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ABSTRACT

Aim: The aim of this study was to determine gender differences in the clinical manifestations and comorbidities
in SLE patients treated at the University Hospital of Split during a ten-year period.

Methods: The medical records of patients diagnosed with SLE were collected from the Outpatient Clinics, ward,
and Day Hospital of the Department of Rheumatology and Clinical Immunology of the University Hospital of Split.
All SLE manifestations and comorbidities were recorded. The SPSS 25 (IBM, New York, USA) package was used for
statistical analysis. Assessment of the differences between the genders was performed by X2 test, univariate logistic
regression, and multivariate logistic regression.

Results: The study included 268 SLE patients, 242 (90%) females and 26 (10%) males, aged 22-88 years (median
52; Q1-Q3: 41-62.75 y). In univariate regression analysis significant association was obtained between Sjogren
syndrome (SS) and associated neoplasms and the female gender, while antiphospholipid syndrome (APS) and vasculi-
tis were associated with the male gender. In multivariate logistic regression with age and gender as independent vari-
ables, a significantly higher frequency of SS (P = 0.04) and associated neoplasms (P = 0.004) were found in females,
while vasculitis (P = 0.014) and APS (P = 0.003) were more frequent in males. Significant association was found
between younger age and skin changes and lupus nephritis in both genders. In older patients, a significant correlation
was found for dyslipidemia, hypertension, osteoporosis, gastritis, and heart involvement.

Conclusion: In our study of SLE patients, SS and associated neoplasms were more common in women, whereas
in men vasculitis and APS were more frequent. Lupus nephritis and skin changes occured more frequently in patients
of younger age in both genders. In elderly patients, dyslipidemia, hypertension, heart involvement, osteoporosis, and
gastritis were more likely to occur. For a better understanding of this problem it is necessary to examine a larger popu-
lation of patients and monitor it over time.

KeEyworbDs: Lupus erythematosus, systemic - diagnosis, epidemiology; Comorbidity; Neoplasms — epidemio-
logy, pathology; Sjogren’s syndrome - epidemiology; Vasculitis — epidemiology; Antiphospholipid syndrome - epide-
miology; Age distribution; Sex distribution; Logistic models
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SAZETAK

Cilj: Cilj je ovog istrazivanja bio ispitati razlike u klinickim manifestacijama i komorbiditetima izmedu muskara-
ca i Zena oboljelih od SLE-a i lijecenih u KBC-u Split.

Ispitanici i metode: Podatci bolesnika koji su imali dijagnozu SLE-a u razdoblju od 1. 1. 2007. godine do 31. 12.
2016. prikupljeni su iz ambulanta, stacionara i dnevne bolnice Zavoda za reumatologiju i klinicku imunologiju Klinike
za unutarnje bolesti Klinickoga bolni¢kog centra Split. Analizirani su sve zabiljezene klinicke manifestacije i pridruze-
ni komorbiditeti. Za statisticku je analizu upotrijebljen paket SPSS 25 (IBM, New York, SAD). Sluzili smo se x*-testom
te univarijatnom i multivarijatnom logistickom regresijom.

Rezultati: Istrazivanje je obuhvatilo 268 bolesnika s dijagnozom SLE-a: 26 muskaraca (10%) i 242 Zene (90%).
Medijan dobi ispitanika iznosio je 52 godine (min. - maks.: 22 - 88 god.; Q1 - Q3: 41 - 62,75 god.). x*-testom utvrdi-
li smo da je Zenski spol bio znatno povezan sa Sjégrenovim sindromom (SS) i pridruZenim neoplazmama, a antifosfo-
lipidni sindrom (APS) i vaskulitis bili su povezani s muskim spolom. S obzirom na medijan dobi svoje smo ispitanike
podijelili u tri skupine. Multivarijatnom logistickom regresijom u kojoj su neovisne varijable bile dob i spol dobili smo
statisticki znacajnu povezanost SS-a (P = 0,04) i pridruzenih neoplazma (P = 0,004) sa Zenskim spolom, dok su u mus-
karaca ucestaliji bili vaskulitis (P = 0,014) i APS (P = 0,03).

Zaklju¢ak: Prema nasem istrazivanju bolesnika sa SLE-om, u Zena su bili ucestaliji SS i pridruzene neoplazme, a
u muskaraca vaskulitis i APS. Lupus nefritis i kozne promjene ¢es¢e se javljaju u bolesnika mlade dobi u oba spola. Kod
starijih su bolesnika ¢es¢i dislipidemija, hipertenzija, zahvacenost srca, osteoporoza i gastritis. Radi jasnijeg obja$nje-

nja ovog problema potrebno je istraziti puno ve¢u populaciju bolesnika te ih pratiti dulje razdoblje.

KLjUCNE RIJECI: Sistemski eritemski lupus - dijagnoza, epidemiologija; Komorbiditet; Tumori - epidemiologija,
patologija; Sjogrenov sindrom - epidemiologija; Vaskulitis - epidemiologija; Antifosfolipidni sindrom - epidemiolo-
gija; Dobna distribucija; Spolna distribucija; Logisticki modeli

INTRODUCTION

Systemic lupus erythematosus (SLE) is a chronic in-
flammatory autoimmune disease of unknown etiology
that affects numerous organs and organ systems. A fea-
ture of the disease is chronic inflammation character-
ized by the formation of autoantibodies and immune
complexes that damage tissues and cells. The clinical
picture is characterized by alternating exacerbations
and remissions, and the course and prognosis of the
disease are unpredictable (1). As many as 90% of pa-
tients are women, predominantly of reproductive age,
which is attributed to the effect of estrogen on the de-
velopment of SLE, but the disease can also occur in
children and the elderly, when the difference in gender
distribution is much smaller (2).

The clinical manifestations of SLE are diverse, often
nonspecific, and can be confused with some other dis-
eases. It takes an average of five years to diagnose the
disease, which worsens its prognosis. Survival of pa-
tients with SLE has improved significantly in the last
fifty years, accompanied by an increasing number of
comorbidities (3). A large study of 7,732 subjects with
SLE showed that the incidence of cardiovascular dis-
ease (CVD), stroke, end-stage renal disease, cancer,
osteoporosis, and infection was 1.28-7.81 times higher
in patients (4).

CVD is the main comorbidity and cause of earlier
mortality in SLE, and occurs 3-4 times more often and
earlier in these patients than in the general population.
The CV risk is higher in younger patients. According
to the multinational SLICC cohort, 50/97 vascular

UVOD

Sustavni eritemski lupus (SLE) kroni¢na je upalna
autoimunosna bolest nepoznate etiologije koja zahvaca
brojne organe i organske sustave. Obiljezje bolesti jest
kroni¢na upala karakterizirana stvaranjem autoprotu-
tijela i imunokompleksa koji oste¢uju tkiva i stanice.
Klinicku sliku obiljezavaju naizmjeni¢ne egzacerbacije
i remisije, a tijek i prognoza bolesti nepredvidivi su (1).
Cak 90% oboljelih jesu Zene, i to dominantno one re-
produktivne dobi, sto se pripisuje utjecaju estrogena na
razvoj SLE-a, no bolest se moze pojaviti i kod djece i
starijih ljudi kada je razlika u spolnoj distribuciji znat-
no manja (2).

Klinicka o¢itovanja SLE-a raznolika su, ¢esto nespe-
cificna i mogu se zamijeniti s nekim drugim bolestima.
Do dijagnosticiranja bolesti u prosjeku prode pet go-
dina, $to pogorsava njezinu prognozu. Posljednjih pe-
deset godina znatno se poboljsalo prezivljenje bolesni-
ka sa SLE-om, $to prati sve veci broj komorbiditeta (3).
Veliko istrazivanje na 7732 ispitanika sa SLE-om po-
kazalo je da je incidencija kardiovaskularnih bolesti
(KVB), mozdanog udara, terminalnog stadija bubrez-
ne bolesti, karcinoma, osteoporoze i infekcija 1,28 -
7,81 puta veca u oboljelih (4).

KVB je glavni komorbiditet i uzrok ranije smrtnosti
pri SLE-u, a javlja se 3 - 4 puta ucestalije i prije u ovih
bolesnika nego u opcoj populaciji. KV rizik najvisi je
kod mladih bolesnika. Prema multinacionalnoj ko-
horti SLICC, 50/97 vaskularnih dogadaja bilo je poslje-
dica aktivnog lupusa, 31 ateroskleroze i 16 nekoga dru-
gog uzroka, $to upucuje na njihovo multifaktorsko
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events were due to active lupus, 31 to atherosclerosis,
and 16 to some other cause, suggesting their multifac-
torial origin in patients with SLE (5). Malignant tu-
mors considered to be more common in people with
SLE are: hematological tumors, lung tumors, cervical
cancer and dysplasia, and head and neck tumors.

Tumors that have a lower prevalence among SLE pa-
tients than among the general population are breast,
endometrial, and prostate tumors. Among hematologi-
cal malignancies there is an increased incidence of and
mortality from non-Hodgkin lymphoma and an in-
creased risk of Hodgkin lymphoma, leukemia, and
multiple myeloma. Dysplasia and cervical cancer occur
as a result of the increased prevalence of HPV infection
among patients with SLE. A possible explanation for
this infection is inadequate removal of the virus caused
by a genetic immune disorder, impaired innate immu-
nity, or the action of immunosuppressants (6).

Other autoimmune diseases such as endocrine auto-
immune diseases (Hashimoto thyroiditis, autoimmune
hepatitis, type I diabetes) and antiphospholipid syn-
drome (APS) are often associated with SLE. Systemic
infections (most commonly pneumonia and sepsis) are
one of the three most common causes of morbidity and
mortality in patients with SLE along with active SLE
and thrombosis, and are the second most common
cause of hospitalization in patients with SLE after an
exacerbation of the underlying disease (8).

Numerous studies have shown differences between
the genders in the clinical manifestations and comor-
bidities of SLE. A 2016 meta-analysis (16 studies,
11,934 patients) suggested that alopecia, photosensi-
tivity, butterfly rash, oral ulcers, and arthritis are sig-
nificantly more common in women, while lupus ne-
phritis, serositis, and thrombocytopenia are more
common in men (9).

The aim of this study was to determine differences in
the clinical picture and comorbidities between the gen-
ders in SLE patients treated in the University Hospital
of Split between 2007 and 2017.

MATERIALS AND METHODS

This is a cross-sectional, retrospective study using
data collected from the medical history of patients
treated at the Department of Rheumatology and Clini-
cal Immunology, as well as the medical history and
electronic data of patients treated at the Day Hospital
of the Department and electronic data from the two
Rheumatology Clinics of the Department of Internal
Medicine, Clinical Hospital Center Split in the period
from January 1, 2007 to December 31, 2016. Inclusion
criteria were: a diagnosis of SLE according to the 1984
American Rheumatological Society (ACR) critera and
age over 18 years.
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podrijetlo u bolesnika sa SLE-om (5). Maligni tumori
za koje se smatra da su ¢e$ci u oboljelih od SLE-a jesu:
hematoloski tumori, tumori pluca, rak i displazije vrata
maternice te tumori glave i vrata. Tumori koji imaju
manju prevalenciju medu oboljelima od SLE-a nego
medu opéom populacijom jesu tumori dojke, endo-
metrija i prostate. Od hematoloskih maligniteta pove-
¢ane su incidencija i smrtnost od ne-Hodgkinova lim-
foma te je povisen rizik od Hodgkinova limfoma, leu-
kemije i multiplog mijeloma. Displazije i rak vrata
maternice nastaju kao posljedica pove¢ane prevalen-
cije infekcije HPV-om medu bolesnicama sa SLE-om.
Moguce objasnjenje ove infekcije jest neadekvatno uk-
lanjanje virusa uzrokovano genskim imunosnim po-
remecajem, poremecenom prirodenom imunosti ili
djelovanjem imunosupresiva (6).

Cesto su SLE-u pridruzene i druge autoimunosne
bolesti poput endokrinih autoimunosnih bolesti (Has-
himotov tiroiditis, autoimunosni hepatitis, Se¢erna
bolest tipa I) i antifosfolipidni sindrom (APS) (7).
Sustavne infekcije (naj¢e$¢e pneumonije i sepse) jedan
su od tri naj¢e$¢a uzroka morbiditeta i mortaliteta u
bolesnika sa SLE-om, uz aktivan SLE i tromboze, te su
drugi uzrok hospitalizacija bolesnika sa SLE-om, od-
mah nakon pogorsanja osnovne bolesti (8).

Brojna istrazivanja pokazuju razlike u klinickim ma-
nifestacijama i komorbiditetima izmedu spolova. Me-
taanaliza iz 2016. godine (16 istrazivanja, 11.934 bole-
snika) upucuje na to da su alopecija, fotosenzitivnost,
leptirasti osip, oralni ulkusi i artritis znatno ce$¢i u
zena, dok su lupus nefritis, serozitis i trombocitopenija
ucestaliji u muskaraca (9).

Cilj je ovog istrazivanja bio ispitati postoje li razlike
u klinickoj slici i komorbiditetima medu spolovima
kod oboljelih od SLE-a u populaciji bolesnika lije¢enih
u KBC-u Split od 2007. do 2017. godine.

MATERIJALI I METODE

Ovo je presjecno, retrospektivno istrazivanje, a kao
izvor podataka upotrijebljeni su podatci prikupljeni iz
povijesti bolesti bolesnika lijecenih u stacionaru Zavo-
da za reumatologiju i klinicku imunologiju, zatim po-
vijesti bolesti i elektronicki podatci bolesnika lijecenih
u Dnevnoj bolnici Zavoda te elektronicki podatci iz
dviju reumatoloskih ambulanta Zavoda Klinike za
unutarnje bolesti KBC-a Split, u razdoblju od 1. sijec-
nja 2007. do 31. prosinca 2016. Kao kriterije ukljucenja
uzeli smo dijagnosticiran SLE i dob vi$u od 18 godina.
Dijagnoza SLE-a nalagala je ispunjenje kriterija Ame-
rickoga reumatoloskog drustva (ACR) iz 1984. godine.
Iz povijesti bolesti prikupili smo podatke o dobi, spolu
te klinickim manifestacijama i komorbiditetima. Od
klinickih manifestacija u obzir smo uzeli: kozne pro-
mjene, zahvacenost srca, lupus nefritis, depresiju, za-
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Data on age, gender, and clinical manifestations and
comorbidities were collected from the disease history.
The following clinical manifestations were taken into
account: skin changes, heart involvement, lupus ne-
phritis, depression, CNS involvement, joint involve-
ment, APS (revised Sappor criteria from 2006), ane-
mia, thrombocytopenia, pleuritis, psychosis, osteone-
crosis, and vasculitis. Recorded comorbidities were:
osteoporosis, osteopenia, SS, diabetes, chronic thy-
roiditis, hypertension, dyslipidemia, systemic infec-
tions, rheumatoid arthritis, gastritis, and associated
neoplasms. The variable heart involvement included:
diseases of the endocardium, myocardium, pericardi-
um, and coronary blood vessels. In systemic infections
we analyzed all those that required hospitalization of
the patients. Regarding the associated neoplasms, both
benign and malignant neoplasms were included. We
included all types of vasculitis, except for CNS vasculi-
tis, which was considered as CNS involvement. The
diagnosis of vasculitis was based on clinical, histologi-
cal, or radiological diagnostics. Skin changes included
butterfly rash, discoid rash, photosensitivity, oral ul-
ceration, alopecia, and Raynaud phenomenon. The
Ethics Committee of the University Hospital of Split
approved the implementation of this research.

Statistical analysis

The collected data were entered into a computer da-
tabase using the SPSS 25 for Windows program (IBM,
New York, USA). We used x2-test, univariate logistic
regression, and multivariate logistic regression. A
P-value lower than 0.05 was taken as statistically sig-
nificant. Data are presented as absolute values, per-
centages, and odds ratio (OR).

RESULTS

The study included 268 patients with SLE, who were >
18 years of age at the time of inclusion. The median age
of the respondents was 52 years (22 — 88 years). The re-
spondents were divided into 3 groups according to age:
< 50 years, 50 — 70 years, and > 70 years. Of the total
number of respondents, 26 (10%) were men and 242
(90%) women. Table 1 shows the number (%) of patients
by age groups, type of clinical manifestations, and co-
morbidities that did not differ according to gender.

Table 2 shows the number (%) of patients by type of
clinical manifestations and comorbidities with a sig-
nificant difference between the genders. Since there
were no males older than 70 years, we analyzed the
clinical manifestations and comorbidities in relation to
two age groups (< 50 and 50 - 70), because those two
age groups were gender-aligned. Table 3 shows the
number (%) of patients according to the type of clinical
manifestations and comorbidities that differed be-

hvaéenost SZS-a, zahvaéenost zglobova, APS (revi-
dirani kriteriji iz Sappora iz 2006. godine), anemiju,
trombocitopeniju, pleuritis, psihozu, osteonekrozu,
vaskulitis. Od komorbiditeta zabiljezili smo: osteo-
porozu, osteopeniju, SS, $e¢ernu bolest, kroni¢ni tiroi-
ditis, hipertenziju, dislipidemiju, sustavne infekcije,
reumatoidni artritis, gastritis, pridruzene neoplazme.
U varijablu zahvacenost srca ukljucili smo: bolesti en-
dokarda, miokarda i perikarda te koronarnih krvnih
zila. U sustavne smo infekcije uklju¢ili sve one koje su
iziskivale hospitalizaciju bolesnika. U pridruzene neo-
plazme ukljucili smo i benigne i maligne neoplazme.
U vaskulitis smo ukljucili sve vrste vaskulitisa, osim
vaskulitisa SZS-a koji smo racunali kao zahvacenost
SZS-a. Dijagnoza vaskulitisa bila je postavljena na te-
melju klinicke, histoloske ili radioloske dijagnostike. U
kozne smo promjene uvrstili leptirasti osip, diskoidni
osip, fotosenzitivnost, oralne ulceracije, alopeciju i
Raynaudov fenomen.

Eticko povjerenstvo KBC-a Split odobrilo je provo-
denje ovog istrazivanja.

Statisticka obrada

Prikupljeni podatci uneseni su u ra¢unalnu bazu
podataka pri ¢emu smo rabili program SPSS 25
for Windows (IBM, New York, SAD). Sluzili smo se
x>-testom, univarijatnom logistickom regresijom i
multivarijatnom logistickom regresijom. P-vrijednost
niza od 0,05 uzeta je kao statisticki znacajna. Podatci
su prikazani kao apsolutne vrijednosti, postotci i OR
(engl. odds ratio).

REZULTATI

Istrazivanjem je obuhvaceno 268 bolesnika sa
SLE-om, koji su u trenutku ukljucivanja imali > 18 go-
dina. Medijan dobi ispitanika iznosio je 52 godine
(min. — maks.: 22 - 88 godina). Ispitanike smo, prema
dobi, podijelili u 3 skupine: < 50 godina, 50 - 70 godi-
na, > 70 godina. Od ukupnog broja ispitanika bilo je 26
muskaraca (10%) i 242 zene (90%). Na tablici 1. pri-
kazan je broj (%) bolesnika prema dobnim skupinama,
vrsti klinickih manifestacija i komorbiditetima koji se
nisu razlikovali s obzirom na spol. Na tablici 2. pri-
kazan je broj (%) bolesnika prema vrsti klinickih ma-
nifestacija i komorbiditetima sa zabiljeZenom znatnom
razlikom medu spolovima. Nijedan muskarac nije bio
stariji od 70 godina pa smo analizu klini¢ckih manife-
stacija i komorbiditeta napravili u odnosu prema dvje-
ma dobnim skupinama (< 50, 50 - 70), jer su te dvije
dobne skupine bile uskladene prema spolovima. Na
tablici 3. prikazan je broj (%) bolesnika prema vrsti
klinickih manifestacija i komorbiditetima koji su se
razlikovali medu spolovima ukupno i u odnosu prema
dobnim skupinama (< 50 i 50 - 70 godina). Sumarni

Reumatizam 2020;67(1):1-12



Marasovic¢ Krstulovi¢ D. i sur. Razlike medu spolovima u klinickim manifestacijama i komorbiditetima u SLE-u ~ Originalni znanstveni rad

TaBLE 1. Distribution of patients by age groups, type of clinical manifestations, and comorbidities that did not differ between
the genders
TABLICA 1. Raspodjela bolesnika prema dobnim skupinama, vrsti klinickih manifestacija i komorbiditetima koji se nisu razlikovali
prema spolovima

Gender / Spol
Total / Ukupno *
(n = 268) Men / muskarci | Women / Zene P
(n=26) (n=242)
Age groups (years) <50 116 (43) 14 (54) 102 (42) 0,189
JTeloned Mt () 50 - 70 128 (48) 12 (46) 116 (48)
>70 24 (9) 0 24 (10)

Skin changes / Kozne promjene da 112 (42) 14 (54) 98 (40) 0,270
Heart disorders / Sr¢ane tegobe da 38 (14) 3(11) 35 (14) 0,906
Kidneys / Bubrezi da 64 (24) 8 (31) 56 (23) 0,532
Osteoporosis / Osteoporoza da 42 (16) 1(4) 41 (17) 0,144
Depression / Depresija da 36 (13) 1(4) 35 (14) 0,228
CNS / SZS da 30 (11) 3 (11) 27 (11) 1
Joints / Zglobovi da 78 (29) 11 (42) 67 (28) 0,183
Diabetes / Seéerna bolest da 17 (6,4) 1(4) 16 (7) 0,895
Chronic thyroiditis / Kroni¢ni tiroiditis da 41 (15) 1(4) 40 (16) 0,155
Sustavna infekcija / Systemic infection da 58 (22) 9 (35) 49 (20) 0,153
RA da 35 (13) 3(11) 32 (13) 1
Thrombocytopenia / Trombocitopenija da 43 (16) 4 (15) 39 (16) 1
Anemia / Anemija da 136 (51) 14 (54) 122 (51) 0,916
Gastritis / Gastritis da 43 (16) 3(11) 40 (16) 0,706
Osteopenia / Osteopenija da 20 (7) 2(8) 18 (7) 1

P < 0,05; CNS / SZS = central nervous system / sredisnji Zivéani sustav; RA = rheumatoid arthritis / reumatoidni artritis

TABLE 2. Distribution of patients with SLE according to the type of comorbidity that differed between the genders
TABLICA 2. Raspodjela bolesnika sa SLE-om prema vrsti komorbiditeta koji su se razlikovali medu spolovima

Total / Ukupno Gender / Spol .
(n = 268) Men / muskarci | Women / Zene P OR (95%-tni CI) P
(n =26) (n =242)
/S)S(;%I‘gir; If(’)"vl‘:fgg;zm da 60 (23) 1(4) 59 (25) 0,031 8 (1,1 -61) 0,042
APS da 45 (17) 10 (38) 35 (15) 0,005 3,7 (1,5 -8,7) 0,003
Hypertension / Hipertenzija da 93 (35) 4 (15) 89 (37) 0,05 3,2 (1,1 -9,5) 0,038
Dyslipidemia / Dislipidemija da 120 (45) 6 (23) 114 (47) 0,033 2,9(1,1-7,6) 0,024
Neoplasia / Neoplazija da 66 (25) 1(4) 65 (27) 0,019 9,2 (1,2 - 69) 0,031
Vasculitis / Vaskulitis da 17 (6) 5(19) 12 (5) 0,016 4,5(1,4 - 14) 0,009

P < 0,05; APS = antiphospholipid syndrome / antifosfolipidni sindrom

rezultati univarijatne logisticke regresije sa spolom i
dobnim skupinama kao neovisnim varijablama prika-

tween the genders in total and in relation to the age
groups (< 50 and 50 - 70 years).

The summary results of univariate logistic regres-
sion with gender and age groups as independent vari-
ables are shown in Table 4. Multivariate logistic regres-
sion, in which the independent variables were gender
and age group, found that the following variables were
age group-related: skin changes, heart, kidney, hyper-
tension, dyslipidemia, osteoporosis, anemia, and gas-
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zani su na tablici 4. Multivarijatnom logistickom regre-
sijom, u kojoj su nezavisne varijable bili spol i dobne
skupine, dobili smo da su samo za dobnu skupinu
vezane ove varijable: kozne promjene, srce, bubrezi, hi-
pertenzija, dislipidemija, osteoporoza, anemija i gastri-
tis. Multivarijantnom logistickom regresijom, u kojoj
smo kao zavisnu varijablu uzeli svaku od klini¢kih ma-
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TABLE 3. Distribution of patients according to the type of clinical manifestations and comorbidities that differed
between the genders in total and in relation to age groups (< 50 and 50-70 years)
TABLICA 3. Raspodjela bolesnika prema vrsti klinickih manifestacija i komorbiditetima koji su se razlikovali medu spolovima ukupno
i s obzirom na dobne skupine (< 50 i 50 - 70 godina)

Age (years) / Dob (godina)
T"t(ai g gﬁ‘g’“" e =70 P* | OR(95%-tniCI) | P*
(n=116) (n=128)
Skin changes / Kozne promjene yes / da 104 (43) 58 (50) 46 (36) 0,037 1,8 (1,1 -3) 0,027
Heart disorders / Sréane tegobe yes / da 35 (14) 10 (9) 25 (20) 0,023 2,6 (1,2 -5,7) 0,017
Kidneys / Bubrezi yes / da 61 (25) 38 (33) 23 (18) 0,012 2,2(1,2-4) 0,008
Osteoporosis / Osteoporoza yes / da 33 (13) 5(4) 28 (22) < 0,001 6,2 (2,3 -17) < 0,001
Hypertension / Hipertenzija yes / da 80 (32) 24 (21) 56 (44) < 0,001 3 (1,7 - 5,3) < 0,001
Dyslipidemia / Dislipidemije yes / da 102 (42) 35 (30) 67 (52) 0,001 2,5(1,5-4,3) 0,001
Gastritis / Gastritis yes / da 38 (16) 10 (9) 28 (22) 0,007 3(1,4-64) 0,006

*P < 0,05

TABLE 4. Summary table of univariable logistic regression (95% CI) of covariables that demonstrated a statistically significant
association with gender or age groups (P < 0.05)
TABLICA 4. Sumarna tablica univarijatne logisticke regresije. OR (95%-tni CI) onih kovarijabla koje su pokazale statisticki znacajnu
povezanost sa spolom ili dobnim skupinama (P < 0,05)

Reference level Reference level
ClEmden ) gpsl / Reffeorl;elglflrll;i ilz;zina / D?)%)ilgiil:lisine / Referf:;talllgaerazina
za spol za dob

Skin changes / Kozne promjene 1,8 (1,1 - 3) 50 - 70 godina
Heart disorders / Sr¢ane tegobe 2,6 (1,2 -5,7) < 50 godina
Lupus nephritis / Lupusni nefritis 2,2(1,2-4) 50 - 70 godina
Osteoporosis / Osteoporoza 6,2(2,3-17) < 50 godina
Hypertension / Hipertenzija 3,2 (1,1 -9,5) men / muskarci 3 (1,7 - 5,3) < 50 godina
Dyslipidemia / Dislipidemija 2,9 (1,1 -7,6) men / muskarci 2,5 (1,5 - 4,3) < 50 godina
Gastritis 3(1,4-6,4) < 50 godina
Sjogren syndrome / Sjogrenov sindrom 8(1,1-61) men / mugkarci
APS 3,7 (1,5 - 8,7) woman / Zene
Associated neoplasms / PridruZene neoplazme 9,2 (1,2 - 69) men / muskarci
Vasculitis / Vaskulitis 4,5 (1,4 - 14) woman / Zene

X’-test; logistic regression / logisticka regresija

tritis. Multivariate logistic regression, in which the de-
pendent variables were the clinical manifestations and
comorbidities whose gender difference was significant
in univariate analysis, and the independent variables
were gender and age group, confirmed the association
of SS, APS, associated neoplasms, and vasculitis with
gender (Table 5, Figures 1 to 4).

DISCUSSION

The main results of our study suggest the existence
of significant differences in the incidence of certain
clinical manifestations and comorbidities between
men and women with SLE in our population. A higher
incidence of APS and vasculitis was found in men, and

nifestacija i komorbiditete ¢ija je razlika medu spolovi-
ma bila znatna u univarijatnoj analizi, a kao nezavisne
varijable spol i dobne skupine, potvrdili smo poveza-
nost SS-a, APS-a, pridruzenih neoplazma i vaskulitisa
sa spolom (tablica 5., slike 1. do 4.).

RASPRAVA

Glavni rezultati naseg istrazivanja upucuju na posto-
janje znatnih razlika u pojavnosti pojedinih klini¢kih
manifestacija i komorbiditeta izmedu muskaraca i
zena oboljelih od SLE-a u nasoj populaciji. U muskara-
ca je utvrdena veca pojavnost APS-a i vaskulitisa, a u
zena pridruzenih neoplazma i SS-a. U muskaraca je 2,5
puta veci udio bolesnika imao APS, dok je izgled za
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TABLE 5. Results of multivariate logistic regression
for comorbidities that demonstrated a difference
between the genders in univariate logistic regression
TaBLICA 5. Rezultati multivarijatne logisticke regresije
za komorbiditete koji su u univarijatnoj logistickoj regresiji
pokazivali razliku medu spolovima

Dependent Independent
variable variables OR prr
| Zavisna / Nezavisne (95%-tni CI)
varijabla varijable
Sjogren Gender (men*) 8,4 (1,1 - 63) 0,04
syndrome / Spol (mugkarci*)
{ Sy Age / Dob 17(092-3) | 0,09
sindrom
APS Gender (women*) 3,8(1,6 -9,2) 0,003
/ Spol (Zene*)
Age / Dob 0,72 (0,36 - 1,5) | 0,363
Associated Gender (men*) 8,5 (1,1 - 64) 0,039
neoplasms / Spol (mugkarci*)
WIEEUEEIG | TR 16(05-29) | 0,147
neoplazme
Vasculitis Gender (women*) 4,2 (1,3 -13) 0,014
/ Vaskulitis / Spol (Zene*)
Age / Dob 1,4 (0,51-3,9) | 0,515
Data are shown as OR (95% CI)
/ Podatci su prikazani kao OR (95%-tni CI)
* reference level / referentna razina;
** logistic regression / logisticka regresija
354
30
30 1
25 1 21
o 20 + B males
© 15 4 /muskarci
10 4 B women
/zene
5 4
0 0,1
0
<50 god./yrs 50 - 70 god./yrs
Age groups (year)

/ Dobne skupine (godina)

Age < 50y/Dob < 50 g.: N men / N muskaraca = 14;
N women / N Zena = 10; Age / Dob 50 -70 y / godina:
N men / N muskaraca = 12, N women / N Zena = 116

FIGURE 1. Proportion of Sjogren syndrome (%)
by gender and age groups

Stika 1. Udio Sjogrenova sindroma (%) prema spolu
i dobnim skupinama

in women there was higher incidence of associated
neoplasms and SS. In men there was a 2.5 times higher
proportion of patients with APS, while the incidence of
APS was 3.7 times higher than in women. These results
coincide with the results of several published studies.
In almost all studies which showed a difference in the
incidence of APS between men and women with SLE,
APS was more common in men (10 - 13).
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FIGURE 2. Proportion of APS (%) by gender and age groups
SLIKA 2. Udio APS-a (%) prema spolu i dobnim skupinama
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FIGURE 3. Proportion of neoplasms (%)
by gender and age groups
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FIGURE 4. Proportion of vasculitis (%)
by gender and age groups
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In addition to thrombosis, aCL was elevated in two
studies, while elevated aCL without recorded throm-
bosis was present in a Latin American and another
American study (10, 12, 14, 15). In those studies, LAC
was elevated, and in one elevated aCL-IgG was found
(14). Only one study conducted by British authors
found reduced levels of aCL-IgM in men versus wom-
en (16). In men with elevated aCL, the triggers for
thrombotic events were immobility, smoking, and dys-
lipidemia (12-16).

Vasculitis as a manifestation of SLE was noted in 17
(6%) subjects, of whom 5 (19%) were men and 12 (5%)
were women. Our study proved with statistical signifi-
cance that gender and vasculitis were related in our pa-
tients. The proportion of vasculitis was 3.8 times high-
er in men than in women, and the likelihood of vascu-
litis in men was 4.5 times higher than in women. In
1987 Sthoeger observed a higher incidence of vasculi-
tis among men (13). In a Mexican study, vasculitis was
more prevalent in male patients with SLE; both the dis-
ease and follow-up lasted longer, and patients were
younger at the time of disease detection.

Clinical manifestations of SLE associated with vas-
culitis were myocarditis, psychosis, Raynaud phenom-
enon, serositis, leukopenia, lymphopenia, pleuritic,
and APS (17). A Catalan study on vasculitis in SLE
found it in 11% of respondents, but did not provide
data on the gender association. One third of the pa-
tients in that study had associated autoimmune dis-
eases including APS, SS, autoimmune hepatitis, and
SSc, and according to localization, cutaneous vasculitis
was the most common. Patients with vasculitis had a
higher disease activity and a higher prevalence of lym-
phopenia and hypocomplementemia. More manifesta-
tions associated with APS, such as livedo reticularis
and elevated aCL, have been found in patients with
SLE and vasculitis versus those without vasculitis (18).

Therefore, the possible role of aCL or APS in the
pathogenesis of vasculitis in SLE patients is being on-
sidered, as some manifestations such as arterial occlu-
sion, venous thrombosis, leg ulcers, livedo reticularis,
and thrombocytopenia have been shown to correlate
with APS as well as with vasculitis (17: 19-22). Our
significant result in favor of men is a possible conse-
quence of the fact that men, according to some studies,
have a more severe clinical picture of SLE with higher
disease activity than women, and the higher incidence
of APS in men certainly contributed to our result (17).

In our study, SS was significantly associated with the
female gender. The proportion of SS was 6 times higher
and the probability of its occurrence (OR) was 8 times
higher in women than in men. According to previous
studies in which a difference in the incidence of SS and
/ or sicca syndrome was observed, there was no signifi-
cant difference between genders, but in all of them the

pojavnost APS-a 3,7 puta vedi nego u Zena. Ovakvi se
rezultati podudaraju s rezultatima nekoliko objavlje-
nih istrazivanja. Gotovo u svim istrazivanjima, u koji-
ma je dokazana razlika u pojavnosti APS-a izmedu
muskaraca i zena oboljelih od SLE-a, u muskaraca je
APS bio ¢es¢i (10 - 13). Uz trombozu je u dva istrazi-
vanja bio poviSen i aCL, dok je povisen aCL bez zabi-
ljezenih tromboza bio prisutan u latinoamerickom i jo$
jednom americkom istrazivanju (10, 12, 14, 15). U tim
jeistrazivanjima najcesce bio povisen LAC, a u jednom
aCL-IgG (14). Samo je u jednom istrazivanju britan-
skih autora utvrdena sniZena razina aCL-IgM u mus-
karaca naspram zenama (16). U muskaraca s povi-
$enim aCL-om okida¢ za nastanak trombotskih do-
gadaja bili su nepokretnost, pusenje i dislipidemija
(12 - 16).

Vaskulitis kao manifestacija SLE-a zabiljezen je kod
17 (6%) ispitanika, od kojih su 5 (19%) bili muskarci, a
12 (5%) Zene. Sa statistickom znacajnos¢u dokazali
smo da su u nasih pacijenata spol i vaskulitis povezani.
Udio vaskulitisa bio je 3,8 puta ve¢i u muskaraca nego
u Zena, a izgledi za vaskulitis bili su kod muskaraca 4,5
puta ve¢i od onih u Zena. Sthoeger je jo§ 1987. uocio
vecu pojavnost vaskulitisa medu muskarcima (13). T u
meksi¢kom je istrazivanju vaskulitis bio zastupljeniji
kod muskog spola, u bolesnika sa SLE-om i vaskuli-
tisom bolest i vrijeme pracenja dulje su trajali, a bole-
snici su bili mlade dobi pri otkrivanju bolesti. Klinicke
manifestacije SLE-a povezane s vaskulitisom bile su
miokarditis, psihoza, Raynaudov fenomen, serozitis,
leukopenija, limfopenija, pleuritis i APS (17). Kata-
lonsko istrazivanje o vaskulitisu u SLE-u otkriva ga u
11% ispitanika, ali nije dalo podataka o spolnoj pove-
zanosti. Tre¢ina bolesnika u tom istrazivanju imala je
pridruzene autoimunosne bolesti ukljucujuci APS, SS,
autoimunosni hepatitis i SSc, a prema lokalizaciji, naj-
¢e$¢i je bio kozni vaskulitis. Bolesnici s vaskulitisom
imali su vecu aktivnost bolesti te vecu prevalenciju
limfopenije i hipokomplementemije. Vise manifesta-
cija koje su povezane s APS-om poput livedo reticularis
i povisenog aCL-a nadeno je u bolesnika sa SLE-om i
vaskulitisom naspram onima bez vaskulitisa (18).
Stoga se i razmatra moguca uloga aCL-a ili APS-a u
patogenezi vaskulitisa u oboljelih od SLE-a, budu¢i da
su neke manifestacije poput arterijske okluzije, venskih
tromboza, ulkusa nogu, livedo reticularis i tromboci-
topenije pokazale korelaciju s APS-om, kao i s vaskuli-
tisom (17,19 — 22). Nas§ znatan rezultat u korist muska-
raca moguca je posljedica toga $to muskarci, prema
nekim istrazivanjima, imaju tezu klinicku sliku SLE-a,
s ve¢om aktivnosti bolesti od Zena, a svakako tomu pri-
donosi i veca pojavnost APS-a u muskaraca (23).

U nadem je istrazivanju SS znatno povezan sa Zen-
skim spolom. Udio SS-a 6 je puta vedi, a izgled za nje-
govu pojavnost (OR) 8 je puta vedi u Zena nego kod
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incidence of SS was higher in women than in men.
Thus in a Greek study 1.7% of men and 3.37% of wom-
en had SS, while sicca syndrome was present in 5.1% of
men and 11% of women (2).

In a study conducted by Renau and Isenberg, it was
also observed that SS is more common in women
(9.9%) versus men (6.7%) (16). We explain our result
by the fact that SS is generally more common in wom-
en, and the ratio of women to men in our study was
10: 1 (25).

According to our research, associated neoplasms
showed a significant correlation with the female gen-
der, and they were mostly benign tumors. Gynecologi-
cal tumors, uterine fibroids, polyps, and ovarian cysts
predominated. Dysplasia and cervical cancer are
known to be associated with HPV infection, which is
more common in individuals with SLE. Other gyneco-
logical tumors, such as polyps and uterine fibroids, are
associated with female sex hormones, the importance
of which has already been mentioned in the introduc-
tion. Other benign neoplasms of other sites were cysts
(liver, kidney, parotid gland, lung, breast, and spleen),
hemangiomas of the liver, brain angiomas, polyps, and
adenomas of various sites.

Malignant tumors were present on the thyroid gland
in one patient, three had papillary thyroid carcinoma,
and one patient had cervical cancer. Other localiza-
tions of gynecological malignancies were the vulva,
fallopian tube, and uterus. The remaining malignan-
cies were cancer of the lung, kidney, bladder, Bauhinia
valve, colon, and skin. The only neoplasm we noted in
men was hemangioma of the liver. No significant gen-
der difference in tumors was observed in other studies,
but a study by Antonelli et al. showed that there was a
higher incidence of papillary thyroid cancer among
patients with SLE (26).

Extensive research on comorbidities in SLE suggests
an increased overall risk of developing malignancy and
an increased incidence among men (27). Bernatsky et
al. warned about a slightly increased risk of developing
malignancies in SLE, particularly lung cancer, lympho-
ma, and other hematologic malignancies according to
previous studies (28, 29).

Neither a higher risk of vulvar, thyroid, and pancre-
atic malignancies nor a reduced risk of breast or endo-
metrial tumors were confirmed in SLE (30, 31). In con-
trast to our results, Crosslin and Wiginton found more
malignancies in men than in women (23). It has been
hypothesized that the increased risk of malignancy in
patients with SLE is due to a damaged immune system,
immunosuppressive drugs, and elevated common risk
factors such as smoking (31).

A total of 64 (24%) patients in our study had lupus
nephritis, of which 8 (31%) were men and 56 (23%)
were women. Although we did not get a statistically
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muskaraca. Prema dosadasnjim istrazivanjima, u ko-
jima je promatrana razlika u pojavnosti SS-a i/ili sin-
droma sicca, nije bilo znatne razlike medu spolovima,
no u svima je pojavnost SS-a bila ve¢a u Zena nego kod
muskaraca. Tako je u grékom istrazivanju SS imalo
1,7% muskaraca i 3,37% Zena, dok je sindrom sicca bio
prisutan u 5,1% muskaraca, a 11% Zena (24). U istrazi-
vanju Renaua i Isenberga takoder je primijeceno da je
SS ¢eséi u Zena (9,9%) naspram muskarcima (6,7%)
(16). Na$ rezultat objasnjavamo cinjenicom da je SS
inace ucestaliji kod Zena, a omjer Zena i muskaraca bio
je10: 1 (25).

Pridruzene neoplazme pokazale su, prema nasem
istrazivanju, znatnu povezanost sa zenskim spolom, a
uglavnom se radilo o benignim tumorima. Prednjacili
su ginekoloski tumori, miomi maternice, polipi i ciste
jajnika. Poznato je da su displazije i rak grla maternice
povezani s infekcijom HPV-om koja je ucestalija kod
oboljelih od SLE-a. Ostali ginekologki tumori kao, npr.,
polip i miom maternice povezani su sa Zenskim spol-
nim hormonima, o ¢ijoj smo vaznosti u SLE-u vec
pisali u uvodu. Od ostalih benignih neoplazma drugih
sijela bilo je cista (jetre, bubrega, parotidne zlijezde,
pluca, dojke i slezene), hemangioma jetre, angioma
mozga, polipa i adenoma raznih sijela. Maligni tumori
bili su prisutni kod jednog bolesnika na dostitnoj Zli-
jezdi, troje je imalo papilarni karcinom Stitnjace, a
jedna bolesnica rak vrata maternice. Ostale lokalizacije
ginekoloskih malignoma bile su vulva, jajovod i ma-
ternica. Preostali malignomi bili su karcinomi pluca,
bubrega, mokra¢nog mjehura, Bauhinijeve valvule,
debelog crijeva i koze. Jedina neoplazma koju smo
imali zabiljezenu kod muskarca bio je hemangiom
jetre. U drugim istrazivanjima nije zabiljezena znatna
spolna razlika u tumorima, ali je istrazivanje Anto-
nellija i suradnika dokazalo da je medu oboljelima od
SLE-a veca incidencija papilarnog karcinoma §titnjace
(26). Veliko istrazivanje komorbiditeta u SLE-u upu-
¢uje na povisen ukupni rizik od razvoja malignoma i
povecanu pojavnost medu muskarcima (27). Bernat-
sky i suradnici upozorili su na malo povisen rizik od
razvoja malignoma u SLE-u, osobito karcinoma pluca,
limfoma i drugih hematolo$kih malignoma sukladno
prijasnjim istrazivanjima (28, 29). U SLE-u nije potvr-
den visi rizik od malignoma vulve, $titnjace i gusterace
ni snizen rizik od tumora dojke ili endometrija (30,
31). Nasuprot nasim rezultatima, Crosslin i Wiginton
u svojem su istrazivanju utvrdile viSe maligniteta u
muskaraca nego u zena (23). Pretpostavka je da je po-
visen rizik od malignoma u bolesnika sa SLE-om po-
sljedica ostecenog imunosnog sustava, imunosupresiv-
nih lijekova i povisenih uobicajenih rizi¢nih faktora
poput pusenja (31).

Lupus nefritis imalo je ukupno 64 (24%) oboljelih,
od cega je bilo 8 (31%) muskaraca, a 56 (23%) Zena.
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significant result considering the proportion of male
and female patients, we found that lupus nephritis is
more common in men. Other studies have also con-
firmed a higher incidence of lupus nephritis in men
(16, 23, 24).

The proportion of lupus nephritis was almost twice
as high in the group of patients <50 years of age in
comparison to the patients aged 50 to 70 years, which
is consistent with the results of other studies (16, 24).

Skin changes were found in 112 (42%) of our pa-
tients with SLE, of which 14 (54%) were men and 98
(40%) were women. Most studies analyzed individual
skin changes taking gender into consideration; thus, in
a study by Tan et al.,, men were less likely to develop
butterfly rash, photosensitivity, oral ulceration, alope-
cia, and Raynaud phenomenon than women (10). Ac-
cording to a large Latin American cohort of patients
with SLE, in men there were fewer cases of alopecia,
photosensitivity, butterfly rash, and Raynaud phenom-
enon (14).

An Asian study also found that alopecia and Rayn-
aud phenomenon were more common in women.
Also, in a Greek study photosensitivity, Raynaud phe-
nomenon, and oral ulcerations were more common in
women (32, 33). We did not get a difference in the in-
cidence of skin changes with respect to gender, as only
individual skin changes differed.

Osteoporosis was present in 42 (16%) of our pa-
tients, of which only 1 (4%) was a man and 41 (17%)
were women. The proportion of osteoporosis was 5.5
times higher in the group of patients aged 50 to 70
years compared to patients aged < 50 years, and the
probability of osteoporosis in the group of patients
aged 50 - 70 years was 6.2 times higher than in the
group of patients aged < 50 years. Although the gender
gap did not reach the level of statistical significance,
our results show that osteoporosis is more common in
women than in men with SLE. A Spanish study in the
RELESSER cohort showed that osteoporosis with frac-
tures was more common in women, but the difference
did not reach statistical significance, similar to our
study (12).

Rees et al. found a higher incidence of osteoporosis
in women with SLE compared to the control group,
while men had a very high relative risk of developing
osteoporosis compared with the control group (27).
Other factors that can affect the incidence of osteopo-
rosis in men are glucocorticoid use and SLE activity.
Salman-Monte et al. reported an incidence of osteopo-
rosis in 8.9% female patients with SLE and 4.4% of
consequent fractures. In each of these women osteope-
nia was diagnosed by densitometry, but found no as-
sociation between bone density and glucocorticoids or
disease activity (11).

10

Iako nismo dobili statisticki znacajan rezultat s obzi-
rom na udio muskih i Zenskih bolesnika, vidimo da je
lupus nefritis ¢es¢i kod muskaraca. I druga su istrazi-
vanja potvrdila ve¢u pojavnost lupusnog nefritisa kod
muskaraca (16, 23, 24).

Udio lupusnog nefritisa gotovo je dvostruko veéi u
skupini bolesnika u dobi < 50 godina od onoga kod
bolesnika u dobi od 50 do 70 godina, $to je u skladu s
rezultatima drugih istrazivanja (16, 24).

Kozne promjene imalo je 112 (42% ) nasih bolesnika
sa SLE-om, od kojih je bilo 14 (54%) muskaraca, a 98
(40%) Zena. Vecina istrazivanja analizirala je pojedi-
nac¢ne kozne promjene s obzirom na spol pa su u istra-
zivanju Tana i suradnika muskarci imali manji izgled
da se u njih razviju leptirasti osip, fotosenzitivnost,
oralne ulceracije, alopecija i Raynaudov fenomen nego
zene (10). Prema velikoj latinoamerickoj kohorti bole-
snika sa SLE-om, u muskaraca je bilo manje alopecije,
fotosenzitivnosti, leptirastog osipa i Raynaudova feno-
mena (14). Azijsko je istrazivanje takoder pokazalo da
su alopecija i Raynaudov fenomen ce$¢i u Zena, a u
grékom su istrazivanju fotosenzitivnost, Raynaudov
fenomen i oralne ulceracije bili ucestaliji kod Zena (32,
33). Nismo dobili razliku u pojavnosti koznih promje-
na s obzirom na spol, jer se razlikuju samo pojedinacne
kozne promjene.

Osteoporozu su imala 42 (16%) nasa bolesnika, od
kojih je u skupini muskaraca bio samo 1 (4%), a Zena je
bila 41 (17%). Udio osteoporoze bio je 5,5 puta veci u
skupini bolesnika u dobi od 50 do 70 godina u odnosu
prema bolesnicima u dobi < 50 godina, a izgled za po-
javnost osteoporoze u skupini bolesnika u dobi od 50
- 70 godina bio je 6,2 puta veci nego u skupini bolesni-
ka u dobi < 50 godina. Premda razlika medu spolovima
nije dosegla razinu statisticke znacajnosti, nasi rezul-
tati pokazuju da je osteoporoza ce$c¢a u Zena nego u
muskaraca oboljelih od SLE-a. Spanjolsko istrazivanje
na kohorti RELESSER pokazalo je da je osteoporoza s
frakturama c¢e$ca kod Zena, ali razlika nije dosegla sta-
tisticku znacajnost slicno kao i u nasem istrazivanju
(12). Rees i suradnici utvrdili su ve¢u pojavnost osteo-
poroze u Zena oboljelih od SLE-a u odnosu prema kon-
trolnoj skupini, dok su muskarci imali vrlo visok rela-
tivni rizik od razvoja osteoporoze u usporedbi s kon-
trolnom skupinom (27). Ostali faktori koji mogu utje-
cati na pojavnost osteoporoze i kod muskaraca jesu
upotreba glukokortikoida i aktivnost SLE-a. Salman-
-Monte i suradnici izvijestili su o ucestalosti osteo-
poroze od 8,9% u bolesnica sa SLE-om i 4,4% poslje-
di¢nih prijeloma. Svakoj od tih Zena denzitometrijom
je dokazana osteopenija, no nisu nasli povezanost iz-
medu gustoce kostiju i glukokortikoida ili aktivnosti
bolesti (11).

Prema istrazivanju Reesa i suradnika, incidencija
kardiovaskularnih bolesti (KVB), malignoma i osteo-
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According to the research by Rees et al., the incidence
of cardiovascular disease (CVD), malignancy, and os-
teoporosis in SLE increased with age; the incidence of
infections did not show an age association, while the in-
cidence of end-stage renal failure decreased with age.
The risk of all comorbidities, except infection, was ele-
vated at a younger age compared to the controls (27).

Our results greatly coincide with the results of Rees
et al,, although we had a different division of age
groups. Since we considered heart disorders as all dis-
orders of the endocardium, myocardium, pericardium,
as well as coronary blood vessels, we cannot compare
this variable with the CVD variable from that study.

Hypertension and dyslipidemia are traditional risk
factors for CVD and, like CVD in our study, are more
common in elderly patients. Still, the question remains
as to how much of this is a consequence of age and how
much of SLE activity, but given the absence of a control
group without SLE, we could not examine it.

There were several other limitations to our study.
First and foremost is the large difference in the repre-
sentation of men and women, which is a reflection of
the real difference in the incidence of this disease. An-
other limitation is the retrospective data and part of
the comorbidities that were suspected, but without
clear evidence. A number of patients did not come for
regular follow-up, so it is possible that some clinical
manifestations or comorbidities were missed.

In conclusion, differences in clinical manifestations
and comorbidities between women and men with SLE
were found in a sample of our population. The inci-
dence of SS and associated neoplasms is much higher
in women than in men, while in men with SLE, the
incidence of APS and vasculitis is higher than in wom-
en. Hypertension and dyslipidemia are more common
in women than in men in the population of our pa-
tients with SLE. Lupus nephritis and skin changes oc-
cur in both genders in younger patients. In order to
elucidate this problem more clearly, it is necessary to
examine a much larger population of patients and
monitor them for a longer period of time.
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poroze u SLE-u rasla je s dobi; incidencija infekcija nije
pokazivala dobnu povezanost, dok se incidencija ter-
minalnog stadija zatajenja bubrega s godinama smanji-
vala. Rizik od svih komorbiditeta, osim infekcije, u
mladoj je dobi bio povisen u usporedbi s kontrolom
(27). Nasi se rezultati uvelike podudaraju s rezultatima
Reesa i suradnika, premda smo imali drugaciju podje-
lu dobnih skupina. S obzirom na to da smo pod zahva-
¢enoscu srca razumijevali sve poremecaje endokarda,
miokarda, perikarda, kao i koronarnih krvnih zila, tu
varijablu ne mozemo usporedivati s varijablom KVB-a
iz ovog istrazivanja.

Hipertenzija i dislipidemija tradicionalni su rizi¢ni
¢imbenici za KVB te su, kao i KVB u ovom istraziva-
nju, ¢esci kod starijih bolesnika. Ipak, ostaje otvoreno
pitanje koliko je to posljedica dobi, a u kojoj mjeri
aktivnosti SLE-a, ali s obzirom na nepostojanje kon-
trolne skupine bez SLE-a, nismo to ni mogli istraziti.

U nasem je istrazivanju bilo jo§ nekoliko ogranice-
nja. Prvo i najvaznije jest velika razlika u zastupljenosti
muskaraca i Zena koja je odraz stvarne razlike u pojav-
nosti ove bolesti. Druga su slabost retrospektivno uzi-
mani podatci i dio komorbiditeta na koje se sumnjalo,
ali bez jasnog dokaza. Dio bolesnika nije dolazio na
redovite kontrole pa je moguce da su neke klinicke ma-
nifestacije ili komorbiditeti promakli evidentiranju.

Zaklju¢no, u uzorku nase populacije nadene su raz-
like u klinickim manifestacijama i komorbiditetima
izmedu zena i muskaraca oboljelih od SLE-a. Izgled za
pojavnost SS-a i pridruzenih neoplazma visestruko je
vedi u Zena nego u muskaraca, dok je kod muskaraca sa
SLE-om ve(i izgled za pojavnost APS-a i vaskulitisa
nego u zena. Hipertenzija i dislipidemija ce$ce su u
zena nego u muskaraca u populaciji nasih bolesnika sa
SLE-om. Lupus nefritis i kozne promjene javljaju se
kod oba spola u bolesnika mlade dobi. Radi jasnijeg
objasnjenja ovog problema potrebno je istraziti puno
vecu populaciju bolesnika te ih pratiti dulje razdoblje.

[ZJAVA O SUKOBU INTERESA: Autori izjavljuju da nisu u
sukobu interesa.

Translated on English/Prijevod na engleski
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