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INTRODUCERE

Sclerodermia sistemica este o afectiune cronica autoimuna caracterizatd prin
inflamatie si fibroza multisistemica. Este considerata o boald rara, inca idiopatica,
progresiva, ce poate duce la complicatii fatale. Afectarea organelor interne incluzand
tractul gastrointestinal, plamanii sau cordul poate aparea in orice stadiu al bolii si
poate deveni amenintatoare de viata. Chiar si forma cutanata limitata a sclerodermiei
sistemice, de obicei o forma de boald mai usoard, poate prezenta complicatii
amenintatoare de viatd, precum ocluzia intestinalda si hipertensiunea arteriala
pulmonara.

Monitorizarea pacientilor cu sclerodermie sistemica este importanta pentru a
identifica afectarea viscerald cat mai devreme. Evaluarea corecta a activitatii bolii si a
severitatii ei este, de asemenea, importanta pentru a evalua posibilitatile de tratament
individualizate. Monitorizarea unei astfel de boli heterogene si imprevizibile este
provocatoare si nu fard probleme atat pentru pacient, cat si pentru medicii curanti.

Urmadrirea cu succes a pacientului cu sclerodermie sistemica depinde de mai
multi factori. Acestia includ, In principal, o relatie sincera intre medici, personal
auxiliar (asistent medical, psiholog) si pacient, ceea ce duce la posibilitatea de a
raporta impactul bolii si al tratamentului acesteia in viata de zi cu zi. Un alt factor
important este posibilitatea de a investiga pacientul intr-o schema structurata, dar
personalizati. In cele din urmsi, pentru a monitoriza activitatea si severitatea bolii in
timp, accesarea unor metode de investigare validate si obiective sunt cruciale. Pentru
pacientii cu boli cronice, cum este si sclerodermia sistemica, investigarea anumitor
organe si sisteme trebuie efectuata in mod repetat. Cum majoritatea pacientilor cu
sclerodermie sistemica prezinta afectare de organ subclinicd, se considera ca este
importanta identificarea si urmarirea elementelor care sa confere informatii despre
evolutia bolii, care sd poata fi reproductibile, neinvazive, necostisitoare si sa devina
rutind in practica clinicd curenti. Intelegerea tiparului de boali si identificarea unor
factori prognostici pot ajuta clinicianul sa anticipeze problemele, sa trateze agresiv ce
se poate trata si ofera pacientilor o mai buna intelegere a bolii.

Evaluarea si urmarirea pacientilor cu sclerodermie sistemicd implica constant
provocari si pentru medic, scopul fiind acela de a asigura un bun control al bolii si o
calitate crescuta a vietii pacientului, avand in vedere caracterul cronic si potentialul
invalidant ridicat al bolii.



STADIUL ACTUAL AL CUNOASTERII

Implicarea gastrointestinala este frecventd in sclerodermia sistemica,
deteriorarea determinatd de refluxul gastroesofagian fiind prezenta la aproape toti
pacientii cu sclerodermie sistemica. Pacientii cu implicare gastrointestinala au afectata
calitatea vietii, iar prognosticul lor poate fi unul rezervat, cu deficiente severe.
Importanta tratdrii refluxului gastroesofagian a fost consolidata prin studii care arata
faptul ca afectarea data de acesta este reversibilda daca se introduce tratamentul
precoce cu inhibitori ai pompei de protoni. Mai mult, datele recente care arata o
legatura intre boala de reflux gastroesofagian si boala pulmonara interstitiala la
pacientii cu sclerodermie sistemica subliniaza importanta tratamentului agresiv la
acesti pacienti. Din pdcate, implicarea gastrointestinalda este adesea observata atunci
cand au apdrut deja complicatii severe, cand leziunile sunt ireversibile si dificil de
gestionat. Ultimii 2--3 ani au fost bogati in studii interesante care ar putea ajuta la
identificarea, prevenirea, tratarea si monitorizarea evolutiei bolii.

In ultimul deceniu, sistemul imunitar s-a dovedit a juca rolul cheie in patogeneza
aterosclerozei, considerata panda nu demult o boald degenerativd, care afecteaza
arterele de calibru mediu si mare, sugerand ca ateroscleroza este progresiva si
acceleratd in bolile inflamatorii cronice. Existd putine studii care evalueaza riscul de
ateroscleroza si cel cardiovascular 1n sclerodermia sistemicd, cu rezultate
contradictorii. Mai mult, este complicat de facut diferenta intre afectarea vasculara
primara legata de patogeneza sclerodermiei sistemice si cea data de inflamatia
vasculara secundara datorata aterosclerozei. Studii efectuate pe cohorte mari de
pacienti sunt necesare pentru a determina relevanta aterosclerozei si a bolii
cardiovasculare si gestionarea acestor comorbiditati in sclerodermia sistemica.

Desi rata de supravietuire a crescut in ultimii 15 ani la pacientii cu sclerodermie
sistemicd, speranta de viatd inca este redusa substantial. Supravietuirea poate fi
influentata de numerosi factori, in principal de varsta la debutul bolii, sex, implicarea
difuza a tegumentului, implicarea viscerald si de prezenta unui subtip de anticorpi
asociati sclerodermiei sistemice. Si cauzele acestui exces de mortalitate s-au schimbat
de-a lungul ultimilor ani, asociat disponibilitatii unor noi terapii tintite pe afectarea de
organ. Bolile pulmonare (fibroza si hipertensiunea arteriala pulmonara) au devenit cea
mai importanta cauza de deces In sclerodermia sistemica, iar mortalitatea prin afectare
cardiovasculara a crescut substantial.

Decesul prin boli cardiovasculare, in special al celor fara legatura cauzala directa
cu sclerodermia sistemica este in crestere in ultimele decade, iar afectarea
gastrointestinalid este cea mai frecventd complicatie a bolii. in Romania, dupi
cunostintele noastre, nu au fost publicate pana la acest moment date despre factorii de
risc, supravietuirea si cauzele de deces la pacientii cu sclerodermie sistemica.



CONTRIBUTIA PERSONALA

Lucrarea de fata abordeaza in partea a doua, trei subiecte.

Studiul I si-a propus evaluarea supravietuirii, a factorilor de risc si a cauzelor de
mortalitate la pacientii cu sclerodermie sistemica din Transilvania. Procentul de
pacienti supravietuitori a prezentat o scadere liniara pe parcursul anilor de urmarire.
Afectarea pulmonara si cea cardiovasculara au fost cele mai frecvente cauze de deces la
pacientii cu sclerodermie sistemica. Cei mai sensibili parametri de prognostic negativ
au fost sexul masculin, expunerea la ciclofosfamida, prezenta afectarii cardiovasculare,
prezenta esofagitei, a ulceratiilor digitale, a frecaturii tendinoase, valorile crescute ale
scorului Rodnan modificat si ale varstei la debutul fenomenelor non-Raynaud.

in studiul II am evaluat prevalenta rigidititii arteriale la pacientii cu
sclerodermie sistemica, stiut fiind faptul ca rigiditatea arteriala este recunoscuta ca
factor de risc independent pentru boala cardiovasculara. Rezultatele noastre au
sugerat faptul ca rigiditatea arteriald crescuta este prezenta la pacientii cu
sclerodermie sistemicd, independent de factorii de risc cardiovasculari traditionali.
Sunt necesare studii prospective suplimentare pentru clarificarea relatiei dintre
rigiditatea arteriala crescuta si evenimentele viitoare cardiovasculare, pentru a
demonstra valoarea clinica a evaluarii rigiditatii arteriale.

Studiul III si-a propus sad identifice un tipar in evaluarea afectarii
gastroesofagiene, cea mai frecventa implicare viscerald la pacientii cu sclerodermie
sistemica. Datele noastre sustin rezultatele altor autori, conform carora pacientii cu ScS
au adesea implicare gastroesofagiand In faza timpurie a bolii si in absenta
simptomelor. Rezultatele acestui studiu sugereazad, de asemenea, ca tratamentul IPP
poate fi cauza lipsei simptomatologiei la cei cu leziuni gastroesofagice endoscopice.
Afectarea gastrointestinald superioara a fost frecventd la pacientii cu sclerodermie
sistemicd, fara diferente semnificative intre forma difuza si cea limitata de boala.
Modificarile endoscopice au fost prezente si la majoritatea pacientilor asimptomatici,
sugerand necesitatea utilizarii endoscopiei digestive superioare in managementul
pacientilor cu sclerodermie sistemica.

CONCLUZII GENERALE

Procentul de pacienti supravietuitori a prezentat o scadere liniara pe parcursul
anilor de urmarire. Existda o asociere semnificativa statistic intre administrarea de
ciclofosfamida si riscul de deces. Cei mai sensibili parametri de prognostic negativ au
fost sexul masculin, prezenta afectdrii cardiovasculare, prezenta esofagitei, a
ulceratiilor digitale, a frecaturii tendinoase, valorile crescute ale scorului Rodnan
modificat si varsta crescuta la debutul fenomenelor non-Raynaud.



Pacientii cu sclerodermie sistemica prezinta rigiditatea arteriala crescuta,
independent de factorii de risc cardiovasculari traditionali. Pentru a demonstra
valoarea clinicd a evaludrii rigiditatii arteriale sunt necesare studii prospective
suplimentare.

Pacientii cu sclerodermie sistemica au frecvent afectare gastroesofagiana inca
din faza timpurie a bolii si chiar In absenta simptomelor. Majoritatea pacientilor
asimptomatici au prezentat modificari endoscopice de esofagitad si gastrita, lucru care
sugereaza necesitatea utilizarii endoscopiei digestive superioare In managementul
pacientilor cu sclerodermie sistemica.

Este foarte importanta urmadrirea constanta a pacientilor cu sclerodermie
sistemica si identificarea unor metode de evaluare ieftine, fezabile, usor reproductibile.
Inscrierea pacientilor intr-un registru comun, national sau international, faciliteaza
accesul la datele pacientilor si creaza oportunitdti de cercetare intr-o boald care
apartine subgrupului de boli rare reumatologice, altfel neputiandu-se indeplini
criteriile necesare atingerii unei semnificatii statistice atunci cand se evalueaza diferiti
parametri legate de boala. Este necesara gandirea unei strategii pe termen lung de
abordare a pacientilor cu sclerodermie sistemica, care sa implice existenta unei echipe
multidisciplinare in urmarirea acestor pacienti.

ORIGINALITATEA SI CONTRIBUTIILE INOVATIVE
ALE TEZEI

Cercetarea de fatd evalueaza pentru prima data cauzele de deces si rata de
supravietuire la pacientii cu sclerodermie sistemica din regiunea nord-vestica si centrala a
Romaniei. Studiul evidentiaza sciaderea liniara a supravietuirii pe parcursul anilor de
urmarire, principalele cauze de deces fiind afectarea pulmonara si cea cardiovasculara.

Totodata, din cunostintele autorilor, cercetarea de fata este prima de acest gen din
Romania care incearca evidentierea unor corelatii intre parametrii de rigiditate arteriala
si grosimea intima-medie la pacientii cu sclerodermie sistemica. Pacientii cu sclerodermie
sistemicd prezintd o crestere a rigiditatii arteriale independent de factorii de risc
cardiovasculari traditionali. Identificarea unei algoritm care sa se bazeze pe metode
neinvazive, fiabile si cost-eficiente de depistare a afectarii aterosclerotice subclinice la
pacientii cu sclerodermie sistemica ar putea identifica precoce pacientii la risc sa dezvolte
afectare cardiovasculara.

Abordarea afectdrii tractului gastrointestinal superior la pacientii cu sclerodermie
sistemicd de maniera celei incluse in cel de-al treilea studiu al lucrarii de fata este singular
pe o cohortd de pacientii din Romania. Identificarea afectarii esofagiene si gastrice prin
endoscopie digestiva superioara la pacientii asimptomatici implicaA adoptarea unei
conduite active In monitorizarea pacientilor cu sclerodermie sistemica, la care
morbiditatea cauzata de afectarea gastrointestinala ramane Inca crescuta.
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INTRODUCTION

Systemic sclerosis is a chronic autoimmune disease characterized by inflammation
and multisystemic fibrosis. It is considered a rare, still idiopathic, progressive disease,
which can lead to fatal complications. Damage of internal organs including the
gastrointestinal tract, lungs or heart can occur at any stage of the disease and can be
life-threatening. Even the limited skin form of systemic sclerosis, usually a milder form
of disease, can have life-threatening complications, such as intestinal occlusion and
pulmonary arterial hypertension.

Monitoring patients with systemic sclerosis is important to identify visceral
impairment as early as possible. Monitoring such a heterogeneous and unpredictable
disease is challenging for both the patient and the attending physicians. Successful
follow-up of the patient with systemic sclerosis depends on several factors. These
mainly include a sincere relationship between physicians, ancillary staff (nurse,
psychologist) and patient, which leads to the possibility of reporting the impact of the
disease and its treatment on daily life. Another important factor is the possibility of
investigating the patient in a structured but personalized scheme. Finally, to monitor
the activity and severity of the disease over time, accessing validated and objective
investigation methods is crucial. As most patients with systemic sclerosis suffer from
subclinical organ involvement, it is important to identify and track elements that
provide information on the evolution of the disease, which can be reproducible, non-
invasive, inexpensive and become routine in current clinical practice. Understanding
the pattern of disease and identifying prognostic factors can help the clinician to
anticipate problems, to treat aggressively what can be treated, and to provide patients
with a better understanding of the disease. The evaluation and follow-up of patients
with systemic sclerosis implies constant challenges for the doctor, the purpose being to
ensure a good control of the disease and an increased quality of life of the patient,
considering the chronic character and the high disabling potential of the disease.



12

CURRENT STATE OF KNOWLEDGE

Gastrointestinal involvement is common in systemic sclerosis, deterioration
caused by gastroesophageal reflux being present in almost all patients. Patients with
gastrointestinal involvement have their quality of life affected, and their prognosis may
be a reserved one, with severe deficiencies. The importance of treating
gastroesophageal reflux has been reinforced by studies showing that its impairment is
reversible if early treatment with proton pump inhibitors is introduced. Moreover,
recent data showing a link between gastroesophageal reflux disease and interstitial
lung disease in patients with systemic sclerosis underscore the importance of
aggressive treatment in these patients. Unfortunately, gastrointestinal involvement is
often observed when severe complications have already occurred, when the lesions are
irreversible and difficult to manage. The last 2-3 years have been rich in interesting
studies that could help identify, prevent, treat and monitor the evolution of the disease.
In the last decade, the immune system has been shown to play a key role in the
pathogenesis of atherosclerosis, considered until recently a degenerative disease,
affecting the medium and large arteries, suggesting that atherosclerosis is progressive
and accelerated in chronic inflammatory diseases. There are few studies evaluating the
risk of atherosclerosis and cardiovascular risk in systemic sclerosis, with conflicting
results. Moreover, the difference between primary vascular impairment related to the
pathogenesis of systemic sclerosis and that of secondary vascular inflammation due to
atherosclerosis is complicated. Studies on large cohorts of patients are needed to
determine the relevance of atherosclerosis and cardiovascular disease and the
management of these comorbidities in systemic sclerosis.

Although the survival rate has increased over the last 15 years in patients with
systemic sclerosis, life expectancy is still substantially reduced. Survival may be
influenced by many factors, mainly age at disease onset, sex, diffuse skin involvement,
visceral involvement, and the presence of a subtype of antibodies associated with
systemic sclerosis. The causes of this excess mortality have changed over the last few
years, as well as the availability of new targeted therapies for organ damage.
Pulmonary manifestations (fibrosis and pulmonary arterial hypertension) have
become the most important cause of death in systemic sclerosis, and mortality from
cardiovascular disease has increased substantially. Death from cardiovascular disease,
especially those cases without direct causal link with systemic sclerosis, has been
increasing in recent decades, and gastrointestinal distress is the most common
complication of the disease. In Romania, to the best of our knowledge, data on risk
factors, survival and causes of death in patients with systemic sclerosis have not been
published so far.
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PERSONAL CONTRIBUTION

Study I aimed to evaluate the survival, risk factors and causes of mortality in
patients with systemic sclerosis in Transylvania. The percentage of surviving patients
showed a linear decrease during the follow-up years. Pulmonary and cardiovascular
manifestations were the most common causes of death in patients with systemic
sclerosis. The most sensitive negative prognostic parameters were male sex, exposure
to Cyclophosphamide, presence of cardiovascular disease, presence of esophagitis,
digital ulceration, tendon friction rub, increased values of modified Rodnan score and
age at onset of non-Raynaud phenomena.

In Study II we evaluated the prevalence of arterial stiffness in patients with
systemic sclerosis, knowing that arterial stiffness is recognized as an independent risk
factor for cardiovascular disease. Our results suggested that increased arterial stiffness
is present in patients with systemic sclerosis, independent of traditional
cardiovascular risk factors. Further prospective studies are needed to clarify the
relationship between increased arterial stiffness and future cardiovascular events, to
demonstrate the clinical value of arterial stiffness assessment.

Study III aimed to identify a pattern in the evaluation of gastroesophageal disease,
the most frequent visceral involvement in patients with systemic sclerosis. Our data
support the findings of other authors, according to which patients with systemic
sclerosis often have gastroesophageal involvement in the early phase of the disease
and in the absence of symptoms. The results of this study also suggest that treatment
with proton pump inhibitors may explain asymptomatic cases with endoscopic
gastroesophageal lesions. Upper gastrointestinal disorder was common in patients
with systemic sclerosis, with no significant differences between diffuse and limited
disease. Endoscopic changes were also present in the majority of asymptomatic
patients, suggesting the necessity of using upper gastrointestinal endoscopy in the
management of patients with systemic sclerosis.

GENERAL CONCLUSIONS

The percentage of surviving patients showed a linear decrease during the follow-
up years. There is a statistically significant association between Cyclophosphamide
administration and risk of death. The most sensitive negative prognostic parameters
were male gender, presence of cardiovascular disease, presence of esophagitis, digital
ulceration, tendon friction rub, increased values of modified Rodnan score and
increased age at the onset of non-Raynaud phenomena. Patients with systemic
sclerosis exhibit increased arterial rigidity, independent of traditional cardiovascular
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risk factors. Further prospective studies are needed to demonstrate the clinical value
of arterial stiffness assessment. Patients with systemic sclerosis frequently have
gastroesophageal disease, even in the early phase of the disease and even in the
absence of symptoms.

Most asymptomatic patients have endoscopic changes of esophagitis and gastritis,
which suggest the need for upper gastrointestinal endoscopy in the management of
patients with systemic sclerosis. It is very important to constantly monitor patients
with systemic sclerosis and to identify cheap, feasible, easily reproducible evaluation
methods. Enrolling patients in a common registry, national or international, facilitates
access to patient data and creates research opportunities in a disease belonging to the
subgroup of rare rheumatic diseases, otherwise the criteria needed to reach a
statistical significance cannot be met when evaluating different significance
parameters related to the disease. It is necessary to think of a long-term strategy in
approaching patients with systemic sclerosis, which implies the existence of a
multidisciplinary team in the follow-up of these patients.

ORIGINALITY AND INNOVATIVE CONTRIBUTIONS OF
THE THESIS

The present research evaluates for the first time the causes of death and the
survival rate in patients with systemic sclerosis in the north - western and central
region of Romania. The study highlights the linear decrease of survival during the
follow-up years, the main causes of death being lung and cardiovascular involvement.
At the same time, from the authors' knowledge, the present research is the first of its
kind in Romania, which tries to highlight correlations between the parameters of
arterial stiffness and the intima-media thickness in patients with systemic sclerosis.
Patients with systemic sclerosis show an increase in arterial stiffness independent of
traditional cardiovascular risk factors. Identifying an algorithm that relies on non-
invasive, reliable and cost-effective methods of detecting subclinical atherosclerotic
disease in patients with systemic sclerosis could identify early patients at risk for
developing cardiovascular disease. The approach of affecting the upper
gastrointestinal tract in patients with systemic sclerosis in the manner included in the
third study of the present work is unique on a cohort of patients in Romania. The
identification of esophageal and gastric involvement by upper gastrointestinal
endoscopy in asymptomatic patients implies the adoption of an active conduct in the
monitoring of patients with systemic sclerosis, in which the morbidity caused by the
gastrointestinal impairment is still increased.



