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Correlation Between Subjective and Objective Severity of Oral 
and Ocular Dryness in Primary Sjögren Syndrome
David A. Ripsman1 and Arthur A.M. Bookman2

ABSTRACT. Objective. Sjögren syndrome (SS) is a common autoimmune disease primarily affecting the eyes and mouth. 
With no single gold standard test for its diagnosis, accurate identification of patients with SS continues to be 
challenging. We aimed to assess the correlation of ocular and oral symptoms of dryness with objective mea-
sures in order to evaluate reliability in the screening of primary SS (pSS) in clinical practice.

 Methods. We conducted a cross-sectional analysis of pre-screened pSS and sicca control patients assessed in 
the Multidisciplinary Sjögren’s Clinic at the University Health Network in Toronto. The signs, symptoms, 
and objective measure of oral and ocular dryness and damage of each patient were prospectively recorded 
using a standardized protocol.

 Results. Subjective measures of severity for xerophthalmia and xerostomia correlated in general with objec-
tive severity. Oral symptoms tend to have a stronger correlation with objective findings than ocular symp-
toms. Many patients with few or insignificant eye symptoms had profound ocular dryness and damage. 
Similarly, some patients with few or no symptoms of oral dryness had profound objective salivary hypofunc-
tion. The absence of symptoms does not rule out profound eye and mouth dryness or damage.

 Conclusion. Although objective measures of xerostomia may not be practical for general population 
screening, it is crucial that practicing specialists perform objective testing of all patients suspected of pSS, 
instead of relying on symptoms. Without objective testing, the physician cannot ensure the diagnosis of pSS 
and that the existence of significant damage is not overlooked and left untreated.

 Key Indexing Terms: cohort analysis, correlation study, dry eye, mouth dryness, Sjögren syndrome, symptom 
evaluation
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Sjögren syndrome (SS) is one of the most common autoimmune 
conditions.1 It is characterized by a lymphocytic invasion and 
destruction of exocrine glands, primarily affecting the lacrimal 
and salivary glands.1,2 The condition can lead to punctate erosions 
of the corneal surface3 and dental damage. Extraglandular mani-
festations of this syndrome also can occur, affecting, for example, 
the musculoskeletal, neurological, and respiratory systems.2 The 
disease can affect quality of life, physical function, and health 
costs.4,5,6,7 A lack of patient understanding of the symptoms 
caused by their disease has been cited as one of the major psycho-
logical concerns of patients with SS.4 Prompt diagnosis is crucial, 
both to help provide patients with insight into their condition 
and to initiate treatment to mitigate the accumulation of dental 
caries and decay, punctate epithelial erosions, or even corneal 
melts.8

 There has been an evolution in classification criteria for this 
condition, aiming at identification of patients for study and clin-
ical trials. In 2002, the most universally accepted criteria to date 
were published by the American European Consensus Group 
(AECG).9 For the next 10 years, 2 of the 6 criteria used to classify 
patients consisted of subjective questions used to identify symp-
toms. Despite an increasing shift toward objective items, the 
2012 internationally devised provisional American College of 
Rheumatology (ACR) classification criteria and the more recent 
2016 ACR/European League Against Rheumatism (EULAR) 
classification criteria depend at least partly upon the same ques-
tions used in 2002 to screen people.10,11,12 This is done before 
applying the more objective criteria to determine classification 
for study.
 It is unclear if relying on patient-reported symptoms is an 
effective tool to screen for the disease. Despite its relatively high 
prevalence, SS tends to be an underdiagnosed condition.8,13 
General dry eye (xerophthalmia) symptoms have not been shown 
to correlate with clinical tests for tear flow, ocular surface dryness, 
or Meibomian gland dysfunction.14 Concerningly, the diagnosis 
of dry eye by physicians tends to be more influenced by patient 
symptoms than objective measures.3 In fact, several studies have 
found poor correlation between the objective measures of dry 
eye and ocular symptoms in patients with SS.15,16,17,18

 Complaints of dry mouth (xerostomia) are not reliably associ-
ated with decreased stimulated whole salivary flow (SWSF) in a 
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general population.19 The study of 688 patients with pSS showed 
a moderate correlation between symptoms of oral dryness and 
unstimulated whole salivary flow (UWSF).18 A study of 49 
patients with pSS demonstrated that questionnaires focused on 
oral dryness correlated only weakly with SWSF and UWSF.20 
A 6-item questionnaire, with 3 questions on ocular symptoms 
and 3 questions on oral symptoms, was validated as a screening 
tool in a 154-patient cohort with rheumatic diseases, identifying 
19 patients with SS with 70% specificity.21 These questions were 
used in the European preliminary criteria for the classification of 
SS in 1993 and were subsequently incorporated as criteria in the 
AECG classification for SS published in 2002.9 These questions 
are also used as screening tools before applying the 2016 ACR/
EULAR classification criteria.9,10

 The purpose of this study was to document the associa-
tion between patient symptom severity and the scores for 
well-validated clinical tests used to diagnose and characterize 
SS. We investigated the correlation between these symptoms 
and the Schirmer test score, the van Bijsterveld staining score for 
ocular surface dryness, SWSF, UWSF, and minor salivary gland 
(MSG) biopsy focus scores.

METHODS
Patients who were assessed for pSS in the Multidisciplinary Sjögren’s 
Clinic at the University Health Network in Toronto from 1996 to 2016 
were used in this analysis. This is a cross-sectional database of a 1-time 
comprehensive evaluation of patients performed using a consistent 
protocol. Patients are pre-screened before referral to this clinic and must 
have at least 1 documented abnormality: anti-Ro antibody, abnormal 
salivary flow, or abnormal Schirmer test. This is not a general population 
study; it is an analysis of patients who have already been selected because 
they had some manifestation suggestive of SS. Approval for this data-
base study (19-5454) was obtained from the University Health Network 
Research Ethics Board. Individual consent was not deemed necessary for 
this retrospective analysis because all data are anonymized and reported in 
the conglomerate.
 Item 1 of the 6-item AECG Classification Criteria is a series of 3 ques-
tions pertaining to dry eye. Every patient in this study was asked these ques-
tions. We then used a 10-cm visual analog scale (VAS) to ask patients to 
mark the severity of their dry eye symptoms overall.
 The AECG second classification criterion is a series of 3 questions: 2 
about dry mouth (which we used for this study), and 1 about parotid gland 
swelling (which we did not use for this analysis). All patients then marked a 
VAS for severity of dry mouth symptoms.The VAS is one of the most widely 
used measures of patient symptom severity. It has often been used for study 
of patients with SS.22–29

 Objective measures of dry eye included the van Bijsterveld staining score 
for ocular surface dryness using Rose Bengal or Lissamine Green dye (≥ 4/9 
is considered abnormal) and Schirmer-1 test (≤ 5 mm/5 min is considered 
significant, where the eye secreting the least amount of tear was recorded). 
Salivary flow tests were performed with patients off all sialogogues and 
medication with known atropine side effects for 48 hours. Artificial tears 
were held for at least 2 hours before the visit. UWSF was performed with 
patients left alone in a room to drool into a container for 5 minutes. SWSF 
was performed with patients collecting saliva for 1 minute while chewing 
on a wad of wax. The volume of SWSF per minute was recorded (< 1 mL is 
considered abnormal), and volume of UWSF per minute was also recorded 
(≤ 0.1 mL/min is abnormal). All patients had an MSG biopsy. Focus score 
was determined by the same observer for all patients using a graduated slide 
with a calibrated eyepiece grid. A focus is a clump of ≥ 50 lymphocytes. One 
focus per 4 mm2 of glandular tissue is considered abnormal. Presence of SSA 

(anti-Ro) and SSB (anti-La) antibodies was determined by multiplex bead 
technology (Luminex).
 Although data collection spanned 20 years, only patients who met the 
2016 ACR/EULAR classification criteria for pSS were compared with sicca 
control patients, who have measures of dry eye or dry mouth but do not 
meet the classification criteria for pSS. Additional comparisons were made 
between patients with pSS who were very symptomatic and those who had 
few symptoms. All data were collected prospectively, on protocol, done at 
the time of the visit to the multidisciplinary clinic.
 The charts of patients who had no eye or mouth symptoms in the pSS 
cohort were reviewed in further detail. The physician who referred these 
patients, the physician who established a diagnosis of SS, the symptoms 
upon presentation, and the key criteria that helped establish a SS diagnosis 
were recorded.
Statistical analysis. Patients whose data were not recorded for a symptom 
or objective measure were excluded from the analysis for any comparison 
involving the missing measure. Both Pearson and Spearman correlation 
analyses were used to assess for linear and nonlinear relationships and to 
ensure outliers would not obscure any existing correlations. Both types of 
analyses have been employed to assess dry eye data in the past.14,15 For testing 
differences in the means between populations of patients, 2-sided t  tests 
were employed to provide an unbiased comparison of the groups.

RESULTS
The database contained 619 patients. There were 97 patients 
who had an associated connective tissue disorder and were 
not included in the analysis. There were 385 patients who met 
the 2016 ACR/EULAR classification criteria for SS and 137 
patients who did not meet the criteria; 1 patient without SS was 
discarded due to missing data. The 136 patients who did not 
meet classification criteria for SS and did not have a connective 
tissue disease were used as the sicca control group.
 The sicca control group had a slightly lower proportion of 
females 115/136 (85%) compared to the pSS cohort 349/385 
(91%; Table  1). The average age in the sicca control group 
(55.2  ±  14.4 yrs, range 24–79) was slightly older than the 
average age of patients presenting with pSS (52.8  ±  13.5 yrs, 
range 18–82, P < 0.05).
 The average reported VAS score of dry eye in the pSS cohort 
(6.2 ± 2.7) was significantly higher than the sicca control cohort 
(5.6  ±  2.9, P  <  0.05). Severity of symptoms did not differen-
tiate the 2 groups. We documented that 101/333 (30%) of the 

Table 1. Characteristics of patients with pSS and sicca controls.

 pSS, n = 385 Sicca Controls, n = 136

Female sex 349/385 (91) 115/136 (85)
Age, yrs, mean ± SD (range) 52.8 ± 13.5* (18–82) 55.2 ± 14.4* (24–79)
UWSF ≤ 0.1 mL/min 233/262 (89) 30/38 (68)
SWSF < 1 mL/min 284/380 (75) 51/130 (39)
van Bijsterveld score ≥ 4 311/382 (81) 41/133 (31)
Schirmer test ≤ 5  278/385 (72) 62/134 (46)
Biopsy focus score ≥ 1 303/356 (85) 11/101 (11)
Anti-La–positive  225/381 (59) 7/135 (5.2)
Anti-Ro–positive  326/382 (85) 6/135 (4.4)

Values are expressed as n/N (%) unless otherwise indicated. *  P < 0.05 
between pSS and sicca cohorts. pSS: primary Sjögren syndrome; SWSF: 
stimulated whole salivary flow; UWSF: unstimulated whole salivary flow.
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patients with pSS and 29/79 (37%) of the sicca control patients 
reported a VAS of < 5/10. Moreover, 29/385 (7.5%) of patients 
with pSS answered no to all 3 validated screening questions for 
dry eye compared to 13% (18/136) in the sicca control group 
(Table 2).
 Within the pSS cohort, the VAS of eye dryness severity 
weakly correlated with the van Bijsterveld scores for ocular 
surface dryness (Pearson r  =  0.18, P  <  0.001, and Spearman 
ρ  =  0.19, P < 0.001; Supplementary Figure 1, available with 
the online version of this article) and the Schirmer test scores 
(r = 0.20, P < 0.001, and ρ = 0.21, P < 0.001; Supplementary 
Figure 2).
 The 29 patients with pSS who answered no to all 3 screening 
questions for dry eye were further characterized (Table 3). They 
were found to report a lower VAS score (average 1.9  ±  1.0) 
compared to the 356 patients with at least 1 positive answer 
(6.5  ±  2.5, P  <  0.0001). A similar proportion of abnormal 
van Bijsterveld scores (≥  4/9) was found in the symptomatic 

288/353 (82%) and the asymptomatic 23/29 (79%) patients. 
Abnormal Schirmer tests (≤ 5 mm/5 min) were documented in 
the symptomatic 259/356 (73%) and the asymptomatic 19/29 
(66%) groups of patients with similar frequency as well.
 Many of the pSS patients with significant eye dryness or 
damage had few eye symptoms (Table  4). Among the patients 
with some ocular dryness (Schirmer score ≤ 5), 19/278 (6.8%) 
answered in the negative to all 3 validated screening questions 
for ocular symptoms and 64/237 (27%) reported a VAS of 
< 5 for severity of dry eye. Of patients who had profound eye 
dryness (Schirmer score < 3), 13/168 (7.7%) reported they did 
not have any eye symptoms while 33/141 (23%) reported a VAS 
of < 5. Similarly, of the patients with significant ocular surface 
dryness (van Bijsterveld score ≥ 4), 23/311 (7.4%) answered no 
to the 3 validated screening questions and 76/274 (28%) had a 
VAS for severity of ocular dryness of < 5. Of the patients who 
had profound ocular surface dryness (van Bijsterveld score ≥ 7), 
4/144 (2.8%) reported they did not have any eye symptom and 
24/133 (18%) had a VAS of < 5 for dry eye.
 Average reported VAS for dry mouth in the pSS cohort 
(6.6  ±  2.5) was significantly higher than in the sicca controls 
(5.6 ± 2.9, P < 0.05; Table 2). In the patients with pSS, the VAS 
of severity for dry mouth correlated significantly with UWSF 
(r = 0.29, P < 0.0001 and ρ = 0.47, p < 0.0001, Supplementary 
Figure 3, available with the online version of this article) 
and SWSF (r = 0.43, P < 0.0001 and ρ = 0.48, P < 0.0001; 
Supplementary Figure 4). The VAS for mouth dryness severity 
also correlated, to a lesser extent, with the MSG focus score 
(r = 0.25, P < 0.0001 and ρ = 0.25, P < 0.0001; Supplementary 
Figure 5).
 The 12 patients with pSS who answered no to the 2 screening 
questions for dry mouth were further characterized (Table  3). 
They were found to report a lower VAS score (average VAS 
0.8 ± 0.8) compared to the 356 patients with at least 1 positive 
answer (6.8 ± 2.3, P < 0.0001). Abnormal UWSF (< 1 mL/min) 
was more common in the symptomatic patients (227/257 
[88%]) than the asymptomatic (5/7 [71%]) patients. Abnormal 
SWSF (≤ 1.5 mL/15 min) was found substantially more often 
in the symptomatic (282/368 [77%]) than the asymptomatic 
(2/12 [17%]) group of patients. A similar proportion of posi-
tive biopsy focus score (≥ 1 focus per 4 mm2) was found in the 
symptomatic 294/345 (85%) and the asymptomatic 9/11 (82%) 
patients.
 Despite the correlations between oral symptoms and diag-
nostic tests, patients with abnormal and even extremely abnormal 

Table 2. Severity and absence of symptoms in patients with pSS and sicca 
controls.

 pSS,  Sicca Controls, 
 n = 385 n = 136 

VAS for dry eye, mean ± SD 6.2 ± 2.7* 5.6 ± 2.9*
Eye VAS < 5, n/N (%) 101/333 (30) 29/79 (37)
No symptoms in 3-question eye screen, 
    n/N (%) 29/385 (7.5) 18/136 (13)
VAS for dry mouth, mean ± SD 6.6 ± 2.5* 5.6 ± 2.9*
Mouth VAS < 5, n/N (%) 78/335 (23) 32/80 (40)
No symptoms in 2-question mouth 
    screen, n/N (%) 12/385 (3.1) 19/136 (14)

* P < 0.05 between pSS and sicca cohorts. pSS: primary Sjögren syndrome; 
VAS: visual analog scale. 

Table 3. Objective ocular and oral dryness in symptomatic and asymptom-
atic patients with primary Sjögren syndrome. 

 Eye Symptoms,  No Eye Symptoms, 
 n = 356 n = 29

VAS for eye distress, mean ± SD 6.5 ± 2.5* 1.9 ± 1.0*
van Bijsterveld score ≥ 4 288/353 (82) 23/29 (79)
Schirmer score ≤ 5 259/356 (73) 19/29 (66)

 Mouth Symptoms,  No Mouth Symptoms, 
 n = 373 n = 12

VAS for mouth distress, 
   mean ± SD 6.8 ± 2.3* 0.8 ± 0.8*
UWSF ≤ 0.1 mL/min 227/257 (88) 5/7 (71)
SWSF < 1 mL/min 282/368 (77) 2/12 (17)
Biopsy focus score ≥ 1 294/345 (85) 9/11 (82)

Values are expressed as n/N (%) unless otherwise indicated. * P < 0.0001 
between those with and those without eye or mouth symptoms; SD used as 
error range. SWSF: stimulated whole salivary flow; UWSF: unstimulated 
whole salivary flow; VAS: visual analog scale.

Table 4. Primary Sjögren syndrome patients with limited symptoms and 
severe objective signs of eye dryness.

 No Eye Symptoms Eye dryness VAS < 5

Schirmer score ≤ 5 19/278 (6.8) 64/237 (27)
Schirmer score < 3 13/168 (7.7) 33/141 (23)
van Bijsterveld score ≥ 4 23/311 (7.4) 76/274 (28)
van Bijsterveld score ≥ 7 4/144 (2.8) 24/133 (18)

Values are expressed as n/N (%). VAS: visual analog scale.
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UWSFs, SWSFs, and biopsy focus scores did not consistently 
express dramatic mouth symptoms. Among the patients with 
abnormal UWSF, 44/227 (19%) had a VAS of <  5 for oral 
dryness. Even with a UWSF ≤ 0.05 mL/15 min, 28/172 (16%) 
reported a VAS for mouth dryness of < 5/10. Similarly, findings 
were identified with low SWSF and variable severity of symp-
toms. There were a few patients with no symptoms of xerostomia 
at all, despite very reduced saliva production. Similarly, 17/111 
patients with profound inflammation on MSG biopsy (focus 
score ≥ 5) had mild symptoms of dry mouth (VAS < 5/10) and 
3/122 (2.5%) had no symptoms at all (Table 5).
 We reviewed the records of 16 patients with no eye symptoms 
to see how they presented. They were referred by family physicians 
(n  =  6), otolaryngologists (n  =  4), rheumatologists (n  =  4), an 
obstetrician (n = 1), and a dentist (n = 1). Diagnosis of pSS was 
first suggested by rheumatology (n = 14), oral pathology (n = 1), 
and pediatrics (n  =  1). Presentations in these patients included 
mouth symptoms (n = 7), parotid swelling (n = 7), dental prob-
lems (n = 1), and the birth of a baby with neonatal lupus (n = 1).
 We also reviewed the records of 7 patients with no mouth 
symptoms. Referrals came from family practice (n = 3), otolar-
yngology (n = 1), oncology (n = 1), rheumatology (n = 1), and 
ophthalmology (n = 1). These patients were diagnosed by rheu-
matologists (n = 5) and ophthalmologists (n = 2). The presenting 
symptoms in these patients included eye dryness (n  =  5), and 
facial swelling (n = 2).

DISCUSSION
Our cohort consisted exclusively of patients who were referred 
by a physician and had objective signs or serology indicative of 
potential pSS. All patients, including those used as controls, had 
some significant stigmata, which were worrisome features for SS. 
This rigorous pre-screening ensured that most patients assessed 
in the clinic did in fact have SS. However, some of these patients, 
despite having sicca syndromes, eye or mouth damage, or positive 
serology, did not have sufficient objective signs to be diagnosed 
with pSS. These patients were used as a control cohort that may 
not be representative of the larger population of patients with 
dry eye or mouth symptoms who do not have pSS. Among older 
adults, 21% of the population have symptoms of dry mouth, 
31% have symptoms of dry eye, and over 10% have symptoms 
of both.30 However, contrasting our patient population with 

pSS against our sicca control group may give us some indication 
of the differences from an unselected general population with 
dry eye or dry mouth complaints. From what we can see in the 
comparisons that we have made between our patients with SS 
and sicca control group, there appear to be significant caveats to 
depending upon the VAS score and questionnaires for selecting 
patients who might have pSS.
 Most of the patients in the SS and control cohorts had eye 
and mouth complaints. While there were more intense eye 
and mouth symptoms as measured by VAS in the pSS cohort 
compared to the sicca controls, the difference was very modest. 
A significant portion of patients reported very minor or no 
eye symptoms in both groups. Corneal neuropathy, which can 
be caused by pSS, may impair symptom correlation with eye 
damage or tear dysfunction as captured by the Schirmer test 
or van Bijsterveld score.31,32 This may be a confounding factor 
limiting the reliability of symptoms for identifying objective 
findings in the patients with pSS in our cohort. A small number 
of patients with pSS reported no mouth symptoms and more 
reported symptoms of minor intensity. There were only slight 
differences in symptom severity between patients with pSS and 
sicca controls. In some cases, symptoms were absent.
 The closest linear relationship in this cohort was the correla-
tion between SWSF and symptoms of mouth dryness. Other 
studies have also found a closer correlation between SWSF and 
symptom severity than between UWSF and symptom severity.20 
Patients tend to be most aware of and distressed by a lack of 
salivary production when eating. Interestingly, SWSF tests have 
also been shown to correlate more closely with the biopsy results 
than UWSF.33

 In the general population, it is quite likely that the correlation 
of symptoms with objective signs will be even weaker. Ultimately, 
the diagnosis of pSS must be made using objective measures. Too 
often, rheumatologists screen for this condition by asking about 
dryness, but do not perform simple screening tests when appro-
priate, other than serology. As we have demonstrated, objective 
tests play a key role in identifying those patients with pSS who 
have limited or atypical symptoms. Schirmer test and UWSF 
can easily be performed in the physician’s office and can provide 
more effective tools for determining whether further investiga-
tion is required.
 Consequently, we recommend an examination that includes 
objective measures, such as Schirmer test and UWSF, for all 
patients who present to a rheumatologist with symptoms, labo-
ratory findings, or history that can be consistent with pSS.

ACKNOWLEDGMENT
The authors want to give full credit to Dr. Barbara Caffery, Dr. Allan 
Slomovic, and Dr. John Rutka who played a key role in the evaluation of the 
patients who are being reviewed in this database.

ONLINE SUPPLEMENT
Supplementary material accompanies the online version of this article.

REFERENCES
 1. Patel R, Shahane A. The epidemiology of Sjögren’s syndrome. Clin 

Epidemiol 2014;6:247-55.

Table 5. Primary Sjögren syndrome patients with severe objective signs and 
limited symptoms of oral dryness. 

 No Mouth  Mouth Dryness 
 Symptoms VAS < 5

UWSF ≤ 1.5 mL/15 min 5/233 (2.1) 44/227 (19)
UWSF ≤ 0.5 mL/15 min 3/193 (1.6) 28/172 (16)
SWSF < 1 mL/min 2/284 (0.7) 28/244 (11)
SWSF < 0.5 mL/min 1/193 (0.5) 12/157 (7.6)
Biopsy focus score ≥ 1 9/303 (3) 73/312 (24)
Biopsy focus score ≥ 5 3/122 (2.5) 17/111 (15)

Values are expressed as n/N (%). SWSF: stimulated whole salivary flow; 
UWSF: unstimulated whole salivary flow; VAS: visual analog scale.

 www.jrheum.orgDownloaded on April 23, 2024 from 

http://www.jrheum.org/


1294 pSS testing and symptomatology

Personal non-commercial use only. The Journal of Rheumatology Copyright © 2021. All rights reserved. Personal non-commercial use only. The Journal of Rheumatology Copyright © 2021. All rights reserved.

 2. Ienopoli S, Carsons SE. Extraglandular manifestations of primary 
Sjögren’s syndrome. Oral Maxillofac Surg Clin North Am 
2014;26:91-9.

 3. Begley CG, Chalmers RL, Abetz L, Venkataraman K, Mertzanis P, 
Caffery BA, et al. The relationship between habitual  
patient-reported symptoms and clinical signs among patients 
with dry eye of varying severity. Invest Ophthalmol Vis Sci 
2003;44:4753-61.

 4. Kotsis K, Voulgari PV, Tsifetaki N, Drosos AA, Carvalho AF, 
Hyphantis T. Illness perceptions and psychological distress 
associated with physical health-related quality of life in primary 
Sjögren’s syndrome compared to systemic lupus erythematosus and 
rheumatoid arthritis. Rheumatol Int 2014;34:1671-81.

 5. Al-Ezzi MY, Pathak N, Tappuni AR, Khan KS. Primary Sjögren’s 
syndrome impact on smell, taste, sexuality and quality of life 
in female patients: a systematic review and meta-analysis. Mod 
Rheumatol 2017;27:623-9.

 6. Liu Z, Dong Z, Liang X, Liu J, Xuan L, Wang J, et al. Health-related 
quality of life and psychological status of women with primary 
Sjögren’s syndrome: a cross-sectional study of 304 Chinese patients. 
Medicine 2017;96:e9208.

 7. Lackner A, Ficjan A, Stradner MH, Hermann J, Unger J, Stamm 
T, et al. It’s more than dryness and fatigue: the patient perspective 
on health-related quality of life in primary Sjögren’s syndrome - a 
qualitative study. PLoS One 2017;12:e0172056.

 8. Kassan SS, Moutsopoulos HM. Clinical manifestations and early 
diagnosis of Sjögren syndrome. Arch Intern Med 2004; 
164:1275-84.

 9. Vitali C, Bombardieri S, Jonsson R, Moutsopoulos HM, Alexander 
EL, Carsons SE, et al; European Study Group on Classification 
Criteria for Sjögren’s Syndrome. Classification criteria for Sjögren’s 
syndrome: a revised version of the European criteria proposed 
by the American-European Consensus Group. Ann Rheum Dis 
2002;61:554-8.

 10. Shiboski CH, Shiboski SC, Seror R, Criswell LA, Labetoulle M, 
Lietman TM, et al; International Sjögren’s Syndrome Criteria 
Working Group. 2016 American College of Rheumatology/
European League Against Rheumatism Classification Criteria 
for primary Sjögren’s syndrome: a consensus and data-driven 
methodology involving three international patient cohorts. Arthritis 
Rheumatol 2017;69:35-45.

 11. Douglas L. Facilitating timely diagnosis of Sjögren’s Syndrome. BDJ 
Team 2018;5:18026.

 12. Beckman KA, Luchs J, Milner MS. Making the diagnosis of Sjögren’s 
syndrome in patients with dry eye. Clin Ophthalmol 2016; 
10:43-53.

 13. Akpek, EK, Bunya VY, Saldanha IJ. Sjögren’s syndrome: more than 
just dry eye. Cornea 2019;38:658-61.

 14. Nichols KK, Nichols JJ, Mitchell GL. The lack of association 
between signs and symptoms in patients with dry eye disease. 
Cornea 2004;23:762-70.

 15. Adatia FA, Michaeli-Cohen A, Naor J, Caffery B, Bookman A, 
Slomovic A. Correlation between corneal sensitivity, subjective dry 
eye symptoms and corneal staining in Sjögren’s syndrome. Can J 
Ophthalmol 2004; 39:767-71.

 16. Bunya VY, Langelier N, Chen S, Pistilli M, Vivino FB,  
Massaro-Giordano G. Tear osmolarity in Sjögren syndrome. Cornea 
2013;32:922-7.

 17. Cho MA, Ko JY, Kim YK, Kho HS. Salivary flow rate and clinical 
characteristics of patients with xerostomia according to its aetiology. 
J Oral Rehabil 2010;37:185-93.

 18. Zeev MS, Miller DD, Latkany R. Diagnosis of dry eye disease and 
emerging technologies. Clin Ophthalmol 2014; 8:581-90.

 19. Farsi NM. Signs of oral dryness in relation to salivary flow rate, pH, 
buffering capacity and dry mouth complaints. BMC Oral Health 
2007;7:15.

 20. Hijjaw O, Alawneh M, Ojjoh K, Abuasbeh H, Alkilany A, Qasem 
N, et al. Correlation between Xerostomia Index, Clinical Oral 
Dryness Scale, and ESSPRI with different hyposalivation tests. 
Open Access Rheumatol 2019;11:11-8.

 21. Brun JG, Jacobsen H, Kloster R, Cuida M, Johannesen AC, 
Høyeraal HM, et al. Use of a sicca symptoms questionnaire for the 
identification of patients with Sjögren’s syndrome in a heterogeneous 
hospital population with various rheumatic diseases. Clin Exp 
Rheumatol 1994;12:649-52.

 22. Duret PM, Meyer N, Saraux A, Devauchelle-Pensec V, Seror R, 
Le-Guern V, et al. Seasonal effect on fatigue, pain and dryness in 
primary Sjögren’s syndrome. Arthritis Res Ther 2020;22:39.

 23. Cornec D, Devauchelle-Pensec V, Mariette X, Jousse-Joulin S, 
Berthelot JM, Perdriger A, et al. Development of the Sjögren’s 
Syndrome Responder Index, a data-driven composite endpoint for 
assessing treatment efficacy. Rheumatology 2015; 54:1699-708.

 24. Bowman SJ, Everett CC, O’Dwyer JL, Emery P, Pitzalis C, Ng WF, 
et al. Randomized controlled trial of rituximab and  
cost-effectiveness analysis in treating fatigue and oral dryness in 
primary Sjögren’s syndrome. Arthritis Rheumatol 2017; 69:1440-50.

 25. Forsblad-d’Elia H, Carlsten H, Labrie F, Konttinen YT, Ohlsson 
C. Low serum levels of sex steroids are associated with disease 
characteristics in primary Sjogren’s syndrome; supplementation 
with dehydroepiandrosterone restores the concentrations. J Clin 
Endocrinol Metab 2009;94:2044-51.

 26. Hartkamp A, Geenen R, Godaert GL, Bootsma H, Kruize AA, 
Bijlsma JW, et al. Effect of dehydroepiandrosterone administration 
on fatigue, well-being, and functioning in women with primary 
Sjögren Syndrome: a randomised controlled trial. Ann Rheum Dis 
2008;67:91-7.

 27.  Lee J, Koh JH, Kwok SK, Park SH. The EULAR Sjögren’s Syndrome 
Patient-Reported Index is an independent determinant of  
health-related utility values of Korean patients with primary 
Sjögren’s syndrome. Clin Exp Rheumatol 2016;34:663-7.

 28. Segal BM, Pogatchnik B, Henn L, Rudser K, Sivils KM. Pain 
severity and neuropathic pain symptoms in primary Sjogren’s 
syndrome: a comparison study of seropositive and seronegative 
Sjogren’s syndrome. Arthritis Care Res 2013;65:1291-8.

 29. Shi H, Zheng LY, Zhang P, Yu CQ. miR-146a and miR-155 
expression in PBMCs from patients with Sjögren’s syndrome. J Oral 
Pathol Med 2014;43:792-7.

 30. Wang MTM, Thomson WM, Craig JP. Association between 
symptoms of xerostomia and dry eye in older people. Cont Lens 
Anterior Eye 2020;43:99-102.

 31. Mcmonnies CW. The potential role of neuropathic mechanisms in 
dry eye syndromes. J Optom 2017;10:5-13.

 32. Akpek EK, Mathews P, Hahn S, Hessen M, Kim J, Grader-Beck T, 
et al. Ocular and systemic morbidity in a longitudinal cohort of 
Sjögren’s syndrome. Ophthalmology 2015;122;56-61.

 33. Bookman AA, Shen H, Cook RJ, Bailey D, McComb RJ, Rutka JA, 
et al. Whole stimulated salivary flow: correlation with the pathology 
of inflammation and damage in minor salivary gland biopsy 
specimens from patients with primary Sjögren’s syndrome but not 
patients with sicca. Arthritis Rheum 2011;63:2014-20.

 www.jrheum.orgDownloaded on April 23, 2024 from 

http://www.jrheum.org/

