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Introduction: Primary Sjögren’s Syndrome (PSS) is a chronic disease characterised by
symptoms of oral and ocular dryness, pain, fatigue, anxiety and depression. PSS patients
can be subclassified by the pattern of severity of these five key symptoms using the
Newcastle Sjögren’s Stratification Tool (NSST). Although PSS is often associated with one
or more comorbidities, the relationship between comorbidities, polypharmacy, and PSS
symptom burden is unclear. Using data from the UK Primary Sjögren’s Syndrome Registry
(UKPSSR) we describe the landscape of polypharmacy and comorbidities in PSS.

Methods: The UKPSSR is research biobank of clinically well-defined PSS patients where
clinical, demographic, comorbidities and concomitant medications data are recorded.
Patients were subclassified into the four NSST subgroups: Low Symptom Burden (LSB),
High Symptom Burden (HSB), Dryness Dominated Fatigue (DDF) and Pain Dominated
Fatigue (PDF). Group analyses of comorbid conditions and polypharmacy scores were
performed. Comorbidity and Polypharmacy Scores (CPS) were modelled as a function of
age, sex, symptom duration, body mass index (BMI), current immunosuppressant and
hydroxychloroquine prescriptions and NSST subgroup.

Results: There were marked differences in the number and the nature of comorbidities
associated with the NSST subgroups. LSB and DDF patients were characterized by fewer
comorbidities and medications. In contrast, HSB and PDF patients were associated with
more comorbidities and were more likely to be prescribed multiple medications. Group
analysis shows that HSB patients are more closely associated with peripheral vascular
disease and infection whereas the PDF patients were associated with cardiovascular
disease and gastrointestinal comorbidities. Comorbidity and polypharmacy scores
increase with age and BMI regardless of symptom subgroup and symptom duration. In
addition, the longer the reported symptom duration the higher the associated
comorbidities and polypharmacy scores.

Conclusion: Comorbid conditions are more prevalent in some subgroups of the PSS
cohort but increase with age and BMI across the entire cohort. It is unclear from these
data whether specific comorbid conditions are a consequence of PSS or represent
shared aetiology or pathogenetic susceptibility. Regardless, these findings may have
implications for disease management and clinical trial design.
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INTRODUCTION

Primary Sjögren’s syndrome (PSS) is a complex immune-mediated
inflammatory disease (IMID) which is associated with a significant
negative impact on health-related quality of life (1). PSS presents
with a female:male ratio of 9:1 and has a bimodal age distribution
with peaks at ages 20-30 and 50-70 (2). PSS is a systemic disease
where extra-glandular involvement is common (3). Multimorbidity
is also common in PSS (4–6) however studies of comorbid
conditions in pSS are relatively scarce. Our understanding of
comorbidities in PSS is confounded by the heterogeneity of the
disease in terms of symptom burden and disease activity, moreover,
variables such as age, BMI and socioeconomic factors need to be
considered also. PSS poses considerable health costs which are
compounded by multimorbidity which is a barrier to effective
disease management strategies and therapeutic development. For
this reason, it is essential we have a more complete view of the
comorbid conditions associated with PSS.

Although some comorbid conditions have been studied in the
context of PSS in isolation such as cardiovascular disease and
gastrointestinal disease (7–10), few studies have examined the
range of comorbid conditions within PSS cohorts. A 2010 study
explored the profile of comorbidities in a Taiwanese PSS cohort
in comparison to a healthy cohort (6). Several conditions were
significantly associated with PSS in this study; including cardiac
arrythmias, hyperlipidaemia, migraine, fibromyalgia, asthma,
pulmonary circulation disorders, hypothyroidism, liver disease,
peptic ulcers, deficiency anaemias, depression and psychoses.
Similarly, another study of comorbidities in Sjögren’s syndrome
(SS) compared to matched controls reported increased
prevalence of hypertension, osteoarthritis, osteoporosis and
depression (5). More recently Pego-Regiosa and colleagues
reviewed the most common comorbid conditions associated
with PSS including cardiovascular disease, musculoskeletal
conditions, infections and non-haematological malignancies
(4). There are clues therefore to the most prevalent conditions
associated with PSS however it is unclear whether there are
subgroups of PSS patients and comorbid conditions that may
occur together or share risk factors.

It is well known that the burden of PSS symptoms varies
between individuals, with some PSS sufferers struggling
significantly with their symptoms and others managing their
condition well (11). This is reflected in measures of health-
related quality of life such as EQ-5D utility (1).

Recently we identified distinct subgroups within the UKPSSR
cohort, demonstrated biological differences between those
subgroups and developed a stratification tool (NSST) (11).
NSST uses patient reported symptom scores for dryness,
fatigue, pain, anxiety and depression to assign pSS sufferers
into four symptom burden-based subgroups, namely the High
Symptom Burden (HSB), Low Symptom Burden (LSB), Dryness
Dominant Fatigue (DDF) and Pain Dominant Fatigue (PDF)
subgroups. Patients in the HSB subgroup report high scores for
all 5 symptoms, LSB group patients report low scores for all
symptoms, PDF group patients report high scores for dryness,
pain and fatigue and DDF group patients report high scores for
dryness and fatigue. We demonstrated that the four groups have
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different profiles of gene expression and serum proteins therefore
it is feasible that these groups represent true subgroups of the
disease. Personalised medicine strategies in PSS aim to improve
disease management and clinical trial design by targeting
therapeutics to individuals who are most likely to benefit or
have the most improvements to gain.

Here, we explore the comorbidities associated with PSS using
data from the United Kingdom Primary Sjögren’s Syndrome
Registry (UKPSSR). The UKPSSR is a well characterised cohort
of individuals with PSS from 32 centres across the UK and
contains detailed prospective data regarding comorbid
conditions and medications for over 900 participants. We
investigate the profile of comorbid conditions within the
UKPSSR and assess differences between the symptom-based
subgroups we previously identified.
METHODS

Data were collected from the UK Primary Sjögren’s Registry
(UKPSSR, http://www.sjogrensregistry.org) between August
2009 and December 2018 (n = 931) (12). This time interval
limits the cohort analysed within this study to data from the
registry that was fully curated at the time of analysis, which
includes having complete data for the 5 NSST symptom domains
necessary for symptom burden group classification. All
participants fulfil the American European Consensus Group
classification criteria (13). Data were collected prospectively
using standardised proforma at the time of clinic appointment.
For all patients attending the regional PSS clinic, the following
data are collected as part of their care: EULAR Sjögren’s
Syndrome Disease Activity Index (ESSDAI) (14), EULAR
Sjögren’s Syndrome Patient Reported Index (ESSPRI) (15),
Hospital Anxiety and Depression Scale (HADS) (16), EQ-5D
UK utility (http://www.euroqol.org), Profile of Fatigue (Pro-F)
(17). Baseline polypharmacy and comorbidity data were available
from the UKPSSR all participants. The following variables were
available at baseline for all subjects: Age, Disease Duration, Sex,
Ro/La status, ESSDAI, ESSPRI, HADS, EQ-5D UK utility, Pro-F.

Polypharmacy Score was calculated as the sum of medications
at the time of clinic appointment. Details of comorbid conditions
were collected prospectively, standardised using ICD10 codes, and
converted to clinically meaningful categories using Clinical
Classifications Software Refined (CCSR) tools. A Chronic
Conditions Indicator score (CCI) was calculated using CCSR
tools which was used for downstream analyses. Comorbidity-
Polypharmacy Score (CPS) was calculated as the sum of
polypharmacy score and CCI score. Group analyses of
significant differences were performed using analysis of variance
(ANOVA) and pairwise comparisons were performed using
Tukey-Kramer analysis. CPS score was modelled using
symptom burden subgroup, current hydroxychloroquine use,
current immunosuppressant use (Cyclosporine, Azathioprine,
Leflunomide, Methotrexate, Mycophenylate, Infliximab,
Rituximab, Etanercept), age, disease duration and BMI to
identify significant factors associated with CPS score. Statistical
analysis was performed in R and JMP (18, 19).
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RESULTS

Summary data for the entire cohort and for the four symptom
subgroups are presented in Tables 1.1, 1.2 respectively. The data
show that the number of chronic conditions and number of
Frontiers in Immunology | www.frontiersin.org 3
medications increase significantly with age in all symptom
subgroups (Figures 1A, B, both p<0.0001) which was expected.
CPS is significantly different between the four subgroups
(Figure 1C, ANOVA: p<0.0001). Pairwise comparisons show that
CPS is lowest in the LSB subgroup then the DDF and PDF
subgroups and highest in the HSB subgroup (Figure 1C, p<0.05
for all comparisons).

The most common comorbidities associated with PSS in this
cohort irrespective of symptom burden group are osteoarthritis
(36%), gastro-oesophageal reflux disease (31%), essential
hypertension (20%), chronic cystitis (10%), hypercholesterolaemia
(10%), asthma (9%), osteoporosis (8%), fibromylalgia (8%), irritable
bowel syndrome (8%) and chronic ischaemic heart disease (5%).

When analysing the top 50 comorbidities in this cohort
(Figure 1C and Supplementary Figure S1) we found that the
prevalence differs depending on subgroup. Broadly, the LSB and
DDF subgroups have fewer associated comorbidities overall
whereas the HSB and PDF subgroups have more (p <0.0001).
The HSB and PDF subgroups also have differences in the prevalence
of certain comorbid conditions (Figure 1D). Within the
musculoskeletal domain the HSB subgroup proportionally has
higher numbers of comorbidities such as spondylopathies,
musculoskeletal pain and fibromyalgia, whereas osteoporosis and
osteoarthritis are found at proportionally higher levels in the PDF
group. In addition, chronic obstructive pulmonary disease,
abdominal hernia, and hypertension are more prevalent in the
PDF subgroup than the HSB subgroup, whereas peripheral vascular
disease, urinary tract infections, depressive disorders, nerve root
disorders and gastroduodenal ulcers are more prevalent in the HSB
subgroup. Of the comorbidities associated with the LSB subgroup,
musculoskeletal pain and osteoporosis are found at the highest
proportions. Within the DDF subgroup respiratory disease and
cardiac dysrhythmias are found at the highest proportions. LSB
TABLE 1.1 | Cohort characteristics: a summary of key demographic and clinical
data for 931 PSS participants at time of recruitment.

Sex 864f/67m
Symptom Burden
Group

DDF 180, HSB 218, LSB 165,
PDF 368
Mean (sd) Median (25th, 75th

centile)
Age 58.1 (12.8) 60.0 (50.0, 67.0)
BMI 26.6 (5.6) 25.4 (22.6, 29.3)
ESSDAI Score 4.8 (5.0) 3.0 (1.0, 7.0)
ESSPRI Score 5.4 (2.2) 5.7 (4.0, 7.0)
Disease Duration
(years)

6.1 (5.8) 4.1 (1.7, 8.7)

Polypharmacy Score 8.1 (4.8) 7.0 (4,.0 11.0)
CCI 4.7 (2.8) 4.0 (3.0, 6.0)
CPS 12.8 (6.6) 12.0 (8.0, 17.0)
TABLE 1.2 | Cohort characteristics: a summary of key demographic and clinical
data for four symptom burden groups of PSS participants at the time of
recruitment.

Sex DDF 172f/8m
HSB 202f/16m
LSB 148f/17m
PDF 342f/26m

Symptom Burden
Group

Mean (sd) Median (25th, 75th
centile)

Age DDF 58.8 (13.0) 62.0 (49.8, 68.0)
HSB 57.0 (11.9) 58.0 (49.0, 65.0)
LSB 57.9 (12.2) 60.0 (49.0, 67.0)
PDF 58.6 (13.4) 61.0 (51.0, 68.0)

BMI DDF 25.7 (5.3) 24.5 (22.2, 28.3)
HSB 27.3 (6.4) 26.6 (22.8, 30.7)
LSB 26.0 (5.6) 24.9 (21.8, 28.0)
PDF 26.9 (5.3) 26.1 (22.9, 29.6)

Disease Duration DDF 6.6 (6.4) 4.1 (2.0, 9.7)
HSB 5.9 (5.8) 4.2 (1.5, 7.9)
LSB 6.1 (5.5) 4.1 (1.6, 9.6)
PDF 6.0 (5.6) 4.1 (1.7, 8.3)

ESSPRI DDF 5.3(1.3) 5.0 (4.3, 6.0)
HSB 7.0 (1.7) 7.0 (6.0, 8.3)
LSB 2.0 (0.9) 2.0 (1.3, 2.7)
PDF 6.1 (1.5) 6.0 (5.0, 7.3)

ESSDAI DDF 4.4 (4.7) 3.0 (1.0, 7.0)
HSB 5.4 (5.0) 4.0 (2.0, 8.0)
LSB 3.5 (4.6) 2.0 (0.0, 5.0)
PDF 5.1 (5.1) 4.0 (2.0, 7.5)

Polypharmacy Score DDF 7.3 (4.1) 7.0 (4.0, 10.0)
HSB 9.6 (5.5) 9.0 (5.0, 13.0)

(Continued)
TABLE 1.2 | Continued

LSB 5.9 (3.7) 5.0 (3.0, 8.0)
PDF 8.4 (4.7) 8.0 (5.0, 11.0)

CCI DDF 4.1 (2.5) 4.0 (2.0, 6.0)
HSB 5.3 (3.1) 5.0 (3.0, 7.0)
LSB 3.5 (2.1) 3.0 (2.0, 5.0)
PDF 5.1 (2.8) 5.0 (3.0, 7.0)

Hydroxychloroquine
(current)

DDF 55/180
(31%)

HSB 94/218
(43%)

LSB 50/165
(30%)

PDF 154/368
(42%)

Immunosuppressants
(current)

DDF 21/180
(12%)

HSB 40/218
(18%)

LSB 15/165
(9%)

PDF 55/368
(15%)
April
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patients rarely report comorbidities associated with skin or
respiratory disease.

We modelled CPS score using other variables from the cross-
sectional dataset to determine whether there are any clinical variables
that have a strong relationship with CPS score. Symptom burden
group, current hydroxychloroquine use, current immunosuppressant
use, higher age, higher BMI and longer disease duration are
significantly associated with higher CPS score (p < 0.05 for all).
DISCUSSION

The influence of comorbid conditions in PSS is still unclear and
poses challenges for clinical management of the disease as well as
Frontiers in Immunology | www.frontiersin.org 4
therapeutic development and personalised medicine strategies.
Health related quality of life has been shown to be lower in
individuals with PSS and is a key metric for quality adjusted life
year (QALY) measurements used in cost-benefit analyses. In
addition, it is unclear whether some symptoms associated with
PSS are purely a symptom of the disease or a consequence of
comorbid conditions or polypharmacy.

We report marked differences in comorbidities and
polypharmacy across the PSS subgroups. In line with previous
work, we also show that PSS patients have increased comorbid
conditions and medications with age: intercepting this adverse
trajectory is a key challenge. Taking the cohort as a whole the
current findings replicate the data published by other groups.
The most common comorbidities in this cohort are within the
A B

C D

FIGURE 1 | Polypharmacy score (A) and CPS score (B) increase with age in all symptom burden subgroups. Cumulative distribution plot showing higher CPS in the
HSB and PDF groups compared to the LSB and DDF groups (C). (D) Heatplot of the proportions of the top 40 comorbidities (ICD10) in the four subgroups. The
heatplot cells are scaled row-wise where colour scale is representative of the proportions of each comorbidity separately across the four subgroups. A darker red
colour represents a higher proportion and darker blue colour represents a lower proportion. Side bar colours denote a representative category for each comorbidity.
For full annotation see Supplementary Figure S1.
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musculoskeletal category such as osteoarthritis, osteoporosis and
fibromyalgia. Another common category is cardiovascular
disease or risk factors associated with it such as chronic
ischaemic heart disease, hyperlipidaemia and hypertension.
Gastrointestinal disease such as reflux and IBS is another
common comorbidity within this cohort.

The symptom-based subgroups appear to capture some of the
variability in individual differences in comorbid conditions and
polypharmacy that present with PSS. Firstly, there is a clear and
significant difference between the subgroups in terms of CPS
score, with the LSB group having the lowest CPS score and HSB
the highest (Figure 1C). CPS scores increase with age in all
subgroups, but differences between subgroups are consistent
across age groups.

HSB and PDF patients associate with a wide range of
comorbidities across all disease categories however there are
differences between these groups. Hypertension and COPD
appear more prevalent in the PDF group whereas peripheral
vascular disease and infections are more prevalent in the HSB
group, amongst others. Several studies have identified that PSS
patients have a higher risk for cardiovascular disease (8–10, 20), it
is possible that these patients are more likely to be in the HSB
group. The comorbidities associated with the LSB and DDF
groups appear to be more limited. This heterogeneity between
the subgroups suggests that the development of multiple comorbid
diseases is linked to factors associated with PSS and its patient
subgroups. This observation could have important implications
for stratified medicine and clinical trial design, where the
heterogeneity of PSS patient cohorts presents a major barrier to
understanding response to treatments. It is unclear however
whether PSS is the instigating factor in the development of these
comorbidities either due shared pathophysiology or factors
associated with susceptibility such as genetic or environmental
influences. Alternatively, the treatments used, and lifestyle
adaptations required by the patients to manage the symptoms of
PSS could impact the development of comorbid conditions. For
example, it has been suggested that the use hydroxychloroquine
may have a protective effect against cardiovascular disease in PSS
(21). As these data are cross-sectional it is difficult to determine
any cause and effect.

This study has limitations; it is based on cross-sectional data
from a national cohort and the findings require validation in
international cohorts. Despite the relatively large sample size of
the UKPSSR cohort, many comorbid conditions are present at
such a low frequency that a much larger cohort or meta-analysis
is required to analyse the full spectrum of diseases associated
with PSS. In addition, long-term follow up would be essential to
enable causal analysis of comorbid conditions, in which the
sequence of comorbid diagnoses could provide interesting
insights to pathophysiology of the disease.
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Larrinoa Í. Comorbidities (Excluding Lymphoma) in Sjögren’s Syndrome.
Rheumatol (Oxford) (2021) 60:2075–84. doi: 10.1093/rheumatology/key329

5. Albrecht K, Dörner T, Redeker I, Karberg K, Marschall U, Zink A, et al.
Comorbidity and Health Care Utilisation in Persons With Sjögren’s
Syndrome: A Claims Data Analysis. Clin Exp Rheumatol (2020) 38(Suppl
126):78–84. doi: 10.1136/lupus-2021-000526

6. Kang J-H, Lin H-C. Comorbidities in Patients With Primary Sjögren’s
Syndrome: A Registry-Based Case-Control Study. J Rheumatol (2010)
37:1188–94. doi: 10.3899/jrheum.090942

7. Kim-Lee C, Suresh L, Ambrus JL. Gastrointestinal Disease in Sjogren’s
Syndrome: Related to Food Hypersensitivities. Springerplus (2015) 4:766.
doi: 10.1186/s40064-015-1557-7

8. Bartoloni E, Baldini C, Schillaci G, Quartuccio L, Priori R, Carubbi F, et al.
Cardiovascular Disease Risk Burden in Primary Sjögren’s Syndrome: Results
of a Population-Based Multicentre Cohort Study. J Intern Med (2015)
278:185–92. doi: 10.1111/joim.12346

9. Juarez M, Toms TE, de Pablo P, Mitchell S, Bowman S, Nightingale P,
et al. Cardiovascular Risk Factors in Women With Primary Sjögren’s
Syndrome: United Kingdom Primary Sjögren’s Syndrome Registry
Results. Arthritis Care Res (Hoboken) (2014) 66:757–64. doi: 10.1002/
acr.22227

10. Berardicurti O, Ruscitti P, Cipriani P, Ciccia F, Liakouli V, Guggino G.
Cardiovascular Disease in Primary Sjögren’s Syndrome. Rev Recent Clin Trials
(2018) 13:164–9. doi: 10.2174/1574887113666180315130336

11. Tarn JR, Howard-Tripp N, Lendrem DW, Mariette X, Saraux A, Devauchelle-
Pensec V, et al. Symptom-Based Stratification of Patients With Primary
Sjögren’s Syndrome: Multi-Dimensional Characterisation of International
Observational Cohorts and Reanalyses of Randomised Clinical Trials.
Lancet Rheumatol (2019) 1:e85–94. doi: 10.1016/S2665-9913(19)30042-6

12. Ng W-F, Bowman SJ, Griffiths BUKPSSR study group. United Kingdom
Primary Sjogren’s Syndrome Registry–a United Effort to Tackle an Orphan
Rheumatic Disease. Rheumatol (Oxford) (2011) 50:32–9. doi: 10.1093/
rheumatology/keq240

13. Vitali C, Bombardieri S, Jonsson R, Moutsopoulos HM, Alexander EL,
Carsons SE, et al. Classification Criteria for Sjögren’s Syndrome: A Revised
Frontiers in Immunology | www.frontiersin.org 6
Version of the European Criteria Proposed by the American-European
Consensus Group. Ann Rheum Dis (2002) 61:554–8. doi: 10.1136/ard.61.6.554

14. Seror R, Bowman SJ, Brito-Zeron P, Theander E, Bootsma H, Tzioufas A, et al.
EULAR Sjogren’s Syndrome Disease Activity Index (ESSDAI): A User Guide.
RMD Open (2015) 1:e000022. doi: 10.1136/rmdopen-2014-000022

15. Seror R, Ravaud P, Mariette X, Bootsma H, Theander E, Hansen A, et al.
EULAR Sjogren’s Syndrome Patient Reported Index (ESSPRI): Development
of a Consensus Patient Index for Primary Sjogren’s Syndrome. Ann Rheum
Dis (2011) 70:968–72. doi: 10.1136/ard.2010.143743

16. Zigmond AS, Snaith RP. The Hospital Anxiety and Depression Scale. Acta
Psychiatr Scand (1983) 67:361–70. doi: 10.1111/j.1600-0447.1983.tb09716.x

17. Bowman SJ, Hamburger J, Richards A, Barry RJ, Rauz S. Patient-Reported
Outcomes in Primary Sjogren’s Syndrome: Comparison of the Long and Short
Versions of the Profile of Fatigue and Discomfort–Sicca Symptoms Inventory.
Rheumatol (Oxford) (2009) 48:140–3. doi: 10.1093/rheumatology/ken426

18. R Core Team. R: A Language and Environment for Statistical Computing.
Vienna, Austria: R Foundation for Statistical Computing (2021). Available at:
https://www.R-project.org/.

19. JMP®, Version 15. Cary, NC: SAS Institute Inc. (2021) p. 1989–2021.
20. Yokoe I, Kobayashi H, Nishiwaki A, Nagasawa Y, Kitamura N, HaraokaM, et al.

Asymptomatic Myocardial Dysfunction was Revealed by Feature Tracking
Cardiac Magnetic Resonance Imaging in Patients With Primary Sjögren’s
Syndrome. Int J Rheum Dis (2021) 24:1482–90. doi: 10.1111/1756-185X.14227

21. Yang D-H, Wang Y-H, Pan L-F, Wei JC-C. Cardiovascular Protection of
Hydroxychloroquine in Patients With Sjögren’s Syndrome. J Clin Med (2020)
9:E3469. doi: 10.3390/jcm9113469

Conflict of Interest: W-FN has undertaken clinical trials and provided
consultancy or expert advice in the area of Sjögren’s syndrome to the following
companies: GlaxoSmithKline, MedImmune, UCB, Abbvie, Roche, Eli Lilly,
Takeda, Resolves Therapeutics, Sanofi, Novartis and Nascient.

The remaining authors declare that the research was conducted in the absence of
any commercial or financial relationships that could be construed as a potential
conflict of interest.

Publisher’s Note: All claims expressed in this article are solely those of the authors
and do not necessarily represent those of their affiliated organizations, or those of
the publisher, the editors and the reviewers. Any product that may be evaluated in
this article, or claim that may be made by its manufacturer, is not guaranteed or
endorsed by the publisher.

Copyright © 2022 Tarn, Lendrem, Barnes, Casement and Ng. This is an open-access
article distributed under the terms of the Creative Commons Attribution License
(CC BY). The use, distribution or reproduction in other forums is permitted, provided
the original author(s) and the copyright owner(s) are credited and that the original
publication in this journal is cited, in accordance with accepted academic practice. No
use, distribution or reproduction is permitted which does not comply with these terms.
April 2022 | Volume 13 | Article 864448

https://doi.org/10.1111/joim.13451
https://doi.org/10.1111/joim.13451
https://doi.org/10.2147/CLEP.S47399
https://doi.org/10.1007/978-1-60327-957-4_17
https://doi.org/10.1093/rheumatology/key329
https://doi.org/10.1136/lupus-2021-000526
https://doi.org/10.3899/jrheum.090942
https://doi.org/10.1186/s40064-015-1557-7
https://doi.org/10.1111/joim.12346
https://doi.org/10.1002/acr.22227
https://doi.org/10.1002/acr.22227
https://doi.org/10.2174/1574887113666180315130336
https://doi.org/10.1016/S2665-9913(19)30042-6
https://doi.org/10.1093/rheumatology/keq240
https://doi.org/10.1093/rheumatology/keq240
https://doi.org/10.1136/ard.61.6.554
https://doi.org/10.1136/rmdopen-2014-000022
https://doi.org/10.1136/ard.2010.143743
https://doi.org/10.1111/j.1600-0447.1983.tb09716.x
https://doi.org/10.1093/rheumatology/ken426
https://www.R-project.org/
https://doi.org/10.1111/1756-185X.14227
https://doi.org/10.3390/jcm9113469
http://creativecommons.org/licenses/by/4.0/
http://creativecommons.org/licenses/by/4.0/
https://www.frontiersin.org/journals/immunology
http://www.frontiersin.org/
https://www.frontiersin.org/journals/immunology#articles

	Comorbidities in the UK Primary Sj&ouml;gren’s Syndrome Registry
	Introduction
	Methods
	Results
	Discussion
	Data Availability Statement
	Ethics Statement
	Author Contributions
	Funding
	Acknowledgments
	Supplementary Material
	References



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /PageByPage
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages false
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 1
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages false
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.40
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /ENU (T&F settings for black and white printer PDFs 20081208)
  >>
  /ExportLayers /ExportVisibleLayers
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks true
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


