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RO1. UPDATES OF ISO 15189: FOCUS ON PATIENT AND RISK ASSESSMENT

Radu llinca'*, Oana Oprea23*

T Universitatea de Medicina si Farmacie “Carol DAVILA" din Bucuresti
2 Universitatea de Medicing, Farmacie Stiinte si Tehnologie “G.E. PALADE", Targu Mures
3 Spitalul Clinic Judetean de Urgenta, Targu Mures

n decursul timpului, ISO 15189 s-a evidentiat ca un standard complet in ceea ce priveste asigurarea calititii in laboratoarele me-
dicale. Spre deosebire de standardele nationale sau standardele private dezvoltate de diverse tipuri de asociatii, implementarea
ISO 15189 asigura avantajul unic de a avea rezultatele recunoscute in mod automat la nivel regional/international daca imple-
mentarea a fost efectuata in regim acreditat. Versiunea actuala, publicata in 2022, presupune o perioada de tranzitie de 3 ani,
adica pana la finalul lunii decemebrie 2025 asa cum a stability ILAC. Aceasta noud versiune introduce schimbari conceptuale fata
de versiunea anterioard din 2012. Definirea cerintelor este grupata in doud arii: cerinte de management si cerinte tehnice, dar
prezentarea lor este structurata dupa ISO 17025:2017 (standard de referinta pentru I1SO 15189) si ISO 9001:2015. Sunt introduse
elemente noi de vocabular pentru evitarea neintelegerilor deoarece domeniul de laborator este unul pluridisciplinar (metrologie,
administratie, juridic). O modificare esentiala in noua versiune a standardului este aceea ca acceptul este pus pe pacient, nevoile
pacientului, beneficiile si riscurile atunci cand sunt elaborate cerintele. Aceasta noua versiune este mult mai putin prescriptiva,
iar cerintele tehnice cele mai importante sunt definite din perspectiva analizei de risc. Aceste definitii, fara a renunta la rigoa-
re, ofera o flexibilitate sporita laboratorului in dezvoltarea sistemului de management al calitatii, a documentatiei aferente si a
implementarii. Definitii si cerinte detaliate sunt introduse pentru cei doi piloni fundamentali care asigura calitatea rezultatelor:
control intern si controlul extern. Integrarea in laborator a solutiilor IT avansate, precum si a provocarilor actuale, sunt reflectate
n cerinte noi pentru sistemul de management informational — securitatea cibernetica.

* contributie egala

RO1. UPDATES OF ISO 15189: FOCUS ON PATIENT AND RISK ASSESSMENT

Throughout the years, ISO 15189 has established itself as the most comprehensive quality assurance standard for medical labora-
tories. Unlike national standards or private standards, its implementation offers a unique benefit of having regional/international
results’ acceptance if it is an accredited implementation. As an EU harmonized standard, its implementation is a method of
demonstrating technical competence of the laboratory for regulatory authorities and/or stakeholders. The 2022 version, with a
transition period of 3 years, ending December 2025 as prescribed by ILAC, comes with conceptual updates to the previous 2012
version. Requirements definitions are still grouped as management and technical, but their presentation is aligned with the I1SO
17025:2017 as it ISO 15189 parent standard and ISO 9001:2015. New terms definitions are included for a better understanding
of concepts from other technical fields (metrology, legal, administration) but have impact in laboratory activity. A significant
change in the new version is the heavily placed focus on patient, patient needs, benefits and risks when requirements are de-
fined. The current version is far less prescriptive than the previous one and most relevant requirements are defined from the
risk-assessment point of view. These definitions, without neglecting regulations, offer increased flexibility when developing the
quality management system, its documentation and subsequent implementation. Expanded definitions and detailed require-
ments are introduced for the two main pillars which ensure quality results: internal control and external quality assurance. The
integration of advanced IT-solutions and modern challenges are reflected in the new requirements for the information manage-
ment systems — cybersecurity.

* joint first author
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RO2. IMPLICATII MEDICALE ALE ACREDITARII CONFORM STANDARDULUI
15189:2022 A LABORATORULUI

Oana Oprea!, llinca Radu?

T UMFST GE Palade Targu Mures
2 UMF Carol Davila Bucuresti

Acreditarea laboratoarelor medicale conform Standardului 15189 asigura utilizatorii serviciilor laboratorului ca acesta indeplineste
anumite standarde de performantd. Cunoasterea si implementarea cerintelor de resurse ale Standardului asigurd un manage-
ment eficient al personalului si resurselor materiale. Cerintele privind procesele de pre-examinare, examinare si post-examinare
asigura efectuarea testelor potrivite, la pacientul potrivit conform unor proceduri standard. Existenta procedurilor standard con-
fera utilizatorilor siguranta unei continuitati in calitatea serviciilor oferite de laborator astfel incat atunci cand exista modificari in
serviciile oferite, utilizatorii sunt notificati. Lipsa acestor informari poate duce la utilizarea unor rezultate care nu sunt comparabi-
le pentru diagnosticul si tratamentul pacientilor iar decizia medicald poate fi influentatd. Prin indeplinirea cerintelor de manage-
ment, laboratorulia parte la un proces de imbunatatire continua in care sunt identificate atat neconformitatile cat si oportunitatile
de imbunatatire prin cunoasterea gradului de satisfactie al utilizatorilor. Desi prima editie a Standardului 15189 a fost emisd acum
15 ani, personalul din laborator nu considera ca este in totalitate familiar cu cerintele acestuia iar modificarea editiei in vigoare a
Standardului aduce cu sine incertitudini privind modul de implementare a cerintelor. in mod neasteptat, tranzitia de la o editie a
alta a Standardului creste gradul de cooperare al personalului si o identificare mai buna a neconformitatilor.

Cuvinte cheie: procedura standard, decizie medicala, Standard 15189.

R0O2. ACCREDITATION OF THE LABORATORY ACCORDING TO 15189:2022
STANDARD: MEDICAL IMPLICATION

The laboratory accreditation to ISO 15189 ensures the end-users that certain performance standards are met. The resources re-
quirements of the ISO 15189 enable an efficient use of the human and material resources of the laboratory. The pre-examination,
examination and post-examination requirements of the ISO15189 ensures the users that the right test is performed for the right
patient following a Standard Operating Procedure. The Standard Operating Procedures ensure the users that the activities of the
laboratory are continuous and when changes occur the users are informed. Failure to notify the users may lead to the use of non-
comparable results for diagnosis and treatment and may influence the medical decision. Through compliance with the general
requirements of the ISO 151789, the laboratory participates to a continuous improvement process. By this, the nonconforming
activities and continuous improvement opportunities are identified and the satisfaction of the users is known. Although the first
edition of the ISO 15189 dates from more than 15 years ago, the laboratory staff does not consider that they are completely
familiar with the requirements and those should be met. Nevertheless, transition from one edition of the ISO 15189 to another
raises awareness among laboratory staff and a better identification of the non-conforming activities.

Key words: standard operating procedure, medical decision, ISO 15189.
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CO1. EVALUAREA RISCULUI iIN LABORATOR

Georgiana Vacarasu', Oana Oprea?

T Spitalul Clinic Judetean de Urgenta Targu Mures
2 UMFST “G.E.Palade” Targu Mures

Introducere / Obiectiv: Stabilirea nivelului de riscin laborator ia in considerare contextul, probabilitatea de aparitie si consecintele
asupra pacientului. Masurile luate de laborator au scopul de a reduce nivelul de risc de la un nivel inacceptabil la acceptabil, ast-
fel Tncat riscul rezidual sa fie minim. Scopul acestui studiu a fost de stabilire a nivelului de risc pentru K, glicemie si identificarea
gresitd.

Metode / Metodologie: Au fost cuantificate defectele prezente la recoltare in perioada decembrie 2022-februarie 2023 in labo-
ratorul de urgenta al Spitalului Clinic Judetean de Urgenta Targu Mures. Fiecare defect a fost Tnregistrat in sistemul informatic. Au
fost Tnregistrate datele de primire ale probelor si timpul necesar pana la recoltarea unei noi probe, daca proba initiala prezenta
defecte. Pentru a stabili contextul si nivelul riscului au fost luate in calcul recomandarile de diagnostic si tratament aplicate in
sectii.

Rezultate: Dintre cele 22567 probe evaluate, 488 (2%) prezentau defecte de recoltare. Cel mai frecvent defect a fost serul he-
molizat (50%), acesta fiind raportat zilnic. Timpul mediu de repetare al unei recoltdri a fost de 20 de ore ( minim 26 min). Doar
0,13% din probe sunt repetate in < 60 min. Nivelul de risc pentru pacient a fost stabilit ca inacceptabil in cazul testarii potasiului
si glicemiei. Nivelul de risc pentru pacient in cazul identificarii gresite a fost stabilit ca inacceptabil.

Concluzii / Discutii: Masurile propuse pentru scaderea nivelului de risc in laborator sunt respingerea probelor identificate gresit,
anularea rezultatului pentru K si eliberarea rezultatelor de glicemie in cazul probelor hemolizate.

Keywords: risc, identificare gresita, defecte recoltare.

CO1.RISK EVALUATION IN LABORATORY

Introduction: Assessment of risk level considers the context of the risk, the likelihood of occurrence, and the consequences for
the patient. The measures taken by the laboratory aim to reduce the level of risk from unacceptable to acceptable and a minimal
residual risk. The aim of the study was to assess risk for K, glucose and misidentification of the patients.

Material and method: The sampling errors were quantified between December 2022 and February 2023 in the emergency labo-
ratory of the Targu Mures County Emergency Clinical Hospital. Each defect was registered in the laboratory information system.
The dates of sample receipt and the recollection time, if the initial sample was defective were recorded. Diagnostic and treatment
recommendations applied in the clinics were considered for establishing the context and the level of risk.

Results: Among the 22567 blood specimens included in the study, 488 (2%) had various sample collection defects. The most
common defect was hemolyzed serum (50%), which was reported daily. The average recollection time for samples with defects
was 20 hours (minimum of 26 min). Only 0.13% samples were recollected in less than 1 hour. The level of risk for the patient
was determined to be unacceptable for potassium and blood glucose testing. In this case, the risk level for the patient regarding
misidentification was set as unacceptable.

Conclusions: Proposed measures to reduce the level of risk in the laboratory are rejections of misidentified samples, not report-
ing the potassium result and to release blood glucose results for hemolyzed samples.

Keywords: risk, misidentification, collection sample defects.
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C02. COMPARABILITATEA REZULTATELOR LICHIDELOR BIOLOGICE INTRE
SYSMEX XN-1000 SI METODA OPTICA

Georgiana Vacéarasu', Bogdana Dorcioman?, Nicoleta Pop?, Liliana Demian?, Minodora Dobreanu?

T Spitalul Clinic Judetean de Urgenta Targu Mures,
2 UMFST “G.E.Palade” Targu Mures

Introducere / Obiectiv: Metoda optica de evaluare a lichidelor biologice a fost inlocuitd pe scard largd de sisteme automate.
Scopul acestui studiu a constat in evaluarea performantei analizorului Sysmex XN-1000 1n comparatie cu metoda optica.

Metode / Metodologie: Au fost evaluate probele de lichid cerebro-spinal (LCR) din perioada lunie 2022- Februarie 2023 in cadrul
Laboratorului Central al SCJU Targu Mures. Dintr-un total de 59 probe de LCR au fost defalcate n functie de tipul recoltarii: dren
31, punctie lombara 25 si punctie ventriculard 3. Numadrarea celulelor a fost efectuata cu analizorul Sysmex XN-1000 si camera
de numdrare Fusch- Rosenthal. S-au urmarit in mod special urmatorii parametri: leucocite (WBC) avand pragurile: <SWBC/pl,
5-15WBC/ul, >15 WBC/ul, neutrofile polimorfonucleare (PMN) cu pragurile <IPMN/ul si >1PMN/ul, leucocite mononucleare
(MN) si eritrocite (RBC). S-a folosit analiza de tip Bland-Altman, Passing-Bablok si Kappa index pentru a evalua eficacitatea meto-
dei automate.

Rezultate: S-a remarcat o concordanta buna in ceea ce priveste numarul de WBC, PMN si MN intre analizorul Sysmex XN-1000
si numararea in camera. O singurd inversiune s-a observat in cazul PMN, tendinta fiind ca analizorul sa numere mai multe celule
decdt metoda optica. La analiza numarului de WBC total, nu au aparut diferente statistice (la valori <5 WBC/ul doar 3% din re-
zultate au fost discordante, la valori intre 5-15 WBC/ul doar 5% din rezultate au fost discordante si la valori >15WBC/ul nu s-au
sesizat discordante). In urma aplicarii testului Cohen's Kappa (Weighted Kappaa = 0,8297) s-a observat ca metoda automata are
un bias pozitiv, avand tendinta de a numara mai multe celule.

Concluzii / Discutii: Rezultatele obtinute pe Sysmex XN-1000 sunt in bund concordanta cu cele ale metodei optice.

Keywords: hematologie, numarare celule, lichid cerebro-spinal.

C02.COMPARABILITY OF BIOLOGICAL FLUIDS RESULTS BETWEEN SYSMEX
XN-1000 AND THE OPTICAL METHOD

Introduction: The optical method of evaluating biological fluids has been widely replaced by automated systems. The purpose of
this study was to evaluate the performance of the Sysmex XN-1000 analyzer compared to the optical method.

Material and method: Cerebrospinal fluid (CSF) samples collected between June 2022 and February 2023 at the SCJU Cen-
tral Laboratory were evaluated. A total of 59 CSF samples were divided according to the sampling method: 31- lumbar drain,
25-lumbar puncture and 3 ventricular puncture. Cell counting was performed using the Sysmex XN-1000 analyzer and the Fuchs-
Rosenthal counting chamber. The following parameters were particularly monitored: white blood cells (WBC) having the catego-
ries <SWBC/ul, 5-15WBC/ul and >15 WBC/ul, polymorphonuclear neutrophils (PMN) with <1PMN/ul and >1PMN/ul, mononu-
clear leukocytes (MN) and red blood cells (RBC). Bland-Altman, Passing-Bablok and Cohen’s Kappa coefficient tests were used to
evaluate the effectiveness of the automated method.

Results: Good agreement was observed between the Sysmex XN-1000 analyzer and the counting chamber regarding the number
of WBCs, PMNs, and MNs. When analysing the total WBC count, no statistical differences were observed (at values <5 WBC/ul
only 3% of the results were discordant, at values between 5-15 WBC/ul only 5% of the results were discordant, while at values
>15 WBC/ul no discordance was noted). Cohen’s Kappa test (Weighted Kappa = 0.8297) showed that the automated method has
a positive bias, tending to count more cells.

Conclusions: The findings obtained using the Sysmex XN-1000 analyzer align with the results derived from the optical method.

Keywords: hematology, cell counting, cerebrospinal fluid.
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C03.VALORI DE DECIZIE ALE HEMOGLOBINEI: DIN PRACTICA CLINICA iN LA-
BORATORUL DE ANALIZE MEDICALE

Elena-Cristina Preda'2, Oana Oprea'2, Minodora Dobreanu2

T UMFST GE Palade, Targu Mures
2 gpitalul Clinic Judetean de Urgenta, Targu Mures

Introducere/Obiectiv: Valorile de decizie clinicd(MDL) sunt puncte cheie in elaborarea strategiei de control intern (QC) a la-
boratorului. Valorile utilizate sunt preluate din literatura de specialitate. Scopul studiului nostru a fost compararea valorilor
hemoglobinei(Hb) utilizate in laborator cu cele relevante clinic.

Metode/Metodologie: S-a efectuat o cdutare in PubMed pentru articole privind valorile Hb la adulti, fiind identificate 507 articole
n ultimii 5 ani. Dupa filtrarea in functie de titlu, rezumat si continut au fost selectate articolele care aveau ca subiect diagnosticul
sau tratamentul unor patologii in functie de valoarea Hb. Au fost incluse valorile de decizie clinica si modificarea valorii Hb. Au fost
excluse articolele care nu mentionau valori specifice ale Hb, studii de tip case control (care raportau Odds Ratio) si case report.

Rezultate: Din cele 207 articole incluse, 146 au mentionat modificari ale Hb. Modificdrile considerate semnificative clinic in ma-
joritatea studiilor au fost intre 0,1-6g/dl, in timp ce alte studii au considerat nesemnificative modificari intre 0,02-1,5g/dl (cel mai
frecvent 0,2g/dL). Din cele 51 de studii referitoare la anemie, 17 au folosit criteriile OMS pentru diagnostic, iar in celelate studii
cea mai frecventd valoare utilizata a fost 10g/dl la barbati. Opt articole din 17 referitoare la transfuzii mentionau pragul de 7g/dL.
Valorile Hb sub 6 au fost asociate cu mortalitatea crescuta.

Concluzii/Discutii: Din cele 4 MDL(4,5;10,5;17;23g/dl) publicate in literatura de laborator si valorile QC (~7;13;16 g/dl), valoarea
de 10,5g/dl si cea de 7 g/dl sunt similare. Fiecare laborator trebuie sa investigheze MDL adaptate pacientilor pe care ii deservesc.

Cuvinte cheie: Hemoglobina, anemie, transfuzii, valori de decizie clinica

C03.HEMOGLOBIN MEDICAL DECISION LEVELS: FROM CLINICAL TO LABO-
RATORY PRACTICE

Introduction/Objectives: Medical decision levels (MDL) are important tools used in laboratory to elaborate the internal quality
control (QC) strategy. Usually, the values selected are from Laboratory medicine literature. The aim of the study was to compare
the laboratory haemoglobin (Hb) MDL with clinical interest values.

Method: After a PubMed search, 507 papers concerning Hb values in adults, published in the last 5 years were identified. After
sorting by the title, abstract and content, papers related either to diagnosis or treatment of different pathologies according to Hb
levels were included in the study. The Hb limits and change in values were included. Papers not stating specific Hb values, case-
control studies (reporting Odds Ratio) and case reports were excluded.

Results: Out of the 207 papers included, 146 mentioned changes in Hb values. Variations between 0.1-6.0 g/dl were clinically
significant, while other studies deemed as non-significant changes of 0.02-1.5 g/dI (most frequent 0.2 g/dl). Out of 51 studies
concerning anaemia, 17 were using WHO cut-off values while others considered 10 g/dl as cut-off for anaemia in males. Eight
out of the 17 papers concerning blood transfusion mention 7g/dl as a cut-off value. Values <6g/dl were associated with higher
mortality risk in some patients.

Conclusion/ Discussion: Out of the four MDLs (4.5;10.5;17;23g/dl) published in laboratory medicine literature and common QC
values (~7;13;16 g/dl) only the 10.5 g/dl and 7g/dL values are similar to the values found in our review. Each laboratory should
establish its own MDLs comparable to the patients that address the laboratory.

Keywords: Medical decision level, haemoglobin, blood transfusion, anaemia
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C04. SOLICITAREA iN EXCES A PROCALCITONINEI iIN MONITORIZAREA
PACIENTILOR CRITICI

Anca Alexandra Molnar?, Oana Oprea'2, Minodora Dobreanu’2

T Spitalul Clinic Judetean de Urgenta Targu Mures
2 Universitatea de Medicina, Farmacie, Stiinte si Tehnologie ,George Emil Palade” Targu Mures

Introducere / Obiectiv: in conformitate cu ultimele criterii privind sepsisul mai multi biomarkeri pot fi utilizati pentru a evalua
dinamica sepsisului si eficacitatea terapiei. Masurarea nivelelor procalcitoninei (PCT) este utild n conduita si scurtarea terapiei cu
antibiotice la pacientii septici din sectiile de Terapie Intensiva. Scopul studiului este de a evalua eficacitatea utilizarii PCT.

Metode / Metodologie: A fost efectuata o analiza retrospectiva in cadrul Spitalului Clinic Judetean de Urgenta Targu Mures, uti-
lizdnd datele din sistemul informatic in perioada februarie-octombrie 2022. Au fost verificate solicitdrile de PCT privind numarul
de determinari si intervalul de timp dintre acestea. Valorile obtinute la pacienti au fost clasificate in functie de valoarea obtinuta.

Rezultate: Au fost efectuate 1780 determinari, de la 997 de pacienti, dintre care 216 pacienti (21,6%) au avut un nivel peste
valoarea sugestiva pentru indicatie de tratament antibiotic (0,25-0,5 ng/ml). Valoarea PCT peste valoarea sugestiva pentru sepsis
(>0,5 ng/ml) a fost evidentiata la 507 pacienti (57%). 58/997 (5,8%) dintre pacienti au avut peste 5 determinari ale PCT. Un numar
de 1019 (%) de determinari au avut o valoare a PCT cu nivel > 0,5 ng/ml. 495 determinari au avut un nivel al PCT < 0,25 ng/ml|,
iar 266 determinari au avut un nivel al PCT >0,25 si 0,5 ng/ml.

Concluzii / Discutii: In unele situatii desi PCT are valoare sugestiva pentru inceperea administrarii tratamentului antibiotic (0,25-
0,5 ng/ml), acesta nu este urmarit in dinamica. in alte situatii, PCT este solicitat mai frecvent decat este recomandat in ghiduri.
Solicitarile de PCT nu sunt efectuate intotdeauna conform recomandarilor.

Cuvinte cheie: procalcitonina, sepsis, critic.

CO04.PROCALCITONIN OVER-REQUIREMENT IN THE MONITORING OF CRITI-
CALLY ILL PATIENTS

Introduction / Objective: According to the latest sepsis criteria, several biomarkers can be used to evaluate the dynamics of sep-
sis and the effectiveness of the therapy. Measurement of procalcitonin (PCT) levels can help in the management and shortening
of the antibiotic therapy patients in Intensive Care Units. The aim of the study is to evaluate the effectiveness of PCT requests.

Material / Method: A retrospective study was conducted in County Emergency Clinical Hospital Targu Mures, using the data from
the laboratory information system between February and October 2022. PCT requests in number of determinations and the time
interval between them were verified. The values obtained were classified depending on the value obtained.

Results: 1780 determinations were performed, from 997 patients, of which 216 patients (21.6%) had a level above the suggestive
value for the indication of antibiotic treatment (0.25-0.5 ng/ml). PCT value above the suggestive value for sepsis (>0.5 ng/ml) was
found in 507 patients (57%). 58/997 (5.8%) of patients had more than 5 PCT determinations. A number of 1019 (%) determina-
tions had a PCT value with a level >0.5 ng/ml. 495 determinations had a PCT level < 0.25 ng/ml, and 266 determinations had a
PCT level 20.25 and <0.5 ng/ml.

Conclusions / Discussions: In some situations, although the PCT had a suggestive value for the initiation of antibiotic treatment
(0.25-0.5 ng/ml), the PCT is not followed in dynamic. In other situations, PCT is requested more frequently than recommended
in the guidelines. PCT requests are not carried out in all situations as recommended.

Keywords: procalcitonin, sepsis, critical
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R06. PARTICULARITATI ALE HEMOSTAZEI IN SARCINA

loana Brudasca

Universitatea de Medicina si Farmacie luliu Hatieganu Cluj Napoca

Sarcina induce modificari complexe ale hemostazei, cu o tendinta generald catre hipercoagulabilitate, avand rolul sa previna san-
gerarea in timpul travaliului si expulziei.

Modificarile intereseaza toate etapele hemostazei: hemostaza primara, coagularea, fibrinoliza si mecanismele anticoagulante.

Hemostaza primara este caracterizatd de o hiperactivitate a plachetelor, cu eliberearea crescutd a beta tromboglobulinei si a
factorului plachetar 4, si prin secretia crescuta a factorului von Willebrand de catre celulele endoteliale.

Au fost descrise nivele crescute ale fibrinogenului si ale factorilor II, VII, VIII, IX si X.

Potentialul anticoagulant este diminuat din cauza unei scaderi marcate a nivelului de proteina S libera si a unei rezistente doban-
dite la proteina C activata.

Fibrinoliza este incetinitd din cauza eliberarii crescute de inhibitor al activatorului plasminogenului (PAI-1) din celulele endoteliale
si de inhibitor al activatorului plasminogenului 2 (PAI-2) din placenta. Nivelul inhibitorului fibrinolizei activat de trombina nu este
modificat.

Nivelele crescute ale fragmentului 1+2 al protrombinei, ale complexelor trombind- antitrombing, fibrinopeptidului A, fibrinei
solubile, D-dimerilor si ale complexelor plasmind-antiplasmina sugereaza prezenta unui proces continuu, auto-limitat de activare
a coagularii si fibrinolizei, localizat in vasele placentei, fard impact sistemic.

Perturbarea acestui echilibru delicat are ca rezultat aparitia conditiilor patologice: tromboze venoase profunde, trombembolism
pulmonar, coagulare intravasculara diseminata, sau chiar complicatii hemoragice.

Tn contextul celor de mai sus, specialistii din laborator trebuie s& tina cont de intervalele de referinté ale parametrilor hemostatici
n timpul sarcinii si in perioada postpartum, si sa aleaga si sa interpreteze Tn mod judicios diferitele teste de explorare a hemo-
stazei.

Cuvinte cheie: sarcind, hemostaza, hipercoagulabilitate

R06. HAEMOSTASIS PARTICULARITIES DURING PREGNANCY

Pregnancy induces complex modifications of the haemostatic balance, with an overall tendency for hypercoagulability, thus
preventing delivery related bleeding.

Changes are reported in all the phases of the haemostatic process: primary haemostasis, coagulation, fibrinolysis and anticoagu-
lant mechanisms.

Primary haemostasis is characterised by platelet activation and enhanced release of beta-thromboglobulin and platelet factor 4,
and by increased secretion of von Willebrand factor from the endothelial cells (mostly low molecular weight multimers).
Increased levels of fibrinogen and of factors Il, VII, VIII, IX, X were reported.

There is a decrease in physiological anticoagulants manifested by a significant reduction in free protein S level and by acquired
activated protein C resistance.

Fibrinolysis is decreased mainly because of increased release of plasminogen activator inhibitor-1 (PAI-1) from endothelial cells
and plasminogen activator inhibitor-2 (PAI-2) from the placenta. Thrombin-activated fibrinolysis inhibitor is reported to be unaf-
fected.

The increased levels of prothrombin fragment 1+2, thrombin-antithrombin complex, fibrinopeptide A, soluble fibrin, D-dimer,
and plasmin-antiplasmin complex suggest a continuous, self-limiting activation of the coagulation and fibrinolysis, localised in
placenta blood vessels, without systemic consequences.

The perturbation of this delicate balance may result in pathological conditions: deep vein thrombosis, pulmonary embolism, dis-
seminated intravascular coagulation or haemorrhagic complications.

Given all the above, laboratory staff should take into account the reference values of haemostatic markers during pregnancy and
childbirth and the rational choice and timely use of haemostasis tests.

Keywords: pregnancy, haemostasis, hypercoagulability



S14 Revista Romana de Medicina de Laborator 2023;31(ST)

C05. EVALUAREA MARKERILOR D-DIMERI, INR LA PACIENTII CU FIBRILATIA
ATRIALA NON-VALVULARA

Olga Bernaz, Anatolie Visnevschi, Livi Grib

USMF ,Nicolae Testemitanu”’, mun. Chisinau, Republica Moldova

Introducere: Fibrilatia atriala (FA) este o aritmie cardiaca frecventd care creste riscul de accident vascular cerebral (AVC) de pana
la cinci ori. La astfel de pacienti, este necesara urmarirea de rutind a coagulogramei pentru a atinge valoarea tinta la INR (2-3).
Literatura de specialitate ne spune despre niveluri crescute de D-dimeri in FA Tn comparatie cu nivelul acestuia in ritmul sinusal.

Material si metoda: Studiul a inclus 109 de pacienti cu FA non-valvulara, care au fost randomizati in 2 grupuri: grupul de studiu
(GS) — 73 de pacienti cu terapia anticoagulanta si grupul de control (GC) — 36 de pacienti fara terapie anticoagulanta. S-au analizat
rezultatele de laborator la D-dimeri, INR 1 la internare, INR 2 la externare din stationar.

Rezultate: Varsta medie a pacientilor a constituit 69,22+1.14 ani; Media markerului INR 1 in GS a constituit 1.61+0,087; INR 2 in
acelas grup atinge valoare de 1,73+0,089. Tn GC valoarea INR 1 constituie 1,31+ 0,095 si INR 2- 1,38+0,075; In GS media la D-
dimeri a constituit 1,16 mg/1+0,23; in GC media constituie 1,78 mg/I+0,47.

Concluzii: in GS si In GC valoarea INR-ului este < 2.00, valoarea markerului D-dimeri in GC este mai mare decit in GS cu 0,62
mg/l, acesta sugereaza despre un prognostic nefavorabil pentru ambele grupe. Nivelul D-dimerilor > 0,5 mg/I indica riscul de
tromboembolism, iar mdsurarea INR ne permite sa evaluam nivelul terapiei anticoagulante.

Cuvinte cheie: Fibrilatia atriala non-valvulard, D-dimeri, raportului international normalizat (INR).

C05. EVALUATION OF MARKERS D-DIMERS, INR IN PATIENTS WITH NON-
VALVULAR ATRIAL FIBRILLATION

Introduction: Atrial fibrillation (AF) is a common cardiac arrhythmia that increases the risk of stroke up to fivefold. In such
patients, routine follow-up of the coagulogram is necessary to achieve the target INR value (2-3). The literature tells us about
increased levels of D-dimers in AF compared to its level in sinus rhythm.

Material and method: The study included 109 patients with non-valvular AF, who were randomized into 2 groups: study group
(GS) — 73 patients with anticoagulant therapy and control group (GC) — 36 patients without anticoagulant therapy. Laboratory
results were analyzed for D-dimers, INR 1 on admission, INR 2 on discharge from the hospital.

Results: The average age of the patients was 69.22+1.14 years; the mean of the marker INR 1 in GS was 1.61+0.087; INR 2 in the
same group reaches a value of 1.73+0.089. In GC the INR 1 value is 1.31+0.095 and INR 2- 1.38+0.075; In GS, the average for D-
dimers was 1.16 mg/I+0.23; in GC the average is 1.78 mg/1+0.47.

Conclusions: In GS and in GC the INR value is < 2.00, the D-dimer marker value in GC is higher than in GS by 0.62 mg/|, this sug-
gests an unfavorable prognosis for both groups. The level of D-dimers > 0.5 mg/l indicates the risk of thromboembolism, and the
INR measurement allows us to assess the level of anticoagulant therapy.

Keywords: Non-valvular atrial fibrillation, D-dimers, international normalized ratio (INR).
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C06. SCREENING-UL PROFILULUI BIOENERGETIC AL TROMBOCITELOR PERI-
FERICE SI1 A EFECTELOR UNUI AGENT MITOCONDRIOTROP

Oana-Maria Aburel, Anca Bina, Adrian Merce, Danina Muntean?

T Departmentul de Stiinte Functionale — Fiziopatologie, Centrul de Cercetare Translationald si Medicina Sistemelor,
Universitatea de Medicina si Farmacie “Victor Babes”, Timisoara, Romania

Introducere: Disfunctia mitocondriald detine un rol central intr-o multitudine de patologii acute si cronice, iar in ultimele decenii
numeroase studii au fost adresate evaluarii profilului bioenergetic al elementelor figurate periferice, mai ales a trombocitelor.
Obiectivele prezentei cercetari translationale au constat in evaluarea modificarilor respiratiei mitocondriale la nivelul tromboci-
telor periferice izolate de la: i) gravide cu si fara preeclampsie (PE)si ii) pacienti cardiaci cu indicatie de bypass cardiopulmonar
(BCP), la care au fost testate efectele unui agent mitocondriotrop, succinatul permeabil NV118.

Metodologie: Probele de sange au fost supuse la doud centrifugdri consecutive, in vederea obtinerii unei plasme bogate in trom-
bocite (1000 x 106 /mL). Respiratia mitocondriala a fost evaluata la 379C prin respirometrie de inalta rezolutie (Oxigraful-2k, Oro-
boros Ltd.), utilizand protocolul SUIT (Substrate-Uncoupler-Inhibitor-Titration) adaptat pentru evaluarea respiratiei dependente
de complexele | sill ale lantului respirator.

Rezultate: In cadrul primului studiu am identificat o scadere a tuturor parametrilor respiratori: respiratia bazala, fosforilarea
oxidativa si respiratia maxima decuplata) la nivelul trombocitelor izolate de la gravidele cu preeclampsie comparativ cu gravidele
sanatoase. In cadrul celui de-al doilea studiu, NV118 a determinat o imbun&tatire semnificativé a respiratiei trombocitelor izolate
atat pre- cat si post-BCP.

Concluzii: Caracterizarea profilului bioenergetic al trombocitelor reprezinta un biomarker periferic cu potential rol diagnostic si/
sau prognostic in patologii cronice si acute. Succinatul permeabil apartine unei noi familii de compusi mitocondriotropi care pot
sustine functia mitocondriald respiratorie intr-o multitudine de patologii.

Cuvinte cheie: trombocite, sange venos, disfunctie mitocondriala respiratorie, succinat permeabil

Cercetare finantata de fondurile interne ale UMFVBT alocate centrului de cercetare avansata CERT-MEDS.

C06. BIOENERGETIC PROFILE SCREENING OF PERIPHERAL THROMBOCYTES
AND OF A MITOCHONDRIA-TARGETING DRUG EFFECTS

Introduction: Mitochondrial dysfunction has the key role in a multitude of acute and chronic pathologies, thereby in the last
decades numerous studies were addressed to the evaluation of the bioenergetic profile of peripheral blood cells, especially
the thrombocytes. The objectives of the present translational research consisted in the evaluation of mitochondrial respiration
changes within the thrombocytes isolated from i) pregnant females with and without preeclampsia (PE) and ii) cardiac patients
with cardiopulmonary by-pass (CPB) indication, experiments in which we tested the effects of a mitochondria-targeting drug, the
permeable succinate — NV118.

Methodology: Blood samples were subjected to 2 consecutive centrifugations in order to obtain platelet-rich plasma (PRP, 1000
x 108 /mL). Mitochondrial respiration was evaluated at 37°C by high resolution respirometry (Oxigraph-2k, Oroboros Ltd.), using a
SUIT (Substrate-Uncoupler-Inhibitor-Titration) protocol adapted for the evaluation of respiration dependent on complexes | and
Il from the respiratory chain.

Results: In the first study we identified a decreased in all respiratory parameters: basal respiration, oxidative phosphorylation and

maximal uncoupled respiration in pregnant women with PE as compared with the healthy ones. In the second study, we found
out that NV118 induced a significant improvement of respiration in thrombocytes isolated pre- and post-CPB.

Conclusions: The bioenergetic profile characterization of thrombocytes represents a peripheral biomarker with a diagnostic
and/or prognostic potential role in acute and chronic pathologies. Permeable succinate belongs to a new class of mitochondria-
targeting drugs which may sustain the respiratory mitochondrial function in a multitude of pathologies.

Key words: thrombocytes, venous blood, mitochondrial dysfunction, permeable succinate
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C07. ROLUL NOILOR BIOMARKERI PREDICTIVI IN EVALUAREA INSUFICIENTEI
CARDIACE

Krisztina Pal'.2, lon-Bogdan Manescu'?, Silvia Lupu2, Minodora Dobreanu2

T Spitalul Clinic Judetean de Urgenta Targu Mures
2 Universitatea de Medicina, Farmacie, Stiinte si Tehnologie “George Emil Palade” Targu Mures

Introducere / Obiectiv: Insuficienta cardiaca (IC) reprezintd un sindrom clinic complex, cu o prevalenta in continua crestere
si morbi-mortalitate considerabile. Identificarea biomarkerilor corelati cu prognosticul in IC constituie o tema de cercetare de
interes major. Obiectivul studiului consta in explorarea valorii predictive a noilor biomarkeri pentru evaluarea pacientilor cu IC.

Metode / Metodologie: Am efectuat o cdutare sistematica a literaturii de specialitate folosind baza de date PubMed si cuvintele
cheie in formula “(myocardial ischemia) AND (heart failure) AND (prognosis OR outcome OR prognostic factor OR prediction)
AND (biomarker OR marker)”. Am identificat 428 studii primare ale caror metodologie si rezultate au fost ulterior examinate in
detaliu, .

Rezultate: in urma analizei articolelor stiintifice relevante, se disting urméatoarele categorii principale de biomarkeri care vi-
zeaza mecanisme fiziopatologice diverse: citokine (IL-6, IL-34, Soluble Suppression of Tumorigenesis-2, Growth Differentiation
Factor-15), indici derivati din hemoleucograma (raportul plachete/limfocite PLR, indexul inflamator sistemic SII), markeri renali
(Cystatin-C), markeri hormonali/metabolici (Copeptin, Fibroblast Growth Factor 23), markeri ai stresului oxidativ (Superoxide
Dismutase, Neopterin), markeri ai remodelarii cardiace (Galectin-3, Matrix Metalloproteinase-9).

Concluzii / Discutii: Integrarea noilor biomarkerilor cardiaci in practica clinicd ar putea contribui in perspectiva la stratificarea
prognostica a pacientilor, precum si la individualizarea si urmarirea tratamentului.

Cuvinte cheie: insuficientd cardiacd, biomarkeri umorali

CO07. THE ROLE OF NOVEL PREDICTIVE BIOMARKERS IN THE EVALUATION OF
HEART FAILURE

Introduction / Objective: Heart failure (HF) represents a complex clinical syndrome with a continuously increasing prevalence
and significant morbidity and mortality. Identifying biomarkers that correlate with prognosis in HF is a topic of major research
interest. The objective of the present study is to explore the predictive value of emerging biomarkers for the evaluation of HF
patients.

Material / Method: We performed a systematic literature search using the PubMed database with the following keywords
,(myocardial ischemia) AND (heart failure) AND (prognosis OR outcome OR prognostic factor OR prediction) AND (biomarker OR
marker)”. We identified 428 primary studies and subsequently examined their methodology and results in detail.

Results: After the analysis of relevant articles, the following main categories of biomarkers targeting various pathophysiological
mechanisms were discerned: cytokines (IL-6, IL-34, Soluble Suppression of Tumorigenesis-2, Growth Differentiation Factor-15),
indices derived from the complete blood count (platelet-to-lymphocyte ratio PLR, systemic immune-inflammation index Sll),
renal markers (Cystatin-C), hormonal/metabolic markers (Copeptin, Fibroblast Growth Factor-23), oxidative stress markers (Su-
peroxide Dismutase, Neopterin), cardiac remodeling markers (Galectin-3, Matrix Metalloproteinase-9).

Conclusions / Discussion: Integrating new cardiac biomarkers into routine clinical practice could contribute to the prognostic
stratification of patients as well as to the future individualization and monitoring of therapy.

Keywords: heart failure, humoral biomarkers
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C08. CARACTERIZAREA BIOCHIMICA SI ULTRASTRUCTURALA A VEZICULE-
LOR EXTRACELULARE CIRCULANTE iN ATEROSCLEROZA

Daciana S. Marta'’?, Leona Chitoiu?, Tudor E. Fertig'3, Victor E. Peteu’, Valeriu Cismasiu’, Mihaela
Gherghiceanu'3

T Institutul National “Victor Babes”, Bucuresti, Romania
2 Universitatea “Titu Maiorescu’- Facultatea de Medicina, Bucuresti, Romania
3 Universitatea de Medicina si Farmacie “Carol Davila’, Bucuresti, Romania

Introducere: Mediatorii inflamatiei joaca un rol important in patogeneza bolii arteriale coronariene (CAD), una dintre cele mai

frecvente afectiuni cardiovasculare la nivel mondial. Vezicule extracelulare (EVs) actioneaza ca vectori ai informatiei biologice,
transferand proteine, lipide si acizi nucleici catre celulele tinta. In ultimii ani, microARN (miRNA) transportate de EVs au prezen-
tat interes sporit, datoritd eterogenitatii lor si a implicarii in mecanismele patologice ale aterosclerozei. Acest studiu a avut ca scop
investigarea miRNA continute de EVs circulante (exozomi si microparticule) ca potentiali biomarkeri pentru boala aterosclerotica.

Metodologie: Studiul a fost efectuat pe plasma provenita de la 10 grupuri de pacienti diagnosticati cu CAD (49 subiecti),
diferentiati Tn functie de comorbiditdti (tensiune arteriald, diabet, obezitate), comparativ cu un grup control, de indivizi sdnatosi.
EVs au fost izolate prin centrifugare. Caracterizarea morfologicd a EVs s-a efectuat prin microscopie electronica de transmisie, iar
caracterizarea speciilor miRNA prin gPCR.

Rezultate: Datele obtinute au ardtat cd anumite specii de miRNA sunt semnificativ exprimate in CAD (miR-130a, miR-20a, miR-
20b, miR-221, miR-451, let-7-a). In mod interesant, o parte dintre miRNA-uri a fost exprimate diferentiat intre cohortele CAD pe
baza stadializarii tensiunii arteriale: EVs de la pacientii cu hipertensiune arteriala stadiul 1 au prezentat continut crescut de miR-
1260 si let-7-a, dar scazut de miR-520c, miR-892b si miR-1290. Stadiile 2 si 3 au aratat o variabilitate mai mica in comparatie cu
martorii sanatosi. Diferente semnificative in expresia miARN-urilor au fost observate si la pacientii cu CAD si diabet, in special
speciile let-7a si miR-520c. Nu Tn ultimul rand, EVs de la pacientii supraponderali au avut continut ridicat de miR-130a, miR-20a,
miR-20b, miR-221 si miR-441, in comparatie cu indivizii normoponderali.

Concluzii: Tn acest studiu s-au evidentiat diferente semnificative ale expresiei unor specii miRNA provenite din EVs circulante,
la pacienti cu CAD. Caracterizarea complexa a EVs circulante poate reprezenta o noua abordare in diagnosticul precoce si
stratificarea factorilor de risc din CAD.

Finantare: Proiect 31PFE/2021, UEFISCDI PN-I1I-P1-1.2-PCCDI-2017-0527 (Proiect 83PCCDI/2018).
Cuvinte cheie: miRNA, vezicule extracelulare circulante, boala arteriald coronariana

C08. BIOCHEMICAL AND ULTRASTRUCTURAL CHARACTERIZATION OF CIR-
CULATING EXTRACELLULAR VESICLES IN ATHEROSCLEROSIS

Introduction: Inflammation plays a major role in the pathogenesis of coronary artery disease (CAD), one of the most common
cardiovascular diseases worldwide. Extracellular vesicles (EVs) act as carriers of biological molecules involved in inflammation,
such as proteins, lipids and nucleic acids. In particular, the microRNA (miRNA) cargo of EVs has gained a lot of attention in the past
decade, due to the heterogeneity of these molecules and their potential involvement in the pathological mechanisms leading to
heart disease. This study aimed to characterize circulating EVs and the miRNAs they contain, in patients with CAD.

Methods: This study was performed on plasma samples originating from 49 patients with CAD, divided into 10 groups, based on
the presence of comorbidities (e.g. arterial hypertension, diabetes, obesity). Healthy individuals were used as controls. EVs were
isolated by centrifugation, then their morphology was characterized by transmission electron microscopy. Contained miRNA spe-
cies were quantified by gPCR.

Results: This study showed that certain miRNA species are significantly enriched in CAD cohorts compared to healthy controls
(miR-130a, miR-20a, miR-20b, miR-221, miR-451, let-7a). Interestingly, some miRNAs were differentially expressed among CAD
cohorts based on stage of hypertension: EVs from patients with stage 1 hypertension were enriched with miR-1260 and let-7-a,
but depleted for miR-520c, miR-892b and miR-1290. Stages 2 and 3 showed less variability as compared to healthy controls. Lev-
els of some miRNAs were also influenced by the coexistence of diabetes, particularly let-7a and miR-520c. Lastly, EVs from over-
weight patients had higher content of miR-130a, miR-20a, miR-20b, miR-221 and miR-441, when compared to non-overweight
controls.

Conclusions: CAD patients have significantly different miRNA content in circulating EVs. Assays characterizing EV-carried miRNA
may therefore represent a useful tool in the diagnosis and risk assessment of patients with CAD.

Funding: Grant 31PFE/2021, UEFISCDI PN-III-P1-1.2-PCCDI-2017-0527 (Grant 83PCCDI/2018).
Key words: miRNA, circulating extracellular vesicles, coronary artery disease.
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C09. ACTIVITATEA CK-MB>CK, O EROARE DE LABORATOR CU VALOARE DIA-
GNOSTICA

Atilla B. Vandra’, Andreea Oneci?, Alida Vatas

T Spitalul Clinic Judetean de Urgenta, Brasov
2 Hiperdia, Brasov, 3Centrul de Transfuzii Sanguine Brasov

Introducere / Obiectiv: Partea nu poate fi mai mare ca totalul, totusi cazurile de activitate CK-MB> CK sunt frecvente. Studiul
si-a propus sa elucideze cauza acestei erori de laborator, pornind de la premisa cd ar putea fi cauzata de prezenta izoenzimelor
macro-CK.

Materiale si metode: Diferitele metode de determinare a CK-MB au reactii secundare diferite. Macroizoenzimele CK interfera
cu determinarea CK-MB la metoda prin imunoinhibitie, insa nu interferd in cazul metodei ECLIA. Acest comportament diferit a
celor doua metode a fost utilizat pentru determinarea macro-CK, prin determinarea paralela a CK-MB prin cele doud metode.
Determinarile au fost efectuate pe analizor Cobas 6000 cu reactivi Roche. 43 de probe de pacient (UPU, Cardiologie) au fost alese
cu rezultate de CK-MB> 37 U/, si raport CK-MB/CK >0,5, care apoi au fost testate si prin metoda ECLIA.

Rezultate: Dupa determinarea conditiilor pentru a constata cu confidenta de 95% ca exista diferente semnificative intre rezul-
tatele obtinute prin cele doua metode si implicit existenta macroCK, au fost efectuate testarile: in 38 de cazuri din 43 (valoare
predictiva pozitiva 88%) valorile anormale de CK-MB s-au corelat cu prezenta macroCK.

Concluzii: Valorile anormal crescute de CK-MB sunt un indicator fidel al prezentei macroCK sugerand o stare grava (38% din
pacienti au decedat), asociindu-se totodatd frecvent cu transformarea agresiva a unor boli maligne.

Cuvinte cheie: MacroCK, CK-MB, Eroare de metoda

C09. ACTIVITY OF CK-MB>CK, A LABORATORY ERROR WITH DIAGNOSTICAL
VALUE

Introduction/Objectives: The part cannot be bigger than the total, however in a significant number of cases the measured CK-
MB activity is higher than total CK. The study aimed to elucidate the cause of this laboratory error, starting from the premise that
it could be caused by the interference of macro-CK isoenzymes.

Materials and methods: Different methods of CK-MB determination have different side reactions. CK macroisoenzymes interfere
with the determination of CK-MB in the immunoinhibition method, but do not interfere in the case of the ECLIA method. This
different behavior was used for macro-CK determination, by parallel measurement of CK-MB using the two methods. Measure-
ments were performed on a Cobas 6000 analyzer with Roche reagents. Samples of 43 patients were chosen with results of CK-
MB> 37U/I, CK-MB/CK ratio >0.5, which were then also tested by the ECLIA method.

Results: After determining the conditions to state with 95% confidence that there are significant differences between the results
obtained by the two methods and implicitly to conclude the existence of macroCK, in 38 cases out of 43 (positive predictive value
88%) abnormal CK-MB/CK acitvity ratios correlated with the presence of macroCK.

Conclusions: The abnormally elevated CK-MB/CK activity ratio is a reliable indicator of the presence of macroCK, suggesting a
serious condition (38% of patients died in hospital), also being frequently associated with the aggressive transformation of ma-
lignant diseases.

Keywords: Macro-CK, CK-MB, Method error
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RO7. PROFILUL MOLECULAR AL LEUCEMIEI MIELOMONOCITARE CRONICE
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Introducere/Obiectiv: Leucemia mielomonocitara cronica (LMMC) este o afectiune hematologicd clonald incadrata in categoria
neoplasmelor mielodisplazice/mieloproliferative, caracterizatd prin monocitoza persistenta si o tendinta de a dezvolta leucemie
acutd mieloida. in practica obisnuitd diagnosticul de LMMC se bazeazé pe date clinicopatologice, fiind necesara excuderea altor
neoplazii mieloide inrudite. Desi anomaliile genetice asociate acestei afectiuni au fost bine precizate, cuprinzand mutatii soma-
tice ce afecteaza controlul epigenetic, splicing-ul ARN-ului, sau molecule de semnalizare, complexitatea profilului mutational
nu poate fi adresata prin tehnici moleculare conventionale bazate pe reactia PCR. Scopul acestei prezentdri este de a evidentia
importanta testelor moleculare ce utilizeaza secventierea de noud generatie (NGS) penru diagnosticul, evaluarea prognosticului
si monitorizarea evolutiei bolii la pacientii cu LMMC.

Metode: A fost utilizat un panel NGS alcatuit din 54 gene relevante pentru neoplaziile mieloide in scopul stabilirii profilului mo-
lecular al bolii la 10 pacienti cu diagnosticul/suspiciunea clinica de LMMC. Variantele genetice care nu au fost raportate anterior
au fost validate prin secventiere Sanger.

Rezultate: A fost detectat un spectru complex de anomalii moleculare ce a inclus mutatii frecvent raportate in genele TET2,
ASXL1, SRSF2, JAK2, K/NRAS, CBL, precum si mutatii PHF6 si CSF3R rar descrise in LMMC. Vor fi prezentate si cateva cazuri clinice
relevante, fiind evidentiate beneficiile testdrii NGS penru diagnosticul si monitorizarea bolii.

Concluzii: Avand n vedere faptul ca markerii moleculari detectati nu sunt intru totul specifici pentru LMMC, rezultatele NGS
trebuie intotdeauna corelate cu datele clinice si morfologice.

Cuvinte cheie: leucemie mielomonocitara cronicd, secventiere de noua generatie, mutatii somatice
Multumiri: Programul Operational Competitivitate A1.1.4. ID: P_37_798 MyeloAL-EdiaProT 149/26.10.2016, SMIS 106774.

RO7. MOLECULAR PROFILE OF CHRONIC MYELOMONOCYTIC LEUKEMIA

Introduction/Objective: Chronic myelomonocytic leukemia (CMML) is a clonal hematological disorder that belongs to the cat-
egory of myelodysplastic/myeloproliferative neoplasms, characterized by persistent monocytosis and a propensity to develop
acute myeloid leukemia. In common practice CMML diagnosis relies on clinicopathologic data, being necessary to rule out other
closely related myeloid neoplasms. Although the genetic landscape of this disease has been largely described, including somatic
mutations that affect epigenetic regulation, RNA splicing or signaling molecules, the complexity of the mutational profile cannot
be covered by the conventional PCR-based molecular techniques. The aim of this presentation is to highlight the importance of
the next-generation sequencing (NGS)-based molecular tests in diagnosis, prognostic assessment and monitoring disease out-
come of CMML patients.

Methods: A targeted next-generation sequencing (NGS) panel comprising 54 genes relevant for myeloid disorders was used for
the molecular profiling of 10 patients with diagnosis/clinical suspicion of CMML. Previously unreported genetic variants were
validated by Sanger sequencing.

Results: A complex spectrum of molecular alterations that included frequently reported mutations in TET2, ASXL1, SRSF2, JAK2,
K/NRAS, CBL genes, as well as uncommon PHF6 and CSF3R mutations was detected. Additionally, some relevant clinical cases will
be discussed, focusing on the benefits of NGS testing for diagnostic and disease monitoring.

Conclusions: As the detected molecular markers are not entirely unique to CMML, the NGS results should always be correlated
with the clinical and morphological findings.

Keywords: chronic myelomonocytic leukemia, next-generation sequencing, somatic mutations
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R0O8. FACTORI GENETICI DE PROGNOSTIC IN LEUCEMIA ACUTA MIELOIDA

loana lonita

Disciplina de Hematologie, Univesitatea de Medicina si Farmacie “Victor Babes” Timisoara

Leucemia acuta mieloida (LAM) este o boald complexa si heterogena cu un prognostic foarte variat de la un pacient la altul. De-a
lungul anilor, cercetarea in domeniul geneticii a identificat mai multi factori genetici de prognostic care faciliteaza estimarea ras-
punsului pacientilor la terapie, contribuind astfel la ghidarea deciziilor terapeutice.

Tn ultimii ani dovezile stiintifice sugereazé c3 anumite mutatii genetice, cum ar fi FLT3, NPM1 si DNMT3A, au un impact semnifi-
cativ asupra prognosticului pacientilor cu LAM. Aceste mutatii au fost identificate ca predictori independenti ai supravietuirii si
au fost incluse Tn algoritmi de evaluare a riscului la acesti pacienti. In plus, tehnologiile recente de secventiere de nou generatie
au permis identificarea de noi factori prognostici, care ar putea Tmbunatati si mai mult exactitatea prognostica si dezvoltarea
terapiilor personalizate.

n concluzie, factorii genetici de prognostic au devenit un instrument important si indispensabil in gestionarea LAM, oferind o
perspectiva asupra probabilitatii succesului tratamentului si a progresiei de boala.

Cuvinte cheie: leucemie acutd mieloida, factori genetici de prognostic, secventiere de noud generatie,

R0O8. GENETIC PROGNOSTIC FACTORS IN ACUTE MYELOID LEUKEMIA

Acute myeloid leukemia (AML) is a complex and heterogeneous disease with varying prognoses. Over the years, genetic research
has identified several genetic prognostic factors that aid in predicting patient outcomes and guiding treatment decisions.

Recently, emerging evidence suggests that certain genetic mutations such as FLT3, NPM1, and DNMT3A have a significant impact
on the prognosis of AML. These mutations have been identified as independent predictors of survival and have been incorporat-
ed into many risk-stratification algorithms. Moreover, next-generation sequencing technologies have enabled the identification
of novel prognostic factors, which may further improve the accuracy of prognostication and the development of personalized
therapies.

In conclusion, genetic prognostic factors have become an important tool in the management of AML, providing insight into the
likelihood of treatment success and disease progression.

Keywords: acute myeloid leukemia, genetic prognostic factors, next-generation sequencing, somatic mutations
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R0O9.EVALUAREA MONOCITOZELOR IN PRACTICA LABORATORULUI DE HE-
MATOLOGIE

Elena-Cristina Selicean?, Carmen Basarab', Mirela Marian’, Florina Florea', Adrian Pana’, Mariana Patiu’

T Laborator Analize Medicale, Departamentul de Hematologie, Institutul Oncologic Prof. Dr. lon Chiricuta, Cluj-
Napoca

Introducere / obiective : Monocitoza reprezintd una dintre situatiile frecvente cu care ne confruntdm in laboratoarele de analize
medicale. Cauzele de monocitoza sunt variate si pot pune probleme importante si dificile de diagnostic pozitiv si diferential. Ca-
racterizarea morfologica si imunofenotipicd a populatiilor monocitare contribuie la diagnosticul monocitozelor reactive si a celor
din cadrul neoplaziilor hematologice.

Metode / metodologie: Prezentdm evaluarea unor cazuri cu monocitoza decelata in Laboratorul de Analize Medicale al Sectiei de
Hematologie a Institutului Oncologic Cluj-Napoca. Metodele folosite in investigarea lor includ analiza morfologica si citochimica
prin microscopie optica a frotiurilor din sange periferic si aspirat medular, precum si imunofenotiparea populatiilor monocitare
prin citometrie in flux. Clasificarea morfologica a monocitelor respecta criteriile International Working Group on Morphology of
Myelodysplastic Syndrome. Analiza imunofenotipica urmareste etapele de maturare a monocitelor cu markeri specifici acestora
si impartirea monocitelor mature in monocite clasice, non-clasice si intermediare.

Rezultate: Metodele folosite au permis incadrarea cazurilor in monocitoze reactive (tranzitorii sau persistente) si respectiv ma-
ligne: leucemii cronice mielo-monocitare, leucemii acute mielo- monocitare si monocitare. Cazurile prezentate demonstreaza
utilitatea si limitele metodelor folosite, precum si necesitatea coroborarii datelor clinice si a investigatiilor de laborator la dia-
gnostic si in evolutie.

Concluzii: Diagnosticul diferential al monocitozelor ramane o provocare, mai ales in conditiile in care clasificarile actuale admit
existenta proliferarilor maligne oligomonocitice si fara displazie. in aceste conditii, mijloacele de diagnostic pe care le avem la
dispozitie trebuie utilizate astfel incat sa permita un diagnostic precoce al hemopatiilor maligne cu componenta monocitara si un
diagnostic diferential corect.

Cuvinte cheie: monocite, leucemie, imunofenotipare

R09. DIAGNOSTIC APPROACH TO MONOCYOSIS IN THE HEMATOLOGY LAB-
ORATORY

Introduction/objectives : Monocytosis is one of the frequent situations we face in medical analysis laboratories. The causes of
monocytosis are varied and can pose important and difficult problems for positive and differential diagnosis. Morphological and
immunophenotypic characterization of monocyte populations contribute to the diagnosis of monocytosis, whether they are
reactive or part of hematological neoplasms.

Methods/methodology: We present the evaluation of some cases with monocytosis detected in the Laboratory of the Hema-
tology Department of the Oncological Institute from Cluj-Napoca. The methods used include morphological and cytochemical
analysis by optical microscopy of peripheral blood smears and bone marrow aspirates, as well as immunophenotyping of mono-
cyte populations by flow cytometry.

The morphological classification of monocytes follows the criteria of the International Working Group on Morphology of Myelo-
dysplastic Syndrome.

Immunophenotypic analysis investigates monocytic maturation markers and subsets of mature monocytes: classical, non-classi-
cal and intermediate.

Results: The methods used allowed the classification of cases in reactive monocytosis (transient or persistent) and respectively
malignant cases: chronic myelo-monocytic leukemias, acute myelo-monocytic and monocytic leukemias. The cases presented
demonstrate the usefulness and limitations of the methods used, as well as the need to corroborate clinical data and laboratory
investigations at diagnosis and in evolution.

Conclusion: The differential diagnosis of monocytosis remains a challenge, especially because current classifications admit the
existence of oligomonocytic malignant proliferations with or without dysplasia. Therefore, the currently available diagnostic tools
must be used in such a way as to allow an early diagnosis of hematological neoplasms with a monocytic component and a correct
differential diagnosis.

Keywords : monocyte, flow cytometry, leukemia
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R10 IMPORTANTA CLINICA A RAPORTARII CORECTE iN EVALUAREA BOLII
REZIDUALE MASURABILE PRIN CITOMETRIE IN FLUX

Mihaela Zlei', Mihaela Mentel'.2, Claudia E. Grigoras’, Loredana Mihaiela Dragos?, Elena Nisioi’, luliu C.
Ivanov', Adriana Sireteanu’, Alina M. Veringu?, Raluca E. Oana’, Angela S. Dascalescu3+4, Laura Popa#*5,
lon Antohe34, Daniela Jitaru4
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3 Departamentul de Hematologie, Institutul Regional de Oncologie, lasi, Romania
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5 Clinica Medicina Internd, Compartimentul Hematologie, Spitalul Judetean de Urgentd, Sf loan cel Nou, Suceava

Introducere: Studiul de fata are in vedere necesitatea reducerii variabilitatii intre laboratoarele de citometrie in flux in privinta
evaluarii bolii reziduale mdsurabile in hemato-oncologie.

Metode: In acest scop au fost analizate retrospectiv, din arhiva Departamentului de Imunofenotipare (IFT) a Institutului Regional
de Oncologie lasi, 578 fisiere de date achizitionate in perioada ianuarie 2020 — martie 2023 (452 pacienti, 367 probe la diagnos-
tic, 211 evaludri post-terapeutice). Din acestia, ulterior, s-au selectat pentru analiza detaliata 10 pacienti, avand cel putin 3 eva-
ludri post-terapeutice (6/10 femei, 53 — 74 ani, 4/10 cu transplant autolog, 54 fisiere de date).

Rezultate: Sensibilitatea maxima de detectie a fost: 2E-05 (limita de detectie/LOD) si 5E-05 (limita inferioard de cuantificare/
LLOQ), iar din noiembrie 2022: 4E-06 (LOD) si 1E-05 (LLOQ). Tn 42% si 38% din cazuri s-au identificat discordante intre rezultatele
IFT si rezultatele medulogramei, respectiv ale electroforezei proteinelor prin imunofixare pentru lanturile libere imunoglobulinice
usoare. Tn majoritatea acestor cazuri discordantele pot fi explicate prin hemodilutia probelor de aspirat medular evaluate prin IFT.

Concluzii si discutii: Mentionarea eventualei hemodilutii (apreciata prin evaluarea procentelor medulare de mastocite, precur-
sori limfoizi B si celulelor eritroide nucleate) este mandatorie Tn raportarea rezultatelor de IFT, pentru evitarea rezultatelor fals
negative. Este important ca primul esantion de aspirat medular sd ajunga la IFT, datd fiind sensibilitatea net superioara a acestei
investigatii, In comparatie cu evaluarea morfologica. Atingerea unui acord in privinta cerintelor si recomandarilor minim accepta-
bile pentru efectuarea unor astfel de teste complexe ramane un deziderat important.

R10 CLINICAL IMPORTANCE OF CORRECT REPORTING OF MEASUREABLE
RESIDUAL DISEASE ASSESSED BY FLOW CYTOMETRY

Introduction: The present study addresses the need to reduce inter-laboratory flow cytometry variability of measurable residual
disease in hemato-oncology.

Methods: For this purpose, 578 data files acquired between January 2020 and March 2023 (452 patients, 367 at diagnosis, 211
post-therapeutic evaluations) were retrospectively analyzed from the archive of the Department of Immunophenotyping (IFT) of
the Regional Institute of Oncology lasi. From these patients, 10 were selected, with at least 3 post-therapeutic evaluations (6/10
women, age range 53 — 74 years, 4/10 with autologous transplantation (54 data files).

Results: The maximum detection sensitivity was: until November 2022: 2E-05 (limit of detection, LOD) and 5E-05 (lower limit
of quantification, LLOQ), and from November 2022: 4E-06 (LOD) and 1E-05 (LLOQ). 42% and 38% of cases were with discord-
ances between the IFT and morphology or, respectively, protein electrophoresis by immunofixation for immunoglobulin light
free chains. In most of these cases the discordances can be explained by the hemodilution of the bone marrow aspirate sample
evaluated by IFT.

Conclusions and discussions: The reporting of IFT results should mention suspected hemodilution (by reporting the percentages
of mast cells, B lymphoid precursors and nucleated erythroid cells) to avoid false negative results. Also, given the clearly superior
sensitivity of IFT compared to morphological assessment, it is important that the first marrow aspirate sample arrives at IFT.
Achieving agreement on minimally acceptable requirements and recommendations for performing such complex tests remains
an important aspiration.
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R12. VALOAREA PROGNOSTICA A EXPRESIEI PMARKERILOR FENOTIPICI SI
ANOMALIILOR NUMARULUI DE COPII iIN MIELOM MULTIPLU

Daniela Jitaru'2, Mihaiela L. Dragos?, I.C. lvanov?, Mihaela Mentel?3, Claudia Gorovei?, Adriana
Sireteanu?, Elena Nisioi2, Amalia A. Titianu?4, Angela S. Dascalescu24, Al.B. Stache'3, D.L. Gorgan'

1 Facultatea de Biologie, Universitatea “Alexandru loan Cuza” lasi

2 Institutul Regional de Oncologie, lasi, Romania

3 Centrul de cercetare fundamentala si dezvoltare experimentald in medicina translationala/TRANSCEND lasi,
Romania

4 Departamentul de Hematologie, UMF ,Grigore T. Popa’, lasi, Romania

Introducere/Obiectiv: Mielomul multiplu este o patologie hemato-oncologicd ce rezultd din proliferarea clonald a plasmocitelor
(PC) atipice in maduva osoasd (BM). Tn studiul nostru, am corelat profilul expresiei markerilor fenotipici (CD) prezenti la nivelul
PC atipice cu anomaliile numarului de copii (CNA) la nivel genomic cu scopul de a evalua impactul acestora asupra prognosticului
la pacientii nou diagnosticati cu MM.

Metode/Metodologie: Probele de maduva osoasa au fost recoltate de la pacienti diagnosticati cu MM fin cadrul Institutului
Regional de Oncologie, lasi, intre 2018-2021 (48 luni). Imunofenotiparea plasmocitelor s-a realizat utilizand markerii sugerati de
EuroFlow Consortium pentru aceastd patologie (CD38(FITC), CD138(PQ), CD45(PB), CD19 (PECy7), CD27(PerCP-Cy5.5), CD28(PE),
CD56(PE), CD81(APCH7), CD117 (APC), cylglL (APCC750) and cylgK (APC)). De asemenea PCs au fost sortate cu CD138 Plasma
Cell Isolation Kit (Miltenyi Biotec GmbH, Bergisch Gladbach, Germany) si analizate cu SALSA MLPA P425-B1 MM probe mix (MRC-
Holland, Amsterdam, The Netherlands).

Rezultate: S-au obtinut rezultate semnificativ statistice atunci cand diferite stadii de maturare a PC (clasificate pe baza expresiei
CD19 si CD81) au fost asociate cu expresia CD117 si cu anomaliile genetice identificate. in grupul de pacientii cu PC diferentiate
intermediar (CD19(-) CD81(+)), care nu au exprimat CD117, media supravietuirii fara progresie (PFS) a fost semnificativ mai mica
(p=0.024). Mai mult, in cadrul acestui grup, pacientii cu mai putin de trei CNA adverse, care au exprimat CD117, au avut o evolutie
mai bund, cu o PFS mai mare de 48 de luni comparativ cu cei care au prezentat cel putin 3 anomalii genetice care au avut o PFS
de doar 19 luni (p=0.008).

Concluzii/Discutii: Coreland rezultatele obtinute, s-a evidentiat un grup de pacienti cu risc ridicat in fiecare etapa de maturizare
a PC, caracterizat prin absenta CD117 si prezenta a mai mult de trei anomalii genetice.

Cuvinte cheie: mielom multiplu, plasmocite, MLPA, flow citometrie

R12. PROGNOSTIC VALUE OF THE EXPRESSION OF PHENOTYPIC MARKERS
AND ANOMALIES OF THE NUMBER OF COPIES IN MULTIPLE MYELOMA

Introduction/Objective: Multiple myeloma is a hemato-oncological pathology resulting from the clonal proliferation of atypical
plasma cells (PC) in the bone marrow (BM). In our study, we correlated the expression profile of phenotypic markers (CD) present
in atypical PC with copy number abnormalities (CNA) at the genomic level in order to evaluate their impact on prognosis in newly
diagnosed MM patients.

Methods/Methodology: Bone marrow samples were collected from patients diagnosed with MM in the Regional Institute of On-
cology, lasi, between 2018-2021 (48 months). Immunophenotyping of plasma cells was performed using the markers suggested
by the EuroFlow Consortium for this pathology (CD38(FITC), CD138(PO), CD45(PB), CD19 (PECy7), CD27(PerCP-Cy5.5), CD28(PE),
CD56( PE), CD81(APCH7), CD117 (APC), cylgL (APCC750) and cylgK (APC)). PCs were also sorted with CD138 Plasma Cell Isolation
Kit (Miltenyi Biotec GmbH, Bergisch Gladbach, Germany) and analyzed with SALSA MLPA P425-B1 MM probe mix (MRC-Holland,
Amsterdam, The Netherlands).

Results: Statistically significant results were obtained when different stages of PC maturation (classified based on CD19 and
CD81 expression) were associated with CD117 expression and identified genetic abnormalities. In the group of patients with
intermediately differentiated PC (CD19(-) CD81(+)), who did not express CD117, the median progression-free survival (PFS) was
significantly lower (p=0.024). Moreover, within this group, patients with less than three adverse CNAs, who expressed CD117,
had a better outcome with a longer PFS of 48 months compared to those who presented at least 3 genetic abnormalities that
had a PFS of only 19 months (p=0.008).

Conclusions/Discussions: Correlating the obtained results, a high-risk group of patients was highlighted in each stage of PC
maturation, characterized by the absence of CD117 and the presence of more than three genetic abnormalities.

Keywords: multiple myeloma, plasma cells, MLPA, flow cytometry
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C11. IMPACTUL CROMOANAGENEZEI LA PACIENTII NOU DIAGNOSTICATI CU
MIELOM MULTIPLU
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D.L. Gorgan’
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Introducere/Obiectiv: Studiile efectuate pana in prezent cu ajutorul tehnicilor de ultima generatie au condus la descoperirea
unor rearanjari cromozomiale masive cum ar fi cromotripsis, chromoanasinteza si chromoplexia ce sunt grupate sub numele de
“chromoanageneza”. Acest studiu si-a propus evaluarea incidentei si rolului prognostic a acestor anomalii in cazul pacientilor nou
diagnosticati cu Mielom Multiplu (MM).

Metode/Metodologie: Au fost analizate probele de maduva osoasa provenite de la 50 pacienti diagnosticati cu MM, in cadrul
Institutului Regional de Oncologie, lasi, Romania, in perioada 2017-2020. ADN-ul genomic a fost extras din celulele CD138+ si
ulterior pentru analiza diverselor anomalii s-a utilizat tehnica SNParray (platforma Agilent). Fisierele obtinute au fost interpretate
cu ajutorul softului CytoGenomics v2.0 de la Agilent, utilizand parametrii standard de interpretare.

Rezultate: in urma analizei datelor obtinute s-a observat ¢ grupul de pacienti la care a fost prezent fenomenul de cromotripsis
(14%, n=7) au avut o supravietuire fara progresie (PFS) de 28 luni comparativ cu cei care nu au prezentat acest tip de anomalie si
au avut o PFS mai mare de 48 luni (p=0.05). Deasemenea cromanasinteza a fost evidentiatd la 10% (n=5) dintre pacienti in timp
ce cromoplexia la 34% (n=17).

Concluzii/Discutii: Rezultatele obtinute sugereaza ca prezenta chromotripsis la pacientii nou diagnosticati cu MM reprezinta un
factor de pronostic negativ in timp ce restul anomaliilor analizate (cromoanasinteza si cromoplexia) par sa nu influenteze evolutia
acestor pacienti.

Cuvinte cheie: mielom multiplu, SNParray, cromotripsis, cromoanageneza

C11. THE IMPACT OF CHROMOANAGENESIS EVENTS IN NEWLY DIAGNOSED
MULTIPLE MYELOMA PATIENTS

Introduction/Objective: Studies carried out so far with the help of the latest generation techniques have led to the discovery of
massive chromosomal rearrangements such as chromothripsis, chromoanasynthesis and chromoplexis which are grouped under
the name of ,,chromoanagenesis”.12 This study aimed to evaluate the incidence and prognosis of these abnormalities in patients
newly diagnosed with Multiple Myeloma (MM).

Methods/Methodology: Bone marrow samples from 50 patients diagnosed with MM, within the Regional Institute of Oncology,
lasi, Romania, during 2017-2020, were analyzed. The genomic DNA was extracted from the CD138+ cells and subsequently the
SNParray technique (Agilent platform) was used for the analysis of various anomalies. The obtained files were interpreted with
CytoGenomics v2.0 software from Agilent, using standard interpretation parameters.

Results: After analyzing the obtained data, it was observed that the group of patients in whom the phenomenon of chromothrip-
sis was present (14%, n=7) had a progression-free survival (PFS) of 28 months compared to those who did not present this type
of anomaly and had a PFS greater than 48 months (p=0.05). Also, chromanasynthesis was highlighted in 10% (n=5) of patients,
while chromoplexis in 34% (n=17).

Conclusions/Discussions: The obtained results suggest that the presence of chromothripsis in patients newly diagnosed with
MM represents a negative prognostic factor, while the rest of the anomalies analyzed (chromoanasynthesis and chromoplexis)
do not seem to influence the evolution of these patients.

Keywords: multiple myeloma, SNParray, chromothripsis, chromoanagenesis.
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R14. UTILITATEA MARKERILOR DE LABORATOR IN DIAGNOSTICUL SI MONI-
TORIZAREA INJURIEI ACUTE RENALE DIN SARCINA
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Biochimie

Leziunea acuta a rinichilor (AKI) este o complicatie rard, dar grava, care poate aparea in timpul sarcinii. Exista mai multe cauze
potentiale ale AKI in timpul sarcinii, printre care: preeclampsia, sindromul HELLP, infectiile, travaliul obstructionat, anumite
medicamente. Consecintele AKI in timpul sarcinii pot varia in functie de gravitatea leziunii si de rapiditatea cu care aceasta este
diagnosticatd si tratata. in unele cazuri, AKI poate duce la boala cronici de rinichi sau la boala renald in stadiu terminal, care poate
necesita dializa sau transplant renal. De asemenea la gravidele cu AKI, poate creste riscul de complicatii in timpul nasterii, cum ar
fi nasterea prematura si greutatea mica la nastere . Diagnosticul precoce si tratamentul prompt sunt importante pentru cele mai
bune rezultate posibile atadt pentru mamd, cat si pentru copil. Atunci cadnd o femeie Tnsarcinata dezvoltd o leziune renala acuta,
pot fi solicitate de catre medicul obstetrician mai multe teste de laborator pentru a evalua functia rinichilor si pentru a ajuta la
identificarea cauzei care sta la baza AKI. Unele dintre testele de laborator comune care pot fi evaluate includ: (ureea si creatinina
serica, examenul complet de urind, hemograma completa (HLG), panel de electroliti, teste de coagulare). Aceste teste de labo-
rator pot ajuta medicul clinician sa determine gravitatea AKI, sd identifice cauza care std la baza acesteia si sd monitorizeze ras-
punsul la tratament. Ele pot fi repetate in dinamica pentru a evalua evolutia AKI si pentru a monitoriza eficacitatea tratamentului.

Cuvinte cheie: leziune renald acuta, sarcina, teste de laborator

R14. UTILITY OF LABORATORY MARKERS IN THE DIAGNOSIS AND MONITOR-
ING OF ACUTE KIDNEY INJURY OF PREGNANCY

Acute kidney injury (AKI) is a rare but serious complication that can occur during pregnancy. There are several potential causes
of AKI during pregnancy, including: pre-eclampsia, HELLP syndrome, infections, obstructed labor, certain medications. The con-
sequences of AKI during pregnancy can vary depending on the severity of the injury and how quickly it is diagnosed and treated.
In some cases, AKI can lead to chronic kidney disease or end-stage renal disease, which may require dialysis or kidney transplant.
It can also increase the risk of complications during delivery, such as preterm delivery and low birth weight. Early diagnosis and
prompt treatment are important for the best possible outcomes for both the mother and the baby. When a pregnant woman de-
velops acute kidney injury (AKl), her healthcare provider may order several laboratory tests to assess the function of her kidneys
and to help identify the underlying cause of the AKI. Some of the common laboratory tests that may be ordered include: blood
urea nitrogen, creatinine, urinalysis, complete blood count (CBC), electrolyte panel, coagulation studies. These laboratory tests
can help the healthcare provider determine the severity of the AKI, identify the underlying cause, and monitor the response to
treatment. They may be repeated over time to assess the progression of the AKl and to monitor the effectiveness of treatment.

Keywords: acute kidney injury, pregnancy, laboratory tests
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R16. PROGRAMUL NATIONAL DE SCREENING AL VITAMINEI D iN TARGU
MURES-EVALUARE DIN PERSPECTIVA POPULATIONALA S| ECONOMICA

Adina Hutanu'2, Andreea Stoica23, lonela Pascanu?, Paul Calbureans, Dragos Hutanus, Daniela Ceana’,
Oana Marginean28

T Universitatea de Medicing, Farmacie, Stiinte si Tehnologie “George Emil Palade” Targu Mures, Departamentul
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Sanatate Publicd si Management Sanitar

8 George Emil Palade University of Medicine, Pharmacy, Science, and Technology of Targu Mures, Departamentul
Pediatrie

Obiectiv: Evaluarea rezultatelor programul national de evaluare a statusului vitaminei D intr-o populatie selectata si analiza cost-
eficienta a programului desfasurat in centrul Targu-Mures.

Metode: Evaluarea performantei programului in functie de: a) definirea rezultatelor tinta ale programului; b) mdsurarea
performantei programului in raport cu asteptarile; c) stabilirea cost-eficientei screening-ului vitaminei D in populatie. A fost simu-
lat un arbore decizional plecand de la 2 strategii: screening+suplimentare si fara interventie. Pentru analiza au fost incluse date
referitoare la riscul fracturilor, costurile directe (interventie, suplimentare) si rata supravietuirii dupa fractura, iar din perspectiva
sociala au fost evaluate costurile indirecte precum anii de viata ajustati la calitatea vietii (Quality-Adjusted Life Year) si disponibi-
litatea de a plati (Willingness To Pay).

Rezultate: Analiza statusului vitaminei D In populatia la risc, definita in conformitate cu ghidul de implementare a programului a
fost efectuata diferentiat pentru perioada 2020-2021 si anul 2022. Rezultatele analizei au fost usor diferite pentru perioada 2020-
2021 fatd de anul 2022. Pentru perioada pandemiei 57% dintre adulti si 49% dintre copii au prezentat niveluri serice ale vitaminei
D sub 30 ng/ml, iar pentru anul 2022 procentul a fost de 64% pentru adulti respectiv 60,8% copii. Din perspectiva financiara, scre-
ening-ul+suplimentarea pare abordarea de preferat pe termen lung, raportul cost-eficientd (ICER- incremental cost-effectiveness
ratio) fiind sub valoarea WTP pentru cresterea cu o unitate a starii de sandtate.

Concluzii: Prevalenta insuficientei si a deficitului de vitamina D este ridicata pentru populatia la risc. Pentru prevenirea fracturilor
de fragilitate cauzate de osteoporozd, screening-ul+suplimentarea ar trebui luate in considerare.

Cuvinte cheie: Vitamina D, cost-eficientd, fractura de fragilitate

R16. THE NATIONAL VITAMIN D SCREENING PROGRAM IN TARGU MURES-
EVALUATION FROM THE POPULATIONAL AND ECONOMIC PERSPECTIVE

Objective: To evaluate the results of the national program for the vitamin D status evaluation in a pre-established population, and
the cost-effectiveness analysis for the Targu-Mures center.

Methods: Evaluation of the program performance through a) defining the results the program intends to achieve; b) measuring
program performance against expectations; c) establishing the cost-effectiveness of the screening of the vitamin D status. A deci-
sion tree was simulated starting from two strategies, screening+supplementation and no intervention. For the input data, the
risk of fractures, direct costs (intervention, supplementation), and survival rate were taken into account, while from the societal
perspective the indirect costs, such as quality-adjusted life years (QALYs) and willingness to pay (WTP) were evaluated.

Results: The analysis mentioned above, defined according to the guidelines, was performed differentiated for the 2020-2021 pe-
riod and 2022 years. The analysis mentioned above returned different results for the 2020-2021 and 2022 years, respectively. For
pandemic years 57% of the adults and 49% of the children had serum vitamin D levels below 30 ng/ml, while for 2022 the percent-
ages were 64% for adults and 60.8% for children, respectively. From the financial perspective, the screening+supplementation
was more beneficial on a long-term basis, since the incremental cost-effectiveness ratio (ICER) was less than WTP for one extra
unit of health benefit.

Conclusions: The prevalence of vitamin D insufficiency and deficiency is high in at-risk populations. For prevention of the fragility
fracture caused by osteoporosis, vitamin D screening+supplementation should be taken into consideration.

Keywords: Vitamin D; cost-effectiveness; fragility fracture.
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C12. UTILITATEA TESTULUI TBI PENTRU SCADEREA NUMARULUI DE COM-
PUTER-TOMOGRAFII IN TRAUMATISME CRANIO-CEREBRALE MINORE

Oana Oprea'2, Imola Gyorfi2, Minodora Dobreanu?2

T Spitalul Clinic Judetean de Urgenta Targu Mures
2 Universitatea de Medicina, Farmacie, Stiinte si Tehnologie ,George Emil Palade” Targu Mures

Introducere / Obiectiv: Incidenta traumatismelor cerebrale (TCC) este estimata la aproximativ 300/an din care 80% sunt minore.
Pentru clasificarea unui TCC ca minor se utilizeaza examenul clinic si se efectueaza computer-tomografie (CT). Prin utilizarea mar-
kerilor serici ai distructiei neuronale si a scorului TBI (Traumatic Brain Injury) poate fi scazut numarul de CT efectuate in urgenta.
Scopul studiului este de a evalua eficacitatea utilizarii TBI pentru triajul pacientilor care necesita CT cranian.

Metode / Metodologie: A fost selectat un lot de 136 pacienti cu TCC. Criteriile de includere au fost: Glasgow Coma Scale (GCS)
13-15 puncte, prezentarea in urgentd la mai putin de 12 ore de la traumatism si scdderea sau pierderea starii de constienta mai
putin de 30 de minute. S-a efectuat GFAP (proteina acida fibrilarad gliald) si UCHL-1 (ubiquitina 1) si s-a calculat scorul TBI im-
plementat in soft-ul analizorului (Alinity ci, Abbott). Cut-off-ul utilizat a fost de 399,9 ng/dl pentru GFAP respectiv de 34,9 ng/dl
pentru UCHL-1. S-a efectuat CT cranian nativ pentru toti pacientii. Au fost efectuate teste de corelatie intre rezultatele CT si ale
testului TBI.

Rezultate: Toti pacientii inclusi in studiu au avut rezultatele CT negativ (fara leziuni de substanta cerebrald) iar 36 (26%) au avut
si testul TBI negativ. Sensibilitatea si Valoarea Predicitv Negativa a fost de 100%. Acuratetea diagnosticd obtinutd a fost de 35,56%
(27,51-46,25).

Concluzii / Discutii: Acuratetea diagnosticd a fost comparabild cu cea obtinuta in alte studii (38-40%). Efectuarea testului TBI
poate contribui la scaderea numarului de CT efectuate Tn urgentd pentru TCC minore.

Cuvinte cheie: TCC, GFAP, UCHL-1.

C12. USING TRAUMATIC BRAIN INJURY BLOOD TEST TO REDUCE THE NUM-
BER OF CT SCANS PERFORMED IN MILD TRAUMATIC BRAIN INJURIES

Introduction / Objective: It is estimated that the number of traumatic brain injuries (TBI) is approximately 300 per year, out of
which 80% are mild. In order to classify a TBI as mild, a head CT scan and a clinical examination are needed. The number of CT
scans performed in emergency can be reduced by introducing the usage of the TBI score and TBI serum biomarkers. The aim of
the study is to evaluate the effectiveness of using TBI tests in the triage of patients requiring head CT scans.

Material / Method: A number of 136 patients with TBI were enrolled in this study. Inclusion criteria: Glasgow Coma Scale (GCS)
13-15, patient presenting to emergency department with a suspected TBI within 12 hours of injury, and loss of consciousness of
less than 30 minutes. GFAP (glial fibrillary acidic protein) and UCHL-1 (ubiquitin 1) were performed and the TBI score was calcu-
lated in the analyzer’s software (Alinity ci, Abbott). The cut-off used was 399.9 ng/dl for GFAP and 34.9 ng/d| for UCHL-1. Native
head CT scan was performed for all patients. Correlation tests were performed between CT and TBI test results.

Results: All patients included in the study had negative head CTs and 36 (26%) also had a negative TBI test. Sensitivity and nega-
tive predictive value were 100%. The diagnostic accuracy was 35.56% (27.51-46.25).

Conclusions / Discussions: The diagnostic accuracy is similar to that obtained in other studies (38-40%). TBI test can reduce the
number of unnecessary CT scans in mild traumatic brain injuries in the emergency departments.

Keywords: TBI, GFAP, UCHL-1.
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R17 RELEVANTA CLINICA A POLIMORFISMULUI GENELOR HLA DQB1 SI
DQA1 LA PACIENTII ROMANI CU BOALA CELIACA

lon Maruntelu?, Adriana Talangescu'2, Maria Tizu?, Corina Andreea Rotarescu'?, lleana Constantinescu’?2

T Centrul de Imunogenetica si Virusologie Fundeni
2 U.M.F. “Carol Davila"

Introducere / Obiectiv: Boala celiaca este caracterizatad de o reactie inadecvata a celulelor T la gluten in intestinul subtire la indi-
vizi predispusi genetic, purtatori ai haplotipurilor DQ2 si/sau DQ8 ale antigenului leucocitar uman. Scopul studiului nostru a fost
sa evaluam tipizarea HLA la pacientii adulti cu boald celiaca si la un grup sanatos de control.

Metode / Metodologie: Am efectuat un studiu observational prospectiv in care au fost inclusi 117 pacienti diagnosticati cu
boala celiaca si 57 de voluntari sanatosi asimptomatici. Tiparea HLA de rezolutie joasa pentru alelele DQ a fost efectuata pe baza
ADN-ului extras din sangele periferic. Secventierea de noua generatie (NGS) a fost folosita doar la 18 pacienti pentru confirmarea
tipdririi alelelor DQB1 si DQA1.

Rezultate: Prevalenta HLA-DQ2 a fost semnificativ mai mare in grupul cu boald celiacd comparativ cu grupul de subiecti sandtosi
(95,6% vs. 29,8%, p <0,001), fara diferente semnificative statistic in prevalentele HLA-DQ8 si HLA-DQ2/DQ8 combinate. Mai mul-
te alele HLA DQA1 si DQB1 (HLA-DQA1*05:01, HLA-DQB1*02:01, HLA-DQB1*02:02) si haplotipuri (DQA1*02:01-DQB1*02:02,
DQA1*05:01-DQB1*02:01) au fost puternic asociate cu boala celiaca.

Concluzii / Discutii: Aceasta cercetare a demonstrat o prevalentd mai mare a genotipului HLA-DQ2 la pacientii cu boald celiacd in
comparatie cu populatia sdndtoasd, dar nu si a genotipului HLA-DQS8 sau a combinatiei HLA-DQ2/DQ8.
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R18. NOI BIOMARKERI IN STEATOZA HEPATICA NON-ALCOOLICA

Victor Stoica'?, Dimitri Apostol?, lon Maruntelu?, Corina Andreea Rotarescu'?, lleana Constantinescu’2
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2 U.M.F. “Carol Davila"

Introducere / Obiectiv: Boala ficatului gras non-alcoolic (NAFLD) este o problema majord de sanatate publica cu o prevalentd es-
timata la 23,7% Tn Europa. O serie de factori (precum alimentatia si sedentarismul) fac ca NAFLD sd fie una din principalele cauze

ale insuficientei hepatice. Un aspectimportant este diagnosticul timpuriu utilizdnd noi tinte moleculare precum microARN ce pot
ajuta la o interventie terapeutica rapida in scopul prevenirii progresiei catre insuficienta hepatica cronica.

Metode / Metodologie: In studiu au fost inclusi pacienti cu steatoza hepaticd identificatd ecografic. Probele pentru studiul ex-
presiei micro-ARN-urilor au fost recoltate pe EDTA, metoda de lucru fiind real-time PCR.

Rezultate: S-au decelat corelatii semnificative intre severitatea ecografica a steatozei hepatice si expresia unor miRNA.

Concluzii / Discutii: Micro-ARN-urile investigate ar fi util de introdus in algoritmul de evaluare biologica aldturi de ceilalti markeri
in investigarea pacientilor cu incdrcatura grasad a tesutului hepatic.
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C14. NOI ASPECTE ALE TRATAMENTULUI ANTIVIRAL IN INFECTIA CRONICA
VHB

Adriana Talangescu'2, Marina Manea?, Corina Andreea Rotarescu'?, Maria Tizu?, lleana Constantinescu’?2
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2 U.M.F. “Carol Davila"

Introducere / Obiectiv: In infectia cu virusul hepatitei B (VHB), terapia antivirald are scopul de a controla replicarea viral, a redu-
ce inflamatia hepatica si de a preveni progresia catre ciroza si cancer hepatic. Tratamentele antivirale actuale pentru VHB includ
agenti antivirali nucleozidici si nucleotidici si interferoni..

Metode / Metodologie: Cercetarea continud a permis dezvoltarea unor noi abordari in terapia antivirald pentru a imbunatati
eficacitatea si a reduce efectele secundare. Unele dintre aceste abordari includ: inhibitori de capsida, inhibitori ai eliberarii an-
tigenului e, sau terapia combinata. Terapia combinata implica utilizarea combinatiilor de tratamente antivirale, precum agenti
antivirali nucleozidici si nucleotidici pentru a maximiza eficacitatea tratamentului si a minimiza rezistenta virala.

Rezultate: Desi multe dintre abordari sunt inca in stadiile de cercetare si dezvoltare, ele oferd perspective promitatoare pentru
fmbunatatirea terapiei antivirale Tn infectia cu VHB si in gestionarea pe termen lung a bolii.

Personalizarea tratamentului antiviral in infectia cu hepatita B (VHB) implica adaptarea terapiei in functie de caracteristicile indi-
viduale ale pacientului, cum ar fi factorii genetici, starea clinica, raspunsul imun si rezistenta la medicamente.

Concluzii / Discutii: Abordarea terapiei in functie de caracteristicile individuale ale pacientului, cum ar fi factorii genetici, starea
clinicd, rdspunsul imun si rezistenta la medicamente, poate contribui la cresterea eficacitatii tratamentului si la reducerea riscului
de efecte secundare si de rezistenta la tratament.
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R19. MIR-146A- NOU BIOMARKER MOLECULAR iN EVALUAREA PACIENTILOR
INFECTATI CRONIC CU VIRUSUL HEPATITEI B

Marina Manea'?, Dimitri Apostol?, Corina Rotarescu'?, lon Maruntelu?, lleana Constantinescu’:2

T UMF “Carol Davila”, Bucuresti
2 Institutul Clinic Fundeni, Bucuresti

Introducere: Pacientii infectati cronic VHB (virusul hepatitei B) sunt monitorizati din perspectiva complicatiilor numeroase aso-
ciate bolii, unele cu prognostic nefavorabil. Functia hepatica este inevitabil afectata in cazul celor care mentin viremii ridicate
(valori ridicate ale ADN-ului VHB in ser). Un tel esential este gasirea unui biomarker asociat timpuriu cu afectarea la nivel de organ
cauzatd de replicarile intense virale. Scopul acestui articol este de a cerceta potentialul de biomarker al miR-146a in urmarirea
evolutiei infectiei VHB.

Material si metoda: S-au determinat valorile transaminazelor din serurile a 31 de pacienti infectati cronic VHB alesi aleator si a
5 subiecti sanatosi recoltate in perioada ianuarie 2021-decembrie 2022. Valorile ADN-ului viral din ser si cele ale expresiei miR-
146a s-au determinat prin RT-PCR. Datele obtinute au fost evaluate statistic prin teste parametrice si nonparametrice folosindu-
se softurile Vassarstats si PSPP.

Rezultate: Pacientii, predominant barbati (45% femei si 55% barbati), prezentau intr-o proportie ridicata viremii mari (64.5%
dintre subiecti). Acestea din urma s-au asociat cu varste mai inaintate (p=0.025). MiR-146a a fost inhibat la pacientii cu infectie
cronica VHB studiati (Fold change=-1.45). S-a gasit o corelatie semnificativa statistic unidirectionala (p=0.047) intre valoarea ex-
presiei acestui microARN si valoarea serica a transaminazei ALT.

Concluzii: Expresia miR-146a constituie un biomarker promitator in evaluarea infectiei cronice VHB, insa nu singur, ci in asociere
cu alti parametri de laborator. Studiul deschide noi cdi in aprecierea prognosticului pacientilor infectati cronic VHB.

Cuvinte cheie: VHB, miR-146a, biomarker

R19. MIR-146A- A NEW BIOMARKER IN THE ASSESSMENT OF PATIENTS
WITH CHRONIC VIRAL HEPATITIS B INFECTION

Introduction: Chronically VHB-infected (viral hepatitis B) patients are constantly followed-up due to the complications associ-
ated to their illness, some of which led to a bad prognosis. Persistent high viremia (high levels of VHB DNA in serum) affects the
liver function. An essential goal is in finding a biomarker early associated with organ damage, caused by intense viral replication.
The aim of this article is studying the potential of miR-146a in becoming a biomarker used for the follow-up of VHB-chronically
infected patients.

Material and method: 31 chronically VHB- infected patients randomly chosen and 5 healthy subjects were included in this study
during January 2021 and December 2022. Their sera were collected for transaminase detection. RT-PCR was used to detect se-
rum VHB DNA, and to assess the expression of miR-146a. The obtained data was statistically evaluated through parametric and
nonparametric tests using the software Vassarstats and PSPP.

Results: Most patients were men (55% of them), while 45% were female. 64.5% of them had high viremia, which was associated
with older age (p=0.025). MiR-146a was downregulated in all the studied patients (Fold change=-1.45). We found a statistically
significant unidirectional correlation (p=0.047) between the expression of miR-146a and the serum value of ALT transaminase.
Conclusions: The expression of miR-146a is a promising biomarker in the evaluation of chronic VHB infection, only in association
with other laboratory parameters. The current study opens new ways in the assessment of chronically infected VHB patients.

Key words: VHB, miR-146a, biomarker
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R22. MODELUL PREDICTIV IN CANCERUL COLORECTAL FOLOSIND ALGO-
RITMI MACHINE LEARNING
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Introducere / Obiectiv: Cancerul colorectal (CRC) reprezintd unul dintre cele mai frecvente tipuri de cancer cu o rata de mortali-
tate crescutd la nivel mondial. n ultimul deceniu, a existat o tendint crescutd a incidentei cancerului colorectal care necesitd un
diagnostic precoce. Scopul studiului nostru a fost de a investiga influenta variantei rs4939827 genei SMAD7 in riscul de aparitie
a cancerului colorectal (CRC).

Metode / Metodologie: Grupul nostru de studiu a fost format din 340 de subiecti, incluzand 170 de pacienti diagnosticati cu
CCR si 170 de subiecti sanatosi. Toate probele biologice au fost genotipate folosind sistemul ABI 7500 Real Time PCR (Applied Bi-
osystems, SUA). Am analizat varianta rs4939827 pentru a investiga relatia cu riscul de dezvoltare a CRC si datele clinicopatologice
ale pacientilor.

Rezultate: Dupa genotiparea variantei rs4939827, s-a observat ca frecventa alelei C a rs4939827 a fost de 42,6% la pacienti
diagnosticati cu CCR (p=0,245), in timp ce frecventa alelei C a fost de 22,8% (p=0,109) la subiectii control. De asememena, pe
baza modelului machine learning s-a demonstrat faptul ca a existat un risc crescut de CRC in modelul dominant pentru CC/CT+TT
[p=0,113; OR=2.781, 95% Cl (0.998-3.456)].

Concluzii / Discutii: Putem concluziona cd existd o asociere intre variantele genei SMAD7 si riscul de cancer colorectal in populatia
noastra, astfel incat rezultatele obtinute pot ajuta la un diagnostic precoce bazat pe polimorfismul unic de nucleotide (SNP) si
predispozitia geneticd a cancerului colorectal.

Cuvinte cheie: cancer colorectal (CCR); predispozitie genetica; gena; SMAD7; rs4939827

R22. GENE-BASED PREDICTION MODEL FOR COLORECTAL CANCER USING
MACHINE LEARNING ALGORITHMS

Introduction/ Objectives: Colorectal cancer (CRC) represents one of the most common cancers with an increased mortality rate
worldwide. In the last decade, there has been an increased trend in the incidence of colorectal cancer which needs an early di-
agnosis. The aim of our study was to investigate the influence of SMAD7 gene variant rs4939827 in the risk of colorectal cancer
(CRC) occurrence.

Methods / Methodology: Our study group consisted in 340 subjects including 170 patients with CRC and 170 healthy controls.

All biological samples were genotyped using TagMan assay on ABI 7500 Real Time PCR System (Applied Biosystems, USA). We
analysed the rs4939827 to investigate the relationship with the risk of CRC development and the clinicopathological data.

Results: After genotyping of the SMAD7 gene variant rs4939827, it was seen that the frequency of C allele of rs4939827 was
42,6% in patients (p=0,245) while the frequency of the allele C was 22,8% (p=0,109) in the control subjects.

Conclusions / Discussion: We can conclude that there is an association between SMAD7 gene variants and the risk of colorectal
cancer in our population. Thus, the obtained results can aid for an early diagnostic based on the single nucleotide polymorphism
(SNP) and the genetic predisposition of colorectal cancer.

Key words: colorectal cancer (CRC); single nucleotide polymorphism (SNP); machine learning (ML); rs4939827
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R23. MARKERI BIOLOGICI IMPLICATI IN DIAGNOSTICUL SI TERAPIA CANCE-
RULUI PULMONAR - ACTUALITATI S| PERSPECTIVE

Gabriela Bordeianu?, Daniela-Cristina Dimitriu?, Elena Petrescu-Danila’, Raluca Stefania Stanescu?’, Liliana
Loredana Hurjui2, Tudor Andrei Cernomaz3

1 Universitatea de Medicina si Farmacie "Grigore T. Popa”, lasi, Departamentul Morfofunctionale 11, Disciplina
Biochimie.

2 Universitatea de Medicina si Farmacie "Grigore T. Popa’, lasi, Departamentul Morfofunctionale II, Disciplina
Fiziologie.

3 Universitatea de Medicina si Farmacie "Grigore T. Popa’, lasi, Departamentul Medicale IlI, Disciplina Pneumologie.

Prevalenta si incidenta cancerului pulmonar sunt similare cu cele ale cancerul de san, dar mortalitatea specifica este de cel putin
doua ori mai mare. Metodele standard actuale de diagnostic (radiografia, tomografia computerizatd, diverse metode de biopsie)
sunt specifice, dar tind sd puna diagnosticul in stadiile avansate ale bolii. Rezultate mai bune, ins3, s-ar obtine prin diagnosticarea
timpurie. n general, screening-ul cancerelor imbunatiteste prognosticul prin depistarea precoce, dar o astfel de abordare nu
este Tnca dezvoltatd pentru cancerul pulmonar;o explicatie poate fi lipsa unor biomarkeri de diagnostic fiabili. Pe de alta parte,
exista progrese notabile Tn managementul oncologic al cancerului pulmonar folosind terapii moleculare tintite si imunoterapia,
abordari ce au la baza utilizarea unor biomarkeri (identificarea mutatiilor driver sau predictori de rdspuns la terapii imune). Ne
propunem o trecere in revista a datelor disponibile privind implicarea biomarkerilor in screeningul, diagnosticul si terapia cance-
rului pulmonar.

R23. BIOMARKERS RELEVANT TO LUNG CANCER DIAGNOSTIC AND TREAT-
MENT: CURRENT STATE AND POTENTIAL DEVELOPMENTS

Lung cancer prevalence and incidence are similar to breast cancer, but specific mortality is at least twice as large. Current stand-
ard diagnostic methods (X-ray, computed tomography, various biopsy methods) are specific, but tend to address advanced stages
of the disease; better outcomes are expected if early diagnosis could be achieved. Cancer screening generally improves out-
comes by early detection, but such an approach is not yet developed for lung cancer; one explanation may be the lack of reliable
diagnostic biomarkers. On the other hand, there have been breakthroughs in oncological management of lung cancer using
molecular targeted approaches and immunotherapy — such methods make extensive use of biomarker testing — either to identify
the presence of driver mutations or to assess the putative response to immunotherapy. We review available data on lung cancer
biomarkers, exploring their screening, diagnostic and management implications.

Research financed by the internal funds of UMFVBT allocated to the advanced research center CERT-MEDS.
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C15. FRECVENTA UNOR GENOTIPURI HPV LA FEMEILE CU CARCINOM SCUA-
MOS CERVICAL DIN REPUBLICA MOLDOVA

Valentina Stratan’, Cristina Popa'2, Valeri Tutuianu?, Victor Sitnic?, Veronica Balan’, Neonila Casian’,
Mariana Sprincean?

1 Laboratorul Stiintific Biologia Cancerului, IMSP Institutul Oncologic, Republica Moldova
2 Universitatea de Stat de Medicina si Farmacie “Nicolae Testemitanu”, Republica Moldova

Introducere/Obiectiv: Mai mult de 95% din carcinoamele scuamoase cervicale (CESC) se datoreazd infectiei cu virusul papiloma
uman (HPV). Desi majoritatea infectiilor cu HPV sunt eliminate in mod natural de catre sistemul imun (prin mentinerea unei
stari normale a florei cervico-vaginale) si majoritatea leziunilor precanceroase se amelioreaza pe parcursul vietii, exista riscul ca
infectia cu HPV sa devina cronicd, iar leziunile precanceroase sa progreseze spre CESC. Genotipurile HPV16 si HPV18, sunt res-
ponsabile pentru majoritatea cancerelor de col uterin. Obiectivul studiului a fost testarea HPV la femeile din Republica Moldova
diagnosticate primar cu CESC.

Materiale si metode: Au fost analizate 90 probe de tampon cervical de la persoane diagnosticate primar cu CESC. ADN-ul izolat a
fost analizat pentru 12 genotipuri HPV de risc inalt (16, 18, 31, 33, 39, 45, 51, 52, 56, 58, 59), prin metoda RT-PCR.

Rezultate: Din numarul total de persoane cu CESC, 82 sunt HPV+ (91,11 %) pentru unul sau mai multe genotipuri din cele 12 tes-
tate si 8 sunt HPV- (8,89 %). Dintre cele 82 persoane testate pozitiv, la 42,22% a fost detectata infectia cu genotipul 16, la 21,11%
- 16 si alte genotipuri, 5,56% au avut rezultat pozitiv pentru 16 si 18, iar 4,44% pentru genotipul 18. Doar la 1% din probe a fost
detectat genotipul 18 si altele, iar la 16,67%- alte genotipuri.

Concluzii: Frecventa infectiei cu HPV de risc inalt in grupul studiat a constituit 91,11 %. Predomind genotipul 16 urmat de geno-
tipul 16 in asociere cu altele. Cel mai mic procent ii revine genotipului 18 in asociere cu altele.

Cuvinte cheie: genotip, HPV, CESC.

Studiul a fost realizat in cadrul Programului de Stat IMGENCCS 2020-2023, cod 20.80009.8007.02.

C15. FREQUENCY OF SOME HPV GENOTYPES IN WOMEN WITH CERVICAL
SQUAMOUS CARCINOMA IN THE REPUBLIC OF MOLDOVA

Introduction/Objective: More than 95% of cervical squamous cell carcinomas (CESC) are caused by human papillomavirus (HPV)
infection. Although most HPV infections are cleared naturally by the immune system (by maintaining a normal state of the
cervico-vaginal flora) and most precancerous lesions resolve during life, there is a risk that the HPV infection will become chronic
and the precancerous lesions will turn into CESC. Genotypes HPV16 and HPV18 are responsible for most cervical cancers. The
objective of the study has been HPV testing of women from the Republic of Moldova that are primarily diagnosed with CESC.

Materials and methods: There were 90 cervical swab samples tested from people primarily diagnosed with CESC. The isolated
DNA was analysed for 12 high-risk HPV genotypes (16, 18, 31, 33, 39, 45, 51, 52, 56, 58, 59), by the RT-PCR method.

Results: From the total number of people with CESC, 82 are HPV+ (91.11 %) for one or more of the 12 tested genotypes and 8
are HPV- (8.89 %). Among the 82 patients tested positive, in 42.22% genotype 16 has been detected while in 21.11%- 16 and
other genotypes. Further, 5.56% have a positive result for 16 and 18, and 4.44% for genotype 18. Genotype 18 and others were
detected only in 1% of the samples, and in 16.67%- other genotypes.

Conclusions: The frequency of high-risk HPV infection in the studied group was 91.11%. Genotype 16 predominates followed by
genotype 16 in association with others. The lowest percentage is for genotype 18 in association with others.

Key words: genotype, HPV, CESC.
The study was carried out within the State Program IMGENCCS 2020-2023, cod 20.80009.8007.02.
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R24 EVOLUTIA INFECTIILOR ASOCIATE ASISTENTEI MEDICALE SI A
REZISTENTEI LA ANTIMICROBIENE iN TIMPUL PANDEMIEI COVID iN ROMA-
NIA

Monica Licker'2, Corina Musuroi'2, Silvana Vulpie'23, Oana Izmendi23, Delia Muntean'2

T Centrul multidisciplinar de cercetare a rezistentei la antibiotice, Disciplina de Microbiologie, Universitatea de
Medicind si Farmacie “Victor Babes” Timisoara, Romania

2 Laborator Clinic de analize medicale, Spitalul Clinic Judetean de Urgenta “Pius Brinzeu” Timisoara, Romania
3 Scoala doctorald, Universitatea de Medicina si Farmacie “Victor Babes” Timisoara, Romania

Introducere: Numeroase state europene au raportat in perioada pandemiei COVID-19 mai putine date de rezistentd la antimi-
crobiene (AMR) si o implicare mai redusa in activitatile de supraveghere decat Tn anii precedenti, iar Tn cursul anului 2020, in
infectiile asociate asistentei medicale (IAAM) au fost observati mai frecvent patogeni de tipul Acinetobacter spp. si E. faecium.

Metode: S-a efectuat un studiu privind AMR si IAAM in Romania n anul 2020 comparativ cu perioada prepandemica, conform
Raportului CARMIAAM-ROM 2020, precum si studiul AMR intr-un spital universitar din Timisoara.

Rezultate: Pe baza datelor raportate in cadrul sistemului de supraveghere EARS-Net, se constata situatia Tngrijoratoare si dispersia
Tn numeroase spitale din tara (printre care si spitalul nostru) a tulpinilor multidrog/extensiv rezistente (MDR/XDR) de K. pneu-
moniae, iar izolatele de P. aeruginosa si A. baumannii MDR/XDR au fost semnalate frecvent in infectiile invazive, colistinul fiind
deseori singurul antibiotic de rezerva disponibil. Nivelul S.aureus meticilino-rezistent (47,4%) in Romania a rdmas unul dintre cele
mai ridicate din toate statele Uniunii Europene, iar proportia izolatelor de E.faecium rezistente la vancomicina (41,7%) a depasit
media ponderat3 europeans. in ceea ce priveste IAAM, in perioada 2014-2020 au predominat infectiile cu Clostridoides difficile
(ICD), datorita implementérii sistemului national de supraveghere a ICD in unititile sanitare. in 2020 se inregistreaza o crestere
a ponderii IAAM de origine respiratorie, care se suprapune cu evolutia pandemiei SARS-CoV-2 si scdderea ponderii infectiilor
digestive.

Concluzii: in Romania ponderea izolatelor rezistente la antibiotice este una dintre cele mai mari din Europa, iar raportarea
IAAM progreseaza lent.

Cuvinte cheie: rezistenta la antimicrobiene, K. pneumoniae, A. baumannii

R24 EVOLUTION OF HEALTHCARE ASSOCIATED INFECTIONS AND ANTIMI-
CROBIAL RESISTANCE DURING COVID PANDEMIC IN ROMANIA

Introduction: During the COVID-19 pandemic, many European countries reported less antimicrobial resistance (AMR) data and
less involvement in surveillance activities than in previous years and during 2020, pathogens such as Acinetobacter spp. and E.
faecium were observed more frequently in healthcare-associated infections (HCAI).

Methods: A study was carried out on AMR and HCAIl in Romania in 2020, compared to the pre-pandemic period, according to the
CARMIAAM-ROM 2020 Report, as well as the study of AMR in a university hospital in Timisoara.

Results: Based on the data reported within the EARS-Net surveillance system, the worrying situation and the dispersion in many
hospitals in the country (including our hospital) of multidrug/extensively drug resistant (MDR/XDR) K. pneumoniae strains was
noted, and MDR/XDR P. aeruginosa and A. baumannii isolates have been frequently reported in invasive infections, with colistin
often being the only available backup antibiotic. The level of methicillin-resistant S. aureus (47.4%) in Romania remained one of
the highest in all European Union, and the proportion of vancomycin-resistant E.faecium isolates (41.7%) exceeded the weighted
European average. As for HCAI, Clostridoides difficile infections (CDI) predominated in the period 2014-2020, due to the imple-
mentation of the national CDI surveillance system in health care facilities. In 2020, there was an increase in the share of HCAI
of respiratory origin, which overlaps with the evolution of the SARS-CoV-2 pandemic and a decrease in the share of digestive
infections.

Conclusions: In Romania, the share of antimicrobial-resistant isolates is one of the highest in Europe, and the reporting of HCAI
is progressing slowly.

Key words: antimicrobial resistance, K. pneumoniae, A. Baumannii
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R25. LABORATORY-BASED MONITORING AND GENETIC CHARACTERISTIC OF
THE ANTIMICROBIAL RESISTANT BACTERIA FOR THERAPEUTIC OPTION

Tamar Didbaridze’2

T Department of Microbiology, Thilisi State Medical University, Thilisi, Georgia
2 Thilisi State Medical University the First University Clinic, Tbilisi, Georgia

Background: Antimicrobial resistance (AMR) is a major global health threat. In 2019, an estimated 4.95 million deaths were
linked to bacterial AMR, the majority of which were caused by six pathogens: E. coli, Staphylococcus aureus, Klebsiella pneu-
moniae, Enterococcus spp, Acinetobacter baumannii, and Pseudomonas aeruginosa. The conventional antibiogram is based on
the detection of bacterial growth phenotypically. Several clinically relevant resistance mechanisms of common pathogens (e.g.,
Staphylococci, Enterococci, Enterobacteriaceae, and Gram-negative nonfermenters) can now be detected at the molecular level.
Fortunately, new antibiotics with predominant activity against Gram-negative bacteria have been approved by the U.S. Food and
Drug Administration (FDA) in the last six years.

Materials/methods: We aimed to review plazomicin, eravacycline, cefiderocol, ceftazidime/avibactam, ceftolozane/tazobactam,
meropenem/vaborbactam, and imipenem/relebactam in connection with a laboratory-based study that describes the phenoty-
pic resistance profiles of ESCAPE bacteria isolates obtained between January 2020 and December 2022 from three Georgian hos-
pitals. We used multiplex PCR (Streck Inc.) to examine the ESCAPE bacteria and their molecular antibiograms. We looked into the
in vitro activities of these new antibiotics, particularly against ESBL and CPE microorganisms.

Results: 172 specimens, consisting of Klebsiella pneumonia (n=98), Pseudomona aeruginosa (n=55), Escherichia coli(n=19) were
selected for this study. CTX-M-15 or CTX-M-14 extended spectrum beta-lactamase genes were detected in 100% of MDR K. pneu-
monia and Paeruginosa strains and in 74% of MDR Escherichia coli. Three isolates of K. pneumonia were found OXA48. Metallo-
beta-lactamases were detected in 5 cases of MDR P. aeruginosa.

Conclusions: All of these new antibiotics are active against ESBL, and nearly all of them are active against CPE caused by KPC
beta-lactamase; however, only a few are active against CPE caused by MBL or OXA beta-lactamases. The molecular antibiogram
(MA) provides clinicians with timely information on antimicrobial susceptibility and can thus guide a doctor in the treatment of
MDR bacteria-caused diseases.
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R27. ADVANTAGES AND DISADVANTAGES OF USING MOLECULAR METHODS
FOR LABORATORY DIAGNOSTICS IN CLINICAL MICROBIOLOGY

Tomasz Bogiel'2

T Microbiology Department of Ludwik Rydygier Collegium Medicum in Bydgoszcz, Nicolaus Copernicus University in
Torun, Poland

2 Clinical Microbiology Laboratory of dr Antoni Jurasz University Hospital No. 1 in Bydgoszcz, Poland

Laboratory diagnostics based on molecular methods is one of the more and more frequently used tools in clinical microbiology.
The potential application of molecular methods in the diagnosis of infectious diseases is very broad and promising. Starting from
the recognition of viral infections (e.g. SARS-CoV-2), for which molecular testing is the method of choice, to relatively unknown
methods that can be used for a specific reason or a selected group of relatively rare pathogens only.

In the introduction, the principles of the most commonly used, most important and most accessible molecular methods will be
explained, including standard PCR and real-time PCR. Aspects of the molecular basis of bacterial resistance to the most com-
monly used antibiotics will also be discussed.

Further, the lecture will introduce the examples of application of the exact well-known molecular methods used around the world
to:

e identification of pathogens (e.g. viral, bacterial, fungal, parasitic),

e characteristics of microorganisms (e.g. their pathogenic potential, toxinogenicity, virulence factor genes),

e resistance to antibacterial agents (e.g. genes for the most important mechanisms of antibiotic resistance),

e epidemiological studies (e.g. methods used to identify hospital outbreaks and study the spread of pathogens).

The selected of the above-mentioned methods and aspects will be discussed in the light of the current epidemiological situation

in Romania and Poland, based on the reports of the European Center for Disease Prevention and Control. The most important as-
pects of medical microbiology that can be supported by research based exclusively on molecular methods will also be discussed.

At the end of the lecture, specific examples of the results of our own research based on molecular methods that are very widely
used or can be easily introduced in microbiology laboratories will be presented to reduce:

e the number of neonatal infections caused by Streptococcus agalactiae,

e theincidence of gastrointestinal infections caused by most important viral and bacterial pathogens,

e the prevalence of nosocomial infections caused by multi-drug-resistant bacteria,

e the outbreaks of infections caused by the spread of resistant bacteria,

e the frequency of nosocomial infections caused by the misuse of probiotics in hospital treatment.

Taken together, the lecture will be an overview of the past (e.g. standard PCR), current (e.g. real-time PCR or reverse transcrip-
tion real-time PCR) and perhaps future (e.g. DNA or RNA sequencing, 16S ribotyping) applications of molecular biology-based
methods in clinical microbiology.

In particular, the major advantages and disadvantages of the molecular methods will be explained.

Keywords: bacteriology, diagnostics, epidemiology, medical microbiology, microbiology, molecular biology, molecular diagno-
stics, PCR
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C17 ECHINOCOCOZA CHISTICA iN VESTUL ROMANIEI, 2007-2022

Ana Alexandra Paduraru'23, Maria Alina Lupu'24, Rodica Lighezan'.25, Cristi Tarta'¢, loan-Adrian
Petrache'3, Octavian Marius Cretu'3, Tudor Rares Olariu?23

T Universitatea de Medicina si Farmacie Victor Babes, 300041 Timisoara, Romania
2 Patogen Preventia, Timisoara, Romania

3 Spitalul Clinic Municipal de Urgenta, 300254 Timisoara, Romania

4 Institutul de Boli Cardiovasculare, 300310 Timisoara, Romania

5 Centrul Regional de Transfuzie Sanguind, 300737 Timisoara, Romania

6 Spitalul Clinic Judetean de Urgenta Pius Brinzeu Timisoara, Romania

Introducere: Echinococoza chistica este o boald parazitara cu raspandire la nivel mondial, inclusa de Organizatia Mondiala a
Sanatatii (OMS) pe lista bolilor parazitare neglijate (NPD). Scopul acestui studiu a fost de a evalua caracteristicile epidemiologice
ale echinococozei chistice umane la pacientii internati in clinici chirurgicale din Vestul Romaniei.

Material si metode: Un studiu retrospectiv a fost realizat in randul pacientilor internati cu echinococoza chistica n Clinicile de
Chirurgie din Spitalele din Vestul Romaniei intre 1 ianuarie 2007 si 1 septembrie 2022. Datele clinice, epidemiologice si terapeu-
tice au fost colectate din fisele medicale ale pacientilor.

Rezultate: Pe perioada studiului, 366 pacienti au fost internati cu echinococoza chistica. Cu toate acestea, a fost observata o
tendinta de scddere a numarului de cazuri anuale (R?=0,346, p=0,02). Pacientii aveau varsta cuprinsa intre 18 si 90 de ani (medie
varsta = 46.8; SD * 16.2 ani). O prevalentd mai mare a fost observatd la grupa de varsta 50-59 ani (83/366- 22,7%). Numarul
cazurilor a fost mai mare la femei 194/366 (53%) si la locuitorii din mediul rural 225/366 (61.5%). Durata spitalizarii a variat intre
1si 47 de zile (media = 12,6 zile; SD + 7,8 zile). Cele mai frecvente localizari ale chisturilor au fost ficatul (302/366, 82.5%), urmat
de plamani (48/366, 13.1%). Afectarea multiorganica a fost raportatd in 23/366 (6.3%) cazuri. Noudzeci si opt de pacienti (26.8%)
au prezentat complicatii: fistuld biliara, alergii, infectie a chistului. Interventia chirurgicala a fost tratamentul de electie in 298/366
(81.4%) cazuri.

Concluzii: Acest studiu retrospectiv aduce date noi si importante privind epidemiologia echinococozei chistice in Vestul Romaniei.
Programe de preventie ar trebui implementate in zonele endemice pentru a reduce numarul de imbolnaviri si cazurile spitalizate
de echinococoza chistica.

Cuvinte cheie: hidatidoza, echinococoza chisticd, epidemiologie, Romania

C17 CYSTIC ECHINOCOCCOSIS IN WESTERN ROMANIA, 2007-2022

Introduction: Cystic echinococcosis (CE) is a parasitic disease with worldwide distribution included by the World Health Organiza-
tion (WHO) on the list of neglected parasitic diseases (NPD). The aim of this study was to assess the epidemiological features of
human cystic echinococcosis in patients hospitalized in surgical clinics from Western Romania.

Material and Methods: A retrospective study was conducted among patients hospitalized with cystic echinococcosis in Surgery
Clinics in Hospitals from Western Romania between January 1st, 2007 and September 1th, 2022. Clinical, epidemiological and
therapeutic data were collected from patients” medical records.

Results: During the studied period 366 patients were hospitalized with CE. However, a downward trend in the number of yearly
cases was observed (R2=0.346, p= 0.02). Patients aged 18 to 90 years (mean = 46.8; SD + 16.2 years). A higher prevalence was ob-
served in age group 50-59 years (83/366- 22.7%). The number of cases was higher in females 194/366 (53%) and in residents of
rural areas 225/366 (61.5%). The length of hospital stay varied between 1 and 47 days (mean=12.6 days; SD + 7.8 days). The most
common localizations of the cysts were liver (302/366, 82.5%) followed by lungs (48/366, 13.1%). Secondary organ involvement
was reported in 23/366 (6.3%) cases. Ninety-eight patients (26.8%) presented complications: biliary fistula, allergies or infection
of the cyst. Surgery was the treatment of choice in 298/366 (81.4%) cases.

Conclusion: This retrospective study brings new and important data regarding the epidemiology of cystic echinococcosis in West-
ern Romania. Prevention programs should be implemented in endemic areas in order to reduce the CE hospitalized cases.

Keywords: Hydatidosis, Cystic echinococcosis, Epidemiology, Romania
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C18 SEROPREVALENTA SI FACTORII DE RISC PENTRU INFECTIA CU TOXO-
PLASMA GONDII LA DONATORII DE SANGE DIN VESTUL ROMANIEI
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1 Disciplina de Parazitologie, Departamentul de Boli Infectioase, Universitatea de Medicina si Farmacie Victor Babes,
300041 Timisoara, Romania

2 Centrul de Diagnostic si Studiu al Bolilor Parazitare, Departamentul de Boli Infectioase, Universitatea de Medicina si
Farmacie Victor Babes, 300041 Timisoara, Romania

3 Laborator Clinic, Institutul de Boli Cardiovasculare, 300310 Timisoara, Romania

4 Centrul Regional de Transfuzie Sanguing, 300737 Timisoara, Romania

5 Disciplina de Epidemiologie, Departamentul de Boli Infectioase, Universitatea de Medicina si Farmacie Victor
Babes, 300041 Timisoara, Romania

6 Departamentul de Stiinte Functionale, Centrul de Cercetare Translationala si Medicina Sistemelor, Universitatea de
Medicina si Farmacie Victor Babes, Timisoara, Romania

7 Laborator Clinic, Spitalul Clinic Municipal de Urgenta, 300254 Timisoara, Romania

Introducere: Donatorii de sange pot reprezenta un risc de infectie cu Toxoplasma gondii pentru receptorii susceptibili, cum ar fi
persoanele imunocompromise si femeile insarcinate. Scopul studiului nostru a fost de a evalua, pentru prima oara, seroprevalenta
si factorii de risc asociati infectiei cu T. gondii la donatorii de sange din vestul Romaniei.

Material si metoda: Serurile provenite de la 1347 donatori de sange au fost testate pentru a evalua prezenta anticorpilor anti-T.
gondii. Un chestionar epidemiologic a fost utilizat pentru a evalua factorii de risc asociati infectiei cu T. gondii.

Rezultate: Seroprevalenta T. gondii a fost de 45,9% si a crescut semnificativ de la 32,6% in grupa de varsta 18-25 ani la 67,6% in
grupa de varsta 56-63 ani (p < 0,001). Seroprevalenta T. gondii a scazut de la 64,3% n grupul persoanelor cu studii primare/gim-
naziale la 40,4% in grupul celor cu studii superioare (p < 0,001). Varsta, nivelul de educatie si detinerea de animale de companie
(pisici si/sau caini) au fost asociate semnificativ cu infectia cu T. gondii.

Concluzii: Acest studiu aduce date noi si valoroase privind seroepidemiologia infectiei cu T. gondiiin Romania siindica o prevalenta
ridicatd a anticorpilor anti-T. gondii la donatorii de sange. Rezultatele noastre pot servi drept punct de plecare pentru studii epi-
demiologice suplimentare care ar trebui sa conducad la implementarea programelor de prevenire a toxoplasmozei.

Cuvinte cheie: Toxoplasma gondii, seroepidemiologie, donatori de sange.

C18 SEROPREVALENCE AND RISK FACTORS FOR TOXOPLASMA GONDII IN-
FECTION AMONG HEALTHY BLOOD DONORS IN WESTERN ROMANIA

Introduction: Blood donors can impose risk of Toxoplasma gondii infection for the susceptible recipients, such as immunosup-
pressed individuals and pregnant women. The aim of our study was to evaluate, for the first time, the seroprevalence and risk
factors associated with T. gondii in blood donors from Western Romania.

Material and Method: Serum samples of 1347 blood donors were tested to evaluate the presence of T. gondii antibodies. An
epidemiological questionnaire was used to assess the risk factors for T. gondii infection.

Results: The overall seroprevalence of T. gondii was 45.9% and significantly increased from 32.6% in age group 18-25 years to
67.6% in age group 56—63 years (p < 0.001). T. gondii seroprevalence decreased from 64.3% in individuals who graduated from
elementary/middle school to 40.4% in those who graduated from University (p < 0.001). Age, level of education and having pets
(cats and/or dogs) were significantly associated with T. gondii infection.

Conclusion: This study brings new and valuable data regarding the seroepidemiology of T. gondii infection in Romania and indi-
cate a high prevalence of T. gondii antibodies in blood donors. Our results may serve as a starting point for further epidemiologi-
cal studies that should lead to implementation of prevention programs for toxoplasmosis.

Keywords: Toxoplasma gondii, seroepidemiology, blood donors
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C19. ROLUL MICROBIOLOGULUI iN DIAGNOSTICUL DE LABORATOR SI TRA-
TAMENTUL INFECTIILOR

Delia Muntean’, Silvana Vulpie?, Adela Voinescu?, Silvia Musuroi?, Beatrice Zembrod?, Monica Licker?

T Departmentul de Microbiologie, Universitatea de Medicina si Farmacie “Victor Babes” Timisoara,
2 Scoala Doctorald, Universitatea de Medicina si Farmacie “Victor Babes” Timisoara

Introducere/Obiectiv: Diagnosticul microbiologic influenteaza atat abordarea terapeutica si evolutia pacientului, cat si utilizarea
resurselor materiale ale laboratorului. Lucrarea de fata isi propune sd aduca in discutie situatii clinice diverse in care microbiolo-
gul trebuie sa decida semnificatia clinica a microorganismelor izolate si sa raporteze antibiograme selective.

Metode: incadrarea germenilor izolati in una din urmé&toarele categorii: colonizant, contaminant sau agent etiologic al infectiei.
Citirea interpretativa a antibiogramei si stabilirea fenotipurilor de rezistenta, in functie de spectrul de sensibilitate al bacteriei
testate si de localizarea infectiei.

Rezultate: Relevanta clinica a microorganismelor izolate intr-un produs biologic se face in functie de: conditia microbiologi-
ca a produsului analizat (tipul produsului biologic), patogenitatea izolatului, contextul clinic si raspunsul inflamator. Testarea
sensibilitatii bacteriilor la antibiotice reprezinta o etapa importantd a diagnosticului de laborator, microbiologul fiind cel care
alege modul de raportare a rezultatelor in functie de: ghidul utilizat, rezistenta intrinseca, mecanismele de rezistenta dobandita,
numarul de microorganisme izolate, produsul biologic din care provine microorganismul testat.

Concluzie: Interpretarea rezultatelor in functie de semnificatia clinica are impact direct asupra prescrierii adecvate a antibioti-
celor.
Cuvinte cheie: microorganisme, semnificatie clinica, antibiograme selective

C19. THE MICROBIOLOGIST'S ROLE IN LABORATORY DIAGNOSIS AND
TREATMENT OF INFECTIONS

Introduction/ Purpose: The microbiological diagnosis has an impact on both the therapeutic approach and patient’s course of
disease, as well as the use of the laboratory’s financial resources. The present work aims to discuss the various clinical situations
in which the microbiologist must decide on the clinical significance of the isolated microorganisms and report selective antibio-
grams.

Methods: Inclusion of isolated microorganisms into one of the following categories: colonizer, contaminant or etiological agent
of an infection. Interpretive reading of the antibiogram and establishing the resistance phenotypes, according to the sensitivity
spectrum of the tested bacteria and the site of infection.

Results: The clinical relevance of microorganisms isolated in a biological sample depends on: the type of sample, the pathogenic-
ity of the isolate, the clinical context and the inflammatory response. The antibiotic sensitivity testing of bacteria is an important
step in laboratory diagnosis, the microbiologist being the one who decides how to report the results according to: the guide used,
the intrinsic resistance, the mechanisms of acquired resistance, the number of microorganisms isolated and the biological sample
from which the microorganism was isolated.

Conclusions: The interpretation of the results based on clinical significance has a direct impact on appropriate antibiotic prescrib-
ing efforts.

Key words: microorganisms, clinical significance, selective antibiograms
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R29 STRATEGII DE DIAGNOSTIC STEWARDSHIP iIN LABORATOARELE MEDI-
CALE

Dragos Florea, Dan Otelea

T Institutul National de Boli Infectioase “Prof. Dr. Matei Bals”, Bucuresti, Romania

Utilizarea judicioasa a testelor de diagnostic (diagnostic stewardship) este importanta pentru imbunatatirea calitatii ingrijirilor
medicale si folosirea mai eficientd a resurselor sistemelor de sdnatate. Utilizarea judicioasa a testelor diagnostice oferd beneficii
oricdrui laborator medical si este esentiald in laboratoarele de microbiologie, deoarece reprezinta un pilon al oricaror programe
de utilizare judicioasa a antibioticelor (antibiotic stewardship).

Obiectivul utilizarii adecvate a testelor diagnostice este de a oferi , testul potrivit pentru pacientul potrivit si de a produce rezul-
tate exacte si relevante clinic la momentul potrivit pentru a influenta deciziile clinice si a conserva resursele medicale”. Utilizarea
adecvata depinde deci de toate aceste aspecte.

Folosirea excesiva sau insuficienta a testelor diagnostice, dar si interpretarea eronata a rezultatelor reprezinta exemple de uti-
lizare inadecvata. Cauzele pot fi multiple si se pot incadra in etapele pre-analitica, analitica sau post-analitica ale procesului de
testare: cunoasterea insuficientd a performantelor diagnostice ale testelor sau a semnificatiei si dinamicii unor markeri biologici,
presiunea exercitatd de pacient, atitudinea defensiva fata de potentiale consecinte administrative sau legale, erori in alegerea
testului, a tipului probei sau a momentului recoltarii, lipsa unor informatii clinice necesare pentru alegerea metodei de testare
sau interpretarea rezultatelor, formularea incompleta sau imprecis3 a rezultatelor. imbunatatirea comunicarii intre personalul din
laborator si cel din sectii elimina unele dintre cauze.

Identificarea cauzelor de utilizare inadecvata permite alegerea celor mai potrivite strategii de diagnostic stewardship. Aceste stra-
tegii se realizeaza prin diverse tipuri de actiuni, se adreseaza mai multor categorii de personal medical si trebuie sa fie evaluate
regulat pe baza unor indicatori adecvati.

R29 STRATEGIES FOR DIAGNOSTIC STEWARDSHIP IN MEDICAL LABORATO-
RIES

Diagnostic stewardship is critical for improved medical care and more efficient use of health system resources. Diagnostic stew-
ardship is beneficial for any medical laboratory but is essential for microbiology laboratories, being a pillar of any antimicrobial
stewardship program.

Diagnostic stewardship aims to provide “the right test for the right patient and to generate accurate and clinically relevant results
at the right time to influence clinical decisions and conserve healthcare resources”. Thus, diagnostic stewardship depends on all
these aspects.

Overuse or underuse of diagnostic tests, also misinterpretation of test results, are examples of inappropriate use. The causes
can be multiple and may occur in the pre-analytical, analytical, or post-analytical stages of the testing process. Some of the most
frequent sources might be the insufficient understanding of the diagnostic value of a test, inadequate knowledge of the dynam-
ics and significance of specific biological markers, the pressure exerted by the patient or relatives, a defensive attitude towards
potential administrative or legal consequences, the choice of a wrong test, sample type or time of collection, the lack of clinical
information needed for an appropriate selection of the test method or for results interpretation, provision of incomplete or im-
precise results. Improving communication between laboratory and ward staff may eliminate some of these causes.

The most appropriate diagnostic stewardship strategies are selected based on the identified causes of inadequate use of tests.
These strategies consist of various intervention types, address several categories of medical personnel, and must be regularly
evaluated based on appropriate indicators.
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R30 ANALIZA COMPARATIVA A UNOR SECVENTE CONSECUTIVE DE SARS-
COV-2

Dan Otelea’, Marius Surleac?, Dragos Florea’, Simona Paraschiv?, Leontina Banica?, Corina Casangiu’

T Institutul National de Boli Infectioase “Prof. Dr. Matei Bals”, Bucuresti, Romania

Introducere / Obiectiv: Secventierea intregului genom este instrumentul de electie pentru monitorizarea variantelor emergente
de SARS-CoV-2. Multiplicarea de duratd a virusului la un singur pacient are consecinte clinice si virusologice. Cele din urma implica
posibilitatea de selectie a unor mutatii cu potential de a scapa supravegherii imune sau de a creste transmisibilitatea virusului.

Metode / Metodologie: Am secventiat integral genomul SARS-CoV-2 prin secventiere de noua generatie in probe consecutive de
la pacienti care au ramas o perioada lunga pozitivi si am analizat comparativ rezultatele.

Rezultate: Toate secventele au apartinut variantei omicron; subvariantele BA.5 si BA.2 au fost cele mai frecvente. Cum a fost deja
descris, virusul s-a dovedit relativ stabil pentru un virus cu genom ARN; cu toate acestea au fost detectate mutatii in cazul in care
virusul s-a multiplicat pe perioade mai lungi. Cel mai mare numar de mutatii a fost detectat in probe intre care s-au scurs aproxi-
mativ patru saptamaniiar localizarea lor a fost raspandita in intregul genom. La doi pacienti, mutatiile au fost reversii la secventa
de referinta pentru subvarianta respectiva.

Discutii: Replicarea pe termen lung la un singur pacient favorizeaza aparitia de mutatii. Presiunea de selectie la care este supusa
proteina S nu este singurul factor care favorizeaza diversificarea la acesti pacienti. In unele cazuri un efect de tip “bottleneck” sau
un alt mecanism favorizeaza transmiterea unor mutatii care in timp dispar, cu reversie la genomul de referinta si, posibil, recuper-
area capacitatii replicative a virusului.

Concluzii: in timp ce secventirea integrald a genomului rdmane instrumentul principal de monitorizare a valurilor epidemice, car-
acterizarea unor sevente succesive provenite de la un acelasi pacient poate sa permita identificarea precoce de mutatii potential
asociate cu un avantaj selectiv.

R30 COMPARATIVE ANALYSIS OF SEQUENTIAL SEQUENCES OF SARS-COV-2

Introducere / Obiectiv: Whole genome sequencing (WGS) is the major tool for monitoring the emergence of SARS-CoV-2 vari-
ants. Long term evolution of the virus in a single individual has clinical and virological consequences. The latter involve the pos-
sibility of selecting mutatons with the potential of escaping the immune response or improving virus transmissibility.

Methods/Methodology: We performed WGS by NGS on sequential samples from patients who remained positive for the virus
for longer periods and performed a comparative analysis.

Results: All sequences belonged to the omicron variant; BA. 5 and BA.2 subvariants were the more frequent. As already de-
scribed, the virus proved to be relatively stable for a RNA virus; nevertheless, several strains evolved during prolonged replication.
The highest number of mutations were identified in samples that were approximately four weeks apart and were spread through-
out the genome. In a couple of patients the mutations were reversions to the reference sequence of the respective variant.

Discussion: Longer virus replication in a single patient favors the accumulation of mutations. Selective pressures that involve the
S protein are not the only driving factors for mutation selection in these individuals. In some cases presumably a bottleneck ef-
fect or other events during primoinfection lead to transmission of a virus which eventually reverts to the reference sequence in
order to improve fitness.

Conclusions: While WGS remains the main tool for monitoring the evolution of the virus, characterizing sequential sequences
from long time excretors might help to rapidly identify mutations possibly associated with a selective advantage.
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C20. COVID-19: O IMAGINE DE ANSAMBLU A ULTIMILOR TREI ANI DIN REGIU-
NEA CENTRU A ROMANIEI

Valeriu Moldovan', Oana Oprea'?, Krisztina Vas’, lonela Cotoi’, Monica Vuta', Minodora Dobreanu?.2

T Spitalul Clinic Judetean de Urgenta Targu Mures
2 UMFST George Emil Palade Targu Mures

Introducere / Obiectiv: Mutatiile virusului SARS-CoV2 (Severe Acute Respiratory Syndrome Coronavirus 2) au facilitat raspan-
direa acestuia, au modificat rdspunsul la tratament dar si simptomatologia persoanelor infectate. Tn lucrarea de fati propunem
0 analiza descriptiva a diagnosticului molecular prin RT-PCR al infectiei cu SARS-CoV2 in centrul nostru, dar si a testarii RT-PCR
pentru variantele virale, in comparatie cu tendintele nationale.

Metode / Metodologie: incepand cu Mai 2020 in cadrul Spitalul Clinic Judetean de Urgentd Targu-Mures au fost analizate prin
RT-PCR probe provenite de la pacientii suspectati cu infectie SARS-CoV2. Testarea prin RT-PCR pentru existenta variantelor SARS-
CoV2 s-a efectuat pentru o selectie de probe pozitive din Regiunea Centru a Romaniei iar ulterior acestea au fost trimise spre
secventiere catre Institutul National de Boli Infectioase ,, Prof.Dr.Matei Bals” Bucuresti.

Rezultate: Peste 65.000 teste RT-PCR diagnostic si peste 3.000 determinari ale variantelor SARS-CoV2 au fost efectuate in centrul
nostru. Prin RT-PCR am identificat mutatii punctiforme ale proteinei S virale, care ulterior au fost confirmate prin secventiere:
N501Y+del69/70+E484K (100%) varianta B.1.1.7, L452R+K417T+K417N (87.3%) tulpina B.1.617.2, iar in cazul Omicron am iden-
tificat F490S (84.6%) corespunzatoare subvariantei BA.2.75. Diferenta a fost reprezentata de cazuri la care secventierea a relevat
prezenta altei tulpini virale, posibil cu aceleasi mutatii punctiforme, comparativ cu cea vizata prin RT-PCR. Identificarea variantelor
a corespuns tendintelor nationale, conform datelor disponibile public.

Concluzii / Discutii: |dentificarea rapida a variantelor prin RT-PCR a permis orientarea tratamentului in momentul circulatiei in
paralel a tulpinilor B.1.617.2 si B.1.1.529 precum si monitorizarea evolutiei variantelor circulante in Regiunea Centru a Romaniei.

Cuvinte cheie: RT-PCR, variante SARS-CoV2, COVID-19

C20. COVID-19: ATHREE YEAR OVERVIEW FROM THE CENTRAL REGION OF
ROMANIA

Introduction / Objective: SARS-CoV2 (Severe Acute Respiratory Syndrome Coronavirus 2) mutations have facilitated its spread,
altered treatment response, and changed the symptoms of infected individuals. In this paper we present a descriptive analysis
of the SARS-CoV2 molecular RT-PCR diagnosis in our centre as well as RT-PCR testing for viral variants compared to the national
trends.

Materials / Methods: Since May 2020 samples from patients with suspected SARS-CoV2 infection have been analysed by RT-PCR
at the Emergency County Clinical Hospital Targu-Mures. RT-PCR testing for the presence of SARS-CoV2 variants was performed on
a selection of positive samples from the Central Region of Romania, which were subsequently sent for sequencing to the National
Institute of Infectious Diseases ,,Prof.Dr.Matei Bals” Bucharest.

Results: Over 65,000 diagnostic RT-PCR tests and more than 3,000 SARS-CoV2 variant determinations have been performed in our
centre. Using RT-PCR we identified protein S point mutations which were later confirmed by sequencing: N501Y+del69/70+E484K
(100%) variant B.1.1.7, L452R+K417T+K417N (87.3%) strain B.1.617.2, and in case of Omicron we identified F490S (84.6%) cor-
responding to the BA.2.75 subvariant. The difference was represented by cases where sequencing revealed the presence of
another viral strain, possibly with the same point mutations, compared to the one targeted by RT-PCR. Variant identification was
consistent with the national trends according to publicly available data.

Discussions / Conclusions: RT-PCR rapid identification of viral variants allowed for targeted treatment when B.1.617.2 and
B.1.1.529 strains circulated in parallel, as well as evolution monitoring for the circulating variants in the Central Region of Roma-
nia.

Keywords: RT-PCR, SARS-CoV?2 variants, COVID-19
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C21.DIFERITI BIOMARKERI HIPERINFLAMATORII SE ASOCIAZA CU SEVERI-
TATEA, MORTALITATEA SAU VARIANTELE VIRALE DE SARS-COV-2 iN CO-
VID-19

Mariana Pavel-Tanasa'?2, Tudorita Gabriela Paranga34, Daniela Constantinescu'?2, Claudia Elena Plesca3?4,
Egidia Miftode#4, Petru Cianga'?2

1 Departamentul de Imunologie, Universitatea de Medicind si Farmacie Grigore T. Popa lasi

2 Laboratorul de Imunologie, Spitalul Clinic Judetean de Urgente Sf. Spiridon lasi

3 Departmentul de Boli Infectioase, Universitatea de Medicina si Farmacie Grigore T. Popa lasi
4 Spitalul Clinic de Boli Infectioase Sf. Parascheva, lasi

Introducere: Severitatea bolii COVID-19 este strans legata de aparitia furtunii de citokine ce asociaza un profil hiperinflamator,
cu anomalii de coagulare si insuficientd multipla de organ. Furtuna de citokine se caracterizeaza printr-un exces atat de factori
pro-inflamatori, cat si anti-inflamatori, printre care se remarca o crestere surprinzitoare a nivelului plasmatic de CRP. in contextul
actualei pandemii rdmane inca neclar care dintre acesti biomarkerii inflamatori se asociazd cu severitatea, mortalitatea sau chiar
caracterizeazd infectia cu anumite variante virale.

Metodologie: Un lot de 140 de pacienti internati in perioada octombrie 2021-mai 2022 la Spitalul de Boli Infectioase Sf. Para-
scheva din lasi a fost investigat pentru determinarea nivelului seric de CRP si a potentialelor corelatii cu diversi factori pro-infla-
matori (IL-1, IL-6, MCP-1, VSH, fibrinogen, LDH) sau anti-inflamatori (STREM-1, HGF) la internare. Lotul de pacienti a fost stratificat
in functie de severitate in cazuri usoare, moderate sau grave de boala.

Rezultate: Nivelul seric al tuturor factorilor investigati a crescut gradual de la lotul de pacienti cu forma usoara de boala la cel
cu forme severe si valori extrem de ridicate au fost identificate in randul celor care nu au supravietuit. De notat, nivelurile de
STREM-1, HGF, fibrinogen si LDH au corelat cu nivelul seric de CRP doar in randul pacientilor cu forme severe de COVID-19. De
asemenea, dintre toti biomarkerii investigati, CRP a corelat cel mai bine cu severitatea bolii, Tn timp ce valorile serice la internare
ale LDH, sTREM-1 si HGF s-au dovedit factori excelenti de prognostic pentru mortalitate in randul pacientilor COVID-19.

Cuvinte cheie: COVID-19, CRP, mortalitate

C21.DISTINCT HYPERINFLAMMATORY BIOMARKERS ASSOCIATE WITH COV-
ID-19 SEVERITY, MORTALITY OR SARS-COV-2 VARIANTS

Introduction: The severity of COVID-19 is closely related to the appearance of the cytokine storm associated with a hyperin-
flammatory profile, coagulation abnormalities and multiple organ failure. The cytokine storm comprises an excess of both pro-
inflammatory and anti-inflammatory factors, with plasma CRP levels showing a striking rise with disease severity. In the context
of the current pandemic, it is still unclear which inflammatory biomarkers are associated with disease severity, mortality or
even characterize infection with certain viral variants.

Methods: A group of 140 individuals hospitalized at the St. Parascheva Hospital for Infectious Diseases in lasi between October
2021 and May 2022, were investigated to determine the serum level of CRP and identify any potential correlations with various
pro-inflammatory (IL-1, IL-6, MCP-1, VSH, fibrinogen, LDH) or anti-inflammatory (STREM-1, HGF) factors at hospital admission.
The patient cohort was stratified based on disease severity into mild, moderate, or severe cases.

Results: The serum levels of all investigated factors increased gradually from the patients with mild and moderate towards the
severe forms of disease, with extremely high values among non-survivors. Notably, sSTREM-1, HGF, fibrinogen, and LDH levels
correlated with serum CRP levels only among patients with severe COVID-19. Also, of all investigated biomarkers, CRP best
correlated with disease severity, while serum levels of LDH, sTREM-1, and HGF at hospital admission proved to be excellent
mortality predictors among COVID-19 patients.

Key-words: COVID-19, CRP, mortalitate
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C22.ROLUL ADIPOKINELOR IN MEDIAREA RASPUNSURILOR IMUNE GENERA-
TE DE VACCINAREA ANTI-SARS-COV-2 iN FUNCTIE DE VARSTA

Mariana Pavel-Tanasa'?, Daniela Constantinescu'2, Corina Maria Cianga'?, Ecaterina Anisi?, Ana Irina
Mereutas3, Cristina Gabriela Tuchilus34, Petru Cianga'2

1 Departamentul de Imunologie, Universitatea de Medicind si Farmacie Grigore T. Popa lasi
2 Laboratorul de Imunologie, Spitalul Clinic Judetean de Urgente Sf. Spiridon lasi
3 Laboratorul de Analize Medicale, Spitalul Clinic Judetean de Urgente Sf. Spiridon lasi

4 Departmentul de Medicina Preventiva si Interdisciplinaritate (Microbiologie), Universitatea de Medicina si Farmacie
Grigore T. Popa lasi

Introducere: Virusul SARS-CoV-2 este agentul etiologic responsabil pentru declansarea pandemiei COVID-19. Vaccinarea a devenit
posibila la inceputul anului 2021ceea ce a contribuit substantial la reducerea mortalititii si severitatii bolii COVID-19. intelegerea
mecanismelor imune declansate de vaccinarea anti-SARS-CoV-2 este importantd din perspectiva intelegerii diferentelor dintre
vaccinare si infectie Tn contextual actualei pandemii. Multipli factori au fost propusi initial ca avand rol cheie in reglarea rdspun-
surilor imune umorale post-vaccinare, inclusiv nivelul de vitamina D si obezitatea.

Metodologie: Un lot de 192 de indivizi dublu vaccinati anti-SARS-CoV-2 cu BNT162b2 (BioNTech-Pfizer), au acceptat includerea
in studiu In perioada Aprilie-August 2021 la 2-3 luni post-vaccinare. 3 ml de sange au fost recoltati pentru determinarea titrului
anticorpilor specifici de clasa 1gG si a nivelul seric pentru o serie de adipokine (adiponectina, leptina, serpinal) si alti biomarkeri
(CRP, MCP-1, factor D, IL-6, IL-10) implicati in metabolismul lipidic. 22.4% dintre participanti au avut boala COVID-19 Tnainte de
vaccinare.

Rezultate: Titrurile anticorpilor IgG anti-SARS-CoV-2 au fost scdzute la subiectii peste 60 de ani, indiferent de existenta unei
infectii precedente. Mai mult, titrurile anticorpilor de la indivizii infectati anterior vaccinarii au fost crescute de cel putin 8 ori. De
asemene am identificat factorii ce au aratat o corelatie pozitiva (adiponectin, leptin, IL-6, IL-10) sau negativa (MCP-1, factor D,
CRP, PAI-1) cu titrul anticorpilor.

Concluzii/ Discutii: Intelegerea diferentelor rdspunsurilor imune generate de vaccinare si boald pot ajuta pe de o parte la
fmbunatatirea schemei de vaccinare la persoanele peste 60 de ani, dar si la identificarea unor modalitati terapeutice eficiente.

Cuvinte cheie: vaccinare, COVID-19, adipokine

C22.THE AGE-DEPENDENT ROLE OF ADIPOKINES IN MEDIATING THE IM-
MUNE RESPONSES FOLLOWING SARS-COV-2 VACCINATION

Introduction: SARS-CoV-2 is the etiological agent responsible for triggering the COVID-19 pandemic. Vaccination became avail-
able at the beginning of 2021, which substantially contributed in reducing mortality and disease severity in COVID-19 patients.
Understanding the immune mechanisms triggered by the anti-SARS-CoV-2 vaccination is important from the perspective of un-
derstanding the immune differences cause either by vaccination or infection in the context of ongoing pandemic. Multiple factors
were initially proposed to play key roles in mediating the humoral immune responses following vaccination, including vitamin D
levels and obesity.

Methods: 192 individuals, at 2-3 months after dual vaccination anti-SARS-CoV-2 (BNT162b2, BioNTech-Pfizer), agreed to partici-
pate in this study, during April-August 2021. 3 ml of blood were collected to determine the titer of specific IgG antibodies and
the serum levels of a series of adipokines (adiponectin, leptin, serpinl) and other biomarkers (CRP, MCP-1, factor D, IL-6, IL- 10)
involved in the lipid metabolism. 22.4% of participants had SARS-CoV-2 infection prior to vaccination.

Results: Anti-SARS-CoV-2 IgG antibody titers were decreased in subjects older than 60 years, irrespective of the previous infec-
tion status. Moreover, antibody titers from previously-infected individuals were at least 8-fold higher that those detected in
infection-naive subjects. We also identified the factors which showed a positive (adiponectin, leptin, IL-6, IL-10) or negative (MCP-
1, factor D, CRP, PAI-1) correlation with the antibody titer.

Conclusions/ Discussions: Understanding the differences in immune responses generated by vaccination and infection can help
not only to improve the vaccination schedule for people over 60 years, but also to identify effective therapeutic modalities.

Keywords: vaccination, COVID-19, adipokines
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R31 SEROPREVALENTA SARS-COV-2 IN VESTUL ROMANIEI, IANUARIE-MAR-
TIE 2023

Tudor Rares Olariu'2, Alin Gabriel Mihu', Daliborca Cristina Vlad'3, Victor Dumitrascu?3, Maria Alina
Lupu'4

T Victor Babes University of Medicine and Pharmacy Timisoara, Romania

2 Municipal Clinical Emergency Hospital, Timisoara, Romania
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4 |nstitute of Cardiovascular Diseases, 300310 Timisoara, Romania

Studiile epidemiologice realizate in 2020 si 2021 au demonstrat o crestere semnificativa a raspandirii virusului SARS-CoV-2 in
populatia adultd, de la 1.5% seroprevalentd la 45.60%, indiferent de varsta, sex sau zona de resedinta.

Pentru a determina amploarea actuald a infectiei cu SARS-CoV-2, am evaluat prezenta anticorpilor specifici anti-SARS-CoV-2
in populatia adulta din vestul Romaniei. Studiul serologic a fost efectuat intre lunile ianuarie si martie 2023, la trei ani dupa ce
Organizatia Mondiald a Sanatatii a declarat COVID-19 o urgenta globald de sanatate publica.

Rezultatele au aratat ca 88.4% din populatia adultd a fost infectatd anterior cu SARS-CoV-2. O diferenta statistic semnificativa
a seroprevalentei SARS-CoV-2 a fost observata intre participantii cu varsta intre 18-29 de ani si participantii cu varsta >80 ani
(p<0.01). Nu s-a identificat o corelatie intre seropozitivitatea SARS-CoV-2 si factori precum genul sau zona de resedinta.

Detalii privind evaluarea rezultatelor testelor serologice si a factorilor demografici in infectia cu SARS-CoV-2 sunt prezentate.
Cuvinte cheie: SARS-CoV-2, COVID-19, seroprevalenta

R31 SARS-COV-2 SEROPREVALENCE IN WESTERN ROMANIA, JANUARY-
MARCH 2023

Epidemiological studies conducted in 2020 and 2021 demonstrated a significant rise in the spread of the SARS-CoV-2 virus in the
adult population, from 1.5% seroprevalence to 45.60%, regardless of age, gender or area of residence.

To determine the current extent of SARS-CoV-2 infection, we assessed the presence of specific anti-SARS-CoV-2 antibodies in the
adult population from Western Romania. The serologic survey was performed between January and March 2023, three years
after the World Health Organization declared COVID-19 a global public health emergency.

Results revealed that 88.4% of the adult population was previously infected with SARS-CoV-2. A statistically significant difference
of SARS-CoV-2 seroprevalence was observed in participants aged 18-29 years when compared to the seroprevalence noted in
participants aged >80 years (p<0.001). No correlation was identified between the SARS-CoV-2 seropositivity and factors such as
gender or area of residence.

Details regarding the evaluation of serological test results and demographic factors of SARS-CoV-2 infection are presented.

Keywords: SARS-CoV-2, COVID-19, seroprevalence.
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C23.STUDY OF SARS-COV-2 VIRUS ANTIBODIES IN COVID-19 PATIENTS

Nino Gogokhia
TSMU Laboratory Medicine Department, TSMU First University Clinic Laboratory, Thilisi, Georgia

Background: It is established that the SARS-CoV-2 virus consists of several proteins, of which the nucleocapsid (N) protein and the
spike protein (S) are distinguished by theirimmunogenicity, i.e. by causing an active immune response of the body. The detection
of these antibodies in the blood, as established, allows us to determine the existence of COVID-19 infection in the past and to
determine the presence of a specific immune response. Literature data regarding the production of antibodies and the duration
of their existence in the blood serum are controversial. Therefore, our interest was aroused and we decided to study the titer of
antibodies against nucleocapsid and spike proteins, the time of their generation and duration in the blood, and their correlation
with clinical course in inpatients and outpatients.

Materials/methods: 500 patients of TSMU First University Clinic took part in the research. Out of 500 patients, some were inpa-
tients and some outpatients. Antibodies were tested with the electrochemiluminescence ECLIA guantitative method, using the
Roche cobas e 411 analyzer, a fully automated device of a closed system.

500 patients were divided into two groups: one group of 200 patients with positive PCR (i.e. confirmed with the PCR method)
and the other group of 200 patients with negative PCR (i.e. not confirmed with the PCR method) some of which had clini-
cal symptoms and some had been exposed to COVID-19, but had no symptoms. In each group, two subgroups were distin-
guished according to the clinical course: severe clinical course and mild form. Four antibodies were tested in all the groups
of the patients: two antibodies Ig M(N), 1gG (N) against nucleocapsid protein, and two antibodies IgM(S), 1gG(S) against
spike protein on day 7, on day 14, and 1 month after clinical manifestation; then after 3 months, and after 6 months.
In addition, a separate group of 100 vaccinated patients was added to the research later, where two subgroups were distin-
guished: a study group of 50 patients who were vaccinated and infected with the disease and confirmed by the PCR test, and a
group of 50 patients who were not infected with the disease. In this group, four antigens were tested only with a lower frequency.
Group members who had overcome the disease were tested 3 months after the appearance of the clinical symptoms and 1
month after the vaccination, and the second group patients were tested only once- 1 month after vaccination.

Results: The results of the Nucleocapsid IgG antibody testing have revealed COVID-19 infection cases in asymptomatic patients,
in patients with negative results of PCR test, and in patients who had not conducted PCR test at all. It has been used to carry out
differential diagnoses in case of diseases with similar clinical symptomes. It has distinguished and identified the patients who had
overcome COVID-19 in these groups. It has revealed the strength of the immunity and has given us an idea about its longevity.
Also, based on the example of our patients, we have observed a correlation between the production of IgG antibodies against
nucleocapsid (N) and the clinical course of the disease, in particular, in the cases with strongly expressed clinical symptoms, they
were generated much earlier, from the 7th day, the titer was higher and remained longer than in case of mild clinical symptom:s.
In addition, it has been found that IgG (N) antibodies were not produced after vaccination, in contrast to IgG (S) antibodies, which
were generated both after the vaccination and after the recovery from the disease.

Conclusions: As a result of the conducted research, it can be stated that the determination of the titer of the two antibodies, 1gG
(N) and I1gG (S) antibodies, provides quite interesting information, both from a clinical and epidemiological point of view. And the
study of IgM (N) and IgM (S) antibodies appeared to be of no interest because they disappeared from the blood in no time, from
the 7th day of clinical symptoms, and practically we did not have the opportunity to draw any conclusion.
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C24. THE SITUATION OF THE SARS-COV-2 IGG AND IGM ANTIBODIES TITER,
AT THE BEGINING OF THE YEAR 2023, IN THE INFANTRY POPULATION OF
SIBIU COUNTY
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2 University Lucian Blaga Sibiu, Faculty of Medicine
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Introduction: Between March 2020 and March 2023, a number of 1275 patients with SARS-COV-2 infection were admitted to
the Sibiu Children’s Hospital, and the number of children vaccinated against SARS-COV-2 (between 5 and 18 years old) in Sibiu
County was 963, representing only 4.2% of the eligible child population. Our study wanted to evaluate the percentage of children
who show immunity to SARS-COV-2 infection by measuring SARS-COV-2 IgG class antibodies in the period January-March 2023.

Material And Method: We analized 638 hospitalized patients, determining SARS-COV-2 IgG and IgM antibodies, using the ELFA
method, with SARS-COV-2 IgG and IgM Ac kits produced by Biomerieux, France. We statistically analyzed the obtained results by
classifying the patients by age group and according to the titer obtained.

Results: SARS-COV-2 IgG class antibodies were positive in 86.64% of the subjects tested and negative in 13.36%. Of the positive
SARS-COV-2 1gG tests, 89% have RFV values between 10 and 40 and only 4% have values lower than 10 RFV.

Conclusions: At 3 years after the start of the pandemic, the titer of anti-SARS-COV-2 antibodies in the infant population is high,
ensuring good protection of children against getting sick with the SARS-COV-2 virus.
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C25 SINDROMUL POST-COVID-19: CORELATII NEUROCLINICE SI
PARACLINICE

Mihaela Simu, Cecilia Rosca, Amalia Cornea

Universitatea de Medicina si Farmacie Victor Babes, 300041 Timisoara, Romania
Spitalul Clinic Judetean de Urgentd, 300254 Timisoara, Romania

Coronavirusul sindromului respirator acut sever 2 (SARS-CoV-2) este un agent infectios nou, care a creat numeroase provocari co-
munitatii stiintifice. Aproximativ 45% dintre pacienti prezinta numeroase simptome la cateva luni dupa infectia initiala si dezvolta
sechele post-acute ale SARS-CoV-2 (PASC), denumite ,,Long-COVID”. Consecintele neurologice pe termen lung nu sunt inca bine
cuantificate, iar mecanismele patogenice exacte care afecteaza creierul nu sunt elucidate complet. Datele din studiile pe animale
si pe oameni incearca sa coreleze mecanismele fiziopatologice cu proteina Spike (S) a coronavirusului. In prezenta lucrare, trecem
in revista datele stiintifice referitoare la aceste corelatii.

Cuvinte cheie: SARS-CoV-2, sindromul post-COVID-19, sechele neurologice

C25 POST-COVID-19 SYNDROME: NEUROCLINICAL AND PARACLINICAL
CORRELATIONS

The severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) is a new infectious agent, inducing several challenges to the
scientific community. Approximately 45% of patients experience several symptoms a few months after the initial infection and
develop post-acute sequelae of SARS-CoV-2 (PASC), referred to as “Long-COVID.” The long-term neurological consequences are
not yet well quantified, and the exact pathogenetic mechanisms affecting the brain are still not well-understood. Data from ani-
mal and human studies attempt to link the physiopathological mechanisms to the coronavirus spike (S) protein. Here, we review
the reports on these correlations.

Keywords: SARS-CoV-2, Post-COVID-19 syndrome, neurological sequelae
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PO1. DEPENDENTA DE TIMP S| DE CONCENTRATIE A BIASULUI IMPUN
SCHIMBARE DE PARADIGMA

Atilla Barna Vandra

Spitalul Clinic Judetean de Urgentd Brasov (SCJUBV)

Materiale si metode: Studiul este o analiza bazata pe legile matematicii statistice. Majoritatea observatiilor exista in literatura ca
piese de mozaic, concluziile fiind verificate prin simulari pe calculator iar exemplificarile provin din experienta zilnica a autorului.

Obiectiv: Studiul a fost motivat de observarea unor contradictii in formulele utilizate in controlul intern, iar obiectivul a fost co-
rectarea acestora.

Rezultate: Dependenta de concentratie si timp a biasului si existenta componentei variabile a erorii sistematice (CVES) sunt cu-
noscute de mult, dar numai in ultimii ani au intrat in centrul atentiei. Prin diferentierea biasului momentului masurat in conditii
de repetabilitate de biasul mediu masurat in conditii de reproductibilitate intralaborator, (cum se procedeaza in cazul deviatiilor
standard), respectiv prin separarea clara a componentei constante si variabile a erorii sistematice s-au obtinut relatii matema-
tice Intre componentele mdsurate in repetabilitate si reproductibilitate, legatura fiind asiguratd de CVES. Cu ajutorul ecuatiilor
obtinute s-a dovedit utilizarea redundantd a CVES in ecuatii prezent simultan in , biasul” vag definit si in SRW.

Proportionalitatea componentelor erorii cu concentratia in practic tot domeniul de masurare impune efectuarea calculelor in
valori relative (B%, CV, etc.) independente de concentratie, inlocuind modelul clasic de calcul cu valori absolute (B, SD).

Concluzii: Prin utilizarea corectiilor anterioare si utilizarea unor grafice Levey-Jennings modificate bazate pe CVr nu pe sRW, si
vizualizand TEa se poate construi un sistem de control intern fundamental diferit, mai eficient si mai simplu decat metoda West-
gard, corectand unele deficiente ale acestuia.

Cuvinte cheie: Componenta variabila a erorii sistematice, eroare proportionald, incertitudine de masurare.

P01 THE TIME AND CONCENTRATION DEPENDENCY OF BIAS CALLS FOR
PARADIGM CHANGE

Materials and methods: The study is an analysis based on statistical mathematics. Most of the observations exist in the literature
as mosaic pieces. Conclusions were verified by computer simulations. The examples come from the author’s daily experience.

Objectives: The study was motivated by some contradictions in the equations used in internal quality control. The objective was
to correct them.

Results: The concentration- and time-dependence of the bias and the existence of the variable component of the systematic
error (VCSE) are well-known, but only in recent years have gotten attention. By differentiating the bias of the moment measured
under repeatability conditions from the mean bias measured in reproducibility within laboratory conditions, (as in the case of
standard deviations), respectively by clearly separating the constant and variable component of the systematic error, mathemati-
cal relationships between the components measured in repeatability respectively in reproducibility within laboratory conditions
were determined, the connection being ensured by VCSE. In many equations VCSE is simultaneously present in the uncertainly
defined “the bias” and in sSRW.

The proportionality of the error components with the concentration in practically the entire measurement range requires per-
forming calculations in relative values (B%, CV, etc.), replacing the classical model with absolute values (B, SD).

Conclusions: By using previous corrections and modified Levey-Jennings graphs based on CVr not sRW, respectively visualizing
TEa it is possible to build a fundamentally different, more efficient and simpler internal quality control system than the Westgard
method, correcting some of its shortcomings.

Keywords: Variable component of the systematic error, proportional error, measurement uncertainty
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P02. INTERPRETAREA SEMNALELOR S| SURSE DE ERORI iIN DETERMINAREA
VITEZEI DE SEDIMENTARE A HEMATIILOR

Carmen Delianu'?, Loredana Liliana Hurjui'2, Claudia Cristina Tarniceriu'.2, Gabriela Bordeianu'2,
lon Hurjui', Irina Gradinaru?, Daniela Maria Tanase'?, Daniel Vasile Timofte'?, Liliana Foia'2

T Universitatea de Medicina si Farmacie “Grigore T. Popa’, lasi, Romania;

2 Spitalul Clinic de Urgenta “Sf. Spiridon’, lasi, Romania

Introducere / Obiectiv: Viteza de sedimentare a hematiilor (VSH) ghideaza clinicienii in suspectarea reactiilor inflamatorii, boli
autoimune, disfunctie eritrocitara sau infectii. in 1981, Kondi a mentionat c3 orice intarziere dup3 prelevarea de sange in scopul
determindrii VSH poate duce la o scurtare falsa a rezultatului. Literatura de specialitate indica faptul ca esecul determinarii in
decurs de 1 ora si reamestecarea sangelui nu sunt recomandate. Obiectivele studiului nostru au fost de a verifica stabilitatea
determindrilor in termen de 4 ore de la pastrarea la temperatura camerei si dupa 12 ore de refrigerare, implicand si manevra de
reamestecare.

Materiale si metode: Studiul s-a realizat in Spitalul ,Sf. Spiridon” din lasi, Romania, pe 75 de probe, luand in considerare si pro-
bele respinse prezentand surse de eroare.

Rezultate: Studiul a evidentiat ca din totalul de 75 de probe investigate, 4 probe (5,33%) au avut un volum inadecvat, 3 (4%) au
prezentat eritrocite si fibrind in suspensie, afectand interpretarea corecta, in timp ce 4 probe au fost coagulate (5,33%). Dupa
reechilibrarea la temperatura camerei si reamestecarea la patru ore de la prima determinare si, respectiv, dupa 12 ore de refrige-
rare, 64 (85,33%) esantioane au inregistrat rezultate comparabile aratand o corelatie stransa (r = 0,988 /0,993 / 0,990, p <0,001)
cu prima determinare.

Concluzii: Studiul a subliniat cd efectuarea testului in decurs de 4 ore dupa prelevare, refrigerare si reamestecare a probei nu
afecteaza stabilitatea determinarii.

Cuvinte cheie: stabilitate, refrigerare, remixare.

P02.SIGNALS INTERPRETATION AND ERROR SOURCES IN DETERMINING
THE ERYTHROCYTE SEDIMENTATION RATE TEST

Background: Erythrocyte sedimentation rate (ESR) test guides clinicians in suspecting inflammatory reactions, autoimmune
diseases, erythrocyte dysfunction or infections. In 1981, Kondi mentioned that any delay after blood sampling for the purpose of
determining the ESR can lead to a false shortening of the result. The literature indicates that failure to determine within 1 hour
and remixing of blood are not recommended. The objectives of our study were to verify the stability of the determinations within
4 hours after storage at room temperature and subsequent to 12 hours of refrigeration, involving also the remixing manoeuvre.

Materials and Methods:The study was performed in the “St. Spiridon”Hospital of lasi, Romania, upon 75 samples, also taking
into account the rejected samples presenting sources of error.

Results: The study pointed out that out of the total 75 samples investigated, 4 samples (5.33%) had an inadequate volume, 3
(4%) exhibited erythrocyte and fibrin in suspension, impairing proper interpretation, whereas the clot was identified in 4 samples
(5.33%). Following rebalancing at room temperature and remixing four hours after the first determination, and after 12 hours of
refrigeration respectively, 64 (85.33%) determinations recorded comparable results showing a close correlation (r =0.988 / 0.993
/0.990, p <0.001) with the first determination.

Conclusions: The study emphasized that performing the test within 4 hours after sampling, refrigeration and remixing of the
sample does not affect the stability of the determination.

Keywords: stability, refrigeration, remixing.
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P03. MEMBRANE DE HIDROGEL CU ACTIVITATE ANTIMICROBIANA PENTRU
TRATAMENTUL RANILOR DERMO-EPIDERMICE

Diana Stan'2, Miruna Ghita?, Lavinia Ruta25, Elena Codrici3, Ana-Maria Enciu34, Dana Stan?,
Cristiana Tanase'3

T Universitatea Titu Maiorescu din Bucuresti - Scoala doctorala de Medicind, Romania
2 DDS Diagnostic, Bucuresti
3 Institutul National “Victor Babes”, Sectia Patologie, Laborator Biochimie-Proteomica, Bucuresti, Romania,

4 Universitatea de Medicina si Farmacie “Carol Davila”, Bucuresti, Romania, *Universitatea din Bucuresti, Facultatea
de Chimie, Bucuresti, Romania

Introducere: Tratamentul personalizat reprezints noua tendinté in vindecarea ranilor. in procesul de alegere a unei strategii tera-
puetice este esentiald corelarea caracteristicilor pansamentului cu nevoile pacientului. Informatiile despre caracteristicile fizice,
cum ar fi rata de umflare, rezistenta mecanicd, abilitatea de eliberare a compusilor bioactivi dar si despre citocompatibilitate,
ghideazd cadrele medicale in procesul de selectare al unui pansament. in ultimii ani, polimerii au captat atentia in domeniul
productiei de pansamente performante cu proprietati ajustabile pentru diferite tipuri de rani.

Metode: Tn aceast lucrare, polimerii utilizati in productia de membrane de hidrogel cu aplicatii in vindecarea rénilor sunt algi-
natul si alcoolul polivinilic. Alginatul este un polizaharid natural extras din alge, utilizat frecvent in aplicatii biomedicale. Alcoolul
polivinilic este un polimer sintetic rezultat din polimerizarea acetatului de vinil. Membranele de hidrogel au fost obtinute prin
reticulare fizicd. Aceastd metoda de reticulare prezintd numeroase avantaje deoarece nu utilizeazd compusi toxici, nu este costisi-
toare si oferd produse farmaceutice cu valoare ridicatd, potrivite pentru aplicatii de vindecare a ranilor. De asemenea, formularile
au fost imbunatatite cu compusi activi, cum ar fi un antibiotic din clasa tetraciclinei si fenolftaleina.

Rezultate: Membranele de hidrogel cu si fara compusi activi au fost caracterizate pe baza proprietatilor fizice, a comportamen-
tului de eliberare si a activitatii microbiologice Tmpotriva unor microorganisme selectate, cu prevalenta ridicata pentru infectiile
cutanate. De asemenea, a fost evaluata capacitatea acestora de a indica pH-ul ranii.

Concluzii: Rezultatele noastre arata ca membranele de hidrogel obtinute au proprietati mecanice corespunzatoare pentru a fi
utilizate ca pansamente pentru ranile dermo-epidermice si prezinta o buna eliberare a substantelor bioactive. Studiile de cito-
compatibilitate arata ca produsul nu afecteaza proliferarea celulara.

Cuvinte cheie: hidrogel, pansament, rana

P03. HYDROGEL MEMBRANES WITH ANTIMICROBIAL ACTIVITY FOR THE
TREATMENT OF DERMO-EPIDERMAL WOUNDS

Introduction: Personalized treatment represents the new trend in wound healing. In the process of choosing a wound healing
strategy it is essential to correlate the characteristics of the wound dressing with the needs of the patient. Information about
physical characteristics such as swelling rate, tensile strength, release behavior of bioactive compounds and cytocompatibility
guide medical professionals when recommending a wound dressing. In recent years polymers gained much attention for produc-
ing performant wound dressings with tunable properties for different types of wounds.

Methods: The polymers used in this work to prepare hydrogel membranes for wound healing applications are alginate and
polyvinyl alcohol. Alginate is a commonly used natural polysaccharide obtained from algae. Polyvinyl alcohol is a synthetic poly-
mer resulted from the polymerization of vinyl acetate. The hydrogel membranes were obtained using physical reticulation. This
reticulation method has great advantages because it does not use toxic compounds, it is cost friendly and delivers high value
pharmaceutical products suitable for wound healing applications. Also, the formulations were enhanced with active compounds,
such as a tetracycline class antibiotic and phenolphthalein.

Results: The hydrogel membranes with and without the active compounds were characterized regarding physical properties,
release behavior and microbiological activity against selected microorganisms, with high prevalence for skin infections. Also, the
ability to indicate wound pH was evaluated.

Conclusions: Our results show that the prepared hydrogel membranes have suitable mechanical properties for use as wound
dressings and show good release of bioactive substances. Cytocompatibility studies show that the product does not affect cell
proliferation.

Key Words: hydrogel, dressing, wounds
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P04. EFECTUL CITOTOXIC AL FISETINEI ASUPRA LIMFOCITELOR TUMORALE
DIN LIMFOMUL DE MANTA -STUDIU PILOT

lonela-Maria Cotoi’, Monica Vuta', Doina Ramona Manu?, Minodora Dobreanu?23

T Spitalul Clinic Judetean de Urgenta Targu-Mures
2 Centrul Avansat de Cercetari medicale si farmaceutice
3 Universitatea de Medicing, Farmacie, Stiinte si Tehnologie ,George Emil Palade” Targu-Mures

Introducere: Interesul fata de efectul anticancerigen al flavonoizilor a crescut in ultimii ani, iar efectul citotoxic al fisetinei a fost
demonstrat pe diferite tipuri de celule tumorale. In cazul limfomului zonei de manta, efectul fisetinei nu a fost descris.

Material si metoda: in cadrul acestui studiu s-au analizat limfocitele provenite de la un pacient de sex masculin in varstd de 80
de ani diagnosticat cu limfom al zonei de manta, izolate Tn gradient de densitate Ficoll si ulterior expuse la diferite concentratii
de fisetina (OuM, 20uM, 40uM, 60uM, 80uM, 100uM). Limfocitele provenite de la un subiect sandtos au fost supuse acelorasi
conditii. Citotoxicitatea s-a evaluat prin masurarea nivelul yH2AX, c-PARP si prin determinarea viabilitatii celulare cu kit-ul Fixable
Viability Stain780 (BD Horizon), folosind citometrul BD FACSArialll.

Rezultate: Pentru limfocitele tumorale s-au observat modificari dependente de doza folosita de fisetind astfel: scaderea numdru-
lui de limfocite considerate viabile (yH2AX-/c-PARP-) de la 80.9% la 35.8% si o crestere a celor apoptotice (c-PARP+) de la 6.9% la
50.2%. In cazul subiectului sdn3tos efectul fisetinei a fost mai discret de la 63.5% la 57.9%, respectiv de la 1.9% la 3.9%. Coloratia
FVS a evidentiat in medie o viabilitate mai scazuta a limfocitelor pacientului (20.0%) comparativ cu cea a limfocitelor subiectului
sanatos (75.2%).

Discutii/Concluzii: Fisetina prezinta efecte citotoxice pe limfocitele din limfomul de manta la dozele mentionate (doza optima-
60uM), insa un procent de 20% raman viabile.

Cuvinte cheie: limfom de manta, yH2AX, c-PARP, flavonoid

P04.CYTOTOXIC EFFECT OF FISETIN ON TUMOUR LYMPHOCYTES IN MAN-
TLE CELL LYMPHOMA - PILOT STUDY

Introduction: Interest in the anticarcinogenic effect of flavonoids has increased in recent years, and the cytotoxic effect of fi-
setin has been demonstrated on several types of tumour cells. In mantle cell lymphoma, the effect of fisetin has not yet been
described.

Materials and methods: In this study, lymphocytes from an 80-year-old male patient diagnosed with mantle cell lymphoma,
were isolated by the Ficoll density gradient method and exposed to different concentrations of fisetin (OuM, 20uM, 40uM, 60uM,
80uM, 100uM). Lymphocytes from a healthy subject were treated under the same conditions. Cytotoxicity was evaluated by
measuring YH2AX and c-PARP levels, and cell viability was asseseed using the Fixable Viability Stain780 kit (BD Horizon), on the
BD FACSArialll cytometer.

Results: For tumour lymphocytes, dose-dependent changes were observed: a decrease of viable lymphocytes ('YHZAX-/C-

PARP-) from 80.9% to 35.8% and an increase in apoptotic lymphocytes (c-PARP+) from 6.9% to 50.2%. In healthy
subjects the effect of fisetin was more subtle from 63.5% to 57.9%, and from 1.9% to 3.9% respectively. FVS staining showed on
average a lower viability of the patient’s lymphocytes (20.0%) compared to the healthy subject’s lymphocytes (75.2%).

Discussions/Conclusions: Fisetin has cytotoxic effects on lymphocytes in mantle cell lymphoma at the mentioned doses (optimal
dose-60uM), but 20% remain viable.

Keywords: mantle cell ymphoma, yH2AX, c-PARP, flavonoid
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POS5. VIABILITATEA IN VITRO POST-DECONGELARE A LIMFOCITELOR LA
PACIENTII CU LEUCEMIE LIMFOCITARA CRONICA

Monica Vuta’, lonela-Maria Cotoi', Doina-Ramona Manu?, Minodora Dobreanu'23
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Introducere: Crioconservarea poate influenta functionalitatea si numarul celulelor care pot fi recuperate pentru a fi utilizate in
experimente viitoare. Colorantii de viabilitate reactivi cu amine reprezinta o metoda utilad pentru experimentele de imunofenoti-
pare prin fluorescentd. In prezenta lucrare, am analizat viabilitatea limfocitelor pacientilor cu leucemie limfocitara cronica (LLC).

Metodologie: Limfocitele, provenite de la 20 pacienti diagnosticati cu LLC, au fost izolate prin metoda Ficoll, apoi crioconservate
la-140°C pentru o perioada de la 2 luni pana la 3 ani. Celulele au fost decongelate rapid si incubate in mediu complet RPMI-1640
continand 10%FBS la 37°C pentru 24h. Viabilitatea celulelor a fost determinata prin flow-citometrie cu ajutorul kitului de la BD
Horizon Fixable-Viability-Stain-780, imediat dupa decongelare si dupa 24h de incubare. De asemenea, s-a verificat apotoza si
prezenta leziunilor dublu-catenare ADN cu ajutorul colordrii pentru cPARP, respectiv yH2AX, la limfocitele unui pacient LLC si unui
subiect sdnatos dupa 24h de resting.

Rezultate: Viabilitatea celulelor lotului a fost aparent satisfacatoare imediat dupa decongelare (80.49%+18.26), insa dupd 24h
de incubare (64.00%+19.41), aceasta s-a dovedit a fi semnificativ statistic mai scazuta (P<0.01). La sanatos, viabilitatea celulara
a fost satisfacatoare post-decongelare (92.6%) si la 24h (84%), prezentand o expresie ridicata de yH2AX (54%). La subiectul LLC,
viabilitatea a fost 71.5% post-decongelare si 66.4% dupad 24h, insa nivelul yH2AX la 24h a fost de doar 9%. Expresia cPARP a fost
4.8% la sanatos si 5% la pacient.

Discutii/Concluzii: Analiza viabilitdtii dupa decongelare si resting este importanta pentru a cunoaste capacitatea de supravietuire
a celulelor LLC, deci daca sunt eligibile pentru a fi utilizate ulterior in experimente in vitro. De asemenea, dacd celulelor nu li se
ofera timpul si conditiile necesare pentru recuperare, datele colectate din studiile din aval pot fi denaturate, in special cele care
se ocupa de stimulare sau diferentiere.

Cuvinte cheie: crioconservare, coloranti de viabilitate, flow-citometrie

PO5.IN VITRO POST-THAW VIABILITY OF LYMPHOCYTES IN PATIENTS WITH
CHRONIC LYMPHOCYTIC LEUKEMIA

Introduction: Cryopreservation can influence the functionality and number of cells that can be recovered for use in future experi-
ments. Amine-reactive viability stains are a useful method for fluorescence immunophenotyping experiments. In the present
work, we analyzed the viability of lymphocytes from chronic lymphocytic leukemia (CLL) patients.

Materials and methods: Lymphocytes, from 20 patients diagnosed with CLL, were isolated by the Ficoll method, then cryopre-
served at-140°C for 2 months up to 3 years. Cells were rapidly thawed and incubated in RPMI-1640 complete medium contain-
ing 10%FBS at 37°C for 24h. Cell viability was determined by flow cytometry using the BD Horizon Fixable-Viability-Stain-780 kit
immediately after thawing and after 24h of incubation. Apoptosis and the presence of DNA double-stranded lesions were also
checked using staining for cPARP and yH2AX, respectively, in lymphocytes from a CLL patient and a healthy subject after 24h of
resting.

Results: The viability of cells was apparently high immediately after thawing (80.49%+18.26), but after 24h incubation
(64.00%+19.41), it was found to be statistically significantly lower (P<0.01). In the healthy subject, cell viability was high post-
thaw (92.6%) and at 24h (84%), showing high expression of yH2AX (54%). In CLL subjects, viability was 71.5% post-thaw and
66.4% after 24h, but yH2AX level at 24h was only 9%. cPARP expression was 4.8% in healthy subject and 5% in patient.

Discussion/Conclusions: Analysis of viability after thawing and resting is important to know the survival of CLL cells, thus whether
they are eligible for further use in in vitro experiments. Also, if cells do not have time to recover, data collected from downstream
studies may be skewed, especially those that deal with stimulation or differentiation.

Keywords: cryopreservation, viability dyes, flow cytometry
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P06.ANALIZA GENOTOXICITATII FISETINEI ASUPRA CELULELOR TUMORALE
DIN LEUCEMIA LIMFOCITARA CRONICA- STUDIU PILOT
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Introducere: Leucemia limfocitara cronicd (LLC) reprezinta o afectiune malignd indolentd caracterizata de proliferarea si acu-
mularea limfocitelor mici nefunctionale in sdnge, maduva si organe limfoide secundare. Flavonoidele naturale prezinta efecte
citotoxice si apoptotice in diverse celule canceroase in vitro. Obiectivul acestui studiu a fost de a compara efectul fisetinei asupra
viabilitatii si a expresiei biomarkerului de deteriorare si reparare a ADN-ului H2AX fosforilat (yH2AX) intre limfocitele unui pacient
LLC si unui subiect sanatos.

Metodologie: Limfocitele, provenite din sangele periferic de la un pacient diagnosticat cu LLC si un subiect sanatos, au fost cul-
tivate in vitro cu fisetind timp de 24h la concentratii de OuM, 20uM, 40uM, 60uM, 80uM si 100uM. Apoptoza si rupturile dublu
catenare ale ADN-ului au fost evaluate cu ajutorul citometriei in flux prin analiza simultana a nivelurilor celulare de PARP scindat
(cPARP) si yH2AX, iar viabilitatea celulor a fost verificata cu kit-ul Fixable Viability Stain780 (BD Horizon).

Rezultate: Dupa expunerea la genotoxic, limfocitele pacientului LLC au prezentat un raspuns citotoxic de tip doza-efect in ceea ce
priveste expresia cPARP (1.9%-13.2%) comparativ cu cele ale subiectului sanatos (1.9%-3.9%). Raspunsul reparator al leziunilor
ADN reprezentat de expresia yH2AX este mai pregnant la celulele sanatoase (media=20.2%) fata de cele maligne (media=9.8%),
iar viabilitatea medie a limfocitelor a fost mai scdzuta la pacient (59.9%) fata de control (75.2%).

Discutii/Concluzii: Concentratiile de fisetina folosite s-au dovedit a fi proapoptotice si ddunétoare pentru ADN in vitro, dependent
de dozd pentru celula tumorala din LLC. Viitoarele studii care investigheaza si demonstreaza acest fenomen ar putea contribui la
cresterea ratei de succes al tratamentului clasic.

Cuvinte cheie: leucemie limfoida cronicd, citotoxicitate, fisetina

P06.IN VITRO CYTOTOXICITY AND GENOTOXICITY OF FISETIN ON CHRONIC
LYMPHOCYTIC LEUKEMIA CELLS- A PILOT STUDY

Introduction: Chronic lymphocytic leukemia (CLL) is an indolent malignancy characterized by increased production and accumu-
lation of dysfunctional B lymphocytes in the blood, blood marrow and secondary lymphoid organs. Natural flavonoids exhibit in
vitro cytotoxic and apoptotic effects in various cancer cells. The present study is aimed at comparing the in-vitro effect of fisetin
on viability, apoptosis and expression of yH2AX between lymphocytes from a CLL patient and a healthy subject.

Materials and methods: Lymphocytes from a CLL patient and a healthy subject were treated with fisetin for 24h at concentrations
of OuM, 20uM, 40uM, 60uM, 80uM and 100uM. Apoptosis and DNA double strand breaks were assessed using flow cytometry
by simultaneous analysis of cleaved PARP (cPARP) and yH2AX, and cell viability analysis was performed using BD Horizon Fixable
Viability Stain780 kit.

Results: Fisetin exhibited dose-response cytotoxicity via expression of cPARP (1.9%-13.2%) in CLL lymphocytes compared to
healthy lymphocytes (1.9%-3.9%). Expression of the DNA damage response yH2AX marker was more prominent in healthy cells
(mean=20.2%) compared to malignant cells (mean=9.8%), and mean lymphocyte viability was lower in patient (59.9%) compared
to control (75.2%).

Discussion/Conclusions: Fisetin demonstrated apoptotic inducing ability in CLL cells. Future research is required to largely inves-
tigate this phenomenon to help increase the success rate of conventional treatment.

Keywords: chronic lymphocytic leukemia, cytotoxicity, fisetin
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P07.EVOLUTIA CITOGENETICA CLONALA A LEUCEMIEI ACUTE MONOBLAS-
TICE DE NOVO (PREZENTARE DE CAZ)

Ana-Maria Serban?, Silvana Angelescu'2, Doina Barbu?, Cristina Mambet', Florentina Gradinaru?,
Sorina M. Papuc?23, Andrei Turbatu'2, Andrei Colita'2

1 Universitatea de Medicina si Farmacie “Carol Davila” Bucuresti

2 Spitalul Clinic “Coltea” Bucuresti, Institutul National de Cercetare-Dezvoltare in Domeniul Patologiei si Stiintelor
Biomedicale “Victor Babes” Bucuresti

Introducere: Leucemia acuta monoblasticd (LAM-M5) reprezinta 5-8% din totalul leucemiilor acute mieloide. Caracteristicile
citogenetice in LAM-MS5 sunt heterogene, iar patologia are deseori prognostic rezervat.

Materiale si metode: O pacienta in varsta de 55 ani, fara antecedente patologice semnificative, se prezinta in clinica noastra cu
suspiciune de leucemie acuta. Au urmat investigatii clinice si paraclinice, incluzand examen morfologic si imunofenotipic al aspi-
ratului medular. Au fost folosite tehnici de biologie moleculard pentru detectia remanierilor genice FLT3-ITD, RUNX1::RUNX1T1,
CBFB::MYH11, impreuna cu tehnici de citogenetica clasica si moleculara pentru detectia KMT2A si a locusului TP53 pe preparate
de culturi celulare medulare.

Rezultate: Pacienta a prezentat clinic hipertrofie gingivala si hepatomegalie usoard. Hemoleucograma a decelat hiperleucocitoza
cu monocitoza si anemie medie. Examinarea morfologica a aspiratului medular a identificat o populatie blastica (74%), incadrata
imunofenotipic ca AML-M5a. Examinarea citogenetica a decelat o clona cu 46 de cromozomi si deletia bratului lung al cromozo-
mului 13. Testele moleculare FLT3-ITD, RUNX1::RUNX1T1, CBFB::MYH11, KMT2A au fost negative. Pacienta a primit tratament de
inductie cura ‘3+7’ cu remisiunea completd a bolii, urmata de 3 cure de consolidare. Evaluarea hematologica post consolidare a
identificat recdderea bolii- populatie blastica cu fenotip identic celei initiale, iar analiza citogeneticd a evidentiat evolutie clonald
cu cariotip complex (3 subclone cu 47 de cromozomi, remanieri cromozomiale structurale aditionale si un cromozom marker).
Locusul TP53 a fost normal. in prezent pacienta se afl3 in aplazie medulard prelungitd post reinductie cu IDA-FLAG.

Concluzii: Investigatiile citogenetice sunt importante pentru intelegerea evolutiei bolii si stabilirea prognosticului LAM-5a.

Cuvinte cheie: leucemie acuta monoblastica, evolutie clonald, cariotip complex

PO7.CYTOGENETIC CLONAL EVOLUTION OF DE NOVO ACUTE MONOBLASTIC
LEUKEMIA (CASE REPORT)

Introduction: Acute monoblastic leukemia (AML-M5) represents 5-8% of total acute myeloid leukemias. Cytogenetic features
are heterogeneous in AML-M5. The disease has been reported to have a poor prognosis compared to other subtypes of AML,
although this has not been clearly established.

Materials and methods: We present a 55-year-old female without relevant medical history referred to our clinic with the suspi-
cion of AML. Clinical evaluation and laboratory investigations were performed including morphological and immunophenotypic
characterization. PCR-based techniques were used for the FLT3-ITD, RUNX1::RUNX1T1, CBFB::MYH11 rearrangements detection.
Classical and molecular cytogenetics (Fluorescence in situ hybridization- FISH- for KMT2A, TP53 locus) were performed on slides
from unstimulated bone marrow cultures.

Results: The clinical onset of the disease was with light gingival hyperplasia and hepatomegaly. Laboratory findings: CBC- hy-
perleukocytosis, monocytosis and moderate anemia; bone marrow morphology revealed 74% blasts- immunophenotypically
AML-M5a. GTG-banding identified a clone with 46 chromosomes and deletion of chromosome 13q. FLT3-ITD, RUNX1::RUNX1T1,
CBFB::MYH11, KMT2A were negative. She received ‘3+7’ induction chemotherapy with complete remission followed by 3 cycles
of consolidation chemotherapy. Further hematological assessment showed the recurrence of blast population with the initial
phenotype and cytogenetic investigation revealed clonal evolution with CK (3 subclones bearing 47 chromosomes with a marker
chromosome and additional structural rearrangements). TP53 locus was normal. Currently, the patient is in prolonged medullar
aplasia after IDA-FLAG reinduction.

Conclusions: Cytogenetic investigation is important in understanding the evolution of the disease and the evaluation of the
prognosis in LAM-5a.

Key words: acute monoblastic leukemia, clonal evolution, complex karyotype (CK)
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P08.INVESTIGAREA GENETICA A PACIENTILOR CU LEUCEMIE ACUTA MIELO-
IDA

Florin Tripon, George Andrei Crauciuc, Erzsebet Lazar, Carmen Muntean, Adrian Trifa, Claudia Banescu

UMFST George Emil Palade, Targu Mures, Romania

Scopul acestui studiu a fost de a identifica care ar fi cele mai bune tehnici de analiza geneticd pentru pacientii cu leucemie acuta
mieloida (LAM) n vederea identificarii susceptibilitdtii lor genetice, a prognosticului bolii si nu Tn ultimul rand Tn vederea initierii
unei terapii personalizate.

Am efectuat mai multe studii, analizand un numar de 405 pacienti cu tehnica de citogenetica clasica si cu diverse tehnici mole-
culare. Pentru a identifica anomaliile moleculare am utilizat tehnica MLPA, LD-RT-PCR, secventierea NGS, analiza de fragmente,
secventierea capilara si multiple tehnici bazate pe reactia PCR.

Variantii ale numarului de copii (CNV) ale ADN-ului au fost identificate la 148 (36.54%) pacienti, tehnica LD-RT-PCR a detectat
fuziuni ale unor gene la 109 (26,91%) pacienti, secventierea NGS cu un panel specific pentru LAM a identificat, in medie, 20 de
variante genetice per pacient. Mutatiile somatice precum mutatiile FLT3-ITD si NPM1 au fost identificate la aproximativ 30% din
pacienti, acestea fiind identificate prin mai multe tehnici moleculare, inclusiv tehnica multiplex PCR cu analiza de fragmente pen-
tru identificarea frecventei variantei alelice.

Toate aceste tehnici sunt utile pentru pacientii cu LAM. Fiecare tehnicd are beneficiile ei, provocari dar si limite, acestea fiind discu-
tate Tn cadrul prezentarii. Fiecare tehnica acopera limitele altei tehnice si impreuna ajuta clinicienii la identificarea susceptibilitatii
genetice a pacientilor, la stratificarea prognosticului bolii si nu in ultimul rand la initierea unei terapii personalizate.

Acest studiu a fost finantat in cadrul unui proiect de cercetare finantat de catre CNCS—UEFISCDI, numar proiect PN-III-P4-ID-
PCE-2020-1928, PNCDI IIl, numar contract PCE 72/2021.

PO8.GENETIC APPROACHES FOR ACUTE MYELOID LEUKEMIA PATIENTS

The purpose of this study was to identify the best genetic testing approaches for acute myeloid leukemia (AML) patients to find
their susceptibilities, prognosis, and the available personalized treatment.

In different studies, we analyzed 405 AML patients by cytogenetics technique and several molecular techniques. In order to find
molecular abnormalities, we used MLPA technique, LD-RT PCR, NGS sequencing, fragment analysis, capillary sequencing and PCR
based techniques.

CNVs were found on 148 (36.54%) patients, the LD-RT-PCR technique detected gene fusions on 109 (26,91%) patients, NGS se-
quencing with specific panel for AML identified approximatively 20 variants per patient. Somatic mutations such as FLT3-ITD and
NPM1 were identified on approximately 30% of patients, being performed by several techniques, including multiplex PCR with
fragment analysis for variant allele frequency (VAF) identification.

All of these techniques are useful for AML patients. Each technique had benefits, challenges and limitations that will be dis-
cussed. Each technique overlaps the limitations of the others and all of them can help the clinicians to find patients susceptibili-
ties, prognosis, and to reach the personalized treatment.

This work was supported, in part, by a grant from the Romanian Ministry of Education and Research, CNCS—UEFISCDI, project
number PN-III-P4-ID-PCE-2020-1928, within the PNCDI Ill, contract no. PCE 72/2021.
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P09. PREZENTA UNOR MUTATII TP53 SI EGFR IN CARCINOMUL DE ESOFAG

Valentina Stratan, Mihail Novac, Victor Sitnic, Valeri Tutuianu, Cristina Popa, Veronica Balan,
Victoria Trohin, Anatolie Zatic

Laboratorul Stiintific Biologia Cancerului, IMSP Institutul Oncologic, Republica Moldova

Introducere / Obiectiv: Carcinomul de esofag (CE) este o cauza majord a mortalitatii cauzate de carcinoame ce se caracterizeaza
printr-un proces de acumulare succesiva de modificari genetice, care apar frecvent in gena TP53, aceasta avand un rol funda-
mental Tn mentinerea stabilitatii genomice. Pe de alta parte, mutatiile genei EGFR ar permite aplicarea tratamentelor combinate
in cazurile de CE avansate. In cercetarile efectuate ne-am propus s3 determindm frecventa unor mutatii in genele TP53 si EGFR.

Materiale si metode: : in studiu au fost incluse 45 persoane diagnosticate primar cu tumoare de esofag investigate in Institutia
Medico-Sanitara Publicd (IMSP) Institutul Oncologic in perioada 2020-2023, dintre care 43 persoane au fost diagnosticate cu
carcinom scuamos de esofag si doua persoane cu adenocarcinom de esofag. ADN-ul a fost izolat din tesut tumoral si analizat pen-
tru mutatiile TP53:c.524G>A, TP53:¢c.818G>A, TP53:c.817C>T, EGFR:19Del, EGFR:c.2573CT>AG si EGFR:c.2369C>T prin metoda
RT-PCR.

Rezultate: S-au identificat 10 (22,2%, 10/45) persoane pozitive pentru cel putin o mutatie in gena TP53, dintre care in 10% (1/10)
cazuri mutatia este germinald (TP53:c.818G>A, provoaca sindromul Li-Fraumeni), iar in 90% (9/10) mutatiile sunt de origine
somaticd, totodatd in 60% (6/10) din cazuri persoanele sunt pozitive pentru mutatia TP53:c.818G>A. In cazul genei EGFR au fost
identificate doua (4,44%, 2/45) probe pozitive pentru mutatia EGFR:ex19del.

Concluzii: Frecventa mutatiilor studiate in gena TP53 este de 22,22%, iar 9 din 10 prezintd origine somatici. in gena EGFR din cele
3 mutatii investigate a fost detectata doar deletia exonului 19 (4,44 %).

Cuvinte cheie: Carcinom de esofag, carcinom scuamos, mutatii.
Studiul a fost realizat in cadrul Programului de Stat IMGENCCS 2020-2023, cod 20.80009.8007.02.

P09. PRESENCE OF SOME TP53 AND EGFR MUTATIONS IN CARCINOMA OF
THE ESOPHAGUS

Introduction / Objectives: Esophageal carcinoma (EC) is a major cause of mortality caused by carcinomas. It is characterized by
a process of successive accumulation of genetic changes, frequently occurred in the TP53 gene, which has a fundamental role in
maintaining genomic stability. On the other hand, EGFR gene mutations would allow the application of combined treatments in
cases of advanced CE. In the present work we aimed to determine the frequency of some mutations in the TP53 and EGFR genes.
Materials and Methods: The study included 45 patients diagnosed primarily with esophageal tumor investigated in the Oncologi-
cal Institute of Republic of Moldova in the period 2020-2023. Among these, 43 people were diagnosed with squamous carcinoma
of the esophagus and two people with adenocarcinoma of the esophagus. DNA was isolated from tumor tissue and analyzed for
TP53:c.524G>A, TP53:¢.818G>A, TP53:¢c.817C>T, EGFR:19Del, EGFR:c.2573CT>AG and EGFR:c.2369C>T mutations by the RT-PCR
method.

Results: There were identified 10 (22.2%, 10/45) positive individuals for at least one mutation in the TP53 gene, of which in 10%
(1/10) cases the mutation has a germline origin (TP53:¢c.818G>A, causing Li-Fraumeni syndrome). Also 90% (9/10) of the muta-
tions are of somatic origin, also in 60% (6/10) of the cases patients are positive for the TP53:¢.818G>A alteration. In the case of
the EGFR gene two (4.44%, 2/45) positive samples for the EGFR:ex19del mutation were identified.

Conclusions: The frequency of mutations studied in the TP53 gene is 22.22%, and 9 out of 10 have a somatic origin. In the EGFR
gene from 3 investigated mutations was detected only exon 19 deletion (4.44 %).

Key words: Esophageal carcinoma, squamous cell carcinoma, mutations.
The study was carried out within the State Program IMGENCCS 2020-2023, code 20.80009.8007.02.
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P10. PREVALENTA HPV iN CARCINOAMELE SCUAMOASE DE CAP SI GATIN
POPULATIA REPUBLICII MOLDOVA

Valentina Stratan, Valeri Tutuianu, Cristina Popa, Victor Sitnic, Adrian Clipca, Ina Sclifos

Laboratorul Stiintific Biologia Cancerului, IMSP Institutul Oncologic, Republica Moldova

Introducere: Virusul Papiloma Uman (HPV) este considerat un agent etiologic important in dezvoltarea carcinoamelor scuamoa-
se de cap si gat (HNSCC) pe langa consumul de alcool si tabac. S-a stabilit cda HNSCC HPV+ ale orofaringelui prezinta un prognostic
diferit si necesitd o abordare terapeutica diferitd. La moment, in Republica Moldova nu se testeaza HPV in HNSCC. Acesta este
primul studiu al prevalentei HPV in HNSCC in populatia Republicii Moldova.

Materiale si Metode: Tn studiu au fost incluse 128 persoane diagnosticate primar cu HNSCC (15 femei si 113 barbati) localizat
n cavitatea bucald (OCSC), orofaringe (OPHSC), laringe (LXSC), hipofaringe (HPHSC) si un caz cu localizare primara necunoscuta
(HNSCUP). ADN-ul a fost izolat din saliva si analizat pentru 12 genotipuri HPV de risc inalt prin metoda RT-PCR. Probele pozitive
au fost confirmate din tesutul tumoral.

Rezultate: Din 128 persoane cu HNSCC testate pentru infectia cu HPV, 17 (13,28%) au avut rezultat pozitiv, iar la 111 (86,72%)
nu a fost detectata infectia. Dintre cele 17 probe pozitive, in 16 (94,12%) probe s-a identificat genotipul HPV16 si intr-o probad
(5,88%) genotipul HPV18. Doua (13,33%, 2/15) probe pozitive s-au identificat la femei si 15 (13,27%, 15/113) la barbati. Cel mai
frecvent carcinom HPV+ a fost detectat in cazul OPHSC (30,30%, 10/33) urmat de LXSC (10,00%, 2/20) si OCSC (6,94%, 5/72).
Concluzii: Prevalenta HNSCC HPV+1n populatia Republicii Moldova prezinta o cifrd asemandtoare intre femei si barbati, ce consti-
tuie 13,33% si respectiv 13,27% si cu o prevalenta general de 13,28 %. HPV16 se intalneste in 94,12 % de cazuri HPV+, mai
frecvent fiind asociat cu OPHSC.

Cuvinte cheie: HPV, carcinom scuamos de cap si gat.
Studiul a fost realizat in cadrul Programului de Stat IMGENCCS 2020-2023, cod 20.80009.8007.02.

P10. HPV PREVALENCE IN HEAD AND NECK SQUAMOUS CELL CARCINOMA
IN THE POPULATION OF THE REPUBLIC OF MOLDOVA

Introduction: Human papillomavirus (HPV) is considered an important etiological agent in the development of head and neck
squamous cell carcinomas (HNSCC), in addition to alcohol and tobacco use. It has been established that HPV+ HNSCC of the
oropharynx has a different prognosis and requires a different therapeutic approach. Currently, HPV is not tested in HNSCC in the
Republic of Moldova. This is the first study of HPV prevalence in HNSCC in the population of the Republic of Moldova.

Materials and methods: The study included 128 people with primary HNSCC (15 women and 113 men) located in the oral cavity
(OCSC), oropharynx (OPHSC), larynx (LXSC), hypopharynx (HPHSC) and one case with unknown primary location (HNSCUP). DNA
was isolated from saliva and analysed for 12 high-risk HPV genotypes by RT-PCR method. Positive samples were confirmed from
tumour tissue.

Results: From 128 people with HNSCC tested for HPV infection, 17 (13.28%) had positive results while in 111 (86.72%) the infec-
tion hasn’t been detected. Among the 17 positive samples, the HPV16 genotype was identified in 16 (94.12%) samples and the
HPV18 genotype in one sample (5.88%). Two (13.33%, 2/15) positive samples were identified in women and 15 (13.27%, 15/113)
in men. The most common localization in which HPV+ has been detected is OPHSC (30.30%, 10/33) followed by LXSC (10.00%,
2/20) and OCSC (6.94%, 5/72).

Conclusions: The prevalence of HNSCC HPV+ in the population of the Republic of Moldova is comparable between women and
men, having a value of 13.33% and 13.27%, respectively and overall prevalence is 13.28 %. HPV16 occurs in 94.12% of HPV+
cases, being more frequently associated with OPHSC.

Key words: HPV, head and neck squamous cell carcinoma

The study was carried out within the State Program IMGENCCS 2020-2023, code 20.80009.8007.02.
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P11.CARCINOM MAMAR LOBULAR METASTAZAT INTR-UN FIBROM OVARIAN

Alexandra Corina Faur!, Camelia Vidita Gurban?, Razvan Vlad Tirziu3

T Departamentul | Anatomie si Embriologie, Disciplina Anatomie si Embriologie, Universitatea de Medicina si
Farmacie “Victor Babes” Timisoara;

2 Departamenrul IV Biochimie si Farmacologie, Disciplina Biochimie, Universitatea de Medicina si Farmacie “Victor
Babes” Timisoara;

3 Departamentul IX — Chirurgie |, Disciplina Semiologie chirurgicald | si Chirurgie toracica, Universitatea de Medicina
si Farmacie "Victor Babes” Timisoara

Introducere: Cancerul mamar reprezinta o cauza principald de mortalitate in randul femeilor din lumea intreaga, cu 10% cazuriin
care sunt identificate metastaze la momentul diagnosticului. Cele mai frecvente situsuriin care aceste tumori dau metastaze sunt
la nivel osos, pulmonar, in pleure, tesuturi moi sau in ficat. Metastaze ovariene au fost citate in 3-38% din studii.

Obiectiv: Tn aceastd lucrare prezentdm aspectele histopatologice, imunohistochimice si histochimice ale unui caz de carcinom
mamar lobular care a metastazat intr-un fibrom ovarian.

Material si metoda: O pacienta de 82 de ani s-a prezentat la sectia de Chirurgie a Spitalului Clinic Municipal de Urgenta Timisoara
unde i s-a stabilit un diagnostic de tumora de ovar drept si a fost supusa unei anexectomii bilaterale.

Rezultate: Ovarul drept a avut un aspect macroscopic de masa nodulard gélbuie-cafenie de 10/8/7 cm. Microscopic ovarul tumo-
ral a prezentat o proliferare celulara bifazica, in care sunt prezente celule fusiforme si ovalare si o populatie monotona de celule
aranjate in siruri si cordoane. Celulele monotone au fost imunopozitive pentru anticorpii: citokeratina AE1/AE3, mamaglobina
si GCDFP-15, iar cele fusiforme si ovalare la calretinind si inhibind. Analiza histochimica pentru reticulind si PAS-AA a evidentiat
fibrele de reticulind si membrana bazald. in celulele monotone s-a evidentiat prezenta mucinelor intracelulare. Pacienta avea un
diagnostic anterior de carcinom mamar lobular stang. Diagnosticul stabilit a fost de carcinom mamar lobular care a metastazat
intr-o tumora ovariand benigna de tip fibrom.

Concluzii: Metastaza unui carcinom mamar intr-o tumora ovariand reprezintd un diagnostic dificil si o entitate rar intalnita.
Cuvinte cheie: carcinom mamar lobular, fibrom ovarian, metastaza.

P11. LOBULAR BREAST CARCINOMA METASTATIC TO AN OVARIAN FIBRO-
MA

Introduction: Breast cancer is the main causes of cancer-related mortality among women worldwide with 10% of patients ex-
hibiting distant metastasis at the time of diagnosis. The frequent sites of metastases are bone, lung, pleura, soft-tissue and liver.
Ovarian metastasis from breast carcinoma accounts for 3-38% of all ovarian neoplasms.

Objective: We present the histopathological, histochemical and immunohistochemical findings in a case of lobular breast carci-
noma metastatic to an ovarian fibroma.

Material and method: A 82-year-old female presented to the Surgery Department of City Hospital Timisoara and a right ovarian
tumour diagnosis was made by the clinician. Both ovaries were excised.

Results: The right ovary presented as a 10/8/7 cm multinodular mass with yellowish-tan to brown-coloured. The microscopic ex-
amination of the ovary revealed a stromal tumour composed of spindled and ovoid cells with a variably collagenous stroma that
intermingled with areas of monomorphic tumour cells arranged in single files and cords. These cells were positive for cytokeratin
AE1/AE3, mamaglobin and GCDFP-15. The spindled and ovoid cells were positive to inhibin and calretinin. A histochemical analy-
sis with reticulin and Periodic-Acid Schiff Alcian-blue (PAS-AA) was made. The reticular fibres and basement membrane material
was highlighted and the monomorphic tumour cells stained with blue colour. The patients had a previous diagnosis of left lobular
carcinoma. The final diagnosis was of lobular breast carcinoma metastasis in a benign ovarian fiboroma was made.

Conclusion: Metastatic breast carcinoma superimposed on an ovarian tumour is a rare occurrence and a challenging diagnosis.
Key words: lobular breast carcinoma, ovarian fibroma, metastases
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P12. BIOMARKERII DE LABORATOR Al LONG COVID

Anatolie Vignevschi, Veronica Mocanu

USMF " N. Testemitanu”, Chisinau, Moldova, UMF "Grogore T.Popa”, lasi, Romania

Introducere: La data de 14 martie 2023, au fost inregistrate peste 682 de milioane de cazuri confirmate de boala coronavirus
2019 (COVID-19) in intreaga lume. Desi mai mult de 98% dintre pacientii cu infectie acuta severa (SARS-CoV-2) supravietuiesc,
o parte semnificativd a pacientilor poate dezvolta simptome care dureaza saptamani sau luni dupad ce infectia a disparut, starea
fiind denumitd long COVID. OMS defineste Long-COVID ca aparand , de obicei la 3 luni de la debutul Covid-19 cu simptome care
dureaza cel putin 2 luni si nu pot fi explicate printr-un diagnostic alternativ”.

Material si metoda: A fost efectuatd o revizuire sistematica a literaturii pentru articolele originale cu utilizarea bazelor de date
din PubMed si HINARI.

Rezultate: Studiile care au evaluat profilurile de citokine si biomarkeri la pacientii cu long COVID, au constatat valori crescute de
interleukine IL-17 si IL-2 si niveluri scazute de IL-10, IL-6 si IL-4 . Markerii SLC6A19, ACE2, TMRSS2, TMPRSS4, IFN-g si IL-17A, s-au
dovedit a fi asociati leziunilor neurologice; IL-6, CRP, TGF-b, TNF-a, IL-17A, IL-17D, VCAM-1 si ICAM-1 pot fi asociati cu un risc
ridicat de susceptibilitate pentru fibroza pulmonard; markeri inflamatori, inclusiv hsCRP, IL-6 si TNF-a si imunoglobulina G (anti-
domeniu de legare a receptorului SARS-CoV-2 (RBD), au corelat negativ cu rezistenta la de efort fizic la acesti pacienti.

Concluzii: Long COVID este o boala multisistem care se dezvolta indiferent de severitatea initiald a bolii. Mecanismele care stau
la baza fiziopatologiei sunt inca neclare. Long COVID prezinta valori crescute ale biomarkerilor inflamatori dupa infectia initiala.
Cu toate acestea, sunt necesare studii clinice pentru a identifica noi biomarkeri sau pentru testarecelor existenti in populatia
generala si in anumite situatii clinice.

Cuvinte cheie: Long COVID-19; biomarkeri.

P12. LABORATORY BIOMARKERS OF LONG COVID

Background: As of March 14, 2023 there are more than 682 million confirmed cases of the coronavirus disease 2019 (COVID-19)
worldwide. Although more than 98% of patients with severe acute (SARS-CoV-2) infection can survive acute COVID, a significant
portion of survivors can develop residual health problems, which is termed as long COVID. The WHO defined it as the continua-
tion or development of new symptoms 3 months after the initial SARS-CoV-2 infection, with these symptoms lasting for at least
2 months with no other explanation.

Methods: A systematic literature review in PubMed and HINARI was performed for original articles based on a search strategy
related to the objectives.

Results: Studies that evaluated the cytokine and biomarker profiles of patients with long COVID found that patients with long
COVID had higher levels of interleukin IL-17 and IL-2, and lower levels of IL-10, IL-6, and IL-4. Several markers, such as SLC6A19,
ACE2, TMRSS2, TMPRSS4, IFN-g, and IL-17A, were found to be associated with neurological sequelae; several biomarkers, such
as IL-6, CRP, TGF-b, TNF-a, IL-17A, IL-17D, VCAM-1 and ICAM-1 may be associated with a high risk of susceptibility for pulmonary
fibrosis; three inflammatory markers, including hsCRP, IL-6, and TNF-a, and the SARS-CoV-2 receptor-binding domain (RBD) im-
munoglobulin G, were negatively correlated with exercise capacity.

Conclusions: Long COVID is a multisystem disease that develops regardless of the initial disease severity. The mechanisms under-
lying its pathophysiology are still unclear. Long COVID presents elevated inflammatory biomarkers after initial infection. However,
large clinical trials are needed to identify new biomarkers or test those already proposed in the general population and in specific
clinical settings.

Keywords: Long COVID-19; biomarkers.
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P13. IMPORTANTA DOZARII PCTQ SI PROTEINA "C" REACTIVA iN INFECTIA
CU SARS-COV-2

Maria Totan'2 Camelia Grigore?, Stefan Cristea?, Nicolae Grigore'3

T Universitatea “Lucian Blaga” din Sibiu, Facultatea de Medicing, Sibiu, Roméania
2 Spitalul Clinic de Pediatrie, Sibiu, Romania, 3Spitalul Clinic Judetean de Urgentd, Sibiu, Romania

Introducere: Infectia cu COVID-19 produce o tulburare respiratorie sistemica sustinuta de sindromul respirator acut sever coro-
navirus-2. Tn timpul infectiilor bacteriene este amplificatd producerea si eliberarea in circulatie a procalcitoninei din surse extra-
tiroidene. Lucrarea de fata isi propune analizarea rezultatelor de Procalcitonina (PCTQ) si Proteina "C" reactiva (CRP) la pacientii
infectati cu SARS-CoV-2 si un lot martor, din perioada 1 aprilie 2021-1 aprilie 2022 incercand sa gasim o corelatie la copiii internati
n cadrul Spitalului Clinic de Pediatrie din Sibiu, coroborat cu datele din literatura.

Material si Metodé: In acest studiu au fost inclusi 86 copii, 43 diagnosticati cu COVID-19 si 43 pacienti care au prezentat rezultate
negative pentru infectia cu COVID-19 (lotul martor), in cadrul Spitalul Clinic de Pediatrie, Sibiu. Prezenta SARS-CoV-2 a fost deter-
minata folosind teste RT-PCR sau teste rapide Ag COVID-19, PCTQ si CRP au fost analizate din ser folosind analizorul SD Biosensor
F2400, respectiv Arhitect C4000.

Rezultate: Analizand rezultatele obtinute se constata o crestere semnificativa a nivelelor plasmatice ale PCTQ (86,6%), CRP
(79,8%) la pacientii cu infectie COVID-19 comparativ cu pacientii din lotul martor PCTQ (11,1%) si CRP (8,9%), p<0,05.
Concluzii: Cresterea PCTQ si CRP reflecta prezenta unei infectii bacteriene, fiind markeri utili pentru a prezice riscul de a dezvolta
forme severe de boal3, in concordanta cu literatura de specialitate.

P13. IMPORTANCE OF PCTQ DOSAGE AND "C" REACTIVE PROTEIN IN SARS-
COV-2 INFECTION

Introduction: The infection with COVID-19 produces a systemic respiratory disorder supported by severe acute respiratory syn-
drome coronavirus-2. During bacterial infections, the production and release into the circulation of procalcitonin from extrathy-
roidal sources is enhanced. The present work aims to analyze the results of Procalcitonin (PCTQ) and C-reactive Protein (CRP) in
patients infected with SARS-CoV-2 and a control group, from April 1, 2021- April 1, 2022, trying to find a correlation in hospitali-
zed children in the Pediatric Clinical Hospital in Sibiu, corroborated with data from the literature.

Material and Method: In this study, 86 children were included, 43 diagnosed with COVID-19 and 43 patients who showed nega-
tive results for the infection with COVID-19 (control group), in the Pediatric Clinical Hospital, Sibiu. The presence of SARS-CoV-2
was determined using RT-PCR tests or rapid Ag COVID-19 tests, PCTQ and CRP were analyzed from serum using SD Biosensor
F2400 and Architect C4000 analyzers, respectively.

Results: Analyzing the obtained results, a significant increase in plasma levels of PCTQ (86.6%), CRP (79.8%) was observed in
patients with COVID-19 infection compared to patients in the PCTQ control group (11.1%) and CRP (8.9%), p<0.05.

Conclusions: The increase of PCTQ and CRP reflects the presence of a bacterial infection, being useful markers to predict the risk
of developing severe forms of the disease, in accordance with the specialized literature.
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P14. CUANTIFICAREA IMUNOGLOBULINEI A SALIVARE CA PARAMETRU DE
EVALUARE A STATUSULUI IMUN IN AFECTIUNI ORO-DENTARE

Mircea Grigorian, Aureliana Caraiane, Marcel-Lucian Dobrescu, lulian Damian, Alexandra Bizanti

Facultatea de Stomatologie, Universitatea “Ovidius” din Constanta

Introducere / Obiectiv: Atat in boala parodontald cat si in periimplantitd, pacientul suferd de pierderea dintilor, respectiv a
implantului dentar, studiile legate de posibilitatile de diagnostic precoce a acestor afectiuni fiind teme de interes global. Desi
speciile bacteriene periodontopatogene repezinta etiopatogenia comuna a parodontitei si peri-implantitei, statusul imun este
un element important de care depinde evolutia ulterioard a acestor doud afectiuni. Imunoglobulina A salivara (IgAs) cuantificata
n salivd poate fi un marker de estimare a statusului imun n aceasta nisd ecologicd. Scopul studiului este de a identifica existenta
unei posibile corelatii intre 1gAs si statusul clinic oro-dentar in aceste 2 afectiuni, pentru realizarea unui diagnostic precoce si
monitorizarea acestora.

Metode: In studiu au fost 50 de subiecti: 10 s3nitosi, 30 cu boald parodontald si 10 cu peri-implantit, care au fost evaluati clinic
oro-dentar in cadrul Facultatii de Stomatologie din Constanta, in perioada octombrie-decembrie 2022. IgAs a fost cuantificata
prin metoda ELISA (Salimetrics, SUA). Analiza statistica s-a efectuat prin MedCalc 11.0 (testele Student si Pearson).

Rezultate: Nu exista diferente semnificativ statistice privind valorile IgAs intre pacientii cu boala pardontald si peri-implantita,
dar existd diferente semnificativ statistice intre sdnatosi si pacientii cu boala parodontala (p<0.0001), respectiv cu peri-implantita
(p<0.0001). Am obtinut corelatii inalte intre valorile IgAs si adancimea pungii parodontale (r=0.780, p=0.006) sau a santului peri-
implantar (r=0.810, p=0.005).

Concluzii: IgAs este un parametru de aparare nespecifica la nivelul mucoasei cavitatii orale, reflectand starea acesteia de sanata-
te. Acesta poate fi folosit ca marker de apreciere a statusului imun atat in boala parodontala cat si in peri-implantita.

Cuvinte cheie: Imunoglobulina A salivara, boala parodontald, peri-implantita.

P14. QUANTIFICATION OF SALIVARY IMMUNOGLOBULIN A AS AN EVALUA-
TION PARAMETER OF THE IMMUNE STATUS IN ORO-DENTAL DISEASES

Introduction / Objective: Both in periodontal disease and in peri-implantitis, the patient suffers from the loss of teeth, respec-
tively of the dental implant, the studies related to the possibilities of early diagnosis of these conditions being topics of global
interest. Although periodontopathogenic bacterial species represent the common etiopathogenesis of periodontitis and peri-
implantitis, the immune status is an important element on which the subsequent evolution of these two conditions depends.
Salivary immunoglobulin A (IgAs) quantified in saliva may be a marker that estimates the immune status in this ecological niche.
The purpose of the study is to identify the existence of a possible correlation between IgAs and the clinical oro-dental status in
these two diseases, in order to achieve an early diagnosis and their monitoring.

Methods: There were 50 subjects in the study: 10 healthy, 30 with periodontal disease and 10 with peri-implantitis, who were
clinically oro-dentally evaluated at the Faculty of Dentistry in Constanta, between October and December 2022. IgAs was quanti-
fied by ELISA method (Salimetrics, USA). Statistical analysis was performed using MedCalc 11.0 (Student and Pearson tests).

Results: We found no statistically significant differences regarding IgAs values between patients with periodontal disease and
peri-implantitis, but there are significant statistical differences between healthy individuals and patients with periodontal disease
(p<0.0001), respectively with peri-implantitis (p<0.0001). We obtained high correlations between IgAs values and the depth of
the periodontal pocket (r=0.780, p=0.006) or the peri-implant groove (r=0.810, p=0.005).

Conclusions: IgAs is a parameter of non-specific defence at the level of the mucous membrane from oral cavity, reflecting its state
of health. It can be used as a marker for appreciating the immune status both in periodontitis and peri-implantitis.

Key words: Salivary immunoglobulin A, periodontal disease, peri-implantitis.
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P15. MARKERII INFLAMATORI S| MARKERII METABOLICI CA INDICATORI Al
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Introducere / Obiectiv: Obiectivul acestui studiu prospectiv este de a determina daca unii markeri inflamatori si markeri meta-
bolici se asociaza cu dislipidemia.

Metode / Metodologie: Am efectuat un studiu retrospectiv in perioada august-decembrie 2022 pe 96 de pacienti, 44 fara dis-
lipidemie si 52 de pacienti diagnosticati cu dislipidemie. Am colectat date privind markerii inflamatori si metabolici pe care i-am
corelat cu criteriile de diagnostic pentru dislipidemie.

Rezultate: Subiectii care au fost inclusi Tn grupul de studiu au fost subiecti mai in varsta, de sex masculin, care aveau valori mai
ridicate de trigliceride, colesterol total, colesterol lipoproteic cu densitate scazuta, y-glutamiltransferaza, numar de granulocite
neutrofile, numar de monocite, numar de celule albe din sdnge, glicemie a jeun, uree nitrogen in sange si niveluri mai scazute
de colesterol lipoproteic cu densitate ridicatd au fost mai susceptibili de a avea dislipidemie nou diagnosticata. Am constatat ca
factorul inflamator a servit ca mediator in combinatie cu factorul metabolismului lipidic, factorul metabolismului glucidic si
factorul functiei renale, fiecare dintre acestia avand efecte diferite asupra dezvoltarii dislipidemiei, fie direct, fie indirect.

Concluzii / Discutii: Factorii de risc pentru dislipidemie includ markerii legati de metabolism. Aceasta asociere este mediata in
mod semnificativ de parametrii inflamatori. Aceste rezultate au sugerat ca ar trebui sa se ia in considerare tehnici de interventie
cuprinzatoare asupra biomarkerilor metabolici si inflamatori in prevenirea si tratamentul dislipidemiei.

Cuvinte cheie: markeri metabolici, inflamatie, dislipidemie

P15. INFLAMMATORY MARKERS AND METABOLIC MARKERS AS INDICA-
TORS OF ADULT DYSLIPIDEMIA

Introduction / Objectives: The objective of this prospective study was to determine whether some inflammatory markers and
metabolic markers are related to dyslipidemia.

Methods / Metodology: We conducted a retrospective study during August- December 2022 among 96 patients, 44 without
dyslipidemia, and 52 patients with dyslipidemia. We collected data on inflammatory and metabolic markers which we correlated
with diagnostic criteria for dyslipidemia.

Results: Subjects who were included in the study group were older, male subjects who had higher levels of triglycerides, total
cholesterol, low-density lipoprotein cholesterol, y-glutamyltransferase, neutrophil granulocyte count, monocyte count, white
blood cell count, fasting blood glucose, blood urea nitrogen, and lower levels of high-density lipoprotein cholesterol were more
likely to have newly identified dyslipidemia. We found that the inflammatory factor served as a mediator in combination with
the lipid metabolism factor, carbohydrate metabolism factor, and renal function factor, each of which had different effects on the
development of dyslipidemia, either directly or indirectly.

Conclusions / Discussions: Serious risk factors for dyslipidemia include metabolic-related markers. This connection is signifi-
cantly mediated by inflammatory parameters. These results suggested that comprehensive intervention techniques on metabolic
biomarkers and inflammatory variables should be considered in the prevention and treatment of dyslipidemia.

Key words: metabolic markers, inflammation, dyslipidemia
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P16. ANTICORPI ANTI-TIROIDPEROXIDAZA (ATPO) - ANALIZA COMPARATI-
VA A DOUA METODE AUTOMATE, ECLIA SI CMIA

Andreea Luca’, lon Bogdan Manescu'2, Andreea Truta', Adina Hutanu’,2

T Spitalul Clinic Judetean de Urgenta, Laborator Central, Targu Mures
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Introducere: Anticorpii anti-tiroidperoxidaza (ATPO) sunt principalii markeri serologici si indicatorii timpurii ai tiroiditelor autoi-
mune. In acest studiu am realizat analiza comparativa intre doud metode imune de dozare a anticorpilor ATPO, respectiv testarea
prin electrochemiluminiscenta (ECLIA) pe analizorul Cobas e601 si testarea cu utilizarea microparticulelor prin chemiluminiscenta
(CMIA) pe analizatorul Alinity ci.

Metodologie: Am realizat un studiu prospectiv, observational, pe durata a 6 luni, in care probele pacientilor au fost testate
folosind ambele metode, ECLIA ca metodad de referintd si CMIA drept a doua metoda. Probele hemolizate si lipemice au fost ex-
cluse din studiu, iar probele incluse au fost pastrate si procesate in conditii de laborator similare. Datele au fost comparate atat
cantitativ, cat si calitativ folosing testele statistice: coeficientul de corelatie, regresia Passing- Bablok, graficul Bland- Altman si
coeficientul kappa al lui Cohen.

Rezultate: Tn decursul a 6 luni, au fost testate probele de la 234 de pacienti. Analiza statisticd cantitativa a ardtat cd metodele
ECLIA si CMIA nu sunt comparabile in ceea ce priveste corelatia (r=0.83 Cl [0.78-0.86], p<0.0001) si agreement-ul (Passing- Ba-
blok: interceptul este-9.49 [-12.22 pand la-6.31] si panta este 1.32 [0.95- 1.62]; Bland- Altman: media aritmeticd a ECLIA- CMIA
105.7% [-96.2% pana la 307.6%)], interceptul 136.62 [126.4- 146.8], panta-0.46 [-0.52 pana la-0.40], p<0.0001 pentru diferenta
mediilor). Tn ceea ce priveste analiza calitativé, anticorpii anti- TPO rezultati din ambele metode au fost clasificati in, negativi”
si, pozitivi” tinand cont de faptul ca acestia se afla in intervalele de referintd ale metodei sau in afara. Aceasta clasificare este
relevantd in practica clinicd, deoarece doar pacientii cu un rezultat al anticorpilor, pozitiv” vor fi investigati in continuare ( de
exemplu prin punctie biopsie cu ac fin). Cu o ratd de concordantd de 93% (218 dintre cele 234 de probe), analiza datelor a relevat
o corelatie intre metode de la bund la foarte buna. (coeficientul kappa al lui Cohen=0.81 [0.71- 0.89]).

Concluzii : Desi ECLIA si CMIA nu sunt comparabile din punct de vedere al cuantificarii anticorpilor anti- TPO, corelatia calitativa
dintre metode este de la crescutad la foarte crescuta, in functie de intervalele de referintd ale ambelor metode.

in concluzie, desi ambele metode pot fi folosite in depistarea indivizilor, pozitivi” pentru anticorpii anti-TPO, ele nu pot fi
interschimbabile in monitorizarea nivelelor anticorpilor anti- TPO in patologia tiroidiana.

Cuvinte cheie: comparabilitate, ECLIA, CMIA.

P16. ANTI-THYROID PEROXIDASE (ANTI-TPO) ANTIBODIES - COMPARATIVE
ANALYSIS OF TWO AUTOMATIC METHODS, ECLIA AND CMIA

Introduction: Anti-thyroid peroxidase (anti-TPO) antibodies are the main serological marker and early indicator of autoimmune
thyroiditis. The aim of the study was to perform a comparative analysis between two immunological methods for quantitative
determination of anti-TPO antibodies: electrochemiluminescence (ECLIA, Cobas e601) vs chemiluminescent microparticle im-
munoassay (CMIA, Alinity).

Methodology: In a prospective observational study conducted for 6 months, consecutive patient samples with anti-TPO antibody
test requests were analyzed by both methods, ECLIA as the reference method and CMIA as the second method. Hemolyzed and
lipemic samples were excluded and the analyzed samples were stored and processed in similar laboratory conditions. Data was
compared both quantitatively and qualitatively using the following statistical tests: correlation coefficient, Passing-Bablok regres-
sion, Bland-Altman, and Cohen’s kappa coefficient, respectively.

Results: Over the 6-month period, 234 patient samples were analyzed. The quantitative statistical analysis showed that ECLIA
and CMIA methods are not comparable in terms of correlation (r=0.83 Cl [0.78-0.86], p<0.0001) and agreement (Passing-Bablok:
intercept-9.49 [-12.22 t0-6.31] and slope 1.32 [0.95-1.62]; Bland-Altman: arithmetic mean of ECLIA-CMIA 105.7% [-96.2% to
307.6%], intercept 136.62 [126.4-146.8], slope-0.46 [-0.52 t0-0.40], p<0.0001 for the mean difference). For the qualitative analy-
sis, anti-TPO results from each method were classified as “negative” or “positive” based on whether the results were within or
above each method’s reference range, respectively. This classification is relevant in clinical practice because only patients with
a “positive” anti-TPO result are further investigated (e.g. fine needle biopsy). With a concordance rate of 93% (218 out of 234
samples), data analysis showed a good to very good inter-method agreement (Cohen’s kappa 0.81 [0.71-0.89]).

Conclusions: While ECLIA and CMIA methods do not agree in terms of anti-TPO antibody quantification, the qualitative inter-
method agreement is high to very high, with respect to each method’s reference range. Therefore, although both methods may
be used to detect “positive” individuals for the anti-TPO antibody, they cannot be used interchangeably for monitoring anti-TPO
antibody levels in thyroid pathology.

Key words: comparability, ECLIA, CMIA.
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P17.MARKERI BIOCHIMICI S| MOLECULARI PENTRU MANAGEMENTUL
IMBUNATATIT AL CANCERULUI TIROIDIAN DIFERENTIAT. EXPERIENTA UNUI
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Introducere / Obiective: Cresterea incidentei cancerului tiroidian diferentiat (cancerul papilar tiroidian (CPT) reprezentand 90-
95%) concentreaza eforturile cdtre identificarea unor markeri de diagnostic si prognostic precisi. Ne-am propus evaluarea unor
markeri biochimici si moleculari cu potential de utilizare in protocoalele curente.

Materiale si metode: 265 pacienti cu indicatie pentru tiroidectomie au fost Tmpartiti in doud grupe, CPT si gusa polinodulara
(GPN). Am analizat Galectina-3 (Gal-3), metaloproteinazele-2 si-9 (MMP-2, MMP-9) in ser, inainte si dupa tiroidectomie, mutatia
BRAFVE00E in tumora si polimorfismele MMP-2-735C/T si MMP-9-1562C/T in ADNg. La 40 pacienti cu limfoadenopatii incerte am
masurat tiroglobulina n lavajul de aspirat de punctie (FNA-TG). Biomarkerii serici au fost masurati cu truse ELISA (R&D), FNA-TG
cu ECLIA (Roche), BRAFV6OCE si polimorfismele MMP-2/-9 cu secventiere Sanger si respectiv, PCR-RFLP.

Resultate: Gal-3 este semnificativ crescuta in CPT versus GPN (8.78+3.19vs.7.64+2.69 ng/ml,p=0.003); nu sunt diferente semnifi-
cative pentru MMP-2/-9 intre CPT si PNG, nici intre stadiile CPT. Am identificat mutatia BRAFV€0E in 10 cazuri (8-PTC-clasic, 2-PTC-
agresiv, stadiile 111/1V), ceea ce o confirma ca marker de agresivitate. Alela T din polimorfismul promoterului MMP-9-1562C/T este
asociatd semnificativ cu cancerul tiroidian (OR=1.894,p=0.019) si mai puternic asociata cu CPT-clasic (OR=3.22,p=0.002). Pentru
FNA-TG, la un cut-off de 10ng/ml sensibilitatea este 86.6%, corelat cu rezultatele examenelor cito-/histopatologice.

Concluzii / Discutii: Markerii biochimici si moleculari in cancerul tiroidian se dovedesc a fi instrumente puternice pentru con-
solidarea diagnosticului de precizie, a raspunsului la terapie sau/si monitorizare. In institutul nostru determingrile FNA-TG si
BRAFV60OE g fost implementate Tn protocoalele curente. Studii pentru translatarea in clinica a noi biomarkeri sunt in desfasurare.

Cuvinte cheie: tiroida, galectina-3, MMP

P17.BIOCHEMICAL AND MOLECULAR MARKERS FOR THE IMPROVEMENT OF
DIFFERENTIATED THYROID CANCER MANAGEMENT. A TERTIARY CENTER
EXPERIENCE

Introduction / Objective: The increased incidence of differentiated thyroid cancer (papillary thyroid cancer (PTC) accounting for
90-95%) focuses the effort on finding more accurate diagnostic and prognostic markers. We aimed to evaluate biochemical and
molecular markers with the potential of use in current practice.

Materials and methods: A ot of 265 randomized enrolled patients was divided in PTC and polynodular goiter (PNG) groups. We
analyzed serum Galectin-3 (Gal-3), metalloproteinase-2 and-9 (MMP-2, MMP-9), before and after surgery, BRAFV600E mutation
in tumors and MMP-2-735C/T and MMP-9-1562C/T polymorphisms in gDNA. Thyroglobulin in fine needle aspirate washout (FNA-
TG) was measured in 40 patients with indeterminate lymphadenopathies. Serum biomarkers were measured with ELISA (R&D),
FNA-TG with ECLIA (Roche), BRAFV600E and MMP-2/-9 polymorphisms with Sanger sequencing and PCR-RFLP, respectively.
Results: Serum Gal-3 significantly increased in PTC compared to PNG (8.78+3.19vs.7.64+2.69 ng/ml,p=0.003); MMP-2/-9 did not
show differences either between PNG and PTC or between PTC stages.

We found BRAFV600E mytation in 10 cases (8-classical-PTC, 2-aggressive-PTC, stage I1l/1V), confirming it as an aggression marker. T
allele in MMP-9 promoter-1562C/T polymorphism is significantly associated with thyroid cancer (OR=1.894,p=0.019) or stronger
associated with classical-PTC (OR=3.22,p=0.002). FNA-TG showed 86.6% sensitivity at a cut-off of 10 ng/ml, correlated to cyto-/
hystopathology results.

Conclusions / Discussions: Biochemical and molecular markers in thyroid cancer emerge as powerful tools in strengthening di-
agnosis, prognosis, response to therapy and/or monitoring. FNA-TG and BRAFY600E were implemented in clinic for PTC diagnostic
and monitoring in our institute. Studies to apply new biomarkers in current practice are ongoing.

Key words: thyroid, galectin-3, MMP
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P18.INSULINOREZISTENTA SE ASOCIAZA CU DUPLICATII LA NIVELUL GENE-
LOR SEZ6L2 Sl SH2B1
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Introducere / Obiectiv: Pana in prezent, s-au identificat numeroase gene implicate in procesele fiziopatologice ale obezitatii.
Modificarile genetice pot fi de natura benigna sau maligna, insa mai important de accentuat este ca acestea pot fi implicate in
trasaturi complexe sau chiar sporadice. Scopul studiului a fost de a testa pacienti aparent sanatosi, dar cu un tesut adipos bine
reprezentat, pentru duplicatii sau deletii la nivelul genelor importante din obezitate.

Metode / Metodologie: Studiul de fata este unul observational, cross-sectional, cu implicarea a 59 subiecti cu un procent al
tesutului adipos total peste limita normala (> 25% pentru barbati si > 35% pentru femei). A fost utilizata tehnica MLPA (Multi-
plex Ligand Probe Amplification) pentru detectarea modificarilor genetice: kit Salsa® MLPA® Probemix P220-B3 Obesity (MRC-
Holland) ce contine 47 probe MLPA cu produsi amplificati (130-495 nucleotide). Soft-ul care a analizat rezultatele a fost Coffalyser.
net, iar electroforeza capilara s-a realizat cu analizorul Applied Biosystems ABI Hitachi 3500 Genetic Analyser. Analiza statistica s-a
realizat Tn programul SPSS versiunea 23.0 (IBM Corporation, USA).

Rezultate: S-au identificat duplicatii concomitente ale exonului 1 al genei SEZ6L2 si exonului 2 al genei SH2B1 la 16% din subiectii
lotului de studiu (4 pacienti). Analiza intre grupul pacientilor fara duplicatii la nivelul SEZ6L2-1 si SH2B1-2 si grupul celor care
prezinta duplicatii, raporteaza diferente semnificativ statistice in ceea ce priveste nivelul insulinei (mediana este 16,8 vs. 34,10,
p=0,05, rezultat in urma aplicarii testului Mann-Whitney U), HOMA-IR (mediana este 4,30 vs. 13,81, p=0,03, rezultat In urma
aplicarii testului Mann-Whitney U) si a procentului de tesut adipos de la nivelul trunchiului (41,69+5,62 vs. 36,12+2,68, p=0,056,
rezultat in urma aplicarii testului One-Way Anova).

Concluzii / Discutii: Prezenta duplicatiilor la nivelul genelor SEZ6L2 si SH2B1 se asociaza cu insulinorezistenta, indiferent de
scaderea procentului de tesut adipos de la nivelul trunchiului.

Cuvinte cheie: profil genetic, obezitate, insulinorezistenta.

P18. INSULIN RESISTENCE IS ASSOCIATED WITH SEZ6L2 AND SH2B1 EXON
DUPLICATIONS

Introduction / Objective: To date, numerous genes involved in the pathophysiological processes of obesity have been identified.
Genetic changes can be benign or malignant in nature, but more importantly, they can be involved in complex or even sporadic
traits. The aim of the study was to test apparently healthy patients, but with well-represented adipose tissue, for duplications or
deletions in genes involved in obesity.

Methods / Methodology: This cross-sectional study involved 59 subjects with a percentage of total adipose tissue above the
normal limit (> 25% for men and > 35% for women). The MLPA (Multiplex Ligand Probe Amplification) technique was used to
detect genetic changes: Salsa® MLPA® Probemix P220-B3 Obesity kit (MRC-Holland) containing 47 MLPA probes with amplified
products (130-495 nucleotides). The software that analysed the results was Coffalyser.net, and capillary electrophoresis was
performed with the Applied Biosystems ABI Hitachi 3500 Genetic Analyzer. The statistical analysis was performed in SPSS version
23.0 (IBM Corporation, USA).

Results: Simultaneous duplications of SEZ6L2-exon 1 and SH2B1-exon 2 were identified in 16% of subjects in the study group (4
patients). The analysis between the group of patients without duplications at the level of SEZ6L2-1 and SH2B1-2 genes and the
group of patients presenting duplications reports statistically significant differences in terms of insulin level (median is 16.8 vs.
34.10, p=0.05, after Mann-Whitney U test), HOMA-IR level (median is 4.30 vs. 13.81, p=0.03, after Mann-Whitney U test) and
trunk adipose tissue percentage level (41.69+5.62 vs. 36.12+2.68, p=0.056, after One-Way Anova test).

Conclusions / Discussion: Duplications in the SEZ6L2 and SH2B1 genes are associated with insulin resistance, regardless of the
decrease in trunk adipose tissue percentage.

Keywords: genetic profile, obesity, insulinoresistence.
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P19. EVALUAREA RESPIRATIEI MITOCONDRIALE PLACHETARE LA PACIENTII
CU BOALA CRONICA DE RINICHI NON-DIABETICA SI DIABETICA

Mihaela-Roxana Glavan'2, Oana M. Aburel34, Anca M. Bina4, Vlad F. Avram?25, Florica Gadalean'2, Adrian
Vlad?25, Lavinia Balint'2, Silvia lenciu'.2, Carmen Socaciu®, Danina M. Muntean34, Ligia Petrica’2
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Timisoara
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6 Centrul de Cercetare-Dezvoltare in Biotehnologii Aplicate in Diagnostic si Terapii Moleculare — CCD BIODIATECH-
Proplanta SRL, Cluj-Napoca, Romania

Introducere: Caracterizarea disfunctiei mitocondriale respiratorii a elementelor figurate din sangele periferic reprezintd un do-
meniu de cercetare actual in numeroase patologii acute si cronice. Obiectivul cercetarii a constat in caracterizarea dis/functiei
mitocondriale respiratorii plachetare la pacientii cu boala cronica de rinichi non-diabeticd (BCR-nonDZ) si diabetica (BCR-DZ).

Metodologie: Probele de sange au fost supuse la doua centrifugdri consecutive, in vederea obtinerii unei suspensiei trombocita-
re resuspendate Tn plasma autologa. Respiratia mitocondriala a fost evaluata prin tehnica respirometriei de inalta rezolutie (Oxi-
graful-2k, Oroboros, AT), utilizand protocolul SUIT (Substrate-Uncoupler-Inhibitor-Titration) adaptat pentru evaluarea respiratiei
dependente de complexele | si |l ale sistemului transportor de electroni. Respiratia trombocitara a fost evaluata in cadrul a 2 studii
paralele: la pacientii cu BCR non-DZ (n = 30) si respectiv, la pacientii cu BCR-DZ (n = 40), ultimul lot incluzand 3 subgrupuri, cu
normo, micro- si respectiv, macroalbuminurie.

Rezultate: Disfunctia mitocondriala respiratorie este prezentd la pacientii cu BCR non-DZ inca din stadiile incipiente, fiind obiec-
tivatd prin scaderea semnificativa a fosforilarii oxidative (p < 0.001) si a respiratiei maxime decuplate (p < 0.001). Similar, la
pacientii cu BCR-DZ disfunctia respiratorie plachetard evidentiata prin scdderea respiratiei bazale (p<0.05), a respiratiei decuplate
(p<0.001), dar mai ales a fosforilarii oxidative (p<0.001), a fost prezenta deja la pacientii cu normoalbuminurie comparativ cu
grupul control.

Concluzii: Evaluarea disfunctiei respiratiei mitocondriale plachetare poate reprezenta un biomarker periferic al alterarii statusului
bioenergetic la pacientii cu BCR, cu si fara DZ, cu potential rol diagnostic si/sau prognostic.

Cuvinte cheie: plachete, disfunctie mitocondriala respiratorie, boald cronica de rinichi, diabet zaharat

Cercetare finantatd de proiectele interne ale UMFVBT: proiect doctoral 6D0C/2020 (M.R.G.) si proiect nr. 6EXP/2020 (L.P.).

P19. ASSESSMENT OF PLATELET MITOCHONDRIAL RESPIRATION IN PA-
TIENTS WITH NON-DIABETIC AND DIABETIC CHRONIC KIDNEY DISEASE

Introduction: Assessment of mitochondrial respiration in peripheral blood cells is currently a research field in several acute and
chronic pathologies. The present study was aimed at characterising the platelet mitochondrial respiratory dys/function in pa-
tients with non-diabetic (non-DKD) and diabetic chronic kidney disease (DKD).

Methodology: Blood samples were subjected to two consecutive centrifugations to obtain a suspension of platelets resuspended
in autologous plasma. Mitochondrial respiration was assessed by the high-resolution respirometry (Oxigraph-2k, Oroboros, AT)
technique, using the SUIT (Substrate-Uncoupler-Inhibitor-Titration) protocol adapted for the measurement of respiration
supported by the complexes | and Il of the electron transport system. Platelet respiration was assessed in 2 parallel studies: in
patients with non-DKD (n = 30) and DKD (n = 40), the latter group comprising 3 subgroups, with normo-, micro- and macroalbu-
minuria, respectively.

Results: Mitochondrial respiratory dysfunction is present in patients with early stage non-DKD, as demonstrated by a significant
decrease of both oxidative phosphorylation (p < 0.001) and maximal uncoupled respiration (p < 0.001). Similarly, in patients with
DKD, platelet mitochondrial dysfunction, documented through a decrease in basal respiration (p < 0.05), uncoupled respiration (p
< 0.001), and mainly in oxidative phosphorylation (p < 0.001), was evident already in patients with normoalbuminuria compared
with the control group.

Conclusions: Assessment of platelet mitochondrial respiration may represent a peripheral biomarker of the bioenergetic status
impairment in CKD patients, with and without diabetes, which may have a potential diagnostic and/or prognostic role.

Keywords: platelets, mitochondrial respiratory dysfunction, chronic kidney disease, diabetes mellitus
Research funded from internal projects of UMFVBT, no. 6DOC/2020 (M.R.G) and no. 6EXP/2020 (L.P).
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P20. ACTIVITATEA PSEUDOCOLINESTERAZEI IN URINA - CRITERIU AL AFEC-
TARII FILTRULUI GLOMERULAR

Vera Sali’.2

1 State Medical and Pharmaceutical University “Nicolae Testemitanu”
2 Republican Clinical Hospital, Chisinau, Moldova ,Timofei Mosneaga”

Diferite forme ale patologiei glomerulare se caracterizeaza prin gradul de lezare a filtrului glomerular. Degradarea acestei struc-
turi se caracterizeaza prin dezvoltarea microperforatiilor prin care proteinele migreaza in cavitatea capsulei, ceea ce la randul sau
schimba sarcina electrica initiald a peretelui capilar si diminueaza sarcina negativa. Cresterea permeabilitatii membranei bazale
glomerulare prin procese distructive, inflamatorii sau degenerative permite filtrarea atat a proteinelor cu MM mare, precum si
filtrarea enzimelor. Astfel, sub acest aspect cercetarile enzimelor, in special al pseudocolinesterazei (PCE) in urina poate servi unul
din criteriile suplimentare de apreciere a gradului de lezare a membranei bazale glomerulare.

Scopul: Estimarea activitatii pseudocolinesterazei- PCE (EC 3.1.1.8, butirilcolinesteraza) in urina in complex cu alte enzime urina-
re la pacientii cu unele afectiuni renale in scopul aprecierii gradului de afectare a filtrului glomerular.

Material si metode: Studiul a vizat analiza activitatii PCE, determinata la un lot de bolnavi cu varsta cuprinsa intre 22-64 ani: lotul
I- 11 cu glomerulonefrita cronica (GNC), forma mixta, lotul II- 10 cu glomerulonefritd cronica, sindrom nefrotic, lotul Ill- 10 cu glo-
merulonefrita cronica, forma hematurica, lotul IV- 23 pacienti cu insuficienta renala cronica (IRC) aflati la hemodializa, Lotul de
referinta a inclus 32 persoane sanatoase (14 barbati si 12 femei) cu aceeasi structurad de varsta, cu valori normale ale examenului
sumar de urind. Tn toate loturile de observatie studiul biochimic a inclus determinarea activitatii PCE in urina, paralel cu alte en-
zime si indici biochimici. Activitatea enzimelor urinare [-galactozidazei, B-NAG, B-glucozidazei, B-glucoronidazei, arilsulfatazelor
A si B, fosfatazei alcaline, LDH, y- GT, a-glicozidazei neutre, lizozimului, f2-M in ser si urina a fost apreciata prin metode cine-
tice, spectrofotometrice, radioimune. Concludenta indicilor studiati s-a evaluat prin metoda de perechi a statisticii variationale.
Concentratia cantitativa a PCE s-a exprimat in nmol/s, mmol creatinind. Rezultatele obtinute demonstreaza ca activitatea PCE in
urind in primul rand depinde de gradul de afectare a filtrului glomerular. Astfel in GNC, forma nefrotica, unde afectarea glomeru-
lard este minimald, devierile PCE in urind au constituit valori de la 9,4 pana la 126,8 nmol/s.mmol creatining, pe cand in formele
mixte de GNC, devierile PCE in urina sunt mai pronuntate, acestea constituind devieri de la 178,3 pana la 957,81 nmol/s.mmol
creatining, iar Tn 83,5% din cazuri se inregistreazd valori mai mari de 366 nmol/s.mmol creatinind ceea ce indica la leziuni severe
ale filtrului glomerular. La bolnavii aflati la hemodializa s-au determinat cele mai inalte valori ale PCE (983,42 + 66,81), oscilatiile
fiind intre 623,2 si 1216,9 nmol/s.mmol creatinind. Excretia PCE este veridic semnificativa in formele mixte comparativ cu lotul
nefrotic si cel hematuric (p<0,01). Este de mentionat faptul, ca proteinuria neselectivd a avut o incidenta de doua ori mai mare
n formele mixte de GNC comparativ cu cele cu sindrom nefrotic. insd nu putem mentiona importanta diagnosticid mare a acestei
metode.

Concluzii:

1.Activitatea PCE in urind mai mica de 164 nmol/s.mmol creatinina indica la schimbari minimale a permiabilitatii filtrului glomeru-
lar si poate fi apreciatd ca grad minimal de afectare glomerulara, fiind caracteristic pentru formele hematurice si cele cu sindrom
nefrotic ale GNC, asociinduli-se proteinuria selectiva.

2.Activitatea PCE in urind intre 164 si 366 nmol/s.mmol creatininad indica la alterarea pronuntatd a permiabilitdtii membranei
bazale glomerulare si poate fi apreciata ca grad de gravitate medie a afectarii glomerulare.

3.Activitatea PCE in urind mai mare de 366 nmol/s.mmol creatinina indica la schimbari severe progresive a permiabilitatii mem-
branei bazale glomerulare si poate fi considerat ca grad sever de afectare a permiabilitatii filtrului glomerular care se caracteri-
zeaza prin sindrom nefrotic pronuntat, scaderea marcatd a functiei renale si cresterea rezistentei la medicatia aplicata.

4 Activitatea Tnalta a PCE in urina in glomerulonefrite indica la prezenta sindromului de crestere a permiabilitatii glomerulare,
caracteristica pentru glomerulopatii, si poate fi folosita la diferentierea de pielonefrite, pentru care alterarea membranei glome-
rulare nu este caracteristica.
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P20.PSEUDOCHOLINESTERASE ACTIVITY IN URINE - CRITERION OF
GLOMERULAR FILTER IMPAIRMENT
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Different forms of glomerular pathology are characterized by the degree of damage to the glomerular filter. The degradation of
this structure is characterized by the development of microperforations through which proteins migrate into the capsule cav-
ity, which in turn changes the initial electric charge of the capillary wall and diminishes the negative charge. The increase in the
permeability of the glomerular basement membrane through destructive, inflammatory or degenerative processes allows the
filtration of proteins with a large MM, as well as the filtration of enzymes. Thus, under this aspect, enzyme research, especially
pseudocholinesterase (PCE) in urine can serve as one of the additional criteria for assessing the degree of damage to the glo-
merular basement membrane.

Purpose: Estimation of the activity of pseudocholinesterase- PCE (EC 3.1.1.8, butyrylcholinesterase) in urine in complex with
other urinary enzymes in patients with some kidney diseases in order to assess the degree of damage to the glomerular filter.

Material and methods: The study focused on the analysis of PCE activity, determined in a group of patients aged between 22-64
years: group |- 11 with chronic glomerulonephritis (GNC), mixed form, group II- 10 with chronic glomerulonephritis, nephrotic
syndrome, group lll- 10 with chronic glomerulonephritis, hematuric form, group 1V- 23 patients with chronic renal failure (CKD)
on hemodialysis. The reference group included 32 healthy people (14 men and 12 women) with the same age structure, with
normal examination values at the rapid urinalysis test. In all observation groups, the biochemical study included the determina-
tion of PCE activity in urine, parallel to other enzymes and biochemical indices. The activity of urinary enzymes [-galactosidase,
[-NAG, B-glucosidase, B-glucoronidase, arylsulfatases A and B, alkaline phosphatase, LDH, y-GT, neutral a-glucosidase, lysozyme,
B2-M in serum and urine was evaluated by kinetic, spectrophotometric, radioimmune methods. The conclusion of the studied
indices was evaluated by the pair method of variational statistics. The quantitative concentration of PCE was expressed in nmol/s,
mmol creatinine. The obtained results demonstrate that PCE activity in urine primarily depends on the degree of damage to the
glomerular filter. Thus, in GNC, the nephrotic form, where the glomerular damage is minimal, the PCE deviations in the urine
constituted values from 9.4 to 126.8 nmol/s.mmol creatinine, while in the mixed forms of GNC, the PCE deviations in the urine
are more pronounced, these constituting deviations from 178.3 to 957.81 nmol/s.mmol creatinine, and in 83.5% of cases values
greater than 366 nmol/s.mmol creatinine are recorded, which indicates severe lesions of the glomerular filter. In patients on he-
modialysis, the highest PCE values were determined (983.42 + 66.81), the oscillations being between 623.2 and 1216.9 nmol/s.
mmol creatinine. PCE excretion is truly significant in the mixed forms compared to the nephrotic and hematuric group (p<0.01).
It should be mentioned that non-selective proteinuria had a twice higher incidence in mixed forms of GNC compared to those
with nephrotic syndrome. However, we cannot mention the great diagnostic importance of this method.

Conclusions:
1. PCE activity in urine lower than 164 nmol/s.mmol creatinine indicates minimal changes in the permeability of the glomerular

filter and can be appreciated as a minimal degree of glomerular damage, being characteristic for hematuric forms and those with
nephrotic syndrome of GNC, associating selective proteinuria.

2. The activity of PCE in urine between 164 and 366 nmol/s.mmol creatinine indicates a pronounced alteration of the perme-
ability of the glomerular basement membrane and can be appreciated as an average degree of severity of glomerular damage.

3. PCE activity in urine higher than 366 nmol/s.mmol creatinine indicates severe progressive changes in the permeability of the
glomerular basal membrane and can be considered as a severe degree of damage to the permeability of the glomerular filter
which is characterized by pronounced nephrotic syndrome, the marked decrease of renal function and increased resistance to
the applied medication.

4. The high activity of PCE in urine in glomerulonephritis indicates the presence of the syndrome of increased glomerular perme-
ability, characteristic of glomerulopathies, and can be used to differentiate from pyelonepbhritis, for which glomerular membrane
alteration is not characteristic.
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P21. EVALUAREA NIVELULUI SERIC AL 25(OH)VITAMINEI D LA PACIENTII CU
AFECTIUNI ENDOCRINE

Melania Balas', Mihaela Vlad?, loana Golu', Daniela Amzar!, Camelia Vidita Gurban?

T Departamentul VIl = Medicina interne Il, Disciplina Endocrinologie, Universitatea de Medicina si Farmacie “Victor
Babes” Timisoara

2 Departamenrul IV Biochimie si Farmacologie, Disciplina Biochimie, Universitatea de Medicina si Farmacie “Victor
Babes” Timisoara

Introducere: Avand in vedere rolul vitaminei D in patogenia diverselor afectiuni endocrine, scopul studiului este reprezentat de
evaluarea unor parametri demografici, clinici si biochimici la un lot de pacienti cu diverse endocrinopatii, comparativ cu un lot
din populatia generala.

Material si metode: Studiul a inclus 356 de pacienti, 179 cu diverse endocrinopatii (hiperparatiroidism primar, tiroidita autoimu-
na, hipertiroidie, hipotiroidie, etc) si un lot martor cu 177 subiecti fard patologii endocrine. Determinarea 25(OH)vitaminei D seri-
ce, a parathormonului seric s-a efectuat prin metoda chemiluminescentei (Siemens, ADVIA Centaur® XPT Immunoassay System).

Rezultate: in lotul de studiu, concentratia medie a 25(OH)vitaminei D a fost 18.1+7.1ng/ml, mai mare comparativ cu lotul mar-
tor (16.1+6.4ng/ml, p=0.08). Barbatii au prezentat valori mai mari ale vitaminei D comparativ cu femeile (20.7+8.1ng/ml, vs.
18.149.0ng/ml, p=0.03). Tn lotul martor, nivelul de vitamin& D s-a corelat negativ cu varsta (r =-0.221, p=0.003), cele mai mici
concentratii inregistrandu-se in decada 6-8, spre deosebire de lotul cu endocrinopatii, unde varsta nu s-a corelat cu vitamina D.
La pacientii cu hiperparatiroidism primar, vitamina D s-a corelat negativ cu nivelul parathormonului seric (r=-0.224, p=0.016). in
grupul cu tiroidita autoimund, concentratia de vitamina D a fost semnificativ mai mica comparativ cu cea a pacientilor cu alte
afectiuni endocrine (14.7+4.7ng/dl, respectiv 19.3+8.2ng/dl, p=0.006). in lotul de studiu, vitamina D a fost semnificativ mai mica
la pacientii supraponderali si obezi (16.1+5.7ng/dl) comparativ cu pacientii normoponderali (18.8+7.9ng/dl, p=0.02).

Concluzii: O proportie semnificativa de pacienti prezinta nivele suboptimale de vitamina D, asociate cu diversi factori de risc:
expunere redusa la soare, varsta, sexul feminin, suprapondere, afectiuni endocrine.

Cuvinte cheie: 25(OH)vitamina D, tiroidita cronica autoimuna, hiperparatiroidism primar

P21. EVALUATION OF THE SERUM LEVEL OF 25-(OH)VITAMIN D IN PATIENTS
WITH ENDOCRINE DISEASES

Introduction: As vitamin D has important roles in the pathogenesis of numerous endocrine disorders, the aim of the study was
to evaluate some demographic, clinical and biochemical parameters correlated with vitamin D status, in a group of patients with
various endocrinopathies, compared to a group of healthy subjects.

Material and methods: The study included 356 patients, 179 with various endocrinopathies (primary hyperparathyroidism, au-
toimmune thyroiditis, hyperthyroidism, hypothyroidism, etc) and a control group with 177 healthy subjects. Serum 25-hydroxy
vitamin D, serum parathormone concentration was measured by chemiluminescence (Siemens, ADVIA Centaur® XPT Immunoas-
say System).

Results: In the study group, the mean concentration of 25-hydroxy vitamin D was 18.1+7.1ng/mL, higher than the control group
(16.1+6.4ng/mL, p=0.08). Male patients presented higher vitamin D levels compared to women (20.7+8.1ng/mL, vs. 18.1+9.0ng/
mL, p=0.03). In the control group, vitamin D concentrations correlated negatively with age (r=-0.221, p=0.003), the lowest levels
being recorded in the 6-8th decade; in the endocrine diseases group, age did not correlate with vitamin D levels. In patients with
primary hyperparathyroidism, vitamin D correlated negatively with serum parathormone levels (r=-0.224, p=0.016). In the group
with autoimmune thyroiditis, the concentration of vitamin D was significantly lower compared to that of patients with other
endocrinopathies (14.7+4.7ng/mL, respectively 19.3+8.2ng/mL, p=0.006). In the study group, vitamin D levels were significantly
lower in overweight and obese patients (16.1+5.7ng/mL), compared to normal weight patients (18.8+7.9ng/mL, p=0.02).

Conclusions: A significant proportion of patients have suboptimal levels of vitamin D, associated with various risk factors: insuf-
ficient sun exposure, age, female gender, overweight, endocrine disorders.

Keywords: 25-hydroxy vitamin D, autoimmune thyroiditis, primary hyperparathyroidism
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Introducere.PSP a fost descrisa prima datad in 1970 si evaluata ca potential marker pentru sepsis n 2000 (Graf 2020). De atunci,
metodele de determinare a PSP au evoluat de la clasica ELISA (Enzyme linked immunosorbent assay) pana la tehnicile point of
care (POC), cu rezultate rapide, ceea ce este crucial pentru diagnosticul pacientului septic, pentru care timpul inseamna viata.

Material si metoda.Studiul a fost realizat in Spitalul Judetean de Urgenta Sfantul loan cel Nou Suceava, cu 1400 paturi si multispe-
cialitate. Am inclus 42 de pacienti testati intre aprilie-noiembrie 2022 spitalizati in sectia de terapie intensive, la risc de a dezvolta
sepsis si selectati dupa un set de criterii predefinite: febra de cauza neprecizata, politrauma, pancreatita acuta, stroke. Am utilizat
analizorul Abionic si capsulele dedicate conform instructiunilor producatorului. Testul dureaza 7 minute iar generarea rezultatului
la sectie aproximativ 30 minute. Valori normale:27-60 ng/ml (nanograme pe mililitru).

Rezultate: Pentru 13 pacienti diagnosticati cu: pancreatitd (N=2), polip sigmoidian (N=1), infectie cu SARS CoV 2 (N=1), politrau-
matism (N=2), detresa respiratorie (N=1), sepsis de cauza urinara (N=2), flegmon retroperitoneal (N=1) ocluzie intestinala (N=1),
epilepsie (N=1) soc cardio respirator (N=1) valoarea PSP a fost peste 600 ng/ml. Pentru 12 pacienti dinamica PSP a dictat antibi-
oterapia.

Concluzii. Evolutia PSP este un marker important in diagnosticul precoce de sepsis. Principalul avantaj al determinarii PSP este
sensibilitatea mai mare comparative cu alti markeri in predictia sepsisului, prin cresterea cu 48 ore inaintea aparitiei semnelor
clinice.

Cuvinte cheie: Pancreatic stone protein, sepsis, marker

P22. PANCREATIC STONE PROTEIN (PSP)- NEW MARKER IN EARLY SEPSIS
DIAGNOSTIC

Introduction. PSP was first described in 1970 and evaluated as a potential marker for sepsis in 2000 (Graf, 2020).Since then, evalu-
ation of PSP has evolved from classical ELISA (enzyme linked immunosorbent assay) methods to a point of care (POC) technique,
with faster results which is crucial for diagnosis of septic patients, for whom time is life.

Material and methods. The study was undertaken in Suceava Emergency County Hospital, a multispecialty 1400 bed hospital. We
included 42 patients tested during April-November 2022, hospitalized in Intensive care unit (ICU) with presumptive development
of sepsis and carefully selected according to a predefined set of criteria: fever of unknown origin, diagnosis: polytrauma, acute
pancreatitis, stroke. We used Abionic analyzer and capsules, according the manufacturer’s procedure. Test time is 7 minutes, and
result release takes 30 minutes. Normal values: 27-60 ng/ml (nanogram per mililiter)

Results. We obtained a PSP > 600 ng/ml for 12 patients diagnosed with: pancreatitis (N=2), sigmoidal polyp (N=1) , SARS CoV 2
infection (N=1) polytrauma (N=2), respiratory failure (N= 1), sepsis with urinary origin (N=2), retroperitoneal phlegmon (N=1),
intestinal occlusion (N=1), cardio respiratory shock (N=1) epilepsy (N=1). For a number of 12 patients the PSP was followed
up according to switching of antimicrobial therapy.

Conclusion: PSP evaluation is an important tool in early sepsis diagnosis. The main achievement of PSP determination is that it
seems to outperform other markers in prediction of sepsis, accounting for its earlier increase before the occurrence of clinical
signs.

Key words: Pancreatic stone protein, sepsis, marker
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P23. TEHNICI DE LABORATOR FOLOSITE IN DIAGNOSTICUL BACTERIOLOGIC
AL TUBERCULOZEI
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Introducere: Diagnosticul rapid si precis al tuberculozei active este piatra de temelie a strategiilor eficiente de control al tuber-
culozei, deoarece afecteazd direct managementul pacientului si transmiterea bolii. imbunatatiirile in diagnosticul de laborator al
tuberculozei s-au concentrat pe reducerea timpului de depistare si testarea sensibilitatii la medicamente.

Metode: Probele biologice studiate au fost: sputa, sputa indusa, aspiratul bronhoalveolar, lichidul pleural si secretii traheale
recoltate de la pacienti suspecti de tuberculoza pulmonara. S-au prelucrat 275 produse biologice in laboratorul de bacteriologie
BK al Spitalului Clinic Judetean de Urgentd Bihor, in perioada lulie 2022- lanuarie 2023 prin: examen microscopic coloratia Ziehl-
Neelsen, examen cultura pe mediu solid Lowenstein-Jensen si examen cultura pe mediu lichid metoda automata BACTECT MGIT.
Examenul microscopic a fost efectuat direct din produsul patologic folosind coloratia Ziehl-Neelsen. Indiferent de rezultatele
microscopiei, probele au fost insamantate pe mediu de cultura Lowestein-Jensen (L-J) si pe mediu lichid.

Rezultate: 32 pacienti (11,63%) au fost pozitivi la examenul microscopic coloratia Ziehl-Neelsen, 41 (14,90%) au fost pozitivi
la examenul prin cultura mediu solid L-J, 37 pozitivi (13,45%) la examenul prin culturd in sistem automat si 8 produse biologice
(2,90%) cu rezultate fals pozitive BACTECT MGIT datorat contaminarii cu bacterii non acid-alcool rezistente.

Concluzie: Sistemul automat BACTECT MGIT reprezintd o alternativa potrivitd pentru cultura pe mediul solid L-J in diagnosticul
de rutina al tuberculozei pulmonare cu rezultate pozitive care apar in medie la 10-12 zile. Combinatia dintre mediu lichid si solid
este necesard pentru cresterea acuratetei diagnosticului si nevoia de subculturi pe mediu solid.

Cuvinte cheie: tuberculoza, microscopie, culturad

P23. LABORATORY TESTS USED IN THE BACTERIOLOGICAL DIAGNOSIS OF
TUBERCULOSIS

Introduction: The rapid and precise diagnosis of active tuberculosis is essential in the control of tuberculosis because it directly
interferes with the management of the patient and the transmission of the disease. Recent improvements in laboratory diagnosis
have focused on reducing detection time and drug sensibility testing.

Methods: The following biological samples have been studied: sputum, induced sputum, bronchoalveolar lavage, pleural fluid,
and tracheal secretions, collected from patients suspected of pulmonary tuberculosis. There have been 275 biological samples
processed in the Laboratory of BK bacteriology of the County Emergency Hospital Bihor in the period of July 2022- January 2023
through microscopic examination using Ziehl-Neelsen coloration, culture test on solid Lowenstein-Jensen medium and culture
test on liquid medium using BACTECT MGIT method. Regardless of the results, all samples were inoculated on Lowenstein-
Jensen(L-J) and liquid mediums.

Results: 32 patients (11,63%) tested positive in microscopic examination using Ziehl-Neelsen coloration, 41 (14,90%) tested
positive in culture test on solid Lowenstein-Jensen medium, 37 tested positive (13,45%) in culture test on liquid medium and 8
biological samples (2,90%) had false positive results using BACTECT MGIT test due to contamination with non-acid alcohol resist-
ant bacterias.

Conclusion: The automated system BACTECT MGIT is an appropriate alternative method to the culture test on solid Lowenstein-
Jensen medium for the routine diagnosis of pulmonary tuberculosis with false positive results which appear on average after
10-12 days. Combining both solid and liquid medium tests is necessary to improve the accuracy of the diagnosis and the need
for subcultures on solid medium.

Keywords: tuberculosis, microscopic, culture
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P24. TENDINTE ACTUALE ALE TERAPIEI CU BACTERIOFAGI

Oana Izmendi'2, Silvana Vulpie'23, Corina Musuroi23, Delia Muntean234, Beatrice Sarah Zembrod'?,
Silvia Musuroi'5, Adela Voinescu'2, Aneta-Rada Goia’-6, Monica Licker234

1 Scoala doctorald, Universitatea de Medicina si Farmacie “Victor Babes” Timisoara
2 |aborator Clinic, Spitalul Clinic Judetean de urgenta “Pius Brinzeu” Timisoara
3 Disciplina de Microbiologie, Universitatea de Medicina si Farmacie “Victor Babes” Timisoara

4 Centrul multidisciplinar de cercetare a rezistentei la antibiotice, Disciplina de Microbiologie, Universitatea de
Medicina si Farmacie "Victor Babes” Timisoara

5 Departamentul de medicina internd, Spitalul Clinic Municipal de Urgenta, Timisoara
6 Spitalul de Boli Infectioase si Pneumoftiziologie ,,Dr Victor Babes” Timisoara, Romania

Introducere : La nivel mondial au fost raportate in ultima vreme tot mai numeroase izolate (in special bacili gram negativi) re-
zistente la majoritatea antibioticelor disponibile (inclusiv cele de rezerva) si pentru care optiunile terapeutice sunt extrem de
limitate. Tn acest context, terapiile alternative, printre care si terapia pe baza de bacteriofagi (fagi), reprezintd o abordare diferit3,
de interes crescut in lupta Tmpotriva bacteriilor multidrog rezistente (MDR).

Metode / Metodologie: Aceastd lucrare isi propune descrierea celor mai recente tendinte in terapia cu bacteriofagi.

Rezultate: Domeniul tratamentului cu bacteriofagi cuprinde directii de cercetare diverse. Se pot utiliza bacteriofagi specifici pen-
tru tulpina bacteriana responsabild de infectie, atat sub forma de preparate de mono-bacteriofagi, cat si sub forma de combinatii
de bacteriofagi — cocktail. Acestia pot fi administrati Tn asociere cu antibioticele, deoarece exista o sinergie intre cele doua meto-
de terapeutice, sau asociati cu alte substante naturale care prezinta proprietati antibacteriene (uleiuri esentiale). Capacitatea de
a influenta si de a penetra biofilmul reprezintd un alt avantaj terapeutic in co-terapia cu antibiotice. O altd varianta terapeutica
consta Tn utilizarea unor substante active, cum ar fi endolizina si depolimeraza, enzime produse de fagi.

Concluzii : Terapia cu bacteriofagi si-a dovedit eficienta in tratamentul infectiilor cu bacterii MDR, dar sunt necesare cercetdri
suplimentare in acest domeniu, precum si crearea unor ghiduri standardizate si a unui cadru legislativ pentru recunoasterea ge-
nerald a fagilor ca metoda de tratament antibacterian.

Cuvinte cheie: bacteriofagi, terapia cu fagi, bacterii multidrog rezistente

P24. CURRENT TRENDS IN BACTERIOPHAGE THERAPY

Introduction: Globally, an increasing number of isolates (especially gram-negative bacilli) resistant to most available antibiotics
(including reserve ones) have been reported recently, for which therapeutic options are extremely limited. In this context, alter-
native therapies, including bacteriophage (phage) therapy, represent a different approach of growing interest in the fight against
multidrug-resistant (MDR) bacteria.

Materials and Methods: This paper aims to describe the latest trends in bacteriophage therapy.

Results: The field of bacteriophage treatment encompasses diverse research directions. Specific bacteriophages can be used
for the bacterial strain responsible for the infection, both as mono-bacteriophage preparations and as combinations of bacte-
riophages- cocktails. They can be administered in association with antibiotics, as there is synergy between the two therapeutic
methods, or associated with other natural substances that have antibacterial properties (essential oils). The ability to influence
and penetrate biofilm represents another therapeutic advantage in co-therapy with antibiotics. Another therapeutic option is the
use of active substances, such as endolysins and depolymerizes, enzymes produced by phages.

Conclusions: Bacteriophage therapy has proven its effectiveness in treating MDR bacterial infections, but further research is
needed in this field, as well as the creation of standardized guidelines and a legislative framework for the general recognition of
phages as an antibacterial treatment method.

Keywords: bacteriophages, phage therapy, multidrug-resistant bacteria
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P25. APRECIERI PRIVIND REZISTENTA LA ANTIBIOTICE A TULPINILOR BAC-
TERIENE DIN HEMOCULTURILE PACINENTILOR UNUI SPITAL DE URGENTA

Beatrice Sarah Zembrod'2, Oana Izmendi'2, Silvana Vulpie'.23, Corina Musuroi23, Delia Muntean?234,
Silvia Musuroi'5, Adela Voinescu'2, Monica Licker234

1 Scoala doctorald, Universitatea de Medicinad si Farmacie “Victor Babes” Timisoara
2 |aborator Clinic, Spitalul Clinic Judetean de urgenta “Pius Brinzeu” Timisoara
3 Disciplina de Microbiologie, Universitatea de Medicina si Farmacie “Victor Babes” Timisoara

4 Centrul multidisciplinar de cercetare a rezistentei la antibiotice, Disciplina de Microbiologie, Universitatea de
Medicina si Farmacie "Victor Babes” Timisoara

5 Departamentul de medicina internd, Spitalul Clinic Municipal de Urgenta, Timisoara, Romania

Introducere: Infectiile sistemice generalizate sunt infectii severe, avand o evolutie imprevizibild si o ratd crescuta a mortalitatii
n absenta unui tratament adecvat. Identificarea germenilor multidrog rezistenti (MDR) in hemoculturi are implicatii terapeutice
de importanta vitala pentru pacient.

%o

Material si metodi: Studiul a fost efectuat in Laboratorul Clinic al Spitalului Clinic Judetean de Urgentd “Pius Brinzeu” din
Timisoara in perioada 1 ianuarie-31 decembrie 2022, pe un numar de 1330 de hemoculturi pozitive ale pacientilor internati.
Identificarea tulpinilor s-a realizat pe echipament VITEK 2 Compact, iar testarea sensibilitatii la chimioterapice prin metoda VITEK
sau metoda difuzimetrica Kirby-Bauer, cu respectarea standardelor CLSI.

Rezultate: Principalele tulpini Gram-negative identificate au fost Klebsiella pneumoniae (KP), Escherichia coli (EC) si Acinetobacter
baumanii (AB), iar dintre Gram-pozitivi- Staphylococcus aureus (SA). Valorile incidentelor au ardtat ca principalul agent etiologic
a fost KP (8,87%), urmat de EC (7,74%) respectiv AB (5,11%).

Tn ceea ce priveste rezistenta la antibiotice, tulpinile de KP s-au remarcat prin rezistentd crescutd la colistin (46,7%), cefalo-
sporine (cefepim- 64,7%), carbapeneme (imipenem/meropenem- 45,9%/49,5%) si fluroquinolone (ciprofloxacin/levofloxacin —
68,5%/80%). Tulpinile de AB au prezentat rezistente inalte la carbapeneme si fluroquinolone (imipenem/meropenem, ciprofloxa-
cin/levofloxacin — 89,8%/89,8%, 91,5%/100%) cu pastrarea sensibilitatii la colistin (R- 2%). In cazul tulpinilor de Staphylococcus
aureus, 38% au prezentat fenotip MRSA.

Concluzii: Cresterea rezistentei la antibioticele de prima linie (cefalosporine, carbapeneme, fluorochinolone), dar mai ales
frecventele ridicate ale rezistentei la colistin la tulpinile KP sunt fenomene dinamice cu implicatii terapeutice deosebite. Acestea
necesita analiza protocoalelor terapeutice in functie de noile prioritati.

Cuvinte cheie: hemoculturd, rezistentd la antibiotice, tulpini multirezistente

P25. ANTIBIOTIC RESISTANCE ASSESSMENT OF BACTERIAL STRAINS ISO-
LATED FROM BLOOD CULTURES OF PATIENTS IN AN EMERGENCY HOSPITAL

Introduction: Systemic infections are severe infections with an unpredictable course and a high mortality rate in the absence of
appropriate treatment. The identification of multidrug-resistant (MDR) microorganisms in blood cultures has vital therapeutic
implications for the patient.

Material and methods: The study was carried out in the Clinical Laboratory of ,,Pius Brinzeu” County Clinical Emergency Hospital
from Timisoara between 15t of January and 315t of December 2022, on a number of 1330 positive blood cultures from hospitalized
patients. The identification of the strains was carried out on the VITEK 2 Compact equipment, and the antibiotic sensitivity testing
was carried out using the VITEK method or the Kirby-Bauer disk diffusion method, according to CLSI standards.

Results: The main Gram-negative strains identified were Klebsiella pneumoniae (KP), Escherichia coli (EC) and Acinetobacter bau-
manii (AB), and among Gram-positives- Staphylococcus aureus (SA). The incidence values showed that the main etiological agent
was KP (8.87%), followed by EC (7.74%) and AB (5.11%).

Regarding antibiotic resistance, KP strains were notable for their increased resistance to colistin (46.7%), cephalosporins (cefepime
- 64.7%), carbapenems (imipenem/meropenem- 45.9%/49, 5%) and fluroquinolones (ciprofloxacin/levofloxacin — 68.5%/80%).
AB strains showed high resistance to carbapenems and fluroquinolones (imipenem/meropenem, ciprofloxacin/levofloxacin —
89.8%/89.8%, 91.5%/100%), having retained their susceptibility to colistin (R- 2%). In the case of Staphylococcus aureus strains,
38% showed MRSA phenotype.

Conclusions: The increase in resistance to first-line antibiotics (cephalosporins, carbapenems, fluoroquinolones), but especially
the high rate of colistin resistance in KP strains are dynamic phenomena with particular therapeutic implications. They require
the analysis of therapeutic protocols according to the new priorities.

Key words: blood culture, antibiotic resistance, multiresistant strains
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P26. SCREENINGUL PORTAJULUI NAZAL DE S. AUREUS iN CAZUL UNEI SERII
DE STUDENTI STOMATOLOGI, DINTR-UN AN PRECLINIC

Gabriela Bancescu, Yul Garzon-Najar

Universitatea de Medicina si Farmacie ,,Carol Davila”, Bucuresti

Obiectiv: Scopul principal al studiului a fost determinarea frecventei portajului nazal de Staphylococcus aureus, in cazul unei serii
de studenti stomatologi, din anul Il, de la Universitatea de Medicina si Farmacie, Bucuresti.

Material si metoda: Au fost recoltate tampoane nazale de la 113 studenti, Tn decursul primei jumatati a trimestrului al doilea
al anului 2019. Pentru izolarea de S. aureus meticilino-sensibil (MSSA) si S. aureus meticilino-rezistent (MRSA), probele au fost
fnsamantate pe agar hiperclorurat cu manitol si agar Oxoid Brilliance MRSA 2 (Thermo Fisher Scientific, U.K.). Totodata, probele
au fost insamantate pe agar-sange Columbia si agar chocolat cu/fara agenti selectivi, pentru izolarea altor bacterii cu potential
patogen. Identificarea izolatelor la nivel de specie a fost realizatd prin metode conventionale si sistemele: ID 32 STAPH, Rapid ID
32 STREP si API NH (BioMérieux, France). Identificarea tulpinilor MRSA s-a bazat pe: dezvoltarea de colonii albastre pe mediul
selectiv pentru MRSA, testul discului cu cefoxitina si determinarea concentratiilor minime inhibitorii pentru oxacilina si cefoxitina.

Rezultate: S. aureus a fost izolat din 27% de probe, una fiind pozitiva pentru MRSA. S. aureus a fost izolat impreuna cu Haemophi-
lus influenzae dintr-o proba si impreuna cu Streptococcus pneumoniae, dintr-o alta proba.

Concluzii: Proportia purtatorilor de S. aureus nu a depdsit o treime din numarul studentilor examinati, iar rata colonizarii cu MRSA
a fost foarte redusa (<0.9%). Studentii trebuie instruiti, inca din primii ani de facultate, cu privire la riscul transmiterii bacteriilor
cu potential patogen, in timpul lucrului cu pacientii.

Cuvinte cheie: portaj nazal, S. aureus, MRSA

P26. SCREENING FOR NASAL CARRIAGE OF S. AUREUS IN A SERIES OF DEN-
TAL STUDENTS, FROM A PRECLINICAL YEAR OF STUDY

Objective: The purpose of the study was to determine the frequency of nasal carriage of Staphylococcus aureus, in the case of a
series of second-year dental students at the University of Medicine and Pharmacy, Bucharest.

Material and method: Nasal swabs were collected from 113 students in the first half of trimester 2 of 2019. For the isolation
of methicillin-susceptible S. aureus (MSSA) and methicillin-resistant S. aureus (MRSA), the samples were seeded on mannitol-
salt-agar and Oxoid Brilliance MRSA 2 agar (Thermo Fisher Scientific, U.K.). In addition, the samples were seeded on Columbia
blood-agar and on both selective and non-selective chocolate agar, for the isolation of other potentially pathogenic bacteria.
Identification to species level was done by conventional methods and systems: ID 32 STAPH/Rapid ID 32 STREP/API NH (BioMé-
rieux, France). The identification of MRSA was based on: the development of blue colonies on the selective medium for MRSA,
the cefoxitin disk test and the determination of the minimum inhibitory concentrations for oxacillin and cefoxitin.

Results: S. aureus was isolated from 27% of samples, one of which was MRSA positive. S. aureus was co-isolated with Haemophi-
lus influenzae from one sample and with Streptococcus pneumoniae from another sample.

Conclusions: The proportion of S. aureus carriers did not exceed 1/3 of the number of examined students, and the MRSA colo-
nization rate was very low (<0.9%). Students should be trained, from the first years of college, about the risk of transmission of
potentially pathogenic bacteria, while working with patients.

Keywords: nasal portage, S. aureus, MRSA
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advice on the manuscript should be acknowledged, but
are not considered authors.

Research involving human subjects or experi-
mental animals

If the scientific project involves human subjects or ex-
perimental animals, authors must state in the manu-
script that the protocol has been approved by the Ethics
Committee of the institution within which the research
work was undertaken. Experiments on live vertebrates
or higher invertebrates must be demonstrated to be
ethically acceptable and in accordance with institutional
and national guidelines or regulations for laboratory ani-
mals. If the manuscript reports medical research involv-
ing human subjects, authors must include a statement
confirming that informed consent was obtained from
all subjects, according to the World Medical Association
Declaration of Helsinki, revised in 2000, Edinburgh.

Manuscript preparation

Before submitting a paper, please assure that the manu-
script fit in one of the journal category described by the
Journal’s Editorial Policy.

The following article types are accepted: Review, Orig-
inal research article, Original professional paper, Short
Communication, Case study / Series case studies, Course
Notes, and Letter to the Editor. Advertisements, news,
and special issues are also acceptable as non-indexed
publications.

The following article types are accepted, with
their formatting limitations:

Manuscripts must be written in English and prepared
in conformity to the “Uniform Requirements for Manu-
scripts Submitted to Biomedical Journals: Writing and
Editing for Biomedical Publication” issued by the Inter-
national Committee of Medical Journal Editors (www.
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icmje.org). Romanian authors will also provide a copy
of the ftitle, affiliation, abstract and keywords translated
into Romanian.

Authors should consult someone proficient in the
English language, if they feel it is necessary. If the manu-
script is not conform to accepted standards of English
usage, the manuscript will be rejected.

Articles must be written in directly in this template
file.

Please do not import tables or figures into the text
document, but only specify their insertion in text (e.g.
Table 3). They have to be sent in separate files. Files
should be labeled with appropriate and descriptive file
names, without diacritics (e.g. Imunofluorescenta.doc,
Imunofluorescenta Figl.tiff, Imunofluorescenta Table2.
doc). The file names must not contain any self-reveal-
ing information (e.g. authors’ name).

Charts and tables should be designed in black and
white or in greyscale, unless color reproduction is essen-
tial for the understanding of the message.

The preferred format for all digital image files is TIFF
(Tagged Image File Format). PNG format is also accept-
able. Resolution of images must be at least 300 dpi at
the size they will appear in the print. Any special instruc-
tions regarding sizing should be clearly noted. Scanned
images should be free of technical faults (e.g. shadows,
wrong orientation). Authors should state the coloration
technigue and the magnification factor of all images of
microscopic samples. Test your figures by sizing them to
their intended dimensions and then printing them on
your personal printer. The result should not look fuzzy,
jagged, pixelated, or grainy.

Manuscript organization

The text of original papers will be organized in one docu-
ment, in a so-called “IMRAD” structure: introduction (no
more than 25% of the text), material and methods, re-
sults, comments or discussions and acknowledgements.
The manuscript should not include any self-revealing
information. All information about the author(s), affilia-
tion, contact, as well as the abstract and keywords, will
be provided only within the online submission process.

Material and methods have to be described in
enough detail to permit reproduction by other teams.
The same product names should be used throughout
the text (with the brand name in parentheses at the first
use). Results should be presented concisely. Tables and
figures should not duplicate text. The discussion should
set the results in context and set forth the major conclu-
sions of the authors. Information from the Introduction
or Results should not be repeated unless necessary for
clarity. The discussion should also include a comparison


http://www.icmje.org
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Revista Romana de Medicina de Laborator 2023;31(S1)

among the obtained results and other studies from the
literature, with explanations or hypothesis on the ob-
served differences, comments on the importance of the
study and the actual status of the investigated subject,
unsolved problems, and questions to be answered in the
future. In addition to the customary recognition of non-
authors who have been helpful to the work described,
the acknowledgements section must disclose any sub-
stantive conflicts of interest.

Abbreviations shall be preceded by the full term at
their first apparition in text. A list of all abbreviations
used shall be made at the end of the article.

Separate documents: tables, graphics, pictures and
schemes will appear on separate documents. Tables will
have a reasonable number of rows and columns. The ta-
bles, charts, schemes etc. should be sent in their original
file format (for example, XLS files if they were created in
Microsoft Excel), together with the main manuscript, via
on line system (https://www.editorialsystem.com/edi-
tor/rrml).

References should be numbered consecutively in the
order in which they are first mentioned in the text. Iden-
tify references in text, tables, and legends by Arabic nu-
merals in parentheses. References cited only in tables or
figure legends should be numbered in accordance with
the sequence established by the first identification in the
text of the particular table or figure. The titles of jour-
nals should be abbreviated according to the style used
in Index Medicus. Consult the list of Journals Indexed for
MEDLINE, published annually as a separate publication
by the National Library of Medicine. Authors are respon-
sible for the accuracy and completeness of all references
and are also responsible for ensuring that references are
not used out of context.

For journal articles use the following form: authors’
surnames and first names initials, article’s title, the jour-
nal abbreviation according to the Index Medicus, year,
volume, starting and ending pages of the article. If there
are more than six authors, list the first six and add et al.
We recommend to automatically insert the references
using dedicated reference management solutions (e.g.
Zotero, Microsoft word bibliography, Endnote web), ac-
cording to Vancouver citation style.

e.g. “Zimmermann MB, de Benoist B, Co-
rigliano S, Jooste PL, Molinari L, Moosa K, et al. As-
sessment of iodine status using dried blood spot thy-
roglobulin: development of reference material and
establishment of an international reference range in io-
dine-sufficient children. J Clin Endocrinol Metab. 2006
Dec;91(12):4881-7"
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For books or monographs: the names of the cited
chapter’s authors, chapter’s title, the editors, the title of
the book or monograph, the name and location of the
publisher, the year of the appearance and pages.

Editorial process and peer review

The whole peer-review workflow is performed in the
Editorial System online. Manuscript submitted should
contain original work, focused on the aims of this jour-
nal, should be clearly and correctly written in English,
and should contain all essential features of a scientific
publication. Submitted manuscripts are screened for
completeness and quality of files and will not enter the
review process until all files are satisfactory. In order to
evaluate similarities with scientific literature, specialized
text-matching software is used to screen all manuscripts
accepted for scientific evaluation. The Secretariat will
announce the corresponding author about the receipt
and the status of the manuscript.

Authors may suggest reviewers for their manuscript,
whether invited to do so by the Editor or not. The Editor
may choose to use one or more of these reviewers, but
is under no obligation to do so. Authors may ask that
certain people not be asked to review their manuscript,
but Editors are not held to accept these requests either.
The articles are sent to reviewers with expertise in the
laboratory medicine area, without revealing the authors’
names and positions. Also, the reviewers’ identities are
not known by the authors. Following the reviewers’ rec-
ommendations, the Editors decide if a paperis 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 revi-
sion will be announced. Revised manuscripts should
be resubmitted as soon as possible, but not later than
6 weeks. Although unusual, a resubmission may be re-
jected after revision if the response to suggestions and
requests is considered inadequate.

Authors will receive a PDF file with the edited version
of their manuscript for final proofreading. This is the last
opportunity to view an article before its publication. The
purpose of the proof is to check for typesetting or con-
version errors and the completeness and accuracy of the
text, tables and figures. Substantial changes in content
are not allowed without the approval of the Editor. The
authors are requested to return the corrected proofs
within 7 days after their delivery or notify the Editors
that no corrections are required. After online publica-
tion, further changes can only be made in the form of
an Erratum, which will be hyperlinked to the article. The
corresponding author will receive a printed issue of the
Journal free of charge.


https://www.editorialsystem.com/editor/rrml
https://www.editorialsystem.com/editor/rrml
http://www.zotero.org/
http://office.microsoft.com/en-us/word-help/create-a-bibliography-HA010067492.aspx
http://endnote.com/basic
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Scientific misconduct / Corrections /Retrac-
tion Policy

Scientific fraud are rare events; however, they have
a very serious impact on the integrity of the scientific
community. Scientific misconduct is defined by the Of-
fice of Research Integrity as “fabrication, falsification,
plagiarism, or other practices that seriously deviate from
those that are commonly accepted within the academic
community for proposing, conducting, or reporting re-
search”. In cases where there is a suspicion or allegation
of scientific misconduct or fraudulent research in manu-
scripts submitted or published, the Editors reserve the
right to impose sanctions on the authors, such as: im-
mediate 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 institu-
tion or other appropriate authority for investigation.

If the Editorial Board uncovers possible evidence of
such problems it will first contact the corresponding au-
thor in complete confidence, to allow adequate clarifica-
tion of the situation. If the results of such interactions
are not satisfactory, the Board will contact the appropri-
ate official(s) in the institution(s) from which the man-
uscript originated. It is then left to the institution(s) in
question to pursue the matter appropriately. Depending
on the circumstances, the Romanian Journal of Labora-
tory Medicine may also opt to publish errata, corrigenda,
or retractions.

Serious errors in a published manuscript and infringe-
ments of professional ethical codes will result in an ar-
ticle being retracted. This will occur where the article is
clearly defamatory, or infringes 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 ar-
ticle, if acted upon, might pose a serious health risk. In
any of these cases all coauthors will be informed about
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a retraction. A Retraction Note detailing the reason for
retraction will be linked to the original article.

Publication fee

A processing fee of 50 EUR (or equivalent in RON) will
have to be paid for articles accepted for evaluation by
the editorial board of Romanian Journal of Laboratory
Medicine (invited contributions excepted). Please note
that the payment will only be required if your article and
application passes the Technical check and is accepted
for scientific evaluation (the article is “under Review”).
The journal does not have article submission charges.

The publication fee for accepted article is 200 EUR (or
equivalent in RON), which have to be paid when publi-
cation anouncement is sent to the correspondence au-
thor.

The author will bear the cost of publication for color
illustrations, if their number exceeds two color figures
(invited contributions excepted). The charge is 25 EUR
(equivalent in RON) for each color figure, starting with
the third color illustration). The authors will also bear
the cost of English supervision (if the manuscript needs
assistance). If reasonable corrections are necessary the
charge is 10 EUR (equivalent in RON)/ supervised page.

The total charge for color figures and English supervi-
sion will be communicated by the Editorial Secretariat
upon acceptance of the manuscript for publication.

All payments will be operated in RO65BTRLRON
CRT0406871001 - for payment in RON, RO15BTRLEUR
CRT0406871001 - for payment in EUR bank account
open for Romanian Association of Laboratory Medicine
— CF 17383407 — at Banca Transilvania, Divizia pentru
Medici Tirgu Mures (SWIFT code BTRLRO22). Please e-
mail (minodora.dobreanu@rrml.ro) or fax a copy of the
bank draft at the Editorial Secretariat Phone/Fax +40
265 217425.



