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Review of Sjogren’s Syndrome for Primary Physicians
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The Catholic University of Korea, Seoul, Korea

Sjogren’s syndrome is a chronic systemic autoimmune disease characterized by lymphocytic infiltration of the exocrine glands

resulting in a dry mouth and eyes. The disease can present either alone or in association with other autoimmune diseases such as
rheumatoid arthritis, systemic lupus erythematosus, systemic sclerosis, and inflammatory myopathy. In addition to symptoms
caused by exocrinopathy, about half of patients present with extraglandular (systemic) manifestations including arthritis, Raynaud’s

phenomenon, lymphadenopathy, vasculitis, peripheral neuropathy, and interstitial nephritis. Patients often suffer from severe
fatigue, myalgia, and dryness, which lead to a poor quality of life. Physicians should be aware of the increased risk of lymphoma
development in patients with Sjogren’s syndrome. Currently, there are no drugs available that are able to improve the natural course
of disease, making symptom relief the primary goal of therapy. Currently, pilocarpine is the only drug clinically proven for the
treatment of dry eyes and mouth in patients with Sjogren’s syndrome. (Korean J Med 2015;89:291-294)
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Table 1. Revised international classification criteria for Sjogren’s syndrome proposed by the American-European Consensus Group in
2000 [2]

Ocular symptoms: a positive response to at least one of the following questions:
Have you had daily, persistent, troublesome dry eyes for more than 3 mon?
Do you have a recurrent sensation of sand or gravel in the eyes?
Do you use tear substitutes more than 3 times a day?
Oral symptoms: a positive response to at least one of the following questions:
Have you had a daily feeling of dry mouth for more than 3 mon?
Have you had recurrently or persistently swollen salivary glands as an adult?
Do you frequently drink liquids to aid in swallowing dry food?
Ocular signs: objective evidence of ocular involvement defined as a positive result for at least one of the following two tests:
Schirmer’s I test, performed without anesthesia (<5 mm in 5 min)
Rose bengal score or other ocular dye score (> 4 according to van Bijsterveld’s scoring system)

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 a nun%ber of lymphocytic foci (which are adjacent to normal-appearing
mucous acini and contain more than 50 lymphocytes) per 4 mm"~ of glandular tissue

Salivary gland involvement: objective evidence of salivary gland involvement defined by a positive result for at least one of the
following diagnostic tests:

Unstimulated whole salivary flow (< 1.5 mL in 15 min)

Parotid sialography showing the presence of diffuse sialectasias (punctate, cavitary, or destructive pattern), without evidence of
obstruction in the major ducts

Salivary scintigraphy showing delayed uptake, reduced concentration, and/or delayed excretion of tracer
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 (AIDS), preexisting
lymphoma, 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 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); definition 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.

Table 2. American College of Rheumatology classification criteria 2012 [3]

Case definition requires at least 2 out of the following 3:
Positive serum anti-SSA and/or anti-SSB or (positive theumatoid factor and ANA > 1:320)
Ocular staining score >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 (AIDS), preexisting
lymphoma, 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.

QML A%, T2 A% ZA0] 9, 8o Hul 2bh K OR B1= rituximab, belimumabo] gk QAAIHO] S
3t 797} ololl st Ao AEEG O} ob 17| ATH YHEAHA ohrh4s]
weka 2wl Bx o) Z4 2] k. @A) =)

= ow £IAEFF o] Az 2R H9Zo] 9T B
A7) B dHe] Ak 731_4-— SAA 7= oFA 7} == oFA| = pilocarpine©] -3-d 3t} Pilocarpine 2]
L glt}. aaAET o) A IS Aehs BYTTE B 617} G910 5 mge] oS o] 43] AT FEolshe Fo]

- 293 -



— st atska]A): A 89 | A3 &

ARH6] A57E o] §Fe® FofsiA| EHH Hol gol U
AR, P B RS Bash 498 $F 4T
314 E}k L pilocarpine S FoI3F wl= LA, A z10] A
Qo= 2.5 mgS 1Y 2-33] Fols| B Brkgo] glod Z
%H:} 50% o)/Fe] At A 7 Az, - A2 S
BAo] olek Qb A2} e 1 Aw o] AP wE ol
Qfof theFRt ®rgo] e B Thssh ok HEe)(53] A
°Pt')4 a2 w2 X2 olgshs #o| &)

JAEFE B ok A7 o]9lo] AWE S el
uH Zosih Bg 270 A3 A sjof itk
9] ofo] REsle] FA W A3 W] FrhstER 74
Sue s sl siaL juelo] ol EdhE #v, &
3}, =3, BARGRE ol Ato] B o]k 2488 £
sto] 77 ARFS o7 B st ARKSIES S,
AYelA 74718 AHgstEE A,

N
T

- 294 -

ZH A661 & 2015 —

REFERENCES

. Seror R, Ravaud P, Mariette X, et al. EULAR Sjogren's Syn-

drome Patient Reported Index (ESSPRI): development of a
consensus patient index for primary Sjogren's syndrome.
Ann Rheum Dis 2011;70:968-972.

. Vitali C, Bombardieri S, Jonsson R, et al. Classification cri-

teria for Sjogren's syndrome: a revised version of the Euro-
pean criteria proposed by the American-European Consensus
Group. Ann Rheum Dis 2002;61:554-558.

. Shiboski SC, Shiboski CH, Criswell L, et al. American Col-

lege of Rheumatology classification criteria for Sjogren's
syndrome: a data-driven, expert consensus approach in the
Sjogren's International Collaborative Clinical Alliance cohort.
Arthritis Care Res (Hoboken) 2012;64:475-487.

. Devauchelle-Pensec V, Mariette X, Jousse-Joulin S, et al.

Treatment of primary Sjogren syndrome with rituximab: a
randomized trial. Ann Intern Med 2014;160:233-242.

. Mariette X, Seror R, Quartuccio L, et al. Efficacy and safety

of belimumab in primary Sjogren's syndrome: results of the
BELISS open-label phase II study. Ann Rheum Dis 2015;
74:526-531.

. Vivino FB, Al-Hashimi I, Khan Z, et al. Pilocarpine tablets

for the treatment of dry mouth and dry eye symptoms in pa-
tients with Sjogren syndrome: a randomized, placebo-con-
trolled, fixed-dose, multicenter trial. P92-01 Study Group.
Arch Intern Med 1999;159:174-181.



