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PLENARY SESSION 1 - MICROBIOLOGY

R1. EUCAST STANDARD: NEW CHALANGES RELATED TO THE
AREA OF TECHNICAL UNCERTAINTY AND INTERPRETATION
OF RESULTS

Irina Codita
“Cantacuzino” National Military Medical Institute of Research-Development, Bucharest

Introduction: The European Antimicrobial Susceptibility Testing Committee (EUCAST) has re-
placed the Intermediate category with the Susceptible Increased Exposure category. Among the conse-
quences engaging the responsibility of the Microbiology Laboratory, the need to introduce the notion of
Area of Technical Uncertainty (ATU) involves a number of challenges regarding the interpretation of the
results.

Material and methods: We have consulted the documents disseminated by EUCAST in the last
years and the publications related to ATU, the ways of reporting this type of result and completing the
laboratory investigations in order to increase the accuracy of the information.

Results: ATU is a concept introduced by EUCAST to warn laboratories about the uncertainty of
interpreting the results of antibiotic susceptibility testing (AST). The main recommended solutions are:
repeat the test, use alternative tests, report the result as it is, accompanied by an explanation, or report
the ATU as R, etc. In a comparative study on the ability of several methods to clarify the results in the
ATU area for Amoxicillin-Clavulanic Acid against E. coli, Soares et al found that for systemic isolates
the percentage of results in the ATU is unacceptably high for disk diffusion test, E-test, as well as for the
automatic method used.

Conclusions: Phenotypic methods may be insufficient to clarify the results obtained by disk diffusion
test, especially in the case of certain pairs of antibiotic-pathogenic microorganism, systemic isolates, etc.
Additional studies are needed to specify the ATU in the case of alternative methods, such as the E-test,
as well as the construction of well-defined diagnostic algorithms, to clarify the results falling in the ATU.

Keywords: antibiotic resistance, EUCAST, area of technical uncertainty.

STANDARDUL EUCAST: NOI PROVOCARI PRIVIND ARIA
DE INCERTITUDINE TEHNICA SI INTERPRETAREA
REZULTATELOR

categoria Intermediar cu categoria Sensibil Expunere Crescutd. Dintre consecintele care angajeaza
responsabilitatea Laboratorului de microbiologie, necesitatea introducerii notiunii de Arie de Incertitudine
Tehnica (AIT) implica o serie de provocari privind interpretarea rezultatelor.

Material si metode: Am consultat documentele difuzate de EUCAST 1in ultimii ani si publicatiile
referitoare la AIT, modalitatile de raportare a acestui tip de rezultat si de completare a investigatiilor de
laborator 1n scopul cresterii preciziei informatiei.

Rezultate: AIT este o notiune introdusd de EUCAST pentru a avertiza laboratoarele asupra
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Principalele solutii recomandate sunt: repetarea testului, utilizarea unor teste alternative, raportarea
rezultatului ca atare, Insotit de o explicatie, sau raportarea AIT ca R, etc..

Intr-un studiu comparativ vizand capacitatea mai multor metode de a clarifica rezultatele din zona
AIT pentru Amoxicilind-Acid clavulanic fata de E. coli, Soares et al au gasit ca pentru izolatele sistemice
procentul de rezultate In zona AIT este inacceptabil de mare atat pentru disc difuzie, cat si pentru E-test
si metoda automata utilizata.

Concluzii: Metodele fenotipice pot fi insuficiente pentru clarificarea rezultatelor disc difuziei, mai
ales in cazul unor anumite perechi antibiotic-microorganism patogen, al izolatelor sistemice etc. Sunt
necesare studii suplimentare pentru precizarea AIT in cazul unor metode alternative, ca de exemplu
E-testul, precum si construirea unor algoritmi de diagnostic bine definiti, pentru clarificarea rezultatelor
care cad in AIT.

Cuvinte cheie: rezistenta la antibiotice, EUCAST, arie de incertitudine tehnica

R2. QUALITY CONTROL IN THE MICROBIOLOGY LABORATORY
— MINIMAL REQUIREMENTS TO ENSURE THE SAFETY OF THE
FINAL LABORATORY REPORT

Krisztina Vas
Central Laboratory of Emergency Hospital, Targu-Mures

Microbiological investigations that provide the etiological diagnosis in infectious diseases have ma-
jor therapeutic impact. At the same time, they have a role in the epidemiologic surveillance of the circu-
lating bacteria in certain geographical areas.

Diagnostic safety is achieved by the rigorous analysis of each step of the procedures, starting from
the reception of the biological specimen till the release of the final laboratory report. Besides the pre-ana-
lytical, analytical and post-analytical phases of the diagnosis, communication between the clinicians and
microbiologist is an important requirement in quality assurance.

Quality control (QC) is one of the quality assurance procedures which concerns the possible occur-
ring errors in the performance of tests. QC in microbiology consists of testing the sterility and perfor-
mance of culture media, checking the antibiotic disks that are used in identification and susceptibility
testing, control of the rapid identification kits, etc., in accordance with the manufacturer recommenda-
tions and standards in use. The diagnostic methods and the equipment are verified as well. The frequency
of QC is established by standard operating procedures and depends on the quantity of the tests performed
in each laboratory. Performing the QC involves technical and financial issues. To assure the permanent
quality of laboratory reports QC must be practical, achievable and affordable.

Keywords: diagnostic safety, QC in microbiology

CONTROLUL CALITATII iN MICROBIOLOGIE - CERINTE
MINIME PENTRU SIGURANTA MAXIMA A DIAGNOSTICULUI

Diagnosticul etiologic in bolile infectioase este asigurat de laboratorul de microbiologie, avand o
importanta majora in tratamentul pacientilor respectiv in urmarirea epidemiologica a tulpinilor bacteriene
circulante in anumite zone geografice.
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Un raport de analize corect si usor interpretabil se obtine prin analiza riguroasa a tuturor proceselor
folosite in diagnostic, incepand de la preluarea probelor biologice pana la eliberarea rezultatelor. Asig-
urarea calitatii implica, pe langa analiza fazelor preanalitice, analitice si postanalitice, inclusiv comuni-
carea cu medicul trimitator.

Controlul calitatii (QC) reprezinta unul dintre procesele de asigurare a calitatii, care identifica
posibilele erori in metodele de analiza. In laboratorul de microbiologie QC implica in primul rand ver-
ificarea materialelor si reactivilor folositi In diagnostic (controlul sterilitatii si al performantei mediilor
de cultura, verificarea microcomprimatelor folosite pentru identificarea bacteriana, respectiv a celor uti-
comandarilor producatorilor, respectiv standardelor in vigoare. De asemenea, se efectueaza si controlul
tehnicilor de lucru si a echipamentelor folosite. Frecventa efectuarii controlului de calitate variaza in
functie de volumul determinarilor din laborator si este prestabilit in proceduri. QC implica in primul rand
aspecte tehnice, dar in acelasi timp si resurse financiare in cadrul unui laborator. Siguranta diagnostic-
ului microbiologic este permanenta dacd controlul calitatii este practic, realizabil si accesibil din toate
punctele de vedere.

Cuvinte cheie: siguranta diagnosticului, controlul de calitate in microbiologie

R3. CAMPYLOBACTER JEJUNI/COLI: ROLE IN PATHOLOGY AND
DIAGNOSTIC ASPECTS

Edit Székely'?, Izabella Szasz', Krisztina Eszter Vas', loana Miklosik'
1. Emergency County Clinical Hospital, Targu-Mures
2. “George Emil Palade” University of Medicine, Pharmacy, Science and Technology Targu Mures,
Romania

Campylobacter jejuni/coli is one of the most common enteric pathogens. It may cause mild, self-lim-
ited infections or severe, disseminated infections, as well as postinfectious complications. In case of
severe or complicated infections etiology and antibiotic susceptibility are important to be established.
Treatment might be challenging due to both intrinsic resistance against f-lactam antibiotics and the in-
creasing acquired resistance against other antibiotics.

Diagnosis based on cultivation is difficult due to the fastidiousness of the bacterium. It requires ele-
vated CO, concentrations (5-10%). Isolation from stool samples requires selective media and incubation
at 42°C. Presumptive diagnosis can be based on morphology, colony appearance and positive oxidase
test. Species level identification is possible using various commercial identification systems. Antibiotic
susceptibility testing can be performed according to standards (EUCAST, CLSI). Diagnostic alternatives
include bacterial antigen or nucleic acid detection.

Although cultivation requires special conditions, these can be achieved by any laboratory

performing diagnosis of intestinal infections, especially when more costly diagnostic methods are not
affordable. Therefore, diagnosis of Campylobacter spp. infections should be part of the routine workup.

Keywords: Campylobacter jejuni/coli, intestinal infections
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R3. CAMPYLOBACTER JEJUNI/COLI: IMPLICATII iN PATOLOGIE
SI ASPECTE DIAGNOSTICE

Campylobacter jejuni/coli este unul dintre cei mai importanti patogeni intestinali. Formele
clinice variaza de la infectii usoare, autolimitate la infectii severe, generalizate sau cu complicatii
postinfectioase. In infectiile severe, respectiv cele complicate, este importanta stabilirea etiologiei si a
sensibilitatii antimicrobiene. Tratamentul reprezinta o provocare datorita rezistentei intrinseci a speciilor
de Campylobacter fatd de B-lactamine si din cauza raspandirii rezistentei fata de alte antibiotice.

Diagnosticul infectiei bazat pe cultivare este Ingreunat de proprietdtile acestei bacterii: fiind
microaerofil, necesitd incubare in prezenta unei concentratii crescute de CO, (5-10%). Izolarea selectiva
din materii fecale este favorizatd de utilizarea mediilor selective si incubarea la 42°C. Diagnosticul
prezumptiv se poate stabili pe baza morfologiei, a caracterelor de culturd si demonstrarea producerii
oxidazeli, iar identificarea la nivel de specie este posibila prin sisteme de identificare comerciale. Testarea
sensibilitatii la antibiotice este standardizatda (EUCAST si CLSI).

Alternativele diagnostice includ detectarea antigenelor bacteriene sau a acizilor nucleici.

Desi necesita conditii speciale de cultivare, acestea pot fi realizate in orice laborator de

bacteriologie care efectueazd diagnosticul infectiilor intestinale, mai ales daca nu pot fi aplicate
metode mai costisitoare. Astfel diagnosticul infectiilor cauzate de Campylobacter spp. trebuie sa faca
parte din evaluarea de rutina.

C1. BACTERIAL AND FUNGAL COINFECTION IN COVID -19
PATIENTS FROM GEORGIA

Tamar Didbaridze
TSMU Microbiology Department. The First University Clinic of the Tbilisi State Medical University,
Thilisi, Georgia

Many studies have already found that a significant number of hospitalized COVID-19 patients have
and are continuing to develop dangerous secondary bacterial co-infections such as bacterial pneumonia
and sepsis. Rapid diagnostic tests that identify the presence of bacterial or fungal infections and drug-resis-
tant pathogens can and will play a critical role in the ongoing public health response to COVID-19. Most
at-risk are older adults and those with preexisting conditions, as they are more likely to be hospitalized
for longer periods of time and require use of medical devices such as ventilators. When these high-risk
individuals end up in critical care, they are more likely to stay there for an extended period of time, in-
creasing the risk for exposure to secondary bacterial infections. Data concerning the rate of bacterial or
fungal co-infection in patients presenting with coronavirus infections are scarce.

We retrospectively analyzed the microbial spectrum of tracheal aspirates obtained from 13 patients,
aged 42 to 82 years, who were admitted to TSMU The First University Clinic Intensive Care Unit (ICU)
Department between March 19" and April 13 2020. All of them needed mechanical ventilation. Trache-
al aspirates were collected and processed for culture on the day of intubation.

Samples collected from any suspected coronavirus case should also be tested against a PCR-based
panel capable of identifying a full spectrum of bacterial pathogens and antibiotic-resistance markers
commonly known to cause co-infections and severe complications. With a full understanding of their
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patient’s condition, in a matter of hours instead of days, clinicians can take faster appropriate actions on
antibiotic treatment.
Keywords: COVID-19, bacteria, fungi, antibiotics, ICU department.

C2. PHENOTYPES OF ANTIBIOTIC RESISTANCE ISOLATED
FROM BLOOD CULTURES IN THE REGIONAL INSTITUTE OF
ONCOLOGY IASI

Florina Fotache, Brindusa Copacianu, Raluca-loana Toma, Emanuela Achitei
Regional Institute of Oncology, lasi

Introduction: Bacterial infections are a challenge for both hospitalized patients, especially critically
ill patients, and clinicians. Once the distinction between colonization and infection is made, a first-line
therapy should be decided. Knowing the circulating resistance phenotypes within the medical unit is
necessary and useful in choosing an antibiotic with the most targeted spectrum, that will prevent the
development of multidrug-resistant organisms (MDR).

Material and method: Bacterial strains isolated from January 1 to July 31, 2019, from the hospi-
talized patients’ blood cultures were analyzed. The samples were collected by the medical staff of the
department in compliance with the rules to prevent contamination. Blood culture vials were incubated in
BactAlert. Bacterial identification and antibiotic susceptibility testing were performed using MicroScan
automatic system (Minimum Inhibitory Concentration).

Results: During the specified period there were 146 positive blood cultures from a total number of
1289 analyzed samples, coming from various hospital units, such as Intensive Care Unit, Hematology,
Surgery, Medical Oncology and Radiotherapy. Most commonly, Gram-negative bacilli were isolated,
in particular Escherichia coli (28.76%), Klebsiella pneumoniae (23.28%), Pseudomonas aeruginosa
(13.69%). Gram-positive bacteria were represented by Staphylococcus aureus (10, 95%). Enterobacte-
riaceae strains have high sensitivity to carbapenems (82.7%), ceftazidim (64.3%), piperacillin / tazobac-
tam (62%) and quinolones (60.9%), compared to Pseudomonas aeruginosa displaying 20%, 25%, 55 %,
respectively 25% sensitivity. In case of S. aureus positive samples, 81.25% were methicillin-sensitive.

Conclusions: Pseudomonas aeruginosa strains involved in sepsis display a highly resistant pheno-
type, however 75% sensitivity to colistin was observed. MDR strains were found in case of Klebsiella
pneumoniae, Acinetobacter baumanii and Providencia stuartii.

Keywords: resistance, blood culture, oncology patient

C2. FENOTIPURI DE REZISTENTA BACTERIANA I1ZOLATE DIN
HEMOCULTURI iN INSTITUTUL REGIONAL DE ONCOLOGIE
TASI

Introducere: Infectiile bacteriene reprezintd o provocare atat pentru pacientii spitalizati, in special
cei aflati Tn stare critica, cat si pentru clinicieni. Odata facuta distinctia intre colonizare si infectie trebuie
luatd decizia unei terapii de prima intentie. Cunoasterea fenotipurilor de rezistenta circulante in cadrul
unitatii medicale este necesara si utild n alegerea unui antibiotic cu spectru cat mai tintit, care sa previna
dezvoltarea tulpinilor multidrog-rezistente (MDR).
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Material si metoda: Au fost analizate tulpinile bacteriene izolate In perioada 1 ianuarie — 31 iulie
2019, din hemoculturile pacientilor internati. Probele au fost recoltate de personalul medical din sectie
cu respectarea normelor pentru a preveni contaminarea. Flacoanele de hemocultura au fost incubate in
BactAlert, iar identificarea bacteriana si antibiogramele au fost efectuate in sistem automat MicroScan
(Concentratie Minima Inhibitorie).

Rezultate: In perioada analizatd s-au inregistrat un numar de 146 de hemoculturi pozitive din
1289 probe analizate, provenite din sectiile de ATI, Hematologie, Chirurgie, Oncologie medicala si
Radioterapie. Cel mai frecvent s-au izolat bacili Gram negativi, in special Escherichia coli (28,76%),
Klebsiella pneumoniae (23,28%), Pseudomonas aeruginosa (13,69%), iar dintre bacteriile Gram
pozitive Staphylococcus aureus (10,95%). Tulpinile de Enterobacteriaceae prezinta sensibilitate ridicata
la carbapeneme (82,7%), ceftazidim (64,3%), piperacilind/tazobactam (62%) si chinolone (60,9%), fata
de Pseudomonas aeruginosa care prezinti o sensibilitate de 20%, 25%, 55% si respectiv 25%. In cazul
S.aureus, 81,25% din tulpini au fost meticilino-sensibile.

Concluzii: Se remarca o rezistenta deosebita a tulpinilor de Pseudomonas aeruginosa implicate in
sepsis, dar cu o sensibilitate de 75% la colistin. Tulpini MDR s-au intalnit la Klebsiella pneumoniae,
Acinetobacter baumanii si Providencia stuartii.

Cuvinte cheie: rezistentd, hemocultura, pacient oncologic

C3. ANTIBACTERIAL EFFECT OF ESSENTIAL OILS USED AS
ROOT-CANAL IRRIGANTS

Adrian Man', Monica Cristina Nagy-Bota?, Klara Brinzaniuc?, Zsuzsanna Pap’, Mariana
Picurar’, Mirela Pribac?, Cristina Ciurea!, Ionela Anca Pintea-Simon', Monika Kovacs®

1. Department of Microbiology, “George Emil Palade” University of Medicine, Pharmacy, Sciences

and Technology, Targu Mures, Romania
2. Department of Anatomy and Embryology, “George Emil Palade” University of Medicine, Pharmacy,
Sciences and Technology, Targu Mures, Romania

3. Department of Orthodontics, “George Emil Palade” University of Medicine, Pharmacy, Sciences
and Technology, Targu Mures, Romania

4.“George Emil Palade” University of Medicine, Pharmacy, Sciences and Technology, Targu Mures,

Romania

Introduction: The aim of the study was to assess the antibacterial properties of natural root-canal
irrigants (aqueous extracts of oregano, thyme, lemongrass, melaleuca and clove essential oils) against
Enterococcus faecalis, a common dental pathogen.

Material and methods: Aqueous extracts of each essential oil (AqEO) were prepared by continuous
mixing of equal amounts of pure essential oils with sterile water for 24h. The aqueous part was decanted
and further used as irrigation solution. Sodium hypochlorite (NaOCI) was used as a positive control for
decontamination of root canals. The root canals of seven teeth were inoculated with 20 pl of Entero-
coccus faecalis ATCC29212 inoculum of McFarland 1 concentration and incubated overnight at 37°C.
All the teeth canals were instrumented and irrigated with the corresponding AQEO, NaOCl respectively
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saline solution as negative control, then rinsed with saline. Bacteriological samples for each canal were
collected with sterile paper points which were inoculated on nutrient broth.

Results: Thyme and clove AqQEO, respectively NaOCl completely inhibited Enterococcus faecalis
growth. Bacterial growth was observed for all other AQEO and as well for the negative control, as the
broth became cloudy.

Conclusion: Hydrosoluble components from thyme and clove essential oils, together with the me-
chanical instrumentation of the root canals, managed to provide an ex-vivo antibacterial effect on En-
terococcus faecalis.

Keywords: essential oils, antibacterial effect, root-canal infection control

C3. EFECTUL ANTIBACTERIAN AL ULEIURILOR ESENTIALE
UTILIZATE CA IRIGANTI PENTRU CANALELE RADICULARE

Introducere: S-a urmadrit evaluarea proprietatilor antibacteriene ale unor substante naturale folosite
pentru irigarea canalelor radiculare (extracte apoase ale uleiurilor esentiale de oregano, cimbru,
lemongrass, melaleuca si cuisoare) impotriva Enterococcus faecalis, un agent patogen comun intalnit in
patologia dentara.

Material si metode: Extractele apoase pentru fiecare ulei esential (AqEO) au fost preparate prin
amestecarea continud a unor cantitati egale de uleiuri esentiale pure cu apa sterild timp de 24 de ore.
Partea apoasa a fost decantata si utilizata in continuare ca solutie de irigare. Hipocloritul de sodiu (NaOCl)
a fost utilizat ca si control pozitiv pentru decontaminarea canalelor radiculare. La sapte dinti canalele
radiculare au fost inoculate cu 20 pl de suspensie de Enterococcus faecalis ATCC29212 concentratie 1
McFarland si au fost incubate peste noapte la 37°C. Toate canalele dintilor au fost instrumentate si irigate
cu solutiile de AQEO, NaOCl si ser fiziologic ca martor negativ, apoi clatite cu ser fiziologic. Din fiecare
canal au fost colectate probe bacteriologice cu conuri de hartie sterile, care au fost inoculate pe bulion
nutritiv.

Rezultate: AQEO de cimbru si cuisoare, precum si NaOCl au inhibat complet cresterea Enterococcus
faecalis. In cazul tuturor celorlalte AQEO si pentru controlul negativ s-a observat crestere bacteriana, prin
tulburarea mediului de cultura.

Concluzie: Componentele hidrosolubile din uleiurile esentiale de cimbru si ale cuisoare, impreuna
cu instrumentarea mecanica a canalelor radiculare, au reusit sa determine 1n conditii ex-vivo un efect
antibacterian asupra Enterococcus faecalis.

Cuvinte cheie: uleiuri esentiale, efect antibacterian, controlul infectiei canalelor radiculare
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PLENARY SESSION 2 - MICROBIOLOGY

R1. THE EMERGENCE OF PARASITIC DISEASES IN THE
CONTEXT OF CLIMATE CHANGE AND HUMAN MIGRATION

Tudor Rares Olariu
“Victor Babes” University of Medicine and Pharmacy, Timisoara
Municipal Clinical Emergency Hospital, Timisoara, Romania

Parasitic diseases represent an important public health problem. Recent reports have shown that
climate change may contribute to the spread and distribution of parasitic diseases and their vectors. This
could represent a threat to human health and quality of life, by infecting a higher number of people in
regions made hospitable by a changing climate. Climate change may also have significant impact on
human migration, by amplifying and altering migration pathways. These will contribute to the change of
ecology and transmission dynamic of parasitic diseases and create opportunities for parasites to emerge
or reemerge in areas where these infections were reduced or eradicated.

This report highlights how climate change and human migration have the capability to drive para-
sitic diseases prevalence on the planet. Both, climate change and migration can generate and exacerbate
public health and economic issues. The diseases presented here include those caused by parasitic proto-
zoans and helminths that can spread and severely affect humans worldwide. Parasitic diseases may be
debilitating and sometimes may cause high mortality rates. It is therefore important to consider these
possibilities and to prepare methods to prevent parasitic epidemics and control a possible increase of
parasitic diseases prevalence globally.

Keywords: Parasitic diseases, climate change, human migration

R1. EMERGENTA BOLILOR PARAZITARE iIN CONTEXTUL
SCHIMBARILOR CLIMATICE SI AL MIGRATIEI UMANE

Bolile parazitare reprezintd o problema importanta de sanatate publica. Studii recente au aratat ca
schimbarile climatice pot contribui la raspandirea si distributia bolilor parazitare si a vectorilor acestora.
Acest lucru ar putea reprezenta o amenintare asupra sanatatii umane si asupra calitdtii vietii, prin
infectarea unui numar mai mare de persoane in regiunile afectate de schimbarile climatice.

Schimbarile climatice pot avea, de asemenea, un impact semnificativ asupra migratiei umane
prin amplificarea si modificarea rutelor de migratie. Acestea vor contribui la schimbarea ecologiei si
a dinamicii de transmitere a bolilor parazitare si vor crea oportunitati pentru aparitia sau reaparitia
parazitilor in zonele in care aceste infectii au fost limitate sau eradicate.

Acest referat evidentiazd modul in care schimbarile climatice si migratia umana au capacitatea
de a influenta prevalenta bolilor parazitare la nivel global. Atat schimbarile climatice cat si migratia pot
genera si exacerba problemele de sanatate publica si economice. Bolile prezentate in acest material sunt
cauzate de protozoare si helminti care se pot raspandi si pot afecta grav populatia umana la nivel mondial.
Bolile parazitare pot fi invalidante si uneori pot determina rate mari ale mortalitatii. In concluzie, este
importanta considerarea acestor aspecte precum si elaborarea metodelor pentru prevenirea epidemiilor
parazitare si controlul unei eventuale cresteri a prevalentei bolilor parazitare la nivel global.

Cuvinte cheie: boli parazitare, schimbari climatice, migratie umana
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R2. MEDICAL CONSIDERATIONS CONCERNING FOODBORNE
INFECTIONS IN TRANSYLVANIA REGION

Liana Monica Deac!?, Dumitru Viorel Gliga?
1. Babes — Bolyai University, Cluj-Napoca
2. Regional Public Health Center, Cluj-Napoca

Introduction: Foodborne infections are those diseases caused by pathogenic bacteria or their toxins
after ingestion of contaminated food. In many cases food poisoning is caused by negligence in circu-
lation, storage, and preparation of food. Lately, their worldwide appearance was increasingly linked to
deficiencies in nutrition, due to collective or public situations. Every year in the United States, 17 % of
Americans get sick and 3,000 die so.

Material and methods: A number of 145 foodborne infections were recorded at Regional Public
Health Center Cluj-Napoca during 2017-2019, and were analyzed from clinical, epidemiological and
microbiological perspective.

Results: Most of foodborne infections were sporadic cases, 65% of them occurring in organized
collectivities and 35% in family members, after the ingestion of the same contaminated food. Small in-
fective doses produced minor digestive disturbances, and only large doses produced typical illnesses, re-
quiring even hospital admissions in 9% of cases. It was also observed that some reports from the territory
did not reproduce the real existing morbidity of food poisoning. It turns out that actual morbidity may
exceed those reported, because many mild cases are not yet registered. The frequency of illnesses was
variable, children, elderly, and some chronically ill persons being more susceptible to develop disease.
Food poisoning was recorded throughout the year, but some cases were seasonal, with a peak incidence
predominantly in summer time, from May to September. In our geographical area, most cases of food
poisoning were caused by Salmonella spp. in 60% of cases, followed by Staphylococcus aureus in 45%
of cases, while 5% of cases had no determined microbiological causes.

Conclusions: Important advances in foodborne disease prevention have been registered globally and
locally, including hygienic measures in food preparation, distribution and consumption, that are essential
for the prevention and reduction of the number of illnesses.

Keywords: foodborne infection, contamination, prevention

R2. CONSIDERATII MEDICALE LEGATE DE TOXIINFECTII
ALIMENTARE DIN TRANSILVANIA

Introducere: Toxiinfectiile alimentare (TIA) sunt boli produse de bacterii patogene sau de toxinele
lor, care ajung in organism,in urma ingestiei alimentelor contaminate, fiind cauzate de neglijente in
modul de circulare, pastrare, sau pregitire a alimentului. In fiecare an in SUA 17 % din indivizi sufera
astfel de imbolnaviri, iar 3000 persoane prezinta cazuri letale.

Material si metode: In perioada 2017-2019 in Centrul Regional de Sanatate Publica Cluj au fost
urmarite 145 TIA, ce au fost observate sub raport clinic, epidemiologic si microbiologic.

Rezultate. Majoritatatea cazurilor de TIA au fost sporadice, 65% dintre acestea fiind inregistrate
in colectivitati organizate, iar 35% in familii, in urma consumului aceluiasi aliment contaminat.
Dozele mici infectante au produs tulburari digestive minore, iar dozele mari, au realizat tablouri tipice
de Tmbolnavi, necesitind si internari in 9% din cazuri. Reiese si cd morbiditatea reald poate depasi pe
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cea raportatd, unele cazuri usoare nefiind declarate inca. Frecventa imbolnavirilor a variat, iar cei mai
receptivi la imbolnaviri, au fost copiii, persoanele varstnice si unii bolnavi cronici. TIA s-au inregistrat
tot timpul anului, dar unele dintre acestea au avut un caracter sezonier, cu incidenta maxima, vara, in
lunile mai - septembrie. In zona noastra geografica, cele mai multe cazuri de TIA au fost provocate de:
Salmonella spp in 60% din cazuri, urmate de Staphylococcus aureus in 45% din cazuri, in timp ce in
5% din cazuri nu a fost stabilita etiologia microbiana.

Concluzii. Pe plan mondial si national s-au inregistrat importante progrese de prevenire ale TIA,ce
include respectarea normelor igienice de preparare, distributie si consum a alimentelor, care sunt
definitorii pretutindeni, In preventia si scadderea numarului acestor imbolnaviri.

Cuvinte cheie: toxinfectii alimentare, contaminare, prevenire

R3. THE NEED FOR RAPID TESTS IN THE MOLECULAR
DIAGNOSIS OF COMMUNITY AND HEALTHCARE ASSOCIATED
INFECTIONS

Monica Licker
“Victor Babes” University of Medicine and Pharmacy, Timisoara

According to the Surveillance of Antimicrobial Resistance in Europe Report, in 2018, as in the past
years, the situation of Gram-negative bacilli (GNB) remains worrying. Resistance percentages were
higher in Klebsiella pneumoniae strains, several countries reporting carbapenem resistance percent-
ages above 10%. Carbapenem resistance was also common in Pseudomonas aeruginosa and Acineto-
bacter species, even in higher percentages than in Klebsiella pneumoniae. The burden of multi-drug
resistant organisms (MDRO) is higher in the health care associated infections from intensive care units
(ICU), but not only.

In our hospital we are particularly concerned with an increased prevalence of MDRO in Acineto-
bacter, Klebsiella, Pseudomonas Providencia spp., etc. Although the samples collected from ICU pa-
tients represent less than 15% out of the total number of samples processed by our laboratory, these are
the most demanding because of the polymicrobial cultures, and a lack of feasible antimicrobial treatment
solutions. There are currently rapid molecular tests, some of them (eg GeneXpert assays) being used for
screening of vancomycin-resistant Enterococcus, methicillin-resistant S. aureus, and carbapenem-resis-
tant Enterobacteriaceae carriers. Others, such as rapid syndromic tests (UNY VERO Curetis ®, BIOFIRE
Biomerieux®, etc.) allow simultaneous detection, within the same test, of the most common pathogens
and markers of antibiotic resistance involved in the etiology of an infection.

Conclusion: Timely identification of pathogens is crucial for a proper treatment in critical patients,
but selection of tests must be done very carefully, balancing the cost / efficiency ratio.

Keywords: resistance, antimicrobial, tests, molecular
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R3. NECESITATEA TESTELOR RAPIDE iN DIAGNOSTICUL
MOLECULAR AL INFECTIILOR ASOCIATE ASISTENTEI
MEDICALE ST AL CELOR COMUNITARE

Conform Raportului European de Supraveghere a Rezistentei la Antimicrobiene, Tn 2018, ca si In
anii precedenti, situatia bacililor Gram-negativi rimane Ingrijoratoare. Procentele de rezistenta au fost
mai mari la Klebsiella pneumoniae, mai multe tari raportand o rezistenta la carbapeneme de peste 10%,
iar la Pseudomonas aeruginosa si Acinetobacter spp. chiar In procente mai mari. Cea mai mare povara
exercitata de microorganismele multi-rezistente (MDRO) este semnalatd in infectiile asociate asistentei
medicale din unitétile de terapie intensiva (TI), dar nu numai.

In spitalul nostru suntem confruntati in special cu MDRO de tipul Acinetobacter, Klebsiella, Pseu-
domonas, Providencia spp, etc. Izolatele provenite de la pacientii din TI reprezinta mai putin de 15%
din numarul total de probe prelucrate de laborator, dar cu toate acestea sunt cele mai solicitante din
cauza culturilor polimicrobiene dar si pentru ca nu permit furnizarea unor solutii viabile de antibiotera-
pie. Exista in prezent, o serie de teste moleculare rapide, unele dintre acestea (de exemplu, GeneXpert)
servind la screening-ul pentru depistarea portajului de enterococ rezistent la vancomicina, S. aureus re-
zistent la meticilind, enterobacterii rezistente la carbapeneme. Altele, cum ar fi testele sindromice rapide
(UNYVERO Curetis ®, BIOFIRE Biomerieux®, etc.) permit detectarea simultana, in cadrul aceluiasi
test, a celor mai frecventi patogeni si markeri ai rezistentei la antibiotice implicati 1n etiologia unei in-
fectii.

Concluzie: Identificarea in timp util a patogenilor este cruciald pentru tratamentul adecvat al pa-
cientilor critici, dar selectia testelor trebuie facuta atent, tinand cont de raportul cost /eficienta.

Cuvinte cheie: rezistenta, antimicrobiene, teste, moleculare
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POSTER SESSION - MICROBIOLOGY

P1. MRSA PREVALENCE IN UPPER RESPIRATORY TRACT
INFECTIONS IN CHILDREN FROM SIBIU AREA

Maria Totan!?, Camelia Grigore', Stefan Cristea!, Laura Gubernat', Nicolae Grigore'?
1. “Lucian Blaga “University of Sibiu, Faculty of Medicine, Sibiu, Romania
2. Pediatric Hospital of Sibiu, Romania
3. Academic Emergency Hospital Sibiu

Introduction: Staphylococcus aureus is one of the most common cause of upper respiratory tract
infections. In 2004 Romania reported 70% prevalence of methicillin-resistant Staphylococcus aureus
(MRSA), so efforts were made to identify early those infected with resistant strains and make the best
therapeutic decisions. Our study wishes to highlight the current prevalence of MRSA strains in children
form Sibiu area.

Material and method: We included 7468 nasal exudates processed in the Laboratory of Pediatric
Hospital Sibiu in 2019, obtained from children between the ages of 1 month and 18 years, who were
admitted to the hospital or examined in the ambulatory care unit. The nasal exudate was collected on
swab and transported to the laboratory where it was inoculated on blood agar and incubated for 24 hours
at 37°C. The colonies with the appearance of Staphylococcus aureus were tested with coagulase test,
and the coagulase-positive colonies were isolated on the chromogenic medium for MRSA detection. The
blue-green colonies grown on this medium were suspected of being methicillin-resistant and antibiotic
susceptibility testing on Mueller Hinton medium was performed for confirmation.

Results: Out of 7468 nasal exudates, 1580 (21%) were positive for Staphylococcus aureus, and 388
of these (5%) were MRSA-positive. The antibiotic susceptibility test performed for MRSA strains indi-
cated 100% resistance to Oxacillin and Penicillin and 60% resistance to Erythromycin and Clindamycin.
The strains were 100% sensitive to Cotrimoxazole-Thrimethoprim and 90% sensitive to Gentamycin,
Norfloxacin and Chloramphenicol.

Conclusions: The prevalence of positive-MRSA strains in children from Sibiu area is 5%, compara-
ble to what was reported in 2016 for Romania in a multicentric European study.

Keywords: Staphylococcus aureus, MRSA, children

P1. PREVALENTA MRSA IN INFECTIILE DE TRACT RESPIRATOR
SUPERIOR LA COPIII DIN ZONA SIBIU

Introducere: Staphylococcus aureus reprezintd unul dintre agentii etiologici cei mai frecvent intalniti
in infectiile de tract respirator superior. In situatia in care in anul 2004 Romania raporta o prevalenti a
Staphylococcus aureus meticilino-rezistent (MRSA) de 70%, s-au facut eforturi de identificare precoce a
persoanelor infectate cu tulpini rezistente la antibiotice si de management al tratamentului. Studiul nostru
doreste sa evidentieze prevalenta actuala a tulpinilor MRSA la copiii din zona Sibiu.

Material si metode: Am studiat 7468 de exudate nazale procesate in Laboratorul Spitalului de
Pediatrie Sibiu in cursul anului 2019, provenite de la copii cu varste intre 1 luna si 18 ani, internati sau
din ambulatoriu. Exudatul nazal a fost insamantat pe mediul geloza — sange si incubat pentru 24 ore
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la 37°C. Coloniile suspecte de Staphylococcus aureus au fost testate cu testul coagulazei, izolandu-
se coloniile coagulazo-pozitive pe mediul cromogen pentru detectia MRSA. Coloniile dezvoltate pe
acest mediu, de culoare albastru-verzui, au fost considerate suspecte a fi meticilino-rezistente si, pentru
confirmare, s-a efectuat antibiograma pe mediul Mueller Hinton.

Rezultate: Din cele 7468 exudate nazale, 1580 (21%) au fost pozitive pentru Staphylococcus
aureus, iar 388 (5%) dintre acestea au fost MRSA pozitive. Antibiograma efectuata pentru tulpinile
MRSA a indicat o rezistenta de 100% pentru Oxacilind si Penicilina si 60% rezistenta la Eritromicind si
Clindamicina. Tulpinile au fost in proportie de 100% sensibile la Cotrimoxazol-Thrimetoprim si 90%
sensibile la Gentamicind, Norfloxacina si Cloramfenicol.

Concluzii: Prevalenta tulpinilor MRSA pozitive in zona Sibiu la copii este de 5%, comparabil cu
ceea ce s-a raportat in 2016 pentru Romania intr-un studiu multicentric European.

Cuvinte cheie: Staphylococcus aureus, MRSA, copii

P2. SEROLOGICAL AND TOXIGENETIC ANALYSIS OF
ENTEROPATHOGENIC ESCHERICHIA COLI

Anca Mare!, Felicia Toma!, Cristina Nicoleta Ciurea', Ionela Anca Pintea-Simon', Anca Cighir?,
Adrian Man'
1. Department of Microbiology, “George Emil Palade” University of Medicine, Pharmacy, Sciences
and Technology Targu Mures
2. “George Emil Palade” University of Medicine, Pharmacy, Sciences and Technology Tdrgu Mures

Introduction: The objective of this study was to identify additional information regarding the se-
rological classification of the enteropathogenic strains of Escherichia coli (EPEC), considering that se-
rogroup O157, included in the polyvalent serum for EPEC diagnosis, could be part of the enterohemor-
rhagic strains.

Material and method: In the Bacteriology Laboratory of Mures County Hospital, between 05.2016
—07.2019, 137 EPEC strains were isolated from children under 2 years, with diarrheic disease. The
strains were identified based on the standard laboratory protocol as EPEC, by agglutination with poly-
valent sera Pooll (026, 0103, O111, 0145, O157), Pool2 (055, 0119, O125ac, 0127, O128ab), Pool3
(086, 0114, 0121, 0126, O142). Subsequently, all strains were serotyped using monovalent sera for
each serogroup included in the 3 polyvalent sera. Simplex PCR was performed on the strains that were
identified as O157, in order to determine the presence of the /#/y4 gene, specific for enterohemorrhagic
strains. This work was supported by the AMLR Research Grant number 9103/23.07.2019.

Results: Following the agglutination with polyvalent sera, EPEC Pool 1 were the most frequently
identified, in 50.3% of cases, Pool 2 and 3 being identified in lower percentages (22.7%, and 27% respec-
tively). After agglutination with monovalent sera, serogroup O157 was the most frequently identified, in
18 cases (13.1% of all processed strains). The /#/y4 gene was present in only one case, confirming that
the strain was enterohemorrhagic.

Conclusions: Although serogroup O157 was frequently identified, the vast majority of these strains
(17; 94.4%) were non hemolysin-producers.

Keywords: enteropathogenic, enterohemorrhagic, hemolysin
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P2. ANALIZA SEROLOGICA SI TOXIGENETICA A UNOR TULPINI
ENTEROPATOGENE DE ESCHERICHIA COLI

Introducere: Obiectivul studiului a fost identificarea unor informatii suplimentare privind incadrarea
serologica a tulpinilor enteropatogene de Escherichia coli (EPEC), tinand cont ca serogrupul O157,
cuprins in serul polivalent pentru diagnosticul EPEC ar putea fi parte din tulpinile enterohemoragice.

Material si metoda: Au fost incluse in studiu 137 tulpini EPEC izolate de la copii sub 2 ani cu
sindrom diareic, in perioada 05.2016 — 07.2019, in Laboratorul de Bacteriologie al Spitalului Clinic
Judetean Mures. Tulpinile au fost identificate pe baza protocolului standard al laboratorului, ca EPEC,
prin aglutinare cu seruri polivalente Pooll (026, 0103, 0111, 0145, O157), Pool2 (055, 0119, O125ac,
0127, O128ab), Pool3 (086, O114, 0121, 0126, O142). Ulterior, toate tulpinile au fost serotipate cu
ajutorul serurilor monovalente pentru fiecare serogrup inclus in cele 3 pool-uri polivalente. La tulpinile
identificate ca O157 s-a efectuat simplex PCR pentru determinarea prezentei genei /lyA, specifica
variantelor enterohemoragice. Studiul a fost realizat in cadrul grantului de cercetare finantat AMLR
9103/23.07.2019.

Rezultate: In urma aglutinarii cu seruri polivalente, EPEC Pool 1 au fost identificate cel mai
frecvent, in 50,3% din cazuri, Pool 2 si 3 in procente mult mai scizute (22,7%, respectiv 27%). In urma
aglutinarii monovalente, serogrupul O157 a fost identificat cel mai frecvent, in 18 cazuri (13,1% din
totalul tulpinilor prelucrate). Gena A/yA4 a fost identificatd intr-un singur caz, confirmand faptul ca acea
tulpind era enterohemoragica.

Concluzii: Desi serogrupul O157 a fost frecvent identificat, marea majoritate a acestor tulpini (17;
94,4%) nu au fost producatoare de hemolizina.

Cuvinte cheie: enteropatogen, enterohemoragic, hemolizina

P3. SEPTIC SYNDROME CAUSED BY MULTIDRUG-RESISTANT
KLEBSIELLA PNEUMONIAE INFECTIONS - CASE REPORT

Ionela-Anca Pintea-Simon, Cristina Nicoleta Ciurea, Anca Mare, Anca Cighir, Adrian Man
Department of Microbiology, “George Emil Palade” University of Medicine, Pharmacy, Sciences and
Technology, Targu Mures, Romania

Background: Klebsiella pneumoniae is a digestive tract commensal bacteria, potentially pathogenic
for urinary and respiratory tract, with possibility of dissemination, mainly in patients with multiple co-
morbidities.

Materials and methods: A 67-year-old male patient known with multiple comorbidities, following
chemotherapy and with frequent hospitalizations (nephrology, infectious diseases, intensive care unit)
presented with fever, chills, headache, asthenia, fatigue, loss of appetite and diarrhea. Clinical and labo-
ratory data were analyzed to identify the etiology of the septic syndrome and also the possible bacterial
colonization with multidrug-resistant bacteria. The isolated bacterial strains were analyzed by molecular
methods to evaluate their similarity degree and presence of resistance genes.
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Results: The laboratory report showed leukocytosis with neutrophilia, elevated values of blood sug-
ar and renal markers. Inflammatory and sepsis markers showed increased values. Multidrug-resistant
Klebsiella pneumoniae was isolated from pharyngeal secretion, tracheal cannula and stool samples, with
susceptibility preserved for tigecycline, trimethoprim, and tetracycline. Urine culture was positive for
Trichosporon mucoides. Multi-resistant Pseudomonas aeruginosa and Enterococcus faecalis were iso-
lated from the bedsores. ERIC-PCR findings showed that the all three Klebsiella isolates presented 100%
similarity, and multiplex PCR showed OXA-like carbapenemase production.

Conclusions: Patients with multiple admissions, prolonged antibiotic therapy and associated comor-
bidities become susceptible to bacterial colonization, presenting an increased risk of developing infec-
tions with multidrug-resistant bacteria, that may lead to prolonged hospitalization, reserved prognosis,
and high hospitalization associated costs.

Keywords: Klebsiella, sepsis, PCR

P3. SINDROM SEPTIC ASOCIAT UNOR MULTIPLE INFECTII CU
KLEBSIELLA PNEUMONIAE MULTIREZISTENTA- PREZENTARE
DE CAZ

Introducere: Klebsiella pneumoniae este o bacterie comensala la nivelul tractului digestiv, potential
patogena pe tractul urinar, respirator si cu posibilitate de diseminare, in special la pacientii cu multiple
comorbiditati.

Material si metoda: Pacient in varsta de 67 de ani, cunoscut cu multiple comorbiditati, chimiotratat,
cu internari frecvente (nefrologie, boli infectioase, ATI) prezintd febra, frisoane, cefalee, astenie,
fatigabilitate, inapetenta si multiple scaune diareice. Au fost analizate datele clinice si de laborator pentru
identificarea etiologiei sindromului septic si a eventualelor colonizari bacteriene cu bacterii multidrug-
rezistente. Tulpinile bacteriene izolate au fost analizate prin metode moleculare pentru evaluarea gradului
de similaritate si a genelor de rezistenta.

Rezultate: Bilantul de laborator a evidentiat leucocitoza cu neutrofilie, glicemie si markeri renali
cu valori crescute. Markerii inflamatori si de sepsis au prezentat valori crescute. Din secretie faringiana,
canula traheald si materii fecale s-a evidentiat Klebsiella pneumoniae cu antibiorezistentd multipla,
cu sensibilitate pastratd la tigeciclind, trimetoprim si tetraciclind. Urocultura a fost pozitiva pentru
Trichosporon mucoides. Din escare s-a izolat Pseudomonas aeruginosa multirezistent si Enterococcus
faecalis. ERIC-PCR a demonstrat similaritate 100% a celor 3 tulpini de Klebsiella, iar multiplex PCR a
aratat producere de carbapenemaza tip OXA.

Concluzii: Pacientii cu interndri multiple, antibioterapie prelungitd, comorbitidati asociate, devin
susceptibili pentru colonizari bacteriene, si prezinta un risc crescut de a dezvolta infectii cu bacterii
multirezistente, care pot duce la spitalizare prelungita, prognostic rezervat si costuri asociate ridicate.

Cuvinte cheie: Klebsiella, sepsis, PCR



S22 Revista Romana de Medicina de Laborator Supliment 1 la Vol. 28, Nr. 4, Octombrie, 2020

P4. DETECTION OF SS-LACTAMASE PRODUCTION AMONG
BLACK-PIGMENTED PREVOTELLA ISOLATES FROM THE
OROPHARYNX OF YOUNG ADULTS

Gabriela Biancescu, Bogdan Dabu, Adrian Bancescu
“Carol Davila” University of Medicine and Pharmacy, Bucharest

Introduction: The black-pigmented Prevotella species are members of the normal oral flora, but they
may produce B-lactamases. The aim of the study was to establish the frequency of B-lactamase producers
among the 77 black-pigmented strains of Prevotella isolated from the oropharynx of dental students at
the Faculty of Dentistry, “Carol Davila” University of Medicine and Pharmacy (CDUMP) - Bucharest.

Material and method: The Cefinase test (BioMérieux, France) was chosen for the detection of
B-lactamase producers. A number of 57 strains of Prevotella denticola, 18 strains of Prevotella melani-
nogenica and 2 strains of Prevotella intermedia were isolated prior to this study (in April 2018) from 72
healthy students in the second year of study, at the Department of Microbiology, the Faculty of Dentistry,
CDUMP. P. denticola - P. melaninogenica strain pairs were isolated from 5 students. The association
between species and their ability to produce B-lactamase was investigated by the Fisher exact test at the
significance level: p less than or equal to 0.05.

Results: Forty strains of P. denticola, 16 strains of P. melaninogenica and one strain of P. intermedia
tested positive in the chromogenic cephalosporin assay and p-value was greater than 0.05. In the case of
strain pairs, only Pmelaninogenica produced B-lactamase.

Conclusions: About three-quarters of the strains were B-lactamase-positive, but no statistically sig-
nificant correlation was found between any species and B-lactamase production. The high frequency of
B-lactamase producers among oropharyngeal Prevotella isolates should not be neglected when antibiot-
ics are included in the therapy of oral infections.

Keywords: B-lactamase, black-pigmented anaerobes, Prevotella.

P4. DETECTAREA PRODUCERII DE BETA-LACTAMAZA LA
IZOLATELE DE PREVOTELLA CU PIGMENT NEGRU DIN
OROFARINGELE ADULTILOR TINERI

Introducere: Speciile de Prevotella cu pigment negru sunt membri ai florei orale normale, dar
pot produce B-lactamaze. Scopul studiului a fost acela de a stabili frecventa tulpinilor producatoare de
B-lactamaza in cazul a 77 tulpini de Prevotella cu pigment negru, izolate din orofaringele studentilor de
la Facultatea de Medicind Dentard, Universitatea de Medicina si Farmacie ,,Carol Davila” (UMFCD) -
Bucuresti.

Material si metodi: Elaborarea de B-lactamaza a fost detectata prin testul Cefinase (BioMérieux,
Franta). Un numar de 57 de tulpini de Prevotella denticola, 18 tulpini de Prevotella melaninogenica si 2
tulpini de Prevotella intermedia au fost izolate anterior acestui studiu (in aprilie 2018), de la 72 studenti
sanatosi din anul II, la Disciplina de Microbiologie a Facultatii de Medicind Dentara, UMFCD. Perechi de
tulpini P. denticola - P. melaninogenica au fost izolate de la 5 studenti. Pentru investigarea asocierii celor
3 specii cu producerea de 3-lactamaza a fost utilizat testul exact Fisher, cu nivelul de semnificatie p <0,05.
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Rezultate: Testul cefalosporinei cromogene a fost pozitiv pentru 40 tulpini de P. denticola, 16 tulpini
de P. melaninogenica si o tulpini de P. intermedia, iar valoarea p a fost mai mare de 0,05. In cazul
perechilor de tulpini, numai P. melaninogenica a produs B-lactamaza.

Concluzii: Aproximativ trei patrimi dintre tulpini au fost B-lactamazo-pozitive, fard a exista o
corelatie statistic semnificativa intre vreo specie si elaborarea de B-lactamaza. Frecventa crescutd a
tulpinilor orofaringiene de Prevotella producatoare de B-lactamaze trebuie luatd in calcul atunci cand
sunt necesare antibioticele 1n tratarea unor infectii orale.

Cuvinte cheie: 3-lactamaza, anaerobi cu pigment negru, Prevotella.

PS5. SARS-COV-2 INFECTION IN A PATIENT WITH PULMONARY
TUBERCULOSIS — CASE REPORT

Mihaela-Emilia Iamandi', Andra-Ioana Suvei’, Beatrice Irina Saramet’, Cezar-Cristian
Ridulescu?, Carmen Toma®
1. “Elena Beldiman” Emergency City Hospital, Barlad
2. Resident MD OUH, Denmark
3. Pneumology Clinic Hospital, lagi
4. Regional Public Health Center, Calaragi
5. City Hospital, Lehliu Gara

A fourth of the world’s population is estimated to be infected with tuberculosis (TB). WHO estimates
around 1.3 million TB related deaths around the globe in 2017. In Romania three persons are dying daily
because of TB. Romania has registered 9.070 new cases of TB only in the first 9 months of 2019 and it
ranks first according to the number of infected patients in the entire European Union, even though the
number of cases is with 500 cases smaller than the number registered the year before.

Since the late December 2019, the world was challenged by the outbreak of the new coronavirus
SARS-COV-2 in Wuhan, China, a virus with a relatively mild mortality (4-13%) but a high virulence
which caused the rapid dispersion of the virus in more than 200 countries and regions around the world
during few months. From the beginning of the outbreak and until mid-July 2020, the SARS-COV-2
outbreak caused more than 13 000 000 confirmed cases and about 500 000 deaths worldwide. SARS-
COV-2 can cause mild, moderate or severe forms of disease that can manifest with respiratory failure,
septic shock, and/or multiple organ dysfunction (MOD) or failure (MOF). However, a big challenge
remains the asymptomatic patients that can easily transmit the infections to other patients. At higher risk
for severe infections are males, patients aged over 65, smokers, but also patients with comorbidities such
as cardiovascular disease, diabetes and respiratory diseases. The most frequent symptoms are fever and
couch, symptoms that characterize the TB infections as well.

In our paper, we want to present the case of a 40-year-old woman, from the rural area, with a low
socio-economic status, confirmed with SARS-COV-2 during a reactivation of a pulmonary TB. The dif-
ferential diagnosis between the two diseases, especially in an endemic area such as Romania, is essential
for the rapid and correct treatment of the TB infection that can be a major risk factor for developing of a
severe infection with SARS-COV-2, in a patient with low immune status.

Keywords: SARS-COV-2, pulmonary tuberculosis, positive microscopy
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P5. INFECTIA CU SARS-COV-2 LA O PACIENTA CU
TUBERCULOZA PULMONARA - STUDIU DE CAZ

Se estimeaza ca o patrime din populatia globului a trecut printr-o infectie cu bacil Koch, iar conform
OMS, aproximativ 1.3 milioane de persoane si-au pierdut viata in 2017 In urma unei infectii tuberculoase
(TB). In Romania mor in fiecare zi trei oameni ucisi de TB. Romania a inregistrat 9.070 de cazuri noi
de TB doar in primele noua luni ale anului 2019. Romania ocupa primul loc in Uniunea Europeana la
numarul imbolnavirilor cu TB, chiar daca numarul bolnavilor e cu 500 mai mic comparativ cu acceasi
perioada din 2018.

Din decembrie 2019, intreaga lume a fost zguduitd de aparitia noului coronavirus SARS-COV-2
in Wuhan, China, un virus cu o mortalitate relativ scazuta (4-13%), dar cu o virulentd marcantd, care a
dus la raspandirea rapida a virusului in peste 200 de tari si teritorii in decursul a doar cateva luni. De la
debutul epidemiei si pana la mijlocul lunii iulie 2020, infectia cu SARS-COV-2 a dus la peste 13.000.000
de cazuri confirmate si circa jumatate de milion de decese. SARS-COV-2 poate cauza forme usoare,
moderate sau severe de boald care pot duce la insuficienta respiratorie, soc septic, insuficienta multipla
de organe si deces. O mare provocare raman si cazurile asimptomatice de boala ce pot raspandi infectia
pacientilor cu risc crescut de infectii severe. Factorii de risc pentru infectiile severe sunt sexul masculin,
fumatul si varsta peste 65 de ani, dar si comorbiditatile cardio-vasculare, respiratorii si diabetul. Cele mai
comune simptome sunt febra si tusea, simptome ce caracterizeaza si infectiile TB.

In lucrarea noastra dorim sa prezentim cazul unei paciente de 40 de ani, din mediul rural, cu un
status socio-economic scazut, confirmatd cu SARS-COV-2 in cursul unei reactivari a TB pulmonare.
Diagnosticul diferential dintre cele doud boli, n special intr-o zond endemica pentru TB ca Romania
este esential pentru tratamentul rapid si corect al infectiei TB care poate constitui un factor major de risc
pentru infectia cu SARS-COV-2, la un pacient cu imunitate scazuta.

Cuvinte cheie: SARS-COV-2, tuberculoza pulmonara, microscopie pozitiva

P6. DO FUNCTIONALIZED NANOPARTICLES BASED ON
HYDROXIAPATITE AND IRON OXIDES HAVE ANTIBACTERIAL
EFFECT?

Gabriel Ionescu'?, Alexandra-Maria Niscutiu'?, Daniela Cristea', Simona Adriana Ciontea',
Daniela Badescu', Codruta Romanita Usein'?, Ani Ioana Cotar', Gabriela Turcanu', Simona
Iconaru®, Daniela Predoi’

1. “Cantacuzino” National Military Medical Institute of Research-Development, Bucharest
2. “Carol Davila” University of Medicine and Pharmacy, Bucharest
3. National Institute of Material Physics.

Aim: Evaluation of the effect of hydroxyapatite and iron oxides nanoparticles functionalized with
cetyltrimethylammonium bromide (CTAB) and mixed with heavy metal ions on enterobacterial strains
isolated from stools and polluted surface waters.

Material and methods: We tested the antibacterial activity on enterobacterial strains for 10 com-
pounds containing nanoparticles based on iron oxides functionalized with CTAB and 9 containing
nanoparticles with hydroxyapatite, with or without arsenic or lead in different concentrations. The strains
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were isolated from stools and polluted water, the reference strain being Escherichia coli ATCC 25922.
The diameter of the bacterial growth inhibition zone was measured, and the semiquantitative determin-
ing of the number of bacterial lysis zones was performed on Mueller Hinton agar, after 16-18 hours of
incubation at 37°C.

Results: Variable inhibitory effects were obtained when using nanoparticles based on iron oxides
functionalized with CTAB only in the presence of arsenic (6 compounds) and nanoparticles with hy-
droxyapatite in the presence of lead (6 compounds), only on the control Escherichia coli strain and
on one Shigella flexneri strain isolated from stools. On the other strains, neither type of nanoparticles
showed inhibitory effect, regardless the presence of arsenic or lead.

Conclusions: Escherichia coli strains from polluted surface waters were not inhibited by the studied
nanoparticles, arsenic and lead. For the Escherichia coli control strain and the Shigella flexneri strain,
inhibition was not due to nanoparticles but, most probably, to the heavy metals polluting surface waters,
the mentioned strains not having developed resistance yet.

Keywords: functionalized nanoparticles, antibacterial effect

P6. AU EFECT ANTIBACTERIAN NANOPARTICULELE PE BAZA
DE HIDROXIAPATITA SI DE OXIZI DE FIER FUNCTIONALIZATE ?

Scop: Evaluarea efectului unor nanoparticule pe baza de hidroxiapatita si oxizi de fier functionalizate
cu cetyltrimethylammonium bromide (CTAB), in amestec cu ioni de metale grele, asupra unor tulpini de
enterobacterii izolate din coproculturi si ape de suprafata poluate.

Material si metode: A fost testata activitatea antibacteriana a 10 compusi contindnd nanoparticule de
oxizi de fier functionalizate cu CTAB si 9 nanoparticule de hidroxiapatitd, cu sau fara arsenic sau plumb
in diferite concentratii, asupra unor tulpini de enterobacterii. Tulpinile au fost izolate din coproculturi si
din ape de suprafata poluate, tulpina martor fiind Escherichia coli ATCC 25922. S-a masurat diametrul
zonei de inhibitie a cresterii bacteriene si s-au determinat semicantitativ plajele de liza pe mediul Mueller
Hinton, dupa 16-18 ore la 37°C.

Rezultate: Au fost observate efecte inhibitorii variabile la nanoparticulele de oxizi de fier
functionalizate cu CTAB doar in prezenta arsenicului (6 compusi) si la cele de hidroxiapatita in prezenta
plumbului (6 compusi), numai pe tulpina de control de Escherichia coli si pe o tulpind de Shigella

flexneri izolatd din coprocultura. Pe celelalte tulpini, ambele tipuri de nanoparticule, cu sau fara arsenic
sau plumb, nu au manifestat efect inhibitor.

Concluzii: Tulpinile de Escherichia coli din ape de suprafatd poluate nu sunt inhibate de
nanoparticulele studiate, de arsenic si plumb. in cazul tulpinii de control Escherichia coli si a tulpinii
de Shigella flexneri inhibitia nu se datoreaza nanoparticulelor ci, foarte probabil, metalelor grele care
polueaza apele de suprafata si fatd de care aceste tulpini nu au dezvoltat rezistenta.

Cuvinte cheie: nanoparticule functionalizate, efect antibacterian
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P7.1S CMV INFECTION A REAL RISK FACTOR FOR
ALLOGENEIC STEM CELL TRANSPLANT RECIPIENTS?

Tulia Teodora Stoian'?, Stejara Nicoleta Mihai'?, Catilina Roxana Fere'?, Ion Maruntelu'?,
Ileana Constantinescu'”
1. Carol Davila Medical and Pharmacy University, Bucharest.
2. Fundeni Centre for Inmunogenetics and Virology, Fundeni Clinical Institute, Bucharest.
3.

Introduction: Cytomegalovirus (CMV) infection is a major cause of morbidity and mortality after
allogeneic hematopoietic stem cell transplantation (allo-HSCT). Our objective was to determine if im-
munosuppression regimens, CMV donor and recipient status and chimerism may lead to CMV infection
post allo-HSCT.

Patients/ Methods: We have selected a number of 133 patients from Fundeni Centre for Bone Mar-
row Transplant who underwent allo-HSCT between 2016-2019. CMV infection screening was assessed
by enhanced chemiluminescence (Architect Plus, Abbot USA). The CMV viral load was quantified using
Real-Time Polymerase Chain Reaction (Anatolia Geneworks Turkey).

Results: Recipient’s age distribution ranged between 2 to 67 years old (mean=36.09 + 16.38). Before
allo-HSCT, the most frequent diagnosis was acute myeloid leukaemia (73%). We have found in 49%
of our patients CMV infection with low levels of viraemia within the first month post-transplantion.
Preemptive antiviral therapy with Acyclovir has been given to all the recipients. Viraemia higher than
100.000 Ul/ml was determined in 10 patients, who received antiviral treatment with Valganciclovir. Our
results revealed that Sirolimus blood level under 19.45 ng/ml (Fisher exact test, 2 tail: p=0.03) could be
involved in CMV infection.

Conclusions/ Discussions: Our results showed that the prevalence of CMV infection in allo-HSCT
recipients is low (8%). CMV infection had no impact on immunosuppression regimens and chimerism
and could potentially be overcome by preemptive antiviral therapy with Acyclovir.

Keywords: CMYV, allo-HSCT

P7. ESTE INFECTIA CU CMV UN FACTOR DE RISC PENTRU
PACIENTII CU TRANSPLANT ALOGENIC DE CELULE STEM ?

Introducere/Obiectiv: Infectia cu Citomegalovirus (CMV) este o cauza majord de morbiditate si
mortalitate post-transplant alogenic de celule stem (allo-HSCT). Obiectivul nostru este de a demonstra
daca statusul CMV al donatorului si al primitorului, terapia imunosupresoare si chimerismul determina
infectie CMV la pacientii cu transplant medular.

Pacienti/Metodalogie: Au fost selectati 133 de pacienti tratati in Sectia de Transplant Medular
Fundeni, cérora li s-a efectuat alotransplant medular intre 2016-2019. Screening-ul infectiei CMV s-a
realizat prin chemiluminescenta (Architect Plus Abbot, USA). Incircarea virala a fost cuantificata prin
Real-Time Polymerase Chain Reaction (Anatolia Geneworks, Turcia).

Rezultate: Varsta pacientilor participanti la studiu a variat intre 2-67 ani (varsta medie: 36,09+16,38).
Diagnosticul cel mai frecvent intdlnit la pacientii cu alotransplant a fost leucemia mieloida acuta (73%).
Dintre pacientii inclusi, 49% au avut CMV ADN detectabil, valoarea viremiei fiind redusd in prima
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luna post-transplant. Intregului lot i s-a administrat terapie profilactica antivirald cu Aciclovir. Nivele
mai mari de 100.000 Ul//ml ale viremiei au fost prezente la 10 pacienti care ulterior au fost tratati cu
Valganciclovir. Rezultatele au aratat ca sirolinemia mai mare de 19,45 ng/ml (Fisher exact test, 2 tail:
p=0.03) poate fi implicata in infectia CMV.

Concluzii/Discutii: Prevalenta infectiei cu CMV in cazul pacientilor cu transplant medular este
redusid (8%). Rezultatele noastre au aratat ca terapia imunosupresoare si chimerismul nu au impact
asupra infectiei CMYV, iar terapia profilactica antivirala cu Aciclovir are un efect protector.

Cuvinte cheie: CMV, allo-HSCT

P8. PREVALENCE OF VIRAL INFECTIONS AMONG HEALTHY
VOLUNTARY STEM CELL DONORS

Silvia Dascalescu’, Silvia Ionescu’, Vlad-Alexandru Timisescu', Mariana Pavel-Tanasi'?,
Ecaterina Anisie', Ioana Sandulescu', Corina Cianga'?, Daniela Constantinescu'?, Petru Cianga'”’
1. Immunology Laboratory, “St. Spiridon” Clinical Hospital, lasi
2. Department of Immunology, ,, Grigore T. Popa” University of Medicine and Pharmacy, lasi

Introduction/Objectives: Healthy volunteers for hematopoietic stem cell transplantation are rou-
tinely screened for a number of viral markers. The present investigation aims to evaluate the seropreva-
lence of Cytomegalovirus (CMV), Epstein-Barr virus (EBV), Toxoplasma gondii (T. gondii) and Hepa-
titis B core Antibody (HBcAb) among such potential donors.

Methods/Methodology: A total of 1312 individuals were evaluated between January 1% 2018-De-
cember 31% 2019 in the Immunology Laboratory, Clinical County Hospital “Sf. Spiridon”, lasi. The
screening of anti-CMV, anti-EBV, anti-T. gondii (IgM and IgG) and total anti-HBc antibodies was per-
formed by chemiluminescence and electrochemiluminescence using the Architect, Immulite and Cobas
platforms.

Results: Of the 1312, 43.3% are women and 56.7% men, aged 18 to 52 years, with a 31-median
age. Among EBV IgG positive individuals, 69.36% were CMV IgG positive and 7. gondii IgG negative,
while 28.89% were both CMV IgG and 7. gondii IgG positive. This triple association of IgG antibodies
increased with age, and correlated strongly with 7. gondii 1gG prevalence per age groups (R = 0.98).
Among those, 16.7% were also anti-HBc positive. The prevalence of IgM anti-EBV, anti-CMV and an-
ti-7. gondii was low: 0.38%, 0.46% and 0.69%, respectively. All EBV or CMV IgM positive individuals
were also IgG positive.

Conclusions/Discussions: Our preliminary data suggest a high prevalence of CMV IgG and EBV
IgG, similar to the general statistics reported for developing countries [1]. However, larger nationally
representative studies are needed.

References: Manicklal et al. The “silent” global burden of congenital cytomegalovirus. Clin Micro-
biol Rev. (2013) 26(1):86-102

Keywords: screening, seroprevalence, stem cells
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P8. PREVALENTA INFECTIILOR VIRALE LA DONATORII
VOLUNTARI DE CELULE STEM HEMATOPOIETICE

Introducere/Obiective: Donatorii voluntari de celule stem hematopoietice sunt supusi screening-ului
viral. Acest studiu isi propune sa evalueze seroprevalenta anticorpilor de clasa IgM si IgG caracateristici
infectiei cu citomegalovirus (CMV), virusul Epstein-Barr (EBV), Toxoplasma gondii (T. gondii) si a
anticorpilor totali anti-HBc 1n randul donatorilor voluntari sdnatosi de celule stem.

Metode/Metodologie: Un numar de 1312 persoane au fost evaluate in perioada 1 ianuarie 2018
- 31 decembrie 2019 in Laboratorul de Imunologie, Spitalul Clinic ,,Sf. Spiridon”, lasi. Screening-
ul anticorpilor anti-CMV, anti-EBV, anti-7.gondii (IgM si IgG) si anti-HBc totali a fost efectuat prin
chemiluminiscenta si electrochemiluminiscentd, folosind platformele Architect, Immulite si Cobas.

Rezultate: Dintre cei 1312 de indivizi inclusi in studiu, 43,3% sunt femei si 56,7% barbati, cu
varste cuprinse intre 18 si 52 de ani, varsta medie fiind de 31 de ani. Printre indivizii EBV-IgG pozitivi,
69,36% au fost CMV-IgG pozitivi si 7. gondii-1gG negativi, in timp ce 28,89% au fost atdit CMV-IgG
cat si T gondii-1gG pozitivi. Aceasta tripla asociere a anticorpilor IgG a crescut cu varsta si s-a corelat
cu prevalenta anticorpilor 7. gondii-1gG pe grupe de varsta (R=0,98). Dintre acestia, 16,7% au fost, de
asemenea, anti-HBc pozitivi. Prevalenta anticorpilor IgM anti-EBYV, anti-CMV si anti-7. gondii a fost
scazuta: 0,38%, 0,46% si, respectiv, 0,69%. Toti indivizii EBV-IgM sau CMV-IgM pozitivi au fost si
IgG pozitivi.

Concluzii/Discutii: Datele noastre preliminare sugereaza o prevalenta ridicatd a CMV-IgG si EBV-
IgG, similar statisticilor generale raportate pentru tarile in curs de dezvoltare [1]. Cu toate acestea, sunt
necesare studii mai ample si reprezentative la nivel national.

Referinte: Manicklal et al. The “silent” global burden of congenital cytomegalovirus. Clin Microbiol
Rev. (2013) 26(1):86-102

Cuvinte cheie: screening, seroprevalenta, celule stem

P9. HEPATITIS E VIRUS, NEW CHALENGES, A RETROSPECTIVE
STUDY FROM R.I.G.H. CLUJ-NAPOCA

Stanca-Lucia Pandrea'?, Monica Ioana Ciontea', Manuela Tompa', Erica Chiorean', Luminita
Matros?, Lia Sorina Pepelea?, Stanca-Maria Pandrea®, Ronald Tompa®, Andreea Monica Benea'
1. Regional Institute of Gastroenterology and Hepatology (R.1.G.H.), Cluj-Napoca
2. Department of Microbiology ,,Iuliu Hatieganu” University of Medicine and Pharmacy, Cluj-

Napoca
3., Iuliu Hatieganu” University of Medicine and Pharmacy, Cluj-Napoca

Objective: Hepatitis E Virus (HEV) has been regarded for a long time as a disease limited to devel-
oping countries but, due to the evolution of diagnostic techniques and migratory flows, has led to the
identification of an increased number of HEV infections in developed countries. Here, we report our
experience with the rapid chromatographic and ELISA (enzyme-linked immunosorbent assay) tests for
the detection of HEV Immunoglobulin M (IgM) antibody, a case series that stretched over a year.

Methods: We performed a retrospective analysis of all the HEV IgM rapid tests performed in our
hospital, detecting a series of 480 tests in the last year, 2019. Positive rapid HEV IgM tests were further
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analyzed by performing HEV IgM ELISA tests. When available, we correlated the results with RNA-
PCR.

Results: We had 480 rapid HEV IgM tests performed from January to December 2019 in R.I.G.H.
Cluj-Napoca, with 42 positive chromatographic cases. From those positive patients, 20 were confirmed
by ELISA method, 3 were negative for ELISA and 19 were transferred directly from the Emergency
Department to another hospital for further investigation. From the 20 positive cases on ELISA, 5 were
confirmed by RNA-PCR, and one proved to be negative.

Conclusion: HEV infection appears to be a cause of acute hepatitis in our country, as well as in all
Europe. We should have a protocol for the laboratory diagnosis of HEV infection, in order to limit its
spread and to treat correctly all infected patients.

Keywords: Hepatitis E virus, chromatographic rapid test, enzyme-linked immunoassay

P9. VIRUSUL HEPATITEI E, NOI PROVOCARI, STUDIU
RETROSPECTIV LA I.LR.G.H. CLUJ-NAPOCA

Obiective: Infectia cu virusul hepatitic E (HEV) a fost consideratd multd vreme o boala limitata
la tarile In curs de dezvoltare, dar, din cauza evolutiei metodelor tehnice si a fluxului migrator, au
fost identificate din ce in ce mai multe cazuri de hepatita virald E si in tarile industrializate. In aceastd
prezentare raportam experienta Clinicii noastre cu testele rapide cromatografice si cele imunoenzimatice
(ELISA) de detectie a anticorpilor HEV IgM, pe parcursul anului 2019.

Metode: Am efectuat o analiza retrospectiva a testelor rapide de depistare a anticorpilor IgM anti-
VHE efectuate n Spitalul nostru in anul 2019, rezultand un numar de 480 teste. Testele pozitive au fost
analizate ulterior prin metoda ELISA. Cand au fost disponibile, am corelat rezultatele obtinute cu ARN-
PCR HEW.

Rezultate: In cadrul LR.G.H. Cluj-Napoca au fost efectuate 480 teste cromatografice de depistare a
IgM HEV intre 1 ianuarie 2019 - 31 decembrie 2019, iar 42 au iesit pozitive. Dintre aceste 42 cazuri, 20
au fost confirmate prin metoda ELISA, 3 au fost infirmate prin aceeasi metoda, iar 19 au fost transferate
direct din Departamentul de Urgenta catre un alt spital, pentru investigatii suplimentare. Pentru 6 din
cei 20 pacienti cu IgM HEV confirmati, s-a efectuat ARN-PCR, care a demonstrat viremie pozitiva la 5
dintre acestia.

Concluzii: Infectia cu virusul hepatitic E este in crestere in tara noastra si in Europa. Este necesar un
protocol pentru diagnosticul de laborator al infectiei cu virus hepatitic E, pentru a limita transmiterea si
pentru a putea trata corect pacientii infectati.

Cuvinte cheie: Virusul hepatitei E, test rapid cromatografic, metoda imuno-enzimatica.
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P10. A CONCORDANCE STUDY BETWEEN VITEK 2C COMPACT,
CANDIDA SELECTIVE CHROMOGEN AGAR AND PCR
IDENTIFICATION OF CANDIDA SPP.

Cristina Nicoleta Ciurea'?, Edit Szekely!?, Ionela-Anca Pintea-Simon', Anca Mare!, Irina-Bianca
Kosovski*3, Valeriu Moldovan', Adrian Man'
1. Department of Microbiology, “George Emil Palade” University of Medicine, Pharmacy, Sciences
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2. County Emergency Clinical Hospital of Tdargu Mures
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Sciences and Technology, Tdargu Mures, Romania

Introduction: With an increase in the number of immunocompromised patients, the laboratory iden-
tification of Candida spp. is becoming more and more important. A concordance study was conducted
for three widely used methods for Candida spp.: VITEK 2C compact, culturing on Candida selective
chromogen agar and PCR.

Material and method: Candida spp. isolated from blood cultures, cerebrospinal fluid and cathe-
ter tips, previously identified on VITEK2C Compact System were blindly reidentified using two other
methods: through culturing on selective chromogenic agar and through multiplex PCR. We calculated
the degree of agreement between the results.

Results: In 87.88% of cases (29 out of 33 strains), all three methods identified the same Candida
spp. The concordance between VITEK and Candida selective chromogen agar is 96.96% (32 out of 33
results), the concordance between VITEK and PCR is 90.90% (30 out of 33 strains) and the concordance
between PCR and Candida selective chromogen agar and PCR is 90.90% (30 out of 33 strains). One
strain identified through VITEK and PCR as C. dublisiensis was identified as C. albicans on selective
culturing. Two strains were identified as C. albicans on VITEK and through culturing, and tested neg-
ative by PCR. One strain of C. lusitaniae (VITEK), although appeared as C. non-albicans on selective
chromogen agar, was identified as C. parapsilosis by PCR.

Conclusion: The agreement rate between VITEK and PCR shows the existence of a risk of misiden-
tification, especially for non-albicans species. Culturing on Candida selective chromogen agar provides
a good presumptive identification of Candida spp., and PCR is a useful tool for Candida identification.

Keywords: Candida spp., VITEK, PCR

P10. STUDIU DE CONCORDANTA PRIVIND IDENTIFICAREA
CANDIDA SPP. PRIN VITEK 2C COMPACT, CULTIVARE PE
MEDIUL SELECTIV CROMOGEN PENTRU CANDIDA SI PCR

Introducere: in contextul cresterii numarului de pacienti imunocompromisi, diagnosticul de
laborator al Candida spp. are o importantd crescandad. Un studiu de concordanta a fost efectuat pentru
compararea a trei metode de identificare folosite la scald larga: VITEK 2C compact, cultivare pe mediu
selectiv cromogen pentru Candida si PCR.
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Material si metoda: Izolatele de Candida spp. provenite din hemoculturi, LCR si varfuri de cateter,
identificate anterior pe VITEK 2C Compact System au fost reidentificate orb folosind alte doud metode:
prin cultivare pe mediu selectiv cromogen pentru Candida si prin multiplex PCR. S-a calculat gradul de
concordanta al rezultatelor.

Rezultate: in 87,88% din cazuri (30 din 33 tulpini) cele trei metode au identificat aceeasi specie de
Candida. Concordanta dintre identificarea obtinutd pe VITEK si cea prin cultivare pe mediu selectiv
cromogen pentru Candida este de 96,96% (32 din 33 tulpini), concordanta dintre identificarea obtinuta
pe VITEK si cea obtinuta prin PCR este de 90,90% (30 din 33 tulpini), iar concordanta dintre rezultatele
date prin PCR si cele date prin cultivare pe mediu selectiv cromogen este de 90,90% (30 din 33 tulpini).
O tulpina identificatd pe VITEK si prin PCR ca fiind C. dublisiensis a fost considerata C. albicans dupa
cultivarea selectiva, iar 2 tulpini considerate a fi C. albicans prin VITEK si cultivare, au fost identificate
ca alte specii non-albicans prin PCR. O tulpinad de C. lusitaniae (VITEK), desi consideratda C. non-
albicans prin cultivare pe mediu selectiv cromogen, a fost identificata prin PCR ca fiind C. parapsilosis.

Concluzie: Rata de concordantd dintre identificarea prin VITEK si cea prin PCR arata existenta
unui risc de identificare gresita, in special pentru speciile non-albicans. Cultivarea pe mediu selectiv
cromogen pentru Candida reprezintd o metoda eficientd de diagnostic prezumtiv a Candida spp., iar
PCR-ul reprezinta un instrument util de identificare a Candida spp.

Cuvinte cheie: Candida spp., VITEK, PCR
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PLENARY SESSION 3 - HEMATOLOGY

R1. THE ROLE OF NEXT-GENERATION SEQUENCING IN
PROGNOSIS ASSESSMENT OF PATIENTS WITH ACUTE
MYELOID LEUKEMIA

Daniel Coriu'?, Adriana Vulpe'**, Mihaela Dragomir'?, Dumitru Jardan'?, Silvia Aposteanu’,
Cerasela Jardan'?, Aurelia Tatic'®, Bogdan Popescu'?, Camelia Stancioaica'
1. Fundeni Clinical Institute, Hematology Department, Bucharest, Romania,
2. Faculty of Biology, University of Bucharest, Bucharest, Romania,
3. “Carol Davila” University of Medicine and Pharmacy, Bucharest, Romania,
4.  AMS Genetic Laboratory, Bucharest, Romania

Acute myeloid leukemias (AML) are diseases with dismal prognosis, with a 5-year survival rate be-
low 30%. However, allogeneic bone marrow transplantation and targeted therapies (all transretinoic acid,
arsenic trioxide, FLT3 inhibitors, IDH inhibitors, BCL-2 inhibitors) have recently increased the survival
rate. The choice of effective therapy relies on the knowledge of molecular targets and the correct iden-
tification of the risk. This stratification by risk groups will allow us to use bone marrow transplantation
(procedure mortality risk of 20-30%) only in patients in whom the risk of death from disease justifies the
choice of this procedure. Cytogenetic and molecular studies should be performed in all AML patients
at diagnosis for prognosis assessment. Depending on these results, European LeukemiaNet (ELN) pro-
poses stratification into three prognostic groups: favorable, intermediate and unfavorable. Initially, ELN
recommended molecular testing for the following fusion genes and somatic mutations: PML-RARA;
RUNXI-RUNXITI; CBF-MYHI11; MLL-AFY9; BCR-ABL; FLT3-1TD; FLT3-TKD; NPMI1 mutations;
CEBPA mutations. It is very important for clinicians that the result is available very quickly (recom-
mended in 24-48 hours), because the presence of certain molecular anomalies allows the choice of the
appropriate therapy: all trans-retinoic acid and arsenic trioxide in AML with PML-RARA; midostaurin /
sorafenib in AML with /LT3 mutations.

Since 2016, studies have been published on large cohorts of patients with AML using New Gen-
eration Sequencing (NGS) to analyze somatic driver mutations. The results are very important, with
immediate clinical impact on prognosis (e.g., TP53, SRSF2, ASXL1, DNMT3A4, RUNXI mutations), and
especially on targeted therapy (Enasidenib for AML with IDH2 mutations, Ivosidenib for AML with
IDHI mutations). All these advances have been assimilated in the new 2017 ELN classification.

Our group has been included in European LeukemiaNet since 2004. In 2007 we became a nation-
al reference laboratory, ELN accredited for leukemias and we managed to implement in Romania the
molecular examination for acute leukemias in routine practice. In order to be able to support ourselves
economically, these tests were done by developing ,,in house” methods validated by published studies.
We are now facing a great challenge - the introduction of NGS in routine clinical practice. We certainly
need this analysis, for all our patients with acute leukemia, but the costs are huge and it is hard to believe
that we will survive economically.

Our goal is to develop ,,in house” a NGS method to analyze the mutational status of patients at di-
agnosis and during therapy. Using an Illumina - MiSeq platform, we sequenced eight regions within 5
genes - FLT3, IDHI, IDH2, DNMT3A and RUNXI. We analyzed 55 samples from 51 AML pacients and
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found that 20 pacients (39%) carried one or more mutations in the 5 genes tested. DNMT3A4 and IDH?2
mutations were most frequently identified, as single mutations or in various combinations. The associ-
ation of FLT3-ITD with a DNMT3A mutation was identified in 4 out of 20 patients. We are now in the
process of validating these results using commercial kits.

Conclusion: NGS is a very useful method for routine practice in identifying somatic mutations with
a prognostic or therapeutic role, but it is essential that it becomes an accessible tool for every AML pa-
tient.

Keywords: AML, somatic mutations, New Generation Sequencing, prognosis
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R1. ROLUL SECVENTIERII DE NOUA GENERATIE iN
STABILIREA PROGNOSTICULUI LA PACIENTII CU LEUCEMIE
ACUTA MIELOIDA

Leucemiile acute mieloide (LAM) reprezinta boli cu prognostic extrem de nefavorabil, cu o rata de
supravietuire la 5 ani de sub 30%. Cu toate acestea, transplantul medular allogeneic si terapiile tintite
(acidul all trans-retinoic, trioxidul de arsenic, inhibitorii de FLT3, inhibitorii de IDH, inhibitorii de BCL-
2) au crescut recent rata de supravietuire. Alegerea terapiei eficiente este conditionatd de cunoasterea
tintelor moleculare si de identificarea corecta a riscului. Aceasta stratificare pe grupe de risc va permite
folosirea transplantului medular (risc de mortalitate prin procedura de 20-30%) numai la pacientii la
care riscul decesului prin boala justifica alegerea acestei proceduri. Toti pacientii cu LAM trebuie sa
aibd la diagnostic examen citogenetic si examen molecular - in functie de aceste rezultate, European
LeukemiaNet (ELN) recomanda stratificarea pe trei grupe de prognostic: favorabil, intermediar si
nefavorabil. Initial, ELN a recomandat examenul molecular pentru urmétoarelele gene de fuziune si
mutatii somatice: PML-RARA; RUNXI-RUNXITI; CBF-MYHI11; MLL-AF9; BCR-ABL; FLT3-1TD;
FLT3-TKD; mutatii NPM1; mutatii CEBPA. Este foarte important ca rezultatul sa fie disponibil foarte
repede (recomandat in 24-48 ore) pentru ca prezenta anumitor modificari moleculare permite alegerea
terapiei potrivite: acid all trans-retinoic si trioxid de arsenic In LAM cu PML-RARA; midostaurin /
sorafenib in LAM cu mutatii in FLT3.

incepand cu 2016 s-au publicat studii realizate pe cohorte mari de pacienti cu LAM folosind
Secventierea de Noua Generatie (NGS) pentru analizarea mutatiilor somatice driver. Rezultatele sunt
foarte importante, cu impact clinic imediat atat pentru prognostic (ex. mutatiile 7P53, SRSF2, ASXLI,
DNMT3A4, RUNXI), dar mai ales pentru terapia tintitd (Enasidenib pentru LAM cu mutatii /DH2,
Ivosidenib pentru LAM cu mutatii /DHT). Toate aceste progrese au fost asimilate in noua clasificare
ELN din 2017.

Grupul nostru este inclus in European LeukemiaNet incd din 2004. In 2007 am devenit laborator
national de referintd, acreditat ELN pentru leucemii si am reusit implementarea in Romania a examenului
molecular pentru leucemii acute in practica de rutind. Pentru a putea sa ne sustinem economic, aceste
teste au fost efectuate prin dezvoltarea metodelor ,,in house”, validate prin studii publicate. Acum ne
aflam 1n fata unei mari provocari — introducerea in practica clinica de rutind a examenului NGS. Cu
certitudine avem mare nevoie de aceasta analizd, pentru toti pacientii nostrii cu leucemie acutd, dar
costurile sunt uriase si este greu de crezut ca vom rezista economic.
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Obiectivul nostru este dezvoltarea ,,in house” a unei metode NGS care s analizeze statusul mutational
al pacientilor la diagnostic si in timpul terapiei. Folosind o platforma Illumina — MiSeq, am secventiat
opt regiuni din 5 gene - FLT3, IDHI, IDH2, DNMT3A4 and RUNX]I. Au fost analizate 55 probe de la 51
pacienti cu LAM. Dintre acestia, 20 pacienti (39%) au prezentat una sau mai multe mutatii in cele 5 gene
testate. Mutatiile DNMT3A si IDH2 au fost identificate cel mai frecvent, atat ca mutatii unice cat si in
combinatii variate. La 4 din cei 20 pacienti s-a identificat asocierea FLT3-ITD cu o mutatie DNMT3A.
Acum suntem in procesul de validare a acestor rezultate folosind kiturile comerciale.

Concluzie: NGS este o metoda foarte utila pentru practica de rutind in identificarea mutatiilor
somatice cu rol prognostic sau terapeutic, dar este esential ca aceasta sa devina un instrument accesibil
pentru fiecare pacient cu LAM.

Cuvinte cheie: LAM, mutatii somatice, secventierea de noud generatie, prognostic
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C1. MOLECULAR CHARACTERIZATION OF ACUTE MYELOID
LEUKEMIA BY NEXT GENERATION SEQUENCING

Sorina Mihaela Papuc', Alina Erbescu’, Diana Cisleanu?*, Dan Soare>*, Anca Nicolescu®, Mihaela
Gaman??, Irina Voican??, Cristina Marinescu??, Cristina Enache®, lon Dumitru?, Viola Popov*,
Meilin Murat*, Mihaela Popescu®, Oana Patrinoiu‘, Maria Dobre!, Oana Stanca’, Silvana
Angelescu®’, Nicoleta Berbec*5, Ana-Maria Vladareanu®?, Horia Bumbea>*, Aurora Arghir!

1. “Victor Babes” National Institute of Pathology, Bucharest
2. “Carol Davila “University of Medicine and Pharmacy, Bucharest
3. Emergency University Clinical Hospital, Bucharest
4. Colentina Clinical Hospital, Bucharest
5. Coltea Clinical Hospital, Bucharest

Introduction: Acute myeloid leukemia (AML) is a heterogeneous disorder characterized by a wide
range of driver genetic defects. Next generation sequencing (NGS) proved helpful for deciphering the
mutational signature of AML with important consequences for clinical practice. Aim: We report on the
results of NGS investigations of 30 AML patients at diagnosis.

Material and methods: Diagnostic bone marrow samples were used for cytogenetic analysis by
standard protocols. Targeted NGS with a panel covering 19 genes (AML Research Panel) was performed
on lon PGM System (ThermoFisher Scientific).

Results and discussion: The cytogenetic risk category was intermediate for 27 patients and adverse
for 3 patients. The mutational screening revealed a total of 63 mutations, with 53 driver mutations and 10
potentially detrimental mutations, rarely/unreported in cancer databases. In addition, some uncommon
associations were observed, such as nucleophosmin 1 (NPM /) mutation non-A, B or D type and NRAS
Proto-oncogene mutation NRAS?®'. The highest mutation prevalence was observed for NPM1 gene (17
patients), followed by DNA Methyltransferase 3 Alpha (13 patients), and NRAS (7 patients).
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Conclusions: The results obtained in our patient group are consistent with previously published data,
while also revealing new insights. Sequence analysis proved useful for accurate molecular characteriza-
tion of mutation prevalence and associations in AML patients.

Acknowledgments: Partially supported by Ministry of Research and Innovation in Romania, under
Program 1 — The Improvement of the National System of Research and Development, Subprogram 1.2
— Institutional Excellence — Projects of Excellence Funding in RDI, Contract No. 7PFE/16.10.2018 and
Core Programme Projects PN19.29.01.03 and PN18.21.01.03.

C1l. CARACTERIZAREA MOLECULARA A LEUCEMIEI ACUTE
MIELOIDE PRIN SECVENTIERE DE GENERATIE URMATOARE

Introducere: Leucemia acuta mieloblastica (LAM) este o boald heterogena, caracterizata de o
gama largd de defecte genetice. Secventierea de generatie urmatoare (NGS) este utila pentru descifrarea
semnaturii mutationale a LAM cu consecinte importante pentru practica clinica. Obiectiv: prezentarea
rezultatelor investigatiilor NGS la 30 de pacienti cu LAM la diagnostic.

Materiale si metode: Analiza citogenetica a fost efectuatd pe probe de maduva osoasa prelevate la
diagnostic, prin protocoale standard. NGS tintit cu un panel de 19 gene (AML Research Panel) a fost
efectat cu sistemul Ion PGM (ThermoFisher Scientific).

Rezultate si discutii: Un numar de 27 de pacienti s-au incadrat in categoria de risc citogenetic
intermediar, iar 3 pacienti au prezentat risc advers. Au fost detectate 63 de mutatii, dintre care 53 driver si
10 cu potential detrimental, neraportate sau rar raportate in baze de date pentru cancer. Au fost observate
asocieri mutationale rar raportate, precum cea dintre mutatia genei NPM1 (tip non-A, B sau D) si
NRAS®'. Cea mai mare prevalenta a mutatiilor a fost observata pentru gena NPM1 (17 pacienti), urmata
de DNMT3A (13 pacienti) si NRAS (7 pacienti).

Concluzii: Rezultatele obtinute in grupul nostru de pacienti sunt similare cu cele raportate in
literaturd, aducand totodata aspecte noi. Analiza prin secventiere s-a dovedit utild pentru caracterizarea
moleculara a prevalentei si asocierilor mutationale la pacientii cu LAM.

Suport financiar: Studiul este partial finantat de Ministerul Cercetarii si Inovarii Programul 1—
Dezvoltarea sistemului national de cercetare-dezvoltare, Subprogram 1.2—Performantd institutionala-
Proiecte de finantare a excelentei in CDI, Contract nr.7PFE/16.10.2018; Program Nucleu Proiectele
PN19.29.01.03, PN18.21.01.03
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C2. REPEATED ACQUISITION OF 7P53 ONCOGENIC MUTATIONS
IN THE CLONAL EVOLUTION OF A POLYCYTEMIA VERA CASE
TO SECONDARY ACUTE MYELOID LEUKEMIA
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Introduction: Polycythemia vera (PV) is a BCR-ABL I-negative myeloproliferative neoplasm (MPN)
characterized by the presence of a JAK2 driver mutation, erythrocytosis, panmyelosis, high incidence of
thrombosis and a tendency to develop fibrotic progression and transformation into secondary acute my-
eloid leukemia (sAML). The risk of sSAML is 2.3% at 10 years and depends on clinical and hematological
parameters, and association of adverse non-driver mutations.

Material and methods: We report the case of a 65-year old patient diagnosed with JAK2 V617F pos-
itive PV that developed myelodysplastic syndrome (MDS) with rapid progression to SAML 3 years after
the initial diagnosis. Targeted next-generation sequencing (NGS) was performed on DNA samples ob-
tained at diagnosis of MPN chronic phase, MDS and sAML, respectively, to analyze the clonal evolution.

Results and discussion: NGS results revealed that JAK2 V617F and BCOR mutations were present
in the initial PV DNA sample isolated from whole-blood at allele frequencies (AFs) of 88% and 42%,
respectively. In addition, at this stage, NGS detected a pathogenic 7P53 L130F mutation at an AF of
35%. The patient evolved in 3 years to a mixed MPN-MDS syndrome (anemia, thrombocytopenia,
megakaryocytic dysplasia and grade I myelofibrosis) associated with two novel pathogenic 7P53 muta-
tions, R342* and R175H with AFs of 40% and 37% respectively, detected in a granulocyte DNA sample.
At this stage JAK2 V617F maintained a constant AF at 86% and BCOR at 45%, while a reduction in AF
of TP53 L130F mutation was observed (7.89%). Six months after this analysis the patient evolved to
secondary acute myeloid leukemia (sSAML) with 7P53 mutations R342* and R175H at AFs of 47% and
52%, respectively, and JAK2 V617F at 99% and BCOR at 53%, detected in a DNA sample obtained from
peripheral CD34+ cells. Importantly, a RUNXI R169fs*44 mutation was detectable at this SAML stage
with an AF of 55%. Thus, the patient repeatedly acquired 7P53 mutations, both at the PV stage and at the
mixed MPN-MDS stage, and then the 7P53 mutation AFs increased at the sAML stage. The unfavorable
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prognostic suggested by the initial 7P53 L130F was confirmed by the evolution of the patient, however
its effect was transient and not cell-autonomous. The clone carrying 7P53 L130F might have exerted an
oncogenic effect in trans on the clone that eventually evolved to SAML. The reasons behind the repeated
acquisition of 7P53 mutations remain unclear, and so remain the mechanisms of disappearance of the
initial 7P53 L130F. Such cases are not infrequent and suggest that a pre-leukemic selection pressure
exists that imposes repeated acquisition of 7P53 mutations, which are a strong indicator or unfavorable
evolution. Searching for additional mutations at diagnosis of MPN chronic phase can bring prognostic
information that can alter clinical management, precisely early referral to allogeneic hematopoietic cell
transplantation.

Keywords: polycythemia vera, NGS, clonal evolution, 7P53 oncogenic mutations
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C2. ACHIZITIA REPETATA DE MUTATII TP53 ONCOGENICE
iN EVOLUTIA CLONALA A UNUI CAZ DE POLICITEMIE
VERA TRANSFORMATA iN LEUCEMIE ACUTA MIELOIDA
SECUNDARA

Introducere: Policitemia vera este un neoplasm mieloproliferativ BCR-ABLI negativ (NMP)
caracterizat prin prezenta unei mutatii driver in gena JAK?2, eritrocitoza, panmieloza, incidentd crescuta
a evenimentelor trombotice si o tendinta de progresie catre mielofibroza sau leucemie acutd mieloida
secundard (LAMs). Riscul de LAMs la 10 ani este de 2.3% si depinde de parametrii clinici si hematologici,
precum si de asocierea unor mutatii non-driver cu efect advers.

Material si metode: Este prezentat cazul unei paciente in varsta de 65 ani, diagnosticatd cu PV si
mutatie JAK2 V617F care a dezvoltat sindrom mielodisplazic (SMD) cu progresie rapida catre LAMs
dupd 3 ani de evolutie a bolii. Pentru a analiza evolutia clonald au fost testate prin secventiere tintita
de noud generatie (NGS) probe de ADN din faza cronica de boala, la diagnosticul SMD si respectiv al
LAMs.

Rezultate si discutii: Rezultatele testarii NGS au ardtat cd mutatiile JAK2 V617F si BCOR L1647fs*4
au fost prezente la debutul PV, in proba de ADN izolat din sange integral, cu o frecventa alelica (FA)
de 88% si respectiv 42%. Alaturi de acestea a fost detectatd in proba initiald mutatia patogenica 7P53
L130F, cu o FA de 35%. Cazul a evoluat in decurs de 3 ani catre un sindrom mixt NMP-SMD (anemie,
trombocitopenie, displazie megakariocitard si mielofibroza gradul I) asociat cu 2 mutatii 7P53 patogenice
noi, R342* si R175H, cu AF 40% si respectiv 37%, detectate intr-o proba de ADN granulocitar. In aceasta
faza, mutatiile JAK2 V617F si BCOR au mentinut o FA constantd de 86% si respectiv 45%, in timp ce
s-a constatat o reducere a FA corespunzatoare mutatiei 7P53 L130F (7.89%). Dupa 6 luni, pacienta
a dezvoltat LAMs, cu o FA a mutatiilor 7P53 R342*, TP53 R175H, JAK2 V617F si BCOR de 47%,
52%, 99% si respectiv 53%, intr-o proba de ADN izolata din celule CD34+. Important, in aceasta faza
a fost detectata 1n plus mutatia RUNXT R169fs*44, cu o FA de 55%. Astfel, pacienta a dobandit in mod
repetat mutatii 7P53, atat in stadiul de PV cat si in cel de NMP-MDS, iar FA a mutatiilor 7P53 a crescut
in faza de LAMs. Prognosticul nefavorabil sugerat de mutatia 7P53 L130F initiald a fost confirmat de
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evolutia pacientei, totusi, efectul sau a fost tranzitoriu si nu celular autonom. Clona purtitoare de mutatie
TP53 L130F ar fi putut exercita un efect oncogenic in trans asupra clonei care a evoluat in final catre
LAMs. Mecanismul care sta la baza achizitiei repetate de mutatii 7P53 ramane neclar, la fel ca si cel al
disparitiei mutatiei 7P53 L130F initiale. Astfel de cazuri nu sunt rare si sugereaza existenta unei presiuni
de selectie preleucemica care impune achizitia repetatd de mutatii 7P53, ce reprezinta un indicator de
evolutie nefavorabila. Investigarea prezentei de mutatii suplimentare la diagnosticul NMP in faza cronica
poate aduce informatii prognostice care sa modifice managementul clinic, mai exact efectuarea precoce
a transplantului alogenic de celule stem hematopoietice.

Cuvinte cheie: policitemie vera, NGS, evolutie clonald, mutatii 7P53 oncogenice
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Uncontrolled proliferation of hematopoietic cells is the main cause of hematologic neoplasia. Im-
munophenotyping and molecular biology play an essential role in the diagnosis of acute leukemias and
lymphomas.

Immunophenotyping is the method used to identify and characterize cells, based on the markers or
antigens, present either on the membrane surface or in the cytoplasm of cells. This technique uses mono-
clonal antibodies, which specifically recognize the cellular antigens.

A total number of 157 cases of chronic lymphocytic leukemia (LLC) was diagnosed in our center by
immunophenotyping between 2018-2019. Of these, 70 cases were also investigated for genetic changes
by multiplex ligation-dependent probe amplification (MLPA, kit P040-B2 CLL). This technique allows
the simultaneous identification of certain chromosomal abnormalities with clinical relevance in patients
with CLL.

All cases of LLC diagnosed by immunophenotyping showed mature, monoclonal B lymphocytes,
with the phenotype relevant to this pathology. Of the cases analyzed by MLPA, 38 cases showed none
of the genetic changes investigated. The most common genetic modification was the deletion of the
13q14 region in 22 patients. Deletion of this region was associated with deletions in the 11q22 region
in 2 patients and with deletions in the 7P53 gene region (17p13) in 3 patients. Four of the investigated
cases showed duplications in chromosome 12. The deletions in the regions 17p13 and 11922 indicate a
low prognostic factor for the response to therapy, and the changes in the 13q14 region have a favorable
prognosis.
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Molecular diagnosis, by identifying biomarkers of clinical relevance, helps in correct diagnosis and
stratification of patients, with real chances in their treatment and cure.
Keywords: Immunophenotyping, LLC, MLPA

C3. DIAGNOSTICUL MOLECULAR AL LEUCEMIEI
LIMFOCITARE CRONICE

Proliferarea necontrolatd a celulelor hematopietice este principala cauza in aparitia neoplaziilor
hematologice. Imunofenotiparea si biologia moleculara au un rol esential in diagnosticarea leucemiilor
acute si limfoamelor.

Imunofenotiparea este metoda utilizata pentru identificarea si caracterizarea celulelor pe baza tipurilor
de markeri sau antigeni, prezenti fie pe suprafata membranara sau in citoplasma celulelor. Aceasta tehnica
utilizeaza anticorpi monoclonali, care recunosc specific antigenele celulare. In perioada 2018-2019, in
centrul nostru au fost diagnosticate prin imunofenotipare 157 de cazuri de leucemie cronica limfocitara
(LLC), iar dintre acestea 70 de cazuri au fost investigate si pentru modificdri genetice prin tehnica
MLPA (multiplex ligation-dependent probe amplification, kitul P040-B2 CLL). Aceasta tehnica permite
identificarea simultand a anumitor anomalii cromozomiale cu relevanta clinica la pacientii cu LLC.

Toate cazurile de LLC diagnosticate prin imunofenotipare au prezentat limfocite B mature,
monoclonale, cu fenotip relevant pentru aceasta patologie. Dintre cazurile analizate prin MLPA, 38 de
cazuri nu au prezentat nici una dintre modificarile genetice investigate. Modificarea genetica cel mai des
intalnita a fost deletia regiunii 13q14 la 22 de pacienti. Deletia acestei regiuni a fost asociata cu deletii
in regiunea 11q22 la 3 pacienti si cu deletii in regiunea genei 7P53 (17p13) la 3 pacienti. Patru dintre
cazurile investigate au prezentat duplicatii in cromozomul 12. Deletiile de la nivelul regiunilor 17p13
si 11g22 indica un factor de prognostic nefavorabil pentru raspunsul la terapie, iar modificarile regiunii
13q14 au un prognostic favorabil.

Diagnosticul molecular, prin identificarea biomarkerilor cu relevanta clinica ajuta la diagnosticarea
corecta si la stratificarea pacientilor, cu reale sanse in tratarea si vindecarea acestora.

Cuvinte cheie: imunofenotipare, LLC, MLPA
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PLENARY SESSION 4 - HEMATOLOGY / HEMOSTASIS

C1. THE ROLE OF THROMBOCYTOPENIA, PLATELET
TRANSFUSION AND PLATELET MASS INDEX IN RETINOPATHY
OF PREMATURITY

Luminita Paduraru'?, Gabriela Ildiko Zonda'?, Narcis Berlea?, Gabriela Bordeianu'?,
Daniela Cristina Dimitriu'?
1. University of Medicine and Pharmacy ,, Grigore T. Popa”, lasi
2. Clinical Hospital of Obstetrics and Gynecology “Cuza Voda” lasi

Introduction: Retinopathy of prematurity (ROP) consists in a neovascularization of the posterior
retina in premature babies, mostly under 32 weeks gestation, mainly linked to oxidative stress. As ROP
outcome may be blindness, screening for ROP became standard practice. Various risk factors and mech-
anisms have been explored. Anemia was suspected to play a role in ROP determination and many studies
evaluated this aspect, but there was no consistent correlation between ROP and low red cell count. Pre-
mature infants may need multiple transfusions, so this was also studied as being a potential generator of
neovascularization, seeking for a good predictor in the first 4 weeks of life, until the first ophthalmologic
screening examination is indicated. Other cited risk factor is thrombocytopenia (<100 x 10%1) at >30
weeks postmenstrual age (at onset of ROP), as platelets are involved in angiogenesis regulation. Low
platelet counts during the neovascularization phase in ROP is significantly associated with the develop-
ment of severe ROP in preterm infants. In a murine model of retinopathy, platelet transfusion during the
period of neovascularization suppressed retinopathy. Platelet mass index (PMI) was proven to be a more
reliable indicator that is better correlated with severe ROP and therefore may be use as a good predictor,
minimally invasive, reliable and rather feasible.

Conclusion: Monitoring the platelet count and PMI values in premature infants at risk for ROP may
provide a useful tool for the physician, mostly in areas where an ophthalmologic screening is not con-
sistently available.

Keywords: newborn, prematurity, retinopathy of prematurity, platelets, retina.

C1. ROLUL TROMBOCITOPENIEI, TRANSFUZIEI PLACHETARE
SI INDICELUI DE MASA PLACHETARA IN RETINOPATIA DE
PREMATURITATE

Introducere: Retinopatia de prematuritate (ROP) constd in neovascularizatia retinei posterioare la
copiii prematuri, in cea mai mare parte sub 32 de saptdmani de gestatie, fiind legata in principal de stre-
sul oxidativ. Screening-ul ROP este o practica standard pentru acesti prematuri, deoarece aceasta pato-
logie poate conduce la orbire, Au fost explorati diversi factori de risc si mecanisme patogenice. Anemia
a fost suspectata ca avand un rol in determinarea ROP si multe studii au evaluat acest aspect, dar nu a
existat o corelatie consistenta intre ROP si numarul scazut de eritrocite. Prematurii pot necesita multiple
transfuzii. Primul control oftalmologic este indicat la 4 saptaméani de viata, astfel incat s-a luat n discutie
rolul administrarii masei eritrocitare in declangarea ROP ca un potential generator de neovascularizare si
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factor predictiv de risc precoce. Un alt factor de risc citat este trombocitopenia (<100 x 109 /1) la varsta
corectatd >30 saptdmani (la debutul ROP), deoarece trombocitele sunt implicate in reglarea angioge-
nezei. Trombocitopenia in faza de neovascularizare in ROP este asociat semnificativ cu dezvoltarea ROP
severd la prematuri. Intr-un model de retinopatie, transfuzia de plachete in perioada neovascularizarii a
suprimat retinopatia. Indicele de masa plachetara (PMI) s-a dovedit a fi un un indicator de incredere, mai
bine corelat cu ROP severa si, prin urmare, poate fi utilizat ca un predictor precoce, minim invaziv, fiabil
si destul de fezabil.

Concluzie: Monitorizarea numarului de trombocite si a valorilor PMI la prematurii cu risc pentru
ROP poate oferi un instrument util medicului, mai ales in zonele in care un screening oftalmologic nu
este oricand disponibil.

Cuvinte cheie: nou-nascut, prematuritate, retinopatia de prematuritate, trombocite, retina.

C2. HEMATOLOGIC CHANGES ASSOCIATED WITH SARS-COV-2
INFECTION

Cristina Mambet
Cellular and Molecular Pathology Department, Stefan S. Nicolau Institute of Virology, Bucharest,
Romania

According to latest data, SARS-CoV-2 infection is considered more and more a systemic disease
with impact also on hematopoietic system.

Hematologic changes that may occur during SARS-CoV-2 infection can be classified such as: ab-
normalities of complete blood count (CBC) parameters (lymphopenia, neutrophilia, eosinopenia, throm-
bocytopenia, and less frequent thrombocytosis), morphological changes observed on peripheral blood
smear and disruption of hemostatic balance (tendency towards hypercoagulability as a result of throm-
boinflammation).

Lymphopenia on admission is a proeminent feature of SARS-CoV-2 infection associated disease
(COVID-19), being correlated with a threefold higher risk of severe illness. Monitoring the dynamic
changes in the lymphocyte count during disease course provides prognostic information, as nonsurvivors
display persistent lymphopenia, while in survivors an increase in lymphocyte count is observed after 7
days from the disease onset. Among the mechanisms proposed for lymphopenia occurrence the massive
release of proinflammatory cytokines and exhaustion of T cell populations are the most significant. The
presence of atypical lymphocytes on the peripheral blood smear, with a morphology that is distinct from
the those observed in infectious mononucleosis is a feature of SARS-CoV-2 infection.

Neutrophilia has been associated with disease progression and unfavorable outcome. Also, a neutro-
phil/lymphocyte ration higher than 4 has a predictive value for transferring the patients in an intensive
care unit. Acquired Pelger-Huét anomaly was frequently observed on blood smears in COVID-19 cases.

As a conclusion, CBC abnormalities on admission and during disease course provide useful informa-
tion that allow stratification of patients according to disease severity.

Keywords: SARS-CoV-2 infection, lymphopenia, neutrophilia, blood smear abnormalities
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C2. MODIFICARI HEMATOLOGICE ASOCIATE INFECTIEI SARS-
COV-2

Conform unor date recente, infectia SARS-CoV-2 este considerati din ce in ce mai mult ca o
boali sistemici, avind un impact si asupra sistemului hematopoietic.

Modificarile hematologice care pot sd apara 1n cursul infectiei SARS-CoV-2 pot fi clasificate astfel:
anomalii ale parametrilor hemogramei (limfopenie, neutrofilie, eozinopenie, trombocitopenie si mai rar
trombocitoza), modificari morfologice la examenul frotiului de sdnge periferic si perturbari ale balantei
hemostatice (tendinta catre hipercoagulabilitate ca rezultat al trombo-inflamatiei).

Prezenta limfopeniei la internarea 1n spital este o trasaturd proeminentd a bolii asociate infectiei
SARS-CoV-2 (COVID-19), fiind corelatd cu un risc de trei ori mai mare de a dezvolta forme severe
de boald. Monitorizarea in dinamicd a numadrului de limfocite in cursul evolutiei bolii furnizeaza
informatii cu valoare prognostica. Astfel, non-supravietuitorii prezinta o limfopenie persistenta, in timp
ce la supravietuitori se constatd o crestere a numarului de limfocite dupd 7 zile de la debutul bolii.
Printre mecanismele propuse pentru aparitia limfopeniei eliberarea masiva de citokine proinflamatorii si
“epuizarea” functionald a populatiilor de limfocite T sunt cele mai semnificative. Prezenta de limfocite
pe frotiul de sange periferic cu morfologie distinctd de cea observatd in mononucleoza infectioasa
constituie o caracteristica a infectiei SARS-Cov-2.

Neutrofilia a fost asociatd cu progresia bolii si 0 evolutie nefavorabilid. De asemenea, un raport
neutrofile/limfocite mai mare de 4 are valoare predictiva an ceea ce priveste transferul pacientilor in
sectia de terapie intensiva. Anomalia Pelger-Huét dobandita a fost frecvent observata pe frotiurile de
sange la pacientii cu COVID-19.

in concluzie, anomaliile hemogramei la internarea in spital si in cursul evolutiei bolii furnizeaza
informatii importante care permit stratificarea pacientilor in functie de gradul de severitate a bolii.

Cuvinte cheie: infectia SARS-CoV-2, limfopenie, neutrofilie, anomalii ale frotiului de sange

C3. HEMOSTASIS DISORDERS IN METABOLIC SYNDROME

Ioana Brudasca
“luliu Hatieganu” University of Medicine and Pharmacy, Cluj-Napoca

Metabolic syndrome is a cluster of conditions which include abdominal obesity, atherogenic dyslip-
idaemia, raised blood pressure, insulin resistance/alteration of blood glucose regulation. These individu-
als also display a prothrombotic status, which is the consequence of complex alterations of hemostasis,
consisting of enhanced antifibrinolytic potential, a hypercoagulable status, enhanced platelet activity and
endothelial alteration.

Enhanced antifibrinolytic potential is the result of increased levels of plasminogen activator inhibitor
(PAI-1), alpha2 antiplasmin, factor XIII and fibronectin.

The hypercoagulable status is generated by the increased production of coagulation factors VII, VIII,
X, and fibrinogen and by a subliminal activation of coagulation.

The increased levels of von Willebrand factor, the alteration of platelet metabolism with increased
thromboxane A2 production as well as the structural changes of platelet membrane result in a hyperag-
gregability of the platelets.
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Endothelial dysfunction in subjects with metabolic syndrome is relevant for the alteration of fibrino-
lysis and anticoagulant mechanisms (antithrombin, protein C system) regulation.

All these heamostatic changes significantly contribute to a prothrombotic status, which in association
with the atherosclerotic lesions in blood vessels increase the risk for thrombotic events in patients with
metabolic syndrome.

Keywords: metabolic syndrome, prothrombotic status, fibrinolysis

C3. ANOMALII ALE HEMOSTAZEI iN SINDROMUL METABOLIC

Sindromul metabolic reprezintd o patologie care asociazd obezitatea abdominald, dislipidemia
aterogena, hipertensiunea arteriala, rezistenta la insulind/tulburari de glicoreglare. Acesti subiecti prezinta
si un status protrombotic, care este rezultatul unor modificari complexe ale hemostazei, implicand
cresterea potentialului antifibrinolitic, o stare de hipercoagulabilitate, hiperagregabilitate plachetara si
interventia endotelilor vasculare.

Cresterea potentialului antifibrinolitic are ca substrat nivele crescute ale inhibitorului activatorului
plaminogenului (PAI-1), alfa2 antiplasminei, factorului XIII stabilizator al fibrinei si fibronectinei.

Hipercoagulabilitatea se datoreaza unor nivele crescute de factor VII, VIII, X si de fibrinogen, la care
se adauga un proces de activare subliminala a coagularii.

Nivelele crescute de factor von Willebrand, modificarile metabolismului plachetar cu cresterea
productiei de tromboxan A2, precum si modificarile structurale ale membranei plachetare contribuie la
o hiperagregabilitate a acestora.

Disfunctia endoteliala a subiectilor cu sindrom metabolic este relevanta pentru alterarea modularii
fibrinolizei si a functiondrii mecanismelor anticoagulante (antitrombina, sistemul proteinei C).

Ansamblul acestor modificari ale hemostazei contribuie in mod semnificativ la instalarea unui status
protrombotic, la care se adauga modificarilor aterosclerotice ale vaselor, crescand astfel riscul pentru
accidente trombotice ale pacientilor cu sindrom metabolic.

Cuvinte cheie: sindrom metabolic, status protrombotic, fibrinoliza

R1 HEMOSTASIS CHANGES IN SARS-COV-2 INFECTION

Ioana Brudasca
“luliu Hatieganu” University of Medicine and Pharmacy, Cluj-Napoca

SARS-CoV-2 infection is a respiratory infection, with clinical manifestations of variable severity.
Clinical aspects are produced both by the direct cytopathic effect of the virus and by the response of
the host to the viral infection. A main feature of SARS-CoV-2 infection is a systemic endothelial dys-
function, associated with a complex coagulopathy — a thromboinflammation. Loss of the antithrombotic
potential of endothelia, platelets’ hyperactivity, enhanced levels of pro-coagulant proteins, accelerated
fibrinolysis with subsequent exhaustion of the fibrinolytic capacity, capillary stasis and the complex in-
tervention of Neutrophyl Extracellular Traps (NETs) result in microvascular and macrovascular events
(mostly venous thrombosis and pulmonary thrombembolism).

The panel of hemostasis biomarkers consists of PT, APTT, fibrinogen, platelet count and D dimers.
These biomarkers are helpful to monitor the severity of disease, to assure a safe and efficient anticoagu-
lant therapy, but also to potentially screen or scan patients for VTE.

Keywords: SARS-CoV-2, hemostasis, thromboinflammation
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R1. MODIFICARI ALE HEMOSTAZEI iN INFECTIA CU SARS-
COV-2

Infectia cu SARS-CoV-2este o infectie cu poartd de intrare respiratorie, cu manifestri clinice
variabile ca severitate. Manifestarile clinice se datoreaza atat efectului citopatic direct al virusului cat
si raspunsului organismului la infectie. Este caracteristica aparitia unei afectari endoteliale (endotelitd)
sistemice, Tnsotitd de o coagulopatie complexa — care a fost denumita tromboinflamatie. Perturbarea
potentialului antitrombotic al endoteliilor, hiperagregabilitatea plachetard, cresterea proteinelor
procoagulante, intensificarea fibrinolizei cu epuizarea capacitatii fibrinolitice, la care se adauga staza
capilard si interventia complexa a Neutrophyl Extracellular Traps (NETs) au ca rezultat aparitia de
microtromboze diseminate si uneori si macrotromboze, cel mai frecvent venoase (trombembolism
pulmonar).

Bilantul de bazd al hemostazei cuprinde PT, APTT, fibrinogen, numaratoarea de trombocite si D dimeri.
Acesti parametri sunt utili pentru monitorizarea statusului hemostazei, ghideaza utilizarea in siguranta
a anticoagulantelor si atrag atentia asupra necesitatii investigatiilor imagistice pentru trombembolism.

Cuvinte cheie: SARS-CoV-2, hemostaza, tromboinflamatie
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POSTER SESSION - HEMATOLOGY

P1. MOLECULAR CHARACTERIZATION OF FLT3-ITD IN ACUTE
MYELOID LEUKEMIA PATIENTS AT DIAGNOSTIC

Alina Erbescu!, Sorina Mihaela Papuc!, Horia Bumbea??, Ana-Maria Vlidareanu?3,
Aurora Arghir!
1. Victor Babes” National Institute of Pathology, Bucharest
2. Carol Davila University of Medicine and Pharmacy, Bucharest, Romania
3. Emergency University Clinical Hospital, Bucharest, Romania

Introduction: The Fms-like tyrosine kinase 3 (FL73) gene encodes a receptor tyrosine kinase that
plays a critical role in hematopoiesis. /L 73 mutations have been reported in 30% of acute myeloid leu-
kemia (AML) patients, internal tandem duplications (ITD) beeing the most common. The study aimed
to evaluate the prevalence and to molecularly characterize FLT3-1TD mutations in a diagnostic group of
AML patients.

Materials and Methods: Bone marrow DNA was used to assess FL73-ITDs with a PCR-based
assay covering exons 14 and 15. Fragment analysis of amplicons was performed by capillary electropho-
resis. Sanger sequencing was done using BigDye Terminator v3.1.

Results and discussion: Forteen out of 50 AML patients showed FL73-ITD mutation. Molecular
characterization of the ITDs was performed in 10 out of 14 samples. Insertion points and ITD sequence
analysis were investigated in positive patients. I'TD mutations showed different insertion points and vari-
able sizes (21-159 nucleotides). Pure tandem duplications were detected in 9 patients, while 5 patients
carried additional in-frame insertions. One patient showed more than one ITD mutant allele.

Conclusions: /LT3 gene mutations were identified in 28% of patients. The data obtained in our
patient group are consistent with published data, adding valuable information regarding less well under-
stood aspects of FLT3-ITDs - insertion point, size and sequence.

Acknowledgments: Partially supported by Ministry of Research and Innovation in Romania, under
Program 1 — The Improvement of the National System of Research and Development, Subprogram 1.2 —
Institutional Excellence — Projects of Excellence Funding in RDI, Contract No. 7PFE/16.10.2018; Core
Programme Projects PN19.29.01.03, PN18.21.01.03.

Keywords: FLT3-ITD, acute myeloid leukemia (AML), Sanger sequencing

P2. CARACTERIZAREA MOLECULARA A MUTATIILOR FLT3-ITD
LA PACIENTII CU LEUCEMIE ACUTA MIELOBLASTICA

Introducere: Gena Fms-like tyrosine kinase 3 (FLT3) codificd un receptor cu functie tirozin-kinazica
si rol important in hematopoieza. Mutatiile LT3 au fost raportate la 30% dintre pacientii cu leucemie
acutd mieloblastica (LAM), duplicatiile interne in tandem (ITD) fiind cele mai frecvente. Acest studiu isi
propune evaluarea prevalentei si caracterizarea moleculara a mutatiilor FL73-1TD la pacientii cu LAM
la diagnostic.
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Materiale si metode: ADN extras din maduva osoasa a fost utilizat pentru evaluarea FLT3-1TD prin
tehnica PCR. Analiza de fragmente a fost realizata prin electroforeza capilara. Secventierea Sanger a fost
aplicata utilizand BigDye Terminator v3.1.

Rezultate si discutii: Din totalul de 50 de pacienti 14 au prezentat mutatii FL73-1TD. Caracterizarea
moleculard a ITD prin analiza punctelor de insertie si a secventei nucleotidice a fost realizata la 10 dintre
cele 14 probe. Mutatiile ITD au prezentat puncte de insertie diferite si dimensiuni variabile (21-159
nucleotide). ITD pure au fost detectate la 9 pacienti, in timp ce 5 pacienti au prezentat insertii aditionale
fara modificarea cadrului de citire. Un pacient a prezentat mai mult de un ITD.

Concluzii: Mutatiile FLT3-ITD au fost detectate la 28% dintre pacienti. Rezultatele obtinute pe
acest grup de pacienti se coreleaza cu datele raportate n literatura, furnizand noi informatii cu privire la
aspecte precum punctele de insertie, dimensiunea si secventa ITD.

Suport financiar: Acest studiu este partial finantat de Ministerul Cercetarii si Inovarii prin Programul
1-Dezvoltarea sistemului national de cercetare-dezvoltare, Subprogram 1.2—Performanta institutionala-
Proiecte de finantare a excelentei in CDI, Contract nr.7PFE/16.10.2018; Program Nucleu Proiectele
PN19.29.01.03, PN18.21.01.03

Cuvinte cheie: FLT3-ITD, leucemie acuta mieloblastica (LAM), secventiere Sanger

P3. LABORATORY APPROACHES TO POLYCYTEMIA VERA

Miruna Samfireag'?, Cristina Potre!?, Ovidiu Potre'?, Ema Borsi'?, Monica Pescaru'?,
Hortensia Ionitia'?, Ioana Ioniti'?, Andrei Anghel
1. University of Medicine and Pharmacy “Victor Babes”, Timisoara, Romania
2. Hematology Clinic, Municipality Emergency Hospital of Timisoara, Romania
3. Hematology Clinic, Varnamo, Sweden

Introduction: Polycythemia Vera (PV) is a myeloproliferative disorder defined by an absolute eryth-
rocytosis and associated with increased risks of thrombosis and evolution to acute leukemia. The diagno-
sis of PV is based on clinical and biological criteria. The presence of mutations in Janus Kinase 2 (JAK?2)
gene is linked with the disease development.

Material and methods: We performed a retrospective study on a group of 13 patients, diagnosed
with PV during 2017-2019, in the West part of Romania, who tested positive for JAK2 V617F (the main
JAK?2 mutation) by allele-specific polymerase chain reaction.

Results: The existence of JAK2V617F was found to be was statistically significant with advanced
age at diagnosis and with higher hemoglobin levels and leukocyte counts (p < 0.05). JAK2 V617F pos-
itive patients are more likely to develop chronic myeloproliferative neoplasms (MPN); splenomegaly
is one of the major clinical manifestations of MPN, being a negative prognostic factor; although, we
noticed no statistically relevant association regarding the presence of splenomegaly in this study.

Conclusions: The presence of JAK2 V617F may guide the therapeutically approach of PV, taking
into account the advanced age, higher leukocyte counts and the hemoglobin levels.

Keywords: PV, JAK2, MPN
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P3. TESTE DE LABORATOR UTILE iN DIAGNOSTICUL
POLICITEMIEI VERA

Introducere: Policitemia vera (PV) este o boald mieloproliferativa definita printr-o eritrocitoza
absoluta; PV este corelata cu riscuri crescute de tromboza si evolutie spre leucemie acuta. Diagnosticul de
PV se bazeaza pe criterii clinice si biologice, iar prezenta unei mutatii JAK2 este asociatd cu dezvoltarea
bolii.

Material si metoda: Am efectuat un studiu retrospectiv pe un grup de 13 pacienti, diagnosticati cu
PV in perioada 2017-2019, 1n partea de vest a Romaniei, la care s-a depistat mutatia punctiforma JAK2
V617F (principala mutatie JAK?2) prin reactia in lant a polimerazei (PCR) cu specificitate alelica.

Rezultate: S-a constatat ca prezenta mutatiei JAK2 V617F a fost corelatd semnificativ statistic cu
varsta naintatd la diagnostic si cu niveluri mai mari de hemoglobind si numar de leucocite (p<0.05).
Pacientii JAK2 V617F pozitivi au mai multe sanse de a dezvolta sindroame mieloproliferative cronice
(SMPC); splenomegalia este una dintre manifestarile clinice majore ale SMPC, fiind un factor de
prognostic negativ; cu toate acestea, nu am observat nicio asociere relevanta statistic cu privire la
prezenta splenomegaliei n acest studiu.

Concluzii: Prezenta mutatiei JAK2 V617F poate ghida abordarea terapeuticd a PV, luand in
considerare varsta avansata de la diagnostic, numarul mai mare de leucocite si nivelurile crescute de
hemoglobina.

Cuvinte cheie: PV, JAK2, SMPC.

P4. THE INFLUENCE OF FACTOR V LEIDEN ON
THE THROMBOTIC RISK IN PATIENTS WITH
MYELOPROLIFERATIVE NEOPLASMS

Adriana-Stela Cosma'?, Florin Tripon'?3, Midilina Anciuc?, Adrian Trifa*, Marcela Candea’®,
Claudia Banescu'?>*

1. Laboratory of Medical Genetics, Emergency Clinical County Hospital Targu Mures, Romania
2. Department of Genetics, University of Medicine, Pharmacy, Sciences and Technology ,, George Emil
Palade” of Tdrgu Mures, Romania
3. Laboratory of Molecular Biology/Genetics, Center for Advanced Medical and Pharmaceutical
Research, University of Medicine, Pharmacy, Sciences and Technology ,, George Emil Palade” of
Tdrgu Mures, Romania
4. Discipline of Medical Genetics, University of Medicine Pharmacy “luliu Hatieganu” of Cluj
Napoca, Romania
5. Medical Clinic I- Hematology, Emergency Clinical County Hospital Targu Mures, Romania
6. Department M3, Internal Medicine of University of Medicine Pharmacy, Sciences and Technology
., George Emil Palade” of Targu Mures, Romania

Introduction: The main complications encountered in myeloproliferative neoplasms (MPNs) are
represented by the hemorrhagic and thrombotic events that will influence the prognosis and quality of
life. We attempted to evaluate the contribution of factor V Leiden to the thrombotic risk in patients with
non-BCR-ABL MPNs.
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Material and methods: We included 357 patients with MPNs, of which 107 (29.97%) had

major thrombosis and 250 subjects (70.03%) without major thrombotic events. Factor V G1691A
Leiden mutation was genotyped by using TagMan Assays.

Results: In the entire cohort of patients, factor V Leiden mutation was not significantly associated
with both arterial and venous thrombosis (TT - variant homozygous genotype and CT - heterozygous
genotype): CC vs. CT: p=0.65, OR=1.36, 95%CI=0.52-3.51; CC vs. TT: p=0.22, OR=0.21, 95%CI=0.01-
2.40; CCvs. CT+TT: p=1, OR=1.07, 95%CI=0.45-2.52; C vs. T: p=0.22, OR=0.84, 95%CI= 0.41-1.93).
JAK2 V617F mutation was present in 64.83% patients with major thrombosis, respectively 47.26%
among those without major thrombotic events and is significantly associated with thrombosis (p=0.0056,
OR=2.057, 95%CI= 1.23-3.43).

Conclusions: Factor V Leiden is not a major contributor to thrombosis in the study group, but the
presence of the JAK2 V617F mutation increased the risk of thrombosis. In the future, we intend to extend
the study group and to measure other thrombotic parameters.

Keywords: Thrombosis, Factor V Leiden, Myeloproliferative neoplasms

P4. INFLUENTA FACTORULUI V LEIDEN ASUPRA
RISCULUI TROMBOTIC LA PACIENTII CU NEOPLASME
MIELOPROLIFERATIVE

Introducere: Principalele complicatii intalnite in neoplasmele mieloproliferative (MPN) sunt
reprezentate de evenimentele hemoragice si trombotice care vor influenta prognosticul si calitatea vietii.
Am incercat sa evaludm contributia factorului V Leiden asupra riscului trombotic la pacientii cu MPN
non-BCR-ABL.

Material si metoda: Am inclus 357 de pacienti cu MPN, dintre care 107 (29,97%) cu tromboza
majora si 250 de subiecti (70,03%) fara evenimente trombotice majore. Factorul V Leiden a fost genotipat
prin utilizarea testelor TagMan.

Rezultate: In intreaga cohorta de pacienti, mutatia factorului V Leiden nu a fost asociata semnificativ
statistic cu tromboza arteriald si cu cea venoasd (TT - genotip variant homozigot si CT - genotip
heterozigot): CC vs. CT: p = 0,65, OR = 1,36, 95 % CI = 0.52-3.51; CC vs. TT: p = 0,22, OR = 0,21,
95% CI=0,01-2,40; CCvs. CT+ TT: p=1, OR = 1,07, 95% CI = 0,45-2,52; C vs. T: p= 0,22, OR =
0,84, 95% CI = 0,41-1,93). Mutatia JAK2 V617F a fost prezenta la 64,83% dintre pacientii cu tromboza
majora, respectiv 47,26% in randul celor fara evenimente trombotice majore si este asociatd semnificativ
cu tromboza (p = 0,0056, OR = 2,057, CI 95% = 1,23-3.,43).

Concluzii: n grupul de studio, factorul V Leiden nu este un contribuitor major la tromboza, dar
prezenta mutatiei JAK2 V617F a crescut riscul de tromboza. In viitor, intentionam s extindem grupul de
studiu si s masuram alti parametrii trombotici.

Cuvinte cheie: Tromboza, Factorul V Leiden, Neoplasme mieloproliferative
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P5. MULTIFACTORIAL ANEMIA, A DIAGNOSIS CHALLENGE -
CASE REPORT

Laura Jimbu'?, Oana Mesaros'?, Tulia Berceanu?, Mariana Patiu'?, Mihnea Zdrenghea'?
1. “luliu Hatieganu " University of Medicine and Pharmacy, Cluj-Napoca
2. “lon Chiricuta “Oncology Institute, Cluj-Napoca

Multifactorial anemia represents a diagnostic challenge for both the pathologist and the clinician.
Several overlapping dyserythropoietic mechanisms can occur and make the diagnosis difficult.

We present the case of a 55-year-old female admitted to our department with pancytopenia, neurolog-
ical symptoms and severe abdominal pain. The results of initial laboratory studies showed severe throm-
bocytopenia (platelets: 35000 G/L), aregenerative normocytic normochromic anemia (hemoglobin: 81
G/L, mean cell volume: 95.9 fL), with high levels of ferritin (6.52 nmol/L), elevated lactate dehydroge-
nase (27 pkat/L) and D-dimers (>1.6 mg/L), and mixed hyperbilirubinemia. The patient was known for
chronic renal disease and bladder prolapse with frequent infectious events. The peripheral blood smear
evaluation and the bone marrow aspirate where highly contributive in order to reach the correct diagnosis
in a patient with anemic syndrome.

Keywords: multifactorial anemia, B12 deficiency, anemia in chronic disease

P5. ANEMIA PLURIFACTORIALA, O PROVOCARE iN
DIAGNOSTIC - PREZENTARE DE CAZ

Anemiile plurifactoriale sunt intotdeauna o provocare diagnostica atat pentru clinician cat si pentru
citolog. Mecanismele patogenetice intricate pot face din acest diagnostic unul dificil.

Prezentam cazul unei paciente de 55 de ani care a fost adresata serviciul nostru pentru pancitopenie,
simptome neurologice si dureri abdominale severe. Investigatiile initiale efectuate in serviciul nostru
releva trombocitopenie severa (trombocite: 35000 G/L), anemie normocitard normocroma aregenerativa
(hemoglobina 81 G/L, volum celular mediu: 95,9 fL), valori crescute ale feritinei serice (6,52 nmol/L),
lactat dehidrogenazelor (27 pkat/L), nivel crescut al d-dimerilor (>1,6 mg/L) si o hiperbilirubinemie
mixta. Pacienta este cunoscuta cu boala renald cronica, prolaps de vezica urinara cu numeroase episoade
infectioase. Evaluarea frotiului sanguin si a aspiratului medular au fost substantial contributive pentru
incadrarea sindromului anemic.

Cuvinte cheie: anemie plurifactoriald, deficit de vitamina B12, anemia din boli cronice
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P6. IMPACT OF THROMBOPHILIA AND COMPARATIVE
ANALYSIS OF LOW DOSE ASPIRIN AND LOW MOLECULAR
WEIGHT HEPARINE (LMWH) TREATMENT IN PREGNANCY

Natalia Turcan', Monica Mihaela Cirstoiu?, Oana Teodor?, Ionita Ducu?, Roxana Bohiltea™
1. Department of Obstetrics Gynecology, “Carol Davila” University of Medicine and Pharmacy
Doctoral School, University Emergency Hospital Bucharest, Romania
2 Department of Obstetrics Gynecology, “Carol Davila” University of Medicine and Pharmacy,
University Emergency Hospital Bucharest, Romania

Introduction / Objective: Thrombotic risk in pregnancy is significantly higher than in the general
population. Thrombophilia as a factor involved in the pathogenesis of preeclampsia is a two-way hy-
pothesis, with an estimated 40% of patients with preeclampsia having a thrombophilic substrate. In the
context where clear protocols for administering anticoagulants in pregnancy have not been established,
we aimed at comparative analysis of the clinical, anamnestic, ultrasound and genetic aspects on which
the indication of treatment with antiplatelet, anticoagulant or the two combined in pregnancy was based.

Methodology: The studied population was divided into three groups, being applied parametric and
non-parametric tests for the purpose of comparative analysis.

Results: Protein S deficiency was unquestionably present in the study group, protein C deficiency
being present isolated. High resistance to activated protein C was present in a small proportion through-
out the study, as well as the homocysteine high level. For obese pregnant patients the anticoagulant
treatment was of choice for prophylaxis of cardiovascular risk and preeclampsia by facilitating the uter-
us-placental circulation. The presence in the personal or family history of the thromboembolic events
represented a criterion for the combination therapy of low-molecular-weight heparin and aspirin. For the
entire study group, the values of the resistance and pulsatility index were normal, however the lowest
values were registered in patients with combined treatment.

Conclusions / Discussions: From the analysis of the values and incidence of acquired and inherited
thrombophilia, of the maternal factors and of the personal antecedents that could additionally guide the
management and prognosis of the cases of high-risk pregnancies, we managed to underline the impor-
tance of complete information, anamnestic, clinical and paraclinical for the most favorable course of a
pregnancy.

Keywords: thrombophilia, pregnancy, Doppler velocimetry

P6. IMPACTUL TROMBOFILIEI SI ANALIZA COMPARATIVA A
TRATAMENTULUI CU ASPIRINA IN DOZA MICA SI HEPARINA
CU GREUTATE MOLECULARA MICA (HGMM) IN SARCINA

Introducere / Obiectiv: Riscul trombotic in sarcina este semnificativ crescut fatd de cel din
populatia generala. Trombofilia ca si factor implicat in patogeneza preeclampsiei este o ipoteza sustinuta
bidirectional, fiind estimat ca aproximativ 40% dintre pacientele cu preeclampsie prezintd un substrat
trombofilic. In contextul in care protocoale clare de administrare a anticoagulantelor in sarcina nu au fost
stabilite, am avut ca si scop analiza comparativa a aspectelor clinice, anamnestice, ecografice si genetice
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pe care s-a bazat indicatia de tratament antiagregant, anticoagulant, sau cele doud combinate 1n sarcina.

Metodologie: Lotul de studiu a fost impartit pe trei grupuri, fiind aplicate teste parametrice i non-
parametrice in scopul analizei comparative.

Rezultate: Deficitul de proteina S a fost prezent incontestabil in lotul de studiu, deficitul de proteina
C fiind prezent izolat. Rezitenta crescuta la proteina C activatd a fost prezentd in proportie mica in
intregul lot studiat, la fel ca si nivelul crescut al homocisteinei. Pentru pacientele insdrcinate obeze
s-a optat pentru tratament anticoagulant profilactic, atat prin prisma riscului cardiovascular cat si prin
facilitarea circulatiei utero-placentare si preventia preeclampsiei. Prezenta in antecedentele personale
sau familiale a accidentului tromboembolic a reprezentat un criteriu de administrare a terapiei combinate
cu heparina cu greutate moleculard mica si aspirina. Pentru intreg lotul de studiu valorile indicelui de
rezistenta si pulsatilitate au fost normale, totusi valorile cele mai mici s-au Inregistrat la pacientele care
au urmat un tratament combinat.

Concluzii / Discutii: Din analiza valorilor si incidentei trombofiliei dobandite si respectiv mostenite
si a factorilor materni si respectiv a antecedentelor personale ce ar putea ghida aditional managementul si
prognosticul cazurilor de sarcini cu risc am reusit sa subliniem importanta informatiilor cat mai complete,
atat anamnestice, clinice cat si paraclinice pentru parcursul cat mai favorabil al unei sarcini.

Cuvinte cheie: trombofilie, sarcina, velocimetrie Doppler
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PLENARY SESSION 5 - MOLECULAR BIOLOGY/GENETICS

C1. DISCREPANCIES BETWEEN CLINICAL PHENOTYPE
OF ROMANIAN PATIENTS WITH PREMATURE
CHD AND MUTATIONS IDENTIFIED IN FAMILIAL
HYPERCHOLESTEROLEMIA-ASSOCIATED GENES: LDLR, APOB,
PCSK9

Minodora Dobreanu!, George-Valeriu Moldovan!, Laszlo Hadadi?, Adina Hutanu',
Liliana Demian', Rizvan Serban?, Claudia Banescu'
1. Center for Advanced Medical and Pharmaceutical Research, ,, George Emil Palade” University of
Medicine, Pharmacy, Science, and Technology of Targu Mures, Romania
2. Emergency Cardiovascular Disease and Transplant Institute, Targu Mures, Romania

Aim: Familial hypercholesterolemia (FH) early identification is of high public health importance.
We aimed to identify the most frequent FH-causing gene variants in Romanian population, in order to
obtain a useful screening panel in clinical practice.

Methods: Using multiplex-PCR combined with biochip-array-hybridization we screened 132 (103
men /29 women) Romanian patients with angiographically proved premature CHD, for 40 most frecquent
mutations in the coding region of the gene LDLR, APOB [¢.10580G > A] and the PCSK9 [c.1120G>T] .
We also categorized the patients according to the Dutch Lipid Clinic Network Criteria (DLCNC) in order
to allow a comparison between the mutations identified and the clinical phenotypes observed.

Results: Our patients were stratified according to DLCN diagnosis criteria as follows: 6.8% (9)
with definite FH, 20.5% (27)- probable FH, 43.2% (57) — possible FH and 29.5% (39) — unlikely
FH. In 5.3%(7) of patients we found six variants: APOBc.10580G>A, LDLRc.1618G>A, LDLRc. 1706-
10G>A, LDLRc.2054C>T - all previously published as disease causing and LDLRc.1171G>A, LDL-
Rc.1060+59A>C, both in three related patients with premature coronary heart disease, reported alone as
benign until now but not together in the same subject. No mutation was found in the PCSK9 gene.

Conclusions: Our study described for the first time in a representative central Romanian population
with premature CHD, six gene variants associated with FH and confirms the clinical and genetic hetero-
geneity of the disease.

Keywords: early coronary heart disease, familial hypercholesterolemia, LDLR and APOB genes

C1. DISCREPANTE INTRE FENOTIPUL CLINIC SI
MUTATIILE IDENTIFICATE iN GENELE MAJORE ASOCIATE
HIPERCOLESTEROLEMIEI FAMILIALE (LDLR, APOB, PCSK9)
LA PACIENTI ROMANI CU BOALA CORONARIANA PREMATURA

Scop: Identificarea precoce a persoanelor cu hipercolesterolemie familiald (FH) este o problema
medicald importantd, avand in vedere frecventa mare a bolii cardiace ischemice cauzata de FH. Ne-am
propus sd identificdm in populatia romaneasca cele mai frecvente variante genetice cauzatoare de FH
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pentru a obtine un panel de screening util in practica clinica.

Metodi: La 132 pacienti romani cu boald coronariana prematurd confirmata coronarografic (103
barbati/ 29 femei), au fost cercetate 40 dintre cele mai frecvente mutatii in regiunea codantd a genelor
LDLR, APOB [c.10580G > A] si PCSK9[c.1120G>T], utilizand tehnica multiplex-PCR combinata cu
hibridizarea biochip-array. Am calculat de asemenea scorul fenotipic clinic Dutch Lipid Clinic Network
Criteria (DLCNC) pentru a-1 compara cu rata de depistare genetica.

Resultate: in functie de criteriile de diagnostic DLCN, pacientii nostri au fost clasificati in: 6,8%
(9) cu FH sigura, 20,5% (27)- FH probabila, 43,2% (57) - FH posibila si 29,5% (39) — FH improbabila.
La 5,3%(7) pacienti am gasit sase variante genice: APOBc.10580G>A, LDLRc.1618G>A, LDLRc.
1706-10G>A, LDLRc.2054C>T - acestea patru fiind deja publicate ca patogenice si LDLRc.1171G>A,
LDLRc.1060+59A>C, ambele fiind identificate la trei pacienti Inruditi cu boala coronariana prematura,
anterior raportate ca benigne individual, dar nu concomitent. Nu am identificat pacienti cu mutatia
PCSK9[c.1120G>T].

Concluzii: Pe o populatie reprezentativa cu boald coronariand prematurd din centrul Romaniei,
studiul nostru a identificat pentru prima data sase variante genetice asociate cu FH si a re-confirmat
heterogenitatea clinica si genetica a acestei boli.

Cuvinte cheie: boald coronariana prematura, hipercolesterolemie familiala, genele LDLR si APOB

C2. STATIN RESPONSE NOT INFLUENCED BY APOE STATUS

Valeriu Moldovan', Claudia Binescu', Adina Hutanu?, Laszlo Hadadi’, Minodora Dobreanu’
1. Center for Advanced Medical and Pharmaceutical Research, George Emil Palade University of
Medicine, Pharmacy, Science and Technology of Targu Mures
2. Emergency County Hospital of Targu Mures
3. Emergency Institute for Cardiovascular Diseases and Transplantation of Targu Mures

Introduction: Apolipoprotein E (ApoE) functions as key regulator of plasma lipids and affects both
the risk of coronary artery disease (CAD) and Alzheimer’s disease. Two single-nucleotide polymor-
phisms within the APOE gene determine E2, E3, E4 allelic variants. Our aim was to estimate the lipid
response to statin treatment among APOE variants.

Method: We enrolled 104 adult patients on chronic statin treatment with Atorvastatin, Simvastatin
or Rosuvastatin, diagnosed with CAD by angiography, aged < 55years at the time of diagnosis and 87
apparently healthy controls, with similar age and gender distributions. Serum lipids were evaluated on
COBAS INTEGRA400 plus (Roche Diagnostics), plasma proteins on BNProSpec (Siemens). APOE
genotypes assessed with LightMix APOE:C112R, R158C on LightCycler 2.0 (Roche) and TagMan-As-
says C904973 10 and C3084793 20 on 7500 FastDx (Thermo Fisher Scientific). Only LDL-Cholesterol
pre-treatment levels could be estimated based on direct LDL-Cholesterol determination and statin dose,
according to the fhscore.eu calculator, while for the other parameters, pre-treatment levels could not be
estimated.

Results: There was a 100% correspondence between the genetic testing methods. Both patients and
controls were in Hardy-Weinberg equilibrium (p>0.05). APOE genotype distributions were similar in
both groups (p>0.05). Mean estimated LDL-Cholesterol in patients (218mg/dl) was significantly higher
than direct LDL-Cholesterol in controls (130mg/dl)(p<0.05). Under statin treatment the levels of Cho-
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lesterol, direct LDL-Cholesterol, HDL-Cholesterol, and Apolipoprotein A1 were lower (p<0.05) and the
Lipoprotein (a) level was higher (p<0.05) in patients, while the levels of Triglycerides, Apolipoprotein
A2, Apolipoprotein B and Apolipoprotein E showed no difference (p>0.05).

Discussion & Conclusion: Our study showed that response to statins may be achieved regardless of
the APOE status, therefore there is little reason to consider the use of APOE genetic testing for guiding
treatment with statins in patients with CAD.

Keywords: Apolipoprotein E, Coronary artery diseases, Hyperlipoproteinemia

C2. STATUSUL APOE NU INFLUENTEAZA RASPUNSUL
TERAPEUTIC LA STATINE

Introducere: ApolipoproteinaE (ApoE) functioneaza ca reglator cheie al lipidelor plasmatice si
afecteaza riscul de boald coronariand (BC) si boald Alzheimer. Doua polimorfisme mononucleotidice ale
genei APOE determina variantele alelice E2, E3, E4. Prin studiul desfasurat ne-am propus sa evaluam
influenta variantelor APOE asupra efectului hipolipemiant al statinelor.

Metoda: Am 1inrolat 104 adulti pe tratament cu Atorvastatin, Simvastatin sau Rosuvastatin,
diagnosticati cu BC prin coronarografie, cu varsta<55 ani la momentul diagnosticarii si 87 persoane
aparent sanatoase, cu distributie similara a varstei si sexului. Lipidele serice au fost evaluate utilizand
COBAS INTEGRA 400 plus (Roche Diagnostics), proteinele plasmatice utilizaind BNProSpec (Siemens),
genotiparea APOE prin LightMix APOE:C112R, R158C pe LightCycler 2.0 (Roche) si sondele TagMan
C904973 101 C3084793 20 pe 7500 FastDx (ThermoFisherScientific). Doar valorile pre-tratament ale
LDL-Colesterolului au putut fi estimate pe baza LDL-Colesterolului direct si a dozei de statind, conform
calculatorului fhscore.eu, iar pentru ceilalti parametri valorile pre-tratament nu au putut fi estimate.

Rezultate: A existat o corespondenta 100% intre metodele de testare genetica. Atat pacientii cat
si controalele au fost in echilibru Hardy-Weinberg (p>0,05). Distributiile genotipurilor APOE au fost
similare in ambele loturi (p>0.05). Media LDL-Colesterolului estimat la pacienti (218mg/dl) a fost
semnificativ mai mare decat LDL-Colesterolul direct la lotul control (130mg/dl) (p<0,05). Sub tratament
cu statine, nivelurile Colesterolului, LDL-Colesterolului direct, HDL-Colesterolului si Apolipoproteinei
A1l au fost mai mici (p<0,05), iar nivelul Lipoproteinei (a) mai mare (p<0,05) la pacienti, in timp ce
nivelele de Trigliceride, Apolipoproteind A 2, Apolipoproteina B si Apolipoproteind E nu au prezentat
diferente (p>0,05).

Discutii si Concluzii: Studiul nostru a aratat faptul ca, raspunsul terapeutic la statine nu este influentat
de genotipul 4APOE, utilizarea testelor genetice APOFE avand indicatie redusa in ghidarea tratamentului
cu statine la pacientii cu BC.

Cuvinte cheie: Apolipoproeina E, Boala coronariana, Hiperlipopreteinemie
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C3. THE IMPORTANCE OF MULTIDISCIPLINARY APPROACH IN
THE MANAGEMENT OF MEN2A FAMILIES

Andrei Muresan', Corin Virgil Badiu'?, Tuliana Gherlan'?, Oana Monica Popa’, Ioana Nedelcu',
Sorina Schipor', Elena Emanuela Braha!, Serban Radian'?, Dana Alice Manda',
Andra Caragheorgheopol’
1. “C. I Parhon” National Institute of Endocrinology, Bucharest
2. "Carol Davila” University of Medicine and Pharmacy, Bucharest

Introduction: Multiple endocrine neoplasia type 2A (MEN2A) is a hereditary syndrome caused by
RET activating mutations, characterized by the coexistence of two or more endocrine tumors - medullary
thyroid carcinoma (MTC), pheochromocytoma (PHEO) and parathyroid adenoma. The most common
RET mutations associated with MEN2A were reported in exons 10, 11 and 14. The objective of the paper
was to highlight the optimization of the medical management completed by genetic testing in a family
where the proband was evaluated for PHEO and MTC.

Materials and methods: We are presenting the case of a patient (33 years old) with clinical suspi-
cion of MEN2A, based on imaging and laboratory investigations. The proband was directed to genetic
counseling and genetic testing. RET exons 5, 7, 8, 10, 11, 13, 14, 15 and 16 were sequenced by Sanger
sequencing, using genomic DNA isolated from peripheral blood. Based on genetic clinical evaluation
and testing, it was recommended the target testing for the pathogenic familial mutation and also clinical
evaluation for the other members of the family.

Results: Only one mutation was identified in proband: c.1852T>C, p.Cys618Arg, in exon 10 of the
RET proto-oncogene. The same mutation was then detected in proband’s mother, sister and son. Prophy-
lactic thyroidectomy was performed on the proband’s mother and sister and MTC was confirmed in both
of them. The son of the proband is being endocrinological monitored.

Conclusions: Targeted genetic testing in families with MEN2A syndrome and genetic counseling are
increasing the diagnostic accuracy and allow for personalized medical management.

Keywords: MEN2A, RET, Sequencing

C3. IMPORTANTA ABORDARII MULTIDISCIPLINARE iN
MANAGEMENTUL FAMILIILOR CU SINDROM MEN2A

Introducere: Neoplazia endocrind multipla tip 2A (MEN2A) este un sindrom ereditar determinat de
mutatii activatoare ale genei RET, caracterizat prin coexistenta a doua sau mai multe tumori endocrine
- carcinomul medular tiroidian (CMT), feocromocitomul (PHEO) si adenomul paratiroidian. Cele mai
frecvente mutatii ale genei RET asociate cu sindromul MEN2A sunt raportate Tn exonii 10, 11 si 14.
Obiectivul lucrarii a fost evidentierea optimizarii managementului medical completat de testarea genetica
intr-o familie in care probanda a fost evaluata pentru PHEO si CMT.

Materiale si metode: Prezentam cazul unei paciente (33 ani) cu suspiciune clinicd de MEN2A
pe baza investigatiilor imagistice si de laborator. Probanda a fost indrumata catre consult genetic si
testare genetica. S-a efectuat secventierea exonilor 5, 7, 8, 10, 11, 13, 14, 15 si 16 ai genei RET prin
metoda Sanger, utilizind ADN genomic din sange periferic. In urma consultului si testirii genetice, s-a
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recomandat si testarea tintitd a mutatiei patogene familiale si evaluarea clinica a altor membri ai familiei
cu mutatie pozitiva.

Rezultate: In cazul probandei a fost identificati o singurd mutatie: c.1852T>C, p.Cys618Arg, in
exonul 10 al genei RET. Mutatia familiala a fost decelata la mama, sora si fiul probandei. S-a efectuat
tiroidectomie profilactica la mama si la sora probandei, confirmandu-se CMT. Fiul probandei este in
monitorizare endocrinologica.

Concluzii: Testarea genetica tintita in familiile pacientilor cu sindrom MEN2A si sfatul genetic cresc
acuratetea diagnosticului si permit managementul medical personalizat.

Cuvinte cheie: MEN2A, RET, Secventiere

C4. CYTOGENETIC AND Y CHROMOSOME MICRODELETION
ANALYSIS IN INFERTILE MALES WITH AZOOSPERMIA

Stela Racovita!, Veaceslav Mosin', Eusebiu Vlad Gorduza?, Mariana Sprincean’
1. “Nicolae Testemitanu” State University of Medicine and Pharmacy, Republic of Moldova
2. “Grigore T. Popa” University of Medicine and Pharmacy lasi, Romania

Introduction: Male infertility has a multifactorial etiology, and in approximately 30% of cases is
related to genetic disorders. Chromosomal abnormalities and Y chromosome microdeletions of the Azo-
ospermia Factor (AZF) are clinically important genetic abnormalities associated with male infertility.

Aim: To determine chromosomal variations and Y-chromosome microdeletions of the AZF in infer-
tile men, before referring to infertility treatment by Assisted Reproduction Techniques (ART).

Materials and methods: A group of 70 azoospermic men were investigated during genetic counsel-
ing for infertile couples referred for ART treatment. All patients signed an informed consent. G-banding
of metaphase chromosomes karyotype analysis were performed in all patients. Polymerase chain re-
action (PCR) was performed using specific sequence-tagged sites of AZF region: AZFa (SY86, SY&4,
SY620, DBY1); AZFb (SY117,SY 127, SY 134, SY143); and AZFc (SY 153, SY158, SY254, SY255).

Results: Out of 70 azoospermic men, 56 had normal karyotype (46, XY). Chromosomal abnor-
malities were detected in 14 (20%) cases, including 9 patients with Klinefelter syndrome (47,XXY), 1
patient with karyotype 46,XX, 1 patient with balanced autosomal rearrangement 46,XY.,der(5), t(9;5)
(9pter::5g23.3—qter) and 3 patients with chromosomal polymorphism 46,XY,15ps+, 46,XYqgh+, 46,XY-
,14ps+. In 6 of 70 (8,5%) azoospermic men AZF microdeletions were identified. Microdeletions were
detected in each region of AZF (a,b,c) in patient with 46,XX karyotype.

Conclusion: Couples receiving the diagnosis of male infertility with azoospermia need to perform
genetic testing and counseling. This is important for providing a precise diagnosis prior infertility treat-
ment.

Keywords: male infertility; azoospermia; karyotype; AZF region; Y chromosome

C4. ANALIZA CITOGENETICA SI A MICRODELETIILOR
CROMOZOMULUI Y LA BARBATII INFERTILI CU AZOOSPERMIE

Introducere: Infertilitatea masculina prezintd o etiologie multifactoriald, iar in aproximativ 30%
din cazuri are la baza tulburari genetice. Anomaliile cromozomiale si microdelectiile cromozomului Y
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ale Factorului Azoospermie (AZF) sunt anomalii genetice importante, clinic asociate cu infertilitatea
masculina.

Scopul: Determinarea variatiilor cromozomiale si microdelectiilor cromozomului Y din regiunea
AZF la barbatii infertili, Tnainte de tratamentul infertilitatii prin Tehnici de Reproducere Asistata (ART).

Material si metode: Un grup de 70 de barbati azoospermici au fost cercetati in cadrul consilierii
genetice din randul cuplurilor infertile mentionate pentru tratamentul ART. Pacientii au semnat un
consimtamant informat. La toti pacientii s-a efectuat analiza cariotipului prin metoda de bandare G a
cromozomilor in metafaza. Reactia in lant a polimerazei (PCR) a fost efectuata folosind markeri specifici
pentru regiunea AZF: AZFa (SY86, SY84, SY620, DBY1); AZFb (SY117, SY127, SY 134, SY143); si
AZFc (SY153, SY158, SY254, SY255).

Rezultate: Din totalul de 70 de barbati azoospermici, 56 au prezentat cariotip normal (46, XY). Au
fost detectate anomalii cromozomiale in 14 (20%) cazuri, inclusiv 9 pacienti cu sindrom Klinefelter
(47, XXY), 1 pacient cu cariotip 46, XX, 1 pacient cu rearanjare autosomala echilibratd 46, XY, der
(5),t(9);5) (9 cap. :: 5q23.3 — qter) si 3 pacienti cu polimorfism cromozomial 46, XY, 15ps +, 46,
XYqh +, 46, XY, 14ps +. La 6 din 70 (8,5%) de barbati azoospermici au fost identificate microdeletii ale
cromozomului Y in regiunea AZF. Microdeletiile cromozomului Y au fost detectate in fiecare regiune
AZF (a, b, c) la pacientul cu cariotipul 46, XX.

Concluzie: Cuplurile cu diagnosticul de infertilitate masculina cu azoospermie trebuie sa efectueze
consiliere si teste genetice. Acest lucru este important pentru stabilirea unui diagnostic precis inainte de
tratamentul infertilitatii prin ART.

Cuvinte cheie: infertilitate masculind, azoospermia, cariotip, regiunea AZF, cromozomul Y

CS. PRENATAL DIAGNOSIS IN PREGNANCIES WITH HIGH
GENETIC RISK

Mariana Sprincean!, Svetlana Hadjiu'?, Stela Racoviti', Elena Halabudenco?, Ninel Revenco'?
1. “Nicolae Testemitanu” State University of Medicine and Pharmacy, Republic of Moldova,
Department of Molecular Biology and Human Genetics
2. PMSI Institute of Mother and Child, Chisinau, Republic of Moldova

Introduction. The diagnosis of chromosomal abnormalities (CA) is performed through non-invasive
and invasive prenatal diagnostic (PD) methods.

Aim of the study: To highlight the role of PD in pregnancies with high risk of CA in fetuses at early
stages of intrauterine development.

Materials and methods: We performed the medical-genetic consultation of 854 pregnant women
during 2015-2019, who were divided into two groups: group I — 342 women with average and increased
genetic risk that were referred for prenatal cytogenetic diagnosis: amniocentesis with the study of fetal
karyotype; group Il — 512 women with low genetic risk.

Results: The age of women was 17 — 44 years (mean 26.1 £ 5.3 years). The term of pregnancy at the
time of presenting to the geneticist was 6 — 22 weeks of gestation (mean 14 + 5.2). All pregnant women
performed non-invasive PD: ultrasound and biochemical screening. In 40 cases fetuses were diagnosed
with CA. Aneuploidies were most frequently diagnosed: Down syndrome - 15 cases (1,6+0,18%), Patau
syndrome 2 cases - 2 (0,2+0,06%) and Edwards syndrome — 5 cases (0.4+0.09%) (autosomal trisomies).
Among gonosomal abnormalities we diagnosed monosomy X in 3 cases (0,16+0,05%), Klinefelter syn-
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drome in 3 cases (0,21+0,07%), and trisomy X in one case. Triploidy was diagnosed in 2 cases, while in
9 cases (0,7+0,12%) structural CA were detected.

Conclusion: PD and medical-genetic counseling help to reduce the frequency of congenital malfor-
mations in newborns and also prevent the birth of children with CA diagnosed prenatally until 21 weeks
of gestation.

Keywords: prenatal diagnostic, high genetic risk, chromosomal abnormalities

C5. DIAGNOSTICUL PRENATAL iN SARCINILE CU RISC
GENETIC INALT

Introducere. Diagnosticul anomaliilor cromozomiale (AC) se realizeaza la nivel populational prin
intermediul tehnologiilor de diagnostic prenatal (DP) neinvaziv si invaziv.

Scopul lucrarii de fatd consta in evidentierea rolului DP in sarcinile cu risc crescut de AC la fetusi la
etapele timpurii de dezvoltare intrauterina.

Material si metode. Consultul medico-genetic a 854 femei insarcinate in perioada aa. 2015-2019,
care au fost impartite in doua loturi: a) lotul I — nr 342 cu risc genetic mediu si inalt; b) lotul I — nr. 512
cu risc genetic scazut. La 342 gravide a fost efectuat DP citogenetic (DPC): amniocenteza cu studiul
cariotipului fetal.

Rezultate: Varsta femeilor din lotul I a fost de la 17 pana la 44 ani (media 26,1 + 5,3 ani). Termenul
sarcinii la momentul adresarii la genetician a fost de la 6 s.a. pana la 22 s.a. (media 14 + 5,2 s.a.).Toate
gravidele din studiu au efectuat DP neinvaziv: screening-ul ecografic si biochimic. In 40 de cazuri au
fost diagnosticate AC la fetusi. Cele mai frecvente AC au fost aneuploidiile, iar dintre acestea, trisomiile
autosomale: sindromul Down — 15 cazuri (1,6+0,18%), sindromul Patau — 2 cazuri (0,2+0,06%) si
sindromul Edwads — 5 cazuri (0,4+£0,09%). Printre anomaliile gonosomale diagnosticate s-au numarat:
monosomia X — 3 cazuri (0,16+0,05%), sindromul Klinefelter — 3 cazuri (0,21£0,07%) si 1 fetus cu
sindrom triplu X. Triploidia a fost diagnosticata in 2 cazuri, in timp ce in alte 9 cazuri (0,7£0,12%) au
fost detectate AC structurale.

Concluzii: DP si consultul medico-genetic contribuie la diminuarea frecventei malformatiilor
congenitale la nou-nascuti si, totodata, face posibild prevenirea nasterii copiilor cu AC diagnosticate
prenatal pana la a 21 saptamana de gestatie.

Cuvinte cheie: diagnostic prenatal, risc genetic crescut, anomalii cromozomiale

C6. GENETIC IDENTIFICATION IN POSTMORTEM PATERNITY
TESTING FROM FORMALIN FIXED PARAFFIN EMBEDDED
(FFPE) TISSUE

Raluca Dumache %, Maria Puiu!, Talida Georgiana Cut*, Alexandra Enache'?
1. Victor Babes” University of Medicine and Pharmacy Timisoara, Romdnia
2. Institute of Forensic Medicine Timisoara, Romania
3. Laboratory of Forensic Genetics-Institute of Forensic Medicine Timisoara, Romdnia
4. Doctoral School- Victor Babes” University of Medicine and Pharmacy Timisoara, Romadnia

Introduction: Currently, the kinship relationship between a child and his biological father is done
using panel consisting in 15 to 24 short tandem repeat (STR) markers. We present the advantage of
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formalin fixed paraffin-embedded (FFPE) tissue in a DNA paternity case with a deceased alleged father
(AF).

Methods: As biological samples we used saliva collected with buccal swabs from mother and son.
FFPE sections were used to obtain DNA from AF. Automate DNA extraction was performed using the
Maxwell 48 RSC Instrument (Promega, USA). The DNA samples were quantified on 7500 ABI Re-
al-time PCR using the PowerQuant quantification kit (Promega, USA). The amplification of the DNA
samples was performed on a ProFlex PCR System (Applied Biosystems, USA) using the multiplex STR
markers from the Investigator 24plex QS amplification kit (Qiagen, Germany). After amplification, the
PCR products were run on capillary electrophoresis on ABI 3500 Genetic Analyzer (Applied Biosyste-
ms, USA).

Results: In this case the paternity between the child and his AF was confirmed with a probability
of paternity (PP)=99,999996483%. Statistical calculation was performed using GenoProof-3 Paternity
software (Qualitype, Germany). Since the child was a male , we analysed 16 Y-STR to compare the
child’s Y-haplotype with that from AF. Paternity of AF and the child was confirmed on both autosomal
STR markers and Y-STR markers.

Conclusions: In paternity testing, where the AF is deceased FFPE tissue represents an important
biological source to obtain DNA for genetic analysis.

Keywords: paternity testing; formalin fixed parafin-embedded (FFPE) tissue; alleged father (AF)

C6. IDENTIFICARI GENETICE DIN TESUTUL PARAFINAT iN
CAZUL TESTELOR DE PATERNITATE POSTMORTEM

Introducere / Obiectiv: Stabilirea relatiei de Inrudire a unui copil fatd de prezumtivul tatd (PT)
biologic se face prin analiza genetica a unui panel ce contine intre 15 si 24 markeri autozomali. Prezentaim
un caz de stabilire a paternitatii intre un copil si PT biologic decedat, in cazul acestuia din urma folosindu-
se tesut parafinat pentru obtinerea probei ADN.

Metode / Metodologie: Ca probe biologice s-au folosit probe ADN salivar pentru mama si copil,
respectiv ADN obtinut din tesut parafint in cazul PT decedat. Extractia ADN in cazul acestora s-a realizat
automat cu echipamentul Maxwell 48 RSC (Promega, SUA). Dupéa extractie, probele ADN au fost
cuantificate cu kitul PowerQuant System (Promega, SUA) folosind echipamentul 7500 real-time PCR
System (Applied Biosystems, SUA). Amplificarea fragmentelor repetitive scurte s-a realizat pe ProFlex
PCR System (Applied Biosystems, SUA) folosind kitul Investigator 24plex QS kit (Qiagen, Germania).
Produsii PCR amplificati au fost separati si vizualizati pe 3500 Genetic Analyzer (Applied Biosystems,
SUA).

Rezultate: In urma testirii genetice relatia de paternitate intre copil si PT a fost confirmati cu
o probabilitate de paternitate (PP)= 99,999996483%. Calculele statistice s-au realizat cu soft-ul
GenoProof-3 Paternity (Qualitype,Germania). Deoarece copilul era de sex masculin, s-au analizat si 17
markeri Y-STR folosind AmpFLSTR Y-filer Amplification kit (ThermoFischer, SUA), confirmandu-se
relatia biologica dintre copil si PT si pe markerii haplotipului Y.

Concluzii / Discutii: In cazul testelor de paternitate postmortem cand PT este decedat, tesutul
parafinat reprezintd reprezintd o sursa biologicd importantad pentru obtinerea ADN-ului in vederea
identificarilor de persoane.

Cuvinte cheie: test de paternitate, tesut parafinat, tatd biologic prezumtiv
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POSTER SESSION — MOLECULAR BIOLOGY/GENETICS

P1. OPTIMIZATION OF LABORATORY METHODS FOR TOTAL
RNA EXTRACTION FROM DIFFERENT SAMPLES OF CLINICAL
RELEVANCE

Claudia Carstea, Valeriu Moldovan, Claudia Banescu
Center for Advanced Medical and Pharmaceutical Research ,, George Emil Palade” University of
Medicine, Pharmacy, Science and Technology of Tdargu Mures

Introduction and Objectives: Accurate and reliable analysis of gene expression and micro RNA
analysis depends on the extraction of pure and high quality RNA. This study aimed to optimize tech-
niques to quickly and easily extract total and micro RNAs using RNA later (AM7023M) stabilization for
fibrous tissues and leucocyte ring.

Method: The RNA extraction from these samples presented different difficulties: fibrous tissue biop-
sies were difficult to homogenize before extraction, while the white blood cells preserved in RNA later
had to be isolated from the rest of red blood and RNA /ater solution and treated as tissue culture cells for
the extraction. At the same time, the RNA content in the leucocyte ring is varying depending of the white
cells number, of each sample.

Results: We have optimized the protocol: 1) for the removing any residue of RNA later solution from
the samples before the RNA extraction 2) for complete homogenization of the fibrous tissue before RNA
extraction 3) the starting quantity and separation method of white blood cells from excess RNA later
solution. For the extraction we used a commercially column based kit (mirVana Kit, cat-no.AM1561)

Conclusions and Discussion: In this study we extracted RNA of sufficient quality and quantity for
robust gene expression and Micro RNA analysis. We have demonstrated that RNA later stabilization
could be an optimal solution to eliminate the need to immediately process the samples (especially the
samples collected inside the hospitals, were the possibility to freeze them in liquid nitrogen often repre-
sent a particular challenge).

Keywords: RNA later, microRNA, gene expression

P1. OPTIMIZAREA METODELOR DE LABORATOR PENTRU
EXTRACTIA DE ARN TOTAL DIN DIFERITE PROBE DE
RELEVANTA CLINICA

Introducere si Obiective: Analiza precisd si fiabila a expresiei genice si analiza micro ARN-urilor
depinde de extragerea ARN-ului pur si de inalté calitate. Acest studiu a urmarit optimizarea tehnicilor
pentru extragerea rapida si usoara a ARN-ului total si microARN-urilor, folosind solutia de stabilizarea
RNA later (AM7023M) pentru tesuturile fibroase si inelul leucocitar.

Metoda: Extractia ARN din aceste probe a prezentat diferite dificultati: biopsiile tesuturilor fibroase
au fost greu de omogenizat inainte de extractie, in timp ce globulele albe din sange conservate in RNA
later, au trebuit sa fie izolate de restul de celule sanguine, si s fie tratate ca celule din cultura. In acelasi
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timp, continutul de ARN din inelul de leucocite variaza in functie de numarul de celule albe, in fiecare
proba.

Rezultate; Am optimizat protocolul: 1) pentru indepartarea oricarui reziduu de RNA later din probe,
inainte de extractia ARN 2) pentru omogenizarea completa a tesutului fibros Tnainte de extragerea ARN
3) cantitatea de pornire si metoda de separare a globulelor albe din sange si eliminare excesului de RNA
later. Pentru tehnicile de extractie am folosit un kit pe baza de coloane, comercial (mirVana ™ miRNA,
Ref. AM1561).

Concluzie si Discutii: in acest studiu am extras ARN de calitate si cantitate suficienta pentru
expresie genica robusta si analiza micro ARN-urilor. Am demonstrat ca RNA later ar putea fi o solutie
optima pentru a elimina nevoia de a prelucra imediat esantioane (in special probele colectate in spitale,
unde posibilitatea de a le ingheta 1n azot lichid reprezinta deseori o provocare).

Cuvinte cheie: RNA later, micro ARN, expresie genica

P2. HLA-ASSOCIATED DISEASE RISK ESTIMATION IN
MOLDOVA BASED ON HLA-A, B, AND DRB1 ALLELE
FREQUENCIES

Silvia Ionescu', Silvia Dascalescu!, Mariana Pavel-Tanasa?, Corina Cianga'?, Camelia Mihaila'?,
Daniela Constantinescu'?, Petru Cianga'?
1. Immunology Laboratory, “St. Spiridon” Clinical Hospital, lasi

2. Department of Immunology, ,, Grigore T. Popa” University of Medicine and Pharmacy, lasi

Introduction/Objectives: HLA (Human Leukocyte Antigen) is the genomic region displaying the
highest statistical association with different diseases, however, there are also HLA genes providing pro-
tection against certain diseases. Based on the frequency of the HLA alleles identified in Moldova, predic-
tions were forecasted about the relative risk of such diseases for the population of this region.

Methods/Methodology: HLA alleles frequency was determined by phenotyping or low resolution
HLA genotyping [1]. The relative risk (RR) of different diseases was calculated as the ratio between the
risk in those individuals presenting the allele and the risk in those that do not present it, by corroborating
literature data.

Results: For 23 out of 44 associations, the estimated RR was at least 2 times higher than the RR of
the Caucasian population. Thus, we have identified frequent associations for rheumatoid arthritis with
HLA-DRB1* 04 and DRB1*07, Crohn’s disease with HLA-B* 37, ulcerative colitis with HLA-A*01,
B*08 and B*37, type 1 diabetes mellitus with HLA-DRB1*04, miastenia gravis with HLA-B*08 and
B*27, multiple sclerosis with HLA-A*03 and B*07, ankylosing spondylitis with HLA-B*27.

Conclusions/Discussions: The frequency of HLA in a given population may provide indirect clues
about susceptibility or resistance to certain conditions. This type of information can be used as tools for
national prevention programs, but at the same time, it should be cautiously interpreted, given that, in the
determinism of a disease, multiple factors besides the genetic ones are also involved.

References: Constantinescu et al. The frequency of HLA alleles in the Romanian population. Immu-
nogenetics. (2016).68:167-178

Keywords: HLA, relative risk, genetic susceptibility
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P2. ESTIMAREA RISCULUI AFECTIUNILOR ASOCIATE CU HLA
iN REGIUNEA MOLDOVA PE BAZA FRECVENTEI ALELELOR
HLA-A, B, SI DRB1

Introducere/Obiectiv: HLA (Human Leukocyte Antigen) reprezinta regiunea genomica ce prezinta
cele mai multe asocieri statistice cu diferite boli, dupa cum exista gene HLA care ofera protectie impotriva
unor afectiuni. Luand in considerare frecventa alelelor HLA identificate in Moldova, am realizat o predictie
asupra riscului aparitiei unor astfel de afectiuni la nivelul populatiei din aceasta regiune.

Metode/Metodologie: Calcularea frecventei alelelor HLA s-a realizat prin fenotiparea sau

genotiparea HLA de joasa rezolutie [1]. Riscul relativ (RR) al diferitelor afectiuni a fost calculat ca

raportul dintre riscul celor care prezinta alela respectiva si riscul celor care nu o prezinta, prin coroborarea datelor
din literatura.

Rezultate: Pentru 23 din 44 de asocieri, RR estimat a fost de cel putin 2 ori mai mare decat
RR din populatia caucaziana. Astfel, am identificat asocieri frecvente pentru artrita reumatoida cu HLA-
DRB1*04 si DRB1*07, boala Crohn cu HLA-B*37, colita ulcerativa cu HLA-A*01, B*08 si B*37,
diabetul zaharat tip 1 cu HLA-DRB1*04, miastenia ravis cu HLA-B*08 si B*27, scleroza multipla cu
HLA-A*03 si B*¥07, spondilita anchilozanta cu HLA-B*27.

Concluzii/Discutii: Frecventa alelor HLA ntr-o anumita populatie poate oferi indicii indirecte
instrumente pentru programe nationale de preventie, dar, totodata, trebuie interpretate cu prudenta, dat
fiind faptul ca in determinismul unei afectiuni, intervin multipli factori pe langa cei genetici.

Referinte: Constantinescu I, Boscaiu V, Cianga P, Dinu AA, Gai E, Melinte M, Moise A. The
frequency of HLA alleles in the Romanian population.(2016). Immunogenetics. 68:167—-178

Cuvinte cheie: HLA, risc relativ, susceptibilitate genetica

P3. LACTOSE INTOLERANCE: CORRELATION BETWEEN
LACTOSE PROVOCATION TEST AND GENETIC TESTING

Oana Pavelea', Eniké Mihaly?, Stefan Barbu', Minodora Dobreanu'"
1. Emergency Clinical County Hospital Targu Mures
2. Clinical County Hospital Mures
3. University of Medicine, Pharmacy, Science and Technology “George Emil Palade” Targu Mures,
Department of Laboratory Medicine

Introduction: The aim of this study is to assess the value of the genetic testing in diagnosing lactose
intolerance confirmed by the lactose provocation test.

Material and methods: The study was conducted on 26 symptomatic subjects for whom the lactose
provocation test was performed (50 g of lactose with 4 point of care glucose determinations at 0, 15, 30
and 60 minutes with Accu-Chek Active), during which we kept track of abdominal meteorism, diarrhea,
abdominal colic, nausea, vomiting, fatigue, headache. The genetic testing for the MCM6 gene: 13910
C/T 122018 G/A was made with LactoStrip (Operon). The exclusion criteria were: diabetes, Crohn dis-
ease, digestive infections at the time of testing.

Results: Of the 26 patients, 15 (57,69%) were real positive, 4 (15,38%) false negative, 1 (3,85%)
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false positive and 6 (23,08%) real negative. The sensitivity of the genetic test is 78,95%, specificity is
85,71%, positive predictive value is 93,75% and the negative predictive value is 60%.

Conclusion: The concordance of the lactose provocation test with the genetic test is 80,77%. In order
to increase the consistency of the study, we will continue the patient/subject recruitment.

Keywords: Lactose intolerance, provocation test, genetic test

P3. INTOLERANTA LA LACTOZA: CORELARE INTRE TEST DE
PROVOCARE SITEST GENETIC

Introducere/Obiectiv: Scopul acestui studiu este acela de a evalua valoarea testului genetic in
diagnosticul intolerantei la lactoza confirmat prin testul de provocare la lactoza.

Metode/Metodologie: Studiul a fost realizat pe 26 de subiecti simptomatici la care s-a efectuat testul
de provocare la lactoza (50 g de lactoza cu 4 determinari glicemice point of care la interval de 0, 15, 30 si
60 de minute, cu glucometrul Accu —Chek Active) si s-au monitorizat: meteorismul abdominal, diareea,
colicile, greata, varsaturile, fatigabilitatea, cefaleea. S-au tipizat mutatiile pentru gena MCM6: 13910
C/T si 22018 G/A cu ajutorul kitului LactoStriP (Operon). Criterii de excludere au fost: diabetul zaharat,
boala Crohn, patologii infectioase digestive la momentul testarii.

Rezultate: Din totalul de pacienti, 15 (57,69%) au fost real pozitivi, 4 (15,38%) fals negativi, 1 (3,85%)
fals pozitiv si 6 (23,08%) real negativi. Sensibilitatea testului genetic este de 78,95%, specificitatea de
85,71%, valoare predictiva pozitiva 93,75% si negativa 60%.

Concluzii/Discutii: Concordanta testului de provocare la lactoza cu testul genetic este de 80,77%.
Pentru a creste consistenta studiului vom continua inrolarea de pacienti/subiecti.

Cuvinte cheie: intoleranta la lactoza, test de provocare, teste genetice

P4. MOLECULAR AND PHENOTIPIC ASPECTS IN A PATIENT
WITH RUBINSTEIN-TAYBI SYNDROME

Maid:lina Anciuc!, Florin Tripon'!, Simon Marta?, Claudia Banescu!
1. Genetics Laboratory, Center for Advanced Medical and Pharmaceutical Research, “George Emil
Palade” University of Medicine, Pharmacy, Science, and Technology of Targu Mures, Romdnia
2. “George Emil Palade” University of Medicine, Pharmacy, Science and Technology of Targu
Mures, Romania

Introduction: CREB-binding protein (CBP) acts as a transcription coactivator, carries intrinsic his-
tone acetyltransferase (HAT) activity and is encoded by the CREBBP gene. Mutations in this gene have
been described in approximately half of patients with Rubinstein-Taybi syndrome (RSTS), an extremely
rare disease.

Case presentation: Here, we will present the molecular and clinical findings of a newborn clini-
cally diagnosed with RSTS. The patient presented dysmorphic facial features included down slanting
palpebral fissures, preauricular sinus, prominent beaked nose, long eyelashes, long posterior hairline,
hemangioma of the frontal and occipital soft tissue, hirsutism, broad thumbs and great toes, unilateral
right clubfoot and right-sided postaxial hexadactyly toe. RSTS is typically characterized by hypotonia,
also present in our neonatal patient. Other congenital heart defects, like abnormal constriction of the aor-
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ta with a membranous curtain-like structure aspect, were also identified. Copy number changes (CNCs)
analysis for CREBBP gene was performed using commercial Multiplex ligation-dependent probe am-
plification (MLPA) kits, namely SALSA MLPA Probemix P064 (which contain two probes, for exon 3
and 31) and SALSA MLPA P245 probemix (which contain one probe for exon 1). Final ratio analysis
revealed a decreased signal for CREBBP gene exon 1. Being only one signal, we were unable to consid-
er a deletion and target sequencing was performed. The sequencing results and also the utility of target
sequencing due to limited MLPA results will be discussed.

In conclusion, by identifying the deletions and the mutations within a larger number of cases it will
be possible to establish some correlations between the type of the anomaly and the severity of the dis-
ease. An analysis on the correlation between genotype and phenotype will also be possible.

Keywords: Rubinstein-Taybi syndrome, MLPA, type of the anomaly

P4. ASPECTE MOLECULARE SI FENOTIPICE LA UN PACIENT CU
SINDROM RUBINSTEIN-TAYBI

Introducere: Proteina care leagdi CREB (CBP) actioneaza ca factor de transcriptie cu activitate de
histon-acetiltransferaza intrinseca (HAT) si este codificatd de gena CREBBP. Mutatii la nivelul acestei
gene au fost descrise la aproximativ jumadtate din pacientii cu sindromul Rubinstein-Taybi (RSTS), o
afectiune congenitala extrem de rara.

Prezentarea cazului: Vom prezenta rezultatele moleculare si clinice ale unui nou-nascut diagnosticat
clinic cu RSTS. Pacientul prezinta trasaturi faciale dismorfice, respectiv fante palpebrale oblice, foseta
preauriculard, baza de implantare nazala larga, gene lungi, insertie posterioara joasa a parului, hemangiom
frontal si occipital, hirsutism, police si haluce groase, talus valgus la nivelul membrului inferior stang
si hexadactilie postaxiala dreaptd. RSTS este caracterizat prin hipotonie, prezenta si la pacientul nostru.
Au fost identificate alte malformatii cardiace congenitale, precum aspectul de diafragm la nivelul aortei
istmice. Analiza variatiilor numarului de copii (CNC) pentru gena CREBBP a fost efectuata prin tehnica
multiplex de amplificare dependentd de sondda (MLPA), folosind kiturile SALSA MLPA Probemix
P064 (care contine doua sonde, pentru exon 3 si 31) si SALSA MLPA P245 probemix (care contine o
sonda pentru exonul 1). Analiza rezultatelor evidentiaza un semnal scazut la nivelul exonului 1 al genei
CREBBP. Deoarece a fost identificat un singur semnal modificat nu se poate lua in considerare prezenta
unei deletii Tn aceasta regiune si a fost efectuatd secventierea tintitd. Avand 1n vedere limitele analizei
MLPA rezultatele secventierii tintite precum si utilitatea acesteia, vor fi discutate.

In concluzie, prin identificarea deletiilor si a mutatiilor unui numar mai mare de cazuri va fi posibila
stabilirea unor corelatii intre tipul de anomalie si severitatea bolii. De asemenea, va fi posibila o analiza
a corelatiei dintre genotip si fenotip.

Cuvinte cheie: Sindromul Rubinstein-Taybi, MLPA, tipul anomaliei
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PS. CHARACTERIZATION OF SOME CHROMOSOMAL
ANOMALIES USING CYTOGENETIC TECHNIQUES — CASE
REPORT

Oana Popa’, Toana Nedelcu'?, Sorina Schipor!, Madalina Vintilid!, Elena Emanuela Braha!
1. “C. I Parhon” National Institute of Endocrinology, Bucharest
2. Faculty of Biology, University of Bucharest

Introduction/Objective: Turner Syndrome (TS) with mosaicism accounts for approximately 50%
of cases. The aim of this case presentation is to characterize two chromosomal anomalies incidentally
detected in a patient with clinical observation of TS.

Metode/Metodologie: We present the case of a patient (8 years and 7 months old) with TS suspicion
based on height and weight hypotrophy, craniofacial dysmorphia, pterygium colli and aortic stenosis.
The karyotype from peripheral blood lymphocyte cultures was initially performed. Genetic analysis
was supplemented with fluorescence in situ hybridization (FISH) using commercial probes for X whole
chromosome painting, XIST and Xp terminal region (CytoCell Ltd.), and with the comparative genomic
hybridization (arrayCGH) using 4x180K slides and following the manufacturer’s protocol (Agilent).
Parents karyotype was also performed.

Results: Patient’s karyotype revealed a mosaicism with two cell lines, one of them with a marker
chromosome. In all metaphases, a chromosomal abnormality was observed on the short arm of chromo-
some 5 (possible inversion or deletion), also present in the mother’s karyotype. FISH analysis confirmed
that the marker chromosome is Xp, centromere and XIST region. ArrayCGH analysis did not indicate
any loss of genetic material on chromosome 5.

Conclusions/Discussions: The patient’s karyotype revealed a chromosomal mosaicism 45,X,inv(5)
(pl4.17q12.1)[27]/46,X,del(X)(q13.2qter),inv(5)(p14.1?q12.1)[ 18] which establishes the final diagnosis
of TS in mosaic. FISH analysis allowed the characterization of the marker chromosome, not detected by
arrayCGH due to the low degree of mosaicism (40%). Based on the arrayCGH result and the mother’s
karyotype (with normal phenotype), the 5p chromosome abnormality detected in the patient was consid-
ered pericentric inversion.

Keywords: Turner Syndrome, cytogenetics, FISH

P5. CARACTERIZAREA UNOR ANOMALII CROMOZOMIALE
PRIN TEHNICI CITOGENETICE - PREZENTARE DE CAZ

Introducere/Obiective: Sindromul Turner (ST) in mozaic reprezinta aproximativ 50% din cazuri.
Scopul prezentarii este caracterizarea a doud anomalii cromozomiale decelate intdmplator la o pacienta
cu observatie clinica de ST.

Metode/Metodologie: Prezentam cazul unei paciente (8 ani si 7 luni) cu suspiciune de ST pe
baza hipotrofiei staturo-ponderale, dismorfiei cranio-faciale, pterygium colli si stenozei aortice. A
fost efectuat initial cariotipul din culturi de limfocite din sange periferic. Ulterior au fost suplimentate
analizele genetice cu hibridizare in sifu cu fluorescenta (FISH) utilizdnd sonde comerciale de painting



S66 Revista Romana de Medicina de Laborator Supliment 1 la Vol. 28, Nr. 4, Octombrie, 2020

pentru cromozomul X si sonde locus specifice pentru regiunea XIST si Xp terminal (CytoCell Ltd.), si
cu hibridizare genomica comparativa (arrayCGH) utilizand lame de tipul 4x180K, urmand protocolul
producatorului (Agilent). S-a efectuat si cariotipul parintilor.

Rezultate: Cariotipul pacientei a evidentiat un mozaic cu doua linii celulare, una dintre ele avand
un marker cromozomial. In toate metafazele s-a observat si 0 anomalie cromozomiala pe bratul scurt al
cromozomului 5 (posibil inversie sau deletie), modificare prezentd si la mama. Analiza FISH a confirmat
faptul ca markerul cromozomial deriva din cromozomul X si contine bratul scurt, centromerul si regiunea
XIST. Analiza arrayCGH nu a indicat pierdere de material genetic la nivelul cromozomului 5.

Concluzii/Discutii: Cariotipul pacientei releva un mozaicism cromozomial 45,X,inv(5)(p14.17q12.1)
[27]/46,X,del(X)(q13.2qter),inv(5)(p14.1?q12.1)[18] ce stabileste diagnosticul final de ST in mozaic.
Analiza FISH a permis caracterizarea markerului cromozomial, nedectat prin arrayCGH, posibil datorita
gradului redus de mozaicism (40%). Pe baza rezultatului la arrayCGH si a cariotipului mamei (cu fenotip
normal) anomalia cromozomului 5p prezenta la pacientd a fost consideratd inversie pericentrica.

Cuvinte cheie: Sindrom Turner, citogenetica, FISH

P6. THE UTILITY OF MLPA IN NEWBORNS WITH CONGENITAL
HEART DISEASE

Elena Moldovan', Claudia Biinescu?, Cucerea Manuela®, Valeriu Moldovan?, Lucian Puscasiu®
1. Pediatric Intensive Care Unit, Emergency Institute for Cardiovascular Diseases and Transplant of
Targu Mures
2. Center for Advanced Medical and Pharmaceutical Research, “George Emil Palade” University of
Medicine, Pharmacy, Science and Technology of Tdrgu Mures
3. County Emergency Clinical Hospital of Targu Mures

Introduction: Congenital heart disease (CHD) is the most prevailing congenital disorder among
newborns, copy number variations(CNVs) representing an etiological factor. In this study we aimed to
investigate CHD-causing CNVs using the multiplex ligation-dependent probe amplification (MLPA)
assay.

Methods: In the present study 70 neonates with apparently non-syndromic CHD who needed thera-
peutic approach during the neonatal period were enrolled, while minor structural defects were excluded.
DNA was extracted from peripheral blood using the PureLink Genomic DNA Mini Kit (Thermo Fisher
Scientific). CNV investigation by MLPA was performed using the SALSA-MLPA-Probemix P311-Con-
genital Heart Disease (MRC Holland) on a 3500xL-Dx genetic analyzer (Applied-Biosciences). GATA
Binding Protein 4 (GATA4) exon 1 Sanger sequencing was performed using in-house designed primers
on a 3500xL-Dx genetic analyzer.

Results: Following the MLPA analysis, seven cases presented modifications within the GA744 exon
1 region, exhibiting Dosage Quotients of 1.3, which could not be interpreted neither as normal samples
nor as duplications. In three unrelated cases Sanger sequencing showed the presence of rs35813172
within the genomic region previously investigated by MLPA.

Discussion and Conclusion: rs35813172 was not previously described in ClinVar, therefore its sig-
nificance is still unknown, however, its presence was indicated by the modified MLPA results. We can
conclude that a modified MLPA result, even though not clearly indicative of deletion or duplication, may
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still be a sign that the studied sequence is modified, and therefore it should be further investigated.
Acknowledgments: This work was partly supported by the University of Medicine Pharmacy Sci-
ence and Technology of Targu Mures, Research Grant number 15609/11/29.12.2017.
Keywords: Congenital heart disease, MLPA.

P6. UTILIZAREA MLPA LA NOU-NASCUTUL CU MALFORMATIE
CONGENITALA DE CORD

Introducere: Malformatia congenitala de cord (MCC) este cea mai rdspanditd patologie malformativa
neonatala, variatiile numarului de copii (VNC) reprezentand unul din factorii etiologici. In acest studiu
am investigat VNC-uri care pot conduce la MCC folosind tehnica multiplex ligation-dependent probe
amplification (MLPA).

Metode: in prezentul studiu au fost inclusi 70 de nou-nascuti cu MCC aparent non-sindromici care
au necesitat abordare terapeutica in perioada neonatald, pacientii cu defecte structurale minore fiind
exclusi. ADN-ul a fost extras din sangele periferic folosind PureLink Genomic DNA Mini Kit(Thermo
Fisher Scientific). Investigarea VNC prin MLPA a fost efectuatd folosind SALSA-MLPA-Probemix
P311 pentru Malformatii cardiace congenitale (MRC Holland) pe un analizator genetic 3500xL-Dx
(Applied-Biosciences). Exonul 1 al GATA Binding Protein 4 (GATA4) a fost secventiat utilizdnd amorse
de design propriu pe un analizor genetic 3500xL-Dx.

Rezultate: In urma analizei MLPA, sapte cazuri au prezentat modificiri in regiunea exonului 1
GATA4, prezentand valori de 1,3, care nu au putut fi interpretate ca probe normale sau duplicatii genice.
In trei cazuri neinrudite secventierea a indicat prezenta rs35813172 in regiunea investigata anterior prin
MLPA.

Discutii si Concluzii: rs35813172 nu a fost descris anterior in ClinVar, semnificatia sa fiind momentan
necunoscuta, dar prezenta sa a fost indicata de rezultatele MLPA modificate. Putem concluziona ca un
rezultat MLPA modificat, chiar daca nu indicd in mod clar deletia sau duplicatia genica, poate indica
modificari in secventa studiata.

Multumiri: Acest studiu a fost sustinut partial de Universitatea de Medicind Farmacie Stiinte si
Tehnologie din Targu Mures, Grant de cercetare numarul 15609/11/29.12.2017.

Cuvinte cheie: Malformatie congenitala cord, MLPA.
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PLENARY SESSION 6 - BIOMARKERS & VARIA

R1. SUBSTANCE HARM REDUCTION: GENERAL CONCEPTS AND
THE ROLE OF THE MEDICAL LABORATORY

Cristiana Stefan
Clinical Laboratory and Diagnostic Services, Centre for Addiction and Mental Health, Toronto

The data shows that the classical strategies of the anti-drug policies and laws (prohibition, legal
penalty) did not eliminate the use of the illicit substances (drugs) regardless of the socio-economic fac-
tors. Therefore, a number of alternative strategies were sought and implemented fo reduce (as much as
possible) the negative consequences (harm) of drug use for both the individual and the society (if their
complete elimination is not possible). Initially, there were the methadone substitution programs for the
heroin users (such as those implemented in Canada in the 1960s).

In this course, we discuss general aspects of the concept of ‘harm’caused by the use of (illicit) sub-
stances and the current alternative strategies, focusing on the drug testing (checking) in the laboratory.
This strategy was implemented in Europe in the 1990s, and more recently adopted by Canada. Its pri-
mary purpose is to make known fo the people who use drugs (PWUD) the drug chemical composition to
facilitate the decision to consume it or not; thus, avoiding exposure to toxic substances in the category
of New Psychoactive Substances (NPS), and last but not least, to protect the public health. I will also
discuss the potential and the role of the medical laboratories specializing in toxicology testing of various
clinical specimens (urine, blood, saliva) in the implementation of the drug testing (checking) services.

Objectives:

1. To identify different strategies to reduce the harm caused by the use of illicit substances (drugs)

2. To explain the concept of drug testing and the role of this strategy in promoting knowledge about
the drug market and protecting the individual as well as the public health.

3. To discuss the role of the medical laboratories specialized in toxicology in the implementation of
drug testing (checking) services

Keywords: harm, illicit drugs, drug testing

R1. REDUCEREA DAUNELOR CAUZATE DE SUBSTANTELE
(ILIICITE): CONCEPTE GENERALE SIASPECTE LEGATE DE
ROLUL LABORATORULUI MEDICAL

Datele aratd ca strategiile clasice de politici si legi antidrog (prohibitie, penalizare legald) nu au
eliminat consumul de substante ilicite (droguri), indiferent de factorii social-economici. Ca urmare
s-au cautat si implementat un numar de strategii alternative pentru reducera (cat mai mult posibil, daca
eliminarea nu este posibild), a consecintelor negative ale acestui consum, atat pentru individ cat si pentru
societate. Initial au fost programele de substitutie cu metadona pentru dependentii de heroina (ca cele
implementate in Canada incepand cu anii *60).

In acest curs discutim aspecte generale ale conceptului de reducere a daunelor provocate de consumul
de substante ilicite (droguri) si strategii alternative de actualitate, cu accent pe testarea (verificarea)
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drogurilor in laborator. Aceasta strategie a fost implementata incepand cu anii 90 1n Europa, si mai
recent adoptatd de Canada. Scopul ei principal este de a face cunoscut persoanelor care folosesc droguri
compozitia lor chimicd, pentru a facilita decizia de consum sau nu, evitand astfel expunerea la substante
toxice din categoria substantelor noi cu proprietati psihoactive (SNPP), si nu in ultimul rand, pentru a
proteja publicul. Voi discuta de asemenea potentialul si rolul laboratoarelor medicale specializate in teste
de toxicologie pe diferite specimene clinice (urind, sange, saliva) in implementarea serviciilor de testare
(verificare) a drogurilor.

Obiective:

Sa identificati diferite strategii de reducere a daunelor cauzate de consumul de substante ilicite
(droguri)

Sa explicati conceptul de testare (verificare) a drogurilor cat si rolul acestei strategii in promovarea

Sa discutati rolul laboratoarelor medicale specializate in toxicologie In implementarea serviciilor de
testare (verificare) a drogurilor

Cuvinte cheie: dauna, substante ilicite, testarea drogurilor

C1. NOVEL MARKERS OF INFLAMMATORY SYNDROME IN
TYPE 1 DIABETES MELLITUS

Cristina Drugan’, Ancuta Benedec??, Tudor C. Drugan’®
1. Department of Medical Biochemistry, University of Medicine and Pharmacy ,, luliu Hatieganu”
Cluj-Napoca
2. Centre for Diabetes, Nutrition and Metabolic Diseases, University of Medicine and Pharmacy
L Iuliu Hatieganu” Cluj-Napoca
3. Department of Medical Informatics and Biostatistics, University of Medicine and Pharmacy ,, luliu
Hatieganu” Cluj-Napoca

Introduction: Inflammation is present throughout the evolution of type 1 diabetes mellitus (DM).
This study aimed to assess the value of chitotriosidase and neopterin as potential markers of inflamma-
tion, and their relation with the length of disease evolution, until the onset of complications.

Material and methods: Our study involved 82 adult patients with type 1 DM, in whom the enzy-
matic activity of circulating chitotriosidase (nmol/mL/h) and the concentration of plasma neopterin (ng/
mL) were determined.

Results: We observed statistically significant differences between chitotriosidase activity in patients
with and without neuropathy (229.57 +/- 164.19 and 119.86 +/- 138.77, respectively (p<0.001). Like-
wise, a significant increase in chitotriosidase activity was noticed in patients with retinopathy (217.50
+/- 172.80), compared to those without this complication (128.44 +/- 129.33), p<0.001. We also noticed
significant chitotriosidase variations in the different stages of diabetic nephropathy. Neopterin did not
display significant changes with respect to microvascular complications, though its values were higher
(11.75 +/- 7.90) than those of the general population, possibly reflecting autoimmune activation in type 1
DM. Unlike neopterin, chitotriosidase showed a moderate to good correlation with disease duration (the
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Spearman correlation coefficient was 0.523, with a probability of the significance test p<0.001).
Conclusions: Neopterin may be considered a marker of autoimmune activation in type 1 DM, but its
levels do not reflect the occurrence of microvascular complications. Chitotriosidase may be viewed as an
early biomarker of the onset of complications, its activity increasing with disease evolution and reaching
significantly higher values in patients with these complications.
Keywords: chitotriosidase, neopterin, type 1 diabetes mellitus.

C1. NOI MARKERI AI SINDROMULUI INFLAMATOR iN
DIABETUL ZAHARAT DE TIP 1

Introducere: Sindromul inflamator este prezent pe tot parcursul evolutiei diabetului zaharat (DZ)
de tip 1. Acest studiu si-a propus evaluarea chitotriozidazei si a neopterinei, ca potentiali biomarkeri ai
sindromului inflamator, in raport cu durata de evolutie pana la aparitia complicatiilor.

Material si metode: Studiul a inclus de 82 de pacienti adulti cu DZ de tip 1, la care am determinat
activitatea enzimatica a chitotriozidazei (nmol/mL/h) si concentratia plasmatica a neopterinei (ng/mL).

Rezultate: Studiul a relevat diferente semnificative statistic intre valorile chitotriozidazei la pacientii
cu neuropatie (229,57 +/- 164,19) si cei fara aceasta complicatie (119,86 +/- 138,77), p<0,001. Similar,
s-a evidentiat cresterea semnificativa a valorilor chitotriozidazei la pacientii cu retinopatie (217,50
+/- 172,80), fata de cei fara aceastd complicatie (128,44 +/- 129,33), p<0,001. Am evidentiat variatii
semnificative ale chitotriozidazei si in functie de stadializarea afectarii renale. Neopterina nu a variat
semnificativ Tn functie de complicatiile microvasculare, dar a prezentat valori crescute (11,75 +/- 7,90)
fatd de cele din populatia generald, indicand activarea proceselor autoimune, specificd DZ de tip 1.
Spre deosebire de neopterina, chitotriozidaza s-a corelat moderat spre bine cu durata evolutiei bolii,
coeficientul de corelatie Spearman fiind de 0,523, cu o probabilitate a testului de semnificatie p<0,001.

Concluzii: Neopterina poate fi considerata un marker al autoimunitatii specifice DZ de tip 1, dar nu
si al aparitiei complicatiilor microvasculare. Chitotriozidaza poate fi considerata un marker precoce al
aparitiei complicatiilor in DZ de tip 1, valorile sale crescand odatd cu durata bolii si fiind semnificativ
mai mari la pacientii cu aceste complicatii.

Cuvinte cheie: chitotriozidaza, neopterina, diabet zaharat de tip 1.
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C2. MARKERS OF ENDOTELIAL DYSFUNCTION ASSOCIATED
WITH PSORIATIC ARTHRITIS

Alexandru Caraba!, Claudia Borza?, Emeric Toth?, Marilena Motoc**, Ioana Suceava®,
Camelia Vidita Gurban®*
1. Discipline of Internal Medicine 1V, Compartment of Rheumatology, Department of Internal
Medicine I, "Victor Babes” University of Medicine and Pharmacy, Timisoara, Romania;,
2. Discipline of Pathophysiology, "Victor Babes” University of Medicine and Pharmacy, Timisoara,
Romania;
3. Discipline of Biochemistry, Department of Biochemistry and Pharmacology, "Victor Babes”
University of Medicine and Pharmacy, Timisoara, Romania;
4.  Department of Clinical Laboratory, Emergency Clinical City Hospital Timisoara;
5. Discipline of Medical Semiology, Department of Internal Medicine I, "Victor Babes” University of
Medicine and Pharmacy, Timisoara, Romania.

Background: Cardiovascular disease is an important cause of morbidity and mortality among pso-
riatic arthritis patients (PsA), being considered as an independent risk factor for accelerated atheroscle-
rosis development. The first step in the atherosclerosis occurrence is endothelial dysfunction, associated
with inflammation and insulin resistance.

The objectives of this study were represented by the assessment of the presence of endothelial dys-
function, as well as its correlation with the insulin resistance and the PsA activity.

Material and methods: The study was performed on a group of 30 consecutive patients with PsA
and 30 healthy subjects (control group). The following parameters were analysed: Disease Activity in
Psoriatic Arthritis Score (DAPSA), glycemia, insulinemia, Homeostatic Model Assessment for Insulin
Resistance (HOMA-IR), total cholesterol, LDL-cholesterol, triglycerides, C-reactive protein (CRP), tu-
mor necrosis factor-alpha (TNFa), and flow-mediated dilation at brachial artery (FMD), the endothelial
dysfunction marker. Statistical analyses were performed using the Student’s t-test, ANOVA test and the
Pearson’s correlation, p<0.05 being considered statistically significant.

Results: In PsA patients TNFa levels of 31.23+15.75pg/ml, HOMA-IR of 4.49+1.54, were signifi-
cantly increased (p<0.001), and the FMD values of 9.52+2.14% were significantly decreased (p<0.001)
vs. controls. The serum levels of total cholesterol, LDL-cholesterol, triglycerides and CRP were signifi-
cantly increased in patients with APs vs. the control group (p<0.001). In PsA patients, significant correla-
tions have been identified between DAPSA and HOMA-IR (r=0.8078, p<0.001), and between DAPSA
and FMD% (r=-0.8367, p<0.001).

Conclusion: Endothelial dysfunction is present in PsA patients, being correlated with

disease activity and insulin resistance.

Keywords: endothelial dysfunction, insulin resistance, psoriatic arthritis.

C2. MARKERI AI DISFUNCTIEI ENDOTELIALE ASOCIATI
ARTRITEI PSORIAZICE

Introducere: Afectarea cardiovasculara reprezinta o importanta cauza de morbiditate si mortalitate
printre pacientii cu artritd psoriazicd (APs), aceasta fiind consideratd ca un factor de risc independent
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pentru dezvoltarea aterosclerozei accelerate. Primul pas in aparitia aterosclerozei este reprezentat de
disfunctia endoteliala asociata inflamatiei si insulinorezistentei.

Obiectivele acestui studiu au fost reprezentate de cercetarea prezentei disfunctiei endoteliale, precum
si a corelatiei acesteia cu insulinorezistenta si activitatea APs.

Material si metoda: Studiul a fost efectuat pe un grup de 30 pacienti cu APs si 30 subiecti sanatosi
(grupul control). Au fost analizati urmatorii parametri: scorul DAPSA (Disease Activity in Psoriatic
Arthritis Score), glicemia, insulinemia, HOMA-IR (Homeostatic Model Assessment for Insulin
Resistance), colesterolul total, LDL-colesterolul, trigliceridele, proteina C-reactiva (CRP), factorul de
necroza tumorald-alfa (TNF-a) si vasodilatatia mediata de flux la nivelul arterei brahiale (FMD), marker
al disfunctiei endoteliale. Analiza statisticd a utilizat testele t-Student, ANOVA, Pearson, p<0.05 fiind
considerat cu semnificatie statistica.

Rezultate: La pacientii cu APs, valorile TNF-a de 31.23+15.75pg/ml, HOMA-IR de 4.49+1.54 au
fost semnificativ crescute, iar ale FMD de 9.52+2.14% semnificativ reduse fatd de grupul control
(p<0.001). Nivelele serice ale colesterolului total, LDL-colesterolului, trigliceridelor si CRP au fost
semnificativ crescute la pacientii cu APs vs. grupul control (p<0.001). La pacientii cu APs au fost
evidentiate corelatii semnificative intre DAPSA si HOMA-IR (r=0.8078, p<0.001), precum si intre
DAPSA si FMD% (r=-0.8367, p<0.001).

Concluzie: Disfunctia endoteliala este prezenta la pacientii cu APs, fiind corelata cu activitatea bolii
si insulinorezistenta.

Cuvinte cheie: disfunctia endoteliala, rezistenta la insulina, artrita psoriazica
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POSTER SESSION BIOMARKERS & VARIA

P1. EVALUATION OF VITAMIN D LEVEL IN PRE- AND
POSTMENOPAUSAL WOMEN

Elena Cojocaru'?, Catalina Lunci', Gabriela Bordeianu!, Roxana Mihaela Barbu!
1. Faculty of Medicine, “Grigore T. Popa” University of Medicine and Pharmacy lasi
2. Netconsult Laboratory, lasi

Introduction: Previous studies suggested that menopausal stage promotes hypovitaminosis D in
women. This study assessed the serum 25 - hydroxyvitamin D status among pre- and postmenopausal
women.

Methods: This study was conducted at Netconsult Laboratory lasi, between March 2019 and
February 2020, being analyzed all requests for vitamin D. Structured questionnaires were handed out
to 48 women that were divided into two groups: a premenopausal (n=25) and a postmenopausal group
(n=23). The levels of serum 25 - hydroxyvitamin D were assessed in a fasting state using ELISA method.
Information about pre- and post-menopause status was obtained by a questionnaire that also included the
medical diagnosis based on symptoms, and assessment of sleep disturbance, emotional status, and degree
of fatigue, as well as individual symptoms. Statistical analyses were performed using MedCalc software.

Results: The average 25-hydroxyvitamin D serum level was 21.7+11.3 ng/ml in premenopausal
group and 22.5+9.55ng/ml in postmenopausal group. The optimal vitamin D level is 30-50 ng/ml. 72%
(18 subjects) of premenopausal group and 69.5% (16 subjects) of postmenopausal group had vitamin D
deficiency. In 20% of the premenopausal and 13.04% of postmenopausal women severe vitamin D defi-
ciency (< 5 ng/ml) was reported.

Conclusions: The study found a high prevalence of 25-hydroxyvitamin D deficiency in women from
Iasi County, regardless of age. We observed no statistically significant association between the meno-
pausal status and the 25-hydroxyvitamin D serum level.

Keywords: menopause, 25-hydroxyvitamin D, deficiency

P1. EVALUAREA CONCENTRATIEI DE VITAMINA D LA FEMEILE
AFLATE IN PERIOADA PRE- SAU POSTMENOPAUZA

Introducere: Studii anterioare au sugerat faptul ca aparitia menopauzei determina hipovitaminoza
D la femei. Prezentul studiu a evaluat concentratia serica de 25-hidroxi-vitamina D la femei aflate in
perioada pre- sau postmenopauza.
Metode: Studiul a fost realizat in cadrul laboratorului Netconsult din lasi, in perioada martie
2019 - februarie 2020, la toate solicitantele pentru vitamina D. 48 de femei au completat chestionare,
in urma carora au fost Tmpartite in doua grupuri: premenopauza (n=25) si postmenopauza (n=23).
Concentratia serica de 25-hidroxi-vitamina D a fost determinatd in probe de sange recoltate in conditii
a jeun, fiind utilizata metoda ELISA. Informatia despre statusul pre- sau postmenopauza a fost obtinuta
prin completarea unui chestionar care a inclus un diagnostic medical bazat pe simptome, evaluarea
tulburarilor de somn, a starilor emotionale, a gradului de energie/oboseald, precum si a simptomelor
individuale. Analiza statistica a fost realizata utilizand software-ul MedCalc.
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Rezultate: Valoarea medie a concentratiei serice de 25-hidroxi-vitamina D a fost de 21.7+11.3ng/
ml la grupul in premenopauza si de 22.5+9.55ng/ml la postmenopauza. Valoarea optima a vitaminei
D este de 30-50 ng/ml. 72% (18 subiecti) din grupul premenopauza si 69.5% (16 subiecti) din grupul
postmenopauza au prezentat deficit de vitamina D. La 20% din participante din grupul premenopauza si
13.04% din grupul postmenopauza s-a Inregistrat un deficit sever de vitamina D (< 5 ng/ml).

Concluzii: Studiul aratd o prevalenta mare a deficitului de 25-hidroxi-vitamina D la

femeile din judetul lasi, indiferent de varsta. Nu am observat nicio semnificatie statistica in asocierea
statusului pre- sau postmenopauza si concentratia serica de 25-hidroxi-vitamina D.

Cuvinte cheie: menopauza, 25-hidroxi-vitamina D, deficit

P2. PREVALENCE OF VITAMIN D DEFICIENCY AMONG
CHILDREN FROM GALATI

Alina Iancu, Caterina Dumitru, Gabriela Gurau, Miruna Draganescu, Liliana Baroiu,
Natalia Ionita, Maria Jarnea, loana Grecu, Carmen Chitescu, Dana Tutunaru
Faculty of Medicine and Pharmacy, Galati

Introduction / Aim: There are more and more studies that suggest that vitamin D can suppress
pro-inflammatory cytokines, thus helping to optimize immunity. The purpose of this study is to evaluate
the prevalence of 25-hydroxyvitamin D deficiency, this marker being the best indicator of vitamin D
status in the body.

Methods: We have performed a prospective observational study (09.2019-02.2020) on 345 patients
between the ages of 0-16 years that were referred to “Sf. loan” Emergency Clinical Hospital for Chil-
dren, Galati. Vitamin D deficiency was defined as serum concentrations of less than 21 ng/mL. The
group of patients was divided into subgroups related to 25-hydroxyvitamin D concentrations, as follows:
optimal level >30 ng/mL, insufficient level 21-29 ng/mL, deficiency 11-20 ng /mL and severe deficiency
<10 ng/mL.

Results: The average serum 25-hydroxyvitamin D concentration was 29.98 ng/ml. The prevalence
of 25-hydroxyvitamin D deficiency was 24,74%. It was observed that 36,23% of patients had insufficient
level, 20,87% deficient level and 3,87% severely deficient level. Of all patients with 25-hydroxyvitamin
D deficiency 47,56% were children up to 10 years old.

Conclusions: The deficiency of 25-hydroxyvitamin D among the analyzed children was not very
high. It has been observed that 25-hydroxyvitamin D deficiency was higher among boys up to 10 years
old (53,85%). In the adolescent subgroup, 25-hydroxyvitamin D deficiency was higher among girls
(55,81%). Since children with iron deficiency or inflammatory diseases are more prone to vitamin D
deficiencies, screening them and implementing the necessary strategies to promote health would be very
helpful.

Keywords: 25-hydroxyvitamin D, deficiency, children

P2. PREVALENTA DEFICITULUI DE VITAMINA D LA
COPIII DIN GALATI

Introducere / Obiectiv: Exista tot mai multe studii care sugereaza ca vitamina D poate suprima
citokinele proinflamatorii, contribuind astfel la optimizarea imunitatii. Scopul acestui studiu este de
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a evalua prevalenta deficitului de 25-hidroxivitamind D, acest marker fiind cel mai bun indicator al
statusului de vitamina D din organism.

Metode: Am efectuat un studiu observational prospectiv pe 345 de pacienti cu varsta 0-16 ani, care
s-au prezentat la Spitalul Clinic de Urgenta pentru copii “Sf. loan” Galati in perioada 09.2019-02.2020.
Deficitul de vitamina D a fost definit pentru concentratii <21 ng/mL de 25-hidroxivitamina D. Lotul de
pacienti a fost impartit in subgrupuri in functie de nivelul seric de 25-hidroxivitamina D, astfel: nivel
optim >30ng/mL, nivel insuficient 21-29 ng/mL, deficienta 11-20 ng/mL si deficienta severa <10 ng/mL.

Rezultate: Valoarea medie a concentratiei serice de 25-hidroxivitamind D a fost de 29,98 ng/ml.
Prevalenta deficitului de 25-hidroxivitamina D a fost de 24,74%. S-a observat ca 36,23% din pacienti au
prezentat un nivel insuficient, 20,87% nivel deficient si 3,87% nivel deficient sever. Dintre toti pacientii
cu deficienta de 25-hidroxivitamina D 47,56% au fost copii cu varsta pana in 10 ani.

Concluzii: Deficitul de 25-hidroxivitamina D 1n randul copiilor analizati nu a fost foarte mare. S-a
observat ca deficitul de 25-hidroxivitamind D a fost mai mare la baietii cu varste de pana la 10 ani
(53,85%). In subgrupa adolescentilor, deficitul de vitamina D a fost mai mare la fete (55,81%). Deoarece
copiii cu deficit de fier sau boli inflamatorii sunt mai predispusi la carente ale vitaminei D, ar fi util
screening-ul acestora si implementarea strategiilor necesare pentru promovarea sanatatii.

Cuvinte cheie: 25-hidroxivitamina D, deficienta, copii

P3. THE ROLE OF VITAMIN D AND ANTI-MULLERIAN
HORMONE (AMH) IN WOMEN INVESTIGATED FOR
INFERTILITY

Bogdan Doroftei', Ivona Mitu'!, Radu Maftei, Daniela Cristina Dimitriu’
1. ,,Grigore T. Popa” University of Medicine and Pharmacy, lasi
2 “Cuza Voda “Clinical Hospital of Obstetrics and Gynecology lasi

Introduction: In the last decade, vitamin D has emerged as a pleiotropic molecule with a multitude
of autocrine, paracrine and endocrine functions. The deficiency of vitamin D defined as the concentration
of 25-hydroxycalciferol < 20 ng/ml is frequently noted in patients of fertility clinics.

Objective: The aim of our study was to analyze the relationship between AMH (anti-Miillerian hor-
mone) and Vitamin D levels in women undergoing infertility investigation.

Material and methods: A lot of 184 women with no gynecological pathology diagnosed by ultra-
sound evaluation was organized into three groups according to vitamin D levels and four other groups
according to AMH levels. Serum Vitamin D and AMH levels were obtained using electrochemilumines-
cence immunoassays (ECLIA). The statistical analysis was performed using SPSS v.20 software.

Results: Vitamin D correlated weakly with AMH in the age group 30-34 years (r = 0.326, p=0.024),
but strong in the age group 40-44 years (r=0.892, p=0.108). While vitamin D levels <20 ng/ml demon-
strated a weak negative linear relationship with age (r =-0.210, p = 0.025), vitamin D levels > 30 ng/ml
demonstrated a strong positive linear relationship with age (r = 0.622, p = 0.041).

Conclusion: There is no significant correlation between the level of AMH and that of vitamin D in
unexplained infertility. Vitamin D level mainly influences endometrial development and implantation.
The correlation between AMH and vitamin D is weak and needs to be further analyzed together with
other parameters for a more precise result.

Keywords: infertility, AMH, vitamin D
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P3. ROLUL VITAMINEI D STAL HORMONULUI ANTI-
MULLERIAN (AMH) LA FEMEILE INVESTIGATE PENTRU
INFERTILITATE

Introducere: In ultimul deceniu vitamina D s-a evidentiat drept o molecula pleiotropica cu multiple
functii de tip autocrin, paracrin si endocrin. Deficienta de vitamina D este definitd de o valoare a 25-hi-
droxicalciferol < 20 ng/ml si este frecvent intalnita la pacientele din clinicile de fertilitate.

Obiectiv: Scopul studiului nostru este aprecierea relatiei dintre vitamina D si AMH (hormonul an-
ti-Mullerian) la femeile investigate pentru infertilitate.

Material si metode: Un lot de 184 femei fara patologie ginecologica evidentiatd ecografic a fost
divizat in 3 grupuri in functie de nivelul vitaminei D si in 4 grupuri in functie de nivelul AMH-ului. Ni-
velurile serice ale AMH-ului si vitaminei D au fost obtinute prin electrochemluminiscentd (ECLIA), iar
analiza statistica a fost efectuata cu ajutorul programului SPSS (v.20).

Rezultate: Vitamina D s-a corelat slab cu AMH in grupa de varsta 30-34 ani (r = 0.326, p = 0.024),
dar strans in grupa de varsta 40-44 ani (r = 0.892, p = 0.108). Valorile vitaminei D < 20 ng/ml au demons-
trat o corelatie slaba si negativa cu varsta (r = -0.210, p = 0.025), insa in acelasi timp, valorile > 30 ng/
ml au dovedit o corelatie puternica si pozitiva cu varsta (r = 0.622, p = 0.041).

Concluzii: In infertilitatea de cauze neprecizate nu am obtinut o corelatie semnificativa intre AMH si
vitamin D. Vitamina D influenteaza in principal dezvoltarea endometriald si implantarea. Recomandam
o analizd mai complexa care sa cuprinda si alti parametrii pentru a obtine un rezultat precis si complet.

Cuvinte cheie: infertilitate, AMH, vitamina D

P4. INFLUENCE OF THE MATERNAL TSH VALUE IN THE FIRST
TRIMESTER ON NEWBORN TSH VALUE

Imola Gyorfi', Andrea Szabo', Oana Oprea'?, Minodora Dobreanu'**
1. Emergency Clinical County Hospital Targu Mures
2. “George Emil Palade” University of Medicine, Pharmacy, Science and Technology Targu Mures,
Department of Laboratory Medicine
3. Center for Advanced Medical and Pharmaceutical Research, “George Emil Palade” University of
Medicine, Pharmacy, Science and Technology Targu Mures

Introduction: Maternal hypothyroidism, even subclinical, can lead to neuropsychiatric disorders of
the fetus. During pregnancy, the maternal thyroid status may influence the newborn TSH level.

Materials and methods: To evaluate the correlations between the maternal and neonatal thyroid
function, blood samples were collected from 50 pregnant women in the first trimester of pregnancy and
TSH was determined using a CLIA method. Pregnant women completed a survey regarding the gesta-
tional age, thyroid pathology, treatments during pregnancy, including prenatal vitamins and their biotin
content. Biotin was determined with an ELISA method to evaluate biotin interference. According to the
national screening program, 3 days after birth two blood spots were collected from the children of these
pregnant women on Whatman paper grade 903. Within the national screening program, the determina-
tion of the TSH levels was performed with the FEIA technique. Medcalc software (MedCalc Software,
Belgium) was used to perform the correlations tests.
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Results: Maternal TSH level was between 0.211-3.78 mUI/L and the newborn TSH level was be-
tween 1.04-7.52 mUI/L. No correlation was found between the TSH levels in mothers and their children
(p = 0.44). Biotin levels in pregnant women were 79.66-170.21 pg/ml. There was no correlation between
maternal TSH levels and biotin levels (p = 0.54).

Conclusions: The newborn TSH levels were not influenced by the maternal TSH levels in the first
trimester of pregnancy. Also, the maternal TSH levels were not influenced by the biotin level.

Keywords: TSH, newborns, congenital hypothyroidism

P4. INFLUENTA VALORILOR TSH-ULUI MAMEI iN PRIMUL
TRIMESTRU DE SARCINA ASUPRA VALORILOR TSH-ULUI LA
NOU-NASCUTI

Introducere: Starea de hipotiroidie a mamei in timpul sarcinii, chiar si subclinica, poate conduce la
afectiuni neuropsihice ale fatului. Valorile TSH-ului la nou-nascuti pot fi influentate de statusul tiroidian
al mamei in timpul sarcinii.

Material si metoda: Pentru a evalua corelatiile intre functia tiroidiana a mamei si cea a copilului au
fost recoltate probe de sange de la 50 de gravide in primul trimestru de sarcina, TSH-ul fiind determinat
cu metoda CLIA. Gravidele au completat un chestionar referitor la varsta gestationald, o eventuala
patologie tiroidiand, tratamente in timpul sarcinii inclusiv vitamine folosite prenatal si continutul lor in
biotina; in serul gravidelor s-a dozat deasemenea concentratia biotinei (metoda ELISA), pentru a verifica
o eventuald interferentd cu dozarea CLIA a TSH. Conform programului national de screening, nou-
nascutilor acestor gravide li s-au recoltat la 3 zile dupa nastere doud spoturi de sdnge pe hartie Whatman
903, determinarea valorilor de TSH in cadrul programului fiind efectuatd cu tehnica FEIA. Testele de
corelatie intre rezultatele de la mame si nou-nascutii lor au fost realizate cu soft-ul Medcalc (MedCalc
Software, Belgia).

Rezultate: TSH-ul mamelor s-a situat intre 0,211-3,78 mUI/L, iar TSH-ul nou nascutilor intre 1,04-
7,52 mUI/L. Nu s-a constatat o corelatie intre valorile de TSH la mame si copii (p=0,44). Valorile de
biotind la gravide s-au situat intre 79,66-170,21 pg/ml. Nu s-a constatat corelatie intre TSH-ul mamelor
si valorile de biotina (p=0,54).

Concluzii: Valorile TSH-ului la nou-nascut nu sunt infuentate de valorile TSH-ului la mama in
primul trimestru de sarcind. Valorile TSH-ului la mama nu au fost influentate de nivelul de biotina.

Cuvinte cheie: TSH, nou-nascuti, hipotiroidism congenital

P5. PREGNANCY AND POPULATION SPECIFIC ASSESSMENT
METHODS FOR THYROID DISORDERS

Oana Mihaela Teodor', Florina Paula Piulet', Natalia Turcan'?, Ionita Ducu’,
Roxana Elena Bohiltea'?
1. Department of Obstetrics Gynecology, University Emergency Hospital Bucharest
2. Department of Obstetrics Gynecology, “Carol Davila” University of Medicine and Pharmacy
Doctoral School, Bucharest
5. Carol Davila” University of Medicine and Pharmacy, Bucharest
Introduction: Thyroid disorders present some unique problems related to evaluation and treatment
during pregnancy. In areas of iodine deficiency, total-body iodine stores declining gradually in pregnancy
facilitate the overcoming of compensatory mechanisms that involve the serum hCG and TSH. Despite
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the high prevalence of goiter and hypothyroidism in these areas, the thyroid autoimmunity receives
increasing attention globally, as up to 18% of all pregnancies associate antithyroid antibody positivity,
chronic autoimmune thyroiditis being the most common disorder.

Materials and methods: We conducted a retrospective analysis with an aim to determine the impact
of thyroid pathology on pregnancy morbidity features in our country, given the iodine deficient area
particularities.

Results: Of the cases admitted in the Department of Obstetrics and Gynecology of Bucharest Uni-
versity Emergency Hospital from January 2015 up to September 2019, we identified a number of 193
pregnant patients with altered thyroid function, out of which 183 were cases of hypothyroidism. Autoim-
mune thyroiditis accounted for 55,73% of these cases in spite of the geographical particularities.

Conclusion: A systematic screening strategy for thyroid disorders in pregnancy remains controver-
sial. The high rate of hypothyroidism in pregnancy in our country may highlight not only the need for
continued essential vigilance against iodine deficiency, but also an individualized protocol to detect the
immunological background of the pregnant woman, applying reliable specific pregnancy trimester - and
population reference ranges for hormone measurements.

Keywords: autoimmune thyroiditis, thyroid function in pregnancy, iodine deficiency

P5. EVALUAREA TULBURARILOR TIROIDIENE PRIN METODE
SPECIFICE PENTRU SARCINA SI ZONA GEOGRAFICA

Introducere: Tulburirile tiroidiene prezinta particularitati legate de evaluare si tratament in timpul
sarcinii. In zonele cu deficienta de iod, depozitele totale de iod din organism scad progresiv in sarcina,
ceea ce faciliteaza depisirea mecanismelor compensatorii in care sunt implicate hCG seric si TSH. In
ciuda prevalentei ridicate a gusei si a hipotiroidismului 1n aceste zone, autoimunitatea tiroidiana primeste
o atentie sporitd la nivel global, deoarece pand la 18% dintre toate sarcinile asociaza pozitivitatea
anticorpilor antitiroidieni, tiroidita autoimuna cronica fiind cel mai frecvent intalnita.

Material si metode: Prezentam o analiza retrospectiva avand ca scop evaluarea impactului patologiei
tiroidiene asupra morbiditatii in sarcind 1n tara noastra.

Rezultate: Dintre cazurile admise in Departamentul de Obstetrica si Ginecologie din Spitalul
Universitar de Urgentd Bucuresti, din ianuarie 2015 pana in septembrie 2019, am identificat un numar
de 193 de gravide cu functie tiroidiana alteratd, dintre care 183 au fost cazuri de hipotiroidie. Tiroidita
autoimuna a reprezentat 55,73% dintre aceste cazuri, in ciuda particularititilor geografice.

Concluzii: O strategie de screening sistematic pentru tulburdrile tiroidiene in sarcind rdmane
controversatd. Rata ridicata de hipotiroidism in sarcind in tara noastra justifica nu numai necesitatea unei
vigilente esentiale continue Tmpotriva deficitului de iod, ci si necesitatea unui protocol individualizat
pentru a detecta fondul imunologic al femeii insarcinate, aplicind masuratori hormonale fiabile cu
interval de referintd adaptate fiecarui trimestru de sarcina si particularitatilor populationale.

Cuvinte cheie: tiroidita autoimuna, functia tiroidiana in sarcina, deficienta de iod
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P6. ALTERNATIVE METHOD FOR DECREASING RECALL RATES
IN CONGENITAL HYPOTHIROIDISM SCREENING

Stefan Barbu', Oana Oprea'?, Minodora Dobreanu'**
1. Emergency Clinical County Hospital Tdargu Mures
2. “George Emil Palade” University of Medicine, Pharmacy, Science and Technology Targu Mures,
Department of Laboratory Medicine
3. Center for Advanced Medical and Pharmaceutical Research, “George Emil Palade” University of
Medicine, Pharmacy, Science and Technology Tdargu Mures

Introduction: Samples for Newborn screening for congenital hipothyroidism are analyzed using
FEIA on Whatman 903 grade paper. Because of the higher than recommended retest rate, additional
techniques that do not involve patient recalling are required.

Material and method: Forty-one matching blood samples from newborns at the SCJU Targu Mures
Maternity Ward during January 2020 were analyzed. Samples were drawn from the ombilical cord at
birth and from the heel at 3 days from birth. Serum TSH samples were determined using CLIA , respec-
tively FEIA for dried blood samples. Statistical analysis was performed using MedCalc (MedCalc Soft-
ware, Belgium). Normal distribution of the values was tested, Passing-Bablok regression for tehnique
comparability, F-test and correlation coefficient. P value <0,05 was considered statistically significant.

Results: Mean TSH serum values for CLIA were 2,62-3,75 mUI/L (95% CI), respectively 6,72-
7,58 mUI/L (95% CI) for FEIA. A statistical significant correlation was found between serum and blood
values. Only 1 newborn had a normal TSH serum value, while the dried blood spot value was above the
cut-off value (10 mUI/L).

Conclusion: Serum TSH values obtained from the ombilical cord are 2 times lower than TSH blood
values from dried spots, values being correlated. Newborns with high TSH values on CLIA were flagged
as high using FEIA, proving that CLIA can be used as an additional technique.

Keywords: TSH, CLIA, FEIA, Newborn screening.

P6. METODA ALTERNATIVA PENTRU SCADEREA
RECHEMARILOR iN CADRUL SCREENING-ULUI PENTRU
HIPOTIROIDIE CONGENITALA

Introducere: Screening-ul pentru hipotiroidismul congenital se desfasoara prin tehnica fluorimetrica
(FEIA), din spoturile de sange recoltate de la nou-nascuti pe hartie Whatman, in cadrul programului
national de screening (PNS). Din cauza ratei mai mari de retestare decat cea raportata in literatura, sunt
necesare metode aditionale de testare care nu implica rechemari suplimentare.

Material si metodi: In luna ianuarie 2020 s-au analizat comparativ valorile TSH din 41 perechi
de esantioane de ser separat la nastere din sangele cordonului ombilical utilizand tehnica CLIA
(chemiluminiscentd) si din spoturile de sange recoltate de la nou-nascuti din Maternitatea SCJU Targu
Mures in cadrul PNS, prin tehnica FEIA. Analiza statistica a fost realizata cu Medcalc (MedCalc
Software, Belgia). S-a verificat distributia rezultatelor, comparabilitatea tehnicilor utilizdnd regresia
Passing-Bablok, corelatia dintre valori utilizand F-test si coeficientul r de corelatie. Valoarea p<0,05 a
fost consideratd semnificativa statistic.
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Rezultate: Valorile medii din cordonul ombilical, au variat intre 2,62-3,75 mUI/L (95% CI), iar
din spoturile de sange intre 6,72-7,58 mUI/L (95% CI). S-a observat o corelatie semnificativa statistic
(p<0,05) intre valorile obtinute din ser si din sange; doar 1 nou-ndscut a avut discordanta intre valoarea
normala in ser si peste cut-off-ul (10 mUI/L) din sange in cadrul PNS.

Concluzii: Valorile obtinute din sangele recoltat din cordonul ombilical se coreleaza cu valorile
obtinute prin tehnica de screening, fiind insa mai mici de 2 ori. Nou-nascutii cu valori peste cut-off pe
tehnica CLIA au fost depistati si prin PNS, tehnica CLIA putand fi folosita ca si metoda de screening
suplimentara.

Cuvinte cheie: TSH, CLIA, FEIA, screening neonatal

P7. CLINICAL AND BIOCHEMICAL STRATEGIES FOR
PREDICTING PREECLAMPSIA

Natalia Turcan'!, Monica Mihaela Cirstoiu?, Oana Teodor?, Ionitd Ducu?, Bianca Mihai?,
Roxana Bohiltea?

1. Department of Obstetrics Gynecology, ,, Carol Davila” University of Medicine and Pharmacy
Doctoral School, University Emergency Hospital Bucharest, 169 Splaiul Independentei, 050098,
Bucharest, Romania
2. Department of Obstetrics Gynecology,”Carol Davila” University of Medicine and Pharmacy,
University Emergency Hospital Bucharest, 169 Splaiul Independentei, 050098, Bucharest, Romania

Introduction / Objective: Preeclampsia is a disease characteristic only of human pregnancy having
the birth as its only curative method. Despite the known and intensively studied risk factors, there are
numerous cases of preeclampsia that occur in the absence of any risk factors. Given that preeclampsia is
directly responsible for life-threatening subsequent events, one of the key points is the earliest possible
diagnosis, identification of patients at high risk and action to prevent the development of this pathology.

Methodology: Markers associated with angiogenesis, respectively PLGF (placental growth factor)
and sFlt-1 (truncated form of PLGF receptor type 1) have a significant prediction rate of preeclampsia
being strongly associated with the increased risk for its development. The false positive rate attributed
to PLGF and sFlt-1 is 5% with a sensitivity and sensibility of 32% and 26% respectively. Combining the
values of Inhibin A, PLGF and PAPP-A (pregnancy-associated plasma protein) with the value of Doppler
velocimetry of uterine arteries and maternal clinical markers provides the best predictive result.

Results: The preeclampsia risk assessment project was implemented as a file in Excel 2016, offering
the possibility to be used in any cabinet equipped with a computer without the need for special programs.
The evaluation sheet aims to gather all the data regarding the personal, familial, obstetrical history and
clinical data that impact the risk of developing a hypertensive pathology in pregnancy. This file also of-
fers the possibility to be supplemented with information useful to the clinician, it offers the possibility to
place in the patient’s electronic file and also to calculate a score that guides the prognosis regarding the
development of preeclampsia.

Conclusions: The sub-heading of this file is represented by the fact that the anamnestic and clinical
data have the highest predictive value for preeclampsia demonstrated so far.

Keywords: preeclampsia, prediction
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P7. STRATEGII CLINICE SI BIOCHIMICE DE PREDICTIE A
PREECLAMPSIEI

Introducere / Obiectiv: Preeclampsia este o boalad caracteristicd doar sarcinii umane avand
ca si singurd metodd curativa nasterea. In ciuda factorilor de risc cunoscuti si intens studiati, exista
numeroase cazuri de preeclampsie care survin in absenta oricaror factori de risc. Avand in vedere faptul
ca preeclampsia este direct raspunzatoare pentru evenimente subsecvente probabile, amenintitoare de
viata, unul din punctele cheie esentiale este diagnosticul cat mai precoce, identificarea pacientelor cu risc
crescut si actiune pentru prevenirea dezvoltarii acestei patologii.

Metodologie: Markerii asociati cu angiogeneza, respectiv PLGF (factorul de cresterea placentard)
si sFlt-1 (forma trunchiatd a receptorului de tip 1 a PLGF) au o ratd de predictie semnificativd a
preeclampsiei, fiind puternic asociati cu riscul crescut pentru dezvoltarea acesteia. Rata fals pozitiva
atribuitd PLGF si sFlt-1 este de 5% avand o sensibilitate de 32% si 26% respectiv. Combinarea valorilor
Inhibinei A, PLGF si PAPP-A (proteina plasmatica asociata sarcinii) cu valoarea velocimetriei Doppler
a arterelor uterine si markerii clinici materni oferd cel mai bun rezultat al predictiei.

Rezultate: Proiectul de evaluarea a riscului de preeclampsie a fost implimentat sub forma de fisier
in Excel 2016, oferind posibilitatea astfel de a fi folosit in orice cabinet dotat cu un computer fara a fi
nevoie de programe speciale. Fisa de evaluare in cauza are scopul de a colecta toate datele referitoare
la istoricul personal si heredo-colateral, obstetrical si datele clinice ce impacteaza riscul de dezvoltare
a unei patologii hipertensive in sarcind. Aceasta fisd ofera in plus posibilitatea de a fi suplimentata cu
informatii utile clinicianului, oferd posibilitatea Incadrarii in dosarul electronic al pacientei si, in plus,
calcularea unui scor ce orienteaza prognosticul privind dezvoltarea preeclampsiei.

Concluzii: Substartul acestei fise este reprezentat de faptul ca datele anamnestice si clinice au
pondrea cea mai mare de predictie a preeclampsiei demonstrata pand acum.

Keywords: preeclampsie, predictie

P8. THE VITAMIN B,, STATUS IN WOMEN: A CROSS-SECTIONAL
STUDY
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Introduction: The purpose of this study was to explore the vitamin B , status in a sample of female
population from Romania.

Material and Methods: The study group included 121 women from the city of Cluj-Napoca and the
surrounding rural localities (group A — 75 individuals with omnivorous diet, group B — 24 individuals
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with different vegetarian diets, and group C — 22 individuals with type 2 diabetes mellitus treated with
metformin). For all the groups, a complete blood count was performed, and the vitamin B, serum con-
centration was measured.

Results: The frequencies of the deficiency and the suboptimal status of vitamin B , (serum levels
<200 pg/mL and 200-350 pg/mL, respectively) were: 6.66% and 32% in group A, 25% and 58.33% in
group B, and 18.18% and 72.72% in group C. In group B, the vitamin B, deficiency has been observed
only in women with long-term (15-25 years) lacto-vegetarian or ovo-vegetarian diet. 40.9% of subjects
older than 50 years from group A had vitamin B, levels <350 pg/mL. All subjects had a mean corpus-
cular volume <100 fL. The anaemia observed in 6.66% of group A subjects and in 13.63% of group C
subjects, was associated with deficiency or suboptimal vitamin B, status in 80% of cases (group A), or
only with suboptimal vitamin B , status (group C).

Conclusion: The results of the study highlight the high frequency of low vitamin B, levels in all
investigated groups and the importance of periodical monitoring in subjects at risk, in order to prevent
the consequences of untreated vitamin B, , deficiency.

Keywords: vitamin B, deficiency, women

P8. STATUSUL VITAMINEI B12 LA FEMEI: UN STUDIU
TRANSVERSAL

Introducere: Scopul acestui studiu a fost determinarea statusului vitaminei B , Intr-un esantion din
populatia feminind din Romaénia.

Material si Metode: In grupul de studiu au fost incluse 121 de femei din Cluj-Napoca si localitatile
rurale invecinate (grupul A — 75 femei cu dietd omnivora, grupul B — 24 femei cu diferite diete vegeta-
riene, si grupul C — 22 femei cu diabet zaharat de tip 2 tratat cu metformin). Pentru toate grupurile s-a
evaluat hemoleucograma si s-a determinat concentratia sericd a vitaminei B ,.

Rezultate: Frecventa deficientei vitaminei B , si a statusului suboptimal (nivele serice <200 pg/mL
si respectiv 200-350 pg/mL) a fost: 6,66% si 32% in grupul A, 25% si 58,33% in grupul B, respectiv
18,18% si 72,72% in grupul C. In grupul B, deficienta vitaminei B,, a fost observata numai la femei cu
regim lacto-vegetarian sau ovo-vegetarian de lunga duratd (15-25 ani). 40,9% din subiectii cu varsta
peste 50 de ani din grupul A, au avut nivele ale vitaminei B , <350 pg/mL. Toti participantii au avut va-
lori ale volumului eritrocitar mediu <100 fL. Anemia, prezentd la 6,66% din subiectii din grupul A si la
13,63% din subiectii din grupul C, a fost asociata cu deficienta sau statusul suboptimal la 80% din cazuri
(grupul A) si doar cu status suboptimal al vitaminei B, (grupul C).

Concluzii: Rezultatele studiului evidentiaza frecventa ridicata a nivelelor scazute de vitaminei B
in toate grupurile din esantionul studiat si importanta monitorizarii periodice la subiectii cu risc pentru a
preveni consecinfele datorate deficientei de vitamina B .

Cuvinte cheie: vitamina B ,, deficienta, femei
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P9. OMEGA-6/OMEGA-3 RATIO ALTERED IN OBESE CHILDREN

Adina Hutanu"?, Mihaela Zaharia', Lenard Farczadi?, Raluca Pop?, Ionela Pascanu®,
Minodora Dobreanu'?

1. Department of Laboratory Medicine, “George Emil Palade” University of Medicine, Pharmacy,

Sciences and Technology of Targu Mures
2. Center for Advanced Medical and Pharmaceutical Research, “George Emil Palade” University of
Medicine, Pharmacy, Sciences and Technology of Targu Mures

3. Research Methodology Department, “George Emil Palade” University of Medicine, Pharmacy,
Sciences and Technology of Targu Mures

4.  Endocrinology Department, “George Emil Palade” University of Medicine, Pharmacy, Sciences

and Technology of Targu Mures
5.

Introduction/Objective: Increasing evidence suggests the importance of polyunsaturated fatty ac-
ids (PUFAs) in obesity, insulin resistance, and cognitive development during childhood. Additionally,
PUFAs exert modulatory effects on inflammation, adipocyte maturation, and fat storage. Data regarding
the influence of plasma free fatty acids on weight, adipose tissue and insulin resistance in children are
scarce. The aim of the study was to evaluate plasma levels of free n-3 PUFAs docosahexaenoic (DHA),
eicosapentaenoic (EPA), n-6 PUFAs arachidonic acid (AA) and Omega-6/0Omega-3 ratio in children with
and without obesity.

Methods: Plasma levels of free fatty acids were measured using a validated high-throughput LC-MS
method (AB Sciex4600) in 202 children (127 obese and 75 non-obese), age and sex-matched. Lipid and
glucose profiles were assessed with current laboratory methods, while insulin resistance and beta-cell
function were evaluated using HOMA-IR and HOMA-P respectively.

Results: Plasma concentration of DHA was lower in the obese group without reaching the statistical
threshold; however, AA and Omega 6/Omega3 ratio was significantly higher in obese children (p=0.042
for AA and p<0.0001 for Omega-6/Omega-3 ratio) regardless of age and gender. A statistically signifi-
cant negative correlation, although moderate, was found between DHA, EPA and HOMA-IR. However,
after adjustment for age and gender only DHA remains a negative predictive factor for insulin resistance.
Omega-6/0Omega-3 ratio positively correlates with fat mass percentage (r=0.224, p=0.002).

Conclusions: Omega-6/Omega-3 ratio is significantly higher in obese children, while low plasma
DHA is predictive for insulin resistance evaluated by HOMA-IR.

Keywords: PUFA, obesity, HOMA-IR

P9. RAPORTUL OMEGA-6/OMEGA-3 MODIFICAT LA COPIII CU
OBEZITATE

Introducere/Obective: Date recente sugereaza contributia importantd a acizilor grasi polinesaturati
la dezvoltarea obezitatii si a insulino-rezistentei la copii, avand in vedere rolul acestora in inflamatie
si maturarea adipocitelor. Sunt putine date referitoare la impactul acizilor grasi polinesaturati liberi
asupra greutatii, tesutului adipos sau insulino-rezistentei la aceastd varsta. Studiul si-a propus evaluarea
acizilor grasi liberi Omega-3 (acidul docosahexaenoic DHA, eicosapentaenoic EPA), Omega-6 (acidul
arahidonic AA) dar si a raportului Omega-6/Omega-3 la copiii cu si fara obezitate.
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Methoda: Acizii grasi polinesaturati liberi au fost masurati in plasméa printr-o metoda validata LC-
MS de inaltd performantd (AB Sciex4600) la un grup de 202 copii (127 cu si 75 fara obezitate), potriviti
ca varsta si sex. Profilul lipidic si glicemic au fost evaluate cu metode curente de laborator, iar rezistenta
la insulind si rezerva functionala a celulelor beta-pancreatice au fost evaluate cu indexul HOMA-IR
respectiv HOMA-P.

Rezultate: In grupul cu obezitate nivelul plasmatic al DHA a fost mai redus, fard semnificatie
statistica; nivelul AA si raportul Omega-6/Omega-3 au fost Insd semnificativ mai mari in grupul copiilor
obezi (p=0,042 pentru AA si p<0,0001 pentru Omega-6/Omega-3) indiferent de varsta si sex. S-a
observat o corelatie negativa moderatd, semnificativa statistic, intre DHA, EPA si HOMA-IR, dar dupa
ajustare pentru varsta/sex doar DHA a ramas predictor negativ pentru rezistenta la insulind. Omega-6/
Omega-3 se coreleaza pozitiv cu procentul de grasime din organism (r=0,224, p=0,002).

Concluzii: Raportul Omega-6/0Omega-3 este semnificativ mai mare la copiii cu obezitate, iar un
nivel plasmatic redus al DHA este predictiv pentru rezistenta la insulina evaluatd cu HOMA-IR.

Cuvinte cheie: acizi grasi polinesaturati, obezitate, HOMA-IR

P10. EVALUATION OF NITRIC OXIDE IN PATIENTS WITH NASAL
POLYPOSIS

Ala Istratenco'?, Anatolie Visnevschi', Vasile Cabac?, Valentin Gudumac'*
1. Department of Laboratory Medicine, “Nicolae Testemitanu” State University of Medicine and
Pharmacy, Chisinau, Republic of Moldova
2. Department of Otorhinolaryngology, “Nicolae Testemitanu” State University of Medicine and
Pharmacy, Chisinau, Republic of Moldova
3. Laboratory of biochemistry, “Nicolae Testemitanu” State University of Medicine and Pharmacy,
Chisinau, Republic of Moldova

Introduction: Nasal polyposis (NP) is a chronic inflammatory disease with negative impact on qual-
ity of life. Its causes are not fully understood. Recent studies suggest that nitric oxide (NO) and its me-
tabolites are involved in NP pathogenesis. Purpose of study: To evaluate the nasal NO and nitrate (NO,)
levels in patients with and without NP and to establish the relationship between NO level and nasal
obstruction.

Methods: Eighty-two patients were recruited into the study and divided into two groups: case group
(N,=41) consisted of patients with NP and control group (N,=41) consisted of patients with septal de-
viations and turbinate hypertrophies. Polyp and nasal mucosa specimens were taken from all patients
recruited into the study. Concentration of NO and NO,” was measured by spectrometric method in ho-
mogenized tissue specimens. The difference of mean concentrations was analyzed with Mann-Whitney
test. Correlational analyses were used to examine the relationship between the NO level and nasal ob-
struction.

Results: We have found significant difference between mean NO and NO,” concentration in study
groups. Compared to control group, case group had significantly lower NO levels (U=171.5, p<0.0005)
and NO, levels (U=318, p<0.0005) in tissue specimens. Analysis of the Pearson’s correlation coefficient
for NO level and nasal obstruction showed the negative moderate correlation (r=-0.4, p<0.001).


http://labbiochimie.old.usmf.md/en/
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Conclusions: Nasal polyp environment is characterized by abnormalities in NO metabolism that
might predispose to altered regulation of tissue growth. NO level in NP seems to be dependent on the
degree of obstruction of osteomeatal complex. NO and NO," may be important in the pathogenesis of NP.

Keywords: Nasal polyposis, nitric oxide, nitrate.

P10. EVALUAREA OXIDULUI NITRIC LA PACIENTII CU
POLIPOZA NAZALA

Introducere: Polipoza nazala (PN) este o patologie cronica inflamatorie cu impact negativ asupra
calitatii vietii. Cauzele PN nu au fost pe deplin elucidate. Studiile recente stipuleaza despre implicarea
oxidului nitric (NO) si a metabolitiolor sai in patogenia PN. Scopul studiului: Evaluarea nivelul NO si
nitratilor (NO,") nazali la pacientii cu si fard PN si stabilirea relatiei pentru nivelul NO tisular si obstructia
nazala.

Metode: In studiu au fost recrutati 82 pacienti, divizati in 2 grupuri: grupul cazuri (N,=41), format
din pacienti cu PN si grupul control (N,=41), format din pacienti cu deviatia septului nazal si hipertrofia
cornetelor. Specimene de polipi si mucoasa nazald au fost prelevate din ambele grupuri de studiu.
Concentratia NO si NO," din specimenele omogenate s-a masurat prin metoda spectrometrica. Diferenta
concentratiilor medii s-a analizat cu testul Mann-Whitney. Analiza corelationald pentru nivelul NO si
obstructia nazala s-a efectuat cu ajutorul coeficientului Pearson.

Rezultate: S-a identificat diferentd semnificativa intre concentratia medie a NO si NO," in grupurile
de studiu. Comparativ cu grupul control, in grupul cazuri s-a constatat nivel semnificativ mai scazut de
NO (U=171.5, p<0.0005) si NO, (U=318, p<0.0005). Analiza coeficientului Pearson pentru nivelul NO
tisular si obstructia nazala a relevat o corelatie negativa moderata (r=-0.4, p<0.001).

Concluzii: Homeostazia polipilor nazali este caracterizata prin tulburari ale metabolismului NO, cea
ce poate determina reglarea defectuoasa a cresterii tisulare. Nivelul NO nazal in PN pare sa fie dependent
de gradul de obstructie a complexului osteomeatal. NO si NO," pot fi importanti in patogenia PN.

Cuvinte cheie: Polipoza nazala, oxid nitric, nitrat.

P11. OXIDATIVE STRESS AND HYDRATION STATUS ASSOCIATED
TO PHYSICAL ACTIVITIES

Mihaela Stefan', Gabriela Stefan’!, Laura Gaman?, Mihaela Badea'
1. Faculty of Medicine, Transilvania University Brasov, Romania
2. Faculty of Medicine, “Carol Davila” University of Medicine and Pharmacy, Bucharest, Romania,

Introduction. Oxidative stress results from increased production of pro-oxidant radicals (ROS),
along with a defective defense of the body’s antioxidant system. Hydration is under homeostatic control,
through mechanisms that modify the excretory pathways and stimulate the intake (thirst).

Materials and methods. A cross-sectional study was designed including 69 young subjects from
Brasov (Romania), divided into two groups: sedentary group (N=38) and athletes (N=31). Biological
samples (blood and urine) were collected from all volunteers, but the athletes were sampled twice (after
the effort). The physical effort required the volunteers to run for 20 minutes. Thus, 5 minutes after the
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movement, another set of analyzes was taken. The study design was approved by the Ethical Committee
of the Faculty of Medicine, Transilvania University of Brasov, Romania.

Results. It was observed that the urinary pH decreased in the athletes’ group after the physical ex-
ercise, compared to the athletes’ group before the physical effort. The hematocrit in the sedentary group
was lower than the hematocrit in the sports group before physical exertion, the difference being of sta-
tistical value (p = 0.036). The creatinine and uric acid level was higher after physical effort than before
effort (p = 0.05). An increase in the number of white blood cells (p=0.025), lymphocytes (p=0.026), and
neutrophils (p = 0.006) was observed after physical effort for our athletes group, comparing with athletes
group before physical effort .

Conclusions. Dehydration influences hematological parameters (increases hematocrit). Sport has
a beneficial effect on the proper functioning of the human body’s systems, which can have a positive
impact on diseases’ prevention.

Keywords: physical effort, hydration status, oxidative stress

P11. STRESUL OXIDATIV SI STATUSUL HIDRIC ASOCIATE CU
ACTIVITATILE SPORTIVE

Introducere. Stresul oxidativ rezulta in urma unei productii crescute de radicali pro-oxidanti (ROS),
concomitent cu o aparare defectuoasa din partea sistemului antioxidant al organismului. Hidratarea se
afla sub control homeostatic, prin mecanisme care modifica caile de excretie si stimuleaza aportul (setea).

Materiale si metode. Studiul de tip chestionar a utilizat un lot de 69 de persoane, impartite in doua
grupuri: 31 de persoane care fac sport si 38 de persoane care nu fac sport. S-au recoltat probe biologice
(sange si urind) tuturor voluntarilor, iar sportivilor li s-au recoltat probe si dupa 5 minute de la efortul
fizic (alergare timp de 20 de minute). Studiul a respectat toate regulile de etica a cercetarilor stiintifice.

Rezultate. S-a observat faptul ca hematocritul din lotul sedentarilor este mai scazut fatd de
hematocritul din lotul sportivilor inaintea efortului fizic (p = 0.036). S-a remarcat faptul ca pH-ul urinar
in lotul sedentarilor este mai scazut fata de pH-ul din lotul sportivilor Tnainte de efort fizic.

Nivelul acidului uric si al creatininei este mai crescut dupa efectuarea efortului fizic decat Tnainte de
efort (p = 0.05). S-a observat o crestere semnificativa a numarului leucocitelor (p=0.025), limfocitelor
(p=0.026), neutrofilelor (p = 0.006) in lotul sportivilor dupa efort fata de starea initiala (inainte de efortul
fizic).

Concluzii. Deshidratarea influenteaza parametrii hematologici (creste hematocritul). Sportul are un
efect benefic asupra bunei functionari a aparatelor si sistemelor organismului uman, avand un impact
pozitiv asupra prevenirii unor afectiuni.

Cuvinte cheie: efort fizic, hidratare, stres oxidativ
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P12. FECAL CALPROTECTIN IN THE LABORATORY PRACTICE
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Introduction / Objective: Calprotectin is a calcium binding protein secreted mainly in neutrophils
and monocytes and, when detected in stool, it has a direct relationship (consequence of neutrophil de-
granulation) to bowel mucosal damage, characteristic of inflammatory bowel disease. Fecal calprotectin
is regularly used as indicator for inflammatory bowel disease (IBD) during treatment and as a diagnostic
marker, and to distinguish from irritable bowel disease and IBD. In this paper we report our experience
with rapid chromatographic and ELISA fecal calprotectin (Enzyme Linked Immunosorbent Assay) tests
in order to validate an internal laboratory work protocol.

Methods: We tested 82 fecal samples for the presence of calprotectin with the rapid and ELISA tests,
in order to calculate the specificity of the rapid test.

Results: We performed in parallel 82 rapid and ELISA tests between 1 and 29 february 2020 in
order to determine the presence of fecal calprotectin in pacients reffered to our hospital with random
gastro-intestinal pathologies. We had 48 positive rapid tests and 44 of these were confirmed by ELISA.
From the 34 negative rapid tests, all were also negative on the immuno-enzymatic method, resulting a
100% specificity for the rapid tests.

Conclusion: After obtaining 100% specificity, and because of the rapidity of obtaining a valid result,
we propose an internal work protocol for the workout of fecal calprotectin, with initial rapid tests and
then confirmatory ELISA only for the positive rsults.

Keywords: Fecal calprotectin, rapid test, immuno-enzymatic test

P12. CALPROTECTINA FECALA IN PRACTICA LABORATORULUI

Introducere / Obiective: Calprotectina fecald este o proteind secretatd in principal In citosolul
neutrofilelor si monocitelor. Detectarea ei in materiile fecale este o consecinta a degranularii neutrofilelor,
semn de afectare a mucoasei intestinale, caracteristica bolilor inflamatorii intestinale (BII). Calprotectina
fecald este folositd ca marker de diagnostic si monitorizare a tratamentului in bolile inflamatorii
intestinale, dar si in diferentierea sindromului de intestin iritabil de BII. In aceastd prezentare raportim
experienta noastra cu testele rapide cromatografice si testele ELISA (Enzyme Linked Immunosorbent
Assay) 1n determinarea calprotectinei fecale, pentru a valida un protocol intern de lucru.

Metode: Am efectuat in paralel, pe un numar de 82 de probe, test rapid cromatografic si testare
ELISA pentru dozarea calprotectinei fecale, pentru a calcula valoarea specificitatii testului rapid.

Rezultate: In perioada 01.02-29.02.2020 am efectuat 82 teste rapide cromatografice si
imunoenzimatice de determinare a calprotectinei fecale in scaun, la pacientii din spitalul nostru, cu
patologii intestinale diverse. La testele rapide, am avut 48 teste pozitive, iar dintre acestea 44 s-au
confirmat prin metoda ELISA. Din cele 34 teste negative prin metoda cromatografica, toate au fost
negative si prin metoda ELISA, rezultand o specificitate de 100% pentru testele rapide.



S88 Revista Romana de Medicina de Laborator Supliment 1 la Vol. 28, Nr. 4, Octombrie, 2020

Concluzii: Avand in vedere specificitatea maxima obtinutd, precum si rapiditatea validarii rezultatului,
ne propunem implementarea unui protocol intern care sa cuprinda efectuarea de teste rapide initiale, iar
pentru probele pozitive sa continudm dozarea calprotectinei fecale.

Cuvinte cheie: Calprotectina fecala, test rapid, metoda imuno-enzimatica



Revista Romana de Medicina de Laborator Supliment 1 la Vol. 28, Nr. 4, Octombrie, 2020 S89

PLENARY SESSION 7 — QUALITY MANAGEMENT, AUTOMATION,
TRAINING IN LABORATORY MEDICINE

R1. HOW TO USE THE MEASUREMENT UNCERTAINTY IN
INTERPRETATION OF PACIENT RESULTS.

Crezante Lazar
RoEQALM, Bucharest

The calculation of the measurement uncertainty (MU) of the measured quantitative values is a re-
quirement (5.5.1.4) of the SR EN ISO 15189:2013 standard and is fulfilled by medical laboratories that
are accredited in Romania.

However, the practical use of MU is poorly understood and widespread in the professional commu-
nity. The paper presents concrete ways and examples of how to use MU in interpretation of the quantita-
tive patient test results, performed for both diagnostic and monitoring purposes. The situations in which
caution is required in this approach are also highlighted.

Keywords: Measurement uncertainty

R1. UTILITATEA CUNOASTERII INCERTITUDINII DE
MASURARE A REZULTATELOR iN MEDICINA DE LABORATOR

Calcularea incertitudinii de masurare (MU) a valorilor cantitative masurate este o cerintd (5.5.1.4)
a standadului SR EN ISO 15189:2013 si este indeplinita de laboratoarele medicale care sunt acreditate.

Utilizarea in practica a MU este insd putin inteleasa si raspanditd in comunitatea profesionala.
Lucrarea prezinta modalitati concrete si exemple de folosire a MU in interpretarea rezultatelor testelor
cantitative ale pacientilor, efectuate atat in scop diagnostic cat si de monitorizare. Se evidentiaza si
situatiile in care se impune prudenta in demersul respectiv.

Cuvinte cheie: incertitudine de masurare

R2. REFERENCE INTERVALS OR CLINICAL DECISION LIMITS?

Oana Oprea
Central Laboratory of Emergency Hospital Targu Mures

In laboratory medicine the term normal values is considered obsolete and CLSI document EP28:A3
recommends ‘’reference interval” (RI) term to be used. Clinical decision limits are also used in practice,
but these are not meant to replace RI’s. Although all manufactures state RI’s for a certain test, they advise
that each laboratory should establish its own RI’s suited for the population that addresses the laboratory.
In contrast, clinical decision limits are established by guidelines. They separate healthy individuals from
those who are diagnosed with a certain pathology and are also used to separate clinical categories. In
order to establish RI’s a laboratory should apply the CLSI EP 28:A3 protocol. In some cases (neonates,
children) it is accepted that the protocol may be difficult to apply and a smaller sample population is
accepted but a robust method is recommended.
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When a laboratory is facing a new test method it is accepted to apply the manufacturers RI’s if that
method is comparable with the old method used and RI’s have been previously verified. Along with di-
rect methods (parametric or nonparametric), indirect methods are described. These indirect methods use
data from the laboratory information system. If for some parameters a laboratory uses clinical decision
limits instead of RI’s, these should not be verified by the laboratory but the agreement of these methods
with the reference method must be. Any laboratory may choose to use reference intervals or, if available,
clinical decision limits but no matter the choice these must be appropriate for the population that is ap-
plied to.

Keywords: reference intervals, clinical decision limits

R2. INTERVALE DE REFERINTA SAU LIMITE DE DECIZIE
CLINICA?

In medicina de laborator termenul de valori normale este considerat depasit iar documentul EP28:A3
recomanda termenul de interval de referinta. In practici se mai folosesc si limitele de decizie clinica, dar
acestea nu ar trebui sa Tnlocuiasca termenul de interval de referinta. Desi toti producatorii ofera in prospect
intervalul de referinta, acestia recomanda ca fiecare laborator sa isi stabileasca propriul interval. Limitele
de decizie clinica sunt stabilite prin consens in ghiduri clinice. Acestea separd indivizii sdnatosi de cei
cu o anumita patologie si categoriile clinice intre ele. Pentru a stabili intervalul de referinta laboratorul
trebuie sa aplice protocolul EP28:A3. In unele cazuri (nou-nascuti, copii) este acceptat un numar mai mic
de indivizi dar cu conditia aplicarii unei metode robuste de calcul.

Cand un laborator 1si schimbd metoda de lucru pentru un test este acceptata utilizarea intervalului
de referinta al producatorului dacd noua metoda este comparabila cu cea anterioara iar intervalul a fost
verificat anterior. Alaturi de metodele directe (parametrice sau non-parametrice) sunt descrise metode
indirecte. Acestea utilizeaza date din sistemul informatic al laboratorului. Limitele de decizie clinica nu
trebuie verificate de catre laborator dar in aceste cazuri se verifica concordanta cu metoda de referinta.
Un laborator poate utiliza intervale de referinta sau limite de decizie clinica dar indiferent de alegere,
acestea trebui sa fie potrivite populatiei la care sunt aplicate.

Cuvinte cheie: interval de referinta, limita de decizie clinica

C1. BIORISK MANAGEMENT IN THE MEDICAL LABORATORY -
FROM CURRICULA TO PRACTICE

Gabriel Ionescu'?
1. "Cantacuzino” National Military Medical Institute of Research-Development, Bucharest
2. ,,Carol Davila” University of Medine and Pharmacy, Bucharest

The concept of biorisk was defined about 20 years ago, and guidelines and standards

regarding biorisk management are readily available. Although the personnel of the medical labora-
tories are more exposed to biological pathogens than other professional categories, important gaps in
their knowledge about biorisks have been identified, especially in their practices for biorisk mitigation
by means of biosafety and biosecurity measures.
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These deficiencies are especially obvious when cases of occupational acquired infections
occur or when the staff is subjected to pressure created by epidemics with large numbers of samples
to be analyzed or in special epidemiological situations.
How can we effectively solve this situation? We must have a holistic approach, that should:
- be based on international experience synthesized in guidelines, standards and scientific publica-
tions;
- respect the principles of adult life-long learning;
- follow the Deming cycle and the quality management principles;
- start with training the trainers and a curricula continuously adapted;
- focus on practical exercises, scenarios and simulated cases, from risk assessment to its mitigation/
elimination
- underline the importance of basic hygiene measures, standard and supplementary precautions, as
well as the good microbiological techniques and wearing of personal protective equipment
- promote the staff’s awareness and responsibility.
The success of this approach is conditioned by the firm commitment of the management for the allo-
cation of resources and the monitoring of the efficiency of the process.
Keywords: biorisk management, curricula

C1. MANAGEMENTUL BIORISCULUI iN LABORATORUL
MEDICAL - DE LA CURRICULA LA PRACTICA

Bioriscul este un concept care a fost definit in urma cu circa 20 ani, iar ghiduri si standarde Tn materie
de management al acestuia sunt larg disponibile. Desi personalul laboratoarelor medicale este mai expus
la agenti biologici patogeni decat alte categorii profesionale, s-a constatat ca exista importante lacune in
cunostintele lor despre riscurile biologice si mai ales in practicile de reducere a acestora prin masuri de
biosiguranta si biosecuritate.

Aceste deficiente ies in evidentd mai ales cand apar cazuri de imbolnaviri profesionale sau cand
personalul este supus unor presiuni create de epidemii cu numar mare de esantioane care trebuie analizate
sau in situatii epidemiologice speciale.

Cum putem rezolva eficient aceasta situatie? Abordarea trebuie sa fie holistica si:

- sa se bazeze pe experienta internationald sintetizatd in ghiduri, standarde, publicatii stiintifice;

- sa respecte principiile invatarii la adult, pe tot parcursul vietii profesionale;

- sa urmeze ciclul Deming si principiile de management al calitatii;

- sa plece de la formarea formatorilor in domeniu si de la o curriculd continuu actualizata;

- sa se concentreze pe exercitii practice, scenarii si cazuri simulate, de la evaluarea riscului pana

la minimizarea/eliminarea acestuia;

- sa sublinieze importanta masurilor elementare de igiena, a precautiilor standard si a celor

suplimentare, precum si a practicilor microbiologice corecte si de purtare a echipamentului

individual de protectie.

- s4 promoveze constientizarea si responsabilizarea Intregului personal.

Succesul acestui demers este conditionat de fermitatea angajarii managementului pentru alocarea
resurselor si monitorizarea eficientei procesului.

Cuvinte cheie: managementul bioriscului, curricula
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C2. STRENGTHS AND WEAKNESSES IN THE IMPLEMENTATION
OF RISK MANAGEMENT IN A CLINICAL LABORATORY

Remona Eliza David, Minodora Dobreanu
“George Emil Palade” University of Medicine, Pharmacy, Science and Technology of Targu Mures

Introduction: In the past few years, according to ISO 15189:2012 standard, accreditation require-
ments have been stipulated that make the implementation of risk management necessary for clinical
laboratory. Everywhere people work there is a possibility of errors. In medical practice, nobody wants
to admit making a mistake. Thus, errors are covered by silence. Risk management can reduce costs and
prevent from losing the laboratory image when the errors occur. The organization management must
analyze the issues and develop a risk strategy for clinical laboratory.

Material and method: The risk management process includes five phases and is understood as a
cycle. The present paper describes the activities of the risk management process for the pre-analytical
process in the biochemistry department. First, the planning of risk management process, which include
documentation of risks and measures, was designed. The laboratory used different techniques to identify
the risks (brainstorming, FMEA - Failure Modes and Effects Analysis). The qualitative analysis deter-
mined the risk prioritization based on their impact on the patient’s health, using the Risk Priority Number
(RPN). Next, the strategies for the risk response (avoid, mitigate, transfer or accept) were established for
each risk. The activities of the analyzed process were continuously monitored.

Conclusions: Each risk owner is responsible for monitoring and early detection of risks in his own
area of competence.

Keywords: risk management, risk, risk priority number (RPN)

C2. PUNCTE TARI SI PUNCTE SLABE iN IMPLEMENTAREA
MANAGEMENTUL RISCURILOR iINTR-UN LABORATOR CLINIC

Introducere: In ultimii ani, conform standardului ISO 15189:2012, sunt mentionate cerintele de
acreditare care fac necesara implementarea managementului riscurilor pentru laboratorul clinic. Oriunde
oameni lucreaza exista posibilitatea unor erori. In practica medicald, nimeni nu vrea s recunoasci ci a
gresit. Astfel, erorile sunt acoperite de tacere. Managementul riscurilor poate reduce costurile si previne
prejudiciul de imagine al laboratorului atunci cand erorile apar. Managementul organizatiei trebuie sa
analizeze problemele si sa adopte o strategie cu privire la risc pentru laboratorul clinic.

Material si metoda: Procesul de management al riscurilor include cinci faze si este inteles ca un
ciclu. Aceasta lucrare descrie activititile procesului de management al riscurilor pentru procesul pre-
analitic in departamentul de biochimie. In prima etapa, a avut loc planificarea procesului de management
al riscurilor, care include documentatia riscurilor si masurilor. Laboratorul a utilizat diferite tehnici de
identificare a riscurilor (brainstorming si FMEA — Analiza modurilor de defectare si a efectelor lor).
Analiza calitativd a determinat prioritizarea riscurilor bazata pe impactului acestora asupra sanatatii
pacientului, folosind numarul prioritar de risc (RPN). In etapa urmatoare, pentru fiecare risc au fost
stabilite strategiile de raspuns la risc (evitare, diminuare, transfer sau acceptare). Activitatile procesului
analizat au fost monitorizate continuu.
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Concluzii: Fiecare proprietar de risc este responsabil pentru monitorizarea si detectarea timpurie a
riscurilor in domeniul sdu de competenta.
Cuvinte cheie: managementul riscurilor, risc, numar prioritar de risc (RPN)
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POSTER SESSION - QUALITY MANAGEMENT, AUTOMATION,
TRAINING IN LABORATORY MEDICINE

P1.1IS THE INTERPRETATION OF TEST RESULTS MODIFIED BY
REFERENCE INTERVALS?

Maria Totan!?, Camelia Grigore!, Cristea Stefan!, Nicolae Grigore'*?
1."Lucian Blaga” University of Sibiu, Faculty of Medicine, Sibiu, Romania
2. Pediatric Hospital of Sibiu, Romania
3. Academic Emergency Hospital Sibiu

Introduction: Worldwide, more and more studies show a high prevalence of vitamin D deficiency.
There is always link between vitamin D status and different diseases (bone, allergic, autoimmune, neuro-
logical, asthma). The objectives of this study were to determine the prevalence of vitamin D deficiency
in children in the Sibiu area, using the optimal values recommended by the National Health Program for
assessing the vitamin D status in children.

Material and method: A retrospective study was carried out on a batch of 528 children, age between
1 month and 5 years, admitted to the Pediatric Clinic, Sibiu, between January 2018 and January 2019.
Dosing 25 (OH) D was performed using ELFA method, on the VIDAS PC analyzer. A comparison was
made between the values suggested in the Romanian Guide (levels of 25 (OH) D <12 ng / ml) and those
recommended by the Guide of the American Society of Endocrinology (levels of 25 (OH) D <20 ng/ml).

Results: Of the 528 children tested, 64 children (12,2%) had values below 12 ng/ml, being consid-
ered as having vitamin D deficiency, according to the guide from the Romanian National Program, and
181 children (34.2%) had values below 20 ng/ml being considered deficient according to the guideline
of the American Society of Endocrinology.

Conclusions: There are differences between the percentage of the pediatric population considered
deficient in vitamin D depending on the guide used to determine the optimal values. According to the
Guide recommended by the National Vitamin D Program, the percentage of the population deficient in
vitamin D among children is not very high, but using the Guide of the American Society the percentage
increases 3 times.

Keywords: 25 (OH) D, deficiency, children

P1. INTERPRETAREA REZULTATELOR TESTELOR ESTE
MODIFICATA DE INTERVALELE DE REFERINTA?

Introducere: La nivel mondial tot mai multe studii arata o prevalenta ridicata a deficitului de vitamina
D. Se face mereu legatura intre statusul vitaminei D si diferite boli (boli osoase, alergice, autoimune,
neurologice, astm). Obiectivele acestui studiu au fost de a determina prevalenta deficitului de vitamina D
la copiii din zona Sibiu folosind valorile optimale recomandate de Programul National de sanatate pentru
evaluarea statusului vitaminei D la copii.

Material si metoda: A fost efectuat un studiu retrospectiv pe un lot de 528 de copii, cu varste cuprinse
intre 1 lund si 5 ani internati in Clinica de Pediatrie, Sibiu, in perioada ianuarie 2018 — ianuarie 2019.
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Dozarea 25(OH)D s-a efectuat prin metoda ELFA, pe analizorul VIDAS PC. S-a facut o comparatie intre
valorile sugerate in Ghidul romanesc (niveluri ale 25(OH)D < 12 ng / ml) si cele recomandate de Ghidul
Societatii americane de endocrinologie (niveluri ale 25(OH)D <20 ng /ml).

Rezultate: Din totalul de 528 de copii testati, 64 copii (12,2%) au avut valori sub 12 ng/ml, fiind
considerati ca avand deficit de vitamina D, conform ghidului din Programul national roméan si 181 copii
(34,2%) au avut valori sub 20 ng/ml fiind considerati deficitari conform ghidului Societatii Americane
de Endocrinologie.

Concluzii: Exista diferente intre procentul populatiei pediatrice considerate deficitare in vitamina
D in functie de ghidul folosit pentru stabilirea valorilor optimale. Conform Ghidului recomandat de
Programul national de vitamina D procentul populatiei deficitare in vitamina D din randul copiilor nu
este foarte ridicat, dar folosind Ghidul Societatii americane procentul creste de 3 ori.

Cuvinte cheie: 25(OH)D, deficienta, copii

P2. RAPID DETECTION OF C-REACTIVE PROTEIN USING
MICROSCREEN PRINTED ELECTRODES

Nicolae-Bogdan Mincu ', Marioara Avram'”, Petruta Preda?®, Diana Stan’,
Lorena-Andreea Mateescu', Veronica Lazar?
1. DDS Diagnostic, Bucharest
2. Faculty of Biology, University of Bucharest, Bucharest
3. National Institute for Research and Development in Microtechnologies — IMT, Bucharest

Introduction / Objective: C-reactive protein (CRP) is a biomarker for the diagnosis of an inflamma-
tory process with different etiology; it is an acute phase protein that bounds to lysophosphatidylcholine
(LPC) — a product that results from partial hydrolyzation of phosphatidylcholine released by apoptotic
cells. The inflammatory process is triggered as a defense mechanism of the body in response to tissue
damage induced by infectious agents, mechanical trauma, burns, toxins, exposure to excessive heat,
metabolic syndrome, autoimmune diseases, etc. During an acute or chronic inflammatory process, the
concentration of CRP in blood plasma raises significantly; this parameter has value for the therapeutic
decision orientation.

Methods / Metodology: Self-assembled monolayers (SAMs) were attached to the active surface
of the screen-printed electrodes (screen printed on a ceramic surface), after which specific anti-CRP
antibodies were immobilized. The measurement of the electrochemical signal was carried out by electro-
chemical impedance spectroscopy (EIS) with the aid of the Gamry 1010E potentiostat.

Results: The optimization and characterization of the surface of the pelectrodes was performed and
the targeted protein (CRP) was efficiently detected, even at small concentrations (aprox. 0,5 mg/L).

Conclusions/ Discussions: The method developed by us showed great affinity for the targeted pro-
tein, high sensitivity, reduced analysis cost, in comparison to currently available methods and a rapid
response time (<5 min.). It is also noteworthy that through the functionalization using this type of self-as-
sembled monolayers we were able to successfully avoid steric hindrance during the attachment of CRP
to the electrodes surface phase.

Keywords: screen-printed electrodes, C-reactive protein, impedance spectrometry.

Acknowledgement: This paper was supported by project POC, Axal. CF52/05.09.2016, SMIS
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Diagnostic.

P2. DETECTIA RAPIDA A PROTEINEI C-REACTIVE UTILIZAND
MICROELECTROZI SERIGRAFIATI MODIFICATI

Introducere / Obiectiv: Proteina C reactiva (CRP), un biomarker pentru evidentierea proceselor
inflamatorii de diferite etiologii, este o proteind de faza acutd care are capacitatea de a lega
lizofosfatidilcolina (LPC) — un produs rezultat prin hidroliza partiala a fosfatidilcolinei, eliberata de
celulele apoptotice. Procesul inflamator este declansat ca un raspuns de aparare a organismului la
leziuni tisulare cauzate de agenti infectiosi, traume mecanice, toxine, arsuri, sindrom metabolic, maladii
autoimmune etc. In cursul unui proces inflamator, acut sau cronic, nivelul concentratiei CRP in plasma
creste considerabil; acest parametru are valoare pentru orientarea deciziei terapeutice.

Metode / Metodologie: Pe suprafata activa a electrozilor, serigrafiati pe o suprafata ceramica, s-au
atasat monostraturi autoasamblate mixte (SAMs), apoi s-a realizat imobilizarea anticorpilor specifici
anti CRP. Masurarea semnalului electrochimic s-a efectuat prin spectrometrie de impedanta cu ajutorul
potentiostatului Gamry 1010E.

Rezultate: S-a realizat optimizarea si caracterizarea suprafetei pelectrozilor, proteina de interes
(CRP) fiind detectata cu succes chiar si la concentratii scazute (aprox. 0,5 mg/L).

Concluzii / Discutii: Metoda dezvoltatd de noi prezintd afinitate ridicatd pentru proteina tinta,
sensibilitate ridicata, costuri reduse comparativ cu metodele existente pe piata la acest moment si un timp
de raspuns rapid (<5 min.). Este de mentionat faptul ca prin functionalizarea cu acest tip de monostraturi
autoasamblate s-a evitat cu succes fenomenul de impiedicare sterica in etapa atasarii CRP din proba pe
suprafata pelectrozilor.

Cuvinte cheie: electrozi serigrafiati, proteina C-reactiva, spectrometrie de impedanta.

Multumiri: Aceasta lucrare a fost realizatd in cadrul proiectului POC, Axal. CF52/05.09.2016,
SMIS 105631 CS925/03.07.2019 (INTELBIOMED), finantat de MEC/OI pt cercetare si cofinantat de
DDS Diagnostic.

P3. THE IMPORTANCE OF THE SIGNAL CODES OF THE ACL
TOP ANALYZERS, IN INTERPRETING THE RESULTS OF THE
COAGULATION TESTS

Carmen Delianu 2, Liliana Foia'?, Mihaela Moscalu!, Ton Hurjui', Claudia Cristina Tarniceriu'?,
Loredana Liliana Hurjui'?
1. “Grigore T. Popa” University of Medicine and Pharmacy, lasi, Romania
2. Emergency County Clinical Hospital “Sf. Spiridon”, lasi, Romania

Introduction: The source of errors in Laboratory Medicine appears most frequently in the pre pre-an-
alytical phase, once the biological product is collected, but the interpretation of the signal codes of the
coagulation analyzers remains dependent on the laboratory specialists, thus contributing to the accuracy
and reliability of the reported results.



Revista Romana de Medicina de Laborator Supliment 1 la Vol. 28, Nr. 4, Octombrie, 2020 S97

Purpose: Point out the signals related to the analytical and biological interference with the measure-
ment of coagulation parameters in relation to the signaling codes that indicate the manner through which
the data did not meet the criteria defined for the mentioned analysis.

Material and methods: The ACL TOP analyzers manual from the Instrument Laboratory has been
consulted.

Results: Hemolytic, icteric and latescent plasma samples are signaled with the code “5770”, and
“5751” indicates insufficient collected volume and the presence of fibrin that impedes plasma aspiration.
The possible interference with the determination of coagulation tests is explained textually with the
release of the results. Results reported as “FAILED” (UNDETECTABLE) may be errors (E) or warning
(W) of: sample,, SE”, coagulation ,,CE/CW”; outside ranges: of individual results, ,,RE”, therapeutic
»HR/T (1])”, linearity of results ,,LR/L (1])”, normal reference ,,NR/N (|)”. There are also mentioned
errors or warnings of: hardware ,,HE/HW?”, materials (reagents) ,,ME”, quality control ,,QC”, calibration
,»CA”, and maintenance ,,MT”. This type of signaling indicates that an error has been detected and that
it will determine the absence of a result.

Conclusions: From this perspective, proper interpretation of the signal codes of the reaction curve
can guarantee an accurate test approach, while unreliable results could endanger the dosage of anticoag-
ulant therapies, the medical decisions, and the patient’s safety.

Keywords: signaling, errors, warnings.

P3. IMPORTANTA CODURILOR DE SEMNALIZARE
ALE ANALIZOARELOR ACL TOP iN INTERPRETAREA
REZULTATELOR TESTELOR DE COAGULARE

Introducere: Sursa erorilor in Medicina de Laborator apare cel mai frecvent in faza pre pre-analitica
odata cu prelevarea produsului biologic, insa interpretarea codurilor de semnalizare ale analizoarelor de
coagulare ramane dependenta de specialistii de laborator, avand o contributie semnificativa in ceea ce
priveste corectitudinea si fiabilitatea rezultatelor raportate.

Scop: Prezentarea semnalizarilor ce tin de interferenta analitica si biologica cu masurarea parametrilor
de coagulare in raport cu codurile de semnalizare care indicd modul in care datele nu au indeplinit
criteriile definite pentru acea analiza.

Material si metode: A fost consultat manualul analizoarelor ACL TOP de la Instrument Laboratory.

Rezultate: Plasma hemolizata, icterica si lactescentd este semnalizata cu codul ,,5770”, iar ,,5751”
semnalizeazd volumul insuficient prelevat si prezenta fibrinei ce obstructioneaza aspirarea plasmei.
Posibila interferentd cu determinarea testelor de coagulare este explicata textual odatd cu eliberarea
rezultatelor. Rezultatele raportate ca ,,FAILED” (NEDETECTABIL) pot fi erori (E) sau avertizari (W) de:
esantion ,,SE”, coagulare ,,CE/CW?”, ale rezultatelor individuale ,,RE”; in afara intervalului: terapeutic
»HR/T(1])”, de liniaritate al rezultatelor ,,LR/L(1])”, normal de referintd ,,NR/N (). Sunt mentionate
si erori sau avertizari de: hardware ,,HE/HW?”, privind materialele (reactivii) ,,ME”, control al calitatii
,QC”, calibrare ,,CA” si mentenantd ,,MT”. Acest tip de semnalizari indica faptul ca a fost depistata o
eroare care va determina absenta generarii unui rezultat.

Concluzii: Din aceasta perspectiva, interpretand corect codurile de semnalizare ale curbei de reactie,
putem garanta pentru o determinare exacta a testelor, deoarece rezultatele nesigure ar putea pune in
pericol dozarea terapiilor anticoagulante, luarea deciziilor medicale si siguranta pacientului.

Cuvinte cheie: semnalizari, erori, avertizari.
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P4. COMPARABILITY OF HS-TROPONIN I RESULTS OBTAINED
USING SNIBE-MAGLUMI 800 AND ABBOTT-ARCHITECT CI 4100

Andreea Oltean', David Kodori', Minodora Dobreanu'?
1. Central Medical Laboratory of Targu Mures County Emergency Hospital
2. Dept. Laboratory Medicine, “George Emil Palade” University of Medicine, Pharmacy, Science and
Technology Tdargu-Mures

Introduction: The goal of this study was to analyze comparability between HS-Troponin I (HSTnl)
results obtained from two analyzers: Snibe—Maglumi 800 (chemiluminescence immunoassay - CLIA)
and Abbott-Architect Ci 4100 (chemiluminescent microparticle immunoassay - CMIA).

Material and Method: 124 consecutive serum samples with normal and pathological values were
collected in emergency laboratory of Targu-Mures County Hospital. We verified the correlation between
the results obtained using Pearson’s correlation and the Passing-Bablok regression. To appreciate the dif-
ferences between the pairs of values we used the Bland Altman method. We decided to divide the results
into two groups of values above and below 15.6 pg/ml, the threshold used as biomarker for myocardial
injury (reference range women = 0 -15.6 pg/ml, men = 0-34.2 pg/ml).

Results: There was a poor correlation for the HSTnl results obtained by the two analyzers for values
below and above the 15.6 pg/ml threshold (CI=0.855). The bias was positive for Maglumi for HSTnl
results in the reference range, with a 95% confidence interval. For HSTnl results above the reference
range, the bias was negative (mean= - 813.7) with a correlation coefficient of 0.856.

Conclusion: The bias was negative for Maglumi. The two methods are not equivalent and they are
not commutable. Thus, patients with possible myocardial injury should only be monitored on one ana-
lyzer.

Keywords: correlation, bias, Bland Altman

P4. COMPARABILITATEA REZULTATELOR HS-TROPONINEI
I OBTINUTE PE ANALIZOARELE SNIBE-MAGLUMI 800 SI
ABBOTT-ARCHITECT CI 4100

Introducere: Scopul acestui studiu a fost analiza comparabilitatii intre rezultatele hs-Troponinei I,
obtinute pe cele doud analizoare: Snibe—Maglumi 800 (Test Imunologic de Chemiluminiscenta - CLIA)
si Abbott-Architect Ci 4100 (Test Imunologic de Chemiluminiscenta pe baza de Microparticule - CMIA)

Material si metoda: 124 seruri consecutive cu valori normale si patologice au fost colectate in
laboratorul de urgenta al Spitalului Clinic Judetean de Urgentd. Am analizat corelatia dintre rezultatele
obtinute utilizdnd corelatia Pearson si regresia Passing Bablok. Pentru aprecierea diferentelor dintre
perechile de valori am folosit metoda Bland Altman. Am decis s impartim rezultatele in doud grupuri
de valori: sub si peste pragul de 15.6 pg/ml folosit ca biomarker pentru ischemia miocardica (valori
normale femei = 0-15.6 pg/ml, barbati = 0-34.2 pg/ml).

Rezultate: S-a obtinut o corelatie slaba pentru rezultatele HSTnl obtinute pe cele doud analizoare
pentru valori sub si peste pragul 15.6 pg/ml (CI=0.855). Biasul a fost pozitiv pe Maglumi pentru rezultate
HSTnl in intervalul de referinta, cu un interval de confidentd de 95%. Pentru rezultate HSTnl in afara
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intervalului de referinta, biasul a fost negativ (media= - 813.7) cu un coeficient de corelatie de 0.856.
Concluzie: Biasul a fost negativ pe Maglumi. Cele doua tehnici nu sunt echivalente si nu sunt

comutabile. Pacientii cu posibila ischemie miocardica trebuie monitorizati pe un singur tip de analizor.
Cuvinte cheie: corelatie, bias, Bland Altman

PS. ATELLICA CH 930 VS. ARCHITECT CI4100 - COMPARABILITY
ON A NINE-ANALYTE CHEMISTRY PANEL IN AN EMERGENCY
LABORATORY

Ion Bogdan Minescu', Oana Roxana Oprea'?, Ramona Ancuta Simionese', Minodora
Dobreanu'”
1. Central Laboratory of County Emergency Clinical Hospital Tdargu Mures
2. George Emil Palade University of Medicine, Pharmacy, Science, and Technology of Targu Mures,
Department of Laboratory Medicine

Introduction: A new automated chemistry analyzer, Atellica-CH930 (Siemens, Germany), was in-
troduced to our laboratory. According to ISO SR EN 15189:2013, it is the laboratory’s responsibility to
determine the agreement between the new analyzer and the established one. The aim of this study was
to perform a preliminary comparison between the newly arrived Atellica-CH930 and the already estab-
lished Architect-ci4100 (Abott, US) from the emergency laboratory.

Material and methods: A minimum of 20 (up to 50) patient serum samples were tested for 9 fre-
quently ordered analytes on both analyzers. Data sets were tested for correlation and the regression
equation was computed using Passing-Bablok analysis. The limits of agreement were established with
Bland-Altman statistical method and the mean of differences (D%) was compared to the within-subject
biological variation (CVi) for each analyte.

Results: The correlation coefficient (r) was >0.99 for all analytes except sodium (r=0.94) and chlo-
ride (r=0.98). The D% between analyzers exceeded the CVi for potassium (D%=-4.51%, CVi=4.1%),
urea (D%=15.42%, CVi=13.9%) and glucose (Di%=10.29%, CVi=5%), but was clinically significant
only for glucose. For conjugated bilirubin, the D% (-24.09%) did not exceed the CVi (36.8%), but was
clinically significant.

Conclusion: Despite the overall good agreement between the two analyzers, this study shows that
not all differences between Atellica-CH930 and Architect-ci4100 can be explained by the within-subject
biological variation. Moreover, not all differences exceeding the CVi have clinical implications, while
not all differences within the CVi are clinically irrelevant. However, for a robust comparability between
these two analyzers, more extensive investigations on all decision levels must be performed.

Keywords: Atellica ch 930, Architect ci4100, agreement

P5. ATELLICA CH 930 VS. ARCHITECT CI14100 —
COMPARABILITATE PE UN PANEL DE NOUA ANALITI iN
LABORATORUL DE URGENTA

Introducere: Un nou analizor, Atellica-CH930 (Siemens, Germania), a fost introdus in laboratorul
central al spitalului. Conform ISO SR EN 15189:2013, este responsabilitatea laboratorului sa stabileasca
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gradul de comparabilitate Intre noul analizor si cele aflate deja in uz. Scopul acestui studiu a fost realiza-
rea unei scurte comparatii preliminare intre noul Atellica-CH930 si analizorul Architect ci4100 (Abott,
SUA) din Laboratorul de Urgenta.

Material si metodi: Noua analiti de rutina au fost testati pe ambele aparate, folosind 20-50 de seruri
de pacienti. Seturile de date au fost testate statistic pentru corelatie, iar ecuatia de regresie a fost calculata
cu testul Passing-Bablok. Limitele de acord au fost stabilite folosind testul Bland-Altman, iar media
diferentelor (D%) a fost comparata cu coeficientul de variatie intra-biologica (CVi) specific fiecarui
analit.

Rezultate: Coeficientul de corelatie (r) a fost >0.99 pentru toti analitii cu exceptia sodiului (r=0.94)
si clorului (r=0.98). D% intre analizoare a depasit CVi pentru potasiu (D%=-4.51%, CVi=4.1%),
uree (D%=15.42%, CVi=13.9%) si glucoza (D%=10.29%, CVi=5%), dar a fost semnificativa clinic
doar pentru glucoza. Pentru bilirubina conjugata, D% (-24.09%) nu a depasit CVi (36.8%), dar a fost
semnificativa clinic.

Concluzii: In ciuda unei bune comparabilititi generale intre cele doua analizoare, acest studiu arata
ca nu toate diferentele dintre Atellica-CH930 si Architect ci4100 pot fi atribuite variatiei biologice
intra-individuale. De asemenea, nu toate diferentele care depasesc CVi au implicatii clinice si nu toate
diferentele incadrate in CVi sunt clinic nesemnificative. O analizd mai elaborata care sa includa toate
nivelurile de decizie clinica este necesard pentru a efectua o comparatie temeinica intre cele doua
analizoare.

Keywords: Atellica ch 930, architect ci4100, comparabilitate

P6. ATELLICA CH930 VS. COBAS 6000 - COMPARABILITY ON A
15-ANALYTE CHEMISTRY PANEL

Mihaela Zaharia'?, Stefan Barbu', Eszter Madacsy', Minodora Dobreanu'?
1. Central Laboratory of County Emergency Clinical Hospital Targu Mures
2. “George Emil Palade” University of Medicine, Pharmacy, Science, and Technology of Targu Mures

Introduction: A new automated chemistry analyzer, Atellica-CH930 (Siemens, Germany), was in-
troduced to our laboratory. According to ISO SR EN 15189:2013, the laboratory has the responsibility
to determine the level of agreement between the new analyzers and the existing ones. In this study, we
aimed to perform a preliminary comparison between the newly arrived Atellica-CH930 and the already
established Cobas 6000 (Roche, Switzerland) from our laboratory.

Material and methods: A minimum of 20 (up to 80) patient serum samples were tested for 15 fre-
quently ordered analytes on both analyzers. Data sets were statistically tested for correlation and Pass-
ing-Bablok analysis was performed to compute the regression equation. The limits of agreement were
established with Bland-Altman statistical method and the mean of differences (D%) was compared to the
within-subject biological variation (CVi) for each analyte.

Results: The correlation coefficient (r) was >0.99 for all analytes except calcium (r=0.76) and mag-
nesium (r=0.94). The D% between analyzers exceeded the CVi for sodium (D%=1.94%, CVi=0.5%),
amylase (D%=9.21%, CVi=6.6%), uric acid (D%=10.16%, CVi=8.6%), bilirubin (D%=27.96%,
CVi=21.8%), GGT (D%=-10.63%, CVi=8.8%) and total protein (D%=-6.49%, CVi=2.6%), but was clin-
ically significant only for bilirubin and uric acid.
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Conclusion: Although the overall agreement between the two analyzers was good, this study showed
that the within-subject biological variation is not resposible for all the differences between Atelli-
ca-CH930 and Cobas-6000. Moreover, not all differences exceeding the CVi have clinical implications.
However, for a robust comparability between these two analyzers, more extensive investigations on all
decision levels must be performed.

Keywords: Atellica ch 930, Cobas 6000, agreement

P6. SIEMENS ATELLICA CH 930 VS. ROCHE COBAS 6000 —
COMPARABILITATE PE UN PANEL DE CINCISPREZECE
ANALITI DE BIOCHIMIE

Introducere: Un nou analizor, Atellica-CH930 (Siemens, Germania), a fost introdus in laboratorul
central al spitalului. Conform ISO SR EN 15189:2013, laboratorul are responsabilitatea de a stabili gradul
de comparabilitate intre noul analizor si cele aflate deja In uz. Scopul acestui studiu a fost realizarea unei
scurte comparatii preliminare intre noul Atellica-CH930 si analizorul Cobas 6000 (Roche, Elvetia) din
laboratorul nostru.

Material si metoda: Cincisprezece analiti de rutind au fost testati pe ambele aparate, folosind 20-80
de seruri de pacienti. Seturile de date au fost testate statistic pentru corelatie, iar testul Passing-Bablok
a fost folosit pentru calcularea ecuatiei de regresie. Prin metoda Bland-Altman, au fost stabilite limitele
de acord intre analizoare, iar media diferentelor (D%) a fost comparata cu coeficientul de variatie intra-
biologica (CVi) specific fiecarui analit.

Rezultate: Coeficientul de corelatie (r) a fost >0.99 pentru toti analitii cu exceptia calciului (r=0.76) si
magneziului (r=0.94). D% intre analizoare a depasit CVi pentru sodiu (D%=1.94%, CVi=0.5%), amilaza
(D%=9.21%, CVi=6.6%), acid uric (D%=10.16%, CVi=8.6%), bilirubina (D%=27.96%, CVi=21.8%),
GGT (D%=-10.63%, CVi=8.8%) si proteine totale (D%=-6.49%, CVi=2.6%), dar a fost semnificativa
clinic doar pentru bilirubina si acid uric.

Concluzii: In ciuda unei bune comparabilititi generale intre cele doud analizoare, acest studiu arati
ca nu toate diferentele dintre Atellica-CH930 si Cobas 6000 pot fi atribuite variatiei biologice intra-
individuale. De asemenea, nu toate diferentele care depasesc CVi au implicatii clinice. O analiza mai
elaborata care sa includa toate nivelurile de decizie clinica este necesard pentru a efectua o comparatie
temeinica Intre cele doud analizoare.

Keywords: Atellica ch 930, Cobas 6000, comparabilitate
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clearly and correctly written in English, and
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publication. Submitted manuscripts are screened
for completeness and quality of files and will not
enter the review process until all files are sat-
isfactory. In order to evaluate similarities with
scientific literature, specialized text-matching
software is used to screen all manuscripts ac-
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will announce the corresponding author about
the receipt and the status of the manuscript.
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people not be asked to review their manuscript,
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out revealing the authors’ names and positions.
Also, the reviewers’ identities are not known
by the authors. Following the reviewers’ rec-
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published or not. Submissions may be declined
without external review as deemed appropriate
by the Editor-in-Chief and the members of the
Editorial Board. The authors of the manuscripts
that have been rejected or need revision will be
announced. Revised manuscripts should be re-
submitted as soon as possible, but not later than
6 weeks. Although unusual, a resubmission may
be rejected after revision if the response to sug-
gestions and requests is considered inadequate.
Authors will receive a PDF file with the ed-
ited version of their manuscript for final proof-
reading. This is the last opportunity to view an
article before its publication. The purpose of the
proof is to check for typesetting or conversion
errors and the completeness and accuracy of the
text, tables and figures. Substantial changes in
content are not allowed without the approval of
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the corrected proofs within 7 days after their de-
livery or notify the Editors that no corrections
are required. After online publication, further
changes can only be made in the form of an Er-
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The corresponding author will receive a printed
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Scientific misconduct / Corrections /
Retraction Policy

Scientific fraud are rare events; however,
they have a very serious impact on the integrity
of the scientific community. Scientific miscon-
duct is defined by the Office of Research Integ-
rity as “fabrication, falsification, plagiarism, or
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that are commonly accepted within the academ-
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published, the Editors reserve the right to impose
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rejection of the manuscript, banning author(s)
from submitting manuscripts to the journal for a
certain period of time, retracting the manuscript,
bringing the concerns to the authors’ sponsoring
or funding institution or other appropriate au-
thority for investigation.

If the Editorial Board uncovers possible ev-
idence of such problems it will first contact the
corresponding author in complete confidence,
to allow adequate clarification of the situation.
If the results of such interactions are not satis-
factory, the Board will contact the appropriate
official(s) in the institution(s) from which the
manuscript originated. It is then left to the in-
stitution(s) in question to pursue the matter ap-
propriately. Depending on the circumstances, the
Romanian Journal of Laboratory Medicine may
also opt to publish errata, corrigenda, or retrac-
tions.
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Serious errors in a published manuscript and
infringements of professional ethical codes will
result in an article being retracted. This will oc-
cur where the article is clearly defamatory, or in-
fringes others’ legal rights, or where the article
is, or there is good reason to expect it will be,
the subject of a court order, or where the arti-
cle, if acted upon, might pose a serious health
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informed about a retraction. A Retraction Note
detailing the reason for retraction will be linked
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