized data. Genet 

Epidemiol. 2013;37(7):658–665. doi:10.1002/gepi.21758
25. Bowden J, Smith GD, Burgess S. Mendelian randomization with invalid instruments: effect estimation and bias detection through Egger regression. 

Int J Epidemiol. 2015;44(2):512–525. doi:10.1093/ije/dyv080
26. Bowden J, Smith GD, Haycock PC, et al. Consistent estimation in Mendelian randomization with some invalid instruments using a weighted 

median estimator. Genet Epidemiol. 2016;40(4):304–314. doi:10.1002/gepi.21965
27. Burgess S, Scott RA, Timpson NJ, et al. Using published data in Mendelian randomization: a blueprint for efficient identification of causal risk 

factors. Eur J Epidemiol. 2015;30(7):543–552. doi:10.1007/s10654-015-0011-z
28. Hemani G, Zheng J, Elsworth B, et al. The MR-base platform supports systematic causal inference across the human phenome. eLife. 2018;7. 

doi:10.7554/eLife.34408
29. Hartwig FP, Smith GD, Bowden J. Robust inference in summary data Mendelian randomization via the zero modal pleiotropy assumption. 

Int J Epidemiol. 2017;46(6):1985–1998. doi:10.1093/ije/dyx102
30. Armstrong AW, Read C. Pathophysiology, clinical presentation, and treatment of psoriasis: a review. JAMA. 2020;323(19):1945–1960. doi:10.1001/ 

jama.2020.4006
31. Gottlieb AB, Merola JF. Axial psoriatic arthritis: an update for dermatologists. J Am Acad Dermatol. 2021;84(1):92–101. doi:10.1016/j. 

jaad.2020.05.089
32. Chandran V, Rahman P. Update on the genetics of spondyloarthritis--ankylosing spondylitis and psoriatic arthritis. Best Pract Res. 2010;24 

(5):579–588. doi:10.1016/j.berh.2010.05.006
33. Schett G, Coates LC, Ash ZR, et al. Structural damage in rheumatoid arthritis, psoriatic arthritis, and ankylosing spondylitis: traditional views, 

novel insights gained from TNF blockade, and concepts for the future. Arthritis Res Ther. 2011;13(Suppl 1):S4. doi:10.1186/1478-6354-13-S1-S4
34. Kocijan R, Finzel S, Englbrecht M, et al. Differences in bone structure between rheumatoid arthritis and psoriatic arthritis patients relative to 

autoantibody positivity. Ann Rheum Dis. 2014;73(11):2022–2028. doi:10.1136/annrheumdis-2013-203791
35. Petty RE, Southwood TR, Manners P, et al. International league of associations for rheumatology classification of juvenile idiopathic 

arthritis: second revision, Edmonton, 2001. J Rheumatol. 2004;31(2):390–392.
36. Ravelli A, Martini A. Juvenile idiopathic arthritis. Lancet. 2007;369(9563):767–778. doi:10.1016/S0140-6736(07)60363-8
37. Kirkham BW, Kavanaugh A, Reich K. Interleukin-17A: a unique pathway in immune-mediated diseases: psoriasis, psoriatic arthritis and 

rheumatoid arthritis. Immunology. 2014;141(2):133–142. doi:10.1111/imm.12142
38. Coates LC, FitzGerald O, Helliwell PS, et al. Psoriasis, psoriatic arthritis, and rheumatoid arthritis: is all inflammation the same? Semin Arthritis 

Rheum. 2016;46(3):291–304. doi:10.1016/j.semarthrit.2016.05.012
39. Alunno A, Carubbi F, Cafaro G, et al. Targeting the IL-23/IL-17 axis for the treatment of psoriasis and psoriatic arthritis. Expert Opin Biol Ther. 

2015;15(12):1727–1737. doi:10.1517/14712598.2015.1084284
40. Ju HJ, Kim K-J, Kim DS, et al. Increased risks of autoimmune rheumatic diseases in patients with psoriasis: a nationwide population-based study. 

J Am Acad Dermatol. 2018;79(4):778–781. doi:10.1016/j.jaad.2018.06.026
41. Martin A, Thatiparthi A, Liu J, et al. Association between psoriasis and rheumatoid arthritis in a nationally representative population in the United 

States. J Am Acad Dermatol. 2022;86(6):1426–1427. doi:10.1016/j.jaad.2021.06.841
42. Whyte JM, Ellis JJ, Brown MA, et al. Best practices in DNA methylation: lessons from inflammatory bowel disease, psoriasis and ankylosing 

spondylitis. Arthritis Res Ther. 2019;21(1):133. doi:10.1186/s13075-019-1922-y
43. Chandran V. Psoriatic spondylitis or ankylosing spondylitis with psoriasis: same or different? Curr Opin Rheumatol. 2019;31(4):329–334.
44. Liang T, Chen J, Xu G, et al. STAT3 and SPI1, may lead to the immune system dysregulation and heterotopic ossification in ankylosing spondylitis. 

BMC Immunol. 2022;23(1):3. doi:10.1186/s12865-022-00476-6
45. Calautti E, Avalle L, Poli V. Psoriasis: a STAT3-centric view. Int J Mol Sci. 2018;19(1):171. doi:10.3390/ijms19010171
46. Taurog JD, Chhabra A, Colbert RA. Ankylosing Spondylitis and Axial Spondyloarthritis. New Engl J Med. 2016;374(26):2563–2574. doi:10.1056/ 

NEJMra1406182
47. Feld J, Ye JY, Chandran V, et al. Is axial psoriatic arthritis distinct from ankylosing spondylitis with and without concomitant psoriasis? 

Rheumatology. 2020;59(6):1340–1346. doi:10.1093/rheumatology/kez457
48. Kwok TSH, Sutton M, Pereira D, et al. Isolated axial disease in psoriatic arthritis and ankylosing spondylitis with psoriasis. Ann Rheum Dis. 

2022;81(12):1678–1684. doi:10.1136/ard-2022-222537
49. Bridgewood C, Newton D, Bragazzi N, et al. Unexpected connections of the IL-23/IL-17 and IL-4/IL-13 cytokine axes in inflammatory arthritis 

and enthesitis. Semin Immunol. 2021;58:101520.
50. Reis J, Vender R, Torres T. Bimekizumab: the first dual inhibitor of interleukin (IL)-17A and IL-17F for the treatment of psoriatic disease and 

ankylosing spondylitis. BioDrugs. 2019;33(4):391–399. doi:10.1007/s40259-019-00361-6
51. Zhang Y-P, Wang X, Jie L-G, et al. Osteoarticular involvement-associated biomarkers and pathways in psoriasis: the shared pathway with 

ankylosing spondylitis. Front Immunol. 2022;13:836533. doi:10.3389/fimmu.2022.836533
52. Tian D, Zhou Y, Chen Y, et al. Genetically predicted ankylosing spondylitis is causally associated with psoriasis. Front Immunol. 2023;14:1149206. 

doi:10.3389/fimmu.2023.1149206

https://doi.org/10.2147/CCID.S490250                                                                                                                                                                                                                                 

DovePress                                                                                                                    

Clinical, Cosmetic and Investigational Dermatology 2024:17 2592

Cao et al                                                                                                                                                              Dovepress

Powered by TCPDF (www.tcpdf.org)

https://doi.org/10.1007/s00403-017-1760-1
https://doi.org/10.1371/journal.pone.0164196
https://doi.org/10.1136/annrheumdis-2014-205253
https://doi.org/10.1007/s00296-010-1599-7
https://doi.org/10.1002/sim.3034
https://doi.org/10.1002/gepi.21758
https://doi.org/10.1093/ije/dyv080
https://doi.org/10.1002/gepi.21965
https://doi.org/10.1007/s10654-015-0011-z
https://doi.org/10.7554/eLife.34408
https://doi.org/10.1093/ije/dyx102
https://doi.org/10.1001/jama.2020.4006
https://doi.org/10.1001/jama.2020.4006
https://doi.org/10.1016/j.jaad.2020.05.089
https://doi.org/10.1016/j.jaad.2020.05.089
https://doi.org/10.1016/j.berh.2010.05.006
https://doi.org/10.1186/1478-6354-13-S1-S4
https://doi.org/10.1136/annrheumdis-2013-203791
https://doi.org/10.1016/S0140-6736(07)60363-8
https://doi.org/10.1111/imm.12142
https://doi.org/10.1016/j.semarthrit.2016.05.012
https://doi.org/10.1517/14712598.2015.1084284
https://doi.org/10.1016/j.jaad.2018.06.026
https://doi.org/10.1016/j.jaad.2021.06.841
https://doi.org/10.1186/s13075-019-1922-y
https://doi.org/10.1186/s12865-022-00476-6
https://doi.org/10.3390/ijms19010171
https://doi.org/10.1056/NEJMra1406182
https://doi.org/10.1056/NEJMra1406182
https://doi.org/10.1093/rheumatology/kez457
https://doi.org/10.1136/ard-2022-222537
https://doi.org/10.1007/s40259-019-00361-6
https://doi.org/10.3389/fimmu.2022.836533
https://doi.org/10.3389/fimmu.2023.1149206
https://www.dovepress.com
https://www.dovepress.com


53. Jager W, Hoppenreijs EPAH, Wulffraat NM, et al. Blood and synovial fluid cytokine signatures in patients with juvenile idiopathic arthritis: a 
cross-sectional study. Ann Rheum Dis. 2007;66(5):589–598. doi:10.1136/ard.2006.061853

54. Yost J, Gudjonsson JE. The role of TNF inhibitors in psoriasis therapy: new implications for associated comorbidities. F1000 Med Rep. 2009;1:1. 
doi:10.3410/M1-1

55. Man A-M, Orăsan MS, Hoteiuc O-A, et al. Inflammation and psoriasis: a comprehensive review. Int J Mol Sci. 2023;24(22):16095. doi:10.3390/ 
ijms242216095

56. Groth D, Perez M, Treat JR, et al. Tumor necrosis factor-α inhibitor-induced psoriasis in juvenile idiopathic arthritis patients. Pediatr Dermatol. 
2019;36(5):613–617. doi:10.1111/pde.13859

57. Burmester GR, Panaccione R, Gordon KB, et al. Adalimumab: long-term safety in 23 458 patients from global clinical trials in rheumatoid arthritis, 
juvenile idiopathic arthritis, ankylosing spondylitis, psoriatic arthritis, psoriasis and Crohn’s disease. Ann Rheum Dis. 2013;72(4):517–524. 
doi:10.1136/annrheumdis-2011-201244

58. Zimmer A, Klein A, Kuemmerle-Deschner JB, et al. Incident psoriasis under treatment with tumor necrosis factor-α inhibitors in juvenile idiopathic 
arthritis patients-analysis of the BiKeR registry. Rheumatol Int. 2023;43(9):1675–1684. doi:10.1007/s00296-023-05352-z

59. Ekelund M, Aalto K, Fasth A, et al. Psoriasis and associated variables in classification and outcome of juvenile idiopathic arthritis - an eight-year 
follow-up study. Pediatr Rheumatol Online J. 2017;15(1):13. doi:10.1186/s12969-017-0145-5

60. Yong S-B, Huang J-Y, Chiou J-Y, et al. Adult outcome of juvenile idiopathic arthritis: a nationwide population-based retrospective cohort study in 
Taiwan. Int J Rheum Dis. 2019;22(7):1283–1288. doi:10.1111/1756-185X.13527

Clinical, Cosmetic and Investigational Dermatology                                                                          Dovepress 

Publish your work in this journal 
Clinical, Cosmetic and Investigational Dermatology is an international, peer-reviewed, open access, online journal that focuses on the latest 
clinical and experimental research in all aspects of skin disease and cosmetic interventions. This journal is indexed on CAS. The manuscript 
management system is completely online and includes a very quick and fair peer-review system, which is all easy to use. Visit http://www. 
dovepress.com/testimonials.php to read real quotes from published authors.  

Submit your manuscript here: https://www.dovepress.com/clinical-cosmetic-and-investigational-dermatology-journal

Clinical, Cosmetic and Investigational Dermatology 2024:17                                                             DovePress                                                                                                                       2593

Dovepress                                                                                                                                                              Cao et al

Powered by TCPDF (www.tcpdf.org)

https://doi.org/10.1136/ard.2006.061853
https://doi.org/10.3410/M1-1
https://doi.org/10.3390/ijms242216095
https://doi.org/10.3390/ijms242216095
https://doi.org/10.1111/pde.13859
https://doi.org/10.1136/annrheumdis-2011-201244
https://doi.org/10.1007/s00296-023-05352-z
https://doi.org/10.1186/s12969-017-0145-5
https://doi.org/10.1111/1756-185X.13527
https://www.dovepress.com
http://www.dovepress.com/testimonials.php
http://www.dovepress.com/testimonials.php
https://www.facebook.com/DoveMedicalPress/
https://twitter.com/dovepress
https://www.linkedin.com/company/dove-medical-press
https://www.youtube.com/user/dovepress
https://www.dovepress.com
https://www.dovepress.com

	Introduction
	Materials and Methods
	Sources of GWAS Data
	Acquisition of IVs
	Analysis of the Causal Relationship of RA, as and JIA on Psoriasis Through UVMR Analysis
	Sensitivity Analyses
	MVMR Analysis

	Results
	RA, as, and JIA Had Notable Causal Relationship with Psoriasis and They Were the Risk Factors for Psoriasis
	UVMR Results Were Reliability
	MVMR Analysis Revealed That as and JIA Were Risk Factors for Psoriasis

	Discussion
	Conclusion
	Abbreviations
	Data Sharing Statement
	Ethics Approval and Consent to Participate
	Acknowledgments
	Author Contributions
	Funding
	Disclosure

