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SUMMARY

Sjogren’s Syndrome was first reported in 1933. It is
considered to be an autoimmune disease, while genetic
factors, several viruses and other environmental
parameters may be implicated in the initiation and
development of the syndrome. The characteristic triad of
the symptoms is comprised of xerostomia, xerophthalmia
and degenerative lesions in the joints. Many organs and
systems of the organism may be affected, thus making
the diagnosis of the syndrome difficult. The diagnostic
process includes numerous parameters and tests; at
present there are seven published criteria proposed to be
used for the diagnosis of Sjogren’s Syndrome. Clinical
indications show an increased risk of malignancy for
patients with Sjogren’s Syndrome, as premalignant and
malignant changes in the salivary glands are reported.
The treatment is symptomatic, as the exact etiology of
the syndrome remains unknown. As different organs and
systems can be affecled, each patient receives different
treatment. Radical therapy is imperative only to those
patients experiencing severe functional disorders or
life-threatening complications.
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MEPIAHWH

H vooog Tou Sjogren avakolvwBnke yia p@n popd 1O
1933. Oewpeitat autoavoan vooog, eV YEVETIKOL apd-
YOVTEG, Bipopol 101 Kal GAAEG MEPIBAAAOVTIKEG TIAPALE-
TPOL Pmopouv va eumAgkovTal oy évapEn kat mv eke-
MEN TOU ouvdpouou. H ¥apakInploTiKn TPLada Twy
CUUTITOHATWY TiepthapgBavel Tnv EnpogBaipia, v Enpo-
oTopia Kat EKPUAICTIKES GAAOLOELS aTIo TIC apBpwoELS.
ErmunpooBeTta, avapépetal ENpdTnTa 010 pIVIKO BAEVVO-
YOVO, OTO GApUYYa Kal OV VTN AVATIVEUTTIKT) 080,
e OUVETIELR Ol aoBeveig va unogépouy and Bpoyxitda,
nveupovia Kal emiotaln. Alyotepo guyva napatnpeeital
XpoOvia NTatiky BAGRY, BUCAEITOURYIEG TOU KEVIPIKOU
VEUPIKOU QUOTAPATOC, TIop@Upa, TToAupuonadela kat dia-
Tapax£g Twv avoooopaplvav. Kabmhg TTIoAAd opyava kat
guoTAUATA Tou opyavicpol unopel va etmpeacTtoly, N
By vwan Tou ouvdpopou kKabioTtatal duokoAn. H dayvw-
otk dadikacia NepIAapBAVEL Lia TTANBGLEA aé mapape-
TpoUG Kat TECT Tou daBéTouv AAAoTeE AAAn evalobnaia.
Mpog To MapodV UMApXoUY ETITA BNUOCIEUPEVA KPLTHPLA
TIoU XPNooTolouvTal yia mm dayvwan meg vooou. KAwi-
kKég evdelEelg delyvouv auEnuévo Kivouvo eppaviong
KakonBelag ato guvdpope Sjogren, kabwg avapEépovTal
TIPO-KAKONBEIC KAl KAKONBOEIG AAAOIWOELG OTOUC OLaAO-
yOvoug adéveg. IXeTIKa auvnBeg eUpnpa ivat n epgavt-
on YEUDSOAEUPMOUATOC T KAKOnBoug AENpOUATOC OTd Op-
¥IKG 1 geTemelTa otadla ™meg vooou. H Beparneia Tou
ouVBPOHOU Elval CULMTWUATIKY, EQOTOoV 1) arTloAoyia Tou
Topapével ayvwotn). Kadwne dlapopeTika opyava Kal ou-
omuara npooBdiiovTal oe KaBe nepinTwon, n Bepaneu-
TIKT] aywyTn eival dlagopeTikn yia kabe aoBevn. H &npo-
OTOMIA AVTIMETWTICETAL CUMTITWHATIKA KUpWS HE TN
YORNYNan TeXvnTol GAAoU 1 claAaywyhy @appakwy. Ta
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TEXVNTA dakpUd Kal EIBIKES evudaTIKES aAOIPES XPNal-
HOTIOIOUVTAL YIa TNV avTigeTwrion me EnpogpbaApiac.
Mo pllikn Bepaneio anateital yia ekelvoug HOVOV TOUC
acbevelg nou unoépouv amnd EVIOVEG AEITOUPYIKES
dlatapaxég N epgavitouv emniokég mou BETouv T Zwn
Toug o Kivaduvo. Ta KOpTIKOOTEPOEIDY| HeTplalouv Ta
£VTOVA PAEYLOVMEN CUNMTMHATA KAL 1) KUKAO(PWOpauidn
BeATwwvel T Aettoupyia Twy eEwkpvwy adévwv o opt-
OpEVOUG aoBeveis. H xprian autwv TwV ¢apudkwy Nepto-
pifetal oe exkeivoug Toug agBeveig nou nagoucialouy
EVTOVEC PWVIKEG, OEPUATIKEG 1) TIVEULOVIKES EKONAW-
oEIC.

INTRODUCTION

Sjogren’s Syndrome (S8) is an autoimmune
disorder, which affects many systems of the or-
ganism and is characterized by generalized de-
siccation, exocrine hypofunction and serological
abnormalities’. It was first identified by a Swed-
ish physician, Hhenrik Sjogren in 19331, Sjo-
gren’s Syndrome was primarily characterized by
the typical triad xerostomia, keratoconjunctivitis
sicca (KCS) and rheumatoid arthritis2.34. It is a
chronic disorder, with its major clinical manifes-
tations resulting from changes in the exocrine
glandsS®. Due to the fact that the Sjogren’s Syn-
drome represents an immunologic ‘attack on ex-
ocrine organs, the term «autoimmune exocri-
nopathy» has been proposed®7.8910,11,12,

It has been suggested that genetic factors
and specifically certain HLA class Il antigens
have increased prevalence in Sjogren’s Syn-
drome patients'3, HLA-DR antigens on epithelial
cells in the exocrine glands may play a role in
the initiation or perpetuation of the autoimmune
reactions'-15. Moreover some studies have pro-
posed that environmental factors are responsi-
ble for the syndrome or are associated to it5.13,
Indirect evidence has supported a role for her-
peviruses [especially Epstein-Barr virus(EBV)]
and a potential role for retroviruses!2.16. Other
viruses have been proposed as being associat-
ed with SS. These include human retrovirus
type 6 (Fox et al., 1993)17 and HTLV-1 as well as
the hepatic C virus (HCV)®18.18.2021.22.23  Neyer-
theless a consistent picture does not emerge
from the studies of viruses and their relation to
SS. There is no direct, solid evidence of a pa-
thogenic role for viruses in this disease in hu-
mans®. Thus the etiology of the syndrome re-
mains obscure.

There are two types of Sjogren's Syn-
drome, the primary and the secondary typef.
Primary SS involves the eyes and the mouth,
while patients with secondary SS may have a

connective tissue disease such as rheumatoid
arthritis, lupus, polymyositis (inflammation of the
muscles), scleroderma (thickening and stiffening
of the skin- abnormality of the collagen) or poly-
artiritis nodosa (inflammation of the arteries)'4,
Primary SS presents characteristic inflammatory
cell involvement of both salivary and lacrimal
glands; on the other hand, the secondary type
includes another defined connective tissue dis-
ease, in addition to exocrine disorder®. Both
types lead to exocrine dysfunction and tissue
loss of the affected organd®. Other researchers
discern three forms of the particular syndrome:
a primary form (sicca complex), a secondary
form accompaning rheumatoid arthritis or occa-
sionally another connective tissue disease and a
third form characterized mainly by lymphoprolif-
eration of either a benign infiltrative or a malig-
nant nature'*. However, in all forms of the syn-
drome the histopathological feature that prevails
is the lymphocytic proliferation

The Sjogren syndrome shows no discrimina-
tion or eclectic appearance in any race?. It is
most commonly diagnosed in middie-aged fe-
males4,24. SS of the young people has however
been rarely described and the clinicopathologic
features in young patients have not been well
described?>. Nevertheless, it is reported that the
syndrome may be more rife among young people
than previously suspected4.10.26.27

CLINICAL FEATURES

The most common early symptom includes
progressive development of dry eyes (keratocon-
junctivitis sicca) or dry mouth (xerostomia) in a
patient with rheumatoid arthritis or the more rap-
id development of a severe oral and ocular dry-
ness (the sicca complex) often accompanied by
episodic parotitis in an otherwise healthy indivi-
dual3,

Xerostomia is attributed to the atrophic pro-
cedures taking place in the parenchyma of the
major salivary glands. Out of 50% of the cases
with S8 the parotid glands display inflammatory
swelling and have a dough-like texture. This
symmetrical, often recurrent condition be may
also accompanied by fever, tenderness or ery-
thema. Enlargement of the remaining major
glands is more rare34.28,

In some cases dysphagia is reported.The
oral mucosa Is dry, red, while pseudomem-
branes and ulcers may be present. The tongue
Is also dry and reddish; the lips often have angu-
lar cheilitis. In later stages and due to the atro-
phy of the epithelium, the oral mucosa and the
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tongue gradually become smooth and glossy*.
The distressing symptoms of salivary insufficien-
cy include: difficulty with chewing, swallowing
and phonation, adherence of food to buccal
surfaces, fissures and ulcers of the tongue, buc-
cal membrane and lips (particularly at the cor-
ners of the lips), the need for frequent ingestion
of liquids (particularly at meal times) and rampant
dental caries due to xerostomia. Dryness may
also involve the nose, the posterior pharynx, the
larynx and the tracheobronchial tree; as a result
the patients suffer from hoarseness, epistaxis
and recurrent otitis media, bronchitis or even
pneumoniaZ.

As far as the ophthalmic lesions are con-
cerned, the most prevalent symptom is the KSC,
which is characterized by the decrease in the
production and alteration in the quality of the
tears, foreign body sensation and dryness, ac-
companied by hyperemia of the oral mucosa
and the keratoid tissue’ ''. The eyes are de-
scribed as feeling «sandy» or «gritty». Other
symptoms include photosensitivity, eye fatigue,
itching and a «filmy» sensation that interferes
with vision34,

Besides salivary and lacrymal glands, the
normal function of other exocrine glands may
also be radically affected. This can lead to loss
of pancreatic secretions, dermal dryness, lack
of vaginal secretion, hypo- or achlorhydria and
renal abnormalities34.29.50,

Joints are also affected. Some of the lesions
which may appear are rheumatoid arthritis, sub-
acute arthritis and multiarthritis. All joints can be
affected, but the vertebral column may be se-
lectively affected. In further, during the last stag-
es the whole system of the joint is bound to be

TABLE |

Chinical Presentation of Sjogren’s syndrome

Sicca Symplex - xerophthalmia and xerostomia
Rheumatoid arthritis or other connective tissue dis-
order

3. Salivary gland enlargement

4. Purpura - nonthrombocytopenic; hyperglobulinemic;
vasculitis

P —

5. Renal tubular acidosis or other tubular disorder
6. Polymyopathy; Neuropathy -peripheral or cranial,
particularly trigeminal

7. Central nervous system disorder

8. Chronic liver disease

9. Chronic pulmonary disease
10. Pseudolymphoma ; Lymphoma local or generalized
11. Immunoglobulin disorder - Crvoglobulinemia; macro-

globulinemia

destroyed due to degenerative process®.

Raynaud's phenomenon occurs in 20% of
the patients, while in approximately 5% chronic
thyroiditis of the Hashimoto's type is found®. Au-
toimmune thyroid disease and involvement of the
peripheral nervous system are also report-
e31.32.33.34

As a whole, the most prevalent clinical symp-
toms of the SS are presented in the following ta-
ble 13

DIAGNOSTIC CRITERIA OF SJOGREN’S
SYNDROME

Sjogren’s Syndrome is often referred to as
the «great mimicker», because its symptoms of-
ten imitate other diseases'. Various parameters
have been used in the diagnosis of the S8, Sali-
vary gland biopsy, sialography, ultrasonography,

Schirmer’s test, positive Waaler-Rose reaction,
Latex-test, Coombs-test and the parotid salivary
flow rate4.6.3536.37,38,32,40.41,42,43,44 Biopsy of a mi-
nor salivary gland is usually used as a safe and
easy diagnostic method84546.47 A positive labial
gland biopsy showing focal accumulation of
mononuclear cells and periductal lumphocytic
infiltration has been considered to be rather
specific for Sjogren’s Syndrome™4.48.49  Sialo-
chemical examinations may be used in order to
help the diagnostic process’#4. Sialography re-
veals narrow salivary ducts and prolonged de-
tention of the substance used in this diagnostic
processt®, Ultrasonography uses ultra-sounds in
order to depict the lesions in the exocrine
glands3649, Schirmer's test is used in the diagno-
sis of KCS. It is a test of tear production, in
which a piece of filter paper is inserted over the
conjunctival sac of the lower lid with the end of
the paper hanging down, thus measuring the
moisture on the projecting paper436, The Waal-
er-Rose test is an agglutination test for rheuma-
toid factor (RF) using tanned sheep red blood
cells (SRBC) coated with subagglutinating
amounts of rabbit anti-SRBC IgG antibody2€. An-
other test is the Latex-test, which is used in or-
der to detect the presence of specific antibod-
ies. It is a type of agglutination test in which
antigen to a given antibody is absorbed to latex
particles and mixed with a solution for agglutina-
tion of these latex?. Coombs-test is used to de-
tect the presence of nonagglutinating antibod-
ies against red cells. It uses anti-human globulin
antibody to agglutinate red blood cells coated
with the nonagglutinating antibody.

The parotid salivary flow 1s measured by
stimulating secretion with citric acid; normally, 1-
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2 ml of saliva per minute are gathered in middie-
aged patients®. At present there are seven pub-
lished criteria proposed for the diagnosis of Sjo-
gren's Syndrome (Daniels, 1996)5%-31, The most
commonly used criteria are the ones from the
Copenhagen group (Manthorpe et al., 1986)%2,
the Scripps Institute (Fox et al., 1986a)5%3 and a
European study group (Vitali et al., 1993)%4,
There are marked differences in the tests used
and the sensitivity of these tests. The results may
be influenced by the definition of Sjogren's Syn-
drome used in the study, while comparison of
the studies 1s complicated by differing diagnostic
criteria for Sjogren's Syndrome®.

MALIGNANT-FPREMALIGNANT CHANGES
IN SALIVARY GLANDS

Autoimmune disorders are known to be as-
sociated with malignant lymphoma (Santana and
Rose, 1992)%5. In some cases autoimmune dis-
eases may complicate the lymphoma, but more
often malignancy arises in the context of chronic
lymphoproliferative disorders, which are thought
to have an autoimmune basis (Isaacson and
Spencer, 1993)%, These include, for example,
chronic gastritis (possibly leading to gastric can-
cer), Hashimoto's thyroiditis and Sjogren's Syn-
drome3-5,

Bunin and Talal (1963)%7 first reported the
association between SS and lymphoma; it was
shown that the risk of lymphoma development in
SS is increased 44-fold (Kassan, Moutsopoulos
1978)%8, which apart from Hashimoto’s thyroiditis
(Holm et al., 1985)%% appears to be the highest
risk of any of the autoimmune diseases.

Pseudomalignant or malignant lymphoprolif-
eration may be present initially or may develop in
later stages of the iliness. Most lymphomas be-
long to the B-cell iineage, as demonstrated by
immunophenotyping and immunogenotyping (Zul-
man et al.,, 1978)50. These cells frequently have
irregular cleaved nuclei-and resemble centrocy-
tes (Hyjek et al., 1982)8'. Pseudolymphoma is an
intermediate stage in the transition from benign
to malignant lymphoproliferation®. This term was
‘used to describe a clinically suspicious lymphop-
roliferation in the salivary tissues, where a diag-
nosis of lymphoma could not be established defi-
nitelyes,

Other clinical indications of an increased risk
of malignancy include persistent or greatly in-
creased parotid swelling, generalized lympha-
thenopathy and splenomegalysS.

TREATMENT

Because of the unknown etiology of SS,
there is only a symptomatic treatment available,
which alleviates discomfort associated with the
symptoms and limits the damaging local effects
of chronic xerostomia and xerophthalmia. -

Xerostomia is one of the main symptoms. It is
relieved by chewing gum, drinking water and
eating sugar-free candies given as sialagoges in
order to stimulate the secretion of saliva®, pro-
viding that there remains some glandular activity
intact52,

Drugs may occasionally be used to stimulate
saliva flow, but generally they are not very effec-
tive and have many side-effects®2.

Due to the decrease in the saliva flow, the
patient must be encuvased instructed in order to
keep his teeth clean, so as to reduce the dan-
ger of dental caries'®. This may be obtained by
lessening the sugar intake and by controlling the
formation of dental plaque. High level of oral hy-
giene is required, while topical fluoride applica-
tion is helpful34,

Infections of the oral cavity are not rare and
are attributed to the atrophic epithelium. Oral
candidiasis is very common to patients with SS;
it may be treated with anitfungal tablets for a
prolonged course with separate treatment of
denturesss,

Patients are also prone to mouth ulcers.
Chlorexidine mouthwash helps them heal more
rapidly. The antiseptic is used in a relatively low
concentration as the mucosa is quite sensi-
tivet-62,

As far as the eyes are concerned, ocular
dryness responds to the use of artificial tears. A
variety of «tear substitutes» is available. Soft
contact lenses may be used to protect the cor-
nea, but increase the risk of infection. Saran
wrap occlusion or diving goggles may be worn
at night in an attempt to provide tear evapora-
tion. Topical steroid use should be avoided un-
less specifically indicated, because cornea thin-
ning and subsequent perforation is bound to
accursd,

Lubricant ointments, especially to night, can
be of great help in some patients in whom symp-
toms are not put under control despite frequent
use of drops®2,

Inflammation of the conjunctiva may be prov-
en catastrophic for the ocular surface. Nowa-
days a new approach is being tried in order to
reduce the risk of inflammation and the subse-
quent unfavorable consequences. Such agents
used contain cyclosporin and bendezac ly-
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sing®2,

Some medicines must be avoided to be pre-
scribed to SS patients. Medication possessing
anticholinergic effects reduce the activity of the
autonomous nervous supply of the lachrymal
glands. Antihistamines and a few travel sickness
pilis may inhibit tear secretion, so they must not
be used by patients suffering from eye dry-
nessf,

Moreover, diuretics,. antihypertension drugs
and antidepressants may further diminish lachri-
mal and salivary secretions.

The atmospheric environment exercises an
effect to the rate of evaporation; thus, hot, dry
summer days, air conditioned rooms and frosty
winter days are not indicated for dry eye suffer-
ers because of low humidity. Room humidifiers
and plenty of plants with large leaves indoors
may be practical ways of increasing humidity®2,

More radical therapy including corticosteroid
or immunosupressive drugs and use of radiation
is necessary only to those patients with severe
functional disorders or life-threatening complica-
tions. Cyclophosphamide has improved exocrine
gland function in some individuals and de-
creased extraglandular lymphoid infiltrates. Ne-
vertheless, as malignant lymphoma may appear
as an implication of the syndrome, radiation and
immunosupressive therapy using corticosteroid
drugs is better not used. This treatment is re-
stricted to those patients with severe renal, skin
or pulmonary manifestations®8,

In conclusion, Sjogren’s Syndrome is an au-
toimmune disease, the etiology of which is not
very clear, as specific autoimmunogen and pa-
thogenic autoantibodies have not yet been iden-
tified in either the primary or secondary form of
the syndrome. Many diagnostic tests have been
proposed, but the resulis may vary as each
method uses different criteria. Future research
studies will be directed at identifying the environ-
mental factors that initiate the disease, mecha-
nisms of tolerance which are overcome as the
disorder develops and more optimal therapies to
restore glandular function and reverse the auto-
Immune process.

We would like to thank our supervisor, leciurer Mrs.
Belazi, as her help and guidance were indispensable for
the completion of this article.
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