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Introducere

Pancreatita cronica reprezintd o afectiune cu un potential evolutiv sever prin durerea
invalidantd pe care o determind la majoritatea pacientilor, aparifia complicatiilor,
insuficientei pancreatice exocrine si endocrine $i a ratei crescute a mortalitdfii. Desi
patogeneza bolii nu este pe deplin elucidata, ultimul deceniu a adus date suplimentare
despre factorii genetici din pancreatita ereditard, pancreatita idiopatica si despre pancreatita
autoimuna.

In aceastd lucrare s-a urmirit etiologia, factorii de risc ai pancreatitelor cronice si
evolutia pacientilor pe o perioada medie de evolutie a bolii de sapte ani. Teza este alcatuita
din doua mari capitole: partea generald care realizeaza o sinteza a datelor din literatura si
partea speciala destinata cercetarilor personale.

Partea generala este structuratd pe doud capitole: primul se refera la etiologia pancreatitelor
cronice si la factorii de risc, al doilea la factorii evolutivi ai bolii. Subcapitolul referitor la
factorii de risc genetici este prezentat mai detaliat si contine informatii de data recenta.
Partea speciala este structurata pe cinci capitole. Pe baza datelor clinice si paraclinice a fost
stabilita etiologia la lotul nostru de pacienti cu pancreatita cronica si s-a stabilit ponderea
diferitilor factori de risc, majoritatea pacientilor asociind ca factori de risc consumul de
alcool si fumatul. Partea a doua si a treia sunt reprezentate de studii care au urmarit
implicarea factorilor genetici prin efectuarea unor diferite tipuri de reactie de polimerizare
in lant si stabilirea unor corelatii prin teste statistice specifice. Pentru mutatia N34S 1n gena
inhibitorului tripsinei a fost comparata evolutia clinica a pacientilor cu/fara mutatie.

Partea a patra si a cincea referitoare la evolutia bolii prin prisma durerii,
complicatiilor si a dezvoltdrii insuficientei pancreatice exocrine si endocrine si a mortalitafii
in pancreatitele cronice contin atat o parte descriptiva, cat si o parte prin care cu instrumente

statistice specifice au fost determinati factorii prognostici.



Factorii de risc si etiologia pancreatitelor cronice

In tarile industrializate etiologia dominantd a pancreatitei cronice este cea etanolica.
Pe langd alcool si fumat, existd si alti factori de risc precum hipertrigliceridemia,
hipercalcemia, insuficienta renald cronica, factorii obstructivi, genetici, autoimuni
Etiologiile diferite ale pancreatitelor cronice imprima evolutii diferite bolii , iar unele cauze
rare pot beneficia de tratament specific.

Scopul studiului

Scopul studiului a fost acela de a determina etiologia si factorii de risc prezenti la un
lot de pacienti cu pancreatitd cronica, exceptand factorii de risc genetici, care fac obiectul
altui capitol.

Material si metoda

Au fost luati in studiu 94 pacienti cu pancreatita cronica internati in Clinica Medicald
III, in perioada 2003-2005 si care au fost urmarifi prospectiv pana in luna iunie 2008.
Diagnosticul de pancreatitd cronica a fost stabilit in prezenta simptomelor tipice §i a unuia
sau mai multor criterii: prezenta calcifierilor la radiografia abdominald pe gol sau la
tomografia computerizatd, histologie sugestivd pentru pancreatitd cronicd, modificari
moderate sau severe la colangiopancreatografia retrograda endoscopica (CPRE) conform
clasificarii Cambridge, modificari tipice ecografice, ecoendoscopice si/sau prezenta
steatoreei (grasimi in scaun >7g/24h) .

Pacientii au completat un chestionar care continea intrebari privind cantitatea de
alcool consumata inainte de precizarea diagnosticului, perioada de consum, fumatul
(cantitate si perioadd) si consumul de alcool si fumatul dupa diagnosticarea bolii. De
asemenea, S-au inregistrat medicamentele utilizate cronic de pacienti, antecedentele
personale patologice si heredocolaterale. Chestionarul cuprinde si cateva dintre intrebarile
testului AUDIT. Raspunsurile la aceste intrebari nu au fost insd cuantificate, ci au servit
doar orientativ la stabilirea etiologiei etanolice.

Testele de laborator determinate au fost: glicemia, calciul seric, ureea, creatinina,
trigliceridele, proteinograma si markerii indirecti de consum de alcool-raportul
ASAT/ALAT, MCV-volumul eritrocitar mediu si gamaglutamiltranspeptidaza.

Totodata au fost revazute foile de observatie ale pacientilor de la interndrile anterioare sau
biletele de iesire din alte servicii medicale sau chirurgicale.

Pancreatita cronicd de etiologie etanolicd a fost definitd in prezenta unui consum
>60g/zi de alcool la barbati si >40g/zi la femei pe o durata >2 ani si/sau in prezenta
markerilor de consum de alcool, prezenta altor boli determinate de consumul de alcool sau

raspunsului afirmativ la o parte din intrebarile testului AUDIT.



Diagnosticul de pancreatita cronica idiopatica a fost stabilit la un consum <20g/zi de
alcool, atunci cand explordrile paraclinice suplimentare au exclus alfi factori etiologici.
Hipertrigliceridemia a fost consideratd drept factor cauzal in prezenta atacurilor repetate de
pancreatita acuta si a unor valori ale trigliceridelor serice >800mg/dl. Pancreasul divisum a
fost luat in consideratie ca determinant al pancreatitei cronice in situatiile in care la CPRE

predominau modificarile ductale la nivelul ductului dorsal.

Rezultate

Din cei 94 pacienti, 87,2% au fost de sex masculin si 12,8% de sex feminin, cu o
varsta medie la diagnostic de 44 ani. Pacientii cu pancreatita cronica alcoolica au prezentat o
varstd la debutul simptomelor bolii cuprinsd in decadele 4 si 5 de viata. La pacientii cu
pancreatitd cronicd idiopaticda debutul simptomelor a fost mai frecvent la grupele de varsta
30-40ani si 60-70ani. Pacientii cu pancreatita cronica idiopatica au prezentat aceeasi varsta
de debut a bolii ca cei cu pancreatita cronicd alcoolicd, dar au fumat mai putin(p=0,003).
Etiologia pancreatitelor cronice a fost urmatoarea: alcoolica in 85,1% cazuri, idiopatica in
10,6% cazuri si 4,3% etiologii rare(cauze obstructive, metabolice).

Factorii de risc frecvent intdlnifi au fost consumul de alcool si fumatul, ei fiind
asociati la 91% din pacientii cu pancreatita cronica alcoolica. Media consumului de alcool a
fost de 84g/zi la barbati fata de 49g/zi la femei, dar durata consumului de alcool nu a diferit
la cele doud sexe. Nu au existat diferente in ce priveste fumatul la cele doua sexe. Dupa
stabilirea diagnosticului, 21% din pacienti au continuat consumul de alcool si 74% fumatul.

Alti factori de risc pentru pancreatita cronica au fost pancreasul divisum, interventiile

chirurgicale si1 hipertrigliceridemia.

Concluzii

1. Etiologia dominanta a pancreatitelor in cazuistica noastra este cea etanolica,
situatie in care consumul de alcool si fumatul se asociaza in 91% din cazuri.

2. Etiologia idiopatica a fost prezenta la 10,6% din cazuri, iar majoritatea paciengilor
au avut o varsta la debutul simptomelor peste 30 ani.

3. Alte etiologii au fost prezente rar, la 4,3% din cazuri, acestea insd au beneficiat si
de tratament specific.

3. Fumatul reprezinta principalul factor de risc in pancreatitele cronice, urmat de
consumul de alcool. Desi prezent si la pacientii cu pancreatitd cronica idiopatica, numarul
de tigiri fumate de acestia a fost semnificativ mai mic decat la pacientii cu pancreatitd
cronica alcoolica.

4. Alti factori de risc intlniti la pacientii nostri au fost hipertrigliceridemia si factorii

obstructivi: pancreasul divisum si rezectia gastrica cu anastomoza tip Pean.



5. Consumul de alcool a fost mai mic la femeile cu pancreatitd cronicd de etiologie
alcoolica fatd de barbati, ceea ce confirma susceptibilitatea mai mare de a dezvolta
pancreatita cronica la sexul feminin.

6. Dupa stabilirea diagnosticului, un procent important de pacienti continud sa
consume alcool, In timp ce marea majoritate continud sa fumeze. Pe viitor, eforturile
medicilor si pacientilor trebuie sa se concentreze asupra mentinerii abstinentei la alcool si

renuntarii la fumat.



Rolul mutatiei N34S in gena inhibitorului tripsinei (SPINK1) la pacientii
cu pancreatita cronica din Romania

Mutatia N34S in gena inhibitorului tripsinei reprezintd mutatia cea mai frecventa din
aceastd gend intdlnitd in pancreatitele cronice, mai ales cele idiopatice dar si In cele
alcoolice.

Scopul studiului

Scopul studiului de fatd a fost determinarea frecventei mutatiei N34S in gena
inhibitorului tripsinei la pacienfii cu pancreatitd cronicd si in populatia sdnatoasd din
Romania. Totodatd ne-am propus realizarea unei metaanalize cu privire la mutatia N34S in
gena inhibitorului tripsinei la pacientii cu pancreatita cronica de etiologie etanolica, in care

sa includem si datele studiului nostru.

Material si metoda

Au fost luati in studiu 94 pacienfi cu pancreatitd cronicad si 96 martori sanatosi.
Mutatia a fost determinatd prin doud metode ale reactiei de polimerizare in lant-allele
specific PCR si restriction fragment length polymorphism. Evolutia pacientilor in functie de
prezenta mutatiei a fost analizata prin clasificarea pacientilor conform gradului de severitate
al clasificarii M-ANNHEIM.

Metaanaliza a luat in calcul un numar de 8 studii cu privire la rolul mutatiei N34S in

pancreatita cronica alcoolica, la care a fost inclus si studiul actual.

Rezultate

Mutatia N34S a fost decelatd in stare heterozigota la 1/96 martori si la 5/94 pacienti.
Pacientii pozitivi pentru mutatie au prezentat etiologia etanolicd in patru cazuri si cea
obstructiva intr-un caz. Evolutia a doi pacienti cu pancreatitad cronica alcoolica cu mutatie
nu a fost mai severa fatd de cea a unor pacienti fara mutatie care prezentau aceeasi varsta de
debut a bolii sau aceeasi durata de evolutie a bolii. Metaanaliza a confirmat rolul mutatiei

N34S in etiopatogeneza pancreatitei cronice alcoolice(OR=5,31).

Concluzii

1. Prevalenta mutatiei N34S in gena inhibitorului tripsinei este de 1,04% in populatia
generald in zona noastra geografica.

2. Mutatia N34S a fost decelata la 5% din pacientii cu pancreatita cronica alcoolica.

3. Evolutia clinica a pacientilor cu pancreatitd cronica alcoolica a fost similarad la
pacientii cu/fara mutatie.

4. Clasificarea M-ANNHEIM ne-a permis aprecierea evolutiei clinice a pacientilor,

dar studii ulterioare urmeaza sa aprecieze validitatea acesteia.
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5. Metaanaliza cu privire la rolul mutatiei N34S la pacientii cu pancreatitd cronica
etanolica confirma rolul minor al acesteia in patogeneza bolii.

6. Nici un pacient cu pancreatitd cronicd idiopaticd nu a prezentat mutatia N34S;
acesti pacienti necesitd testarea altor mutatii in gena inhibitorului tripsinei si in gena fibrozei
chistice.

7. Pacientul cu pancreatitd cronicd non-alcoolica pozitiv pentru mutatia N34S a
asociat si alfi factori de risc (pancreasul divisum, fumatul), ceea ce subliniazd etiologia
complexa a bolii.

8. Privitor la factorii de risc la pacientii cu pancreatitd cronicd etanolica, sunt
necesare studii multicentrice, prospective si care sd aibd o definitie standardizatd a
pancreatitei cronice etanolice din punct de vedere al consumului de alcool, astfel incat
loturile sa fie comparabile.
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Investigarea unui polimorfism functional in regiunea promotorului genei
catalazei la pacientii cu pancreatita cronica

Introducere

Stresul oxidativ este implicat in afectiuni inflamatorii acute si cronice, printre care si
pancreatita cronica. Se cunosc diferite polimorfisme in genele enzimelor cu rol antioxidativ,

care ar putea juca un rol in patogeneza bolilor.

Scopul studiului

Scopul lucrarii a fost cercetarea unei eventuale asocieri intre polimorfismul —262

C>T din regiunea promotorului genei catalazei si pancreatita cronica.

Material si metoda

Au fost luati in studiu 119 pacienti si 147 martori sanatosi din Cluj, Romania si
Mannheim, Germania. Pentru detectarea polimorfismului s-a utilizat o reactie de
polimerizare in lant de tip touch down. Pentru calculul statistic al asocierii dintre genotipuri

si fenotipuri s-a utilizat testul Chi patrat.

Rezultate

Compararea celor trei genotipuri CC, TT si TC intre pacientii cu pancreatita cronica
si lotul martor nu au evidentiat diferente semnificative statistic (p=0,39). Acelasi tip de
analizd s-a efectuat si pentru compararea pacientilor cu pancreatitd cronica etanolicd si

pancreatita idiopatica, nu au existat diferente semnificative intre aceste loturi (p= 0,628).

Concluzie

Rezultatele acestui studiu aratd ca polimorfismul -262C>T in regiunea promotorului
genei catalazei nu pare sa fie implicat Tn aparitia pancreatitei cronice in general si nici in cea

de etiologie etanolica in special.

11



Evolutia naturala a pacientilor cu pancreatita cronica

Durerea reprezintda manifestarea cea mai frecventd in pancreatita cronica si care
altereaza semnificativ calitatea vietii pacientilor. Pe parcursul evolutiei bolii, majoritatea
pacientilor dezvolta insuficientd pancreaticd exocrind si/sau endocrina si alte complicatii,

care necesitd tratamente conservative, endoscopice sau chirurgicale.

Material, metode

Din lotul initial de 94 pacienti, 2 au fost exclusi neavand date asupra evolutiei bolii.
Pacientii au fost urmariti prospectiv cu privire la durere, aparitia complicatiilor, dezvoltarea
insuficientei pancreatice exocrine si/sau endocrine. Cu ajutorul analizei univariate si
multivariate au fost testafi posibili factori prognostici pentru dezvoltarea insuficientei

pancreatice exocrine si/sau endocrine.

Rezultate

Durata medie de urmarire a pacientfilor a fost de 7ani.Durerea a fost absenta la
10,86% din pacienti la debutul bolii, iar 52,17% au mai prezentat durere la momentul
terminarii studiului. La pacientii cu durere la debutul bolii, disparitia acesteia nu s-a corelat
cu aparitia insuficienfei pancreatice exocrine sau endocrine.

Complicatiile au aparut la 67,39% cazuri, majoritatea fiind reprezentate de stenoza de
cale biliara principald sau pseudochiste. Aproximativ doud treimi dintre pacienti au suferit
cel putin o interventie terapeuticd endoscopicd sau chirurgicald pentru tratamentul durerii
si/sau a complicatiilor.

Diabetul a aparut la 41,30% din pacienti dupd o perioada medie de urmarire de 7 ani.
Rata medie estimata de dezvoltare a diabetului a fost de 25% la Sani, 50% la 10 ani s1 73%
la 15 ani pentru lotul global. Varsta inaintatd la debutul bolii a reprezentat un factor
prognostic pentru aparifia diabetului( r= -0,37, p=0,001 ), precum si antecedentele
heredocolaterale de diabet zaharat(p=0,003 ). Desi fumatul nu a reprezentat un factor de risc
pentru dezvoltarea diabetului, la 10 ani de evolutie a bolii procentul estimat de fumatori fara
diabet a fost mai mic decat al nefumatorilor (47% vs. 67%).

Rata de dezvoltare a insuficientiei pancreatice exocrine creste proportional cu durata
de evolutie a bolii: 25% la 5ani, 58%la 10ani si 80% la 15ani. Varsta inaintata la diagnostic
determind aparitia mai timpurie a insuficientei exocrine(r=-0,31, p=0,002).Desi fumatul nu
a reprezentat un factor prognostic pentru aparitia insuficientei pancreatice exocrine, la 15ani
15% dintre fumatori si 33% dintre nefumatori nu au dezvoltat insuficientd pancreatica
exocrind. Puseele de pancreatita acutd, extractia endoscopica a calculilor din ductul Wirsung

si wirsungojejunostomia nu au influentat dezvoltarea insuficientei pancreatice.
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Consumul de alcool nu a fost testat ca factor prognostic pentru aparitia insuficientei

pancreatice exocrine sau endocrine decat prin prisma etiologiei. Continuarea consumului de

alcool nu a reprezentat un factor prognostic negativ pentru aparitia steatoreei sau diabetului,
dar consumul de alcool nu a fost cuantificat.

Concluzii

1. Forma indolora de pancreatitd cronica a fost prezenta la 10,86% din cazuri

2. La 58,5% din pacienti durerea a persistat dupa o perioada medie de evolutie de
7ani

3. Disparitia durerii nu s-a corelat cu instalarea insuficientei pancreatice exocrine
sau endocrine

4. Douad treimi dintre pacienti au prezentat cel pufin o complicatie pe durata
evolutiei bolii

5. Aproximativ doua treimi din pacienti au suferit cel putin o interventie
terapeutica endoscopicd sau chirurgicala pentru tratamentul durerii sau
complicatiilor

6. Rata medie estimata de dezvoltare a diabetului a fost de 25% la 5 ani, 50% la
10 ani s1 73% la 15 ani

7. Rata medie de dezvoltare a insuficientei pancreatice exocrine a fost de 25% la
Sani, 58% la 10 ani i 80% la 15ani

8. Exista o corelatie moderata negativa intre varsta la debutul simptomelor bolii
si aparitia insuficientei pancreatice exocrine $i endocrine

9. Antecedentele heredocolaterale de diabet zaharat reprezintd un factor de risc

pentru dezvoltarea insuficientei pancreatice endocrine la pacientii cu

pancreatitd cronica
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Mortalitatea in pancreatitele cronice

Mortalitatea in pancreatitele cronice este mai mare decat in populatia generala si se

datoreaza atat unor cauze pancreatice, cat si extrapancreatice.

Scop

Scopul studiului nostru a fost sa stabilim cauzele de deces la lotul nostru de pacienti
cu pancreatitd cronica si sa identificam factorii de risc pentru mortalitatea din pancreatitele
cronice.

Material si metode

Dintre cei 94 pacienti recrutati inifiali au fost exclusi doi la care nu existd nici o
informatie asupra evolutiei bolii. Pacientii au fost contactati telefonic sau prin scrisori
pentru a se prezenta la ultimul control din perioada ianuarie-iunie 2008: dintre cei 92 de
pacienti 48 (52, 19) s-au prezentat la ultimul control, iar 34 (36,95%) din lotul global nu au
raspuns solicitarii. Dintre ce1 92 de pacienti 10 (10,86%) au decedat pe perioada de urmarire
2003-2008. La doi dintre cei 10 pacien{i nu am avut informatii asupra datei si cauzei
decesului, motiv pentru care nu au putut fi luati in calculul factorilor de risc al mortalitatii.
La restul de 8 pacienti cauza decesului a fost documentatd din foile de observatie sau
certificatele de deces.

Cu ajutorul analizei uni si multivariate au fost testati anumiti factori prognostici
pentru mortalitate.

Rezultate

In decursul perioadei de urmirire au decedat 10 din 92 pacienti(10,86%), la 8
pacienti fiind documentatd cauza decesului: cancer hepatic(n=1), ulcer perforat(n=1), ciroza
hepatica(n=2), infarct miocardic(n=1), abces pancreatic(n=1), cancer pancreatic(n=2).
Decesele au survenit Tn medie la 8,25 ani de evolutie a bolii. Nu s-a inregistrat nici un deces
prin neoplasme extrapancreatice.

Mortalitatea medie estimata a fost de 4% la 5ani, 10% la 10 ani, 20% la 15ani s1 22%
la 20ani la lotul global. La pacientii cu pancreatitd cronica de etiologie alcoolica, rata
mortalitatii a fost mai mare decat la lotul global la 15ani(38%). Nici un pacient cu
pancreatitd cronica idiopaticd nu a decedat.

Varsta Tnaintata la debutul bolii a reprezentat un factor de risc pentru mortalitate( r= -
0,28, p=0,014). Prezenta cirozei nu a redus timpul mediu de supravietuire, dar procentul de
cirotici care au decedat(27%) a fost mai mare fatd de procentul de pacienti fara ciroza care
au decedat(7%).
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Concluzii

1.

Mortalitatea medie estimata la lotul nostru de pacienti cu pancreatitd cronica a
fost de 4% la 5 ani, 10% la 10 ani, 20% la 15 ani s1 22% la 20 de ani.

Mortalitatea medie estimata la pacientii cu pancreatitd cronica alcoolica a fost de
5% la 5 ani, 10% la 10 ani, 22%]la 15 ani si 38% la 20ani

Varsta inaintata la debutul bolii a reprezentat un factor de risc pentru mortalitate.

4. Nici un pacient cu pancreatitd cronicd idiopatica nu a decedat pe perioada de

urmarire

In lotul nostru nu s-a inregistrat nici un deces prin cancere extrapancreatice.
Incidenta cancerului pancreatic a fost de 2,17% la pacientii nostri cu pancreatitd
cronica.

Rata mortalititii a fost mai mare la pacientii cu pancreatitd cronica care aveau $i

ciroza hepatica asociata.
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Introduction

Chronic pancreatitis is a disease with a severe evolutive potential determined by the
neuropathic pain that it causes to most of the patients, the emergence of complications, the
exocrine and endocrine pancreatic insufficiency and the high death rate. Although the
disease pathogenesis is not completely elucidated, the last decade brought extra data
regarding the genetic factors of hereditary pancreatitis, idiopathic pancreatitis and
autoimmune pancreatitis.

This paper analizes the etiology, the risk factors of chronic pancreatitis for a medium
disease evolution period of seven years. The thesis consists of two main chapters: the
general part which accomplishes a synthesis of the literature data and a special part
dedicated to personal research.

The general part is structured on two chapters: the first reffers to chronic pancreatitis
etiology and risk factors, the second to the evolutive factors of the disease. The subchapter
regarding the genetic risk factors is presented in detail and contains recent information.

The special part is structured on five chapters. Based on the clinical and paraclinical data,
the etiology for our group of patients with chronic pancreatitis has been established as well
as the share of different risk factors. Most patients have associated alcohol consumption and
smoking as risk factors. The second and the third part contain studies which analyse the role
of the genetic factors by assessing different types of polymerase chain reactions and
establishing certain correlations through specific statistic tests. In what concerns N34S
mutation in trypsin inhibitors gene, we have compared the clinical evolution at patients
with/without mutation.

The fourth and fifth part reffering to the disease evolution caused by pain,
complications, the emergence of exocrine and endocrine pancreatic insufficiency and the
high death rate in chronic pancreatitis, contain both a descriptive part and one which
determines, by means of specific statistic instruments, the prognostic factors.
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Risk factors and chronic pancreatitis etiology

In the industrial countries, the dominant etiology of chronic pancreatitis is the
ethanolic one. There are also other risk factors, besides alcohol and smoking, such as
hypertriglyceridemia, hypercalcemia, chronic renal insufficiency, obstructive, genetic,
autoimmune factors. Different etiologies of chronic pancreatitis record different disease
evolutions, and some rare causes can take advantage of specific treatment.

The purpose of the study

The purpose of the study was to determine the etiology and the risk factors for a
group of patients suffering from chronic pancreatitis, except the genetic risk factors which
are the subject of another chapter.

Material and method

94 patients with chronic pancreatitis hospitalized at the 3rd Medical Clinic during

2003-2005 have been part of the study and prospectively observed until June 2008.
The chronic pancreatitis diagnosis has been established based on the typical symptoms or on
various criteria: the presence of calcification at the plain X ray or at computed tomography,
suggestive histology for chronic pancreatitis, moderate or severe changes at endoscopic
retrograde cholangiopancreatography (CPRE) according to the Cambridge classification,
tipical ecographic, ecoendoscopic changes and/or the presence of steatorrhea (fat in stool
>79/24h) .

The patients have filled in a form which contained questions about the quantity of
alcohol they have consumed before the diagnosis, the period of alcohol consumption,
smoking (quantity and period) and alcohol consumption and smoking after the disease
diagnosis. There have also been recorded medicines used chronically by patients, personal
pathologic and heredocollateral records. The questionaire also contains a few questions
from the AUDIT test. The answers have not been quantified but only served as orientation
in the establishment of the ethanolic etiology.

The determined lab tests have been the following: glycemia, serumal calcium, urea,
creatinine, triglyceride, proteinograma and indirect alcohol consumption markers -
ASAT/ALAT ratio, MCV-medium erythrocite volume and gamaglutamile-transpeptydasis.
The previous hospitalization papers of the patients have also been reanalized as well as their
lease notes from other medical or surgical units.

Chronic pancreatitis of ethanolic etiology was defined in the presence of an alcohol
consumption of >60g/day for men, and >40g/zi for women, during >2 years, and/or in the
presence of alcohol consumption markers, other diseases determined by alcohol
consumption or the affirmative answer to some of the questions from the AUDIT test.
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The idiopathic chronic pancreatitis diagnosis was established for an alcohol
consumption of <20g/day, when the additional paraclinical examinations have excluded
other etiologic factors. Hypertriglyceridemia came out as causative factor in the presence of
repeating acute pancreatitis bouts and certain serum triglyceride values >800mg/dl. The
pancreas divisum has been considered in those situations where the tract changes at the level
of the dorsal duct were predominant in ERCP.

Results

From the 94 patients, 87,2% were male and 12,8% female, of 44 average age at the
time of the diagnosis. The patients with alcoholic chronic pancreatitis have experienced the
symptoms of the disease in the fourth and fifth age decade. The patients with idiopathic
chronic pancreatitis have experienced the symptoms of the disease more frequently around
the age of 30-40 and 60-70. The patients with idiopathic chronic pancreatitis had the same
age of disease on set as those with alcoholic chronic pancreatitis, but they have smoked less
(p=0,003).
We obtained the following chronic pancreatitis etiology: alcoholic in 85,1% of the cases,
idiopathic in 10,6% of the cases, and 4,3% rare etiologies (obstructive, metabolic causes).

The frequent risk factors have been the alcohol consumption and smoking, associated
with 91% of the patients with alcoholic chronic pancreatitis. The average alcohol
consumption was of 84g/day for men and 49g/day for women, but the period of alcohol
consumption did not differ between the two sexes. There have been no differences regarding
smoking between the two sexes. After being diagnosed, 21% of the patients continued with
the consumption of alcohol and 74% with the smoking.

Other risk factors for chronic pancreatitis were the pancreas divisum, the surgical
procedures and hypertriglyceridemia.

Conclusions

1. The dominant pancreatitis etiology in our study is the ethanolic one, where the
consumption of alcohol and the smoking are associated in 91% of the cases.

2. The idiopathic etiology was present in 10,6% of the cases, and most of the patients
were over 30 years old when the symptoms emerged.

3. Other rare etiologies have also been present, in 4,3% of the cases, but they took
advantage of a specific treatment.

3. Smoking is the main risk factor in chronic pancreatitis, followed by alcohol
consumption. Although it appears at patients with idiopathic chronic pancreatitis, their
number of smoked cigarettes was significantly lower than for the patients with alcoholic
chronic pancreatitis.
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4. Other risk factors present in our group of patients were hypertriglyceridemia and
the obstructive factors: the pancreas divisum and the gastric resection Billroth I.

5. The consumption of alcohol was lower for women with chronic pancreatitis of
alcoholic etiology than for men, which confirms the higher susceptibility of chronic
pancreatitis emergence for women.

6. After diagnosis, an important percentage of the patients did not quit alcohol, while
most of them go on smoking. For the future, the efforts of the doctors and the patients must
focus on abstinence when it comes to alcohol and smoking.
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The role of N34S mutation in the trypsin inhibitor gene (SPINK1) in
patients with chronic pancreatitis from Romania

N34S mutation in trypsin inhibitor’s gene is the most frequent mutation in this gene
occuring in chronic pancreatitis, especially in the idiopathic ones but also in the alcoholic
pancreatitis.

The purpose of the study

The purpose of the present study is to determine the frequency of N34S mutation in
trypsin inhibitor’s gene for patients with chronic pancreatitis and for the healthy inhabitants
of Romania. We also desired to accomplish a metaanalysis regarding N34S mutation in
trypsin inhibitor’s gene for patients with chronic pancreatitis of ethanolic etiology, where to
include the data of our study.

Material and method

94 patients with chronic pancreatitis and 96 healthy controls have been observed
during the study. The mutation has been determined by means of two methods of
polymerase chain reaction — allele specific PCR and restriction fragment length
polymorphism. The evolution of the patients according to the presence of the mutation has
been analized by classifying the patients according to the severity index of the M-
ANNHEIM classification.

The metaanalysis took into consideration 8 studies regarding the role of N34S
mutation in alcoholic pancreatitis, where the present a study has also been included.

Results

N34S was detected in heterozygous status in 1/96 controls and 5/94 patients. The
mutation positive patients had ethanolic etiology in four cases and obstructive in one case.
The evolution of two patients with alcoholic chronic pancreratitis and with mutation was not
more severe than that of the patients without mutation and with the same age at the disease
onset or with the same disease evolution period. The metaanalysis has confirmed the role of
N34S mutation in alcoholic chronic pancreatitis etiopathogenesis (OR=5,31).

Conclusions

1. The prevalence of N34S mutation in the trypsin inhibitor gene is of 1,04% for the
general population in our geographic area.

2. N34S mutation was detected at 5% of the patients with alcoholic chronic
pancreatitis.

3. The clinical evolution of the patients with alcoholic chronic pancreatitis was
similar to that of the patients with/without mutation.
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4. M-ANNHEIM classification allowed us to assess the clinical evolution of the
patients, but future studies should be able to assess its validity.

5. The metaanalysis regarding the role of N34S mutation for patients with ethanolic
chronic pancreatitis confirms its minor role in the disease pathogenesis.

6. No patients with idiopathic chronic pancreatitis has presented N34S mutation;
these patients need the testing of other mutations in trypsin inhibitor’s gene and in cystic
fibrosis gene.

7. The patient with non-alcoholic chronic pancreatitis positive for N34S mutation
also associated other risk factors (pancreas divisum, smoking), which stresses the complex
etiology of this disease.

8. Regarding the risk factors for patients with ethanolic chronic pancreatitis,
multicentric and prospective studies are required, with a standard definition of ethanolic
chronic pancreatitis from the alcohol consumption point of view, for a possible comparison
of the groups of patients.
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The investigation of a functional polymorphism in the area of the
catalisis gene promoter at patients with chronic pancreatitis

Introduction

The oxidative stress is part of the acute and chronic inflammatory diseases, such as
chronic pancreatitis. We know different polymorphisms in the antioxidative enzyme genes,
which might have an influence in the disease pathogenesis.

The purpose of the study
The purpose of the study was the research of a possible association between —262
C>T polymorphism in the promoter region of the catalase gene in chronic pancreatitis.

Material and method

119 patients and 147 healthy witnesses from Cluj, Romania and Mannheim,
Germany have been observed during the study. For the detection of the polymorphism we
used a “touch down” type polymerase chain reaction. For the statistical estimation of the
association between genotypes and phenotypes we used Chi square test.

Results

The comparison of the three CC, TT and TC genotypes between patients with chronic
pancreatitis and the control group did not highlight significant statistical differences
(p=0,39). The same type of analysis has also been used for the comparison of the patients
with ethanolic chronic pancreatitis and those with idiopathic chronic pancreatitis, with no
significant differences between the two groups (p= 0,628).

Conclusion
The results of this study show that -262C>T polymorphism in the promoter region of
the catalase gene does not seem to be involved in the pathogenesis of chronic pancreatitis.
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The natural evolution of patients with chronic pancreatitis

The pain is the most frequent symptom in chronic pancreatitis and it significantly
alters the patient’s quality of life. During the evolution of the disease, most patients develop
exocrine and/or endocrine pancreatic insufficiency, which need conservative, endoscopic
and surgical treatments.

Material, methods

From the group of 94 patients, 2 were excluded because they did not have any data
regarding the evolution of the disease. The patients have been prospectively observed
regading the pain, the appearance of complications, the development of exocrine/endocrine
pancreatic insufficiency. By means of univariate and multivariate analysis we have tested
the possible prognostic factors for the development of exocrine and/or endocrine pancreatic
insufficiency.

Results

The average period of patients’ surveilance was of 7 years. Pain was absent at
10,86% of the patients at the onset of the disease, and 52,17% accused pain at the end of the
study. For the patients with pain at the starting point of the disease, its disappearance did not
link with the appearance of exocrine or endocrine pancreatic insufficiency.

Complications occured for 67,39% of the cases, most being represented by biliary
duct stenosis or pseudocysts. Around two thirds of the patients had at least one endoscopic
or surgical therapeutical intervention for pain or/and complication treatment.

Diabetes occured at 41, 30% of the patients after an average period of study of 7
years. The estimated average ratio of diabetes occurence was of 25% at 5, 50% at 10 and
73% at 15 years of evolution for the global group of patients. The disease onset at an old
age was a prognostic factor for the occurence of diabetes (r = -0,37, p = 0,001), as well as
the family history of diabetes (p=0,003). Although smoking did not represent a risk factor
for the occurence of diabetes, after 10 years of disease evolution the estimated percentage of
smokers without diabetes was lower than that of the non-smokers (47% vs. 67%).

The development ratio of the exocrine pancreatic insufficiency increases together
with disease evolution period: 25% at 5,58% at 10 and 80% at 15 years of evolution . The
old age at the time of the diagnosis determines the earlier occurence of exocrine
insufficiency (r = -0,31, p = 0,002). Although smoking did not represent a prognostic factor
in the occurence of exocrine pancreatic insufficiency, at 15 years 15% of the smokers and
33% of the non-smokers did not develop exocrine pancreatic insufficiency. The acute
pancreatitis bouts, the endoscopic extraction of calculus from the Wirsung duct and
wirsungojejunostomia did not influence the development of pancreatic insufficiency.
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Alcohol consumption was not tested as a prognostic factor for the occurence of
exocrine or endocrine pancreatic insufficiency but only as part of its etiology. Not quiting
the consumption of alcohol did not represent a negative prognosis factor for the occurence
of steatorrhea or diabetes, but alcohol consumption was not quantified.

Conclusions

10. The painless form of chronic pancreatitis was present at 10,86% of the cases.

11. At 58,5% of the patients, the pain persisted after an average evolution period
of 7 years.

12.Pain disappearance did not correlate with the occurence of exocrine or
endocrine pancreatic insufficiency.

13.Two thirds of the patients presented at least one complication during the
evolution of the disease.

14. Around two thirds of the patients have suffered at least one surgical or
endoscopic therapeutical intervention for the treatment of the pain or of the
complications.

15. The average estimated rate of diabetes occurence was of 25% at 5, 50% at 10
and 73% at 15 years of evolution.

16.The average rate of exocrine pancreatic insufficiency development was of
25% at 5,58% at 10 and 80% at 15 years of evolution.

17.There is moderate negative correlation between the age of the disease debut
and the occurence of exocrine and endocrine pancreatic insufficiency.

18. The positive family history records of diabetes mellitus is a risk factor for the
development of endocrine pancreatic insufficiency for patients with chronic
pancreatitis.
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Mortality in chronic pancreatitis

Mortality in chronic pancreatitis is higher than in the general population and it is due
to certain pancreatic and extrapancreatic causes.

Purpose

The purpose of our study was to establish the death cause at our group of patients
with chronic pancreatitis and to identify the risk factors for the mortality in chronic
pancreatitis.

Material and methods

From the initial group of 94 patients two were excluded because they had no record
regarding the evolution of the disease. The patients have been contacted on the phone or
through letters in order to be present at the last check during January-June 2008: from the 92
patients, 48 (52, 19) were present at the last check, and 34 (36,95%) from the global group
were not. From the 92 patients, 10 (10,86%) died during the study period 2003-2008. For
two patients we had no information regarding the date and cause of their death, so they were
not considered for the mortality risk factors. For the other 8 patients, the cause of their death
has been recorded from the observation sheets or their death certificates.

By means of uni and multivariate analysis we have tested several prognostic factors
regarding the death rate.

Results

During the observation period, 10 out of 92 patients died (10,86%), 8 patients had
records regarding the cause of their death: hepatic cancer (n=1), perforated ulcer (n=1),
hepatic cirrhosis (n=2), myocardial infarct (n=1), pancreatic abscess (n=1), pancreatic
cancer (n=2). The deaths occured at an average age of 8,25 of disease evolution. No death
caused by extrapancreatic neoplasm has been registered.

The average estimated death rate was of 4% at 5, 10% at 10, 20% at 15, and 22% at
20 years of evolution, in the global group of patients. For the patients with alcoholic chronic
pancreatitis, the death rate was higher than for the global group at 15 years (38%). No
patient with idiopathic chronic pancreatitis has died.

The old age at disease onset was a risk factor for the mortality (r = -0,28, p=0,014).
The presence of cirrhosis did not reduce the average period of survival, but the percentage
of patients with cirrhosis who died (27%) was higher than that of the patients without
cirrhosis who died (7%).
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Conclusions

8. The estimated average mortality for our group of patients with chronic
pancreatitis was of 4% at 5, 10% at 10, 20% at 15, and 22% at 20 years of
evolution.

9. The estimated average mortality for the patients with alcoholic chronic
pancreatitis was of 5% at 5, 10% at 10, 22% at 15, and 38% at 20 years of
evolution.

10. The old age at disease onset was a risk factor for the mortality.

11. No patient with idiopathic chronic pancreatitis has died during follow-up.

12. There was no death caused by extrapancreatic cancers in our group of patients.

13.The occurence of pancreatic cancer was of 2,17% for our patients with chronic
pancreatitis.

14. The death rate was higher in the case of the patients with chronic pancreatitis who
also suffered from associated hepatic cirrhosis.
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