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What's new?

New Classification Criteria for Primary Sjogren's Syndrome and
Salivary Gland Ultrasonography

Kyung-Ann Lee, Hae-Rim Kim, and Sang-Heon Lee

Division of Rheumatology, Department of Internal Medicine, Konkuk University Medical Center,
Konkuk University School of Medicine, Seoul, Korea

Primary Sjogren’s syndrome (pSS) is a chronic autoimmune inflammatory disorder characterized by lymphocytic infiltration of
exocrine organs. Since 1965, several sets of classification criteria for pSS have been proposed by single experts or groups of multi-
disciplinary specialists. In 2002, the American-European Consensus Group proposed new classification criteria, which have been
widely used in both clinical trials and routine clinical practice. In 2012, updated classification criteria were approved by the
American College of Rheumatology (ACR). The existence of two different sets of criteria emphasized the need for an international
consensus. Using methods consistent with those employed to develop recent ACR/European League Against Rheumatism
(EULAR)-approved criteria, new ACR/EULAR classification criteria for pSS were developed and endorsed in 2016. Salivary
gland ultrasonography (SGUS) is a new imaging tool used to detect salivary gland abnormalities in pSS patients. Several reports on
the utility of SGUS for pSS diagnosis have appeared. This review focuses on the new 2016 ACR/EULAR classification criteria for
PSS and the clinical application of SGUS in patients with pSS. (Korean J Med 2017;92:499-505)
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Table 1. Revised intemational classification criteria for Sjogren’s syndrome proposed by the American-European Consensus Group [4]

1. Ocular symptoms: a positive response to at least one of the following questions:

1. Have you had daily, persistent, troublesome dry eyes for more than 3 months?

2. Do you have a recurrent sensation of sand or gravel in the eyes?

3. Do you use tear substitutes more than 3 times a day?

II. Oral symptoms: a positive response to at least one of the following questions:

1. Have you had a daily feeling of dry mouth for more than 3 months?

2. Have you had recurrently or persistently swollen salivary glands as an adult?

3. Do you frequently drink liquids to aid in swallowing dry food?

MI. Ocular signs - that is, objective evidence of ocular involvement defined as a positive result for at least one of the following two tests:
1. Schirmer's test, performed without anesthesia (< 5 mm in 5 minutes)
2. Rose Bengal score or other ocular dye score (> 4 according to van Bijsterveld's scoring system)

IV. Histopathology: in minor salivary glands (obtained through normal appearing mucosa) focal lymphocytic sialoadenitis, evaluated by
an expert histopathologist, with a focus score > 1, defined as number of lymphocytic foci (which are adjacent to normal-appearing
mucous acini and contain more than 50 lymphocytes) per 4 mm’ of glandular tissue

V. Salivary gland involvement: objective evidence of salivary gland involvement defined by a positive result for at least one of the fol-

lowing diagnostic tests:

1. Unstimulated whole salivary flow (< 1.5 mL in 15 minutes)

2. Parotid sialography showing the presence of diffuse sialectasias (punctate, cavitary or destructive pattern), without evidence of ob-

struction in major ducts

3. Salivary scintigraphy showing delayed uptake, reduced concentration and/or delayed excretion of tracer

VI. Autoantibodies: presence in the serum of the following autoantibodies:

Antibodies to Ro (SSA) or La (SSB) antigens, or both

Exclusion criteria: past head and neck radiation treatment, hepatitis C infection, acquired immunodeficiency disease, preexisting lym-
phoma, sarcoidosis, graft versus host disease, and use of anticholinergic drugs (since a time shorter than 4-fold the half life of the drug);
definition of primary Sjégren’s syndrome (SS): the presence of any 4 of the 6 items is indicative of primary SS, as long as either item IV
(histopathology) or VI (serology) is positive, the presence of any 3 of the 4 objective criteria items (that is, items III, IV, V, VI); defi-
nition of secondary SS: in patients with a potentially associated disease (for instance, another well-defined connective tissue disease), the
presence of item I or item II plus any 2 from among items III, IV, and V.
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Table 2. American College of Rheumatology classification criteria 2012 [5]

Case definition requires at least 2 out of the following 3:

1. Positive serum anti-SSA and/or anti-SSB or (positive rheumatoid factor and anti-nuclear antibody > 1:320)

2. Keratoconjunctivitis sicca with ocular staining score > 3

3. Presence of focal lymphocytic sialadenitis with focus score > 1 focus/4 mm’ in labial salivary gland biopsies

Exclusion criteria: past head and neck radiation treatment, hepatitis C infection, acquired immunodeficiency disease, preexisting lym-

phoma, sarcoidosis, graft versus host disease, use of anticholinergic drugs (since a time shorter than 4-fold the half-life of the drug), and

IgG4 related disease.
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Table 3. American College of Rheumatology/European League Against Rheumatism classification criteria for primary Sjogren’s syn-
drome (SS): The classification of primary SS applies to any individual who meets the inclusion criteria,” does not have any of the con-
ditions listed as exclusion criteria,” and has a score of > 4 when the weights from the five criteria items below are summed [2]

Item

Weight/score

Labial salivary gland with focal lymphocytic sialadenitis and focus score of > 1 foci/4 mm™

Anti-SSA/Ro-positive

Ocular Staining Score > 5 (or van Bijsterveld score > 4) in at least one eyed’e

Schirmer’s test < 5 mm/5 min in at least one eyeCl
Unstimulated whole saliva flow rate < 0.1 mL/min®'

—_— = W

“These inclusion criteria are applicable to any patient with at least one symptom of ocular or oral dryness, defined as a positive response
to at least one of the following questions: (1) have you had daily, persistent, troublesome dry eyes for more than 3 months? (2) do you
have a recurrent sensation of sand or gravel in the eyes? (3) do you use tear substitutes more than three times a day? (4) have you had a
daily feeling of dry mouth for more than 3 months? (5) do you frequently drink liquids to aid in swallowing dry food? or in whom there
is suspicion of SS from the European League Against Rheumatism SS Disease Activity Index questionnaire (at least one domain with a

positive item).

"Exclusion criteria include prior diagnosis of any of the following conditions, which would exclude diagnosis of SS and participation in
SS studies or therapeutic trials because of overlapping clinical features or interference with criteria tests: (1) history of head and neck ra-
diation treatment, (2) active hepatitis C infection (with confirmation by polymerase chain reaction), (3) acquired immunodeficiency dis-
ease, (4) sarcoidosis, (5) amyloidosis, (6) graft-versus-host disease, (7) [gG4-related disease.

“The histopathologic examination should be performed by a pathologist with expertise in the diagnosis of focal lymphocytic sialadenitis

and focus score count, using the protocol described by Daniels et al. [1

9.

%Patients who are normally taking anticholinergic drugs should be evaluated for objective signs of salivary hypofunction and ocular dry-
ness after a sufficient interval without these medications in order for these components to be a valid measure of oral and ocular dryness.
‘Ocular Staining Score described by Whitcher et al. [20]; van Bijsterveld score described by van Bijsterveld [21].

"Unstimulated whole saliva flow rate measurement described by Navazesh and Kumar [22].
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Figure 1. Ultrasonography of the parotid and submandibular glands. (A) A normal parotid gland. (B) A parotid gland with evident in-
homogeneity and multiple hypoechoic areas. (C) A parotid gland with gross inhomogeneity, multiple hypoechoic areas, and decreased

echogenicity. (D) A normal submandibular gland. (E) A submandibular gland with evident inhomogeneity and multiple hypoechoic
areas. (F) A submandibular gland with gross inhomogeneity, multiple hypoechoic areas, and decreased echogenicity.
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