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Introducere

Esofagul Barrett constituie o patologie atractivd in gastroenterologia actuald din doua
motive fundamentale. Desi nu se cunoaste prevalenta sa reald, fapt datorat in buna parte cazurilor
asimptomatice, introducerea pe scara larga a endoscopiei ne permite sa afirmam ca EB este o
constatare relativ frecventd aparand in pana la 1% din totalul esofagoscopiilor si pana la 10-20%
din endoscopiile realizate la pacientii cu simptome ale BRGE. Al doilea motiv al importantei
preocupdrilor in sfera EB este potentialul sdu malign evident fiind incadrat in randul leziunilor
premaligne, riscul ca un pacient purtator al metaplaziei intestinale sa dezvolte adenocarcinom
esofagian fiind de pania de 370 de ori mai mare decit al populatiei generale. In plus,
adenocarcinomul esofagian este o afectiune cu prognostic sumbru, supravietuirea la cinci ani
fiind de sub 10% 1n cazul tumorilor complet rezecabile iar incidenta sa este augmentata in ultimii
ani probabil si datorita cresterii prevalentei EB.

In EB epiteliul esofagian scuamos normal care tapeteazi intreg esofagul pana la linia Z,
jonctiunea intre mucoasa esofagiana si cea gastrica, este inlocuit pe anumite portiuni la nivelul
extremitatii distale prin epiteliu metaplazic cilindric mai rezistent agresiunii clorhidropeptice cu
dispozitie variabild circumferentiald, prelungire in flacard a liniei Z, insule metaplazice sau
combinatii.

Etiopatogeneza EB nu este pe deplin cunoscuta. Se accepta relatia sa cu RGE sever si de
lungd durata desi refluxul prelungit estimat prin pH-metrie Holter, incompetenta SEI si alterarea
clearance-ului esofagian sunt prezente si la pacientii cu esofagita severd dar farda EB, ceea ce
sugereazi ci exista si alti factori implicati in geneza metaplaziei. In acest sens spectrofotometria
materialului refluat arata cd sansa de aparitie a EB este mult crescuta in prezenta refluxului alcalin
si mixt de unde si incidenta crescutd la vagotomizati si la cei cu gastrectomie si reconstructie
Billroth II.

Din punct de vedere practic, referitor la programul de screening, este fundamental a se
selecta din randul celor cu EB pacientii care au cel mai mare risc de malignizare, actualmente
markerul in acest sens fiind gradul displaziei, insa, datoritd caracterului parcelar si a distributiei
impredictibile a diverselor tipuri de metaplazie, este necesar ca biopsiile sa fie multiple, seriate si
de pe toate cele patru cadrane esofagiene, incluzand si mostre ale epiteliului scuamos imediat de
deasupra liniei Z. Referitor la abordarea terapeutica, In unele cazuri complicate (ulcer Barrett,
stenoza pepticd) se poate indica chirurgia antireflux incd de la inceput la fel ca si n cazurile de
esec ale tratamentului conservator. Abordarea unanim acceptatd este eradicarea BRGE 1in toate
cazurile de EB, cu accent atat pe refluxul alcalin cat si pe cel acid.

Urmarirea pacientilor cu EB este intotdeauna o problema de dezbatere actuald, in special
prin prisma relatiei cost-beneficiu. E adevarat cd numarul de adenocarcinoame depistate prin
screening-ul EB este totusi mic In comparatie cu seria de adenocarcinoame diagnosticate fara un
program prealabil de screening, insd de multe ori, stadiul in care sunt diagnosticati cei supusi
screeningului este mai bun si din acest punct de vedere controlul pacientilor este mai mult decat
necesar. Se poate discuta Insa dacd aceeasi vigilentd trebuie manifestatd in toate cazurile sau
trebuie ajustatd in functie de tipul epiteliului metaplazic, gradul displaziei sau informatiile oferite
de catre alti markeri de evolutie. Motivatia tematica a initiativei stiintifice poate fi usor intuita.
Frecventa relativ ridicatd a BRGE (simptomaticd sau nu, cu stigmate endoscopice sau fard),
posibilitatea evolutiva a acesteia catre metaplazie intestinald si cancer esofagian, multitudinea de
teorii patogenetice, evolutive §i conceptii terapeutice, alituri de marea varietate de tehnici de
sanctiune endoscopica si prognostic evolutiv prin folosirea noilor markeri de biologie celulara si
moleculara, fac din acest crampei de patologie esofagiand un domeniu de cercetare practic
inepuizabil.

Partea teoretica a tezei cuprinde 4 capitole. Primul capitol ia in discutie aspectele de
ordin general in legiturd cu esofagul Barrett, trecand in revistd definitia, epidemiologia,



etiopatogenia, fiziopatologia si morfopatologia acestei conditii. In capitolul al doilea se insista pe
diagnosticul clinic si paraclinic al EB, de la cele mai simple pana la cele mai sofisticate metode
de diagnostic. Dupa cum era normal, capitolul al treilea trece in revistd principalele optiuni
terapeutice actuale, cu accent pe ultimele achizitii in materie de tratament interventional
endoscopic. Ultimul capitol se doreste un corolar al problematicii legate de evolutia EB cétre
adenocarcinom esofagian, un subcapitol fiind dedicat modificarilor moleculare si genetice care
acompaniaza aceasta tranzitie stadiala.

Partea speciala a tezei cuprinde de asemenea 4 capitole:

Studiul 1: Aspecte epidemiologice, etiologice si evolutive in patologia esofagiana, cu accent
pe boala de reflux gastroesofagian si esofagul Barrett

Introducere: In literatura de specialitate, esofagului Barrett i se atribuie in general o prevalenti

de 1% in populatia generald, ceea ce face din aceastd stare o afectiune frecventd si o reald

problema de sandtate publica. Prevalenta sa creste pand la 20% dacd ne referim la populatia cu
reflux gastroesofagian. Multitudinea de afectiuni sau conditii fiziopatologice ce pot induce reflux

gastroesofagian, cu sau fara stigmate morfologice de esofagita, fac din EB o rezultanta posibila a

tot atator afectiuni.

Ipotezi de lucru si obiective: In prezentul studiu ne-am propus si realizim o analiza

epidemiologica si evolutiva a afectiunilor esofagiene in general, a BRGE si a EB 1n particular.

Ne-a interesat totodata si prevalenta cancerelor esofagiene, cu accent pe adenocarcinomul

esofagian. Am urmarit modalitétile de evolutie a EB scurt fara displazie sau cu displazie, cel mult

de grad scazut pe un lot de pacienti la care am putut realiza screening-ul urmarind standardele
proiectului EUROBA al ESGE. In privinta manifestarilor extradigestive a BRGE, cauza princeps

a metaplaziei intestinale, am studiat prevalenta astmului brongic la un grup populational cu

BRGE si sanctiune chirurgicald a herniei hiatale.

Material si metode: Pe parcursul realizarii acestui studiu am parcurs minutios registrele de

rezultate endoscopice din cadrul Serviciului de Endoscopie al Clinicii Medicala III

Cluj-Napoca pentru pacientii examinati in perioada 1 ianuarie 2005 — 31 decembrie 2007.

Din arhivele Clinicii Medicale III (Sectiile de Interne si Gastroenterologie) si Chirurgie III

am colectat date prin studiul fiselor de observatie ale pacientilor examinati endoscopic,

precum si a buletinelor histopatologice si a preparatelor anatomopatologice in sine.
Concluzii
1. Esofagul Barrett este o afectiune destul de frecventd fiind prezenta in proportie de
2,2% din totalul pacientilor care efectueaza EDS pentru diverse acuze.

2. Cele mai frecvente hernii hiatale sunt mici (29,5%) urmate de medii (6,7%) si mari
(2,1%).

3. Dintre cancerele esofagiene adenocarcinomul este cea mai frecventd tumora urmata
de cancerul esofagian scuamos si alte forme histologice.

4. Cele mai frecvente esofagite intalnite apartin clasei A Los Angeles urmate de clasele

B, CsiD.

Varsta nu influenteaza aparitia esofagului Barrett, in schimb sexul masculin da.

Esofagita de reflux este un factor de risc important in dezvoltarea EB.

7. Dintre formele histologice de metaplazie detectatd la nivel esofagian cea mai
frecventd este metaplazia intestinalda completd urmatd de cea incompletd si de
metaplazia de tip fundic.

8. Existd o corelatie pozitiva intre cresterea IMC si aparitia HHA precum si intre sexul
feminin si prezenta HHA.

SN



9. Dimensiunea HHA creste severitatea esofagitei estimata dupd clasificarea Los
Angeles.

10. La pacientii cu antecedente de chirurgie gastricd s-a constatat o prevalentd mai mare a
EB.

11. Prezenta Hp este factor de protectie pentru EB scazand riscul de aparitie al acestuia cu
aproximativ 26%.

12. HHA este factor determinant important in aparitia esofagitei de reflux.

13. HHA de mari dimensiuni poate produce simptomatologie respiratorie, digestiva,
respiratorie si digestiva concomitent.

14. Pacientii cu BRGE prezintd manifestari respiratorii, astmatiforme, tratamentul cu IPP
putand duce la scaderea severitatii astmului bronsic.

15. Referitor la EB scurt nu existd o asociere semnificativa intre gradul de displazie si
sexul pacientilor. Existd in schimb o corelatie intre gradul displaziei si prezenta
esofagitei. Nu existd diferente semnificative intre lungimea si circumferinta leziunii n
timp. Existd corelatie pozitiva intre severitatea simptomatologiei de reflux si prezenta
esofagitei estimata dupa clasificarea Los Angeles. Existda modificari semnificative ale
gradului de displazie a EB scurt in functie de timp, gradul de displazie crescand la
primele vizite de control, ulterior ramanand constant.

Studiul 2: Model experimental animal murid de tip inductiv, evolutiv si
chimioprofilactic in esofagul Barrett

Consideratii preliminare: Pentru majoritatea afectiunilor umane s-au imaginat modele pe
animale de experientd, in scopul inducerii anumitei patologii si probarea diferitelor metode de
prevenire a acesteia. Este si cazul BRGE si al EB. Noutatea pe care o propunem este
provocarea lezdrii esofagiene prin montaj chirurgical si apoi compararea metodelor
farmacologice capabile sd contracareze aceste leziuni si sd intrerupa secventa patogenetica
catre adenocarcinom esofagian.

Scop: Scopul experimentului a fost reproducerea BRGE si a complicatiilor sale, in principal
EB, la animale de laborator (soarece Wistar), urmarirea evolutiei naturale §i a complicatiilor
BRGE la rozatoare si evaluarea gradului de modulare al acesteia in functie de aplicarea sau
neaplicarea arsenalului chimioprofilactic existent in prezent, precum si corelarea diverselor
aspecte lezionale induse de BRGE cu nivelul seric de TNFa, starea clinica a subiectilor si
particularitatile lor constitutionale: masa, talie, sex, varsta, indice de performanta etc.
Material si metod:i: In experiment am folosit un numir de 75 soareci rasa Wistar, dintre care 30
femele si 45 masculi, pe care i-am Tmpartit intr-un lot martor de 15 subiecti (8 masculi si 7
femele) la care am efectuat doar laparatomie si un lot de studiu (60 specimene, 37 masculi si 23
femele) la care s-a efectuat anastomoza gastrojejunald in vederea inducerii lezarii esofagului prin
continut mixt gastro-duodeno-intestinal, lotul de studiu fiind ulterior impartit in mai multe
subloturi, subiectii din primul sublot (10 specimene, 5 masculi si 5 femele) neprimind nici un fel
de medicatie iar cei din celelalte subloturi primind IPP (13 specimene, 9 masculi si 4 femele),
antioxidanti (13 specimene, 9 masculi si 4 femele) sau inhibitori COX (13 specimene, 8 masculi
si 5 femele). Pe durata a 8 luni am sacrificat indivizi din fiecare grup, studiind macroscopic si
microscopic leziunile intalnite. In plus fatd de aceste date morfologice s-a dozat TNFa. in serul
subiectilor, inainte de efectuarea interventiilor chirurgicale si Tnainte de sacrificare, urmand a face
corelatii intre valorile acestei citokine si modificarile patologice macroscopice si histologice.
Concluzii

1. Complicatiile esofagitei produc alterarea starii generale a animalului de experienta.

2. Evolutia modificarilor histopatologice in agresiunea esofagiand la sobolanul Wistar este
catre esofagitd, chiste scuamoase subepiteliale, hiperkeratoza, metaplazie intestinala fara



displazie, metaplazie intestinald cu displazie de grad scdzut sau ridicat, adenocarcinom
esofagian.

3. Fenomenul de cromodacrioree este un indicator al severitatii evolutiei subiectilor, pe
modele inductive animale ale esofagitei si ale complicatiilor acesteia.

4. Concentratia TNFa este semnificativ crescuta la subiectii cu esofagita si complicatii ale
acesteia, precum si la pacientii cu masa crescutd, de la valoarea de 28,35 pg/ml
observandu-se cu frecventa mai mare cazurile de complicatii ale esofagitei, iar de la valoarea
de 36,95 pg/ml, complicatii severe de tipul MI si AC.

5. Fenomenul de cromodacrioree se coreleaza cu concentratii crescute de TNFa.

6. Cromodacrioreea este corelatd si cu prezenta leziunilor severe, complicatii ale esofagitei:
MI si AC, atdt macroscopic cat si histopatologic, astfel incat cromodacrioreea poate fi
consideratd un indicator al severitatii esofagitei si a complicatiilor sale.

7. Continutul gastro-intestinal deversat la nivelul esofagului este factorul de risc independent
cel mai puternic pentru declansarea esofagitei de reflux (OR — 7.5).

8. Tratamentul cu IPP reduce semnificativ riscul de aparitie a esofagitei de reflux, cat si a
metaplaziei intestinale si a adenocarcinomului esofagian.

9. Tratamentul cu substante antioxidante nu are efect favorabil pe modelele inductive animale
de esofagita.

Studiul 3: Eficienta pe termen scurt a inhibitorilor de pompa de proton in modificarea
gradului de displazie si a expresiei genice in esofagul Barrett

Aprecieri introductive: Inhibitorii de pompa de protoni (IPP) au fost considerati incd de la
secretiei de hidrogen ion in lumenul gastric) la sfarsitul anilor’70 si de la aparitia lor pe piata
la sfarsitul anilor ’80, standardul de aur in tratamentul medicamentos al ulcerului gastric si
duodenal precum si al afectiunilor gastroesofagiene acid-dependente, cum e si cazul BRGE.
Rolul lor capata valente din ce in ce mai multe prin prisma anumitor studii de datd recenta
care 11 crediteazd ca avand capacitatea de a opri evolutia naturald a gradului displaziei,
limitarea extinderii n suprafatd si lungime a metaplaziei si chiar reducerea riscului de
progresie a esofagului Barrett catre status-ul displazic.

Scop: Urmadrirea validarii efectelor benefice Tn administrarea de scurta duratd a IPP asupra
esofagului Barrett in ceea ce priveste aspectele endoscopice (extindere in suprafata, extindere
in lungime de la linia Z, regresie completd, modificdrile de nuantd etc.), histologice
(modificarea gradul displaziei, regresia metaplaziei etc.) si genetice (modificari ale expresiei
genelor p53 si ki67 estimata dupa coloratii imunohistochimice cu anticorpi marcati cromatic
impotriva produsilor genici ai acestora) dupa administrarea [PP.

Material si metoda: S-au inclus in studiu 32 pacienti (14 femei si 18 barbati) cu varste
cuprinse intre 30-80 ani, nou depistati cu esofag Barrett evidentiat endoscopic si confirmat
histopatologic, cu diverse grade de displazie sau fara displazie. Pacientii au primit pe durata a
doua luni doze maximale de IPP, respectiv omeprazol (Omeran®. Europharm SA, Romania)
2x20 mg/zi, iar dupd aceastd perioada au fost din nou supusi unei explorari endoscopice cu
prelevare de biopsii din zona de metaplazie. In acest mod am ficut comparatii intre aria de
metaplazie evidentiatd cu ocazia primei endoscopii si aria prezentd la cea de a doua
endoscopie, urmdrind cu ajutorul softului Image J modificarea in extindere a zonei
metaplazice dupa tratamentul de scurtd duratd cu IPP. S-a comparat totodatd aspectul
histopatologic initial si gradul de displazie initial cu situatia histopatologica prezentd la
sfarsitul perioadei de doud luni de administrare a IPP, precum si schimbadrile in expresia
genelor p53 si ki67, estimate prin decelarea imunohistochimicd a produsilor genici in
preparatele histopatologice.



Concluzii

1. Tratamentul cu omeprazol este eficient in reducerea si chiar disparitia simptomatologiei
digestive la pacientii cu EB.

2. Tratamentul cu omeprazol nu a redus semnificativ statistic aria metaplaziei intestinale, in
schimb a scazut incidenta displaziei de orice grad.

3. In EB se intalneste o expresie crescuti a proteinei mutante p53 si a produsului genic ki67.
4. Tratamentul cu omeprazol a redus semnificativ statistic expresia p53 aberanta si ki67.

5. Nivelurile PCR la pacientii cu EB se coreleazd cu prezenta displaziei de orice tip, cu
expresia crescutd a p53 mutante si ki67.

6. Tratamentul cu omeprazol poate reduce concentratiile PCR.

Studiul 4 : Aportul ecografiei in diagnosticul si cuantificarea refluxului gastroesofagian

Aspecte introductive: Importanta suprimarii refluxului patologic la pacientii cu esofag
Barrett este o etapa terapeuticd esentiald care nu mai are nevoie de nici un argument in
favoarea ei. Tot de importantd cruciald este Tnsd §i urmarirea ameliorarii sau disparitiei
refluxului la pacientii cu esofag Barrett care primesc IPP sau au fost supusi chirurgiei pentru
corectia conditiilor predispozante pentru RGE (hernie hiatald) sau au urmat un tratament
non-farmacologic (regim igieno-dietetic, reducerea masei corporale la obezi etc). Tendinta
actuald este de a evidentia RGE cu metode cat mai putin invazive sau iradiante, in
concordantd totusi cu capacitatea lor de a avea o sensibilitate si o specificitate crescute.

Scop: Scopul prezentului studiu este sa defineasca rolul explorarii ultrasonografice in
caracterizarea RGE la pacientii cu EB si sd compare aceastd metoda cu metoda scintigrafica,
intratd deja Tn uzul general pentru acest scop. Totodatd am facut corelatii intre datele
furnizate de explorarile paraclinice si cadrul simptomatologic evaluat prin ultimul chestionar
de reflux intrat in uz pana la data actuala, respectiv chestionarul GERDQ — 2009.

Material si metoda: Am inclus in studiu un grup de 30 pacienti (12 femei si 18 barbati) nou
diagnosticati cu EB, cu diverse grade de displazie sau fara displazie, care au primit anterior
tratament cu IPP doar in perioadele simptomatice, ocazional sau cu durata de 6 sdptdmani sau
mai mult. Acestia au fost initial supusi endoscopiei digestive superioare cu prelevarea de
biopsii din zona esofagiand suspectatd ca fiind esofag Barrett si prin aceasta am avut
diagnosticul de esofag Barrett cu sau fard displazie de grad inalt sau scizut. In continuare,
acestia au efectuat o scintigrafie esofagiana in vederea detectarii RGE si apoi au fost supusi
unei explorari ultrasonografice. Totodata, au completat chestionarul GERDQ pentru a putea
evalua componenta simptomatologica.

Concluzii

1. Subiectii de sex feminin au prezentat reflux esofagian mai sever, comparativ cu cei de sex
masculin.

2. Scintigrafia de reflux esofagian cuantifica severitatea refluxului esofagian in concordanta
cu scorul GERDQ.

3. Severitatea refluxului esofagian, asa cum este descrisa de ultrasonografia esofagului distal,
este corelatd cu scorul GERDQ.

4. Ultrasonografia esofagiand si scintigrafia de reflux esofagian sunt metode imagistice ce
produc rezultate inalt superpozabile.

5. Sensibilitatea si specificitatea scintigrafiei si ultrasonografiei sunt aproximativ similare
pentru RGE.

6. Pacientii cu reflux mai abundent demonstrat scintigrafic au utilizat in mai mare masura
tratament Tnaintea diagnosticarii EB.

7. Severitatea refluxului estimata prin scintigrafie, ecografie si chestionar GERDQ nu este
corelatd cu prezenta EB sau cu gradul de displazie al acestuia.



Teza cuprinde 512 cote bibliografice recente. Cercetarea s-a concretizat prin aparitia a 7
articole din tematica tezei (prim autor, dintre care 4 strict din contributiile personale) si a unei
monografii (unic autor). Ca si contributii personale mentiondm studiul epidemiologic pe o
cazuisticd vastd asa cum se intdlneste intr-un centru de gastroenterologie cu adresabilitate
regionala Intinsa (studiul 1), realizarea unui model animal de EB care compara in acelasi timp
eficienta chimioprofilaxiei si coreleazd aspectele lezionale cu concentratiile TNFa (studiul 2),
corelarea aspectelor histopatologice cu markeri genetici si concentratiile PCR alaturi de utilizarea
unui soft pentru compararea i masurarea ariilor metaplazice, in cadrul studiului efectelor pe
termen scurt a [PP (studiul 3), compararea metodelor ecografice si scintigrafice in evaluarea RGE
si coroborarea acestor metode cu chestionarul de reflux GERDQ 2009 (studiul 4).
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Introduction

BE represents an attractive pathology in current gastroenterology as a result of two
fundamental reasons. Although we do not know its real prevalence, partially due to the large
amount of asymptomatic cases, the wide spread of endoscopy lets us estimate that BE is a relative
frequent condition up to 1% of endoscopies and up to 10-20% of the endoscopies performed in
patients with GERD symptoms. The second argument of BE importance is its malignant
potential, being classified among premalignant conditions, so the risk of a patient with BE to
develop esophageal adenocarcinoma is 370 folds higher than in general population. In addition,
esophageal adenocarcinoma has a poor prognosis, five years survival rate being less than 10%
even in complete resectable tumors and the incidence of this type of tumor is augmented due to
the increase of BE prevalence.

In BE, the normal squamous epithelium lining the esophagus till the gastroesophageal
junction is replaced in certain regions of its distal end by columnar metaplasic epithelium more
resistant to chlorhydro-peptic aggresion having a variable insular, flame shaped, circumferential
distribution or combination of these patterns. BE etiopathogenesis is not completely known. It is
accepted the relationship between BE and severe and prolonged GER, although prolonged reflux,
inferior esophageal sphincter incompetence and esophageal clearance alteration are present in
patients with severe esophagitis but no BE, fact that suggests that other factors may be
implicated. Practically, when focusing on the screening programme, it is mandatory to select
from the group of patients with BE the persons at highest risk of malignization, in this direction
nowadays being the degree of dysplasia. Because of parcelar pattern and impredictible
distribution of various types of metaplasia it is compulsory that the biopsies to be multiple and
serial from all esophageal quadrants including samples of the squamous epithelium immediately
above the Z line. Screening of BE is a current matter, especially from the view of cost —
efficiency relationship. It is true that the number of cases of adenocarcinoma diagnosed during
BE screening is small comparing with the series of adenocarcinoma diagnosed without a
screening programme but in many situations tumor stage is lower in people subject to screening
so, from this point of view, screening is absolutely necessary. We may discuss if the same
vigilance must be present in any cases or must be adapted accordingly to the type of metaplasia,
degree of dysplasia or to any other evolution markers.

The tematic motivation of current scientific initiative can be easily revealed. Relatively
high frequence of GERD (symptomatic or not, with or without endoscopic signs), its virtual
evolution towards intestinal metaplasia and esophageal cancer, multitude of pathogenetic,
evolutive and therapeutic theories as well as the variety of endoscopic approaches and the use of
new cell and molecular biology markers make from this area of esophageal pathology an
exhaustive research field.

The theoretical part is structured into 4 chapters. The first one discusses general aspects
of BE, reviewing the definition, epidemiology, -etiopathogeny, physiopathology and
morphopathology of this condition. The second chapter stresses upon clinical and paraclinical
diagnosis of BE from the simplest to the most sophisticated diagnostic methods. Naturally, the
third chapter describes the main current therapeutic options insisting on the lately acquisitions in
endoscopic interventional approach. The last chapter intended to be a corollary of the issue
encompassing the evolution of BE towards adenocarcinoma, the last subchapter being dedicated
to the molecular and genetic changes accompanying this sequential transition.
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The special part of the thesis is also structured into 4 chapters.

Study 1. Epidemiologic, ethiologic and evolutive aspects in esophageal pathology focusing
on GERD and BE

Introduction. Among various sources from literature, BE is credited with a prevalence of

1%, being a frequent condition and a real problem of public health. Its prevalence rises up to

20% if we refer to population having GER. Multitude of conditions that induce GER, with or

without morphologic stigmata, make from BE a result of a wide spectrum of conditions.

Aim. Current study proposes an epidemiologic and evolutive analysis of esophageal

pathology in general and of BE and GERD in particular as well as an epidemiologic approach

of esophageal cancer, stressing upon esophageal adenocarcinoma. We followed up the

evolution patterns of short segment BE without dysplasia and with low grade dysplasia in a

group of patients subject to screening according to the standards of EUROBA project of

ESGE. We also studied the incidence of digestive and respiratory symptoms in patients

admitted for surgical management of large HH as well as the endoscopic changes in patients

with asthma.

Material and methods. We selected data from the endoscopic results registries, clinical

examination files, histopathologic reports and histopathologic slides of patients examined

between 2005, January 1% — 2007, December the 31%.

Conclusions.

1. BE is a frequent condition as it is present in 2.2% of the patients who undergo UDE
for various symptoms.

2. Most of the HH are small (29.5%) followed by medium size (6.7%) and large size
(2.1%)

3. Among esophageal cancers, adenocarcinoma is the most frequent type followed by
squamous epithelium cancer and other histologic forms.

4. The majority of cases of esophagitis belong to A-Los Angeles class followed by B, C,

and D classes.

The age does not influence the on-set of BE but the male sex is implicated.

Reflux esophagitis is an important risk factor for BE.

7. Among various types of metaplasia, the most frequent was complete intestinal
metaplasia followed by the complete and fundic type.

8. There is a positive correlation between high BMI and SHH as well as between female
gender and SHH.

9. The size of SHH increases the severity of esophagitis as it was estimated by Los
Angeles classification.

10. BE is more prevalent among patients with history of gastric surgery.

11. Hp is a protective factor for BE, the presence of Hp reduces the risk of BE up to 26%.

12. SHH is an important risk factor for reflux esophagitis.

13. Large size SHH may induce digestive, respiratory and mixed symptoms.

14. Patients with GERD have asthma related respiratory symptoms and PPI could reduce
the severity of asthma.

15. For short segment BE there is no statistically significant association between the
degree of dysplasia and the presence of esophagitis. There were no significant
differences in time between the length and circumference of the lesion. There is a
positive correlation between the severity of symptoms and the extension of
esophagitis according to Los Angeles classification. There are significant differences
of the degree of dysplasia in time, so the degree is rising during the first visits, then it
remains unchanged.

SANNG

17



Study 2. Experimental, inductive, evolutive and chemoprophylactic animal muride
model in BE

Introduction. For the majority of human diseases there have been imagined experimental

animal models in order to induce certain pathology and to test various therapeutic resources.

It is also the case of GERD and BE. The novelty we propose is to use a surgical montage in

order to injure the esophagus and then to compare various substances capable of interrupting

the pathogenic sequence towards adenocarcinoma.

Aim. Reproduction of GERD and its complications, particularly in Wistar rats following the

natural causes of the disease in rat, evaluation of its evolution according to the use of

chemoprophylactic methods and the correlation of various aspects with seric TNFa, clinical
status, weight, length, sex, age, performance index ao.

Material and methods. We used 75 Wistar rats (30 females and 45 males) divided into a

witness group of 15 individuals (8 males and 23 females) who underwent only laparatomy

and suture and a study group (60 individuals — 37 males and 23 females) who underwent
gastro-jejunal anastomosis in order to achieve esophageal injury by mixed gastro-duodeno-
intestinal content. The study group was subsequently divided into other small groups: the first
group (10 individuals, 5 males, 5 females) received no medication and the others received

IPP (13 individuals, 9 males, 5 females), antioxidants (13 individuals — 9 males, 4 females) or

COX inhibitors (13 individuals — 8 males, 5 females). During 8 months we sacrificed

individuals from every group, performing morphological macroscopic and microscopic

investigations. We have also measured serum TNFo of the specimens before surgery and
before sacrifice, correlating its levels with morphological data.

Conclusions.

1. Complication of esophagitis alters general status of the experimental animal.

2. In Wistar rat stadial histological changes as a result of the esophageal aggression are:
esophagitis, subepitelial squamous cysts, hyperkeratosis, intestinal metaplasia without
dysplasia, low and high-grade dysplasia, esophageal adenocarcinoma.

3. In experimental animal model of esophagitis and its complication, chromodacryorrhea
is an indicator of the severity of individual status and evolution.

4. TNFa levels are significantly elevated in subjects with esophagitis and its
complication, as well as in individuals with high weight. At the value of 28.35 pg/ml
we noticed more frequent cases of complications of esophagitis and at the value of
36.95 pg/ml more severe complications like IM and AC.

Chromodacryorrhea is correlated with increased TNFa levels.

6. Chromodacryorrhea is also correlated with the existence of severe lesions, as
complications of esophagitis (IM and AC) estimated from both macroscopic and
microscopic point of view and consequently chromodacryorrhea could be considered
an indicator of the severity of the esophagitis and its complications.

7. Gastrointestinal content discharged on the esophagus is the most powerful
independent risk factor for the development of esophagitis (OR — 7.5).

8. PPI significantly reduce the risk of reflux esophagitis as well as the risk of intestinal
metaplasia and esophageal adenocarcinoma.

9. Antioxidants do not have benefic effect in animal inductive models of esophagitis.

9]
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Study 3. Short time efficiency of PPI in changing dysplasia grade and gene expression in
BE

Introduction. PPIs have been considered since the discovery of the possibilities of blocking
K/H ATP-ase in late 70's and market availability in late’80, the golden standard in the
treatment of gastric and duodenal ulcer as well as of gastroesophageal acid related disorders
as it is the case of GERD. Their role reaches nuances from the points of view of some recent
studies that credit them as being capable of stopping the natural evolution of the degree of
dysplasia, limiting the surface and length extent of metaplasia and even reducing the
progression risk of BE towards dysplasic status.
Aim. Investigating the benefic effects of short time administration of PPIs on BE, concerning
endoscopic (surface extension, length from Z line, colour changes, complete regression)
histologic (regression of metaplasia, changes in the degree of dysplasia), genetic (changes in
the expression of p53 and ki67, estimated by immunohistochemical coloration using
chromatic antibodies against gene product) aspects.
Material and methods. We enrolled 32 patients (14 females and 18 males) aged between 30-
80 years, recently diagnosed with BE demonstrated endoscopically and histologically with
various grades of dysplasia or without dysplasia. Patients received maximal doses of PPI
(omeprazole) during a period of 2 months and afterwards underwent another endoscopy with
biopsy samplings. This way we compared the changes of metaplastic area extent using Image
J soft, and the changes in dysplastic status as well as the modifications in p53 and ki67
expression.
Conclusions.
1. Omeprazole treatment is efficient in reducing and even the loss of the digestive
symptoms in patients with BE.
2. Omeprazole treatment did not statistically significant reduce the metaplastic area, but
reduced the incidence of dysplasia.
3. In BE we encountered an elevated expression of mutant p53 protein and of gene
product of ki67.
4. Omeprazole treatment reduced significantly the expression of ki67 and of mutated
pS3.
5. In patients with BE, CRP levels are correlated with the presence of dysplasia and with
the increased expression of aberrant p53 and ki67 gene products.
6. Omeprazole reduces the levels of CRP in patients with BE.

Study 4. Role of ultrasonography in diagnosis and measuring GER.

Introduction. The importance of suppressing the pathologic reflux in patients with BE is an
important therapeutic step that need no argument in its favor. Of great importance is also the
following of suppressing or reducing of reflux in patients with BE who received PPIs,
underwent surgery in the attempt of correcting predisposing conditions for GER (HH) or
followed non-pharmacological treatment (diet, reducing body weight a.o.). The current
tendency is to highlight GER with less invasive or irradiant methods concordantly however
with their specificity and sensitivity.

Aim. To define the role played by ultrasonography in the characterization of GER in patients
with BE and to compare this technique with the esophageal scintigraphy, a method already in
general use for this purpose. At the same time we correlated exploration data with patients’
symptoms as they were evaluated using the latest reflux questionnaire accepted for general
practice, the GERDQ 2009 questionnaire.
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Material and methods. We enrolled a group of 30 patients (12 females and 18 males)
recently diagnosed with BE with various degrees of dysplasia or without dysplasia, who
received PPIs occasionally during symptomatic periods or received a standard treatment
during 6 or more weeks. Patients underwent UDE with sample prelevation from the
esophageal area endoscopically suspected as BE, esophageal scintigraphy which detected
GER and abdominal ultrasonography for the same purpose. Patients also filled in GERDQ
2009 questionnaire.

Conclusions.

1.

Female patients had more severe reflux than male patients.

2. Reflux scintigraphy quantifies the severity of GER concordantly with GERDQ score.
3.
4. Esophageal scintigraphy and ultrasonography are imagistic techniques with highly

The severity of GER estimated ultrasonographically is correlated with GERDQ score.

concordant results.

Sensitivity and specificity of scintigraphy and ultrasonography are almost similar for
GER.

Patients with more abundant reflux during scintigraphy used more often medication
prior to the diagnosis of BE.

The severity of GER estimated by scintigraphy, ultrasonography and GERDQ score is
not correlated with the presence of BE or dysplasia’s degree.

The thesis includes 512 references from the recent literature. The research is

materialized with the publishing of 7 articles from the subject of the thesis (first author, 4
articles strictly from personal contributions) and a monograph (unique author). As
personal contributions we mention an epidemiologic study containing a large amount of
cases, performed in a high area of addressability gastroenterology centre (study 1), the
accomplish of an animal model of BE which also  compares efficiency of
chemoprophylaxis and correlates lesional data with TNFa levels (study 2), correlation of
histologic data with genetic markers and levels of CRP together with the use of a
computer soft to compare and measure the metaplastic areas (study 3) and the
comparaison of scintigraphy and ultrasonography in the assessment of GER and the
correlation of these data with GERDQ 2009 reflux questionnaire score (study 4).
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