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Abstract
Background  The human gut microbiome (GM) is involved in inflammation and immune response regulation. 
Dysbiosis, an imbalance in this ecosystem, facilitates pathogenic invasion, disrupts immune equilibrium, and 
potentially triggers diseases including various human leucocyte antigen (HLA)-B27-associated autoinflammatory and 
autoimmune diseases such as inflammatory bowel disease (IBD) and spondyloarthropathy (SpA). This study assesses 
compositional and functional alterations of the GM in patients with HLA-B27-associated non-infectious anterior 
uveitis (AU) compared to healthy controls.

Methods  The gut metagenomes of 20 patients with HLA-B27-associated non-infectious AU, 21 age- and sex-
matched HLA-B27-negative controls, and 6 HLA-B27-positive healthy controls without a history of AU were 
sequenced using the Illumina NovaSeq 6000 platform for whole metagenome shotgun sequencing. To identify 
taxonomic and functional features with significantly different relative abundances between groups and to identify 
associations with clinical metadata, the multivariate association by linear models (MaAsLin) R package was applied.

Results  Significantly higher levels of the Eubacterium ramulus species were found in HLA-B27-negative controls 
(p = 0.0085, Mann-Whitney U-test). No significant differences in microbial composition were observed at all other 
taxonomic levels. Functionally, the lipid IVA biosynthesis pathway was upregulated in patients (p < 0.0001, Mann-
Whitney U-test). A subgroup analysis comparing patients with an active non-infectious AU to their age- and sex-
matched HLA-B27-negative controls, showed an increase of the species Phocaeicola vulgatus in active AU (p = 0.0530, 
Mann-Whitney U-test). An additional analysis comparing AU patients to age- and sex-matched HLA-B27-positive 
controls, showed an increase of the species Bacteroides caccae in controls (p = 0.0022, Mann-Whitney U-test).

Conclusion  In our cohort, non-infectious AU development is associated with compositional and functional 
alterations of the GM. Further research is needed to assess the causality of these associations, offering potentially 
novel therapeutic strategies.
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ramulus, Phocaeicola vulgatus, Bacteroides caccae, Lipid IVA biosynthesis
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Background
Uveitis is an intraocular inflammation that is estimated 
to account for 10–15% of cases of blindness in the devel-
oped world [1]. Etiologically, uveitis can be classified into 
infectious and non-infectious types, the latter account-
ing for up to 90% of all uveitis cases in highly industrial-
ized countries [2, 3]. The main drivers of non-infectious 
uveitis seem to be a loss of control mechanism or regula-
tion of both, the innate immune system, leading to auto-
inflammation, and the adaptive immune system, leading 
to autoimmunity [4, 5]. Anterior uveitis (AU) is the most 
common type of non-infectious uveitis and affects the 
anterior part of the eye including the iris, the ciliary body, 
and the anterior chamber [2, 6].

Non-infectious AU is a polygenic disease associated 
with various human leukocyte antigen (HLA) alleles, with 
HLA-B27 being the most common [7]. HLA-B27 is con-
nected with other autoinflammatory and autoimmune 
diseases such as inflammatory bowel disease (IBD) and 
spondyloarthropathy (SpA) in 25–78% of cases as well 
[8]. The HLA system is the human form of a major his-
tocompatibility complex (MHC) and plays a key role in 
the differentiation between exogenous and endogenous 
structures by the immune system via MHC-restricted 
antigen recognition [9]. It is critical for self-tolerance, 
ensuring that the immune system avoids targeting the 
body’s own tissues. It is assumed that HLA-B27 may 
impact the development of autoimmune disorders by 
modulating the immune response to specific microbial 
antigens and is associated with both, intestinal tolerance 
as well as the loss of ocular immune privilege occurring 
in acute AU, but it is not completely understood how 
[10].

Recent studies suggest a significant role of gut micro-
biome (GM) in the pathogenesis of HLA-B27-associated 
non-infectious AU [11–13]. The human GM is a com-
plex and non-negligible ecosystem of microorganisms–- 
including bacteria, viruses, and fungi–- as well as their 
combined genetic material [14]. Microbes in the human 
body make up to 100 trillion cells (a number which is 10 
times higher than the number of human cells) and most 
of them reside in the gut [15]. As such, the GM pro-
vides many important physiological functions, includ-
ing not only the promotion of digestion and absorption 

of nutrients or the synthesis of vitamins and amino 
acids but also inflammation and immune homeostasis 
[16]. Aberrant microbial composition or function of the 
GM, also known as dysbiosis, can favor the invasion and 
growth of pathogenic species, promote systemic inflam-
mation, disrupt immune homeostasis, and thus poten-
tially induce diseases [16].

In 2014, a study conducted on Lewis-strain rats 
that are transgenic for HLA-B27 and the human 
β2-microglobulin showed the influence of HLA-B27 on 
the GM [17]. The human β2-microglobulin is a compo-
nent of the class I MHC involved in the presentation of 
peptide antigens to the immune system. Specific MHC 
haplotypes have been identified to contribute to shaping 
an individual’s unique microbial composition, potentially 
influencing their susceptibility to intestinal infections 
[18]. Furthermore, associations have been discovered 
between the GM and HLA-B27-associated diseases such 
as IBD and SpA [13, 19]. Further, research investigat-
ing a so-called “gut-eye axis” has revealed an increasing 
number of interconnections between the GM and several 
other eye diseases such as age-related macular degenera-
tion, glaucoma, and retinal artery occlusion [20–23].

Previous research highlights the complexity of the 
mechanisms and systemic interconnections on the “gut-
eye axis” that seem to be at play. Approaches that attempt 
to explain how HLA-B27 affects GM and in turn predis-
poses to AU name a variety of mechanisms such as HLA-
B27-associated dysbiosis, increased gut permeability, 
and molecular mimicry of HLA-B27 restricted microbial 
antigens leading to an aberrant immune response [10, 
24]. However, to untangle the complex systemic interplay 
leading to HLA-B27-associated AU and the potential 
implications of the GM, more research is needed includ-
ing studies that triangulate data on AU, the GM, and 
HLA-B27.

This study presents the characterization of the GM in 
patients with HLA-B27-associated non-infectious AU 
compared to HLA-B27-negative and HLA-B27-positive 
healthy controls. The findings are expected to provide an 
improved basis for a better understanding of the complex 
causes of AU.

Methods
Study aim, design, and setting
To assess if the GM is associated with HLA-B27-associ-
ated non-infectious AU, a cross-sectional case-control 
study was performed. It is based on the collection of stool 
samples from 47 study participants.

Twenty individuals were HLA-B27-positive and had 
a history of clinically confirmed acute AU. Their GM 
was compared to the GM of 21 age- and sex-matched 
HLA-B27-negative controls with no history of AU or 
any other type of uveitis (Table  1). For the analysis, no 

Table 1  Characteristics of the study group – HLA-B27-associated 
AU vs. HLA-B27-negative CTRL
Feature Patients (n = 20) Controls (n = 21) p-value
Male/Female (n) 11/10 11/11 > 0.9999a

Mean Age (years) M = 44.5, SD = 16.3 M = 42.1, SD = 14.9 0.6268b

BMI (kg/m2) M = 25.4, SD = 5.2 M = 22.4, SD = 2.8 0.0305b

Data show mean and SD (standard deviation); BMI (body mass index); CTRL 
(control group)
aFisher’s exact test. bWelch’s t-test
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differentiation between different types of HLA-B27-as-
sociated non-infectious AU was made. Within the group 
of HLA-B27-associated AU patients, 8 out of 20 were 
diagnosed with a form of SpA and 7 out of 20 were 
under treatment with systemic steroids and/or synthetic 
or biologic disease-modifying anti-rheumatic drugs 
(DMARDs). For the extended data on the AU patient 
population, including disease status, HLA-B27-associ-
ated systemic diseases, therapy, anterior chamber cell 
grading schema according to the SUN grading system, 
and the year of the initial AU diagnosis and recurrency 
see supplementary data (Table 1s).

A subgroup analysis was conducted comparing seven 
patients (among the total of 20 patients) with an active 
AU during the time of sampling to seven age- and sex-
matched healthy HLA-B27-negative controls (Table 2).

In an additional analysis, six healthy HLA-B27-positive 
controls were compared to six age- and sex-matched 
patients (among the total of 20 patients; see Table 3).

All 47 participants were aged 18 years or older and 
were able to give informed consent. They were recruited 
from either the ward or the retina outpatient clinic in the 
Department of Ophthalmology at the University Hospital 
Bern (Inselspital), located in Switzerland from 2016 until 
2021. The study was approved by the local ethics com-
mittee (NCT02438111) and adheres to the Declaration of 
Helsinki.

Exclusion criteria for both groups were chronic IBD, 
rheumatoid arthritis, lupus erythematosus, smoking, dia-
betes, treated hyperlipidemia, a history of use of systemic 
antibiotics within the last 3 months and opacities of the 
ocular media that occlude detailed observations of the 
retina.

HLA-B27 typing
The certified HLA-Ready Gene B27-Kit (cat. no. 002 058 
032; inno-train Diagnostik GmbH, Kronberg, Germany) 
based on the Single Specific Primer-Polymerase Chain 
Reaction (SSP-PCR) technology, was used for screen-
ing patients for HLA-B27 alleles (HLA-B27:02, *27:04, 
*27:05, *27:14, *27:06, *27:07, *27:09).

Metagenomic DNA isolation, sequencing, and data quality 
control
Stool samples were delivered refrigerated to the research 
facility within 16  h after defecation and were promptly 
frozen at -20  °C. Metagenomic DNA isolation and 
sequencing were performed following the protocol out-
lined in Zysset-Burri et al. [22]. This included the use of 
the TruSeq DNA PCR-Free Library Preparation kit for 
library preparation and the Illumina NovaSeq 6000 plat-
form of the University of Bern, Switzerland, for whole 
metagenome shotgun sequencing.

The reads were filtered using KneadData v0.10.0 
(https://huttenhower.sph.harvard.edu/kneaddata/), 
which includes trimming low-quality reads, and remov-
ing host and rRNA sequences.

Microbial and functional profiling
The taxonomic and functional profiles of the microbial 
communities were determined as described in Zysset-
Burri et al. [22]. This included the use of Metagenomic 
Phylogenetic Analysis v.2.6.0 and v.3.14 (MetaPhlAn2 
and MetaPhlAn3) with marker database v.20 [25] and 
the Unified Metabolic Analysis Network (HUMAnN3 
v.3.0.1.0) [26]. MetaPhlAn resulted in a relative abun-
dance of microbial species (taxonomic profiling) and 
HUMAnN2 in relative abundance of functional pathways 
and gene families (functional profiling).

Statistical analysis
Demographics were compared among groups applying 
either Fisher’s exact test (for sex) or Welch’s t-test (for age 
and BMI) in GraphPad Prism (Version 8.0.1) (GraphPad 
Software Inc.). P-values < 0.05 were considered statisti-
cally significant.

R software (version 4.2.2) and GraphPad Prism were 
used to compare the microbial and pathway abun-
dances between HLA-B27-associated non-infectious AU 
patients and HLA-B27-negative controls. We employed 
the R package vegan v.2.6.4 for Shannon’s diversity analy-
sis and the package ade4 v.1.7.22 for principal component 
analysis (PCA) [27]. For separation assessment, permu-
tation multivariate analysis of variance (PERMANOVA) 
using the R package vegan was performed with 10’000 
permutations, resulting in a calculated p-value [28].

To identify associations between microbial and path-
way abundances clinical metadata (sex, age, and BMI), 
the multivariate analysis by linear models (MaAsLin2) R 
package [29] was applied with adjustments of the default 

Table 2  Characteristics of the study subgroup – HLA-B27-
associated active AU vs. HLA-B27-negative CTRL
Feature Patients (n = 7) Controls (n = 7) p-value
Male/Female (n) 3/4 3 /4 > 0.9999a

Age (years) M = 47.4, SD = 7.1 M = 45.9, SD = 16.0 0.8722b

BMI (kg/m2) M = 26.7, SD = 3.4 M = 22.0, SD = 2.1 0.0155b

Data show mean and SD (standard deviation); BMI (body mass index); CTRL 
(control group) aFisher’s exact test. bWelch’s t-test

Table 3  Characteristics of the additional study group – HLA-B27-
associated AU vs. HLA-B27-positive CTRL
Feature Patients (n = 6) Controls (n = 6) p-value
Male/Female (n) 2/4 2/4 > 0.9999a

Age (years) M = 51.2, SD = 16.7 M = 50.3, SD = 15.6 0.9366b

BMI (kg/m2) M = 24.7, SD = 3.7 M = 21.8, SD = 3.4 0.2217b

Data show mean and SD (standard deviation); BMI (body mass index); CTRL 
(control group) aFisher’s exact test. bWelch’s t-test

https://huttenhower.sph.harvard.edu/kneaddata/
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settings to “no log transformation”, q < 0,02 and N ≠ 0 
in over 50%, as well as the Mann-Whitney U-test (for 
groups and sex) and the linear regression model (for age 
and BMI) in GraphPad Prism.

Enterotyping was performed according to the tutorial 
and R code of Arumugam et al. [30].

Results
Taxonomic characterization of the GM of HLA-associated 
non-infectious AU patients and HLA-B27-negative controls
In total, we generated 1.60  billion 151  bp paired-end 
reads with a mean of 34.71  million (SD = 10.78  million) 
reads per sample. Following trimming and filtering, we 
obtained a mean of 33.67  million (SD = 10.38  million) 
non-human high-quality reads per sample for further 
processing.

The majority of the microbial reads were from bacte-
ria (M = 98.80%, SD = 4.25% in patients and M = 99.65%, 
SD = 0.90% in controls), primarily belonging to the phyla 
Bacteroidetes (M = 61.50%, SD = 17.67% in patients and 
M = 57.25%, SD = 17.05% in controls) and Firmicutes 
(M = 28.38%, SD = 15.80% in patients and M = 34.56%, 
SD = 11.62% in controls), followed by the phyla Verrucom-
icrobia (M = 3.21%, SD = 3.66% in patients and M = 2.55%, 
SD = 5.19% in controls), Actinobacteria (M = 2.95%, 
SD = 3.71% in patients and M = 3.85%, SD = 5.08% in 
controls), Proteobacteria (M = 2.74%, SD = 9.90% in 
patients and M = 1.30%, SD = 1.34% in controls) and 

viruses (M = 1.12%, SD = 4.03% in patients and M = 0.32%, 
SD = 0.89% in controls) (Fig. 1).

The Most abundant classes in the study group were 
Bacteroidia and Clostridia, the most abundant genera 
were Bacteroides, Alistipes, Prevotella, and Faecalibacte-
rium; finally, the most abundant species were Prevotella 
copri, Alistipes putredinis, Bacteroides uniformis, Faeca-
libacteria prausnitzi,i and Phocaeicola vulgatus (Table 2s, 
supplementary data).

Differences in composition and function in HLA-B27-
associated non-infectious AU compared to HLA-B27-
negative controls
No significant differences in α-diversity were found 
between patients and HLA-B27-negative controls with 
341 species overall, of which 286 species were found in 
patients (23 species with a RA > 1%) and 273 species in 
controls (22 species with a RA > 1%).

The Shannon diversity index was not significantly dif-
ferent between the two groups, with a mean index of 2.44 
in patients and 2.53 in controls (p = 0.58, Welch’s two-
sample t-test).

PCA using the health status as grouping variable did 
not result in differences between patients and controls 
based on differences in the relative abundance of micro-
bial species (p = 0.76, R² = 0.02, PERMANOVA analysis 
with nb of permutations = 10,000) nor in relative abun-
dance of pathways (p = 0.27, R² = 0.03, PERMANOVA 

Fig. 1  Taxonomic characterization of the GM composition of the study group. Relative abundances of all phyla in HLA-B27- associated non-infectious AU 
patients (n = 20) and HLA-B27-negative controls (n = 21) (a), averaged for study groups (b)
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analysis with nb of permutations = 10,000). Subgroup 
analysis comparing only patients with an active non-
infectious AU at the time of sampling with their age- 
and sex-matched controls showed the same results 
for species (p = 0.65, R² = 0.06, PERMANOVA analy-
sis with nb of permutations = 10,000) and pathways 
(p = 0.37, R² = 0.08, PERMANOVA analysis with nb of 
permutations = 10,000).

No significant differences in microbial composition 
between patients and controls were observed at all taxo-
nomic levels except at species level. The GM of controls 
was significantly increased in the species Eubacterium 
ramulus (p = 0.0085, Mann-Whitney U-test) (Fig. 2a). The 
subgroup analysis showed an increase of Eubacterium 

ramulus (p = 0.0536, Mann-Whitney U-test) in controls 
and an increase of Phocaeicola vulgatus (formerly called 
Bacteroides vulgatus) in the active non-infectious AU 
group (p = 0.0503, Mann-Whitney U-test) compared to 
controls (Fig. 2b).

Functionally, the lipid IVA biosynthesis pathway, a pre-
cursor of lipid A in the biosynthesis of lipopolysaccha-
ride (LPS) [31], was upregulated in patients compared to 
controls in the group analysis (p < 0.0001, Mann-Whit-
ney U-test) (Fig.  3a) as well as in the subgroup analysis 
(p < 0.0111, Mann-Whitney U-test) (Fig. 3b).

No associations were found between species and path-
way abundances, and age, sex, and BMI.

Fig. 3  Differences in pathway expression between patients and controls. Comparisons between patients with HLA-B27-associated non-infectious AU 
and HLA-B27-negative controls (a). Subgroup analysis comparing patients with an active AU at the time of sampling to HLA-B27-negative controls (b). 
Dot plots show the relative abundance, mean and SD of the pathways significantly different between patients and controls. Lipid IVA biosynthesis was 
upregulated in patients in both, group and subgroup analysis

 

Fig. 2  Differences in microbial composition between patients and controls at species level. Comparisons between patients with HLA-B27-associated 
non-infectious AU and HLA-B27-negative controls (a). Subgroup analysis comparing patients with an HLA-B27-associated active AU at the time of sam-
pling to controls (b). Dot plots show the relative abundance, mean, and SD of the species that were different between patients and controls. In the group 
analysis, Eubacterium ramulus was significantly increased in controls, while in the subgroup analysis Phocaeicola vulgatus was increased in patients with 
active AU
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Additional analysis: differences in composition in HLA-
B27-associated non-infectious AU compared to HLA-B27-
positive controls
The analysis of the GM of HLA-B27-positive AU patients 
and HLA-B27-positive controls showed an increase of 
Bacteroides caccae in controls (p = 0.0022, Mann-Whit-
ney U-test) (Fig. 4).

No associations were found between species abun-
dances and age, sex, and BMI.

Enterotypes classification of the HLA-B27-positive non-
infectious AU and HLA-B27-negative controls
Previous studies have indicated that the human GM can 
be classified into distinct enterotypes based on their spe-
cific microbial compositions [30]. In line with these find-
ings, we identified four enterotypes and three driving 
genera (Fig.  2). Results are based on the application of 
the Jensen-Shannon distance for the relative abundance 
of the genera and employed partitioning around medoids 
(PAM) to cluster the samples. The optimal number of 
clusters was calculated using the Calinski-Harabasz 
(CH) index (Fig.  2a). The results of the between-class-
analysis (BCA) visualized the taxonomic factors driv-
ing the clusters and showed the four clusters (p < 0.001, 
R² = 0.499, PERMANOVA analysis with nb of permuta-
tions = 10,000). Clusters 1, 3, and 4 were mainly driven by 
the following individual genera: enterotype 1 by Bacteroi-
des, enterotype 3 by Prevotella, and enterotype 4 by Alis-
tipes, whereas cluster 2 was a mixed cluster driven by all 
four of the genera (Fig. 2b and c).

However, we identified no significant association 
between the enterotypes and HLA-B27-associated AU. 

The samples of patients and controls were evenly distrib-
uted among the four enterotypes (See Fig. 5).

Discussion
This study revealed no significant difference in α-diversity 
and Shannon’s diversity index among HLA-B27-asso-
ciated non-infectious AU patients compared to healthy 
HLA-B27-negative controls. PCA did not show any sepa-
ration between groups and subgroups. There were no 
significant differences in microbial composition between 
patients and controls at all taxonomic levels except at 
species level. However, we identified one specific species 
and one pathway with a significantly different relative 
abundance in patients and controls.

The gram-positive species Eubacterium ramulus was 
increased in HLA-B27-negative controls compared to 
patients. It is a widespread and beneficial gut microbe 
able to metabolize various dietary flavonoids [32]. Fla-
vonoids are polyphenolic plant compounds, which are 
believed to have therapeutic effects due to their anti-oxi-
dative, anti-inflammatory, and anti-viral properties [33]. 
A 12-week pilot study tested probiotics as supplementary 
therapy alongside mesalazine in patients with ulcerative 
colitis (a form of IBD) and found the symptom alleviation 
to be significantly greater in the probiotics group com-
pared to the mesalazine-only placebo group. Amongst 
the 16 species found exclusively in the probiotics group 
was Eubacterium ramulus [34]. Thus, this species might 
have a protective effect against autoinflammatory and 
autoimmune disease.

Furthermore, the subgroup analysis, comparing the 
GM of active AU patients to the GM of inactive AU 
patients, showed an increased amount of Phocaeicola 
vulgatus within patients with active AU. Phocaeicola 
vulgatus is gram-negative and one of the most common 
species of the Bacteroides genus, which constitutes 30% 
of the colonic bacteria [35]. AU is often a recurrent dis-
ease with active and inactive phases. Phocaeicola vulga-
tus may play a role in triggering and/or sustaining disease 
activity. In the previously mentioned study conducted 
on Lewis strain HLA-B27/human β2-microglobulin 
transgenic rats developing severe arthritis but no gut 
inflammation, species-specific differences in the GM 
included an increase in Phocaeicola vulgatus abundance 
[17]. Earlier studies in (non-Lewis) HLA-B27 transgenic 
rats showed that a germ-free environment prevented 
both, gut and joint inflammation which otherwise occur 
spontaneously [36], and that a mono-colonization with 
Phocaeicola vulgatus sufficed to induce colitis [37]. The 
studies suggest that the interaction between specific spe-
cies such as Phocaeicola vulgatus and HLA-B27 increases 
the vulnerability to autoinflammatory and autoimmune 
disease. A multi-omics study found that a subset of 
patients with ulcerative colitis had an abnormally high 

Fig. 4  Differences in microbial composition between patients and 
HLA-B27-positive controls at species level. Comparisons between patients 
with HLA-B27-associated non-infectious AU and HLA-B27-positive con-
trols. Dot plots show the relative abundance, mean, and SD of the species 
that were different between patients and controls. Bacteroides caccae was 
significantly increased in controls
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abundance of Phocaeicola vulgatus proteases (mostly ser-
ine proteases), which in turn correlated positively with 
the disease severity and activity. Moreover, stool trans-
plants from patients with high levels of these proteases 
induced colitis in germ-free mice. Inversely, inhibition of 
these proteases improved intestinal barrier dysfunction 
and prevented colitis in these mice as well as in Phocae-
icola vulgatus monocolonized, IL-10 deficient mice [38]. 
This multi-omics study show that it might not be the 
presence of Phocaeicola vulgatus itself but the increase of 
its proteases that might trigger and/or sustain AU activity 

and highlights the interest of multi-omic approaches in 
further studies linking AU with the GM.

Secondly, this study revealed an upregulation of the 
lipid IVA biosynthesis pathway in patients compared to 
HLA-B27-negative healthy controls, in both, group and 
subgroup analysis. As mentioned previously, lipid IVA 
is a tetra-acylated precursor of lipid A in the biosynthe-
sis of LPS. LPS is a major outer-membrane component 
of gram-negative bacteria and constitutes an important 
activator of innate immune responses [31]. With the 
establishment of the endotoxin-induced uveitis model 
in rodents in 1980 it has been shown that LPS facilitates 

Fig. 5  Enterotype categorization of the study groups at genera level. BCA showed four enterotype clusters in the study groups. Patients (n = 20) are 
marked by triangles (∆) and controls (n = 21) by squares (□) (a). Calinski-Harabasz (CH) index was used to calculate the optimal number of clusters (b). Dot 
plots show the relative abundance, mean, and SD of the three genera identified to characterize the four enterotypes (c). The colors for the four entero-
types are blue for 1, red for 2, green for 3, and orange for 4
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inflammation of the uvea [39]. The mechanism involves 
LPS activating Toll-like receptors, by acting as a patho-
gen-associated molecular patterns [40]. For instance, LPS 
binds to the Toll-like receptor 4 (TLR4)-MD2 receptor 
complex, activating pro-inflammatory signaling path-
ways. Therefore, researchers have suggested targeting 
this pathway as a potential strategy to regulate inflamma-
tion [41]. Nevertheless, the analysis of pathways detected 
by gene sequencing is not enough to confirm their rel-
evance, because the mere presence of pathway encoding 
DNA does not automatically equate to active protein syn-
thesis and functionality.

The BMI was significantly increased in patients com-
pared to HLA-B27 negative controls in both, the group 
and the subgroup. Recent studies suggest that obesity 
may contribute to AU [42]. Eubacterium ramulus and its 
metabolites are believed to contribute to the reduction 
of obesity, whereas Phocaeicola vulgatus is controver-
sially discussed in this regard [43–46]. However, we did 
not find any significant correlation between the GM and 
metadata including BMI, suggesting that the differences 
we show in our study are attributed to the disease and 
not to the difference in BMI.

The additional analysis comparing HLA-B27-associated 
non-infectious AU patients to healthy HLA-B27-positive 
controls showed an increased amount of Bacteroides cac-
cae within the HLA-B27-positive controls. Bacteroides 
caccae is a common gut microbe and has been identified 
as the most prevalent strain shared between mothers and 
children in a Scandinavian cohort [47]. In IBD, charac-
terized by an aberrant immune response to endogenous 
gut microbes, Bacteroides caccae has been identified to 
trigger strong serological responses implicating the IBD-
associated monoclonal antibody pANCA (perinuclear 
anti-neutrophilic antibody) and Bacteroides caccae’s 
TonB-linked outer membrane protein OmpW [48–51].

Bacteroides caccae may therefore play a protective role 
in the development of AU in HLA-B27-positive individu-
als on one hand and may increase the risk of developing a 
form of IBD on the other hand.

This hypothesis is supported by the observation that 
although both AU and IBD are associated with HLA-B27, 
the eye is only the third most commonly affected extrain-
testinal tissue in IBD patients with 2–5%, whereas mus-
culoskeletal and cutaneous manifestations occur in 40% 
and 15% of patients, respectively. Moreover, amongst the 
ocular manifestations, uveitis occurs independently of 
intestinal-IBD activity, whereas episcleritis and scleritis 
correlate with intestinal disease activity [52].

Patients and controls were evenly distributed amongst 
the four enterotypes identified in this study, indicating no 
association between enterotypes and HLA-B27-associ-
ated AU. We did not collect diet data and did not analyze 

which other demographic variables might explain the 
four enterotypes as this was out of the scope of this study.

Overall, our results show that the GM of HLA-
B27-positive non-infectious AU patients versus healthy 
HLA-B27-positive and -negative controls are altered in 
specific species, which in turn may trigger or sustain the 
activity of the disease.

Further directions
Previous studies emphasize the importance of well-
controlled investigations and the involvement of various 
factors alongside the GM in the disease development 
of HLA-B27-associated uveitis [24]. In this study, we 
included a subgroup analysis comparing the GM of 
patients with an active AU to the GM of controls. This 
subgroup analysis suggests specific changes in the GM 
when the disease is in remission compared to when it is 
in its inactive phase, which has been shown to be the case 
in SpA [53]. Longitudinal studies of the GM in patients 
with AU may reveal a change in the GM in various phases 
of the disease. This may allow a better understanding 
of how the GM, AU, and disease activity are connected 
and whether a change in the GM may trigger, perpetuate, 
reactivate, or prevent AU.

Furthermore, while patients with IBD were excluded, 
other diseases associated with HLA-B27 were not. Stud-
ies have demonstrated that HLA-B27-associated disease 
such as Ankylosing spondylitis, a form of SpA, is also 
associated with changes in the GM. It seems important 
to compare HLA-B27-associated AU without associated 
systemic disease to HLA-B27-associated AU in patients 
with forms of IBD or SpA to elucidate their potential role 
as confounding factors in future studies [54, 55]. In this 
context, it is important to note that several patients with 
SpA suffer from an underlying IBD [56].

Moreover, although patients with a history of antibi-
otic therapy within the last three months were excluded 
from the study, patients with systemic steroids and/
or synthetic or biologic disease-modifying anti-rheu-
matic drugs (DMARDs) were not. Further research on 
AU should consider the potential impact of systemic 
immunomodulatory medication on the GM, as emerg-
ing studies suggest that these medications possess gut 
microbiota-modifying properties. For instance, steroids 
have been associated with changes in the GM, and ther-
apy with the tumor necrosis factor-inhibitor (TNFi), a 
biologic DMARD, was correlated with restoration of the 
perturbed GM in ankylosing spondylitis [57, 58]. Sec-
ondly, the gut microbiome may play a role in immuno-
therapy efficacy: For instance, in cancer immunotherapy, 
there is growing recognition that the gut microbiome 
influences antitumor therapy response [59, 60]. Despite 
these potentially confounding factors, our study revealed 
a difference between patients and controls. However, the 
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inability to exclude the influence of HLA-B27-associated 
diseases as well as of medication on the GM in AU is a 
limitation of our study.

Limitations are also given by the small sample size of 
this study, as well as the restricted geographical location 
of the study subjects to Switzerland. Further studies are 
needed to confirm the findings of this study based on a 
larger database and in different geographical contexts. 
Finally, yet importantly, future research endeavors should 
strive to elucidate, which specific GM alterations are 
attributed to the HLA-B27 genotype and which to AU 
activity. Current evidence suggests that changes in the 
GM in other HLA-B27-associated autoimmune diseases 
are partly due to disease activity and partly to the effects 
of HLA-B27 [61, 62]. Disparities in the GM between 
HLA-B27-positive and HLA-B27-negative autoimmune 
disease-affected patients have also been noted in previ-
ous research [63, 64].

Conclusion
The results of this study suggest that HLA-B27-associated 
non-infectious AU development is influenced by compo-
sitional and functional alterations of the GM. An increase 
in specific gram-negative bacteria and LPS might play a 
role as a trigger for inflammation and aberrant immune 
response in the eye. Further research is needed to prove 
the causality of these connections, offering potentially 
novel microbiome-altering therapeutic strategies for AU.

Abbreviations
AU	� Anterior uveitis
BMI	� Body mass index
GM	� Gut microbiome
HLA	� Human leukocyte antigen
IBD	� Inflammatory bowel disease
LPS	� Lipopolysaccharide
MHC	� Major histocompatibility complex
PERMANOVA	� Permutation multivariate analysis of variance
RA	� Relative abundance
SpA	� Spondyloarthropathy

Supplementary Information
The online version contains supplementary material available at https://doi.
org/10.1186/s12974-024-03109-4.

Supplementary Material 1

Acknowledgements
This work was supported by the «Young Talents in Clinical Research» program 
of the SAMS and of the G. & J. Bangerter-Rhyner Foundation, Bern, Switzerland, 
and by the OPOS foundation, St. Gallen, Switzerland. Our special thanks go to 
all participants in this study.

Author contributions
S.M. interpreted the results and wrote the first draft of the manuscript. D.Z., 
M.Z., and S.W. conceptualised the study. E.H., D.Z., and M.M. recruited the study 
subjects and collected the samples. E.H., D.Z., and C.L. processed the samples. 
S.M. and M.K. performed the statistical analysis. All authors commented on 
and revised the manuscript and approved the final version. All authors had 
final responsibility for the decision to submit for publication.

Funding
Sophia C. Morandi was supported by the «Young Talents in Clinical Research» 
program of the SAMS and of the G. & J. Bangerter-Rhyner Foundation, Bern, 
Switzerland (YTCR 24/22). Denise C. Zysset-Burri was supported by the OPOS 
foundation, St. Gallen, Switzerland.

Data availability
The datasets evaluated in this study are available in the European Nucleotide 
Archive under accession number PRJEB55787.

Declarations

Ethical approval and consent to participate
Approval for the study was granted by the Ethics Committee of the Canton 
of Bern, with the registration number NCT02438111 on ClinicalTrials.gov. The 
study adhered to the principles outlined in the Declarations of Helsinki and 
the International Ethical Guidelines for Biomedical Research involving Human 
Subjects. Prior to enrollment in the study, written consent was obtained from 
all participants.

Consent for publication
Not applicable.

Competing interests
The authors declare no competing interests.

Received: 20 October 2023 / Accepted: 22 April 2024

References
1.	 Durrani OM, Tehrani NN, Marr JE, Moradi P, Stavrou P, Murray PI. Degree, dura-

tion, and causes of visual loss in uveitis. Br J Ophthalmol. 2004;88(9):1159–62.
2.	 Jabs DA, Nussenblatt RB, Rosenbaum JT. Standardization of uveitis nomencla-

ture for reporting clinical data. Results of the First International Workshop. Am 
J Ophthalmol. 2005;140(3):509–16.

3.	 Joltikov KA, Lobo-Chan AM. Epidemiology and risk factors in non-infectious 
Uveitis: a systematic review. Front Med (Lausanne). 2021;8:695904.

4.	 Forrester JV, Kuffova L, Dick AD. Autoimmunity, autoinflammation, and infec-
tion in Uveitis. Am J Ophthalmol. 2018;189:77–85.

5.	 Willermain F, Rosenbaum JT, Bodaghi B, Rosenzweig HL, Childers S, Behrend 
T, et al. Interplay between innate and adaptive immunity in the development 
of non-infectious uveitis. Prog Retin Eye Res. 2012;31(2):182–94.

6.	 Thorne JE, Suhler E, Skup M, Tari S, Macaulay D, Chao J, Ganguli A. Prevalence 
of noninfectious Uveitis in the United States: a claims-based analysis. JAMA 
Ophthalmol. 2016;134(11):1237–45.

7.	 Barisani-Asenbauer T, Maca SM, Mejdoubi L, Emminger W, Machold K, Auer H. 
Uveitis- a rare disease often associated with systemic diseases and infections- 
a systematic review of 2619 patients. Orphanet J Rare Dis. 2012;7:57.

8.	 Fragoulis GE, Liava C, Daoussis D, Akriviadis E, Garyfallos A, Dimitroulas T. 
Inflammatory bowel diseases and spondyloarthropathies: from pathogenesis 
to treatment. World J Gastroenterol. 2019;25(18):2162–76.

9.	 Zinkernagel RM, Doherty PC. Restriction of in vitro T cell-mediated cytotoxic-
ity in lymphocytic choriomeningitis within a syngeneic or semiallogeneic 
system. Nature. 1974;248(5450):701–2.

10.	 Rosenbaum JT, Asquith M. The microbiome and HLA-B27-associated acute 
anterior uveitis. Nat Rev Rheumatol. 2018;14(12):704–13.

11.	 Wakefield D, Clarke D, McCluskey P. Recent developments in HLA B27 Ante-
rior Uveitis. Front Immunol. 2020;11:608134.

12.	 Horai R, Zárate-Bladés CR, Dillenburg-Pilla P, Chen J, Kielczewski JL, Silver PB, 
et al. Microbiota-dependent activation of an autoreactive T cell receptor 
provokes autoimmunity in an immunologically privileged site. Immunity. 
2015;43(2):343–53.

13.	 Rodriguez VR, Essex M, Rademacher J, Proft F, Löber U, Marko L, 
OP0031 SHARED AND DISTINCT GUT MICROBIOME SIGNATURES IN PATIENTS 
WITH AXIAL SPONDYLOARTHRITIS AND ITS RELATED IMMUNE-MEDIATED 
DISEASES, et al. Ann Rheum Dis. 2021;80(Suppl 1):17.

14.	 Turnbaugh PJ, Ley RE, Hamady M, Fraser-Liggett CM, Knight R, Gordon JI. 
Hum Microbiome Project Nat. 2007;449(7164):804–10.

https://doi.org/10.1186/s12974-024-03109-4
https://doi.org/10.1186/s12974-024-03109-4


Page 10 of 11Morandi et al. Journal of Neuroinflammation          (2024) 21:120 

15.	 Ley RE, Peterson DA, Gordon JI. Ecological and evolutionary forces shaping 
Microbial Diversity in the human intestine. Cell. 2006;124(4):837–48.

16.	 Afzaal M, Saeed F, Shah YA, Hussain M, Rabail R, Socol CT et al. Human gut 
microbiota in health and disease: unveiling the relationship. Front Microbiol. 
2022;13.

17.	 Lin P, Bach M, Asquith M, Lee AY, Akileswaran L, Stauffer P, et al. HLA-B27 and 
human β2-microglobulin affect the gut microbiota of transgenic rats. PLoS 
ONE. 2014;9(8):e105684.

18.	 Kubinak JL, Stephens WZ, Soto R, Petersen C, Chiaro T, Gogokhia L, et al. MHC 
variation sculpts individualized microbial communities that control suscepti-
bility to enteric infection. Nat Commun. 2015;6(1):8642.

19.	 Clemente JC, Manasson J, Scher JU. The role of the gut microbiome in sys-
temic inflammatory disease. BMJ. 2018;360:j5145.

20.	 Floyd JL, Grant MB. The Gut-Eye Axis: lessons learned from murine models. 
Ophthalmol Ther. 2020;9(3):499–513.

21.	 Zysset-Burri DC, Morandi S, Herzog EL, Berger LE, Zinkernagel MS. The role of 
the gut microbiome in eye diseases. Prog Retin Eye Res. 2022:101117.

22.	 Zysset-Burri DC, Keller I, Berger LE, Neyer PJ, Steuer C, Wolf S, Zinkernagel MS. 
Retinal artery occlusion is associated with compositional and functional shifts 
in the gut microbiome and altered trimethylamine-N-oxide levels. Sci Rep. 
2019;9(1):1–11.

23.	 Zysset-Burri DC, Keller I, Berger LE, Largiadèr CR, Wittwer M, Wolf S, Zinker-
nagel MS. Associations of the intestinal microbiome with the complement 
system in neovascular age-related macular degeneration. NPJ Genomic Med. 
2020;5(1):1–11.

24.	 Parthasarathy R, Santiago F, McCluskey P, Kaakoush NO, Tedla N, Wakefield D. 
The microbiome in HLA-B27-associated disease: implications for acute ante-
rior uveitis and recommendations for future studies. Trends Microbiol. 2022.

25.	 Segata N, Waldron L, Ballarini A, Narasimhan V, Jousson O, Huttenhower C. 
Metagenomic microbial community profiling using unique clade-specific 
marker genes. Nat Methods. 2012;9(8):811–4.

26.	 Abubucker S, Segata N, Goll J, Schubert AM, Izard J, Cantarel BL, et al. Meta-
bolic Reconstruction for Metagenomic Data and its application to the human 
microbiome. PLoS Comput Biol. 2012;8(6):e1002358.

27.	 Dray S, Dufour A-B. The ade4 Package: implementing the duality Diagram for 
ecologists. J Stat Softw. 2007;22(4):1–20.

28.	 Anderson M. A new method for non-parametric multivariate analysis of vari-
ance. Austral Ecol. 2001;26:32–46.

29.	 Mallick H, Rahnavard A, McIver LJ, Ma S, Zhang Y, Nguyen LH, et al. Multivari-
able association discovery in population-scale meta-omics studies. PLoS 
Comput Biol. 2021;17(11):e1009442.

30.	 Arumugam M, Raes J, Pelletier E, Le Paslier D, Yamada T, Mende DR, et al. 
Enterotypes of the human gut microbiome. Nature. 2011;473(7346):174–80.

31.	 Scior T, Alexander C, Zaehringer U. Reviewing and identifying amino acids of 
human, murine, canine and equine TLR4 / MD-2 receptor complexes confer-
ring endotoxic innate immunity activation by LPS/lipid A, or antagonistic 
effects by Eritoran, in contrast to species-dependent modulation by lipid IVa. 
Comput Struct Biotechnol J. 2013;5:e201302012.

32.	 Braune A, Gütschow M, Blaut M. An NADH-Dependent reductase from 
Eubacterium ramulus catalyzes the Stereospecific Heteroring cleavage of 
Flavanones and Flavanonols. Appl Environ Microbiol. 2019;85:19.

33.	 Ullah A, Munir S, Badshah SL, Khan N, Ghani L, Poulson BG et al. Important 
flavonoids and their role as a therapeutic Agent. Molecules. 2020;25(22).

34.	 Chen P, Xu H, Tang H, Zhao F, Yang C, Kwok LY, et al. Modulation of gut 
mucosal microbiota as a mechanism of probiotics-based adjunctive therapy 
for ulcerative colitis. Microb Biotechnol. 2020;13(6):2032–43.

35.	 Garrett WS, Onderdonk AB. 249 - Bacteroides, Prevotella, Porphyromonas, 
and Fusobacterium species (and other medically important anaerobic gram-
negative Bacilli). In: Bennett JE, Dolin R, Blaser MJ, editors. Mandell, Douglas, 
and Bennett’s principles and practice of Infectious diseases (Eighth Edition). 
Philadelphia: W.B. Saunders; 2015. pp. 2773–80.

36.	 Taurog JD, Richardson JA, Croft JT, Simmons WA, Zhou M, Fernández-Sueiro 
JL, et al. The germfree state prevents development of gut and joint inflamma-
tory disease in HLA-B27 transgenic rats. J Exp Med. 1994;180(6):2359–64.

37.	 Hoentjen F, Tonkonogy SL, Qian BF, Liu B, Dieleman LA, Sartor RB. CD4(+) T 
lymphocytes mediate colitis in HLA-B27 transgenic rats monoassociated with 
nonpathogenic Bacteroides vulgatus. Inflamm Bowel Dis. 2007;13(3):317–24.

38.	 Mills RH, Dulai PS, Vázquez-Baeza Y, Sauceda C, Daniel N, Gerner RR, et al. 
Multi-omics analyses of the ulcerative colitis gut microbiome link Bacteroides 
vulgatus proteases with disease severity. Nat Microbiol. 2022;7(2):262–76.

39.	 Rosenbaum JT, McDevitt HO, Guss RB, Egbert PR. Endotoxin-induced uveitis 
in rats as a model for human disease. Nature. 1980;286(5773):611–3.

40.	 Wakefield D, Gray P, Chang J, Di Girolamo N, McCluskey P. The role of PAMPs 
and DAMPs in the pathogenesis of acute and recurrent anterior uveitis. Br J 
Ophthalmol. 2010;94(3):271–4.

41.	 Bryant CE, Spring DR, Gangloff M, Gay NJ. The molecular basis of the host 
response to lipopolysaccharide. Nat Rev Microbiol. 2010;8(1):8–14.

42.	 Muhammad FY, Peters K, Wang D, Lee DJ. Exacerbation of autoimmune 
uveitis by obesity occurs through the melanocortin 5 receptor. J Leukoc Biol. 
2019;106(4):879–87.

43.	 You HJ, Si J, Kim J, Yoon S, Cha KH, Yoon HS, et al. Bacteroides vulgatus SNUG 
40005 restores Akkermansia Depletion by Metabolite Modulation. Gastroen-
terology. 2023;164(1):103–16.

44.	 Nicolucci AC, Hume MP, Martínez I, Mayengbam S, Walter J, Reimer RA. 
Prebiotics Reduce Body Fat and Alter Intestinal Microbiota in Children who 
are overweight or with obesity. Gastroenterology. 2017;153(3):711–22.

45.	 Fu L, Li Y, Bian Y, Wang Q, Li J, Wang Y, et al. The nutritional intervention 
improves the Metabolic Profile of overweight and obese PCOS along with 
the differences in gut microbiota. Reprod Sci. 2023;30(7):2210–8.

46.	 Li Y, Yang Y, Wang J, Cai P, Li M, Tang X, et al. Bacteroides ovatus-mediated 
CD27 – MAIT cell activation is associated with obesity-related T2D progres-
sion. Cell Mol Immunol. 2022;19(7):791–804.

47.	 Nilsen M, Rehbinder EM, Lødrup Carlsen KC, Haugen G, Hedlin G, Jonas-
sen CM, et al. A globally distributed Bacteroides caccae strain is the most 
prevalent Mother-Child Shared Bacteroidaceae strain in a large scandinavian 
cohort. Appl Environ Microbiol. 2023;89(7):e0078923.

48.	 Ashorn S, Honkanen T, Kolho KL, Ashorn M, Välineva T, Wei B, et al. Fecal 
calprotectin levels and serological responses to microbial antigens among 
children and adolescents with inflammatory bowel disease. Inflamm Bowel 
Dis. 2009;15(2):199–205.

49.	 Wei B, Dalwadi H, Gordon LK, Landers C, Bruckner D, Targan SR, Braun J. 
Molecular cloning of a Bacteroides caccae TonB-linked outer membrane 
protein identified by an inflammatory bowel disease marker antibody. Infect 
Immun. 2001;69(10):6044–54.

50.	 Nakamura RM, Matsutani M, Barry M. Advances in clinical laboratory tests for 
inflammatory bowel disease. Clin Chim Acta. 2003;335(1):9–20.

51.	 Iltanen S, Tervo L, Halttunen T, Wei B, Braun J, Rantala I, et al. Elevated serum 
anti-I2 and anti-OmpW antibody levels in children with IBD. Inflamm Bowel 
Dis. 2006;12(5):389–94.

52.	 Malik TF, Aurelio DM. Extraintestinal manifestations of Inflammatory Bowel 
Disease. StatPearls. Treasure Island (FL): StatPearls Publishing Copyright © 
2024. StatPearls Publishing LLC.; 2024.

53.	 Clinical Connections. Arthritis Rheumatol. 2023;75(1).
54.	 Stoll ML, DeQuattro K, Li Z, Sawhney H, Weiss PF, Nigrovic PA et al. Impact 

of HLA-B27 and Disease Status on the gut microbiome of the offspring of 
Ankylosing Spondylitis patients. Child (Basel). 2022;9(4).

55.	 Liu G, Hao Y, Yang Q, Deng S. The Association of Fecal Microbiota in Ankylos-
ing Spondylitis cases with C-Reactive protein and erythrocyte sedimentation 
rate. Mediat Inflamm. 2020;2020:8884324.

56.	 Di Jiang C, Raine T. IBD considerations in spondyloarthritis. Ther Adv Musculo-
skelet Dis. 2020;12:1759720x20939410.

57.	 Vich Vila A, Collij V, Sanna S, Sinha T, Imhann F, Bourgonje AR, et al. Impact of 
commonly used drugs on the composition and metabolic function of the 
gut microbiota. Nat Commun. 2020;11(1):362.

58.	 Yin J, Sternes PR, Wang M, Song J, Morrison M, Li T, et al. Shotgun metage-
nomics reveals an enrichment of potentially cross-reactive bacterial epitopes 
in ankylosing spondylitis patients, as well as the effects of TNFi therapy upon 
microbiome composition. Ann Rheum Dis. 2020;79(1):132–40.

59.	 Weersma RK, Zhernakova A, Fu J. Interaction between drugs and the gut 
microbiome. Gut. 2020;69(8):1510–9.

60.	 Chalabi M, Cardona A, Nagarkar DR, Dhawahir Scala A, Gandara DR, Rit-
tmeyer A, et al. Efficacy of chemotherapy and atezolizumab in patients with 
non-small-cell lung cancer receiving antibiotics and proton pump inhibi-
tors: pooled post hoc analyses of the OAK and POPLAR trials. Ann Oncol. 
2020;31(4):525–31.

61.	 Asquith M, Sternes PR, Costello M-E, Karstens L, Diamond S, Martin TM, 
et al. HLA alleles Associated with Risk of Ankylosing spondylitis and 
Rheumatoid Arthritis Influence the gut Microbiome. Arthritis Rheumatol. 
2019;71(10):1642–50.

62.	 Berland M, Meslier V, Berreira Ibraim S, Le Chatelier E, Pons N, Maziers N, 
et al. Both Disease activity and HLA–B27 status are Associated with gut 
Microbiome Dysbiosis in Spondyloarthritis patients. Arthritis Rheumatol. 
2023;75(1):41–52.



Page 11 of 11Morandi et al. Journal of Neuroinflammation          (2024) 21:120 

63.	 Essex M, Rios Rodriguez V, Rademacher J, Proft F, Löber U, Markó L, et al. 
Shared and distinct gut microbiota in Spondyloarthritis, Acute Anterior 
Uveitis, and Crohn’s Disease. Arthritis Rheumatol. 2024;76(1):48–58.

64.	 Breban M, Tap J, Leboime A, Said-Nahal R, Langella P, Chiocchia G, et al. Faecal 
microbiota study reveals specific dysbiosis in spondyloarthritis. Ann Rheum 
Dis. 2017;76(9):1614–22.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in 
published maps and institutional affiliations. 


	﻿The gut microbiome and HLA-B27-associated anterior uveitis: a case-control study
	﻿Abstract
	﻿Background
	﻿Methods
	﻿Study aim, design, and setting
	﻿HLA-B27 typing
	﻿Metagenomic DNA isolation, sequencing, and data quality control
	﻿Microbial and functional profiling
	﻿Statistical analysis

	﻿Results
	﻿Taxonomic characterization of the GM of HLA-associated non-infectious AU patients and HLA-B27-negative controls
	﻿Differences in composition and function in HLA-B27-associated non-infectious AU compared to HLA-B27-negative controls
	﻿Additional analysis: differences in composition in HLA-B27-associated non-infectious AU compared to HLA-B27-positive controls
	﻿Enterotypes classification of the HLA-B27-positive non-infectious AU and HLA-B27-negative controls

	﻿Discussion
	﻿Further directions

	﻿Conclusion
	﻿References


