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KNUHUYKN UCTPAXYBAHA

Abstract

Secondary Sjogren’s syndrome (sSS) is a connective tissue disease characterized by xeropthalmia
and xerostomia, associated with another autoimmune disease. The prevalence of sSS in patients
with rheumatoid arthritis (RA) is different in different countries, but is assumed at 10% of all RA
patients and 20% of these have sub-clinical manifestations. This is a large subpopulation of patients
with RA, especially taking into account that the clinical implications of their coexistence are not
well explored. Aims: To analyze the effects of sSS on RA, the association between this syndrome
and disease activity and disease evolution, presence of serological and immunological markers,
disease duration and quality of life in patients with RA. Material and methods: We examined 42
patients, at the age of 18 to 70 years, diagnosed according to the criteria for classification and
diagnosis by EULAR (2010). Twenty patients were diagnosed with RA and sSS, and 22 patients with
RA without sSS. The groups were comparable regarding age, sex and disease duration. We analyzed
the incidence of sSS, association with age, sex, demographic data, disease duration, extraarticular
manifestations, and serologic tests (positive RF, anti-CCP) were also made. Disease activity was
assessed by disease activity score (DAS28) and quality of life by the health assessment questionnaire-
disability index (HAQ-DI). The number of tender and swollen joints was assessed, as well as pain
level by using the visual analogue scale (VAS), sedimentation rate (ESR), CRP, and immunological
tests (SSA, SSB, antidsDNA, ANA, antiUIsnRNP) were also made. Results: In the analyzed patients
there was no statistically significant difference in ESR, CRP, DAS28, HAQ-DI, seropositivity of RF and
anti-CCP and the presence of antidsDNA, ANA or antiUlsnRNP and disease duration. Patients in the
RA group had more tender, swollen joints and VAS. There was a statistically significant difference
in SSA and SSB levels. There was no significant difference in the treatment of patients from both
groups. Conclusion: There was no statistically significant difference in the level of disease activity
and quality of life in patients with RA compared to sSS group.
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N3Bagok

CexynmapHuot Cjerperos cunzipoM (cCC) mpeTcTaByBa 3a00/yBarbe Ha CBP3HOTO TKUBO KOe Ce KapaKTe-
PU3Kpa ITIABHO €O T0jaBa Ha KeepodhTaMuja 1 KCepocToMHja, BO CKIIOM Ha JIPYTi aBTOMMYHH 3a0071y-
Bama. [IpeBanetimjara Ha cCC Kaj maleHTH co peBMaTovieH apTputic (PA) e pasinuHa BO PasInuHi
TIPKaBH, HO ce MPeTIocTaByBa Jieka u3HecyBa okony 10% off cute natpenTu co PA, ipu wro okony 20%
01 OBHE MIMAaT CYMKIMHIIKY MaHu(ecTarin. OBa MpeTcTaByBa rofieMa Cymiony/ialyja Ha MalueHTy co
PA, Npu 1IT0 KTMHUYKUTE UMITTMKAIMY Ha KOET3KMCTUPALETO Ha JIBETe DOJIECTH CEYIITe ce HeJIOBOJHO
ucrmrany. [lemm: Jla ce anammsupaar ecbekrute Ha miojaBata Ha cCC Bp3 bormecTa, OHOCHO MOBp3a-
HOCTA Ha OBOj CHHJIPOM CO aKTMBHOCTA UM €BOJITMBHOCTA Ha OOJIECTa, MPUCYCTBOTO HA CEPOIIOUIKY 1
MIMYHOJTOITKA MapKepH, BPeMeTpaemeTo Ha 00ecTa 1 KBAJUTETOT Ha JKMBOTOT Kaj MaleHTH co PA.
Marepujan u metozu: bea ucrivranu 42 matueHTd Ha Bospact ofi 18 110 70 rofiMHu, IvjarHoCTULIMPaHNA
criopen kputepuymute Ha EULAR (2010). [[Baecet maruenty 6ea co PA u cCC u 22 matmenTu co PA 6e3
npuzpysken cCC. Tpymute bea co CTMYHM KapaKTepPUCTUKY BO OJIHOC Ha 1071, BO3PACT U BPeMeTpaekbe Ha
bonecta. bea anam3upany: mojaata Ha cCC 1 Hej3uHATa 3aBUCHOCT Of] BO3PACTA 1 TIOJIOT Ha TIAl[ieH-
TIATE, JIeMorpad)CKuUTe MOJIATOLM, TPAEETO Ha O0JTeCTa, MPUCYCTBOTO Ha BOH3MIOOHN MaHU(ecTaly, a
Oea HarpaBeHH 11 ceponoliku TecToBy (mosutuBHKOT RE, anti-CCP). AktuBHOCTa Ha Oorecta Oelie aHa-
JM3MpPaHa MPeKy MH/EKCOT Ha akTMBHOCT Ha bostect - DAS28 (Disease Activity Score 28), a KBanuteToT
Ha kuBoT Ha natmenTute npeky HAQ-DI (Health Assessment Questionnaire - Disability Index). beme
aHa/M3KpaH OPojoT Ha OOJTHY 1 OTeueHN 3r1000BH, VAS (BI3ye/iHa aHaIorHa CKasla Ha 00JTKa), CelMeH-
tatpja Ha epurport (ESR), CRP, a 6ea HaripaBern n umyHonomku Tectou (SSA, SSB antidsDNA, ANA,
antiUIsnRNP) 1 o motpeba Apyrii MIMYHONOLIKM M CEPONIOLIKM TecToBw). Pesynrati: Kaj ncraranure
TALMEeHTY HeMalle CTaTUCTHUKKM curindukanTHa pasmka Bo ESR, CRP, DAS28, HAQ-DI, ceporiosutis-
Hoct KoH RF wm anti-CCP, kako 1 rpricyctBoto Ha antidsDNA, ANA wm antiUIsnRNP, Kako 1 Tpaetse
Ha 6onecra. [latmenture Bo PA rpynara 6ea Bo rorosiem 6poj, co moBeKe oTeyeHn 3r71000B1 1 MOBUCOKa
VAS. TlocToellie CTATUCTHUKM CHTHAMUKAHTHA PA3/MKa BO MO3MTHBHOCTA Ha SSA 1 SSB aHTHTe/aTa BO
IBeTe rpymnu. Hemaiie pasika Bo JIeKyBameTo Ha MalMeHTyTe BO fiBeTe rpymi. 3akaydok: He mocrou
CTATUCTUUKY CUTHU(UKAHTHA PA3/IMKA BO HUBOTO Ha AKTMBHOCT Ha 60JieCTa 1 KBAJIMTETOT Ha JKUBOT HA
natpenTute co PA Bo criopesiba co onve co cCC.



Introduction

Sjogren’s syndrome (SS) is a chronic
autoimmune disease which afflicts
mainly the exocrine glands and is
characterized by keratoconjunctivi-
tis sicca and xerostomia'. The begin-
ning of the disease is generally slow
and patients at this time usually
complain of generalized myalgia,
arthralgia and fatigue.

Sjogren’s syndrome is considered
secondary when it is present in as-
sociation with another autoimmune
disease, even when SS was present
before the “primary” disease. Lasa-
rus et al. followed 114 patients with
primary SS in a period of 10 years
and showed that 13 of them had de-
veloped another autoimmune dis-
ease, which pointed out to a more
generalized dysfunction of the im-
mune system?.

Secondary Sjogren’s syndrome (sSS)
is considered an extraarticular
manifestation of rheumatoid ar-
thritis (RA)'. The exact prevalence
of sSS in patients with RA varies sig-
nificantly, depending on the defini-
tion of sSS, duration of RA and the
geographic region. The cumulative
prevalence of sSS in patients with
RA is 17% and 25% for duration of
RA of 10 and 30 years correspond-
ingly®. Another study from the UK
confirms the association of sSS and
RA according to disease duration?,
but a study from Norway doesn’t
show this®. This Norwegian study
shows that the minimal prevalence
of sSS in patients with RA is 7% and
that there is no association between
sSS and disease activity in RA. The
same authors point out that there
is a significant association between
lower salivary production and dis-
ease activity in RA patients®. A study
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from Austria shows sSS prevalence
of 22% in RA patients®.

The relevance of sSS in patients
with RA is clearly illustrated in the
doubling of the risk of non-Hodg-
kin’s lymphoma compared to pa-
tients with RA without sSS 7. Some
reports show increased mortality in
patients with sSS&2.

The presence of sSS may point to
a shorter life span in patients with
RA and possibly higher disease ac-
tivity. According to this, sicca symp-
toms should not be considered as ir-
relevant. It is important to explore
whether sSS influences disease ac-
tivity and the approach to treat-
ment in patients with RA in every-
day clinical practice.

The aims of our study were to exam-
ine the association of RA and SS in
regard to disease activity, function-
al ability and quality of life, extraar-
ticular manifestations, as well as
possible correlation with serologic
markers such as RF and anti-CCP
and autoantibodies such as SSA,
SSB, ANA, antidsDNA, antiUlsnRNP.
This should help us recommend a
more optimal model for treatment
and follow-up of patients with RA
and sSS.

Materials and methods

This study was conducted at the
University Clinic for Rheumatology
in Skopje, North Macedonia. All pa-
tients were recruited and followed
at this Clinic. We examined 42 pa-
tients, aged 18 to 70 years, who were
previously diagnosed with RA and
sSS, coming to the Clinic for a follow-
up visit. All patients were informed
about the goals of the study, and
they could ask relevant questions.



After signing the informed consent,
all the necessary procedures in the
study were started.

Patients were divided into two
groups, patients with RA and pa-
tients with RA and sSS. All patients
were diagnosed according to the EU-
LAR criteria for classification and
diagnosis of RA and SS. The groups
were comparable according to size,
age and sex distribution.

Patients with other autoimmune
diseases such as but not limited to
systemic lupus, sarcoidosis, anky-
losing spondylitis, Lyme disease etc.
were excluded from the study. Simi-
larly, patients with severe infec-
tions, history of irradiation of the
neck or head, history of lymphoma
or other malignant disease, or regu-
lar use of anticholinergics were ex-

cluded.

The analysis of RF and CRP were
done on a biochemical analysis ma-
chine (BioSystems A15). Levels of an-
ti-CCP and antiUlsnRNP were deter-
mined by ELISA (Elisis Duo Human),
while antidsDNA, SSA and SSB were
done on Mindray MR-96A ELISA. The
antinuclear antibodies (ANA) were
analyzed by using immunofluores-
cence, on an Olympus CX31 micro-
scope, by the same doctor certified
for the use of this method.

After collecting data, disease ac-
tivity was calculated by the use of
DAS28-ESR scale. Quality of life was
assessed with the HAQ-DI question-

naire. The average pain level was
assessed by the patient marking the
VAS scale incorporated in the HAQ-
DI questionnaire. Disease activity
and quality of life was compared be-
tween both groups.

All data was collected in digital ta-
bles and SPSS v19.1 was used for sta-
tistical analysis. Comparation be-
tween groups was done by Student’s
t-test and Chi-square tests. Correla-
tion analysis was done by Pearson’s
analysis. P values <0.05 were con-
sidered statistically significant.

Results

We examined 42 patients, aged 18
to 70 years, with an average age of
61.22 years. Twenty-eight (66.67%)
were women and 14 (13.33%) were
men. The average disease duration
of RA was 10.34 years and 34 pa-
tients (80.95%) had positive RF.

As shown in Table 1, there was no
statistically significant difference in
demographic, clinical and serologic
characteristics between the groups.
There was a statistically significant
difference in levels of SSA and SSB,
and ANA Hep2 positivity (which cor-
relates to SSA and SSB levels), which
was expected. These antibodies are
specific for patients diagnosed with
Sjogren’s syndrome. There was no
significant difference in the levels
of antidsDNA and antiUlsnRNP.



Table 1. Demographic, clinical, serologic and immunologic data

Patients with RA | Patients with RA (SD) P value
and sSS (SD) (n=22)
n=20
Duration of RA 1045 (9.98) 1023 (10.11) NS
Age 6212 (1243) 60.33(13.19) NS
ESR (mm/1 hour) 14.82(8.18) 20.21(14.48) NS
CRP (mg/) 142 (5.99) 174 (789) NS
Number of tender joints 0.89 (3.11) 0.32(0.97) NS
Number of swollen joints 2.33(345) 1.31(2.75) NS
VAS (pain level inmm) 38.98 (27.34) 28.79(22.91) NS
DAS28-ESR 269(0.97) 312(1.19) NS
Anti-CCP (U/ml) 12733 (160.)) 138.21(141.13) NS
RF IgG (U/ml) 53.90 (44.2) 133.74(220.12) NS
Anti-dsDNA (U/m) 5618 (58.55) 7234 (10245) NS
SSA (U/ml) 10244 (29.19) 28.15 (34.1) <0.05
SSB (U/ml) 88.23(20.73) 26.67(12.29) <0.05
antiUlsnRNP (U/ml) 26.12(75.76) 2847(56.22) NS
ANA Hep2 positivity 13 <0.05
HAQ-DI 0.89(1.23) 0.94 (146) NS

The value of RF IgG was higher in
patients but without statistical sig-
nificance. The number of tender
and swollen joints, pain according
to the VAS scale were higher in the
sSS group, but this was also statisti-
cally insignificant. All patients were
treated with a disease modifying an-
ti-rheumatic drug (DMARD).

The comparison of disease activity
of RA according to DAS28-ESR and
the quality of life according to the
HAQ-DI questionnaire showed no
statistically significant difference.

Discussion

Secondary Sjogren’s syndrome is a
common extraarticular occurrence
in patients with rheumatoid ar-
thritis. This has beenshown in sev-
eral studies, such as the one from

Norway where 60.7% of the exam-
ined patients with RA complained
of at least one symptom of dryness
(mouth, eyes, trachea, etc.)> One
study from Turkey showed signifi-
cantly less sicca symptoms (11.4%)
in patients with RA than data from
the UK, USA, but more present than
information gathered in east Asia
or Africal®. Haga et al. showed that
28% of patients with RA complained
of at least one symptom of dryness,
though sSS prevalence wasminimal,
3.6%". The prevalence of sSS varies
greatly, form 43% in Greece to 17% in
patients with RA in Great Britain'.

One study of patients with early ar-
thritis* discovered an association
between RA disease duration and
the prevalence of sSS. As in the Nor-
wegian study, our data did not sup-
port this notion.



Although sicca symptoms are con-
sidered to be difficult for patients
with RA, serious complications are
rare’>. We still have to remain aware
of data showing the association of
sSS and the doubling of risk for non-
Hodgkin’s lymphoma, compared to
patients with RA without sSS’, as
well as increased mortality®°. There
is a suggestion that sSS is associated
with higher disease activity in pa-
tients with RA 4 and there is a corre-
lation between lower saliva produc-
tion and higher RA disease activity".
We, like Haga et al. did not find an
association between DAS28-ESR and
sSS. There were more tender and
swollen joints in patients with sSS,
but it was not statistically signifi-
cant.

The value of RF was higher in the RA
group, but this was statistically in-
significant. All patients were treated
with DMARDs, but no patients in the
sSS group were treated with a bio-
logic drug.

The number of patients with sSS
in this study was small(n=20), and
hence, there was a high standard de-
viation and it wa smore difficult to
show statistically significant differ-
ences. We assume that the increased
number of tender and swollen joints
in patients with sSS to be a result of
the stated statistical weakness, and
not showing more severe disease
activity (DAS28-ESR had no statisti-
cally significant difference between
the groups).

We believe that there may be an in-
creased disease activity in the RA
group of patients. This is based on
the higher levels of the inflamma-
tory markers, HAQ-DI score, as well
as presence of patients treated with
biologics which is a sign of intran-

sigent and severe disease. With the
increase of the number of examined
patients, these differences may be
better elaborated and the statistical
significance may increase.

In conclusion, we found no statisti-
cally significant difference in disease
activity or quality of life in patients
with RA in comparison with those
with sSS.
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