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Ce nu este, deocamdata, cunoscut la subiectul abordat

Nu exista dovezi suficiente pentru a confirma cert aso-
cierea artritei reumatoide cu patologia glandei tiroide. Sunt
prezente opinii controversate la acest subiect.

Ipoteza de cercetare

Patologia glandei tiroide este frecvent asociata cu artrita
reumatoida, si prezenta ei coreleaza cu activitatea bolii.

Noutatea adusa literaturii stiintifice din domeniu

S-a demonstrat prezenta patologiei glandei tiroide la
pacientii cu artritd reumatoida, care poate fi de ajutor in
screening-ul si diagnosticarea precoce a bolii glandei tiroide
si invers.

Rezumat

Introducere. Artrita reumatoida (AR) este o boala autoi-
muni heterogena. In literatura de specialitate a fost raportati
aparitia crescuta a disfunctiei tiroidiene la pacientii cu artrita
reumatoida. Unele studii au confirmat o prevalenta crescuta a
artritei reumatoide la pacientii cu boala tiroidiand autoimuna
si invers. Mai mult, ambele impartasesc factori de risc genetici
si de mediu comuni.

Material si metode. Un total de 59 de pacienti cu artri-
ta reumatoida (16,95% barbati, 83,05% femei; virsta medie
54,2 + 9,6 ani) au fost inclusi In studiu. Durata medie AR a fost
de 9,6 + 5,6 ani. Studiul a inclus, de asemenea, 48 de voluntari
sanatosi (20,83% barbati, 79,17% femei; varsta medie 55,1 +
10,2 ani) ca lotul de control. Toti pacientii cu AR au indeplinit
criteriile de clasificare ACR / EULAR RA din 2010. Investigati-
ile de laborator au inclus factorul reumatoid (RF), anticorpii
catre peptide citrulinate (anti-CCP), proteina C reactiva (CRP),
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What is not known yet, about the topic

Insufficient evidence to claim rheumatoid arthritis asso-
ciation with thyroid gland pathology is found. Controversial
opinions about the topic are recorded.

Research hypothesis

The thyroid gland is frequently associated with rheuma-
toid arthritis, and it’s correlated with disease activity.

Article’s added novelty on this scientific topic

It has been shown the prevalence of thyroid gland pathol-
ogy in rheumatoid arthritis patients that can be helpful in
screening and earlier diagnosis of the TG disease and vice
versa.

Abstract

Introduction. Rheumatoid arthritis (RA) is a heteroge-
neous autoimmune disease. The increased occurrence of thy-
roid dysfunction in rheumatoid arthritis patients has been
reported in the literature. Some studies have confirmed an
increased prevalence of rheumatoid arthritis in patients with
autoimmune thyroid disease (AITD) and vice versa. Moreover,
both share common etiologic genetic and environmental risk
factors.

Material and methods. A total of 59 rheumatoid arthritis
patients (16.95% males, 83.05% females; mean age 54.2+9.6
years) were included in the study. The mean disease duration
of RA was 9.6%+5.6 years. The study also included 48 healthy
matched volunteers as controls (20.83% males, 79.17% fe-
males; mean age 55.1+10.2 years). All patients fulfilled the
2010 ACR / EULAR RA classification criteria. Laboratory in-
vestigation included rheumatoid factor (RF), anti-cyclic citrul-
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viteza de sedimentare a eritrocitelor (VSH). Prezenta patologi-
ei glandei tiroide a fost estimata de TSH, tiroxina libera (fT4),
anticorpi anti-tiroglobulina (TgAb) si anticorpi anti-tiroidpe-
roxidaza (TPOAD). Activitatea bolii in AR a fost masurata folo-
sind DAS-28-ESR. Toate datele au fost analizate statistic.

Rezultate. Pacientii cu AR au fost pozitivi in 89% pentru
factorul reumatoid si in 72% pentru anticorpii anti CCP. La pa-
cientul cu AR hipotiroidismul clinic a fost raportat la 20,33%,
in timp ce 3,38% au avut hipertiroidism clinic. Hipertiroidis-
mul subclinic a fost raportat la 11,86% dintre pacientii cu RA,
in timp ce 3,38% au avut hipotiroidism subclinic. In grupul
de control, hipertiroidismul subclinic a fost raportat la 4,16%
dintre pacienti, 2,08% au avut hipotiroidism clinic si subclinic.
Anticorpii antitireoglobulinici (TgAb) si anticorpii antitireo-
peroxidazici (TPOADb) au fost prezenti la un procent similar
de pacienti cu AR (30,5% si respectiv 37,28%) si in grupul de
control (4,16% si respectiv 6,25%). VSH (35,5 + 24,2 mm/ora
vs. 18,4 £ 5,0 mm/ora) a fost semnificativ mai mare la pacien-
tii cu AR. Conform rezultatelor noastre, 3,39% dintre pacienti
au avut o activitate scazuta a bolii, 20,34% au avut o activitate
moderata a bolii, iar 76,27% au avut o activitate crescutd a AR.
Activitatea crescutd a AR a corelat pozitiv cu prezenta patologi-
ei glandei tiroide (r = 0,34).

Concluzii. Asocierea dintre patologia tiroidiana si AR a
fost confirmata, prezenta acesteia corela pozitiv cu activitate
crescutd a AR prin DAS28-ESR. Screening-ul de rutinad pentru
tulburarile tiroidiene la pacientii cu poliartrita reumatoida
este recomandat pentru diagnosticarea precoce si corectarea
patologiei TG in AR.

Cuvinte cheie: Artrita reumatoida, patologia glandei tiroi-
de, boala autoimuna.

Introducere

Artrita reumatoidd (AR) este o boala autoimuna cronica si
sistemica care se manifesta cu poliartrita simetrica inflamato-
rie cu afectarea cartilajului articular si a osului [1]. Manifes-
tarile clinice ale implicarii articulare simetrice includ artralgii,
tumefiere, limitarea volumului de miscare, cu toate acestea,
manifestdrile bolii sunt variabile intre pacienti [2, 3]. AR se
caracterizeaza prin prezenta autoanticorpilor, cum este facto-
rul reumatoid (FR) si anticorpii anti-peptide ciclice citrulinate
(ACPA), cu toate acestea, pacientii pot fi, de asemenea, sero-
negativi. Comparativ cu AR seropozitiv, tablou clinic al paci-
entilor seronegativi se caracterizeaza printr-o prezentare mai
putin sever3, in ceea ce priveste inflamatia, durerea, progresia
radiografica si modelul diferit de implicare articulara [4].

Prevalenta AR in Europa si America de Nord este de 0,5-
1,0% [5]. Femeile au un risc mai sporit pentru AR [6]. Ea poate
aparea la orice varsta; totusi, incidenta de varf este la varsta de
50 de ani [2]. Mecanismul patogenetic in AR este Inca necunos-
cut, cu toate acestea, autoimunitatea joaca un rol important
atat in cronicitatea sa, cat si in progresia [7]. Diagnosticarea
precoce este considerata ca fiind cheia In imbunatatirea evo-
lutiei si pronosticului AR, cum ar fi, reducerea destructiei arti-
culare si progresiei radiologice, scaderea dizabilitatii functio-
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linated peptide antibody (anti-CCP), C-reactive protein (CRP),
erythrocyte sedimentation rate (ESR). The presence of thy-
roid gland pathology was estimated by thyroid stimulating
hormone (TSH), free thyroxine (fT4), antithyroglobulin anti-
body (TgAb), and antithyroid peroxidase antibody (TPOADb).
Disease activity in RA measured with DAS-28-ESR. All the data
were analyzed statistically.

Results. RA patients were in 89% positive for rheumatoid
factor and in 72% positive for anti CCP antibodies. In patient
with RA clinical hypothyroidism was reported in 20.33%,
while 3.38% had clinical hyperthyroidism. Subclinical hyper-
thyroidism was reported in 11.86% of the RA patients, while
3.38% had subclinical hypothyroidism. In control group,
subclinical hyperthyroidism was reported in 4.16% of the
patients, 2.08% had clinical and subclinical hypothyroidism.
Antithyreoglobulin antibody (TgAb) and antithyroid peroxi-
dase antibody (TPOADb) were present in similar percentage of
patients with RA (30.5% and 37.28%, respectively) and in the
control group (4.16% and 6.25%, respectively). ESR (35.5 =
24.2 mm/h vs. 18.4 + 5.0 mm/h) was significantly higher in
patients RA. According to our research, 3.39% of the patients
had low disease activity, 20.34% had moderate disease activ-
ity, and 76.27% had high disease activity. High disease activity
positively correlated with the presence of thyroid gland pa-
thology (r = 0.34).

Conclusion. The association between thyroid pathology
and RA was confirmed, its presence correlated with high dis-
ease activity by DAS-28-ESR. The routine screening for thyroid
disorders in patients with rheumatoid arthritis is recommend-
ed for early diagnosis and correction of TG pathology in RA.

Key words: rheumatoid arthritis, thyroid gland pathology,
autoimmune disease.

Introduction

Rheumatoid arthritis (RA) is a chronic and systemic auto-
immune disease which can lead to inflammatory symmetrical
polyarthritis with destruction of articular cartilage and bone
[1]. The clinical manifestations of symmetrical joint involve-
ment include arthralgia, swelling, redness, and limiting the
range of motion, however, these manifestations are variable
between patients [2, 3]. RA is characterized by the presence
of autoantibodies, such as rheumatoid factor (RF) and anti-
citrullinated protein antibodies (anti-CCP), nevertheless, pa-
tients may also be seronegative.

Compared to seropositive RA, it is characterized by a less
severe presentation, in terms of inflammation, pain, radio-
graphic progression and different pattern of joint involvement
[4]. The prevalence of RA in Europe and North America is 0.5-
1.0% [5]. Women are at higher risks for RA [6]. It can occur at
any age; however, the peak incidence is at the age of 50 years
[2]. The pathogenic mechanism in RA is still unknown, never-
theless, autoimmunity plays an important role in both its chro-
nicity and its progression [7]. Early diagnosis is considered as
key in improvement of RA presentation, such as, reduced joint
destruction, less radiologic progression, decrease functional
disability [3]. The diagnosis is based on clinical examination,



nale [3]. Diagnosticul se bazeaza pe examenul clinic, sustinut
de teste de laborator (anticorpii la peptida ciclica citrulinata,
factor reumatoid, markerii de inflamatie ca viteza de sedimen-
tare a hematiilor si proteina C reactiva), modificari radiologice
(osteopenie periarticulara, eroziuni, tumefiere) si ecografice
[8]. O asociere intre patologia glandei tiroide si artrita reuma-
toida a fost discutabild de multi ani.

Boala tiroidiana autoimuna (AITD) este un grup de patolo-
gii ale glandei tiroide (GT) caracterizat prin raspunsul autoi-
mun impotriva glandei tiroide. Prevalenta ei este de aproxima-
tiv 5%, cu toate acestea, prevalenta anticorpilor antitiroidieni
poate fi mai mare. Riscul femeilor in comparatie cu barbati
este, de asemenea, mai mare. In plus, existd o prevalenta a
bolilor autoimune tiroidiene la pacienti din zonele cu statut
suficient de iod In comparatie cu cele din zonele cu deficit de
iod. Boala tiroidiana autoimuna include cele doua prezentari
clinice: tiroidita Hashimoto si boala Graves, semnele lor dis-
tinctive sunt hipotiroidismul si hipertiroidismul, respectiv [9,
10]. Aproape toate formele de AITD sunt asociate cu formarea
anticorpilor serici catre peroxidaza tiroidiana (TPOADb) si tiro-
globulina (TgAb) [11]. In mod similar cu AR, pacientii cu tiro-
idita Hashimoto pot fi seronegativi. De exemplu, mai recent,
a fost identificata tiroidita seronegativa, o afectiune caracte-
rizatd prin hipotiroidism in absenta anticorpilor pozitivi [4].
Atat hipertiroidismul, cat si hipotiroidismul au in mod evident
un impact negativ asupra sanatatii umane si pot duce la un
risc mai mare de boli cardiovasculare si mortalitate [12]. Unii
autori considera ca hipotiroidismul chiar ar putea exacerba
boala reumatoida [6]. Prezenta AITD la pacientii cu AR si in-
vers a fost depistata in unele cercetari. Cu toate acestea, unele
studii nu au confirmat asocierile dintre acestea doua conditii.
Este cunoscut ca ambele au factori de risc genetici si de mediu
comuni [13-15].

Prin urmare, ne-am propus sa studiem prezenta patologiei
glandei tiroide la pacientii cu artrita reumatoida si sa determi-
nam corelatia cu activitatea bolii, precum si sa studiem poli-
morfismul prezentarii clinice patologiei glandei tiroide.

Material si metode

Un total de 59 de pacienti cu artrita reumatoida au parti-
cipat la studiu. Acesta a inclus 49 femei (83,05%) si 10 bar-
bati (16,95%) cu varsta medie de 54,2+9,6 ani. Durata medie
a bolii AR a fost de 9,6+5,6 ani. Pacientii au fost recrutati din
departamentul de Artrologie al Spitalului Clinic Republican in
perioada octombrie 2019 - iunie 2020. In plus, 48 de persoa-
ne fara AR au participat ca lotul martor, 38 femei (79,17%)
si 10 barbati (20,83%), cu o varstd medie de 55,1+10,2 ani.
Acestia au fost recrutati din policlinica Spitalului Clinic Repu-
blican in perioada octombrie 2019 - iunie 2020. Toti pacientii
din grupul de studiu au indeplinit criterii de clasificare a ACR
/ EULAR RA 2010 [16]. Criteriile de excludere au inclus ur-
matoarele: istoricul altor boli reumatice inflamatorii (scleroza
sistemicd, lupus eritematos sistemic), diabetul zaharat, malig-
nitate, sarcind la momentul includerii, pacientii tratati cu me-
dicamente care afecteaza functia tiroidiana (amiodarona, litiu,
acid paraaminosalicilic, interferon alfa), pacienti cu boala tiro-
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supported by laboratory tests (anti-citrullinated protein an-
tibodies, rheumatoid factor, inflammatory markers, such as
erythrocyte sedimentation rate and C-reactive protein), X-ray
changes (periarticular osteopenia, erosions, swelling) and ul-
trasonography [8]. An association between thyroid gland pa-
thology and rheumatoid arthritis has been questionable for a
lot of years.

Autoimmune thyroid disease (AITD) is a group of thyroid
gland (TG) pathologies characterized by autoimmune response
against thyroid gland. The prevalence is around 5%, however,
the prevalence of antithyroid antibodies may be higher. The
risk of women in comparison to men is as well higher. More-
over, there is a prevalence of AITD in iodine-sufficient areas
in comparison to those in iodine-deficient areas [9, 10]. AITD
includes two clinical presentations: Hashimoto’s thyroiditis
and Graves’ disease, their hallmarks are hypothyroidism and
hyperthyroidism, respectively [10]. Almost all forms of AITD
are associated with the formation of serum thyroid peroxidase
(TPOAb) and thyroglobulin (TgAb) antibodies [11]. Similarly
to RA, Hashimoto’s thyroiditis patients may also be serone-
gative. For example, more recently, seronegative thyroiditis, a
condition characterized by hypothyroidism in the absence of
positive antibodies, was identified as well [4]. Both hyperthy-
roidism and hypothyroidism have obviously adverse impact
on human health and can lead to higher risk of cardiovascular
diseases and mortality [12]. Some authors consider that hy-
pothyroidism might even exacerbate manifestations of rheu-
matoid arthritis [6]. The prevalence of AITD in patients with
RA and vice versa was detected in some research, while some
studies haven'’t confirmed the associations between these two
conditions. Certainly, it is known that both share common ge-
netic and environmental risk factors [13-15].

Therefore, we aimed to study the presence of thyroid gland
pathology in patients with rheumatoid arthritis and to deter-
mine its correlation with disease activity, as well as to study
which polymorphism of clinical presentation of thyroid gland
pathology.

Material and methods

A total of 59 rheumatoid arthritis patients participated
in the study. It included 49 females (83.05%) and 10 males
(16.95%) with a mean age 54.2+9.6 years. The mean disease
duration of RA was 9.6+5.6 years. Patients were recruited
from the Arthrology department of Clinical Republican Hospi-
tal during October 2019 - June 2020. In addition, 48 healthy
matched volunteered as controls, 38 females (79.17%) and 10
males (20.83%) with a mean age 55.1+10.2 years. They were
recruited from the outpatient department of Clinical Republi-
can Hospital during October 2019 - June 2020. All patients of
the main group fulfilled the 2010 ACR / EULAR RA classifica-
tion criteria [16]. The exclusion criteria included the follow-
ing: history of other rheumatic diseases (systemic sclerosis,
systemic lupus erythematosus), diabetes mellitus, malignancy,
pregnancy at the moment of inclusion, patients taking medica-
tions that affect thyroid function (amiodarone, lithium, para-
aminosalicylic acid, interferon alpha), patients with confirmed
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Tabelul 1. Clasificarea patologiei glandei tiroide [17, 18].
Table 1. Classification of thyroid gland pathology [17, 18].
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Patologiile glandei tiroide

TSH, mIU/L fT4, ng/dL
Thyroid dysfunction miu/ ng/
Hl.p(.)tlI‘OIdlsm clm.lc. 54,49 <45
Clinical hypothyroidism
Hipotiroidi lini

1pot‘1r¢.;>1dlsm subc] ID'IC. ~4.49 4,5-12 (normal)
Subclinical hypothyroidism
Eutiroidi

HHTOICISI 0,45-4,49 4,5-12
Euthyroidism
Hiper.ti.roidism subclir¥ic. <045 4,5-12 (normal)
Subclinical hyperthyroidism
Hipertiroidi lini

ipertiroidism clinic <045 212

Clinical hyperthyroidism

Nota: TSH - hormon stimulator al tiroidei; fT4 - tiroxina libera.

Note: TSH - thyroid stimulating hormone; fT4 - free thyroxine.

idiana confirmata de etiologie non-autoimuna. Datele clinice
si demografice, inclusiv sexul, varsta si durata bolii.

Investigatiile de laborator au inclus factorul reumatoid
(RF), anticorpii anti peptide ciclice citrulinate (anti-CCP), pro-
teina C reactiva (CRP), viteza de sedimentare a eritrocitelor
(VSH). Nivelul hormonului de stimulare tiroidiana (TSH), tiro-
xinei libere (fT4) a fost madsurat pentru a identifica prezenta
patologiei glandei tiroide, precum si a anticorpilor antitiroglo-
bulina (TgAb) si a anticorpilor peroxidaza tiroidiana (TPOADb).
Am definit patologia tiroidiana ca hipotiroidismul clinic sau
subclinic si hipertiroidismul clinic sau subclinic in functie de
valorile fT4 si TSH. Hipotiroidismul clinic a fost definit ca un
nivel crescut de TSH (>4,49 mUI/L) si scazut a fT4 (<4,5 pg/
dl), in timp ce hipotiroidismul subclinic a fost definit ca un ni-
vel crescut de TSH (>4,49 mUI/L) cu un nivel normal de fT4
(4,5-12 pg/dl). Hipertiroidismul clinic s-a caracterizat prin
scaderea nivelului TSH (<0,45 mUI/L) cu un nivel crescut de
fT4 (>12 pg/dl), iar hipertiroidismul subclinic a fost definit
ca scaderea nivelului TSH (<0,45 pg/dl) cu nivel normal a fT4
(4,5-12 pg/dl) (Tabelul 1) [17, 18].

Activitatea bolii n AR a fost masurata cu ajutorul DAS-28-
ESR. Acesta a fost calculat folosind urmatoarea formula: DAS28
= 0,56 *sqrt (tender28) + 0,28 * sqrt (swollen28) 4 - 0,70 * In
(ESR) + 0,014 * GH, cu ajutorul calculatorului cu acces online
[19]. Urmatoarele valorii DAS-28 corespund starii clinice [6]:

= remisie: DAS-28 < 2,6;

= activitate scazuta a bolii: DAS-28 - 2,6-3,1;

= activitatea moderata a bolii: DAS-28 - 3,2-5,1;

= jctivitate Inalta a bolii: DAS-28 >5,1.

Rezultate

Dupa compararea datelor colectate de la pacientii cu AR si
grupa de control, am primit urmatoarele rezultate (Tabelul 2).
Distributia simptomelor si semnelor patologiei glandei tiroi-
de, cum ar fi pielea uscatd, intoleranta la frig, apetitul scazut,
caderea parului a fost mai des intalnita la pacientii cu AR, de-
cat In grupul de control (Tabelul 3).

Dintre pacientii cu AR, 23 (39,98%) au fost diagnosticati

thyroid disease of non-autoimmune etiology. Clinical and de-
mographic data including sex, age, and disease duration.

Laboratory investigation included rheumatoid factor (RF),
anti-cyclic citrullinated peptide antibody (anti-CCP), C-reac-
tive protein (CRP), erythrocyte sedimentation rate (ESR). The
level of thyroid stimulating hormone (TSH), free thyroxine
(fT4) was measured to identify the presence of thyroid gland
pathology, as well as antithyroglobulin antibody (TgAb), and
antithyroid peroxidase antibody (TPOAb). We defined thyroid
pathology as clinical or subclinical hypothyroidism and hyper-
thyroidism according to values of fT4 and TSH. Clinical hypo-
thyroidism was defined as an increased level of TSH (>4.49
mlIU/L) and decreased fT4 (<4.5 pg/dL), while subclinical
hypothyroidism was defined as increased TSH level (>4.49
mlU/L) with normal fT4 level (4.5-12 pg/dL). Clinical hyper-
thyroidism was characterized by a decreased TSH level (<0.45
mlU/L) with an elevated level of fT4 (<12 pg/dL), and sub-
clinical hyperthyroidism was defined as decreased TSH (<0.45
pg/dL), level with normal fT4 level (4.5-12 pg/dL) (Table 1)
[17,18].

Disease activity in RA measured as DAS-28-ESR. It was cal-
culated using the following formula: DAS28 = 0.56 * sqrt (ten-
der28) + 0.28 * sqrt (swollen28) 4 - 0.70 * In (ESR) + 0.014 * GH,
with a help of online base calculator [19]. The following DAS-28
values correspond to clinical status [6]:

= remission: DAS-28 <2.6;

= Jow disease activity: DAS-28 - 2.6-3.1;

= moderate disease activity: DAS-28 - 3.2-5.1;

= high disease activity: DAS28 >5.1.

Results

After comparison of collected data from RA patients and
control groups, we received the following results (Table 2).
Distribution of symptoms and signs of thyroid gland pathol-
ogy, such as dry skin, cold intolerance, poor appetite, hair loss
was higher in patients with RA rather than in control group
(Table 3).

Among the RA patients, 23 (39.98%) were diagnosed with
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Tabelul 2. Caracteristicile participantilor la studiu, medie + DS sau numar (%).
Table 2. Characteristics of study participants, mean * SD or number (%).

Variabil / Variable

AR/ RA
(n=59)

Control / Control
(n=48)

Femei / Women

Barbati / Men

Viarsta / Age

AR durata (medie, ani) / RA duration (mean, years)

49 (83,05%) 38 (79,17%)
10 (16,95%) 10 (20,83%)
54,2496 55,1+10,2

9,6%5,6 -

Nota: AR - artrita reumatoida.
Note: RA - rheumatoid arthritis.

Tabelul 3. Distributia simptomelor si semnelor patologiei glandei tiroide.
Table 3. Distribution of symptoms and signs of thyroid gland pathology.

Frecventa simptomelor / Frequency of symptoms

Simptome /Symptoms AR/ RA Control / Control

(n=59) (n=48) P
Oboseald / Fatigue 30 (50,85%) 10 (20,83%) -
Pielea uscata / Dry skin 23 (38,98%) 5(10,42%) <0,05
Intoleranta la frig / Cold intolerance 20 (33,9%) 1(2,08%) <0,05
Apetitul scazut / Poor appetite 12 (20,34%) 1(2,08%) <0,05
Caderea parului / Hair loss 10 (16,95%) 2 (4,17%) <0,05
Constipatie / Constipation 9 (15,25%) 7 (14,58%) -
Cresterea In greutate / Weigh gain 8(13,56%) 2 (4,17%) -

Parestezii / Paresthesia

4 (6,78%)

Nota: AR - artrita reumatoida.
Note: RA - rheumatoid arthritis.

cu disfunctia tiroidiana. Conform rezultatului de laborator al
nivelului TSH si fT4, hipotiroidismul clinic a fost raportatla 12
pacienti cu AR (20,33%), in timp ce hipertiroidismul subcli-
nic a fost raportat la 7 pacienti cu AR. Hipertiroidismul clinic
si hipotiroidismul subclinic au fost diagnosticate numai la 2
pacienti cu AR (3,38%). In contrast, hipotiroidismul clinic a
fost raportat doar la 1 pacient din grupul de control (2,08%),
in timp ce hipertiroidismul clinic nu a fost confirmat in randul
pacientilor nostri non-AR. Hipertiroidismul subclinic a fost ra-
portat la 2 pacienti fara AR (4,16%) si hipotiroidismul subcli-
nic a fost stabilit la 1 pacient non-AR (2,08%) (Figura 1).
Anticorpul anti-tiroglobulina (TgAb) si anticorpul peroxi-
dazei antitiroidiene (TPOAD) au fost prezenti in procent simi-
lar de pacienti cu AR (30,5% si, respectiv, 37,28%) si in grupul
de control (4,16% si, respectiv, 6,25%) (Figura 2). A fost com-
parat profilul hematologic si reumatologic din ambele grupe

Tabelul 4. Profilul hematologic si reumatologic.
Table 4. Hematological and rheumatological profile.

thyroid dysfunction. According to laboratory result of TSH
and ft4 level, clinical hypothyroidism was reported in 12 pa-
tients with RA (20.33%), while subclinical hyperthyroidism
was reported in 7 patients with RA. Clinical hyperthyroidism
and subclinical hypothyroidism were diagnosed only in 2 RA
patients (3.38%). In contrast, clinical hypothyroidism was re-
ported only in 1 patient of the control group (2.08%), while
clinical hyperthyroidism wasn’t confirmed among our non-
RA patients. Subclinical hyperthyroidism was reported in 2
patients without RA (4.16%) and subclinical hypothyroidism
was established in 1 non-RA patient (2.08%) (Figure 1).
Antithyroglobulin antibody (TgAb) and antithyroid per-
oxidase antibody (TPOADb) were present in similar percentage
of patients with RA (30.5% and 37.28%, respectively) and in
the control group (4.16% and 6.25%, respectively) (Figure 2).
The hematological and rheumatological profile in both groups

AR pacientii / RA patients

Control / Control

VSH, mm/ord // ESR, mm/h
CRP, mg/dl // CRP, mg/dl
FR // RF

Anti-CCP // Anti-CCP

35,5 % 24,2
14,2 £20,5
52 (88,14%)
42 (71,19%)

18,4 +£5,0
4,5+9,8
1(2,08%)

Nota: AR - artrita reumatoida; VSH - viteza de sedimentare a hematiilor; CRP - Proteina C reactiva; FR - factorul reumatoid; anti-CCP

- peptida citrulinata anticiclica.

Note: RA - rheumatoid arthritis; ESR - erythrocyte sedimentation rate; CRP - C-reactive protein; RF - rheumatoid factor; Anti-CCP - Anti-

cyclic citrullinated peptide.
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0,00%
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Fig. 1 Frecventa patologiei glandei tiroide la pacientii cu
artrita reumatoida.
Fig. 1 Frequency of thyroid gland pathology in rheumatoid
arthritis patients.

(Tabelul 4). Pacientii cu AR au fost pozitivi In 88,14% pentru
factorul reumatoid si in 71,19% pozitivi pentru anticorpii anti
CCP. VSH (35,5 + 24,2 mm/ora vs. 18,4 + 5,0 mm/ord) a fost
semnificativ mai mare la pacientii cu AR.

Conform rezultatelor cercetdrii noastre, activitatea joasa a
bolii a fost gasita la 2 pacienti (3,39%), activitatea moderata
a bolii a fost gasita la 12 pacienti (20,34%), activitatea Inalta
bolii a fost gasita la 45 de pacienti (76,27%) - Tabelul 5. Oda-
ta cu cresterea nivelului de activitate a bolii, a fost observat
un procent mai mare de pacienti cu patologie glandei tiroide.
Activitatea crescutd a bolii coreleaza cu prezenta patologiei
glandei tiroide (r=0,34) (Figura 3).

120%
100%
80%
60%
40%
20%
0%

TG pathology, %

Hipertiroidism clinic  Hipertiroidism subclinic Hipotiroidism subclinic
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50,00%
45,00%
40,00%
35.00%
30.00%
25.00%
20.00%
15.00%
10.00%

5.00%

0.00%

30.50%

4.16%

TPOAD
37.28%

6.25%

TgAb
30,50%
4,16%

EAR
Control

Fig. 2 Frecventa autoanticorpilor tiroidieni. AR - artrita reumatoida;
TgAb - anticorpi anti-tiroglobulind; TPOAb - anticorpi
anti-tiroidperoxidaza.
Fig. 2 Frequency of thyroid autoantibodies. AR — rheumatoid arthritis;
TgAb - antithyroglobulin antibody; TPOAb - antithyroid peroxidase
antibody.

were compared (Table 4). RA patients were 88.14% positive
for rheumatoid factor and 71.19% positive for anti CCP anti-
bodies. ESR (35.5+24.2 mm/h vs. 18.44£5.0 mm/h) was signifi-
cantly higher in patients RA.

According to our research, low disease activity was found
in 2 patients (3.39%), moderate disease activity was found in
12 patients (20.34%), high disease activity was found in 45
patients (76.27%) (Table 5). With the increase of the level of
disease activity the higher percentage of patients with TG pa-
thology was observed. High disease activity correlated with
the presence of thyroid gland pathology (r=0.34) (Figure 3).

DAS-28 ESR

Fig. 3 Corelarea nivelurilor DAS-28 cu prezentd a patologiei glandei tiroide.
Fig. 3 Correlation of DAS-28 levels with the presence of thyroid gland pathology.

Tabelul 5. DAS-28 la pacientii cu AR [6].
Table 5. DAS-28 in patients with RA [6].

Activitatea // Activity Valoarea Rezultate
Value Results

Remisie // Remission <2,6 -

Activitatea joasa a bolii // Low disease activity 2,6-3,1 2(3,39%)

Activitatea moderata a bolii // Moderate disease activity 3,2-51 12 (20,34%)

Activitatea Inaltd a bolii // High disease activity >5,1 45 (76,27%)

Nota: AR - artrita reumatoida.
Note: RA - rheumatoid arthritis.



Discutii

In studiul nostru, am investigat 59 de pacienti cu artriti
reumatoida (AR) si 48 persoane sanatoase pentru a gasi pre-
zenta patologiei glandei tiroide la pacientii cu artrita reumato-
ida si pentru a determina corelatia acesteia cu activitatea bolii.
Artrita reumatoida este cea mai frecventa artrita inflamatorie
si este o0 cauzad majora a dizabilitatii [20]. Avand in vedere rolul
autoimunitatii in patogeneza bolii, mai multe studii au inves-
tigat o relatie Intre AR si alte boli autoimune, cum ar fi boala
tiroidiana autoimuna (AITD), care duce la hipotiroidism sau
hipertiroidism [1]. De obicei, ea apare pana la debutul de AR,
dar este adesea imposibil de a identifici momentul instalarii
fiecareia dintre cele doua boli [21].

Primele cercetari au fost facute in anii 1960. De exemplu,
Hijmans W. et al,, Corbett M. et al. au aflat ca tiroidita a fost
frecvent observata la pacientii cu AR [22, 23]. Delamere ]. et
al. si Caron W. et al. in 1982 si 1992 respectiv, au stabilit o pre-
valentda mai mare a hipotiroidismului la pacientii cu AR [24].
Andonopoulos A. et al. a constatat ca nivelul de autoanticorpi
tiroidieni la pacientii AR a fost diferit de control. Cu toate aces-
tea, nu au stabilit o diferenta semnificativa intre disfunctia ti-
roidiana si AR [1, 25]. Studii mai recente, Atalay S. et al. au
aratat o prevalenta semnificativ mai mare de autoimunitate
tiroidiana la pacientii cu AR. Chen Y. et al. a constatat ca hi-
potiroidismul a fost cea mai frecventa disfunctia tiroidiana la
pacientii cu AR. Ferrari S. et al. a aflat ca AR a fost a treia cea
mai frecventa boala autoimuna observata la pacientii cu boala
Graves [10, 26, 27]. Cu toate acestea, McCoy S. et al. nu a gasit
o diferenta semnificativa in incidenta sau prevalenta hipotiro-
idismului la pacientii cu si cei fara AR [28]. Conform studiului
nostru, pacientii cu AR au fost mai predispusi sa aiba o preva-
lenta crescuta a patologiei tiroidiene (39,98%), cu prevalenta
hipotiroidismului clinic (20,33%) si hipertiroidismul subcli-
nic (11,86%). Rezultatul studiului nostru confirma constata-
rile anterioare ale unei aparitii crescute a patologiei glandei
tiroide Tn randul pacientilor cu AR (Tabelul 6).

Mai multe studii au raportat prevalenta autoanticorpilor
impotriva antigenelor tiroidiene. Prevalenta autoanticorpi-
lor variaza de la 6 pana la 31% pentru TgAb si 5-37% pentru
TPOAD si de la 10,4-32% pentru prezenta oricdreia dintre cele
doua [30, 31]. Desi studiile, precum si ale noastre, au raportat
o prevalenta crescuta a AITD in AR, exista inca discutii intre
prezenta autoanticorpilor antitiroidieni si functia tiroidiana
[30]. Atzeni F. et al. au raportat o prevalenta de 37,1% a TPOAb
si 22,9% TgAb, insa hipotiroidismul clinic a aparut doar la
2,8% si hipotiroidismul subclinic la 4,2% dintre pacientii cu
AR [32]. Rezultatele studiului nostru, precum si Koszarny A. et
al. prezinta o prevalenta ridicatd a anticorpilor antitiroidieni
la pacientii cu AR [21]. In cercetarea noastrs, 30,5% dintre pa-
cienti au fost pozitivi pentru TgAb si 37,28% dintre pacienti au
avut TPOAb. In prezentul studiu, din cei 40 de pacienti cu AR
care au testat pozitiv pentru autoanticorpi Impotriva antige-
nelor tiroidiene, 23 dintre acestia prezentau disfunctie tiroidi-
ana. Restul de 17 nu au avut disfunctie tiroidiana, dar au avut
pozitivitate TPOAb sau TgAb.

Patologia glandei tiroide in artrita reumatoidd

Discussion

In our study, we investigated 59 rheumatoid arthritis (RA)
patients and 48 healthy individuals to find the presence of thy-
roid gland pathology in patients with rheumatoid arthritis and
to determine its correlation with disease activity. Rheumatoid
arthritis is the most common inflammatory arthritis and is a
major cause of disability [20]. Given the role of autoimmunity
in the pathogenesis of the disease, several studies have inves-
tigated a relationship between RA and other autoimmune dis-
eases, such as autoimmune thyroid disease (AITD) that leads
to hypothyroidism or hyperthyroidism [1]. It usually occurs
before RA, but it is often impossible to identify the onset of
each of both diseases [21].

The earliest research was made in 1960’s. So, for example,
Hijmans W. et al., Corbett M. et al. found out that thyroiditis
was frequently observed in patients with RA [22, 23]. Dela-
mere J. et al. and Caron W. et al. in 1982 and 1992, respectively,
established a higher prevalence of hypothyroidism in RA pa-
tients [24]. Andonopoulos A. et al. found that the level of thy-
roid autoantibodies in RA patients was different from the con-
trols. However, it failed to find significant difference between
thyroid dysfunction and RA [1, 25]. More recent studies, Ata-
lay S. et al. showed a significantly higher prevalence of thyroid
autoimmunity in patients with RA, Chen Y. et al. found that
hypothyroidism was the most common thyroid dysfunction in
RA patients, Ferrari et al. found out that RA was the third most
common autoimmune disease observed in Graves’s disease
patients [10, 26, 27]. However, McCoy S. et al. didn’t find signif-
icant difference was found in either incidence or prevalence of
hypothyroidism between patients with and those without RA
[28]. According to our study, patients with RA were more likely
to have increased prevalence of thyroid pathology (39,98%),
with the prevalence of clinical hypothyroidism (20,33%) and
subclinical hyperthyroidism (11,86%). The result of our study
confirms previous findings of an increased occurrence of thy-
roid gland pathology among patients with RA (Table 6).

Several studies reported the prevalence of autoantibodies
against thyroid antigens (ATA). ATA prevalence ranges from
6 to 31% for TgAb and 5-37% for TPOAb and from 10.4-32%
for the presence of either of the two [30, 31]. Although stud-
ies, as well as ours, have reported an increased prevalence of
AITD in RA, there is still controversy between the presence of
antithyroid autoantibodies and thyroid function [30]. Atzeni F.
et al. have reported a 37.1% prevalence of TPOAb and 22.9%
TgAb, however clinical hypothyroidism occurred in only 2.8%
and subclinical hypothyroidism in 4.2% of RA patients [32].
The results of our study as well as Koszarny A. et al. show a
high prevalence of antithyroid antibodies in RA patients [21].
In our research 30.5% of the patients were positive for TgAb
and 37.28% of the patients had TPOADb. In the present study, of
the 40 patients with RA who tested positive for autoantibodies
against thyroid antigens, 23 of them had thyroid dysfunction.
The remaining 17 did not have thyroid dysfunction but had
TPOADb or TgAb positivity.

In our study, upon correlation of mean score DAS-28,
grouped by the degrees of disease activity, we also found a
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Tabelul 6. Prevalenta AITD si patologia tiroidiana la pacientii cu AR.
Table 6. Prevalence of AITD and thyroid pathology in RA patients.
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Autor Studiul curent McCoy S. et al.
LiQ.etal[1l Atalay S. et al. [27 K A.etal [21]  Shiroky].etal.[29
Author Current study iQ.etal[1] alay S. et al. [27] oszarny A. etal. [21] iroky J. et al. [29] 28]
P latia studiata,
opiaia suciat 59 65 155 75 119 650
Study population
Locatie Moldova China Turcia Polonia SUA SUA
Location Moldova China Turkey Poland USA USA
Boala tiroidiana autoi a
oaia HTOICIand autoliitiia 59 9504 32,3% 47,7% 10,7% 22,68% -
Autoimmune thyroid disease
Hipotiroidism clinic
s o 20,33% 10,8% 34,1% 9,33% 5,04% 6%
Clinical hypothyroidism
Hipotiroidism subclinic
. o 3,38% 15,4% 7,7% 15,12% 16%

Subclinical hypothyroidism
Hipertiroidi lini

[PETHTOICISI Cnie 3,38% 4,6% 1,2% 1,33% 0,84% 0,6%
Clinical hyperthyroidism
Hipertiroidism subclinic 11.86% 15% 45% i i

Subclinical hyperthyroidism

Nota: AR - artrita reumatoida; AITD - boald autoimuna tiroidiana.
Note: RA - rheumatoid arthritis; AITD - autoimmune thyroid disorders.

in studiul nostru, la corelarea scorului mediu DAS-28, gru-
pat in functie de gradele de activitate a bolii, am constatat, de
asemenea, o corelatie pozitiva cu prezenta patologiei GT. Acest
rezultat a fost in concordanta cu un studiu publicat in 2017 de
Joshi P. et al., care a demonstrat ca pacientii cu AR cu hipotiro-
idism au avut DAS-28 - VSH mai mare [6]. Cu toate acestea, o
serie de studii nu au confirmat nici o asociere Intre activitatea
AITD si AR [33]. Dupa analizarea activitatii bolii pacientilor cu
AR, am observat prevalenta activitatii ridicate a bolii in randul
acestora. Acest fapt poate fi explicat prin recrutarea in grupul
de studiu a pacientilor internati in spital. El poate avea influ-
entd asupra rezultatului cercetarilor noastre, astfel incat avem
un procent ridicat de pacienti cu patologie a glandei autoimu-
ne.

Putini s-au concentrat pe simptomatologia patologiei tiro-
idiene. Intr-un studiu realizat de Bahemuka M. et al. pacientii
au avut semne si simptome de mixedem [34, 35]. Anoop ], et
al. a constatat ca intoleranta la frig si cresterea in greutate ar
putea fi predictori ai bolii tiroidiene, care stau la baza (atat
hipertiroidism si hipotiroidism) la pacientii cu AR [34]. Potri-
vit studiului nostru predictorii ar putea fi pielea uscatd, intole-
ranta la frig, cdderea parului si apetenta scazuta.

Ambele patologii studiate sunt asociate din cauza mecanis-
melor patogene similare si a susceptibilitatii genetice, cu toate
acestea, mecanismul exact dintre cele doua este inca neclar [1,
30]. Au fost identificate mai multe gene de susceptibilitate im-
plicate In patogeneza atat a AITD, cat si a AR, inclusiv: CTLA4
(cytotoxic T-lymphocyte - associated leucocyte antigen),
PTPN22 (protein tyrosine phosphatase non-receptor type 22)
si complexul de gene HLA [30].Li Q. et al. in studiul sau a de-
monstrat dezechilibrul dintre celula T helper 17 (Th17) si ce-
lulele T regulate (Treg), care a condus la AITD, si alte studii au

positive correlation with the presence of TG pathology. This
result was in line with a study published in 2017 by Joshi et
al.,, which demonstrated that RA patients with hypothyroidism
had higher DAS-28-ESR [6]. However, several studies did not
confirm any association between AITD and RA activity [33].
After analyzing disease activity of RA patients, we have no-
ticed the prevalence of high disease activity among them. This
fact can be explained by the recruitment to the study group of
the patients admitted to the hospital. It can have the influence
on the result of our research, so as we have high percentage of
patients with autoimmune gland pathology.

Few have focused on the symptomatology of thyroid pa-
thology. In a study done by Bahemuka M. et al. patients had
signs and symptoms of myxedema [34, 35]. Anoop J. et al
found that cold intolerance and weight gain could be predic-
tors of underlying thyroid disease (both hyperthyroidism and
hypothyroidism) in patients with RA [34]. According to our
study predictors could be dry skin, cold intolerance, poor ap-
petite, and hair loss as well.

Both disorders are associated because of similar patho-
genic mechanisms and genetic susceptibility, however, the
exact mechanism between both is still unclear [1, 30]. Sev-
eral susceptibility genes involved in the pathogenesis of both
AITD, and RA have been identified, including: CTLA4 (cyto-
toxic T-lymphocyte - associated leucocyte antigen), PTPN22
(protein tyrosine phosphatase non-receptor type 22) and the
HLA gene complex [30].Li et al. earlier study demonstrated
the imbalance between T helper cell 17 (Th17) and regular
T cells (Treg) led to AITD, and other studies revealed similar
pathogenic role of Th17 / Treg imbalance in RA [1, 36, 37].

The increased risk of thyroid dysfunction in RA patients
may be explained by those shared factors involved in the



relevat rolul patogen similar al dezechilibrului Th17 / Treg in
AR [1, 36, 37].

Riscul crescut de disfunctie tiroidiana la pacientii cu AR
poate fi explicat prin acei factori comuni implicati In agentii
patogeni ai AR si AITD [1]. Aceste doua conditii sunt mai frec-
vente la femei decat la barbati. Steroizi sexuali pot juca un rol
important in aceasta diferenta de gen. Alte posibile explicatii
ar putea fi inactivarea cromozomului X si microchimerismul
fetal [38, 39]. De asemenea, se sugereaza ca vitamina D poate
fi implicatd in patogeneza AR si a patologiei glandei tiroide. Cu
toate acestea, In timp ce unele studii au constatat ca riscul de
a dezvolta AR este invers corelat cu aportul de vitamina D, al-
tele nu au gasit corelatia [13, 40, 41]. Kivity S. et al. a constatat
ca deficitul de vitamina D a fost mai raspandita la pacientii cu
boli tiroidiene autoimune in comparatie cu cei cu boli tiroidi-
ene non-autoimune, precum si controale sanatoase [42]. Desi
niveluri serice mai scazute de vitamina D au fost observate
la subiectul cu tiroidita Hashimoto, acestea ar putea fi lega-
te de modificarile metabolice ale hipotiroidismului [38, 43].
Mai multe studii au descoperit o legatura puternica intre AR,
cresterea activitatii bolii si fumatul [15, 44]. Aceasta are aso-
cieri remarcabile si contrastante cu functia tiroidiana in boala
tiroidiana autoimuna (este riscul mai mic de boala Hashimoto
siriscul mai mare de boala Graves). Au fost raportate cazuri de
debut simultan al AITD si RA, declansate de un eveniment acut
de stres sau infectie virala [4].

Existd cateva limitari ale cercetarii noastre, cum ar fi gru-
puri mici de studiu si control, prevalenta ridicata a activitatii
inalte a AR, care ar putea influenta rezultatul si ar lasa locul
unei discutii.

Concluzii

Asocierea dintre patologia tiroidiana si AR a fost confir-
mata, prezenta sa fiind corelata cu activitatea ridicata a bolii
de catre DAS28-ESR. Screening-ul de rutind pentru tulburari
tiroidiene la pacientii cu artrita reumatoida este recomandat
pentru diagnosticarea precoce si corectarea patologiei glandei
tiroide 1n artrita reumatoida.
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