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Introducere

Neoplaziile tractului digestiv superior au o etiologie heterogena cu o agresivitate crescuta si
constituie Tn continuare o problemd de sanatate la nivel mondial. in ultimele decade, cancerul
gastric afiseaza o tendinta universald de scadere, tendinta observata in special pentru tipurile de
cancer gastric non-cardial, In timp ce cancerele gastrice de tip cardial au Tnregistrat o tendinta de
crestere sau stationard. In ceea ce priveste cancerele esofagiene, par si acestea si aibi o tendinta
globald de scadere, dar analizdnd insd tipurile histo-patologice, se constata o crestere
semnificativa si sustinutd a adenocarcinoamelor esofagine. Inflamatia cronica este direct
implicati in procesul de carcinogenezi prin numeroase mecanisme. in esenti, aceasta determini



modificari epigenetice cu anularea secundara a genelor supresoare tumorale, determind aparitia
speciilor reactive de azot si oxigen si stimuleaza producerea a numerosi factori proinflamatori
care sunt implicati in proliferarea tumorald, in angiogeneza precum si in invazia metastatica.
Factorul principal de risc In aparitia adenocarcinomului esofagian il reprezinta refluxul gastro-
esofagian, atat cel acid cat si cel biliar, prin inducerea metaplaziei intetstinale columnare,
modificare precursoare adenocarcinomului esofagian. Includerea infectiei cu H Pylori in
categoria factorilor de risc ai aparitiei cancerului esofacian este controversata, existand studii
care sustin ipoteza ca infectia ar constitui un factor protectiv si altele care retin contributia
bacteriei In carcinogeneza esofagiana. Infectia cu Helicobacter pylori (H pylori), agent bacterian
considerat carcinogen de clasa 1 de catre Organizatia Mondiald a Sanatatii (OMS) inca din anul
1994, este principalul agent etiologic al cancerului gastric.

Infectia cu H pylori reprezintd una dintre cele mai raspandite infectii la nivel mondial, studiile
publicate indicand faptul cd mai mult de jumatate din populatia mondiala o are. Ultimele date Tn
ceea ce priveste infectia cu H pylori in Europa au fost publicate in anul 2018 si indicd cea mai
mici prevalenti a infectiei in Nordul Europei si cea mai mare in Estul si Sudul Europei.in ultimii
ani, s-a observat o scadere a prevalentei infectiei cu H pylori in majoritatea zonelor geografice la
nivel mondial. In Romania, primele publicatii despre bacteria H pylori au apirut in anul 1990,
Insd pand in prezent datele epidemiologice sunt putine, lipsind cu desavarsire pentru multe
regiuni ale tdrii. Studiul prevalentei infectiei cu H pylori precum si imbunatatirea metodelor de
diagnostic sunt esentiale Tn managementul corect al bolii.

Contributia personala:

Ipoteza generala

Infectia cu H pylori, carcinogen de clasa I conform OMS este principalul factor de risc n
dezvoltarea cancerului gastric si conform ultimelor studii se pare ca aceasta bacterie este
implicata si In aparitia cancerului esofagian. Refluxul gastro-esofagian reprezinta principalul
factor etiologic in dezvoltarea cancerului esofagian de tip adenocarcinom. Intregul proces al
carcinogenezei in neoplaziile tractului digestiv superior are la baza modificarile de inflamatie
cronicd. Identificarea corectd a infectiei cu H pylori si a refluxului gastro-esofagian conduce la
stabilirea populatiei care prezintd risc crescut de a dezvolta neoplazii ale tractului digestiv
superior. Acesti pacienti necesitd o supraveghere corectda In vederea eradicdrii infectiei si a
diagnosticarii modificarilor preneoplazice (esofag Barrett, metaplazie intestinala gastrica,
gastritd cronica atroficd) sau a cancerelor in stadii incipiente.

Obiectivele generale ale cercetarii

a. Determinarea prevalentei infectiei cu H pylori in randul pacientilor dispeptici si non-dispeptici
din zona de Nord-Vest a Romaniei si compararea rezultatelor cu cele de literatura.

b. Compararea prevalentei infectiei cu H pylori cu trendul epidemiologic al cancerelor eso-
gastrice din Romania.

c. Determinarea prevalentei infectiei cu H pylori si a dispepsiei in randul studentilor la Medicina.
d. Compararea a 2 teste fecale ale antigenului H pylori in vederea optimizarii diagnosticului si
compararea acestora cu examinarea histo-patologica intr-un centru tertiar din Nord-Vestul
Romaniei.

e. Evaluarea non-invaziva a refluxului gastro-esofagian la un grup profesional de risc: studentii
de la canto.

Primul studiu a avut ca obiectiv principal estimarea prevalentei infectiei cu H pylori in
randul pacientilor dispeptici din regiunea de Nord-Vest a Romaniei. sObiectivul ecundar a fost
de a efectua o analiza a trendului epidemiologic al infectiei cu H pylori in randul populatiei
simptomatice din aceastad regiune a tdrii comparand datele cu cele existente in literatura.
Material si metodd: S-a efectuat un studiu retrospectiv in care au fost inclusi 414 pacienti



dispeptici care s-au adresat unui centru secundar “Policlinica Salvosan Ciobanca” din Zaldu,
Sdlaj, Romania In perioada 2014-2018 la care au fost dozati anticorpii Ig G anti-H pylori.
Principala variabild urmarita a fost rezultatul serologic al anticorpilor H pylori. Ca predictori, s-
au colectat data despre varsta, sexul, mediul de provenienta si anul testului serologic.

Rezultate: Din cei 414 pacienti care au fost inclusi in studiu, 42.2% (175 pacienti) au fost din
zone rurale si 57.7% (239 pacienti) au fost din zona urbanai. in ceea ce priveste distributia pe
sexe 63.8% au fost femei si 36.2% au fost barbati. Varsta medie a fost de 21 de ani. Din cei 414
pacienti, 40.8% (n=169) au avut Ig G anti-H pylori pozitivi si 59.2% (n=245) au avut Ig G anti-H
pylori negativi. In ceea ce priveste testele pozitive, procentele au fost aproximativ la fel, cu
valori usor mai crescute in randul barbatilor 41.33% fata de femei 40.53%, dar cu o diferenta
care nu a fost statistic semnificativa. S-a gasit o prevalenta a infectiei mai mare in zonele rurale
42.29% fata de 39.75% 1in zonele urbane, dar fara semnificatie statistica (p=0.6). Cea mai mare
prevalentd a fost observatd in anul 2018 cu o valoare de 48.86% (43/88) si o valoare a p=0.01.
Concluzii: Studiul nostru a relevat faptul cd, in randul pacientilor dispeptici din regiunea de
Nord-Vest a Romaniei, in care au fost inclusi atat copii cat si adulti, prevalenta infectiei cu H
pylori a fost mai mare de 40%. Comparand rezultatele noastre cu cele din studiile anterioare
privind prevalenta infectiei cu H pylori din Romania, am reusit s detectam o scadere a ratei
infectiei cu H pylori pe un interval de 30 de ani.

Al doilea studiu - a investigat prevalenta infectiei cu H pylori in randul studentilor
medicinisti utilizand testul respirator cu uree marcata C13. S-a evaluat si prezenta dispepsiei la
aceastd categorie de subiecti precum si relatia dintre dispepsie si infectia cu H pylori.

Material si metodad: S-a efectuat un studiu prospectiv in care au fost inclusi 150 de studenti din
primul si al treilea an de la Universitatea de Medicina si Farmacie ,Iuliu Hatieganu” Cluj-Napoca,
Romania, In perioada septembrie-octombrie 2019. Au fost nrolati in studiu studentii de la
Medicina Generala si Stomatologie (primul si al treilea an), indiferent de prezenta sau absenta
simptomatologiei digestive care s-au prezentat voluntar si au semnat consimtamantul informat.
Acestia au fost testati pentru infectia cu H pylori folosind testul respirator cu uree marcata cu
C13. Au fost exclusi din studiu studentii care au mancat, au fumat cu mai putin de 4 ore anterior
testarii precum si pe cei care au urmat tratamente anterioare cu antiacide, IPP sau antibiotice
(cu 4 saptdmani Inainte de testare) sau cei care au avut antecedente de infectie cu H pylori
pentru care au urmat protocolul de eradicare cu mai putin de 8 saptamani in urma. Toti studentii
au completat chestionarul Roma IV al dispepsiei functionale precum si un chestionar legat de
simptomatologie, antecedente patologice, familiale si conditii de viata.

Rezultate: Din cei 150 de studenti 68% (102) au fost femei si 32% (48) au fost barbati. In ceea
ce priveste mediul de provenienta 16.67% au fost din mediul rural. Majoritatea participantilor la
studiu au fost din zona Transilvaniei (regiunea de Nord-Vest a Romaniei), numai 16% (24) au
provenit din alte regiuni ale tarii. Media varstei a fost de 21 de ani. 45 de studenti au fost din
anul 1 iar restul de 105 din anul 3 de facultate. Prevalenta infectiei cu H pylori a fost de 25.33%,
respectiv 38 din cei 159 de studenti inrolati in studiu au avut testul pozitiv. Conform
chestionarului Roma IV 18% din studenti au intrunit criteriile pentru dispepsia functionala.
Dintre cei care au intrunit criteriile de dispepsie functionald 37% (10) au avut testul respirator
pozitiv. Conform chestionarelor, 8% (12 din 150) au avut istoric de infectie cu H pylori. Din cei
12 studenti cu istoric de infectie cu H pylori 5 au avut un nou test pozitiv.

Nu am gasit o asociere semnificativa statistic intre consumul de medicatie AINS, alcool, fumat si
dispepsia functionali. In studiul de fati studentii din primul an au avut un risc de 1.21 (95% CI
0.68 - 2.15) mai mare de a prezenta infectie cu H pylori (23.8%, n=25) decat cei din anul 3
(23.8%, n=13), dar cu o asociere care nu a fost semnificativa statistic (p=0.512). Cei cu
antecedente de infectie cu H pylori au prezentat un risc de 4.45 ori (95% CI 1.6 - 12.37) mai
mare de a avea dispepsie functionala fata de cei fara astfel de istoric.



Concluzii: Conform cunostintelor noastre, acest studiu este primul raport privind prevalenta
infectiei cu H. pylori in randul studentilor la Medicina investigati cu testul respirator cu uree-
C13 din Nord-Vestul Romaniei. Prevalenta infectiei a fost de 25,33%. 18% dintre studenti au
indeplinit criteriile Roma IV pentru dispepsia functionalda. Nu am gasit nicio asociere
semnificativa statistic Intre infectia H. pylori si criteriile Rome IV pentru dispepsie functionala.
Cei cu antecedente de infectie cu H. pylori au prezentat un risc de 4,45 ori mai mare de a
dezvolta dispepsie functionala.

Al treilea studiu -a avut ca obiectiv compararea a 2 teste fecale de antigen H pylori
imunocromatografice. Totodata s-a analizat acuratetea lor prin compararea cu rezultatele
obtinute prin examinarea histo-patologica.

Material si metodd: S-a efectuat un studiu prospectiv in care au fost inclusi 150 de pacienti cu
simptomatologie gastro-intestinald care s-au prezentat in cadrul Departamentului de Medicina
Internad a Spitalului Judetean de Urgenta Cluj-Napoca in perioada iunie 2019-februarie 2020. Au
fost exclusi pacientii care au avut tratamente anterioare cu antiacide, IPP sau antibiotice (cu 4
saptamani Inainte de testare), cei care au avut antecedente de infectie HP pentru care au urmat
protocolul de eradicare cu mai putin de 8 saptamani in urma. Toti pacientii au efectuat analize
biologice si ecografie abdominald. S-a efectuat testarea infectiei cu H pylori cu ajutorul testului
antigen fecal utilizat in cadrul spitalului kitul imunocromatografic Healgen . Pentru toti cei care
au avut un test pozitiv s-a efectuat endoscopie digestiva superioard. Comparativ din aceeasi
proba biologica s-a efectuat si testarea antigenului fecal H pylori cu ajutorul kitului
imunocromatografic de la CTK. Am analizat in cadrul studiului datele demografice, stilul de
viatd, simptomatologie, istoricul infectiei cu H pylori, protocolul de eradicare, simptomele de
alarmd, antecedente familiale de neoplazii si am efectuat comparatie intre cele 2 teste fecale
imunocromatografice. Deasemenea am analizat pe un subgrup de pacienti (n=58) la care s-a
efectuat endoscopie digestiva superioara datele endoscopice si am comparat acuratetea testului
fecal studiat cu cea obtinuta din rezultatul histopatologic.

Rezultate: Din toti cei 150 de pacienti, 70% (105) au fost femei si 30% (45) au fost barbati. in
ceea ce priveste mediul de provenienta 46,67% au provenit din mediul rural. Media varstei a fost
de 64 de ani. Majoritatea subiectilor 86,67% au provenit din partea de Nord-Vest a tarii.Din cei
150 de pacienti investigati 40% s-au prezentat pentru simptome dispeptice, iar din acestia
21,6% au avut infectie cu H pylori. In randul celor fird dispepsie 18.8% au avut infectia cu H
pylori. Analizand rezultatele testului fecal H pylori studiat de la CTK s-a gasit o sensibilitate de
100 %, si o specificitate de 95.2 %. Acuratetea diagnostica a fost de 96%. Cand s-a analizat
intregul esantion de subiecti s-a constatat o concordanta ridicata intre cele doua teste fecale
pentru diagnosticul infectiei H pylori , masurata prin indicele Kappa al lui Cohen 0,87 (95% CI:
0,77 - 0,97), p <0,001, si cu indicele Kappa ajustat pentru prevalentd si bias 0,92 . Concordanta
totald observata a fost de 96,0%. S-a comparat acuratetea diagnostica a testului folosit in spital
(Healgen) si a celui nou (CTK) in comparatie cu examinarea standard histopatologica efectuata
la un subgrup de pacienti (n = 58). Ambele teste au avut aceeasi specificitate de 93,4%, dar
testul utilizat In spital (Healegn) a avut o sensibilitate mai slaba (72%) comparativ cu
sensibilitatea ridicata a testului nou CTK (96%). Cei care au avut infectie cu H pylori confirmata
la examinarea histo-patologicd, au avut ca modificari endoscopice principale pangastrita eroziva
si bulbita eroziva .

Concluzii: Cand s-a analizat intregul esantion de subiecti s-a constatat o concordantd ridicata
intre cele doua teste fecale pentru diagnosticul infectiei H pylori, respectiv 96.0% cu un dezacord
de 4% observat intre testul fecal CTK pozitiv si cel Healgen negativ. Prevalenta infectiei cu H
pylori a avut procente de 16.67% respectiv 20.67% (In functie de test). Pe subgrupul de pacienti
la care s-au comparat cele 2 teste imunocromatografice cu examinarea histopatologica a fost
relevata aceeasi specificitate a testelor de 93.4% dar o sensibilitate superioarda pentru testul



comparat CTK de 96% versus 72% a testului Healgen utilizat In cadrul spitalului.

Din cei 150 de pacienti investigati 40% s-au prezentat pentru simptome dispeptice, iar din
acestia 21,6% au avut infectie cu H pylori. in randul celor fird dispepsie 18.8% au avut prezent3
infectia cu H pylori.

Al patrulea studiu - a avut ca obiectiv evaluarea bolii de reflux gastro-esofagian la
studentii de la canto si compararea cu prevalenta acestei patologii in randul studentilor
medicinisti si a rezidentilor.

Metodd si materiale : S-a efectuat un studiu de tip caz-control in care au fost inclusi 30 de
studenti din cadrul Academiei de Muzica “Gheorghe Dima” din Cluj-Napoca, de la sectia canto.
Au fost exclusi din studiu cei care nu au dorit sa participe, cei care au avut istoric de patologii
care ar putea produce reflux gastro-esofagian si deasemenea cei care au utilizat medicatie
antiacida cu cel putin 48 de ore Inaintea examinarii. Ca si control au fost recrutati 20 de studenti
medicinisti si rezidenti cu o distributie similarad in ceea ce priveste varsta si sexul. S-a facut o
evaluare a simptomatologiei utilizand chestionare legat de simptomatologie de reflux si stil de
viata. Pentru toti subiectii inclusi in studiu s-a efectuat testul salivar Peptest.

Rezultate: In studiu au fost inclusi 30 de studenti cintireti cu varsta medie a grupului de 23 de
ani. In grupul celor 20 de studenti medicinisti si rezidenti care au constituit grupul martor varsta
medie a fost de 27 de ani. In randul cantiretilor 40%( 12 persoane) au fost de sex masculin si
60% (18 persoane) de sex feminin. in grupul control 35% (5 persoane) au fost birbati si 65%
(15 persoane) au fost femei. in ceea ce priveste stilul de viat, in randul studentilor cantireti
aproape jumadtate 46.7%) nu consuma deloc alcool, 50% ocazional, 3.3% zilnic . Fumatul s-a
regdsit intr-un procent de 10% in grupul studiat. Din cei 30 de studenti cantdreti 50% (15
subiecti) au raportat simptome de reflux gastro-esofagian, (p < 0.001) dintre care simptomele
principale au fost reprezentate de pirozis si raguseald. Peptestul salivar a fost pozitiv intr-un
procent foarte mare 96.67%, respectiv 29 din cei 30 de studenti cantdreti fata de 30%, 6 subiecti
din cei 20 din grupul control cu un p semnificativ statistic. Conform rezultatelor studiului,
studentii de la sectia canto au o probabilitate de 3,22 de ori mai mare de a avea reflux gastro-
esofagian fata de populatia generala.

Concluzii: Studentii de la canto prezintd un risc mai mare de a dezvolta reflux gastro-esofagian.
Peptestul salivar, ar putea fi o metoda total neinvaziva, foarte utild in diagnosticarea BRGE la
acesti pacienti.

Originalitatea si contributiile inovative ale tezei

Un punct de originalitate al tezei constd in faptul cd ea cuprinde un studiu al tendintei
epidemiologice a infectiei cu H pylori In Romania, al doilea in ultimii 30 de ani, primul fiind efectuat
in anul 2009. Analizand datele obtinute si comparandu-le cu cele preexistente, s-a detectat o scadere
a prevalentei la toate grupele de varsti.in tezi se regiseste primul studiu din Romania in ceea ce
priveste prevalenta infectiei cu H pylori in randul studentilor medicinisti, o grupa cu risc profesional,
diagnosticul infectiei fiind verificat cu ajutorul testului respirator cu uree-C13. Testele fecale ale
antigenului fecal sunt extrem de folosite in practica clinica pentru diagnosticarea infectiei cu H
pylori. In urma studiului comparativ a doud teste fecale imunocromatografice cu examinarea
histopatologica a fost relevata o sensibilitate mai mica a testului folosit in cadrul spitalului fata de
ceaa testului studiat. Concordanta intre cele doui teste a fost de 96%. Imbunititirea metodelor de
diagnostic ale infectiei cu H pylori este extrem de importantd in managementul corect al acestei
patologii. Teza contine primele date legat de refluxul gastro-esofagian, factorul principal in aparitia
adenocarcinomului esofagian, in randul studentilor de la canto. Cu ajutorul Peptestului salivar s-a
constatat o prevalentd de 96% a refluxului gastro-esofagian la aceasta categorie de subiecti.
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Introduction

Upper gastrointestinal neoplasms have a heterogeneous etiology with increased aggression and
continue to be a global health problem. In recent decades, gastric cancer has shown a universal
declining trend, a trend observed especially for non-cardiac gastric cancers, while cardiac-type
gastric cancers have shown an increasing or stationary trend. Regarding esophageal cancers, they
also seem to have a global downward trend, but analyzing the histopathological types, we find a
significant and sustained increase in esophageal adenocarcinomas. Chronic inflammation is directly
involved in the process of carcinogenesis through numerous mechanisms. In essence, it causes
epigenetic changes with the secondary cancellation of tumor suppressor genes, causes the
appearance of reactive nitrogen and oxygen species and stimulates the production of many
proinflammatory factors that are involved in tumor proliferation, angiogenesis and metastatic
invasion. All these mechanisms have been studied in the pathophysiology of many types of
neoplasms, especially those in the gastric sphere. The main risk factor in the occurrence of
esophageal adenocarcinoma is gastroesophageal reflux, both acidic and biliary, by inducing
columnar intestinal metaplasia, precursor change of esophageal adenocarcinoma. The inclusion of H
Pylori infection in the risk category factor for esophageal cancer is controversial. There are studies
supporting the hypothesis that infection may be a protective factor and others that hold the



bacterium's contribution to esophageal carcinogenesis. Infection with Helicobacter pylori (H pylori),
a bacterial agent considered class 1 carcinogen by the World Health Organization (WHO) Since
1994, is the main etiological agent of gastric cancer. H pylori infection is one of the most widespread
infections in the world, with published studies indicating that more than half of the world's
population has it. The latest data on H pylori infection in Europe were published in 2018 and
indicate the lowest prevalence of infection in Northern Europe and the highest in Eastern and
Southern Europe. In recent years, there has been a decrease in the prevalence of H pylori in most
geographical areas worldwide. In Romania, the first publications on the bacterium H pylori
appeared in 1990, but so far epidemiological data are few, completely missing for many regions of
the country. The study of the prevalence of H pylori infection as well as the improvement of
diagnostic methods are essential in the correct management of the disease.

Personal contribution:

Hipotesis

H pylori infection, a class I carcinogen according to the WHO is the main risk factor in the
development of gastric cancer and according to the latest studies it seems that this bacterium is also
involved in the appearance of esophageal cancer. Gastroesophageal reflux is the main etiological
factor in the development of adenocarcinoma-type esophageal cancer. The whole process of
carcinogenesis in neoplasms of the upper digestive tract is based on changes in chronic
inflammation.

A correct identification of H pylori infection and gastroesophageal reflux disease can determine the
population at high risk of developing neoplasms of the upper digestive tract. These patients require
proper surveillance to eradicate the infection and to diagnose preneoplastic changes (Barrett's
esophagus, gastric intestinal metaplasia, chronic atrophic gastritis) or early-stage cancers.

General objectives of the research

a. Determining the prevalence of H pylori infection among dyspeptic and non-dyspeptic patients in
the North-West of Romania and comparing the results with those in the literature.

b. Comparison of the prevalence of H pylori infection with the epidemiological trend of eso-gastric
cancers in Romania.

c. Determining the prevalence of H pylori infection and dyspepsia among medical students.

d. Comparison of 2 fecal tests of H pylori antigen in order to optimize the diagnosis and compare
them with the histopathological examination in a tertiary center in North-West Romania.

e. Non-invasive assessment of gastroesophageal reflux disease in a high-risk occupational group:
singing students.

The first study aimed to estimate the prevalence of H pylori infection among dyspeptic
patients in the North-West region of Romania. The secondary objective was to perform an analysis
of the epidemiological trend of H pylori infection among the symptomatic population in this region
of the country by comparing the data with those in the literature.

Material and method: A retrospective study was performed including 414 patients who attended a
secondary center from Zaldu, Salaj, Romania between 2014 and 2018. Patients with dyspeptic
symptoms, which either presented by their own initiative or were referred by their general
practitioners for evaluation of the presence of IgG anti-HP antibodies, were included in the study.
There was no exclusion criteria. The main outcome measure was the serology test result for HP



antibodiesAs predictors, the date of age, sex, place of origin and year of serological test were
collected.

Results: Of the 414 patients who were included in the study, 42.2% (175 patients) were from rural
areas and 57.7% (239 patients) were from urban areas. Regarding the distribution by sex, 63.8%
were women and 36.2% were men. The average age was 21 years. Of the 414 patients, 40.8% (n =
169) had positive anti-H pylori Ig G and 59.2% (n = 245) had negative anti-H pylori Ig G. Regarding
the positive tests, the percentages were approximately the same, with slightly higher values among
men 41.33% compared to women 40.53%, the difference having no statistical significancy. A higher
prevalence of infection was found in rural areas 42.29% compared to 39.75% in urban areas, but
without statistical significance (p = 0.6). The highest prevalence was observed in 2018 with a value
of 48.86% (43/88) and a p-value=0.01. Conclusions: Our study revealed that, among dyspeptic
patients in the North-West region of Romania, which included both children and adults, the
prevalence of H pylori infection was greater than 40%. Comparing our results with those of previous
studies on the prevalence of H pylori infection in Romania, we were able to detect a decrease in the
rate of H pylori infection over a period of 30 years.

The second study investigated the prevalence of H pylori infection among medical students
using the C13-labeled urea respiratory test. The presence of dyspepsia in this category of subjects
was also assessed, as well as the relationship between dyspepsia and H pylori infection.

Material and method: A prospective study was carried out which included 150 first and third year
students of "luliu Hatieganu “ University of Medicine and Pharmacy " Cluj-Napoca, Romania,
between September and October 2019. Students of General Medicine and Dentistry (first and third
year) who volunteered and signed the informed consent were enrolled in the study regardless of the
presence or absence of digestive symptoms. They were tested for H pylori infection using the C13-
labeled urea respiratory test. Students who ate, smoked less than 4 hours before the test, as well as
those who had previously been treated with antacids, PPIs or antibiotics (4 weeks before the test) or
who had a history of H pylori infection for which they followed the eradication protocol less than 8
weeks ago were excludeed from the study. All students completed the Rome IV functional dyspepsia
questionnaire as well as a questionnaire related to symptoms, pathological history, family and living
conditions.

Results: Of the 150 students, 68% (102) were women and 32% (48) were men. Regarding the area
of origin, 16.67% were from rural areas. Most of the participants in the study were from
Transylvania area (Northwest region of Romania), only 16% (24) came from other regions of the
country. The average age was 21 years. 45 students were from first year and 105 from third year of
college. The prevalence of H pylori infection was 25.33%, respectively 38 of the 159 students
enrolled in the study had a positive test. According to the Roma IV questionnaire, 18% of students
met the criteria for functional dyspepsia. Of those who met the criteria for functional dyspepsia, 37%
(10) had a positive respiratory test. According to the questionnaires, 8% (12 out of 150) had a
history of H pylori infection. Of the 12 students with a history of H pylori infection, 5 had a new
positive test. We did not find a statistically significant association between NSAID use, alcohol,
smoking, and functional dyspepsia. In the present study, first-year students had a 1.21 (95% CI 0.68
- 2.15) higher risk of having H pylori infection (23.8%, n = 25) than those in the third year (23.8%, n
= 25). 13), but with an association that was not statistically significant (p = 0.512). Those with a
history of H pylori infection had a 4.45-fold (95% CI 1.6 - 12.37) higher risk of having functional
dyspepsia than those without such a history.

Conclusions: To our knowledge, this study is the first report on the prevalence of H. pylori infection



among medical students investigated with the urea-C13 respiratory test in northwestern Romania.
The prevalence of the infection was 25.33%. 18% of students met the Roma IV criteria for functional
dyspepsia. We found no statistically significant association between H. pylori infection and Rome IV
criteria for functional dyspepsia. Those with a history of H. pylori infection had a 4.45 (95% CI 1.6 -
12.37) higher risk of developing functional dyspepsia.

The third study aimed to compare 2 fecal immunochromatographic H pylori antigen tests.
At the same time, their accuracy was analyzed by comparing with the results obtained by
histopathological examination.
Material and method: A prospective study was performed which included 150 patients with
gastrointestinal symptoms who presented to the Department of Internal Medicine of the Cluj-
Napoca County Emergency Hospital between June 2019 and February 2020. Patients who had
previous treatment with antacids, PPIs or antibiotics (4 weeks before testing), those with a history of
HP infection for whom they followed the eradication protocol less than 8 weeks ago were excluded.
All patients underwent biological tests and abdominal ultrasound. H pylori infection was tested
using the fecal antigen test, Healgen immunochromatographic kit used in the hospital. For all those
who had a positive test, upper digestive endoscopy was performed. Comparatively, from the same
biological sample, the fecal H pylori antigen was tested using the CTK immunochromatographic kit.
In the study, we analyzed demographic data, lifestyle, symptoms, history of H pylori infection,
eradication protocol, alarm symptoms, family history of neoplasms and performed a comparison
between the 2 fecal immunochromatographic tests. We also analyzed the endoscopic data on a
subgroup of patients (n = 58) who underwent upper digestive endoscopy and compared the
accuracy of the fecal test studied with that obtained from the histopathological result.
Results: Out of all 150 patients, 70% (105) were women and 30% (45) were men. Regarding the
environment of origin, 46.67% came from rural areas. The average age was 64 years. The majority of
subjects 86.67% came from the North-West of the country. Of the 150 patients investigated, 40%
presented for dyspeptic symptoms, and of these 21.6% had H pylori infection. Among those without
dyspepsia, 18.8% had H pylori infection. Analyzing the results of the fecal H pylori test studied from
CTK, a sensitivity of 100% was found, and a specificity of: 95.2%. The diagnostic accuracy was: 96%.
When the whole sample of subjects was analyzed, a high concordance was found between the two
fecal tests for the diagnosis of H pylori infection, measured by Cohen's Kappa index 0.87 (95% Cl:
0.77 - 0.97), p <0.001, and with the Kappa index adjusted for prevalence and bias 0.92. The total
concordance observed was 96.0%, while there was a discrepancy of 4% between tests. The
diagnostic accuracy of the hospital used (Healgen) and new (CTK) tests was compared with the
standard histopathological examination performed in a subgroup of patients (n = 58). Both tests had
the same specificity of 93.4%, but the test used in the hospital (Healegn) had a lower sensitivity
(72%) compared to the high sensitivity of the new CTK test (96%). For those with H pylori
confirmed on histopathological examination, the main endoscopic changes were erosive pangastritis
and erosive bulbitis.
Conclusions: When analyzing the whole sample of subjects, a high concordance was found between
the two fecal tests for the diagnosis of H pylori infection, respectively 96.0% with a 4% disagreement
observed between the positive CTK and negative Healgen fecal test. The prevalence of H pylori
infection was between 16.67% -20.67% (depending on the test). On the subgroup of patients in
whom the 2 immunochromatographic tests were compared with the histopathological examination,
the same specificity of the tests of 93.4% was revealed but a higher sensitivity for the comparative
CTK test of 96% versus 72% to the Healgen test used in the hospital. Of the 150 patients



investigated, 40% were diagnosed with dyspeptic symptoms, and 21.6% of them had H pylori
infection. Among those without dyspepsia, 18.8% had H pylori infection present.

The fourth study - aimed at evaluating gastroesophageal reflux disease in singing students
and comparing it with the prevalence of this pathology among medical students and residents.
Method and materials: A case-control study was carried out in which 30 students from the
“Gheorghe Dima” Academy of Music in Cluj-Napoca, from the singing department, were included.
Those who did not want to participate were excluded from the study, those who had a history of
pathologies that could cause gastroesophageal reflux and also those who have used antacid
medication for at least 48 hours before the examination. As a control, 20 medical students and
residents with a similar distribution in terms of age and sex were recruited. An assessment of
symptoms was made using questionnaires related to reflux symptoms and lifestyle. The salivary
Peptest test was performed for all subjects included in the study.

Results: The study included 30 singing students with an average age of 23 years. In the group of 20
medical students and residents who formed the control group, the average age was 27 years. Among
the singers, 40% (12 people) were male and 60% (18 people) were female. In the control group
35% (5 people) were men and 65% (15 people) were women. In terms of lifestyle, among the
singing students almost half (46.7%) do not consume alcohol at all, 50% occasionally, 3.3% daily.
Smoking was found in 10% of the study group. Of the 30 singing students, 50% (15 subjects)
reported symptoms of gastroesophageal reflux disease (p <0.001), of which the main symptoms
were heartburn and hoarseness. The salivary Peptest was positive in a very high percentage of
96.67%, respectively 29 of the 30 singing students compared to 30%, 6 subjects out of the 20 in the
control group with a statistically significant p-value. According to the data from this study, a student
in the singing department is 3.22 times more likely to have gastroesophageal reflux disease than the
general population.

Conclusions: Singing students have a higher risk of developing gastroesophageal reflux. Salivary
Peptest could be a completely non-invasive method, very useful in diagnosing GERD in these
patients.

Originality and innovative contributions of the thesis

A point of originality of the thesis is that it includes a study of the epidemiological trend of H pylori
infection in Romania, the second in the last 30 years, the first being performed in 2009. Analyzing
the data obtained and comparing it with pre-existing one, a decrease in prevalence was detected in
all age groups. The thesis includes the first study in Romania regarding the prevalence of H pylori
infection among medical students, a group at professional risk, the diagnosis of the infection being
verified using the urea-C13 respiratory test. Fecal antigen tests are widely used in clinical practice to
diagnose H pylori infection. Following the comparative study of two fecal immunochromatographic
tests with histopathological examination, a lower sensitivity of the test used in the hospital than that
of the studied test was revealed. The concordance between the two tests was 96%. Improving the
diagnostic methods of H pylori infection is extremely important in the correct management of this
pathology. The thesis contains the first data related to gastroesophageal reflux, the main factor in the
occurrence of esophageal adenocarcinoma among singing students. With the help of the salivary
Peptest, a prevalence of 96% of gastroesophageal reflux was found in this category of subjects.


















