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Colangiocarcinoamele (CCA) sunt tumori rare, qareeint 3% din tumorile digestive
si 10-15% din tumorile hepatobiliare. Suprauieea la 5 ani este foarte redudn ciuda
diagnosticului mai timpurigi a metodelor terapeutice noi, In ultimii 20 de anpravig¢uirea a
raimas nemodificat Un studiu recent efectuat in Romania #adrci mortalitatea prin cancer
primitiv hepatic (hepatocarcinogi colangiocarcinom periferic) a crescut de pestisn anul
2002 faa de 1980.

In partea teoretic este analizat stadiul actual al cugtedi Tn domeniul
colangiocarcinoamelayi este structurétin cinci capitole: apitolul 1 se refex la epidemiologia
tumorilor maligne de & biliare, al doilea capitolanalizeai factorii de risc.Capitolul trei i
patru descriu diagnosticul, tratamentilsupravieuirea pacietilor cu colangiocarcinoame, iar
capitolul cincidescrie calitatea i pacierilor diagnosticé cu colangiocarcinoame.

Partea specialeste structuratin cinci studii:

Studiul I: Evaluarea etiologicsi a factorilor de risc pentru colangiocarcinoame

Introducere: Etiopatogeneza colangiocarcinomuldim@ne neprecizat Inflamaia si
staza biliaii au cu certitudine un rol important, deoarece elgrezind numitorul comun al
afeaiunilor mai frecvent asociate cu colangiocarcinomeablangita sclerozaint primitiva,
infectiile si infestaiile parazitare, colangitele cronice. Dar exigtalti factori de risc incriming
Tn apariia acestor tumori, cum ar fi expunerea la tosiagnele medicamente, obezitatea.

Scopul studiului: Scopul studiului a fost de a analiza ponderea féatode risc de
mediusi de teren prezanla un lot de paciandiagnosticé cu tumori maligne dea biliare.

Material si metodi: Au fost luai in studiu 157 de pacig@rinternai in Clinica Medicak
3, Cluj-Napoca, in perioada noiembrie 2005 - noieenB009si care au fost uririti prospectiv.

Identificarea factorilor de risc s-adut prin anamnei analize de laboratgr imagistice.

Concluziile acestui studiu:

1. Raportul frbai/femei in lotul nostru a fost de 1,3:1; majorieatpaciefilor au
provenit din mediul urban.

2. Varsta medie a paciglor cu CCA a fost de 65 ani. Pacigrcu varste de peste 60
ani au fost semnificativ mai numaralecat cei cu varste sub 60 de ani.

3. CCA intrahepatice au aput la varsi mai tarara comparativ cu CCA de hil sau
distale.

4. Factorii de risc au fost detectabili la un risrmic de paciefi Dintre acetia, litiaza
biliara, hepatita cronit virala C, diabetul zaharat tip 2, carcinogenii indusirial
tutunulsi alcoolul s-au asociat semnificativ statistic oadlizarea la nivelul hilului.
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Studiul Il. Susceptibilitatea genetipentru colangiocarcinoame

Introducere: Rolul factorilor genetici in dezvoltarea CCA nuesgta elucidat. Unele
polimorfisme ale genelor care codfi€YP1A2, arilamin N-acetiltransferaza 1 sau 2 sau S
glutation-transferaza omega 1 sau 2 au fost asociatipatia CCA. Acestea ar putea influan
metabolismul toxicelor din mediu (azbest sau diaxgnar contribui astfel la dezvoltarea CCA.

Proteina MRP2/ABCC2 face parte din familia transpalor ABC (ATP-binding
cassette) este exprinida nivelul membranei apicale a hepatocitgiarolangiocitelorsi are un
important rol in realizarea clearance-ului toximedodogenai exogene biliare. Un studiu recent
a constatat £ gena ABCC2 varianta ¢.3972C>T se asacied un risc crescut de apiagi a
CCA.

Scopul studiului: Scopul studiului a fost identificarea unor polimsnfie ce ar putea fi
implicate n apatia CCA.

Material si metoda: Au fost inclwi Tn studiu 182 de pacignsi 350 de martori
provenind din Romanigi Germania.

Izolarea ADN-uluisi genotiparea pentru 21 de polimorfisme cu posibihplicare in
apartia CCA a fost realizatin laboratorul de genetical Universititi Saarland Homburg,
Germania, sub Tndrumarea Profesorului Frank Lammert

Concluziile studiului:

1. Starea de heterozigot pentru alela Z a A1AT reptain factor de risc pentru
apartia CCA. Acesta se asocizmsemnificativ statistic cu sexul feminigi cu
localizarea extrahepati@a CCA.

2. Alela C a polimorfismului rs401681 genei TERT-CLPIM se asociaz
semnificativ cu riscul de ap&éig a CCA. Aceasta se asociaemnificativ statistic cu
pacienii de sex feminin diagnostigacu CCA.

3. Faptul & cele doua polimorfisme implicate Tn ap@riCCA s-au intalnit cu prédere
la sexul feminin, sugereaz posibifi implicare a factorului hormonal in aceast
patologie.

4. Sunt necesare n continuare studii pe loturi maii m@ paciefi pentru a confirma
aceste rezultate, dag pentru a clarifica impactul fumional al polimorfismelor
A1AT, TERT 1n procesul de colangiocarcinogenez

5. Studiul de fa privind susceptibilitatea genediceprezind unul din cele mai ample

studii efectuate pe pacigicu CCA din Europa.



STUDIUL Ill. Diagnosticuli tratamentul pacigiior cu colangiocarcinom

Introducere: Colangiocarcinoamele sunt tumori cu o evieusilertioasi in stadiile
initiale, Tn majoritatea cazurilor fiind diagnosticatediv. Tratamentul acestor tumori poate fi
curativ — rezetia chirurgicad, sau paliativ - by-pass chirurgical, ing@rendoscopit de proteze,
protezare percutan transhepatic terapie fotodinamic(PDT) si radio/chimioterapie.

Scopul studiului: Scopul studiului a fost acela de a evalua stabilt@gnosticuluki
tratamentul aplicat lotului nostru de paciatiagnosticé cu CCA.

Material si metoda: Au fost studia si urmariti prospectiv 157 de pacigrinterngi in
Clinica Medica4 3 n perioada noiembrie 2005 - noiembrie 2009.

Diagnosticul a fost stabilit Tn urma unui bitarclinic, biologic, imagistic si
histopatologic.

Tratamentul curativ a constat in regechirurgical cu scop curativ, adap#aliocalizirii
tumorii si asocia sau nu cu chimioterapie sau radioterapie adjdvairatamentul paliativ a
fost chirurgical - adaptat locadidi tumorii, endoscopic - prin montarea unei pretez
transtumorale, drenaj biliar percutan sau montareai proteze percutanate pentru drenaj,
chimioterapie paliati%, radioterapie paliatis

Concluziile studiului:

1. Dintre simptomelesi semnele prezente, inapetenicterul, pruritul, urinile coluricai
scaunele acolice au fost cele care s-au asociahifestiv statistic cu localizarea
tumorii.

2. Pacienii au prezentat in general forme severe de iceealesta sau de hepatocitoliz
existand o asociere semnificdtiou localizarea tumorii.

3. Markerul tumoral CA 19-9 a avut valori crescutautfaprocent semnificativ de pacien

dar nu a existat o asociere semnificatiu localizarea tumorii.
Diagnosticul histopatologic a@at ca majoritatea CCA au fost adenocarcinoame.
Localizarea CCA a fost preponderent la nivel exdgatticsi in special la nivelul hilului.

Diagnosticul a fost realizat tardiv, majoritateaipatilor fiind Tn stadiile Il si IV TNM.

N o o A

Doar o mi@ parte dintre pacignau beneficiat de tratament chirurgical cu inien
curativda, majoritatea fiind tratapaliativ endoscopic. Protezele de plastic au tbdizate
Tn majoritatea cazurilor.

8. Tratament oncologic (chimio/radioterapie) s-a mlila un mic nudr de paciefi din

lotul nostru.



STUDIUL IV . Evoluia si supravieuirea pacietilor cu colangiocarcinom

Introducere: Colangiocarcinoamele au o evpé sevedi si un prognostic rezervat.

Datele din literatut arati o supravieuire medie la 5 ani de 5% care depinde de stadiipul

histologic al tumorii.

Scopul studiului: Scopul studiului a fost de a evalua supraurea pacietilor cu CCA,

in fundie de factorii epidemiologici, de prezarfactorilor de risc/predispozande parametrii

biochimici existem, localizarea tumorii, stadiul TNM al tumogii de tratamentul aplicat.

Material si metoda: Au fost luai in studiu 103 pacignintrucat s-au acordaanse egale

tuturor pacietilor de a beneficia de o periagade 2 ani de urrire.

Concluziile studiului:

1.

10.

Nu a existat o diferadh semnificativ statistic Tn ceea ce priste supraviauirea intre
pacienii cu factori de risc asodiisi cei fara factori de risc.

Severitatea colestazei nu a inflgensupravieuirea pacietilor.

Pacienii cu transaminaze peste 100 U/l au avut o suprave semnificativ mai
redudi decat cei cu valori sub 100 U/I.

Prezema unui marker tumoral crescut (CEA sau CA 19-9) asmciat cu o
supraviguire s@ézuti, cu semnificae marginal statistic

Localizarea tumorii nu a influgait semnificativ supraviairea pacietilor.

Stadiul tumorii a avut un rol marginal semnificativsupravieuirea pacietilor, dar
tumorile diagnosticate in stadiul Il au avut o styptuire la 2 ani semnificativ mai
bura fata de cele diagnosticate in stadiul IV.

Protezele metalice au oferit 0 supraviee semnificativ mai mare fade protezele
de plastic.

Pacienii cu rezedie paliativa au avut o supravigire la 1 an semnificativ mai ban
fata de pacietii protezai endoscopic.

Asocierea chimioterapiei a crescut semnificatitistia supraviguirea la 1 an a
pacienilor cu rezede chirurgical paliativa.

Valoarea transaminazelor, stadiul tumosi tipul de protez au influenat

semnificativ supravigiirea pacietilor cu CCA.

STUDIUL V. Calitatea vigi pacienilor cu colangiocarcinom

Introducere: Calitatea vigi paciertilor diagnosticé cu cancer este o problénmtens

discutat in ultima perioadl Se pune tot mai mult accent pe calitategiivéeestor paciemn

aceasta fiind situatpe primul plan, Thaintea suprattiéii.



Scopul studiului: Scopul studiului a fost de a evalua calitateatiivipaciertilor
diagnosticé cu CCA, in funde de tipul tumoriisi de tratamentul aplicat.

Material si metoda: Calitatea vigi paciertilor a fost evaludi prin completarea unor
chestionare Tn momentul diagnosticului, la oalywost tratament, apoi la intervale de 3 luni.
Chestionarul de calitate a tiiecEORTC QLQ - 30 (the European Organisation fos&ach and
Treatment of Cancer QOL questionnaire), chestiaadidat pentru Romania, cuprinde 30 de
intrekiri care cuantifia starea pacientului: 15 intr@b evalueaz functia emaionah, cognitiva,
fizica, social, precumsi activititile zilnice; 7 intrebri evalueaz durerea, fatigabilitatea,
grewrile si varsaturile; 2 ntrefari evaluea starea global de ginatate si calitatea vidii; si 6
intrekiri independente ce monitorizeadispneea, pierderea apetitului, insomnia, congtipa
diareessi dificultitile financiare.

Concluziile studiului:

1. Calitatea vig@i paciertilor cu CCA a fost ameliorat de tratamentul paliativ

endoscopic sau chirurgical.

2. Pacienii cu CCA al hilului (tumori Klatskin) au prezentat calitate a vigi mai
scizuti si simptomele s-au ameliorat mai lent comparativ pacienii cu CCA
distale.

3. Terapia paliatiz endoscopi& a permis pacigior o reintegrare mai rapidin
societate, dar evofia pe intreaga perioadde urndirire a fost ondulaidt spre
deosebire de pacignopergi la care s-a constatat o ameliorare maidgetatrdiva.

4. Asocierea chimioterapiei a determinat ostgee a statusului global airgitatii, dar
unele simptome (gteri, varsaturi, tulburri de tranzit, inapetas, fatigabilitate) au
fost mai severe la agtepacieni pe anumite intervale de timp.

5. Studiul de f@ reprezini unul dintre cele mai ample studii de supraviie si calitate

a vigii efectuat pe paciencu CCA din Europa.

Studiul de f& este cel mai larg studiu din Roméasiainul dintre cele mai ample studii
efectuate pe pacid@rcu colangiocarcinom din Europa.

Teza cuprinde 216 cote bibliografice din literatdeaspecialitate recent
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Cholangiocarcinomas (CCA) are rare tumors, reptasgrB% of all digestive tract
tumors and 10-15% of all hepatobiliary tumors. Fyear survival is very low; despite of earlier
diagnosis and the new therapeutic methods, thevsilinate remains unchanged. A recent study
performed in Romania showed that the mortality rdtem primitive liver cancer
(hepatocarcinoma and peripheral cholangiocarcinoimaj a 5-fold increase in 2002 as
compared to 1980.

In the theoretical part we reviewed the up-to-diatermation on cholangiocarcinomas; it
is structured in five chaptershapter labout the epidemiology of malignant bile duct tuspo
the second chaptesinalyses the risk factors for these tum@bapters 3 and 4lescribe the
diagnosis, treatment and survival of cholangiocangias, anghapter 5relates about quality of
life of patients diagnosed with cholangiocarcinomas

The special part is structured into five studies:

First study: Assessment of etiology and risk factors for chgiacarcinomas

Introduction: The etiopathogenesis of cholangiocarcinomas renasnget not entirely
clear. Inflammation and biliary stasis certainlyayplan important part, since they are the
common denominator of all conditions frequentlyogssted with cholangiocarcinomas: primary
sclerosing cholangitis, infections and liver flukekronic cholangitis. There are, however, other
risk factors considered in the occurrence of thaseors, such as exposure to toxic factors and
certain drugs, obesity.

Aim of the study: The aim of this study was to analyse the incidesfcenvironmental
and individual risk factors in a group of patiediagnosed with malignant bile duct tumors.

Material and method: We enrolled 157 patients admitted to tH& idedical Clinic,
Cluj-Napoca, between November 2005 - November 20@PBwe studied them prospectively.

We identified the risk factors by taking the medibestory and performing laboratory
and imaging tests.

The conclusions of the study:

1. The sex ratio in our study was M/F 1,3:1; the mgjoof patients came from an

urban setting.

2. The mean age of CCA patients was 65. The patiems the age of 60 were

significantly more frequent then those younger.

3. Intrahepatic CCA occurred at younger ages thanetHosated in the hilum or

distally.
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4. Risk factors were identified in a small number afipnts. Of these, biliary lithiasis,
chronic C viral hepatitis, type 2 diabetes mellitusdustrial carcinogens, smoking
and alcohol had a statistically significant cortiela with hilum localisation.

STUDY no.2.Genetic susceptibility for cholangiocarcinomas.

Introduction: The part genetic factors play in the developmeniCGfA is not yet
entirely clear. The polymorphism of genes codidyi6YP1A2, 1 or 2 arylamine N-acetyl
transferase or omega 1 or 2 glutathione S-traaséewere associated with the occurrence of
CCA. These may influence the metabolism of envirental toxins (asbestus or dioxine) and
therefore lead to the development of CCA.

The MRP2/ABCC2 protein belongs to the ABC transportamily (ATP-binding
cassette) and is expressed on the apical membfamepatocytes and cholangiocytes, playing
un important part in the clearance of biliary erglogus and exogenous toxins. A recent study
found that the ABCC2 gene, ¢.3972C>T variant i®eissed with increased risk of developing
CCA.

Aim of the study: The aim of the study was the identification of genpolymorphisms
that may be involved in the occurrence of CCA.

Material and method: We enrolled 182 patients and 350 controls from Raenand
Germany.

DNA isolation and genotyping for 21 polymorphismghapotential involvement in the
CCA development was performed in the genetics kEboy of the Saarland University,
Homburg, Germany, under the supervision of ProfeBsank Lammert.

Conclusions of the study:

1. The heterozygosity for the Z alele of the ALAT gesea risk factor for the
development of CCA. It is significantly correlatadth the female patients and the
extrahepatic localisation of CCA.

2. The C alele of the rs401681 polymorphism of the TERPTM1L gene is
significantly associated with a higher risk of CG&pecially in female patients.

3. The two polymorphisms involved in the developmeh€&A were mainly found in
female patients, suggesting a possible involverm@nhormonal factors in this
condition.

4. Further studies on larger groups of patients aexee in order to confirm these
results, but also to clarify the functional impa€tA1AT, TERT polymorphisms in

carcinogenesis.
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5. The present study on genetic susceptibility is ohéhe most extensive studies on
CCA patients in Europe.

STUDY No 3.Diagnosis and treatment of cholangiocarcinomaepégi

Introduction: Cholangiocarcinomas are tumors evolving silentlythe initial stages,
usually diagnosed at a late stage. The treatmerhexe tumors can be curative - surgical
resection, or palliative - surgical by-pass, endpst stent placing, photodynamic therapy
(PDT) and radio/chemotherapy.

Aim of the study: The aim of the study was to assess the diagnosiaeps and applied
treatment in our group of CCA patients.

Material and methods: We enrolled and followed prospectively 157 patieadsnitted
to the &' Medical Clinic between November 2005 - Novembed®0

The diagnosis was reached after a clinical, bicalgiimaging and histopathologic
check-up.

The curative treatment consisted in surgical réseaetith curative aim adapted to tumor
localisation, with or without adjuvant chemotheramyradiotherapy. The palliative treatment
was surgical - adapted to tumor localisation, eadpie stents, percutaneous biliary drainage or
percutaneous stenting, palliative chemotherapwpdiotherapy.

Conclusions of the study:

1. Of the symtoms we encountered, lack of appetitmadace, pruritus, choluric urine and
acholic stools were significantly correlated witimior localisation.
2. The patients generally presented with severe jaendiholestasis or hepatocytolysis,
significantly associated with tumor localisation.
3. The CA 19-9 tumoral marker was increased in a B@ait proportion of patients, but
with no correlation with tumor localisation.
The histopathologic diagnosis showed that most@A€were adenocarcinomas.
The CCAs were mainly located extrahepatically asgkeially in the hilum.
The diagnosis was established late, with most peEti@lready in TNM stage 11l and IV.

N o o k&

Only a small part of the patients benefited fromgsuy with curative aim, most being
treated with endoscopic palliation. Plastic stevese used in most cases.

8. The oncologic treatment (chemotherapy/radiotherapys performed in a small
proportion of our patients.

STUDY No 4 Evolution and survival of cholangiocarcinoma pats
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Introduction: Cholangiocarcinomas have a severe evolution and pagnosis. The
literature data report a mean 5-year survival of 8&pending on the stage and histologic type
of the tumor.

Aim of the study: The aim of this study was the assessment of sumwiv@CA patients,
depending on the epidemiological, risk or predigppgactors, on the biochemical parameters
available, on tumor localisation, TNM tumor stagel &reatment.

Material and methods: We enrolled 103 patients, since we desired to affiepatients
the chance to have a 2 year follow up period.

Conclusions:

1. We found no statistically significant differencetleen survival of patients with or
without associated risk factors.
The severity of cholestasis did not influencegtevival rate.
The patients having transaminases over the 10Qhtishold had a survival rate
significantly lower than those with values below)10/1.

4.  The high level of any tumoral marker (CEA or CA-9Pwas associated with low
survival rate with marginal statistic significance.
The tumor localisation did not affect significgnthe survival of patients.
The stage of tumor played a marginally significpairt in patient survival, but
tumors diagnosed in stage Il had a better 2-yeanal rate than those diagnosed in
stage IV.
Metallic stents lead to a significantly highersual rate than plastic ones.

8. Patients having undergone palliative resection batter 1-year survival than
patients with endoscopic stenting.

9. Chemotherapy association increased significarityy 1-year survival in patients
treated with palliative resection.

10. The transaminase values, tumor stage and steatibfluenced significantly the
survival of CCA patients.

STUDY No 5.The quality of life of cholangiocarcinoma patients

Introduction: The quality of life of cancer patients is a muchcdissed issue lately and
its importance valued even ahead survival.

Aim of the study: The aim of this study was to assess the qualitylitd of CCA
patients, depending on tumor type and chosen terdtm

Material and method: The patients’ quality of life was assessed by qaesaires filled

in at the moment of diagnosis, one month afterttmeat and then at 3-month intervals. The
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EORTC QLQ - 30 (the European Organisation for Reteand Treatment of Cancer QOL)
questionnaire, validated for Romania, includes @8stjons quantifying the patient’s status: 15
guestions assess the emotional, cognitive, physacal social status as well as the role
functioning; 7 questions assess pain, fatigue, esmwsd vomiting; 2 questions concern the
global health status and quality of life; and 6ependent questions monitore dispnoea, appetite
loss, insomnia, constipation, diarrhea and finalndifficulties.

Conclusions of the study:

1. The quality of life of CCA patients was improved Ipalliative endoscopic or
surgical treatment.

2. Patients having CCA of the hilum (Klatskin tumohs)d a poorer quality of life and
their symptoms improved slower than in distal CGaignts.

3. Endoscopic palliative treatment allows a faster eamity reintegration, but the
evolution throughout the entire period is oscitigti as opposed to the surgical
therapy which ensures a slower improvement, actiefter a longer period of time.

4. The association of chemotherapy increased the blbbalth status, but some
symptoms (hausea, vomiting, transit variations, edipp loss, fatigue) were more
severe in these patients for certain periods of.tim

5. The present study is one of the most extensiveialrand quality of life studies

performed on CCA patients in Europe.
The present study is the largest study in Romamibame of the most extensive studies

performed on CCA patients in Europe.

The thesis includes 216 references from the rditerdture.
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National Symposium of Gastroenterology, Hepatolegyl Digestive Endoscopy.
Craiova. June 010. Journal of Gastrointestinal lamdr Diseases. Vol 19. Suppl 1;
118-119. June 2010.

4. Mihalache FlorentinaDiaconu Brindusa, Moldovan Pop Anca, Mocan Teador

Tantau Marcel, Acalovschi Monic&volution and prognosis of cholangiocarcinoma
patients. Prospective study over a 4 year perRabter sesion — Universitary Days of
Medicine and Pharmacy ~ luliu-tHaganu”. November 2010.

Poster presentation- coauthor:

1. Adriana Albu, ML Rusu, Delia Jeican, Laura Poanféprentina Tomiuc

Cardiovascular risk factors for patients with typé diabetes and diabetic
nephropathy. First National Congress of Internal Medicine, garMures, April
2004

2. Tantau M, _Mihalache FMosteanu O, Pop TLaparoscopic colecistectomy and
choledocholitiasis: a prospective study about ER@Re before surgeryPoster

sesion At the XXVIII-th National Symposium of Gastroentéogy, Hepatology and
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Digestive Endoscopy. June 2007 Sibiu. Abstract labke in — Journal of
Gastrointestinal and liver disease; 2007; 16(syAl00.

. Tantau M, Mosteanu O, Pop TA, Florentina Mihalgcharora Tatu, Alina Tantau,

Gabriela Mester7 years of endoscopic treatment of distal bile dstatture from
chronic pancreatitisEndoscopy 2007;39(1) A187

. Marcel Tantau , Ofelia Mosteanu, Teodora Atena Fdmrentina MihalacheAurora

Tatu, Alina Tantau, Gabriela Mestef7.years of endoscopic treatment of chronic
pancreatitis with pancreatic stent8ancreatology 2008;8:362

. Marcin Krawczyk, Frank Griinhage, Florentina Mih&lgcMonica Acalovschi and

Frank Lammert. The common genetic risk factor fon4alcoholic fatty liver disease
does not increase the risk of developing gallstordd’ Annual Meeting of the
European Association for the Study of the Liveretia , April 2010. Journal of
Hepatology Vol. 52, Supplement 1; S369, 2010

. Zimmer V, Mihalache F Héblinger A, Grinhage F, Krawczyk M, Diaconu B,
Gartner BC, Acalovschi M, Sauerbruch T, LammertAFcommon variant at the
TERT-CLPTM1L locus modulates genetic risk of bileicd cancer. Deutsche
Gesellschaft fur Verdauungs- und Stoffwechseletkwagen (DGVS) Sept 2010
Stuttgart. Z Gastroenterol 2010; 48 (DOI: 10.105%J80-1263804)

. Zimmer V, Mihalache F Héblinger A, Grinhage F, Krawczyk M, Diaconu B,
Gartner BC, Acalovschi M, Sauerbruch T, Lammert Heterozygosity for the
alphal-antitrypsin Z allele confers high genetiskriof cholangiocarcinoma.
Deutsche Gesellschaft fur Verdauungs- und Stoffselgnkrankungen (DGVS)
Sept 2010 Stuttgart. Z Gastroenterol 2010; 48 ([1011055/s-0030-1263803)

. Zimmer V, Mihalache F Hoblinger A, Grinhage F, Krawczyk M, Diaconu B,
Gartner BC, Acalovschi M, Sauerbruch T, LammerThRe common G/C variant in
precursor miR-146a in the genetic predispositiortholangiocarcinoma. Deutsche
Gesellschaft fur Verdauungs- und Stoffwechseletkuwagen (DGVS) Sept 2010
Stuttgart. Z Gastroenterol 2010; 48 (DOI: 10.109%)80-1263805)

. Zimmer V, Mihalache FHoblinger A,Grinhage F, Acalovschi M, Sauerbruch T,
Lammert F. A common variant at the TERT-CLPTM1LuUsanodulates genetic risk
of bile duct cancer. American Association for thiedy of Liver Diseases Oct 2010:
Boston, MA, USA. Hepatology 2010: 52 (S2): Al720 (* POSTER OF
DISTINCTION)
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10.Zimmer V, Mihalache F Hoblinger A, Griinhage F, Krawczyk M, Gartner BC,

Acalovschi M, Sauerbruch T, Lammert F. Heterozygo®ir the alphal-antitrypsin
Z allele confers genetic risk for extrahepatic angiocarcinoma. American
Association for the Study of Liver Diseases Oct ®0Boston, MA, USA.
Hepatology 2010: 52 (S2): A349 (* POSTER OF DISTINGN)

National congress participation:

1.

Participation at Symposium “Therapeutic approactyastroesofageal and hepatic
disorders. “, Cluj Napoca, March 2006

Participation at Symposium “Ramipril in preventigardiology and diabetes”, Cluj
Napoca, June 2006

Participation at the XXVI-th National Symposium @fstroenterology, Hepatology
and Digestive Endoscopy, Poiana §ng June 2006

Participation at the XVI-th National Congress ofgd&logy, Bucurgi, September
2006

Participation at Symposium “Digestive cancer fr@mevention to therapy”, Tg
Mures, October 2006

Participation at Symposium “Metabolic syndrom: fradheory to clinical practice”,
Cluj Napoca, November 2006

Participation at “ International Symposium on: NéXistas on Gastrointestinal
Motility: from Physiology to Therapy“ September 200

Participation at The National Symposium of Gasttesslogy, Hepatology and
Digestive Endoscopy, June 2007, Sibiu

Participation at The National Symposium of Gasttessiogy, Hepatology and
Digestive Endoscopy lasi, June 2008

10. Participation at Symposium*“ Colorectal cancer scireg from theory to clinical

practice”, Cluj-Napoca, April 2009

11.Participation at The National Symposium of Gasttemiogy, Hepatology and

Digestive Endoscopy, Cluj Napoca, June 2009

12. Participation at “Workshop Live Endoscopy” Cluj deca, October 2009

13. Participation at “Workshop for Diagnosis and Thenatic Spiral Enteroscopy, Cluj

Napoca, Octombrie 2009

14.Participation at The National Symposium of Gasttemiogy, Hepatology and

Digestive Endoscopy, Craiova, June 2010
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15. Participation at “Digestive Endoscopy Workshop dnde Demonstrations” Cluj
Napoca, November 2010

International congress participation:

1. Participation at ,Jahrestagung der Gastroenterstbgin Arbeitsgemeinschaft
Rheinland-Pfalz/Saarland” (GARPS) Bad Kreuznachn@ay, November 2009

2. Participation at ,Saarlandisch Pfalzische InteemnisGesellschaft” (SPIG), Neustadt,
Germany, March 2010

3. Participation at UEGW, Barcelona, Octomber 2010

Scholarship:

- Erasmus scholarship for 6 months (01.11.200948R010) at Universitatsklinikum des
Saarlandes, Homburg — Germania.

Awards:

- Zentiva award for the best post&iERT- CLPTM1L polymorphism associated with an
increased risk of biliary tract canceat the XXX-th National Symposium of Gastroentegy,
Hepatology and Digestive Endoscopy. Craiova, J@i®2

- “Presidential Poster of Distinction” like coauttfor two posters presented at American
Association for the Study of Liver Diseases Oct@Boston, MA, USA

Linguistic abilities: English, French

Professional membership:

- Member of the College of Physicians in Romania

- Member of theRomanian Gastroenterology and Hepatology SocieRG(9)

Member on the teams of various research projects:

- International therapeutic trial: OBIS (Therapeitect of otilonium bromidum in
clinical simptoms and quality of life for iritabldbowel sindrom patients),
coinvestigator, December 2005-December 2007

- LASENDO project, CEEX no 3430/2007, coordinator UMFonf. Dr. Marcel Tatiu

26



