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INTRODUCERE

Patologia tumoral este unul dintre domeniile prioritare de cercetasglicad in prezent.
Tumorile ovariene benigne reprezintea mai frecveatpatologie care necesitratament
chirurgical la femeile aflate in timpul perioadertfle. Incidema acestei afewni estesi mai
mare dag se iau in considerare pacientele ce se ptelannedicul ginecolog pentru chisturi
funcionale cu rezoltie spontaa si chisturi ovariene persistente, pentru majoritateastora
nefiind necesar tratament chirugical. In ceea deegie tumorile ovariene asociate sarcinii,
literatura ofei valori ale incidefei intre 1:81si 1:2500 cazuri, difergele atat de mari
raportate de autori datorandussdaptului ca cea mai mare parte a acestor chisturi ovariene
care se pot diagnostica in primul trimestru deisanegresea¥ spontan sau nu vor genera
acuze majoresi vor reprezenta descoperiri incidentale n timpmperaiei cezariene
(Munteanu,2006)Doar un procent mic dintre acestea vor genenaptematologie clinig,

n schimb prin apatin complicaiile lor (torsiune, hemoragie, compresiugierupturd) sau
malignizare, viga mamei poate fi péasin pericol, ceea ce constituie un argument in plus
pentru aceastiucrare.

Dezvoltarea radio-imagisticgi in special a ecografiei a reprezentat un pasialriic
diagnosticul antenatal al patologigi complicgiilor fetale si materne, care pot perturba
dezideratul obstetricii contemporane: o nadericita si sinatoas, un nou-fiscut normal, o0
familie implinita, o societate echilibrat Tehnicile de diagnostic ultrasonografiaepistarea
precoce a chistelor ovariene in timpul primuluimstru de sarcinau ficut posibik
dezvoltarea unui management cakeirscludi si tehnici chirurgicale capabileastrateze
patologia ovariaisi in acelai timp si permi& continuarea sarcinii. Progresiildezvoltarea
chirurgiei minim invazivegi mai ales evoltia tehnicii laparoscopice a permis abordul acestei
patologii cu rezultate foarte bune atat pentru taatsi pentru fit.

Teza §i propune ca scop:asdocumenteze sitgia reafi a patologiei ovariene asociate
sarcinii Tn Judgil Arad si sa analizeze oportunitatea instituirii unui program streening al
acestei patologii; aevalueze rolul jucat de tehnica operatorie clasiclaparoscopig in
timpul sarcinii, 4 probeze influeta modaliitii de terminare a ryterii si a tehnicii opergei
cezariene in diagnosticgilmanagementul patologiei anexiale asocigit#) final, dezideratul
lucrarii este redactarea unei scheme de managemenbldgat ovariene asociate sarcinii

destinai uzului practic al medicilor obstetricieni.



Lucrarea cuprinde n structura sa capitole refardola: aspectele teoretice cunoscute
despre patologia ovariafin generalgi in special in sarcij rolul imagisticii in monitorizarea
sarciniisi diagnosticul precoce al maselor anexiale asosateinii; iar cercetarea persahal
analizeaz retrospectiv datele legate de incigen diagnosticul, compli¢c@le si
managementul patologiei ovariene in safcipentru a dezvolta apoi un studiu imagistic
prospectiv pe un nuin semnificativ de paciente n vederea aprecieralfditatii instituirii
unui program de screening pentru patologia ovariam sarcid. Studiul personal se
concretizeaz prin propunereasi documentarea unei scheme clinice de management a
patologiei ovariene asociate sarcinii, baza¢ diagnosticul imagistic precoce, monitorizarea
activa pe perioada sarcingi mai ales, in lipsa compligdor, pe soluionarea terapeuticin
timpul operaiei cezariene, aacei tehni@ inovativi este prezentatin lucrare. Cazurile
complexesi mai ales suspiciunile de neoplasm ovarian asaaatinii necesit o echif
specializat pluridisciplinag, iar aspectele psihologice ridicate de patologiebuiesc
analizate uneori impredrcu un psiholog, fiind util o consiliere individualizatnevoilor de
cuplu.

Originalitateasi contribuiile aduse la progresgtiintific sunt reliefate in intreaga lucrare
si sintetizeaZ rezultatele muncii de cercetare depuse. Studiddizatesi aplicarea de tehnici
chirurgicale inovativesi revoluionare, elaborarea schemei clinice de management a
patologiei ovariene in saréinsunt doar cateva dintre realiz toate acestea oferind
raspunsuri la problematica generate tez, dar in aceka timp putand fi folosite pentru

elaborareai fundamentarea unor noi ldecrin domeniu.

I. STADIUL ACTUAL AL CUNOA STERII

Capitolul abordeag sintetic prin cele patru subcapitole datele pertie din literatur
referitoare la tema studiat Subcapitolul intitulat sterrelgii anatomo-fungonale ale
aparatului genital feminih prezinti naiunile teoretice de embriologie, de anatoriieele
ale fungionarii axului hipotalamo-hipofizo-ovariarsi subliniaz importana cunoaterii
acestora in vedereat@egerii dezvoltrii fiziologice a ovarelorsi pentru a putea sesiza
eventualele transforin fiziopatologice.



Subcapitolul intitulat Fiziopatologia si anatomia patologi¢ a tumorilor ovarien&
urmireste epidemiologia tumorilor ovarieng ofera o clasificare de ultith ori a acestora
elaborai de Organiztia Mondiak a Sinatatii, ulterior aplicadi in elaborarea studiilor. Tot Tn
acest subcapitol, se prezirgintetic caracteristicile anatomopatologitdiziopatologice ale
principalelor tipuri tumorale ovariene, pentru ca Urmatorul, intitulat ,Particularitarile
managementului tumorilor ovariene in sattinsa fie prezentate particulakiile stabilirii
diagnosticului, rolul markerilor tumorali in genkga aplicabilitatea acestora n sargingi
optiunile de management propuse in literatura de aliede.

Ultimul subcapitol, Jmagistica tumorilor ovarierie abordeaz metodele de investigare
radiologia a tumorilor ovariene in saréindin datele teoretice expuse rezultand cu claritat
importana ultrasonografieji posibilitatea apliérii ei in sarcid. Nu sunt de neglijat,aspectele
legate de siguraa imagisticii in sarcif si eventualele efecte secundare, dar nici aspectele
medico-legalesi necesitatea intocmirii unor ghiduri clinice cadeprotejeze corpul medical

n fata tot mai deselor acugiade malpraxis. Imaginile folosite completéatatele prezentate.

[I. CONTRIBU Tl PERSONALE

1. IPOTEZE DE LUCRU

1. 1. Motivgia si obiectivele cercétii

Patologia tumoral ovariari a surescitat interesul multor cefiteti, dar aceasttez este
printre foarte ptinele care abordeazcest tip de patologie in contextul sarcinii. $ahil
este generator de controverse n obstetmecanagementul tumorilor ovariene n sakcgn
nceard si studieze un deziderat al practicii medicale cuwediagnosticul clinic precoce
radioimagistic.

Acest subiect a reprezentat un punct major dedgteentru mine, primele studii in acest
domeniu efectuandu-le cu ocazia prezentezei de licem (2008), motivat fiind de o serie
de cazuri clinice consecutive cu patologie ovaritatati chirurgical in sarcin Concluziile
primelor studii au fost necesitatea unui abordighgularsi pluridisciplinar al patologiei in

contextul unui diagnostic clinic stabilit precoce.
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Am definit o serie de obiective specifice pentringerea scopului ludrii pe care le-am

grupat in doa etape.

in prima etap, printr-o ampi documentare retrospectivam conturatsi amplasat

patologia ovarial asociai sarcinii in contextul patologiei ovariene trataematernitatea
aradeara, urmirind urmitoarele obiective specifice de eiap

» Cuantificarea patologiei ovariene tratate chiruabio maternitatea adear;

» Studierea cancerului ovarignin special a cazurilor @pute la varste reproductive, in
corelaie cu sarcina;

» Cuantificarea patologiei ovariene asociate sardim@itati chirugical si a tipurilor
histopatologice descoperite;

» Aprecierea posibiliitii de malignizare a tumorilor ovariene asociateisar

» Analiza asocierilor particulare intre patologia w&ai si 0 serie de factori socio-
economici, personali fiziologiai patologici ai pacientelor;

» Studierea influerei jucate de modalitatea destexe in diagnosticul incidentai
managementul tumorilor ovariene asociate sarcinii;

> Evidenierea diferetelor de management in furede tehnica operatorie folasit

» Studierea influegei patologiei ovariene asociate sarcinii asupgienapremature;

» Studierea difergelor intre nou-ascuii proventki din mame cu patologie ovarian
asociai sarciniisi populgia generai.

in cea de a doua etgpbiectivele specifice urinite prin studiul prospectiv imaginat au

fost reprezentate de:

> Aprecierea incidegei reale a patologiei ovariene asociate sarciniin folosirea
ultrasonografiei in primul trimestru pentru evakemovarelogi a sarcinii pacientelor;

» Studierea difergelor olinute din folosirea examimii ecografice transvaginalg
transabdominale in diagnosticul patologiei ovarigngarcia,

» Analiza influenei jucati de antecedentele heredo-colaterale, personai@pofice si
patologice, ialtime, greutate, modalitatea detiolere a sarcinigi evoluia acesteia in
managementul patologiei ovariene asociate sarcinii;

» Studierea managementului acestor paciente bazaezudtatele studiilor efectuate
anterior;

» Compararea metodelor de tratament aplicat paca@ntel tumori ovariene asociate
sarcinii in trimestrul ki 1l, dar si la natere; accentul punéndu-se pe alegerea tipului

de intervefgie chirurgicak: clasi@ sau laparoscopi¢c
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> Elaborares;i testatea unei scheme de management a cazurilpatologie ovariah
asocial sarcinii;

» Aprecierea utiliitii unui program de screening pentru acgasttologie;

1. 2. Premizgi ipoteze de lucru

Relevama temei studiatgi modalitatea Tn care teza a fost elabonegflec procesul
analitic ce a stat la bazagiintensa munca de cercetare pe care am depusa.i@Bpunde
n primul rand intrefirilor teoretice: ce sunt tumorile ovariegieccum pot ele ajrea?, cum se
manifesi?, ce variante anatomo-patologice preZintcare sunt cele mai frecvente tipuri de
cancer de ovayi ce particulariiti au?, cum poate fi diagnostigai in final trataii patologia
ovariard in generalsi particular in sarciif, etc; pentru ca in continuaré analizeze
premizelesi ipotezele specificgi particulare intalnite in practica clidi@radeari si euro-
regional, integrand de asemeneg contextul socio-economic, conile medicale
preexistente sau asociate, datelor cliniggnole.

Diagnosticarea tumorilor ovariene a devenit muli fagila odat cu progresul radio-
imagisticii, un serviciu de ultrasonografie de tdé fiind absolut necesar atat pentru
monitorizarea sarcinii, cafi pentru evaluarea unei mase pelvine, ecografiaeremtand
metoda de ele® in imagistica patologiei pelvine. Dezvoltareansducerului endovaginal a
reprezentat un progres important evitand discoufocthuzat de necesitatea unei vezici
urinare pline pentru evaluarea ovarejoroferind o rezolge si 0 calitate a imaginii net
superioai celei oferite de transducerul transabdomi@i&modiki, 2006)

Premiza principal care a dus la dezvoltarea acestei teze e@stpatologia ovariah
benigri este cea mai frecvenpatologie careasnecesite saficine chirurgical la femeia de
varst fertila, constituind astfel o problehde énatate publié@ si generand interes din partea
societitilor si companiilor de asigdri de ginatate.

Literatura de specialitate consudtaescrie in multiple sityi patologia ovariaé asociai
pe baza compligalor pe care aceasta le poate genera (torsiunptumil hemoragie,
compresiune) sau doar pe baza descoperirii acail@eimt cursul interveilor chirurgicale
pentru alte patologiiTinand cont & patologia ovariahse complié relativ rar, am decisacm
premiz importané pentru redactarea luci este analiza patologiei ovariene diagnosticate
incidentalsi pe baza compligalor. Ipotezele de lucru care viri Studieze aceaspremiz

sunt: Modalitatea de terminare a gierii va influega numirul de cazuri diagnosticate
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incidental; Complicdile patologiei ovariene asociate sarcinii sunt eardar pot pune in
pericol viga mameski a fatului.

Tinand cont & in clinica noast exteriorizarea uterului in timpul cezarienei areadliie
indelungai, premiza estesor sesizabil si 0 now ipotez de lucru se reliefedz Tehnica
opergiei cezariene influgeazi descoperirea incidentala patologiei ovariene la ptere
Prin studierea comparaiiva patologiei ovariene descoperite in timpul cexemi ntre
Spitalul Clinic de Obstetric Ginecologie ,Dr. Salvator Vuia” din Aragi Clinica Bega
Timisoara s-a incercat oferirea unéspuns bine documentat.

O premiz importané o reprezint datele insufieciente despre managementul patelogie
ovariene asociate sarcinii constituie. Care dimretodele de tratament posibile in afara
sarcinii pot fi aplicate d@ra risc major pentrua in sarcid? Tratament conservator sau
intervenie chirurgicak? Ipotezele rezultate au foManagementul conservator trebuie tentat
Thaintea celui chirurgicaki Chirurgia minim invazi¥ este preferahil celei clasiceAmbele
atitudini terapeuticesi au argumentele prgi contra, ele necesitand o analiatens, motiv
pentru care s-au studiat cazurile tratate chirafgics-au analizat diferaale intre abordul
clasicsi cel laparoscopic in vederea folosirii rezultatgbentru studiul prospectiv anterior
amintit.

Fenomenul de ageing, una dintre cele mai actualblgme de anatate publid ale
Europei in perioada uritoare si cresterea varstei materne la gterea primului copil
reprezind o conseciti a acestui fenomen, daralta premiz a tezei. Ipoteza rezultaeste
ca: tratamentele necesare tehnicilor de reproducere mimasistati, corelate cu varsta
materni Thaintat: cresc incidera patologiei ovariene asociasarcinii.

Medicina secolului XXI este in definitiv una baxgte dovezi, pe protocoalg pe
ghiduri- premiz de care munca de cercetare trebdigirsa cont. Ipotezaposibilitarii de
standardizare a fingrijirilor medicale pentru patgi@ ovariani asociafi sarcinii, s-a
materializat la finalul tezei printr-o schéralinica de management care cuprinde un formular
de finscriere a datelor anamnestice relevante, opupsye pentru monitorizarea
ultrasonografig si diagnosticul precoce, dar aplicarea concréta mijloacelor terapeutice
posibile in sarcilsi la terminarea acesteia, cu studierea ateahsecutii a produsului de

concepie.
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PREZENTAREA SINTETICA A STUDIILOR EFECTUATE, A
PRINCIPALELOR REZULTATE OBTINUTE, A DISCUTIILOR Sl
CONCLUZIILOR DE ETAPA

Datele folosite in elaborarea studiilor au fostectdte din foile de obsenwa ale
pacientelor internate in maternitateadsara, registrelesi protocoalele anatomo-patologice,
operatoriisi de natere specifice, dagi din fisa de studiu clinic pe care am folosit-o pentru
studiul prospectiv. Pentru prelucrarea datelor &devea analizei statistice s-a utilizat
Microsoft Excel 2007Analiza statistig& a fost efectuatcu ajutorulGraphPad Softwarei
Epi Info 7

In continuare sunt prezentate intr-o manisintetici studiile efectuate. Am considerat
utila pastrarea numeratii din cadrul cuprinsului tezei originale atat pren capitole si
subcapitole, cati pentru grafice, tabelgi imagini, pentru 0 mai buincorespondegi a
datelor. Am sintetizat disgile si concluziile de etapimediat dupg principalele rezultate
ohtinute, deoarece astfel se obseou wurinta firul ideatic, de la formularea premizelor,
ipotezelorsi obiectivelor specifice, la rezultatele totute si corelarea acestora cu ale altor

cerceiitori in vederea formatii concluziilor.
1. 3. Prezentarea modaditii de elaborare a studiilor efectuate

Patologia ovariah nu ocolgte sarcina, putand genera compiiceedutabile atat pentru
mami, catsi pentru produsul de conagp Dezvoltarea mijloacelor de diagnostic a
ultrasonografiei in special, adut ca diagnosticulasfie stabilit precocsi astfel $ poat fi
posibil un management adecvat al patologiei ovariasociate sarcinii. Diagnosticarea
incidentak a tumorilor ovariene in timpul unor interggrchirurgicale pentru tratarea altor
patologii,si mai ales in timpul opet&i cezariene reprezétun nunidr semnificativ de cazuri,
motiv pentru care studierea lor este necesar

Studierea implicgilor generate de diagnosticarea precoce a patloyariene asociate
sarcinii necesit o abordare pluriangul@r pentru a putea felege conceptele, contextsil
rasiunea managementului clinic. Cercetarea intreprangizat trei planuri principale rezultate
din analiza premizelosi formularea ipotezelor de lucru. Tnainte de a prga conceptul
cercefrii intreprinse consider oportamprezentarea pe scurt a dgiitsanitare in care acestea

au fost efectuate.
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Pe intregul interval al desiurarii studiilor clinice prezentate in aceasicrare, spitalul la
care se face referire a deservit fopbpulaia judgului Arad, prin raportare pune cazuri
fiind rezolvate in alte spitale &enati sau in clinici private de specialitate. Din pumnie
vedere al serviciilor oferite pacighor si al ierarhizrii, maternitatea a fost considetata
unitate judeeari de nivel Il pentru aproape intreaga perioatudiadi, dar timp de 4 ani a
fungionat casi unitate obstetricélde grad Il (mai complex- regional); iar servieiibferite
sunt comparabile cu ale altor unitsimilare dintara si strainatate, fira a exista posibilitatea
tratarii cancerelor genitale n stadii avansate. Dumul 1990, o dat cu infiingarea
Universittii de Vest ,Vasile Goldi” din Arad, spitalul a devenit unul clinic, gec de
obstetri@-ginecologie intrgnand bune reld internesi interngionale cu departamentele de
profil concretizate prin organizarea de evenimatitetifice internaionale de specialitatg

participarea la evenimentele similare cu #nictle cercetare.

Primul grup de studii analizeapatologia ovariaiin contextul patologiei ginecologice
tratate Tn maternitateaaaleara. Dezideratul principal al acestui ansamblu deisadbst s
ohtina date relevante despre patologia ovaritmatati chirurgical in judeaul Arad pentru a
putea fi folosite ca date de refgtinn compararea lor cu dateletimlite de la pacientele cu
management chirurgical in timpul sarcinii. Prin l@#registrelor histopatologice s-a dorit
reflectarea caracteristicilor femeilor ce au ndeesimanagement chirurgical petru
soluionarea patologiei ovariene, a tipurilor de canoeariansi a varstei la care le-au
dezvoltat. Acest subcapitol al cer@t cuprinde urnitoarele studii: studiul patologiei
ovariene operate in perioada 1997-2012, analizailop histopatologice de cancer ovarian in
Judeul Arad pe o perioadde 15 anki studiul grupelor de varstale cancerelor genitale. Pe
baza acestei temeinigestudiate fundameati, am elaborat un studiu retrospectiv pe 10 ani
asupra patologiei ovariene tratate chirurgical drcisa. Consider oportun de mgonat G
acest subgrup de studii a generat patru artigbietifice, dintre care dau publicate n
prezent in reviste medicale cotate B+ ( ,Ovariathplagy surgically removed in pregancy.
A ten years retrospective analysis based in hisiopzgical diagnosis’i ,Gynecological
Cancer Age Groups at the "Dr. Salvator Vuia" CEhi©bstetrics and Gynaecology Hospital
During the 2000-2009 Periogl) alte dod inc aflate in evaluarea unor reviste inteioaale
n vederea publigii, iar rezultatele finale sau pale au fost prezentate pryase postergi

doui prezendri orale.

Al doilea grup de studii abordeazorelaia dintre modalitatea de gtare si incidena

patologiei ovariene asociate sarcinii. Primul stu@i propune § analizeze o parte din
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complexitatea consegglor determinate de schimbarea metodei déenasi din implicaiile
asupra corpului medicai al socieitii, si de asemeneaiertifice corelga direct dintre
cresterea indicelui de cezariagi cresterea nurarului de cazuri de tumori ovariene operate in
sarcira. Pe acest studiu se bazear parte importagita contribtiei personale, respectiv
evidertierea rolului jucat de exteriorizarea uterului festerea nurarului de chiste ovariene
diagnosticate incidental tratate cu ocazia cezarienei. Acest studiu peroad: de 12 ani
este completat de un element de nowtietifica cu o larg posibilitate de aplicare clini¢
respectiv introducerea unei noi tehnici de operaezariad, ale @rei rezultate & sunt
prezentate. Aceste diuwstudii &i propun & demonstrezeafa echivoc legtura de direct
propotionalitate intre nuirul de cezariengi cel de tumori ovariene descopertdratate in
acelai timp operator. In finalul subcapitolului doresé svideniez o serie de cazuri
particulare prin careasreliefez cele enuate anterior, dagi sa ofer o imagine asupra
necesiitii individualizarii managementului pentru aceapatologie. Cercetarea intrepiria
acest subcapitol a generat publicarea a duticolestiintifice in reviste medicale cotate B+
(-The Influence Of 21st Century Society In Choosifige Modality Of Delivery- A
Retrospective Study Over Deliveries Assisted In The Salvator Vuia” Clinical Hospital
For Obstetrics- Gynecology Of Arad Between 1984420%i “ Improvements In Cesarean
Section Techniques: Arad’s Obstetrics DepartmergeEgrnce On Adapting The Vejnovic
Cesarean Section Techniqug) a unui articol intr-o reviét editati in stéinatate
(,Management of adnexal masses during cesarearrseeidvantages of exteriorizing the
uterus technique seen in a twelve year retrospestivdy), alte dduarticole fiind referite
unor comitete redaionale din stfinatate in vederea pubfidi rezultatelor. De asemenea
rezultate parale sau finale ale studiilor au fost comunicatd darma de postere sau
prezendri orale la manifegti stiintifice dintara si strainatate.

Ultima parte a cercatii este probabil cea mai importantdeoarece prin elaborarea unui
studiu experimental structurat in dinaflongitudinaf axat pe rolul diagnosticului precoce
a tumorilor ovariene in sardinsi urmarirea evoldiei cazurilor se probeazschema de
management clinic al tumorilor ovariene asociateise pe care o propun la finalul tezei, ca
rezultat al intregii munci de cercetare intregridsticolul stiintific generat de acest studiu se

afla in faza de evaluare in vederea pulniic
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2. ANALIZA TUMORILOR OVARIENE IN CONTEXTUL PATOLOGIEI

GINECOLOGICE TRATATE IN SPITALUL CLINIC DE OBSTETRI CA-
GINECOLOGIE ,DR. SALVATOR VUIA” DIN ARAD

Un obiectiv principal al acestui ansamblu de stadfost olfinerea unor date relevante
despre patologia ovariartratati chirurgical in judeul Arad pe o perioadlungi de timp
pentru a putea fi folosite ca date de ref@ritn compararea lor cu dateletmlite de la
pacientele cu management chirurgical in timpul iearc Prin analiza registrelor
histopatologice s-a dorit reflectarea caracteilstidemeilor ce au necesitat management
chirurgical petru solgipnarea patologiei ovariene, a tipurilor de carmeriansi a varstei la
care le-au dezvoltat. Al doilea obiectiv principal acestui grup de studii a fost s
investigheze din punct de vedere al diagnostidaitopatologice, al tipulwi al modalittii
de tratament chirurgical managementul patologiarieme asociate sarcinii in g@cde
obstetri@ a Maternifitii din Arad pentru o perioadde 10 anii sa compare datele gbute cu
cele ale pacientelor analizate in prima parte aegei, in vederea stabilirii unui eventual

pattern al pacientei cu risc crescut de a dezwoltano# ovariari in sarcia.

2.2. Studiul retrospectiv al patologiei ovarieneatate chirurgical in perioada 1997-
2012 s-a bazat pe analiza a 24879 exanmimistopatologice, dintre care 5213 au fost
reprezentate de specimene de ovar. Faptuhcbuletinele de analizanatomopatologi;
ovarul a reprezentat 20,95%, adimai mult de 1/5 din totalitatea cazurilor reflect
importana cunogterii suplimentare a datelor privind incidarsi tipul acestei patologii.
Acest nundr mare de cazuri reprezintin foarte bun lot de compaepentru pacientele care
au necesitat tratament chirurgical al patologigr@ne in sarcih Interpretarea rezultatelor a
condus la urritoarele concluzii de etap

» Incidenna patologiei ovariene operate in clinicaacearh este similatr celor
raportate de clinici similare de profil;

» Cele mai frecvente specimene ovariene au reprdzeatalogie ovariah non-
tumorak, descoperindu-se un nénrelativ mare de astfel de chisién sarcira;

» Extirparea chirurgicél a unui procent semnificativ de ovare cu histopafiel
normak;

»  Observarea unei atitudini radicale de extirpargaelor dug varsta de 45 de ani la

pacientele histerectomizate, pentru prevenireaszahg ovarian;
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» Necesitatea unui diagnostic preoperator mai eficpantru a evita interveiile
chirurgicale care nu sunt necesare;

» Varsta medie de intervga chirurgical pe ovar este spre s§aul perioadei
reproductive (43,31 ani);

» Incidena similai a patologiei ovariene operate n ftiaade mediul de provenign

»  Corelgia pozitiva intre dezvoltarea chirurgiei laparoscopice ginegite si
cresterea nurarului de intervefii chirurgicale in sfera anexigl

» Incidena cazurilor de cancer ovarian operate in clieste mai mig decat in centre
teniare, datorii referirii acestor cazuri in aceste centre oncolgpecializate chiai n

lipsa unor ghidurgi protocoale unanim acceptate.

2.3 si 2.4. Studiile: ,Cancerul ovarian in Judeul Arad. O analiz retrospectid a
perioadei 1998-2012%i ,Analiza grupelor de varsi ale cancerelor genitale’au investigat
date suplimetare prinvind rata transfarin maligne a ovarului. Cancerul ovarian a fost
identificat Tn 0,51% din totalul tuturor specimesrehistopatologice analizate. La prima
vedere aceastncidena nu pare una ingrij@toare, dar observand la o analmai atent ca
din totalul tumorilor ovariene, malignitatea a fasezent in 16,20%, managementul corect
si screening-ul pentru neoplasmul ovarian sunt fljoate. De asemenea se riic
problematica incidgei reale a acestei afami in sarcid. Analiza rezultatelor gute si
interpretarea lor in contextul datelor existentbt@ématura de specialitate rekev

» Un numir important de cazuri de cancer ovarian;

» Varsta medie la care s-a intervenit chirurgicakesai mié@ decat cea prezeniain
alte studii, ceea ce constituie un important puthet referind pentru studiul patologiei
tumorale ovariengi o fundamentare pentru un eventual program deseorg;

» Rata de aproape 20% a cancerului ovarian operat |pavarsta de 40 de ani ridic
serioase problemetedei de servicii deanatatesi constituie un nou pilon pentru dezvoltarea
unei posibilititi de diagnosticare precoce;

» Cel mai frecvent tip de cancer ovarian a fost repméat de adenocarcinom 1in
propotie de 80,76% dintre cazuri, majoritatea dintre seaefind papilifere;

» Marea majoritatea cancerelor ovariene au fost pgmgrading-ul mic a@tand si
complexitatea cazurilor cu aceapatologie tratditin clinica aideari;

» Datele olinute au fost comparabile cu cele din literaturasgecialitate, existand o

similitudine cu acestea;
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» Metastazele ovariene au fost relativ rare in pajaulstudiad, in limitele datelor

prezentate in literatura de specialitate.

2.5. Studiul privind ,, Patologia ovaria tratata chirurgical Tn timpul sarcinii. Analizi
retrospectii pe 10 ani bazat pe diagnosticul anatomopatologicéste fundamental in
elaborarea schemei de management a patologieieoeatumorale asociate sarcinii. Prin
analiza unui nudr mare de cazuri, dintr-o periaadonsiderabil de timp, s-au abhut date
reale asupra managementului tumorilor ovariene iat&impul sarcinii, cagi in momentul
nasterii prin operge cezariad. Rezultatele acestui studiu au contribuit dediaiconturarea
unor noi ipotezai au conturat rolul opetigi cezariene cai moment de tratare al patologiei

ovariene necomplicate n sar&in

A. Chist dermoid descoperit incidental in  B. Chist dermoid extirpat in cezarian

cezariagi

; e LA b Ve, ey mm
C.Chist dermoid- glande sebacee D. Chist dermegist cartilaginos
Imaginea 9: Chist dermoid descoperit incidental Gezariani (A) si extirpat in aceiai

interverye (B). Aspecte histopatologice ale chistului opef@tsi D)
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Concluziile de eta@ Tn urma acestui studigi a corefirii cu cele anterioare relév
urmatoarele aspecte:

» Tumorile ovariene asociate sarcinii sunt in prezesituaie tot mai comu#, chiar
daa managementul chirurgical nu trebuie utilizat déaat mi@ parte dintre cazuri;

» Rata de intervegn pentru patologie ovaridrin sarcif este in crgere, ea ajungand n
prezent la 10-12 cazuri/anidade 2-3 la inceputul perioadei de 10 ani studiate;

» Corelaia dintre crgterea ratei de cezariegienumarul de cazuri de patologie ovarian
operal in timpul aceleigi intervertii si in sarcird in general, motiv pentru care este opaftun
studierea acestora sulimeratar

» Necesitatea aprofuadi corelaiei dintre cazurile care necesitmanagement
chirurgicalsi incidena real a patologiei ovariene in sargjn

» Managementul conservator n sa#cinsi monitorizarea atedt sunt cheile
managementului, compligde acute n sarci fiind rare, un eventual cancer ovarian
detectat fiind intr-o fazincipient in majoritatea cazurilor;

» Cazurile suspecte trebuie referite unui centru mgic;

» Laparoscopia in sardnpentru opend planificate este preferaliilde efectuat de o
echipgi chirurgical experimentdt, dar in cazurile acute se va opta pentru laparetom
preferabil intre 16-20 deigtamani varsi de gestge;

» Lipsa coreldei evidente intre folosirea anesteziei generalsaitira pentru tratarea
patologiei ovariengi prematuritate, dar incidgs crescut a prematuritii in randul acestei
populdii comparativ cu cea geneifiahdica un risc crescut al sarcinii afectate pentrgtera
prematud;

» In timpul cezarienei o burninspegie a organelor genitale este recomamdar pentru
extirparea unui chist ovarian se sugefieazzolare ateratin vederea evitii fenomenului de
spillage;

» [Este necesarcercetarea asupra influenjucate de tehnica operatorie a cezarignei
tratamentul chirurgical al patologiei ovariene @elai moment operator;

» Chistul dermoid este cel mai frecvent diagnosti@t@amopatologic, similar datelor din
literatur;

» Desi cancerul ovarian in timpul sarcinii este consadex fi rar, studiul demonstreaz
ca prin séderea varstei de apae a cancerului de ovar la poptigaJudeului Arad, crate si

posibilitatea apatiei sau coexistgri sale cu sarcina,
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» In cazurile suspecte operate, care nu s-au rafert centru oncologic, este util
segiunea la gheé pentru un management adecvat;

» Abordarea patologiei ovariene in sakcieste bine & fie facuta de dtre o echip
experientat, iar managementuliasfie o preocupare pentru o echipterdisciplaéi, astfel

incat la finalul colabairii nasterea & decurg fara repercursiuni asupra mangefatului.

3. STUDIUL CORELATIEI DINTRE MODALITATEA DE NA STERE
S| INCIDEN TA PATOLOGIEI OVARIENE ASOCIATE

3.1.Ipoteze specifice de lucrii obiective de etaj

Nasterea estei in prezent un subiect de actualitate Tn lumeaicadsd Tranziia socio-
economico-cultural de la secolul XX la XXI, corelatcu progresele monitotiai
ultrasonografice a sarcingi dezvoltarea unor tehnici sigure de operaezariaé a condus la
o atitudine orientatspre finalizarea chirurgicah naterii. Organizga Mondiak a Sinatatii
recomand un indice de cezariinde 15%, dar care este mult crescut in Americaniati
America de Nordi Europa. Cauzele care au determinat adeastere sunt multiple, dar
trebuiesc luate in consideragiecaracteristicile poputeei studiate, influeta canalelor mass-
media, aspectele legate de planificarea fardilsaldorinta pacientei, neuitand bing@&hes
comoditatea pentru medic. Ne-am propus de asemeheanaliZzm si o parte din
complexitatea consegglor determinate de schimbarea metodei dgenasi implicatiile
asupra corpului medicai al socieitii. (Munteanu, 2006; Usha Kirami Jayawickrama,
2002)

Obiectivele de etapau avut in vedere realizarea in primaifazinui studiu amplu asupra
modali&tii de nateresi a schimfarilor survenite sub presiunea sodietsecolului XXI. Pe
baza concluziilor de etaprase cu aceasbcazie s-au conturat o serie de noi obiective de
etaf care au venit in intampinarea ipotezelor de lgpecifice stabilite la Tnceputul acestui
grup de studii. Astfel, principalul obiectiv de piaa fost analiza rolului jucat de
exteriorizarea uterului Tn managementul patologiariene asociate sarcinii. Un obiectiv
secundar a fost analiza introducegiiiadapérii unei noi tehnici de opeti@ cezariaa in
clinica si influenta asupra patologiei ovariene descoperideahd parte din echipa de medici
care pe parcursul unui stagiu efectuat la ClinieaGbstetrig@ din Novi Sad, Serbiagi-a
nswit noua tehnig, am avut o contriie personal importand in implementarea acestei
tehnici, care apoi s-a introdus in practica curesub supravegherea inventatorului ei. Cea
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mai burd marturie a acceptii variantei care se practidn clinica noastr este prezentarea
tehnicii originalesi a celei adaptate in cadrul Simpozionului Intgioreal al Fundgei
Stiintifice Diczfalusy (noiembrie 2013) a publiarii studiului cazurilor operate prin aceast
tehnid inovativa in Revista Maedica.

3.2. Studiul ,Influenta societfitii secolului XXI asupra alegererii modalitatii de
nastere. Studiu retrospectiv asupra naterilor asistate in perioada 1984-2011a analizat
pe o perioadl retrospectig de 28 de ani nerile survenite Tn Maternitatea Juyelera
Aradeara. Din analiza celor 110046 gtari a fost evidertschimbarea modaiifii de natere
(vezi figura 15),cresterea indicelui de cezariarde la 7% in 1984 la peste 50% in 2011
nemaiksand loc de interpretare.

Nastere Nastere prin
vaginala Perioada de tranzitie cezariana

6000

.
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Figura 15: Numairul de nasteri pe cale naturak si prin operatie cezariari in
perioada 1984-2011
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3.3.  Studiul intitulat ,Managementul patologiei ovariene in timpul operaiei
cezariene- avantajul exteriorizirii uterului in perioada 2000-2011” contind analiza
premergtoare a patologiei ovariene tratate chirurgicakanciri si se concentredzasupra
rezultatelor expuse in studiul privind schimbarezdaiitatii de natere. Folosind inform@a
ohtinuta, conform d@reia 89,07% din totalul tumorilor ovariene asocisé€cinii s-au extirpat
in cezariai, acest studiu a doritisanalizeze de asemengarolul tehnicii chirrugicale de
operaie cezariad in diagnosticul incidentakitratamentul patologiei ovariene tumorale
asociate sarcinii. Particularitatea tehnicii derape cezariaa folosita Tn clinica noastr este
exteriorizarea uterului in timpul controlului caitit uterine si a histerorafiei. Prin aceast
manevi consideim ci se faciliteaz aceste acte chirurgicale, se &Védzarea vezicii urinare,
se reduce sangerarea la nivelul gearuterine (prin cudarea vasculatizacervico-vaginale)
si se ohine o foarte bulvizualizare a pelvisului in timpul toaletei caiit abdominale. La
acest moment, patologia aneXiadste vizibii si se poate interveni chirurgical pentru
rezolvarea ei. Datele de specialitate din litegatgirin special comunigile lui Michael Stark
(2010), confirmd cele enutate anteriorsi infirma supoziile anterioare legate de riscul
infectios crescugi de traumatismul sistemelor de gne a uterului.

Studiul ,3.4. Noi tehnici de operéie cezariari si rezultatul implementarii lor —
experienta aradeam a adap#rii tehnicii Vejnovic de operatie cezariara 2012-2013si
influenta asupra patologiei ovariene”pornate de la faptul £ operaia cezariaé raimane un
subiect mereu actual controversat in obstetiicDe-a lungul timpului pune tehnici au fost
dezvoltate, dar odatcu apatiia conceptului de chirurgie minim invazijvo serie de
Tmburatatiri au fost sugerate. La sfdtul secolului XX si inceputul secolului XXI s-a
consacrat tehnica Misgav- Ladach. In @rou aproape 10 ani, Profesorul Tihomir Vejnovic
propunea o modificare a acestei tehnici, pe cagehii din clinica aiidearda din care am
facut parte a deprins-o intr-un stagiu de ptieg desfisurat in Clinica de Obstettie
Ginecologie Novi Sad- Serbia, in luna mai 2012.

in imaginea 10 se obseéryrincipala modificare adédsde tehnica Vejnovic de opgie
cezaria#i, respectiv tehnica revaionar de sutuk a uterului. Este important de memat G
de la introducerea ei in clinica noasts-a adus o adaptare tehnicii, respectiv exteaoea
uterului pentru controlul uterin instrumentgil manual si histerorafie. Adaptarea a fost
prezentat autorilor si aprecial de dtre aceétia cu ocazia demondtii live a tehnicii
originale si a adapirii aduse pe parcursul ldeilor stiintifice din cadrul Ediei a VlI-a a
Simpozionului Interngonal Diczfalusy, organizat la Arad in noiembriel20 Avantajele

acestui tip de sutarsunt reprezentate in principal de reducerea hegiwraauzate de
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operaia cezariai si crestereasanselor de a aime o cicatrice uterihde foarte bui calitate,
deoarece prin plicaturareg@sutului realizdt de sutuf se oline reducerea la aproape
jumatate a lungimii tragei uterine. Autorul sublinia un fapt constagatle cétre medicii din
clinica noastt, respectiv necesitatea piasla extrem de pgine cazuri, comparativ cu alte
metode, a unor fire suplimentare pentrgirdrea hemostazei la nivelul tggn uterine.

Imaginea 10: Tehnica de sutu uterina Vejnovic. Uterul este inchis cu deodire de sutud
pornind din ambele capete ale tr@n a Prima suturd este plasatd usor medial de capdtul trangei.
Cu acelasi fir se fac 2-4 pasi de suturd continud impiedicatd, apoi se inoadd.. b Analog o suturd
similard este plasatd in cealaltd parte a uterului. C Ambele suturi sunt inodate median si d apoi
sutura este “ingropatd” prin inodarea cu firele de la capete (imagine preluat cu acordul

autorului)

A doilea concept original adus de profesorul Vejo@ste sutura tegumentului, unde prin
firul intradermic pornit de la aproximativ 1 cm degariginea tragei si incheiat similar, se
asigud o bura drenare a sp@or subiacentesi se poate rezolva o compliea de tipul
seromului sau hematomului de pldgra a redeschide traa operatorie.

Studiul efectuatsi-a propus & evalueze beneficile aduse de ackasbua tehnid,
implementarea ei In practica curggi influenta jucaii In managementul patologiei ovariene
asociate sarcinii. Cercetarea s-a #fesht asupra cazurilor ce auiscut prin opernge
cezariafl in Se¢dia de Obstetrit a Spitalului Clinic Judean de Urgegi Arad in perioada
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1.01.2012-31.03.2013. Datele despre cele 1776 dierga ce au dscut prin cezariandin
totalul celor 3201 ngieri consemnate au fost culese din protocoaleleatpe, registrele de
nasteresi foile de observige.

Coroborarea datelor ghute din analiza celor 11865 opgiraezariene din totalul de
40808 nateri in perioada 2000-2011 cu cele 1776 din studsdipra adaptii tehnicii
Vejnovic in Maternitatea Adeard si cu cele din Clinica Bega Tigpara Qani, 2008),
urmate de analiza lor in contextul datelor relegatinh literatura de specialitate a condus la
urmatoarele concluzii de etap

» Tumorile ovariene diagnosticate intraoperator iracari au o incideti relativ mare
comparativ cu alte studii (1/152 de cezariene,eetsp 1/523 ngteri), fapt care sugerean
crestere a incidetei acestei patologii Tn randul poptiéa, corelai probabil cu un diagnostic
mai bun (creterea incidetei prin sé@derea nuréirului de cazuri nediagnosticate);

» Managementul conservator in saigioorelat cu tehnica opei@i cezariene in clinica
arideard au condus la o rate diagnostic net superi@asentrului tetiar din Timisoara, unde
managementul chirurgical Tn sargiste mai accentuat, iar la cezafiaiagnosticarea
acestei patologii este aproape absent

» Suginerea ipotezei de lucru privind corgda pozitiva intre crgterea indicelui de
cezariafl si cresterea concomitedita incidemei patologiei tumorale ovariene in satcin
(numarul de cezariene crescand de peste 4 ori in irtérgdaudiat, iar cel al tumorilor
ovariene de peste 5 ori);

» Tehnica exteriorizrii uterului in cezariai este confirmat a fi unul dintre factorii
principali Tn diagnosticarea intraoperatorie a [waji@i ovariene, in centrele in care nu se
practic, rata de diagnosticare a tumorilor ovariene ladags fiind extrem de mig, in lipsa
unei inspeti riguroase a pelvisului;

» Diferenele privind indicgile de cezariai sunt fird relevana statisti@, in contextul
imposibilitatii de cuantificare a cezarienelor la cerere;

» Predominata cazurilor de tumori ovariene in mediul urban, fdat a putea dovedi
legatura de cauzalitate;

» Varsta la pacientele care preZimatologie ovariahtratati in timpul cezarienei este
semnificativ statistic mai mare decat a popelagenerale;

» Suspiciunea clinic de asociere a patologiei ovariene la sarcininake prin tehnici
de reproducere umamsistai, dar prin descoperirea a pregipe astfel de cazuri, aceasta nu

a putut fi dovedit, reprezentand un punct de plecare pentru altdi;stud
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» Asistenna medical prenatal a sarcinii este deficitarsi impiedia in plus si
diagnosticul precoce al tumorilor ovariene in g@iciacestea reprezentand de multe ori
»Surprize” intraoperatorii;

» Necesitatea unui acord informat preoperator asdeciiei terapeutice in cazul unor
astfel de diagnostice incidentale, cu posibilitabeglicarii active a pacientei in decizia
intraoperatorie in caz de anestezie de conducere;

*» Indicele de prematuritatesor crescut fga de populda general conduce spre
plasarea pacientelor cu patologie ovatiasociai sarcinii in cadrul gravidelor cu risc
obstetrical crescut;

» Teratomul ovarian chistic matur sau chistul dermogprezind principalul tip
histopatologic descoperit in studiu, rezultatdledfisimilare altor centre de profil;

*» Incidena relativ crescut a patologiei paraovariene paratubare (de eegidatich
Morgagni), care de probabil subraportatin cazurile cu dimensiuni mici ale chistului, este
preferabil & fie sangionati chirurgical, prevenindu-se astfel o posilidrsiune ovariai

» Procedura recomandatpentru chirurgia tumorilor ovariene 1in satcireste
chistectomia, cu evitarea fenomenului de spillpg@tr-o izolare adecvata campului
operator

» Patologia maligh a ovarului in sarciheste mai frecveatdecat se credea (mai ales
cea cu malignitate reditssLMP), prin cazurile raportate evidgindu-se aceastposibilitatesi
oferindu-se un model de conduterapeutig;

» Markerii tumorali ovarieni au o indiga relatia pe parcursul sarcinii, dar sunt
valorgsi Tn monitorizarea unei eventuale recidive tumagrale

*» Introducerea unei tehnici noi de op@racezariad, care respegt ghidurile si
protocoalele romang adapirile aduse acesteia, subliniagreocuparea constana clinicii
pentru progres medical evidertiaza o dat n plus rolul decisiv jucat de exteriorizarea
uterului Tn timpul opengei pentru diagnosticarea patologiei ovariene ageci

» Noua tehnig operatorie de cezariamduce o serie de importante beneficii, cum ar fi:
reducerea sangei, hemostaz bura la uter, tehni& minim invazi\i care scurtedz
recuperarea postoperatorie, rinmedus de instrumente chirurgicaiemateriale de sutar
necesare pentru interwésy complicaii intra si postoperatorii mai reduse;

» Necesitatea studierii rezultatelor pe termen megidung al implemerdrii noii
tehnici, neexistand compliga sau dezavantaje observate in decursul a un arade

introducerea ei in practica curegnt
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Imaginea 12: Tehnica de cezarid@Vejnovic adaptalt in Clinica din Aradl (imagini

prelucrate din opetia filmata si prezentat live in cadrul Ediei a VI-a a Simpozionului

Interngional Diczfalusy- Arad, noiembrie 2012. A- Incizapiele Tn plica naturaj B-
Laparotomie Joel-Cohen; C- Extteccopilului; D: Predareaifului segiei de neonatologie;
E- Extragia manual dirijata cu Oxitocin a placentei; F- Exteriorizarea uterglisuturarea

comisurilor tragei uterine
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Imaginea 13: Tehnica de cezari@Vejnovic adaptal in Clinica din Aradll (imagini

prelucrate din opeti filmata si prezentat live in cadrul Ediei a VI-a a Simpozionului
Internaional Diczfalusy- Arad, noiembrie 2012. A,B- Sutiga comisurilor tragei uterine
cu uterul exteriorizat; C-controlul uterin instrunt@l; D- controlul uterin manual; E-
Verificarea hemostazei; F- Inspectarea organellmingesi reintroducerea uterului in
cavitatea abdominal
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4. STUDIUL PROSPECTIV ASUPRA DIAGNOSTICULUI PRECOCE SI
AL MANAGEMENTULUI TUMORILOR OVARIENE ASOCIATE
SARCINII

4.11poteze specifice de lucrgi obiective de etap

Studiul clinic prospectiv asupra diagnosticuluiqmeesi al managementului tumorilor
ovariene asociate sarcingi propune & verifice ipozele generale ale tezei:

¢ Inciderya chisturilor ovariene in primul trimestru de sargieste semnificativsi ea
necesi un program de screening;

¢ Modalitatea de terminare a gierii va influerra nunairul de cazuri diagnosticate
incidental,

¢ Complicgiile patologiei ovariene asociate sarcinii sunt eadar pot pune in pericol
viara mamesi a fatului;

¢ Tehnica operaei cezariene influgeaz: descoperirea incidentéala patologiei
ovariene la natere;

# Managementul conservator trebuie tentat inaintdaiahirurgical;

¢ Chirurgia minim invazi¥ este preferahi celei clasice;

¢ Tatamentele necesare tehnicilor de reproducere dnaaistat:, corelate cu varsta
maternz inaintatz cresc incidera patologiei ovariene asociasarcinii;

¢ Posibilitzzii de standardizare a ingrijirilor medicale pentpatologia ovariag
asociat: sarcinii,

Obiectivele de etapurmarite au fost:

> Aprecierea incidegei reale a patologiei ovariene asociate sarcinin golosirea
ultrasonografiei in primul trimestru pentru evakemovarelogi a sarcinii pacientelor

» Studierea difergelor oliinute din folosirea examimii ecografice transvaginalg
transabdominale in diagnosticul patologiei ovarigngarcii

» Analiza influenei jucati de antecedentele heredo-colaterale, personal@ofice si
patologice, ialtime, greutate, modalitatea detiolere a sarciniisi evoluia acesteia in
managementul patologiei ovariene asociate sarcinii

» Studierea managementului acestor paciente bazaezudtatele studiilor efectuate

anterior
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» Compararea metodelor de tratament aplicat pac@ntel tumori ovariene asociate
sarcinii in trimestrul Isi I, dar si la natere; accentul punédndu-se pe alegerea tipului de
intervenie chirurgicak: clasi@ sau laparoscopic

» Elaboraregi testatea unei scheme de management a cazurilpatolpbgie ovariah
asocial sarcinii

> Aprecierea utiliitii unui program de screening pentru acgasttologie

4.1. Materialsi metodi

Am efectuat acest studiu in perioada 3 ianuariéd2001 iulie 2012 la Spitalul Clinic de
Obstetri@ si Ginecologie din Arad. 1566 femei gravide in prinmmestru au fost evaluate
ultrasonografic. Pacientele au fost incluse inistpe baza liberului consiggmant informat
(modelul de consigimant pentru participarea n studiu fiind anexaffitelul studiului,
alaturi de fisa individuah de evaluargi monitorizare).

Pacientele care au prezentat la momentul invastichiste ovariene constituie grupul de
studiu, iar celelalte reprezéntotul martor. S-a incercat follow-up-ul acestoranp la
terminarea grii de graviditate.

Criteriile de includere si de excludere a paciemtali fost:

Criterii de includere:

e Varsta intre 15i 45 de ani;

e Gravide in primul trimestru de sargjn

» Evaluarea ecografia ovarelor;

» Acceptul de a participa la studiu, semnarea cogigiantului informat.

Criterii de excludere:

e Varsta sub 15 ani sau peste 45 ani;

» Lipsa acuraté evaluarii ovarelor;

» Refuzul pacientelor de a patrticipa la studiu darnta pe parcurs de a se retrage din
studiu.

Scopul acestui proiect a fost studierea fezabiliinui screening ecografic al tumorilor
ovariene asociate sarcingi identificarea managementului aplicat acestei lpgid in
contextul pregtit de studiile anterioare referitoare la patologiariari si managementul
acesteia in Spitalul Clinic de Obste#riGinecologie ,Dr. Salvator Vuia” din Arad.

Conceput in prima faz(2008) pentru detectarea incigeinreale a patologiei ovariene

asociate sarciniisiindu-se faptul & majoritatea acestora regreseapontan dup primul
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trimestru de sarcinsi nu sunt diagnosticate decat incidental sau datoriei complicéi)
ulterior studiul a fost restructurat pentru a @mmin dinami@ longitudinak rolul
diagnosticului precoce al tumorilor ovariene incgar asupra posibilitilor de management.
Finalitatea o repreziatschema de management a tumorilor ovariene Tnndadei la finalul
acestui capitol.

Metoda de diagnosticare progusste una imagistic- ultrasonografia, atat cu transducer
vaginal, casi cu transducer abdominal.

Gravidele care nu prezintpatologie ovariafy dimensiunilesi structura imagistic a
acestora fiind in limitele normale, constituie lanartor.

Pentru gravidele cu patologie ovatiasta aplicat un protocol de ulfinre care implid:
reevaluarea ultrasonografjcinvestigaii de laborator, managementul patologiei. La fiecar
paciend, atat din lotul martor ct din lotul de studiu, s-au urnt:

* Variabile socio-demografice (vaistmediul de proveniga, statut marital, nivel de
educaie, statut ocup#onal);

* Antecedente personale medicglehirurgicale;

* Antecedente heredo-colaterale;

» Caracteristici clinice (varsta sarcinii la luaréa evidema, metoda de evaluare
ecografi@ prin care s-a detectat atat varsta gestaki catsi prezena patologiei ovariene
asociate sarcinii, modelul evolutiv, managemerdoimpliana si responsivitatea terapeutia
tumorilor ovariene);

* Felul'in care s-a finalizat sarcigiandicaiile sarcinilor finalizate prin cezarién

» Tipurile histopatologice ale tumorilor ovariematate chirurgical.

in vederea respetti normelor etice recomandate de consensurile riafienale,
pacientelor li s-a prezentat un congimant de informare asupra cettcef in care s-a
mernionat confidegialitatea informdilor, datele de contact ale ceratetrului, dar si
posibilitatea retragerii din studiu sau raparteventualelor nereguli Comisiei de Etic

Colectarea datelor s-a efectuat prin completareafye individuale de dre examinator
Tmpreurd cu pacienta la luarea n evidg&ncare cuprinde parametrii mai sus prezgndiar si
evaluirile de pe parcursul sarcinii, iar ulterior datale fost completate cu cele din foile de
observéie, registrele operatorii, registrele de avortyri de natere si registrul de
anatomopatologie pentru pacientele internate itiasde obstetrit

Datele olgnute au fost prelucrate in Microsoft Excel 200, apoi analizate statistic cu

ajutorul programelor: Graph Pad SoftwaireEpi Info 7.
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Numirul mare de subigcanalizai (1566) confex veridicitate disctiilor si concluziilor
generate, perioada al@agentru derularea studiului fiind una semnificatprin duratasi
impactul asupra rezultatelor.

Concluziile de etap la finalul acestui studiu au fost:

» Patologia ovariah asociai sarcinii este frecveaitmai ales in primul trimestru, de
regub aceasta se remite spontanu cauzeaxzcomplicaii pe perioada sarcinii;

» Diagnosticul precoce al tumorilor ovariene in saraeste un deziderat al practicii
curente, relativ greu de fbut in tara noastr datorié lipsei evaldrii gravidei in primul
trimestru de sarcifsi a monitorizrii medicale precare pe durata sarcinii;

» Argumente care stin folosirea ecografiei in diagnosticul precoce paltologiei
ovariene in primul trimestru de sargiisunt: faptul 8 nu este noci& pentru sarcini in
contextul folosirii corecte (evitarea Hizirii generafi de efectul Doppler la varste mici de
gestaie), este extrem de sensibili specifici, repetabi, relativ ieftini, poate fi probait si
inregistrai (dupi cum se vede din imaginile ecografice inserateeh)t este accesili) in
prezent asistea prenatal a unei sarcini nemaifiind de concepirifo astfel de imagistic

*» Incidenta tumorilor ovariene in primul trimestru de saficaste una mare de aprox
20%, o explicae fiind valorile de referith luate in considerare de studiurata mare de
rezolvare spontdna acesteia parin trimestrul Il de sarci

» Cresterea dimensiunilor ovariene intre 3-5cm se préteegl mai bine unui
management conservator, intergarchirurgicah pe perioada sarcinii neimpunandu-se decat
n rarele cazuri de compliga

» Ecografia transvaginaleste net supericacelei transabdominale detectand patologia
ovariard la varsi gest@ionakh mai mic si oferind o mai bua vizualizare a uteruluii
ovarelor;

» Atitudinea conservativ clinica si monotorizarea ecograficsunt suficiente pentru
marea majoritate a cazurilor;

» Persisteta unui chist ovarian in trimestrul |l de satcBugereaz o tumo# organia,
dupa cum demonstrazsi studiul ecografic efectuat. De cele mai multe oricazul apatiei
complicaiilor sau a suspiciunii maligritii, intervertia chirurgicak se impune. Calea aléas
clasia sau laparoscopicdepinzand de gradul de urg@ri caracterele clinicgi ecografice
ale tumorii;

» Chisturile ovariene au persistat in aprox 15% ditaltl cazurilor cu patologie
ovariara diagnosticat in primul trimestru de sarcindar intervetia chirurgicad s-a realizat

la doar 12,78% sau, respectiv 2,55% din totalaigrdgelor incluse in studiu;
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» Rata de persistgha chisturilor in urma adminigtii de progesteron este dificil de
apreciat in contextul imposibiiii standardiZrii dozajului si modului de administrare n
prezentul studiu, dar datele limitate tiolote Tn aceast privinta sugereax posibilitatea
reducerii numrului de cazuri la care intervga chirurgicai a fost necesarin timpul
sarcinii;

» Pentru intervetiile programate in timpul sarcinii, varsta oplimle gestge la care se
propune opetg este 16-20 aptamani (trimestrul al Il lea de saré)y pentru opengle
planificate de prira intentie fiind laparoscopia efectdatde o echip experimentdt in
chirurgia laparoscopicin sarci;

» Este preferabil referirea cazurilor cu posibilitate de temporizeag a celor suspecte
de malignitate intr-un centru de refefimegional, in care o echipluridisciplinag s fie
antrenat in rezolvarea acestei patologii;

» Anestezia in timpul sarcinii s-a dovedit a nu fciv@ pentru fit, dar necesit studii
mai aninuntite. Administrarea de tocolitice se poate pragticst-operator;

*» Prin diagnosticarea precogemanagementul instituit s-a observat reduceremaha
de prematuritate de la aprox 13% la 9%, difeadind una semnificatiy,

» Exista o corelaie direch intre crgterea indicelui de cezariani incidena tumorilor
ovariene descoperite in sargitehnica operatorie fologiavand un rol important;

» Exteriorizarea uterului in timpul cezarienei cdmiiie la creterea nurarului de
tumori ovariene descoperite incidengatratate in acekatimp operator, printr-o foarte ban
vizualizare a organelor genitale;

» In cazul descoperirii unei tumori ovariene asocseeinii firi semne de malignitate
se recomani chistectomia, unde este posibil; rgmegpatiala de ovar, ovarectomiai
anexectomia rezervandu-se cazurilor severe;

» Ne surprinde ignoraa populaei fata de accesarea serviciilor medicale. Doar 19,16%
au efectuat controalele periodice recomandate;

» Abordul patologiei ovariene suspecte de malignitaibuie ficuta ntr-o echip
pluridisciplinati care & cuprindi alituri de obstetrician, ultrasonografist specialgtirurg
oncolog, anestezist neonatolog. Aceasta pentru ca decizia individiiaka raspund celor
mai bune interese ale mamefatului;

» La finalul studiului consider utilelaborarea unui protocol clinic de diagnosticgre

apoi monitorizare a patologiei ovariene asociateiisiapentru a minimiza riscurile.
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In continuare am efectuat o sintea imaginilor din arhica proprie caré@ surprindi
principalele aspecte redate indeaccentuandu-se elementele de noujatele originale.
Totodati, 0 mai bu# Intelegere a agunilor de tratament reiese din abordul individeatipe
care 1l sugn in prezenta tezsi din prezentarea unor cazuri clinice deosebiteggim din

prezendrile acestora fiind incluse in sinteza dtoare.

Imaginea 14: Aspect intraoperator de chist ovaridnept(tehnica chirurgicalfolosita
pentru operga cezariah este tehnica Vejnovic adaptptPrin exteriorizarea uterului se
eviderniaza foarte bine ovarelg se pun in evidgl eventualele sitya patologice. [imagine
din arhiva proprie]

Imaginea 18 (stdnga): Imagine intraoperatorie a unahist ovarian dermoid stang

[imagine din arhiva propriej Imaginea 19 (dreapta): Camutul chistului extirpat sugestiv

pentru unul dermoid[imagine din arhiva proprie]



Imaginea 20 (stanga): Chist ovarian stang. Aspedtbpatologic in colorde HE
sugestiv pentru chist dermoid care evidieza glande sebacegmagine din arhiva
serviciului de histopatologig] Imaginea 21 (dreapta): Chist ovarian stang. Aspect

histopatologic in colorgie HE sugestiv pentru chist dermoid. Fire démp glande sebaceg
tegument prezent in peretele chistulimagine din arhiva serviciului de histopatologie]

Imaginea 29 (stdnga): Ovar drept extirpat cu aspdetchist dermoidimagine din
arhiva proprieki Imaginea 30(dreapta): Chistadenocarcinom mucinospilder. Aspect

microscopic in colorge HE [imagine din arhiva serviciului de histopatologie]
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1.Trim.Rout.
Har-high
Pwr 100 %
g G 1
! M5

ES N3

CRL 0.61cm
GA bw3d <3.0%
GS 4.08cm
GA 9w3d
GS 2.33cm
GA 7wid

L) % L
Har-high
Pwr 100 @
Gn 1
c8 / M5
E3

Bt Owv-L 3.51cm
Rt Ov-H 1.75cm B

Imaginea 32: Sarci@ 7 siptamani ecografic cu corp galben de 35/17mm la o patéecu
menstrugie neregulai (amenoree de 9agtamani + 3 zile). A. Sarcihintrauterird de 7
saptamani conform sacului gestanal si 6 saptaimani + 3 zile conform lungimii cranio-
caudale. B. Corp galben de saicicu un diametru peste 3 cm. Sarcina a fost avortat

spontan, ulterior dimensiunea ovarului drept fid&@19mm [imagini rezultate din studiu]

36



1. Trim.
Har-high
Pwr 100 %

CRL 5.86cm
GA 12w3d 59.2%

Uterus
Har-high
Pwr 100 g
Gn 1

c8 / M5
P2/ E3

1 D822cm
2 D 48%%m B

Imaginea 33: Sarcii@ 12 siptamani cu chist dermoid stang asociat sarcinii manaige
chirurgical in sarcing. A. Sarcira 12 siptaimani + 3 zile. B. Imagine ecografisugestiy
pentru un chist dermoid de 82/49mm. Pacienta a &pstrai in sarcid, examenul
histopatologic confirmand diagnosticul ecografic dast dermoid [imagini rezultate din

studiu]
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1.Trim.Rout.
Har-high
Pwr 89 %
Gn 1

C7 /M5

E3

Pwr 100 @
Gn -0.4

Frg mid
Qual norm
WMF low1
PRF 1.3kHz

Har-high
Pwr 100 @
Gn 1

C8 / M5
P2 / E3

Bt Ov-L 5.84cm
Rt Ov-H 3.39cm B

Imaginea 34: Sarci@ 9 siptamani cu chist dermoid drept asociat sarcinii extapulterior
in timpul opergiei cezariene.A. Sarcira ecografic corespuitbare la 9 Fptamani de
amenoree. B. Chist ovarian drept de 58/34mm. Ptceefost urriirita ecografic pe perioada
sarcinii, nesemnalandu-se giexi semnificative in dimensiunile chistului. Ultmr acesta a
fost extirpat in cezarian buletinul histopatologic confirmand diagnosticé chist dermoid.

[imagini rezultate din studiu]
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IV. SCHEM A DE DIAGNOSTIC PRECOCE S| MANAGEMENT
CLINIC A PATOLOGIEI OVARIENE ASOCIATE SARCINII

Diagrama 2: Scheni de diagnostic precoce al patologiei ovariene Tmcéad

Investigarea oricdrei pericade de amenoree mai mare de 35-45 de zile

Dupa confirmarea sarcinii prin testul urinar sau BHCG seric se evalueaza sarcina prin ecografie
preferabil transvaginala

Evaluarea sarcinii si a dezveltarii sale intrauterine

Masurarea diametrelor ovarelor
Studierea unor posibile caractere patologice ovariene

Ovar cu cimensiuni de peste

Ovare cu aspect normal
3cm

inscrierea pacientei in lista gravidelor cu risc obstetrical
crescut prin patologie ovariana asociata sarcinii

Consilierea pacientei privind posibilele complicatii si
optiurilede management in vederea obtinerii
consimtamantuluiinformat
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Diagrama 3: Scheni de management clinic al patologiei ovariene Tn sizwi

Pacienta curisc obstetrical crescut prin patologie ovariana asociata sarcinii

L

- Examinare clinica si ginecologica

-Ecografie transvaginala cu folosirea Dopplar-ului

|

Dispensarizarea pe baza protocoalelor existente a sarcinii
Reevaluarea ecografica a patologiei ovariene

Tumoraintre 3-5cm
sautumorade peste
S5cm asimptomatica

— Tumorasuspecta
de malignitate
Tumora simptomatica

L

Reevaluare seriata
ecografica

Interventie chirurgicala, preferabil
laparoscopica intre satamanile 16-20
de gestatie sau de urgenta la nevoie

Aspect benign asimptomatic

Fara crestere in dime nsiuni
sau imagine suspecta

Markeri tumorali (Ca125

sau scor ROMA)
Mirirea Referire la un ecografist cu
dimensiunilor sau experienta
acuze simptomatice Referireala un centru
oncologic

Evaluarein timpul cezarienei cu
posibilitatea de extirpare in cazul
persistentei tumorii ovariene

Reevaluare ecograficala 4-6 saptamani de la terminarea sarcinii
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Concluzii generale

Capitolul de concluzii generale sintetizéaesema si cele mai importante aspecte
rezultate Tn urma studiilor clinice intrepringe accentueax originalitatea si noutatea
contribuiilor personale in domeniuitiingific. Marea majoritate a acestor concluzii, amplu
prezentate in capitolul anterior, au fost validde comunitatesstiintifica ngionak si
internaionak, atat cu ocazia prezéntor orale pe care le-am gusut intara si strainatate pe
aceste teme, cafi cu ocazia evalrii de ctre board-urile editoriale ale revistelor de
circulgie internaionak n care cercetarea a fost publica®intetizand ampla activitate de
studiusi cercetare, principalele concluzii desprinse sunt:

1. Cercetarea clinic intrepring probeaz premiza conform @eia patologia ovarian
benigri este una dintre cele mai frecvente atet ale femeii aflate la vamstreproductivd
care necedit tratament chirurgical. Diagnosticele histopatategievidefiaza o atitudine
posibil exagerat fata de patologia ovarid@n un procent insemnat de specimene
anatomopatologice avand caracteristici normale.a8geatitudine va evita o eventaal
transformare maligh ovariari, dar poate avea consegnnegative asupra procesului de
osteoporoz.

2. O contribyie stiintifica importani este demonstrarea faptuludi patologia ovariain
asociai sarcinii este frecveaitmai ales in primul trimestru, de regulceasta necauzand
complicaii pe perioada sarcinii. Incideanmare a tumorilor ovariene in primul trimestru de
sarcirh de aprox 20%i diferenele fga de alte cercéti se expli@ prin valorile de referita
luate Tn considerare de studiu, lipsa studiilonice asupra acestei patologii in prima parte a
sarciniisi rata mare de rezafie spontaé a acesteia parin trimestrul Il de sarci

3. Ultrasonografia este de preferat pentru investayg@agologiei ovariene atat in timpul
perioadei reproductive, céitdupa aceea. Ea poate fi complétgirin alte metode imagistice
(CT, RMN) si markeri tumorali (CA 125, scor ROMA) in cazurileuspecte pentru
malignitate. Sensibilitategi specificitatea ecografiei, dar mai ales avangajeletodei
justifica aplicarea ei pe scalarga, chiarsi intr-un eventual program de screening.

4. Ideea realirii unui program de screening imagistic pentru tufemvariene asociate
sarcinii este una fezabjlin condijiile in care gravidele pot fi luate in evid&rin primul
trimestru de sarcif) cu ocazia primei ecografii pentru confirmareaistie gestée, putandu-
se efectugi o examinare a ovarelor, astfel incdtse selecteze o popti&cu risc crescut

pentru aceastpatologie la careasse aplice un management adecvat. Sensibilitateacte
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este una foarte barin diagnosticul precoce al patologiei organiceri@vee, mai ales prin
folosirea transducerului endovaginal, dar progieastisupra eventualelor complicae pot
apirea in sarcifneste sazuta.

5. Rezultatele studiilor efectuate confinmca patologia ovarialh genereaz puine
complicaii acute in sarciy managementul acestora fiind chirurgical. In ceeaprivate
tumorile maligne ovariene, s-a demonstratsciderea varstei la diagnosticarea cancerului
ovarian in Judel Arad (aprox 20% dintre cancerele ovariene atl dperate panla 40 de
ani), corelat cu craterea varstei la procreere verifigpoteza de lucru conformareia
tumorile ovariene maligne asociate sarcinii sufiuentate de vardt posibilitatea apatiei
sale in sarcihsau a coexisteei trebuind luat Tn considerare deitre obstetrician, mai ales
pentru tumorile borderline, aimr incidena a fost semnificativ crescutfaga de valorile
raportate de dlcercettori.

6. Persisteta unui chist ovarian in trimestrul 1l de saicsugerea o tumo# organi@,
dupi cum demonstreézi studiul ecografic efectuat. Se justifitentarea unui management
conservator, indigdle majore pentru interveie chirurgicai fiind putine (aparia
complicaiilor sau suspiciunea de malignitate).

7. Managementul conservator al tumorilor ovarienedirtisi poate beneficia, in special
in primul trimestru, de aportul exogen de progesteiSunt necesare studii suplimentare
multicentrice pentru cuantificarea beneficiului, prezent consensul intetianal fiind G
administrarea de progesteron esteauirl tratamentul amengirii de avort, mai ales la
sarcinile olinute prin tehnici de reproducere urdasistai.

8. Rezultatele confirm diagnosticul precoce al unor gteri in dimensiune a ovarelor la
sarcinile olinute prin tehnici de reproducere umaasistai si un procent mai mare de
intervenii chirurgicale pentru acestea in saéciceste rezultate nu au o putere statistic
corespunitoare, in studii neputand fi incluse un rimmmare de astfel de cazuri, dar
constituie o bulipotez pentru studii suplimentare.

9. Calea aleas pentru abordul chirurgical in timpul sarcinii peafi clasié sau
laparoscopig, ea depinzand de gradul de urgesi caracterele clinicei ecografice ale
tumorii. S-a demonstratacnu produc consede directe la ma# sau la produsul de
concepie, dar Emane de analizat asocierea cu indiceder icrescut de prematuritate la
pacientele care au avut patologie ovatiaperad pe parcursul sarcinii sau lasterea prin
cezariad.

10. Interveniile chirurgicale programate in timpul sarcinii liteesc efectuate prin

participarea unei echipe pluridisciplinare cu eig®i in tratarea patologiei ovariene in

42



sarcirii, de preferiga Tntr-un centru regional cu competenn oncologia ginecologic in
masura posibilifitilor, cazurile simptomaticeafa suspiciune de neoplasm se pot aborda
minim invaziv laparoscopic intreagtamana 16-20 de gesi® iar pentru suspiciunea de
neoplasm ovarian este preferabil abordul clasicuoyiical in vederea limitii disemirarii
tumorale. Nu am putut certifica beneficiul tocolipeofilactice, administrarea de astfel de
substage ramanand la latitudinea echipei de medici ctiran

11. Lipsa de adresabilitate a pacientelor, asistgmenatal deficitag si inexistena unor
ghiduri clinice care & statueze conduita in tumorile ovariene asociatersafac imposibil
diagnosticul acestora precagenstituirea unui management adecvat. Diagnostitibental
al acestei patologii este posibil in timpul saticipiin complicaii, sau mai frecvent in timpul
nasterii, prin oper@e cezarian, la cazurile asimptomatice. Rezultatele studiileva rolul
mare jucat de opegia cezariaa in diagnosticul incidental al tumorilor ovariefie,condiiile
cresterii indicelui acestei opetiala nivel globalsi in special ih Vestul Romaniei, confirmand
aceast ipotez.

12. Cresterea indicelui de cezariameprezind o problend importané de @inatate publi@
cu implicgii medicale, psihologicesi socio-economice greu de intuit pentru viitorul
obstetricii contemporane. Devine astfel imperiosesai folosirea unei tehnici cat mai bune
pentru aceastoperaie, care 8 redua riscurile pe termen scurt, medsulung ale acestei
intervenii chirurgicale.

13. Rezultatele implemednti tehnicii de cezarianhVejnovic in Roméania sunt deosebit de
bune, ea fiind acceptai utilizata Intr-o propotie tot mai mare atat in clinica nodstcatsi
n clinici similare din Vestutarii. Sunt necesare studii suplimentare multiceetpentru a
putea evalua dacvarianta propus de colectivul nostru redacnal aduce beneficii
suplimentare tehnicii originale, noi comunicadnd ortprta adaptrii propuse in
managementul patologiei ovariene asociate sarcinii.

14. Tehnica exterioriaii uterului Tn cezariah este confirmdt a fi unul dintre factorii
principali Tn diagnosticarea intraoperatorie a [ma@i ovariene; in centrele in care nu se
practic, rata de diagnosticare a tumorilor ovariene Trage# fiind extrem de mig, in lipsa
unei inspeti riguroase a pelvisului. Un concept original peetat in tez este adaptarea unei
tehnici inovative de cezariagi studierea rezultatelor implemaérit ei.

15. Este necesar un acord informat preoperator asupciziei terapeutice in cazul
diagnostidrii incidentale a unor tumori ovariene, cu posthiea implidrii active a pacientei

n decizia intraoperatorie in caz de anestezieodducere.
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16. Tipurile histopatologice identificate corespund oceldin literatura de referia
internaionak, chistul dermoid fiind cel mai frecvent diagnost®urprinde nurirul relativ
mare de cazuri cu patologie borderline.

17. Schema de diagnostic precagtananagement al tumorilor ovariene asociate sarcini
propus la finalul tezeisi aplicad in urmirirea pacientelor studiate neceésistudii
suplimentare in vederea optiriz si dezvolarii unui ghid clinic, putandu-se atinge astfel
dezideratul unui management adecvat de la diagmbgtiecoce, la raportarea standardizat
datelor, la o conduitcorespun#oare pe parcursul sarcigii nasterii, pentru ca in final atat

mama, ciki fatul sa fie corect trata.
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INTRODUCTION

Tumor pathology is one of the priority areas of raldresearch today. Benign ovarian
tumors are the most common pathology requiringesyrgn women during the fertile period.
The incidence of this disease is higher if you tak® account patients who go to the
gynecologist for functional cysts with spontanemegression and persistent ovarian cysts, for
most of them no surgical treatment being requiledwhat concerns ovarian tumors in
pregnancy, the literature conveys incidence vahetsveen 1:81 and 1:2500 cases. Great
differences were reported by authors due to thietlfet most of these ovarian cysts that may
be diagnosed during the first trimester of pregyamgress spontaneously or they do not
generate major complaints and they shall repraseidental findings during the caesarean
section (Munteanu, 2006). Only a small percentdgbease will generate clinical symptoms,
few develop complications (torsion, bleeding, coesgion and rupture) and even fewer
might become malignant, but in this situation thatimer's life may be endangered, which is
an additional argument for this paper.

Development of radio-imaging and of ultrasound amtigular represented a crucial step
in the antenatal diagnosis of fetal and maternéhgdagy and complications, which may
challenge the modern obstetrics’ goal: a happy laealthy mother, a normal newborn, a
fulfilled family, a balanced society. Ultrasonoghép diagnosis techniques and early
detection of ovarian cysts during the first trineesof pregnancy have made possible to
develop a management that includes both surgichinigues capable of treating ovarian
pathology and at the same time to enable pregnamcie carried on. Progress and
development of minimally invasive surgery, espégiahe evolution of laparoscopic
technique has enabled the approach of this patholath very good results both for the
mother and fetus.

The thesis aimed at the following purposes: to dwmnt the actual situation of the
ovarian pathology associated with pregnancy in AZadnty and to consider the opportunity
to implement a screening program of this patholdgyassess the role of traditional and
laparoscopic surgical technique in pregnancy, $b tiee influence of normal delivery and
caesarean section in the diagnosis and managemetated adnexal pathology, and finally,
the challenge of this thesis is to elaborate a g@mant plan of ovarian pathology associated

with pregnancy intended for the practical use dhistans.



The paper includes in its structure chapters refgrto: known theoretical aspects on
ovarian pathology in general and especially in paegy, the role of imaging in monitoring
pregnancy and early diagnosis of adnexal massesciassl with pregnancy; personal
research on the incidence, diagnosis, complicatimsmanagement of ovarian pathology in
pregnancy, in order to later develop a prospedineging research on a significant number
of patients in order to assess the feasibilityngblementing a screening program for ovarian
pathology in pregnancy. The personal research rakted by proposing and documenting a
clinical management plan for ovarian pathology esded with pregnancy, based on early
imaging diagnosis, active monitoring during pregna@nd, especially in the absence of
complications, on the therapeutic treatment dutivg caesarean section, whose innovative
techniqgue was presented in the paper. Particulasipplex cases and especially ovarian
neoplasm suspicions associated with pregnancyreegunultidisciplinary professional team,
while psychological aspects raised by the pathokmygetimes needs to be analyzed together
with a psychologist, a customized couple counsdigigg useful.

The originality and contributions to scientific gress were highlighted throughout the
entire paper and it summarized the results of drelgcted research work. The approach of
the research and the application of an innovatin r@volutionary surgical technique, the
development of a clinical management plan of ovapathology during pregnancy were just
some of the achievements, all of these providingwans to the issues generated by the
thesis, but which may also be used for the devedmpprand substantiation of new studies in
the field.

|. CURRENT STATUS OF KNOWLEDGE

The chapter synthetically approaches by its fobrchapters relevant data from literature
regarding the topic under research. The sub-chagtgtled "Anatomical and functional
interrelationships of female genitalia" presentsotietical notions of embryology, anatomy
and those regarding the way in which the hypothalgntuitary-ovarian axis functions and it
points out the importance of knowing such, in orderunderstand the physiological

development of ovaries and in order to be ableeteal any pathophysiological changes.



The sub-chapter entitled "Pathophysiology and Ragfiwal anatomy of ovarian tumors'
aimed at the epidemiology of ovarian tumors angralvided a most recent classification of
such, developed by the World Health Organizatiorhictv has been applied in the
development of the researches. This sub-chaptersalsimarized the anatomopathological
and pathophysiological characteristics of the miipes of ovarian tumors, while the
following, entitled "Characteristics of ovarian tara management in pregnancy", presented
the characteristics of diagnosis determination rthe of tumor markers in general and their
application in pregnancy, as well as managememrmpproposed by medical literature.

The last sub-chapter, "Imaging of ovarian tumoagpproached methods of radiological
investigation of ovarian tumors in pregnancy, froime displayed theoretical data clearly
resulting the importance of ultrasound in pregnaacg the possibility of its application in
pregnancy. Aspects related to ultrasound safefyrégnancy and possible side effects are
not to be neglected either, nor the medical andllagpects and the need to develop clinical
guidelines to protect the surgeons against the evere frequent medical malpractice

allegations. The images used came to completeataepiesented.

Il. PERSONAL CONTRIBUTIONS

1. WORKING HYPOTHESES

1. 1. Motivation and objectives of the research

Ovarian tumor pathology has raised the intereshany researchers, but this thesis was
among the very few that approached this type diglagy in the context of pregnancy. The
topic is generating controversy in obstetrics - tmanagement of ovarian tumors in
pregnancy and it attempted to research a goal mémmumedical practice - early ultrasound
clinical diagnosis.

This topic has been a major point of interest fa, the first research in this area being
conducted when presenting my graduation thesis8)20fleing motivated by a series of
consecutive clinical cases with ovarian pathologyg®ally treated in pregnancy. The
findings of the first researches were required Inyudti-angle and multidisciplinary approach

of the pathology in the context of an early detesedi clinical diagnosis.
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| have defined a number of specific objectivesdbieve the purpose of the paper, which

| have grouped in two stages.

In the first stage, through an extensive retrospeaocumentation, | have shaped and

placed the ovarian pathology associated with pregyan the context of ovarian pathology

treated in the maternity hospital from Arad, aimatghe following specific stage objectives:

>

Determination of the number of ovarian pathologgesasurgically treated in the
maternity hospital from Arad,

Research on ovarian cancer and particularly, tlsesc#hat emerge on reproductive
ages, in correlation with pregnancy;

Determination of the number of ovarian pathologgesaassociated with pregnancy
surgically treated and the histopathological tywegh have been found;
Assessments of the possibility of ovarian tumorsoeasted with pregnancy to
become malignant;

Analysis of specific associations between ovariath@ogy and a number of social
and economic, physiological and pathological pesktactors of patients;

Study of the influence of the modality of delivesy incidental diagnosis and the
management of ovarian tumors associated with pregna

Highlight of management options depending on usegical technique;

Research on the influence of ovarian pathology @atedl with pregnancy on
premature birth;

Study on the differences between newborns delivdrgdmothers with ovarian

pathology associated with pregnancy and the gepemllation.

In the second stage, the specific objectives aiatdaly the conceived prospective study,

were represented by:

>

>

Assessing the actual incidence of ovarian patholaggociated with pregnancy by
using ultrasound during the first trimester for fhe&pose of evaluating the ovaries
and pregnancy of patients;

Studying the differences resulted from the userafdvaginal and transabdominal
ultrasound investigation in diagnosing ovarian pligy in pregnancy;

Analyzing the influence of hereditary and collaten@ersonal, physiological and
pathological background, height, weight, the magadf achieving pregnancy and its
evolution on the management of ovarian pathologgp@ated with pregnancy;
Studying the management of these patients basedh@nresults of previously

conducted researches;
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» Comparing the methods of treatment applied to peiewvith ovarian tumors
associated with pregnancy in th® dnd 2° trimester, but also on child delivery; the
focus is on choosing the type of surgical interia@mtclassical or laparoscopic;

> Developing and testing a management plan of caséls @warian pathology
associated with pregnancy;

» Assessing the useful character of a screening anodor this pathology;
1. 2. Premises and working hypotheses

The relevance of the topic under research and taener in which the thesis was
conceived reflected the analytical process undeglyt and the intensive research work |
have conducted. The thesis first answered theatajieestions: what are ovarian tumors and
how can they emerge?, How do they manifest?, Whatoamopathological variants they
display?, Which are the most frequent types of yveancers and which are their
characteristics?, How can ovarian pathology in gdnand particularly in pregnancy be
diagnosed and ultimately treated? etc; while grlanalyzed the premises and specific and
particular hypotheses encountered in the clinicatfce in Arad and also in the European
region, also integrating the socio-economic contgxte-existing medical or related
conditions in the clinical data obtained.

Diagnosing ovarian tumors has become much easibrtia@ progress of radio-imaging, a
high quality ultrasound service being absolutelgessary both for monitoring pregnancy and
for evaluating a pelvic mass, ultrasound represgnthe method of choice in pelvic
pathology imaging. The development of the endowadgmansducer has represented a major
breakthrough, avoiding the discomfort caused byrbed for a full bladder to assess the
ovaries and offering a resolution and image quadiiyperior to that of transabdominal
transducer(Komodiki, 2006)

The main premise that led to the development of thesis was that benign ovarian
pathology is the most frequent pathology requirsuggical correction in women in their
fertile age, thus being a public health issue aedegating interest from health insurance
companies.

Consulted medical literature described in multiphstances the associated ovarian
pathology based on complications it may generatesi@in, rupture, bleeding, compression)
or only based on the accidental detection duringisal interventions for other pathologies.

Taking into account that ovarian pathology compésarather rarely, | have decided that an
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important prerequisite for drafting the paper was @nalysis of ovarian pathology diagnosed
incidentally and based on complications. Workingpdtireses which came to explore this
premise werethe modality to terminate the child delivery praxesll influence the number
of cases incidentally diagnosed; complications ofar@an pathology associated with
pregnancy are rare, but may be life-threateninghi® mother and fetus

Taking into account that, in our clinic uterine exxrization during cesarean section has had
a long tradition, the premise was easily noticeaplé a new working hypothesis was taking
shape: The technique of cesarean section influences incidemliscovery of ovarian
pathology during the delivery procesBy comparatively studying the ovarian pathology
discovered during cesarean sections between DratdalVuia’ Obstetrics and Gynecology
Clinical Hospital from Arad and Bega Clinical Hospifrom Timisoara, a well-documented
response has been attempted.

An important premise was given by the insufficidata on the management of ovarian
pathology associated with pregnancy. Which methofistreatment available outside
pregnancy may also be applied during pregnancy owithmajor risk to the fetus?
Conservative treatment or surgery? Resulting hygsst wereConservative management
should be attempted before the surgang Minimally invasive surgery is preferable to the
classical one Both treatment approaches had their pros and, censiring a more close
analysis, reason for which the surgically treatages have been studied and the differences
between the classic and the laparoscopic approacé analyzed in order to use the results
for the previously mentioned prospective study.

The aging phenomenon, one of the most up-to-ddtécpliealth issues in Europe in the
following period and the increasing age of motheren giving birth to their first child,
represented a consequence of this phenomenon,ldmtaaother premise of the thesis.
Resulting hypothesis was thatreatments required for assisted human reproduction
techniques, correlated with advanced age of theheroincrease the incidence of ovarian
pathology associated with pregnancy

21% century medicine is ultimately one that is base@vdence, protocols and guidelines
- premise which should be taken into account byassh works. The hypothesis tife
possibility of standardization of medical cares fovarian pathology associated with
pregnancy has been materialized in the final part of thesih by a clinical management plan
which included a form for recording the relevandgtbrical data, a proposal for ultrasound
monitoring and early diagnosis, but also practagglication of therapeutic means allowed in

pregnancy and its termination, with successiveeckiady of the conception product.
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SUMMARY OF CONDUCTED RESEARCHES, OF MAIN RESULTS
ACHIEVED, OF DISCUSSIONS AND STAGE CONCLUSIONS

We collected the data from observation sheets témqa hospitalized in Arad maternity
hospital, specific records and anatomopathologguaigical and delivery protocols, and also
from the clinical research sheet that | used ferglospective researdiicrosoft Excel 2007
was used to process data for the purpose of statisinalysis The statistical analysis was
performed with the hel@raphPad Softwargi Epi Info 7.

Next, the conducted researches were summarizedvd deemed useful to keep the
numbering from the content of the original thesaghbfor chapters and sub-chapters, as well
as for charts, tables and images, for a better mafcthe data. | have summarized the
discussions and stage conclusions immediately pfesenting the main results, as it is easier
to notice the flow of ideas, starting from formutgt premises, hypotheses and specific
objectives, to achieved results and their corrahatwith other researchers in order to

formulate the conclusions.

1. 3. Presentation of the manner in which condudteesearches were prepared

Ovarian pathology does not elude pregnancy, belslg to generate very important
complications both for the mother and for the pridaf conception. The development of
diagnostic means and ultrasound in particular, keathe early determination of diagnosis
and thus makes it possible for an appropriate neamagt of ovarian pathology associated
with pregnancy. Incidental diagnosis of ovarian eusnduring surgical interventions for the
treatment of other pathologies, and especiallyndutihe cesarean section was represented by
a significant number of cases, another reasonrtbdupursue investigating this aspect.

The study of the implications generated by an edrgnosis of ovarian pathology
associated with pregnancy requires a multi-anglprageh, in order to understand the
concepts, context and reasoning of the clinicalagament. My research focused on three
main levels resulting from the analysis of premiasesl from the enunciation of working
hypotheses. Prior to presenting the concept otdmelucted researches, | found it advisable
to shortly present the medical facility where thegre conducted.
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During the entire clinical researches presentethim paper, the hospital referred to has
served the entire population of Arad County, byorépg, few cases being solved in other
town hospitals or in specialized private clinias.térms of services provided for patients and
hierarchy structure, the maternity hospital wassatered a level Il county facility for almost
the entire period under research, but for 4 ydasperated as a third-degree obstetric facility
(more complex -regional); provided services tha @mparable to similar facilities within
the country and abroad, without the possibilitytreeat genital cancers in advanced stages.
After 1990, since the establishment of "Vasile @ldVestern University of Arad, the
hospital has become a clinical one, the departmieabstetrics and gynecology maintaining
good internal and international relations with peofdepartments, materialized by the
organization of specialized international scieatévents and participation in similar events

with original articles and research.

The first group of investigations examined ovaripathology in the context of
gynecological pathology treated in the maternitggi@al of Arad. The main goal of this set
of studies was to achieve relevant data on sulgitedated ovarian pathology in Arad
County in order to be used as a reference datamparing them with the data obtained from
patients with surgical management during pregnaBgyanalyzing histopathological records
it was intended to reflect the characteristics ofnen that required surgical management in
order to solve the of ovarian pathology, the typiegsvarian cancer and the age at which they
developed. This sub-chapter of the study comprtkedfollowing researches: research on
ovarian pathology operated during 1997-2012, amalg$ the histopathological types of
ovarian cancer in Arad County during a 15-yearqueand study of age groups of genital
cancers. Based on this thorough and well documédatediation, | have developed a 10-year
retrospective study on surgically treated ovariathplogy in pregnancy. | found it
appropriate to mention that this subgroup of redess generated four scientific articles, two
of which currently published in international inéeilxmedical journals ("Ovarian pathology
surgically removed in pregnancy. A ten years r@iective analysis based on
histopathological diagnosis” and "Gynecological €anAge Groups at the " Dr. Salvator
Vuia" Clinical Obstetrics and Gynaecology Hosp@airing the 2000-2009 Period) and other
two still under evaluation of international joursdbr the purpose of publication, and the

partial or final results were presented in six posand two oral presentations.

The second group of researches approached thdatmmebetween the method of child

delivery and the incidence of ovarian pathologyoasged with pregnancy. The first study
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aimed at reviewing a part of the complexity of #féects determined by the change in the
method of delivery and the implications for the meatprofession and for the society, and
also at certifying the direct correlation betwelea increase of the cesarean section index and
the increased number of ovarian tumor cases operat@regnancy. A large part of my
personal contribution relied on this research, ngnfeghlighting the role of uterine
externalization in the increased number of ovadgsts incidentally diagnosed and treated
during the cesarean section. This 12 year resaeasisupported by a new scientific element
with a wide range of clinical application, namehge tintroduction of a new caesarean section
technique. Its results were correlated to the previone. These two researches aimed at
unequivocally demonstrating the direct proportiongationship between the number of
cesareans and ovarian tumors discovered and treataty the same surgery. In the final
part of the sub-chapter | wished to highlight a bemof specific cases which emphasize the
above, but also to convey an insight on the needdividualize the management for this
pathology. The research conducted in this sub-ehagenerated the publication of two
scientific articles in international indexed medigaurnals ("The Influence Of 21st Century
Society In Choosing The Modality Of Delivery -A Retpective Study Over Assisted
Deliveries In The " Dr. Salvator Vuia "Clinical Haal for Obstetrics - Gynecology of Arad
Between 1984-2011" and "Improvements in cesareeatiogseTechniques: Arad 's Obstetrics
Department Experience on Adapting the Vejnovic @sma Section Technique) and one
article in a book published abroad ("Managemeradrfexal masses during cesarean section -
advantages of exteriorizing the uterus techniqen se a twelve year retrospective study),
other two articles being advanced to internatigmablishing committees in order for the
results to be published. Also, partial or finalules of the researches were communicated as
posters or oral presentations in conferences wittercountry and abroad.

The last part of the research is probably the niogtortant. | have developed an
experimental research structured as longitudinadadycs focused on the role of early
diagnosis of ovarian tumors in pregnancy and furttéestigating the progress of cases. The
clinical management plan of ovarian tumors assediatith pregnancy which | proposed at
the end of the proved the result of the entireaedework | have conducted. The scientific

article generated by this research is currentlyeuadsessment for the purpose of publication.
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2. ANALYSIS OF OVARIAN TUMORS WITHIN THE CONTEXT OF

GYNECOLOGICAL PATHOLOGY TREATED IN ,DR. SALVATOR VU IA”
OBSTETRICS AND GYNECOLOGY CLINICAL HOSPITAL FROM AR AD

A primary goal of this set of studies was to achieglevant data on surgically treated
ovarian pathology in Arad County over a long perddime, in order to be used as reference
data in comparing them with data obtained fromeguasi with surgical management during
pregnancy. By analyzing histopathological records wias intended to reflect the
characteristics of women that required surgical agament in order to solve the ovarian
pathology, the types of ovarian cancer and theaagéhich they developed. The second main
objective of this set of researches was to invatign terms of histopathological diagnoses,
the type and method of surgical treatment, the ggamant of ovarian pathology associated
with pregnancy in the obstetric department of AKdaternity Hospital for a period of 10
years and compare the data obtained with thosexttodérits analyzed in the first part of the
research, in order to establish a possible patitepatients with increased risk of developing

an ovarian tumor in pregnancy.

2.2. The retrospective study of ovarian pathologygcally treated during 1997-2012
relied on 24,879 histopathological examinationg,ajwhich 5,213 were ovarian specimens.
The fact that in anatomopathological test repdts, ovary represented 20.95%, i.e. more
than one fifth of all cases, reflected the impocwmf additional information on the data
regarding the incidence and type of this pathologiis increased number of cases
represented a very good comparison group for pgatieho required surgical treatment of
ovarian pathology in pregnancy. Interpretation lo¢ tresults led to the following stage
conclusions:

» incidence of ovarian pathology operated in Aradiclis similar to those reported in
similar specialized clinics;

»  the most frequent ovarian specimens representathavaathology without tumors,
a rather increased number of such cysts beingteetatso in pregnancy;

»  surgical removal of a significant percentage ofr@msawith normal histopathology;

»  noticing a radical attitude of ovary removal aftee age of 45 on hysterectomized

patients, for the purpose of preventing ovariarcegn
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» the need for a more efficient preoperative diaghasiorder to avoid unnecessary
surgical interventions;

» the average age for ovary surgical interventiordusing the final stage of the
reproductive period (43,31 years old);

» similar incidence of operated ovarian pathology etejing on the originating
environment;

» positive correlation between the development ofegptogical laparoscopic surgery
and the increased number of surgical interventioise adnexal area;

»  the incidence of ovarian cancer cases operatdukiclinic is smaller than in third-
degree phase facilities, due to reporting theseescaas these specialized centers on
gynecological oncology, even in the absence of umausly accepted guidelines and

protocols.

2.3 and 2.4. The studies: Qvarian cancer in Arad County. A retrospective agais of
the period 1998-2012” and ,Analysis of age group$ genital cancers” investigated
additional data on the rate of malignant transfdionaof the ovary. Ovarian cancer has been
identified in 0.51% of the total of all histopatbglcal specimens that were examined. At first
glance this incidence does not appear to be disrbut noting on a more careful analysis
that from the total of all ovarian tumors, maligngnwas present in 16.20%, correct
management and screening for ovarian cancer atéigds The actual incidence of this
disease during pregnancy also generated interkstamalysis of achieved results and their
interpretation in the context of existing datahe titerature revealed:

» a significant number of ovarian cancer cases;

» the average age at which the surgical interventiaa performed was lower than the
one presented in other studies, which represeneninportant point of reference for the
research of ovarian pathology and a substantifbioa potential screening program;

» the rate of almost 20% of ovarian cancers openagetb the age of 40 raised serious
issues to the health service network and it reptedea new basis for the development of
early diagnosis possibility;

» the most frequent type of ovarian cancer was repted by adenocarcinoma — in
80,76% of the cases, the majority of such beingllpayg

» the large majority of ovarian cancers were priméng, low grading pointing out also

the complexity of the cases with this pathologgtee in Arad clinic;
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» achieved data were comparable to the ones in nidderature, a similarity to such
being found;

» the ovarian metastatic cancers were rather rarthenpopulation under research,
within the limits of the data presented in medilitaetature.

2.5. The study on ,Ovarian pathology surgically treated during pregney. 10-Year
retrospective analysis based on anatomopathologichagnosis” is fundamental in
developing a management plan for ovarian tumorgbegfy associated with pregnancy. By
analyzing a high number of cases, within a conalalerperiod of time, concrete information
was obtained on the management of ovarian tumdrscwing pregnancy, and at the time of
child delivery by cesarean section. The resultthisfstudy decisively contributed to shaping
a new hypothesis and have showed the role of @@sagection as the time in treating
uncomplicated ovarian pathology during pregnancy.

A. Incidental dermoid cy in cesareal B. Dermoid Cyst removed in cesare
section section

C. Dermoid cys+ sebaceous glan D. Dermoic cysi- cartilaginous tisst

Picture 9: Dermoid cyst incidentally discovered duy the cesarean section (A) and
removed within the same intervention (B). Histopatbgical aspects of surgically removed
cyst (C and D)
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The stage conclusionss a result of this investigation and of the catreh with the
previous ones revealed the following aspects:

» Ovarian tumors associated with pregnancy are cilyrem increasingly common
situation, even though surgical management is requinly by a small part of the cases;

» Interventions rate for ovarian pathology in pregnais increasing, currently reaching
10-12 cases/year as compared to 2-3 at the begiohihe 10-year period under research;

» The correlation between the increasing rate ofreasasections and the number of
ovarian pathology cases operated within the sateeviention and in pregnancy in general,
reason for which their additional research is aaivs;

» The need for a more thorough insight on the carcelabetween cases that require
surgical management and actual incidence of ova@dmology in pregnancy;

» Conservative management in pregnancy and close tonimigg are the keys to
management, severe complications in pregnancy beirgy and even ovarian cancer is
detected in early stages in most of the cases;

» Cases with suspicion of malignancy should be repaid an oncological center;

» Laparoscopy in pregnancy for scheduled operatismsaferable to be carried out by
a professional surgical team, but in severe caapardétomy shall be chosen preferably
between 16-20 weeks age of gestation;

» lack of obvious correlation between the use of garenesthesia in pregnancy for the
treatment of ovarian pathology and prematurity,ibateased incidence of prematurity in this
population compared with the general one, indicategcreased risk of affected pregnancy
for premature delivery;

» During the cesarean section a good genital inspeas recommended, and for
removal of an ovarian cyst, an accurate isolasosuggested in order to avoid spillage;

» It is necessary to research the influence of casasergical technique and surgical
treatment of ovarian pathology within the same apres time;

» The dermoid cyst is the most frequent anatomopagicdl diagnosis, similar to the
data in medical literature;

» Although ovarian cancer during pregnancy is consedleéo be rare, the research
proved that by decreasing the age of onset of avarancer in Arad County population, the

possibility of its emergence or coexistence witbgomancy also increases;
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» In operated suspicious cases, which have not srted to an oncological center,
frozen section might be useful for an appropriatmagement;

» |t is recommended that ovarian pathology in preggars approached by a
professional team, and the management is a comtexrmultidisciplinary team, thus at the
end of the collaboration, the child delivery tak@ace without any repercussions on the

mother and fetus.

3. STUDY OF THE CORRELATION BETWEEN THE MODALITY
OF CHILD DELIVERY AND THE INCIDENCE OF ASSOCIATED
OVARIAN PATHOLOGY

3.1. Specific working hypotheses and stage objectives

Birth is currently a hot topic in the medical warklocio-economic and cultural transition
from the 28' to the 21 century, correlated with the evolution of ultrasdumonitoring of
pregnancy and the development of safe techniquesasarean section led to an attitude
oriented towards surgical completion of child deli. The World Health Organization
recommends a cesarean index of 15%, but it is lgreatreased in Latin America, North
America and Europe. There are multiple causeshisrihcrease, but also the characteristics
of studied population should be considered, thkuemice of media, the aspects related to
family planning and patient’'s wish, not forgettiofycourse the convenience for the doctor.
We also proposed to analyze a part of the complefitconsequences determined by the
change in the method of child delivery and the iogtions for the medical profession and
for the society(Munteanu, 2006; Usha Kiran and Jayawickrama, 2002

Stage objectives took into account to carry oufist stage a comprehensive study on
the modality of child delivery and the changes oaliunder the pressure of the'2entury
society. Based on the stage conclusions drawn @ atcasion, a series of new stage
objectives were outlined, that met the specific kimy hypotheses established at the
beginning of this group of researches. Thus, thi siage objective was to analyze the role
of uterine exteriorization in the management ofr@arapathology associated with pregnancy.
A secondary objective was to analyze the introdacand adaptation of a new caesarean
section technique in the clinic and the influenceowarian pathology discovered. As part of
the medical team which during a training sessiondocted at the Clinic of Obstetrics in

Novi Sad, Serbia, has mastered the new techniqueveé had a significant personal
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contribution to the implementation of this techrequvhich was later introduced in current
practice under the supervision of its inventor. Test testimony of the acceptance of the
variant which is practiced in our clinic is the geatation of the original technique and of the
one adapted within the International Symposium a€zfalusy Scientific Foundation

(November 2012) and the publication of the reseantitases operated by this innovative

technique in Maedica Journal.

3.2. The study , The influence of 21st century soamy on choosing the modality of
delivery. A retrospective study over deliveries assted during 1984-2011"has analyzed
throughout a retrospective period of 28 years ctidtiveries which occured in Arad County
Maternity Hospital. From the analysis of the 11®,@#ild deliveries, it became obvious the
change of modalitysee image 15}he increase of cesarean index from 7% in 1984/&v o

50% in 2011 leaving no room for interpretation.
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Image 15: The number of natural childbirths and bycesarean section during 1984-
2011
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3.3. The study entitled ,Management of ovarian pdtology during the cesarean
section — the advantage of uterine exteriorizatiorduring 2000-2011” continued the
preliminary analysis of surgically treated ovarfgathology in pregnancy and it focused on
the results presented in the study on the changeoafality of child delivery. Using the
information obtained, according to which 89.07 %atlf ovarian tumors associated with
pregnancy were removed during the cesarean setlisrstudy was intended to examine also
the role of caesarean section surgical techniqugcidental diagnosis and treatment of tumor
ovarian pathology associated with pregnancy. Théicpdarity of the cesarean technique
used in our clinic is the uterine exteriorizatiamridg the suture of the uterine tranche and the
subsequent inspection of the pelvic cavity anddrgsaphy. By this maneuver we believed
and managed to demonstrate that bladder damageided, bleeding of the sutured uterine
incision segment is reduced (by gently comprestgiegervicovaginal vascularization) and a
very good perspective over the pelvis during tleselexamination of the abdominal cavity is
achieved. At this point, adnexal pathology was blesiand a surgical intervention was
possible in order to solve it. Medical literaturatal and especially communications of
Michael Stark (2010), confirmed the previous staets and infirmed previous suppositions
related to an increased risk of infection and ®stthuma caused by the exteriorization of the
uterus.

The study 3.4. New cesarean section techniques and the resutif their
implementation — Arad experience of adapting the fjaovic cesarean section technique
2012-and the influence on ovarian pathologystartedfrom the fact that caesarean section
still remains an up-do-date and controversial topiobstetrics. Over time, few techniques
have been developed, but with the emergence afdheept of minimally invasive surgery, a
number of improvements have been suggested. Ifate2d and early 2% century the
Misgav-Ladach technique was applied. Almost 10 yesgo, Professor Tihomir Vejnovic
proposed a modification of this technique, whicimeato be mastered by a team of Arad
clinic, which | was part of, during a training sessheld in the Clinic of Obstetrics and
Gynecology Novi Sad, Serbia in May 2012.

In Picture 10 you may notice the main modificatpmoposed by the Vejnovic cesarean
section technique, namely the revolutionary teamiqgf suturing the uterus. It is important
to note that since its implementation in our clinan adjustment was brought to the

technique, namely uterine exteriorization for thestiumental and manual uterine
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examination and for hysteroraphy. The adjustmens \weesented to the authors and
appreciated by these during a live demonstratiorthef original technique and of the
adjustment brought during the scientific works withhe " Edition of the International
Diczfalusy Symposium held in Arad in November 20The advantages of this type of
suture are represented mainly by the reductionledding caused by caesarean section and
increasing the chances of getting a high-qualigriné scar, as by the plication of the tissue
made by suture, the length of the sutured utenoision segment is reduced by almost a half.
The author emphasized a fact noted also by theigags in our hospital, that we needed to
place these additional threads in order to obtaimdstasis of the sutured uterine incision

Figure 10: Vejnovic uterine suture technique The uterus is closed with two suture wires
starting from both ends of the sutured uterinesion segmena The first suture is placed
slightly medial in relation to the end of the sutured uterine incision segmewtith the same wire,
2-4 continuous criss-cross suture steps are made, then it is knotted b Alike, a similar suture is placed
in the other part of the uterus. C Both sutures are knotted in the medial point d then the suture is
“immersed” by knotting the end wires (image rended with approval of the author)

The second original concept brought by Professgndxec is tegument suture, where by
the intradermal wire which starts about 1 cm o# #tge of the sutured uterine incision
segment and it ends similarly, a good drainage uifjacent areas is provided and a
complication such as wound seroma or hematoma reagotved without re-opening the

wound site.
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Conducted study aimed at evaluating the benefitstto§ new technique, its
implementation in current practice and the inflleena the management of ovarian pathology
associated with pregnancy. The research was cadioct cases that were delivered through
caesarean section in the Department of Obstetfi€dimcal Emergency Hospital from Arad
during the period 1.01.2012-31.03.2013. The datdhenl,776 patients who gave birth by
caesarean section from a total of 3,201 recordethsbiwere collected from operative
protocols, birth records and observation sheets.

Corroboration of the data obtained from the analgdithe 11,865 cesarean sections out
of the total of 40,808 births during 2000-2011 withe 1,776 from the study on the
adjustment of Vejnovic technique in Arad Maternipspital and the ones in Bega Clinic
from Timisoara Qani, 2008),followed by their analysis within the context ofeeant data
in medical literature, has led to the followinggsaconclusions:

*» ovarian tumors diagnosed intraoperatively in theassan section have a relatively high
incidence as compared with other studies (1/15&reass, respectively 1/523 births), a fact that
suggests an increased incidence of this pathologyng the population, correlated perhaps with
a better diagnosis (increased incidence by a de@ogeaumber of undiagnosed cases);

» conservative management in pregnancy, correlatetth wWie caesarean section
technique in Arad clinic has led to a clearly sigrediagnostic rate compared to the third-
degree center in Timisoara, where surgical managemepregnancy is more present, but
during the cesarean section the diagnosis of #tisgbogy was almost absent;

*» supporting the working hypothesis with regard t® plositive correlation between the
increased cesarean index and the simultaneousage@f the incidence of ovarian tumor
pathology in pregnancy (the number of cesareangasmg more than 4 times within the
time span under research, while the ovarian turowes 5 times);

*» uterine exteriorization technique in cesarean secis confirmed to be one of the
main factors in intraoperative diagnosis of ovanmathology, in the centers where it is not
practiced, the diagnosis rate of ovarian tumorsnduthe cesarean section being extremely
small, in the absence of a thorough inspectiohefpelvis;

» differences in indications for cesarean have ntissitaal relevance in the context of
the impossibility of quantifying the cesarean satdion request;

» predominance of ovarian tumor cases in the urbarraement, but without the
possibility to prove the causality;

» the age of patients displaying ovarian pathologgated during the cesarean was

significantly higher than such of the general pagiah from a statistical point of view;

25



» the clinical suspicion of associating ovarian paibg with pregnancies achieved by
assisted human reproduction techniques; since &o ¢ases were investigated, this
hypothesis could not be proven, but still it migbta good starting point for other researches;

» prenatal medical care of pregnancy is poor andditenally impairs early diagnosis
of ovarian tumors in pregnancy, which rather ofgpresent intraoperative "surprises”;

» the need for a preoperative informed consent omhtti@peutic decision in the case of
such incidental diagnoses, with the possibility atively involve the patient in the
intraoperative decision in case of local anesthetic

» the slightly increased prematurity index as comgbdcethe general population leads
to placing patients with ovarian pathology assedatith pregnancy in the category of
pregnant women with high obstetrical risk;

» mature ovarian cystic teratoma or dermoid cystasgmt the main histopathological
type found in the research, the results being ambd other specialized centers;

» relatively high incidence of paraovarian paratulpathology (usually Morgagni
hydatid), which although probably underreported¢ases of small size cysts, it is preferable
to be surgically treated, thus preventing a possilhrian torsion;

» recommended procedure for the surgery of ovariamots in pregnancy is
cystectomy, avoiding spillage by a proper isolattbthe operative field,;

» malignant pathology of the ovary in pregnancy isren@éommon than it was
previously believed (especially the one with low ligreancy-LMP), the reported cases
highlighting this possibility and offering a mod#ltherapeutic behavior;

*» ovarian tumor markers have a relative value dupregnancy, but they are useful in
monitoring a possible tumor recurrence;

» the introduction of new caesarean section techsiquehich comply with the
Romanian guidelines and protocols and adjustmemigento such, underlines the constant
concern of the clinic for medical progress and higitts once again the decisive role played
by uterine externalization during the surgery fiagtiosing associated ovarian pathology;

» the new caesarean section operative techniquesbsiengral important benefits such
as: reduction of bleeding, good uterus hemostasigmally invasive technique that shortens
postoperative recovery, fewer surgical instrumeams suture materials required for the
intervention, reduced number of intra and postdper@aomplications;

» The need to study medium and long term resulthefitnplementation of the new
techniques, no complications or disadvantages beatged within the last year since its

introduction in current practice.
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Picture 12: Vejnovic cesarean section technique ptl in Clinic no. 1 from Aradimages

processed from the surgery filmed and presentedwithin the 6th Edition of the
International Diczfalusy Symposium- Arad, NovemB@d12. A- Incision on skin in the
natural plica; B- Joel-Cohen Laparotomy; C- Extiactof the newborn; D: Delivering the
fetus to the neonatology department; E- Manuakexitsn of the placenta managed with
Oxytocin; F- Uterine exteriorization and suturdlod jointing points of the sutured uterine

incision segment

27



Picture 13: Vejnovic cesarean section technique ptl in Clinic no. 2 from Aradimages

processed from the surgery filmed and presentedwithin the 6th Edition of the
International Diczfalusy Symposium- Arad, NovemBefi2. A,B- Suture of jointing point of
the sutured uterine incision segment with extezedtiuterus; C-instrumental uterus
examination; D- manual uterus examination; E- Haa®s check-up; F- inspection of pelvic
organs and reintroduction of the uterus in theoatidal cavity
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4. PROSPECTIVE STUDY ON EARLY DIAGNOSIS AND
MANAGEMENT OF OVARIAN TUMORS ASSOCIATED WITH
PREGNANCY

4.1 Specific working hypotheses and stage objectives

The prospective clinical study on early diagnosisl ananagement of ovarian tumors
associated with pregnancy intends to examine thergehypotheses of the thesis:

¢ incidence of ovarian cysts in the first trimestdrpoegnancy is significant and it
requires a screening program;

¢ the modality to terminate child delivery shall idhce the number of incidentally
diagnosed cases;

¢ the complications of ovarian pathology associatéth \wregnancy are rare, but can
be life-threatening to the mother and fetus;

¢ the cesarean section technique influences incidelisgovery of ovarian pathology
during the delivery process;

¢ conservative management should be attempted hisferurgical one;

¢ minimally invasive surgery is preferable to thessigal one;

¢ the treatments required for assisted human reprddndechniques, correlated with
an advanced age of the mother increase the incelehovarian pathology associated with
pregnancy;

¢ possibilities to standardize medical cares for damrpathology associated with
pregnancy;

The stage objectives that were aimed at were:

» assessment of the actual incidence of ovarian fmgh@ssociated with pregnancy by
using ultrasound in the first trimester to asshesolvaries and pregnancy of patients

» researching the differences obtained from the fismnsvaginal and transabdominal
ultrasound examination in the diagnosis of ovapathology in pregnancy

» analysis of the influence of hereditary and cot@tdistory, personal, physiological
and pathological history, height, weight, the maglab achieve pregnancy and its evolution
in the management of ovarian pathology associatddpregnancy

» studying the management of these patients bas#tearsults of previous researches
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» comparison of treatment methods applied to patiesitts ovarian tumors associated
with pregnancy in the first and second trimestat,dso on child delivery, with the emphasis
on the selection of the type of surgery: traditlardaparoscopic

» developing and testing a management plan of ova@adéimology cases associated with
pregnancy

» assessment of the useful character of a screemgggm for this pathology

4.1. Material and method

| have conducted this research during the periogialg 3, 2008 - July 31, 2012 at the
Obstetrics and Gynecology Clinical Hospital fromadr 1,566 pregnant women in the first
trimester were evaluated by ultrasound. Patiente weluded in the research based on their
free consent, previously informed (draft of the &mt for participation in the research being
enclosed in the final part of the research, togethigh the individual evaluation and
monitoring sheet).

Patients who displayed ovarian cysts at the timethef investigation represent the
research group and the other represents the camtop. It has been attempted to supervise
them until the end of their pregnancy status.

Inclusion and exclusion criteria of patients were:

Inclusion criteria:

* age between 15 and 45;

* pregnant women during the first trimester of pra@acy;

» ultrasound assessment of ovaries;

* consent to participate in the research, sigrinegriformed consent.

Exclusion criteria:

» age under 15 or over 45;

» lack of accuracy of ovary assessment;

» refusal of patients to participate in the reskasc their wish to withdraw from the
research.

The purpose of this project was to study the felitgiltof an ultrasound screening of
ovarian tumors associated with pregnancy and ifilestion of the management applied to
this pathology in the context prepared by previstiglies on ovarian pathology and its
management in "Dr. Salvator Vuia" Obstetrics anthé&plogy Hospital from Arad.

Conceived in the first phase (2008) to detect tttea incidence of ovarian pathology

associated with pregnancy (knowing that most oftliegress spontaneously after the first
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trimester of pregnancy and they are diagnosed iaolgentally or due to complications), the
research was later restructured to follow-up inglardinal dynamics the role of early
diagnosis of ovarian tumors in pregnancy on managempossibilities. The goal is the
management plan of ovarian tumors in pregnanclarfibal part of this chapter.

The proposed method of diagnosis is an imagingtrasdund one, with both vaginal
transducer and abdominal transducer.

Pregnant women, who do not display any ovarian ghagly, the imaging size and
structure of such being within normal limits, regeated the control group.

For women with ovarian pathology, a follow-up prb has been applied which
involves: ultrasound reassessment, laboratory tigagsns, pathology management. In each
patient, both from the control group and from thelg group, the following were aimed at:

» socio-demographic variables (age, originatingiremvment, marital status, education
level, profession);

» personal medical and surgical history;

* hereditary and collateral history;

» clinical characteristics (age of pregnancy upegistration, ultrasound evaluation
method which detected both gestational age angrisence of ovarian pathology associated
with pregnancy, evolutionary model, management, piamce and therapeutic
responsiveness of ovarian tumors);

» the way in which pregnancy was completed andcatthns of pregnancies completed
by Caesarean section;

» histopathological types of ovarian tumors surijycaeated.

In order to comply with ethical standards recomneehdby international consensus,
patients were presented with an information consenthe research, which stipulated the
confidentiality of the information, contact datatbe researcher, but also the possibility of
withdrawal from the research or reporting poternitragularities to the Ethics Commission.

Data collection was performed by completing an vittlial sheet by the examiner
together with the patient upon the time of regtsirg which comprises the parameters listed
above, and also the assessments during pregnarttigtar the data were supplemented with
the ones in the observation sheets, operative decabortions and birth registers and the
anatomopathological record for patients hospitdlinethe department of obstetrics.

Achieved data were processed with Microsoft Ex&€72 and then statistically analyzed

with the help of Graph Pad Software and Epi Inkpitware.
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The large number of analyzed subjects (1,566) ogatveeliability to the discussions and
conclusions, the period chosen to conduct the relsdaeing a significant one by the time
span taken into consideration and impact on results

Stage conclusiongt the end of this research were:

*» ovarian pathology associated with pregnancy is nii@guent especially in the first
trimester, this usually regresses spontaneously doe$ not cause complications during
pregnancy;

» early diagnosis of ovarian tumors in pregnancy geal of current practice, relatively
difficult to achieve in our country due to lack a$sessment of the pregnant woman in the
first trimester of pregnancy and poor medical mannity during pregnancy;

» arguments which support the use of ultrasound e dlrly diagnosis of ovarian
pathology in the first trimester of pregnancy dhe fact that it is not harmful to pregnancies
in the context of proper use (avoidance of heatjegerated by the Doppler effect at very
early ages of gestation), it is highly sensitivel apecific, repeatable, relatively inexpensive,
it may be proved and recorded (as it may be noficed the ultrasound images inserted in
the thesis), it is accessible, prenatal pregnanppart currently being unconceivable without
such imaging;

*» incidence of ovarian tumors in the first trimestémpregnancy is a high one, around
20% higher, an explanation being the reference egali@ken into consideration by the
research and the high rate of spontaneous cureudf gp to the second trimester of
pregnancy;

*» increasing ovary sizes between 3-5 cm best suitsservative management, surgical
intervention during pregnancy being required onlyare cases of complications;

» transvaginal ultrasound is clearly superior to thensabdominal one, detecting
ovarian pathology in earlier gestational age amiging a better visualization of the uterus
and ovaries;

» clinical conservative attitude and ultrasound manniig are sufficient for most cases;

*» persistence of an ovarian cyst in the second ttenesf pregnancy suggests an
organic tumor, as conducted ultrasound research ddmonstrates. Most times, in case of
complications or suspected malignancy, surgery eiguired. Classical or laparoscopic
techniques should be chosen depending on the degremmergency and clinical and

ultrasonographic characteristics of the tumor;
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» Ovarian cysts persisted in about 15% of all casesvarian pathology diagnosed in
the first trimester of pregnancy, but surgery waggrmed in only 12.78% or, respectively
2.55% of all patients included in the research;

» Cyst persistence rate after progesterone admitisirés difficult to assess in the
context of the inability to standardize the dosagd the manner of administration in this
research, but the limited data obtained in thismguggest the possibility of reducing the
number of cases in which surgery was required dysmregnancy;

» In the case of scheduled interventions during pragwy, optimal gestational age at
which surgery is proposed is 16 to 20 weeks (setomester of pregnancy), in the case of
scheduled surgeries, laparoscopy performed by parexced team in laparoscopic surgery
in pregnancy being a first option;

» |t is preferable to report cases with possibilitydelay or suspected malignancy to a
regional reporting center, where a multidisciplinaeam is involved in solving this
pathology;

» anesthesia during pregnancy has been proved no¢ tvarmful to the fetus, but it
requires more detailed studies. Tocolytic therajy tme administered after surgery;

» By early diagnosis and following the establishednagement, a decrease of the
prematurity index has been noticed, from approxaiyal3% to 9%, the difference being
significant;

* There is a direct correlation between the increafs¢he cesarean index and the
incidence of ovarian tumors found in pregnancy,dus@erative technique playing an
important role;

» Uterine externalization during the cesarean coute to an increased number of
ovarian tumors incidentally discovered and treatétin the same operative time, through a
very good view of the pelvic organs;

» If an ovarian tumor associated with pregnancy with signs of malignancy is
discovered, cystectomy is recommended, where gdesgiartial resection of the ovary,
oophorectomy and adnexectomy being used only iarseases;

» We are somehow surprised by the ignorance of thmulption to access health
services. Only 19.16% performed their regular revemded checks;

» The approach of ovarian pathology suspected to &leggnant should be done by a
multidisciplinary team which comprises, beside tiestetrician, an ultrasound specialist,
oncological surgeon, anesthetist and neonatologjisthese, so that the customized decision

responds to the best interests of the mother dnd;fe
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*» At the end of the research | consider it usefypriepare a clinical diagnosis plan and
then monitoring of ovarian pathology associatedh\wregnancy in order to minimize risks.
Next | have synthetized the images in my persoeabnds that capture the main issues
presented in the thesis, emphasizing the innovaama original elements. However, a better
understanding of treatment options emerges fronvishaalized approach which | supported
in this thesis and from the presentation of outditam clinical cases, pictures from their
presentations being included in the following summa

Picture 14: Intraoperative perspective of right ayacyst(the surgical technique used for
the cesarean section is the adapted Vejnovic tqabhi By exteriorizing the uterus, the

ovaries and potential pathological situations agélighted]

Picture 18 (left): Intraoperative image of a lefivary dermoid cyslimage from personal

records] andmage 19 (right): The content of the removed cymiiggestive for a dermoid

one[image from personal records]
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Image 20 (left): Left ovary cyst. Histopathologicpérspective in HE coloration

suggestive for a dermoid cyst which points out sedsaus glandgimage from the
Histopathological department records] dmdige 21 (Right): Left Histopathological
perspective in HE coloration suggestive for a derichoyst which points out sebaceous
glands. Hair, sebaceous glandsdtegument found in the cyst wajimage from the

Histopathological department records]

Picture 29 (Ieft)?Re?noved right ovary
with dermoid cyst aspefimage from personal records] aRétture 30(right): Papillary
mucinous cystadenocarcinoma. Microscopic view in KBloration[image from the

Histopathological department records]
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Picture 32: 7 weeks pregnancy ultrasound with y@lidoody of 35/17mm of a patient with
irregular menstruation(9 weeks + 3 days amenorrhea). A. 7 weeks intriaggregnancy
according to the gestational sac and 6 weeks 8 aacording to the craniocaudal length. B.
Pregnancy yellow body with a diameter of over 3 dihe pregnancy was spontaneously
aborted, and later the size of the right ovary wh22/19mm [images resulted from the

research]
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Picture 33: 12 weeks pregnancy with left dermoidstyassociated with pregnancy,

surgically managed in pregnancyA. 12 weeks + 3 days pregnancy. B. Suggestive
ultrasound image for a dermoid cyst of 82/49mm. pakent was operated on in pregnancy,
the histopathological examination confirming thendeid cyst ultrasound diagnosis [images

resulted from the research]
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Picture 34: 9 weeks pregnancy with dermoid cystaasated with pregnancy subsequently
removed during the cesarean sectiol. Pregnancy adequate from the ultrasound point of
view for 9 weeks of amenorrhea. B. Right ovary aystt8/34mm. The patient has been
monitored with ultrasound during pregnancy, andsigmificant growths of cyst sizes have
been noticed. Subsequently, it has been removadgdtive cesarean section, the histology

report confirming the dermoid cyst diagnosis. [ieagesulted from the research]
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V. EARLY DIAGNOSIS AND CLINICAL MANAGEMENT PLAN OF
OVARIAN PATHOLOGY ASSOCIATED WITH PREGNANCY

Chart 2: Early diagnosis chart of ovarian pathologg pregnancy

Investigation of any period of amenorrhea which exceeds 35-45 days

After pregnancy confirmation by urine test or serical BHCG the pregnancy is assessed by
ultrasound, preferably transvaginal

Assessment of the pregnancy and its intrauterine development

Measurement of ovary diameters

Investigating potential pathological characteristics of the ovaries

Ovary with sizes exceeding 3
cm

Ovaries with regular
appearance

Recording the patient in the list of pregnant women with
increased obstetrical risk by ovarian pathology associated
with pregnancy

Counseling the patient with regard to potential
complications and management options for the purpose of
obtaining the informed consent
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Chart 3: Clinical management chart of ovarian pathagy in pregnancy

Patient with increased obstetrical risk by ovarian pathology associated with
pregnancy

L

- Clinical and gynecological examination

-Transvaginal ultrasound using the Doppler

|

Attending the pregnancy based on existent protocols

Ultrasound reassessment of ovarian pathology

Tumor between 3-5cm
or asymptomatic
tumor exceeding 5cm

el Malignancy
suspicious tumor

Symptomatic tumor

H

Regular recorded
ultrasount reassessment

Surgical intervention, preferabily
laparoscopic between 16-20 weeks of
gestation or in case of emergency

Asymptomatic benign
appearance

With no increase in sizes or
suspicious appearance

ROMA rating)

Tumor markers(Ca 125 or

Size increase or Reporting to an ultrasound
symptomatic specialist
complaints Reporting to an oncological
center

Assessment during the cesarean

section with the possibility of
removal if the ovarian tumor persists

Ultrasound reassessment 4-6 weeks after termination of pregnancy
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General conclusions

The general conclusions chapter summarizes thex@ssed the most important issues
arising from clinical researches conducted and thighlight the originality and novelty of
my personal contributions in the scientific fieMost of these findings, widely presented in
the previous chapter have been validated by thenst and international scientific
community, both in oral speeches | have deliveradttos topic within the country and
abroad, as well as in the evaluations of publisfiogrds of international journals in which
the research was published. Summarizing the extemssearch and study activity, the main
conclusions which are drawn are the following:

1. The clinical research | have conducted proves thEmze that benign ovarian
pathology is one of the most common disorders ofmem at reproductive ages which
requires surgical treatment. Histopathologic diagsoshow a possibly exaggerated attitude
towards ovarian pathology, a large proportion ahpkgical specimens displaying normal
characteristics. This attitude will avoid a potahtovarian malignancy, but it may have
negative consequences on the osteoporosis process.

2. An important scientific contribution is to demora& that ovarian pathology
associated with pregnancy is frequent especiallthenfirst trimester, usually not causing
complications during pregnancy. The high incideatevarian tumors in the first trimester
of pregnancy of about 20% and the differences Iatiom to other researches may be
explained by the reference values taken into adcoumhe research, the lack of clinical
researches on this pathology in early pregnancyttamdigh rate of spontaneous regress of it
up to the second trimester of pregnancy.

3. Ultrasound is preferable for the investigation efwan pathology both during the
reproductive period, and thereafter. It may be dempnted by other imaging methods (CT,
MRI) and tumor markers (CA 125, ROMA rating) in eassuspected of malignancy.
Sensitivity and specificity of ultrasound, but espdly the advantages of the method justify
its widespread application, even in a potentiaésging program.

4. The idea of an imaging screening program for owariamors associated with
pregnancy is feasible, if pregnant women may bestexl in the first trimester of pregnancy.
On the first ultrasound examination that confirnestgtion status, an examination of the
ovaries may be performed, so as to select a populatith an increased risk for this

pathology to which a proper management may be eghplihe technique is highly sensitive
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in the early diagnosis of organic ovarian pathologgpecially by using the endovaginal
transducer, but the prognosis on future possibteptications that may occur in pregnancy is
low.

5. Results of conducted surveys confirm that ovariath@ogy generates fewer acute
complications in pregnancy, management of suchgbg&imgical. In what concerns malignant
ovarian tumors, it has been demonstrated that ee@se in age when diagnosing ovarian
cancer in Arad County (about 20% of ovarian canease operated up to the age of 40),
correlated with the increase of procreation agé&igsrthe working hypothesis according to
which malignant ovarian tumors associated with paegy are influenced by age, the
possibility of its onset during pregnancy or itsexistence should be considered by the
obstetrician, especially for borderline tumors,ithiecidence was significantly increased as
compared to the values reported by other researcher

6. Persistence of an ovarian cyst in the second ttene$ pregnancy suggests an organic
tumor, as it has also been demonstrated by th&solind research conducted. A conservative
management approach is justified, major indicatifors surgical intervention being few
(acute complications or suspicion of malignancy).

7. Conservative management of ovarian tumors in pregnaan benefit, especially in
the first trimester, from the exogenous progesteriotake. Further multi-center studies are
required to assess the benefit, for the momentrnatonal consensus being that the
administration of progesterone is useful in thattreent of an impending abortion, especially
in pregnancies achieved by assisted human repioduechniques.

8. The results confirm early diagnosis of enlargedriegain pregnancies achieved by
assisted human reproduction techniques and a hpggreentage of surgical interventions for
them in pregnancy. These results have no apprepstatistical authority, as a large number
of cases could not be included in our investigatiout it represents a good hypothesis for
further researches.

9. The path chosen for the surgical approach duriregmancy may be classical or
laparoscopic, depending on the emergency degreeoandlinical and ultrasonographic
characteristics of the tumor. It has been shownttiey do not cause direct consequences on
the mother or on the conception product, but furtre studies need to analyze the
association with the slightly increased prematunitgex in patients who were subject to
operated ovarian pathology during pregnancy omgucesarean section.

10. Scheduled surgical interventions during pregnanoyukl be performed with the

involvement of a multidisciplinary team experienced treating ovarian pathology in
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pregnancy, preferably in a regional center withegiipe in gynecologic oncology. Wherever
possible, symptomatic cases with no suspicion oplesm may be approached by minimally
invasive laparoscopic procedure between 16-20 ty@staeeks, and for a suspected ovarian
neoplasm classical surgical approach is prefer@blamit tumor dissemination. | could not
certify the benefit of prophylactic tocolysis, thecision of administration of such substances
are being in the competence of the team treatiegalise.

11. Lack of addressability of patients, poor prenatakcand lack of clinical guidelines to
establish the conduct in ovarian tumors associaidd pregnancy make it impossible to be
diagnosed in an early stage and to implement amopppte management. Incidental
diagnosis of this pathology is possible during pesgy, by complications, or more
frequently during child delivery by caesarean sectiin asymptomatic cases. Research
results show the large role played by the caesaseetion in incidental diagnosis of ovarian
tumors, given the increased index of these operstmn a global level and especially in
Western Romania, confirming this hypothesis.

12. Increase of the caesarean index is a major pubdaltlih issue with medical,
psychological and socio-economic implications, idifft to infer for the future of
contemporary obstetrics. It thus becomes imperdtivese the best possible technique for
this operation, to reduce short, medium and long té&sks of this surgery.

13. Results of the implementation of Vejnovic caesar¢achnique in Romania are
particularly good, being accepted and used to areasing extent both in our clinic and in
similar clinics in the western part of the countfurther multi-center researches are required
in order to assess whether the variant proposealibyeam brings additional benefits to the
original technique, as we have communicated theoitapce of proposed adaptation in the
management of ovarian pathology associated withnanecy.

14. Uterine exteriorization technique in cesarean sacits confirmed to be one of the
main factors in intraoperative diagnosis of ovarpathology; in centers where it is not
practiced, diagnosis rate of ovarian tumors in @@ section is extremely small. An
original concept presented in this thesis is thegpégation of an innovative cesarean technique
and researching the results of its implementation.

15. Preoperative informed consent is required for tierapeutic decision in the case of
incidental diagnosis of ovarian tumors, with thegbility of actively involving the patient in
the intraoperative decision in case of local aretgth
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16. Identified histopathological types correspond tosth from international reference
literature, the dermoid cyst being the most frequiéagnosis. The relatively high number of
cases with borderline pathology is surprising.

17. The plan for early diagnosis and management ofi@mvatumors associated with
pregnancy proposed in the final part of the thasid applied in the follow-up of patients
under research requires further more studies ieram optimize it and develop a clinical
guideline, thus it would be possible to achieve dbal of a proper management from early
diagnosis, to standardized reporting of data, ta@propriate conduct during pregnancy and

child delivery, so that in the end both the motired the fetus are properly treated.
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