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D  este indicat pentru tratamentul dermatitei atopice orma moderată până la severă la pacienții adulți 
i adolescenți cu vârsta de 2 ani i peste  care sunt candidați pentru terapie sistemică

cest material promoțional este destinat pro esioni tilor din domeniul sănătății  cest medicament se eliberează pe 
bază de prescripție medicală restrictivă  ezumatul aracteristicilor rodusului  data revizuirii aprilie 2020
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DUPIXENT ESTE PRIMUL TRATAMENT CARE MODULEAZĂ SPECIFIC MECANISMELE 
IMUNE CHEIE ÎN DERMATITA ATOPICĂ PRIN INHIBAREA CĂILOR DE SEMNALIZARE 

CELULARĂ ALE IL-4 ȘI IL-13, ELEMENTE CHEIE ÎN INFLAMAȚIA DE TIP 21,5
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DUPIXENT 300mg o administrare la 2 săptămâni + corticosteroizi topici (89) 

Placebo + corticosteroizi topici (n=264)
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Rezumatul caracteristicilor produsului Dupixent (dupilumab) 

Rezumatul caracteristicilor produsului Dupixent (dupilumab)
 Acest medicament face obiectul unei monitorizări suplimentare. Acest lucru va permite identificarea rapidă 

de noi informaţii referitoare la siguranţă. Reacţiile adverse trebuie raportate.
Dupixent (Dupilumab) - consultaţi versiunea completă a RCP înante de prescriere. Forma de prezentare: 
Dupixent 300 mg soluţie injectabilă în seringă preumplută, care conţine dupilumab 300 mg în 2 ml (150 mg/ml). 
Indicaţii: Dupixent  este  indicat  pentru  tratamentul  dermatitei  atopice  forma  moderată  până la severă la 
pacienţii adulţi și adolescenţi cu vârsta de 12 ani și peste, care sunt candidaţi pentru terapie sistemică. Dupixent 
este indicat la adulţi și adolescenţi cu vârsta de 12 ani și peste, ca tratament adjuvant de întreţinere pentru 
astm bronșic sever, însoţit de inflamaţie de tip 2 caracterizată prin eozinofilie și/sau valori crescute ale FeNO 
și inadecvat controlat cu doze medii până la mari de corticosteroizi inhalatori plus un alt medicament utilizat 
ca tratament de întreţinere. Dupixent este indicat ca terapie adjuvantă împreună cu corticosteroizi administraţi 
intranazal pentru tratamentul adulţilor cu Rinosinuzită cronică însoţită de polipoză nazală (RSCcPN) severă, 
în cazul cărora terapia cu corticosteroizi sistemici și/sau intervenţia chirurgicală nu asigură controlul adecvat 
al bolii. Doze și mod de administrare: Dermatită atopică. Adulţi. Doza recomandată de dupilumab pentru 
pacienţii adulţi este de 600 mg (două injecţii de 300 mg) ca doză iniţială, urmată de administrarea injectabilă 
subcutanată a unei doze de 300 mg, la interval de 2 săptămâni. Adolescenţi. Doza recomandată de dupilumab 
pentru pacienţi adolescenţi cu vârsta cuprinsă între 12 ani și 17 ani este specificată în tabelul 1.

Tabelul 1: Doza de dupilumab pentru administrare subcutanată la pacienţi adolescenţi cu vârsta cuprinsă între 
12 ani și 17 ani, având dermatită atopică

Greutate corporală a
pacientului Doză inițială Doze ulterioare (administrate

la interval de 2 săptămâni)

sub 60 kg 400 mg 
(două injecții de 200 mg) 200 mg

60 kg sau peste 600 mg 
(două injecții de 300 mg) 300 mg

Dupilumab poate fi utilizat în asociere sau neasociat cu corticosteroizi cu administrare topică. Pot fi utilizaţi și 
inhibitorii de calcineurină cu administrare topică, însă aceștia trebuie să fie rezervaţi numai pentru zonele 
problematice, precum faţa, gâtul, zonele intertriginoase și genitale. Trebuie avută în vedere întreruperea 
tratamentului la pacienţii care nu au prezentat răspuns după 16 săptămâni de tratament pentru dermatită 
atopică. Unii pacienţi cu răspuns iniţial parţial pot prezenta ulterior o îmbunătăţire, ca urmare a continuării 
tratamentului după 16 săptămâni. Dacă întreruperea tratamentului cu  dupilumab  devine  necesară,  este totuși 
posibil ca pacienţii să fie re-trataţi cu succes. Astm bronșic. Doza recomandată de dupilumab la adulţi și 
adolescenţi (cu vârsta de 12 ani și peste) este: • la pacienţi cu astm bronșic sever și care se află în tratament cu 
corticosteroizi orali sau la pacienţi cu astm bronșic sever și dermatită atopică moderată până la severă 
concomitentă, o doză iniţială de 600 mg (două injecţii a 300 mg), urmată de administrarea a 300 mg ca injecţie 
subcutanată la interval de două săptămâni; • pentru toţi ceilalţi pacienţi, o doză iniţială de 400 mg (două injecţii 
a 200 mg), urmată de administrarea a 200 mg ca injecţie subcutanată la interval de 2 săptămâni. În cazul 
pacienţilor care utilizează concomitent corticosteroizi orali se poate scădea doza de corticosteroid o dată ce 
s-a obţinut ameliorarea clinică sub tratamentul cu dupilumab. Scăderea dozei de corticosteroid trebuie realizată 
treptat. Dupilumab este recomandat pentru tratamentul de întreţinere. Necesitatea continuării tratamentului 
trebuie stabilităcelpuţinanual, în funcţie de evaluarea pe care medicul o efectuează pacientului, din perspectiva 
nivelului de control al astmului bronșic. Rinosinuzită cronică însoţită de polipoză nazală (RSCcPN)Doza 
recomandată de dupilumab pentru pacienţi adulţi este o doză iniţială de 300 mg, urmată de 300 mg administrate 
la interval de 2 săptămâni.Dupilumab este recomandat pentru tratamentul de lungă durată. Trebuie avută în 
vedere întreruperea tratamentului la pacienţii care nu au prezentat niciun răspuns după 24 de săptămâni de 
tratament pentru RSCcPN. Unii pacienţi cu răspuns parţial iniţial pot prezenta ameliorare ulterior, în condiţiile 
tratamentului continuat după 24 de săptămâni. Contraindicaţii:  Hipersensibilitate la substanţa activă sau la 
oricare dintre excipienţi. Atenţionări și precauţii: Dupilumab nu trebuie utilizat pentru tratamentul simptomelor 
acute de astm bronșic sau al exacerbărilor acute ale astmului bronșic. Dupilumab nu trebuie utilizat pentru 
tratamentul bronhospasmului acut sau al statusului astmatic. Administrarea corticosteroizilor pe cale sistemică, 
topică sau inhalatorie nu trebuie întreruptă brusc la iniţierea tratamentului cu dupilumab. Scăderea dozei de 
corticosteroizi, dacă este cazul, trebuie efectuată progresiv și sub directa supraveghere a unui medic. Scăderea 
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demasca afecţiuni compensate anterior de tratamentul cu corticosteroizi sistemici. Este posibil ca biomarkerii 
inflamatori de tip 2 să fie inhibaţi de corticoterapia sistemică. Acest aspect trebuie avut în vedere la stabilirea 
statusului inflamaţiei de tip 2 în cazul pacienţilor care utilizează corticosteroizi orali Trasabilitate Pentru a avea 
sub control trasabilitatea medicamentelor biologice, numele și numărul lotului medicamentului administrat 
trebuie înregistrate cu atenţie. Hipersensibilitate Dacă apare o reacţie de hipersensibilitate sistemică (imediată 
sau întârziată), administrarea dupilumab trebuie întreruptă imediat și trebuie iniţiată terapia adecvată. În 
programul de dezvoltare pentru dermatită atopică au fost raportate cazuri foarte rare de boala serului/reacţii 
asemănătoare cu boala serului după administrarea dupilumab. Cazurile de reacţie anafilactică au fost raportate 
foarte rar în programul de dezvoltare pentru astm bronșic, după administrarea dupilumab. Afecţiuni însoţite de 
eozinofilieLa pacienţi adulţi trataţi cu dupilumab, care au participat la programul de dezvoltare pentru astm 
bronșic au fost raportate cazuri de pneumonie eozinofilică și cazuri de vasculită congruentă cu granulomatoza 
eozinofilică însoţită de poliangeită (GEPA). La pacienţi adulţi cu astm bronșic concomitent, cărora li s-a administrat 
dupilumab și placebo și care au participat la programul de dezvoltare pentru RSCcPN au fost raportate cazuri 
de vasculită congruentă cu GEPA. Medicii trebuie să fie atenţi la apariţia erupţiei cutanate tranzitorii vasculitice, 
la agravarea simptomatologiei pulmonare, precum și la apariţia complicaţiilor cardiace și/sau a neuropatiei în 
cazul pacienţilor cu eozinofilie. Pacienţii trataţi pentru astm bronșic pot manifesta eozinofilie sistemică gravă, 
uneori prezentând manifestări clinice de pneumonie eozinofilică sau vasculită congruentă cu granulomatoza 
eozinofilică însoţită de poliangeită, afecţiuni care sunt tratate în mod frecvent cu corticoterapie sistemică. 
Aceste evenimente pot fi asociate de regulă, însă nu întotdeauna, cu scăderea dozelor de corticoterapie 
administrată oral. Infestări cu helminţi Pacienţii care prezintă infestări cu helminţi cunoscute au fost excluși de 
la participarea în studii clinice. Dupilumab poate influenţa răspunsul imunologic faţă de infestările cu helminţi 
prin inhibarea semnalizării IL-4/ IL-13. Pacienţii care prezintă infestări cu helminţi preexistente trebuie trataţi 
înainte de iniţierea tratamentului cu dupilumab. Dacă pacienţii se infestează în timpul tratamentului cu dupilumab 
și nu răspund la tratamentul antihelmintic, administrarea dupilumab trebuie întreruptă până la eliminarea 
infestării. Evenimente asociate cu conjunctivită Pacienţii trataţi cu dupilumab, în cazul cărora conjunctivita 
apărută nu se remite ca urmare a administrării tratamentului standard, trebuie să fie examinaţi de către un 
medic oftalmolog Pacienţi cu dermatită atopică sau RSCcPN și astm bronșic concomitent Pacienţii cu 
dermatită atopică moderată până la severă sau RSCcPN severă și astm bronșic concomitent nu trebuie să 
ajusteze dozele sau să oprească administrarea tratamentelor pentru astm bronșic fără a se adresa în prealabil 
medicului lor. Pacienţii cu astm bronșic concomitent trebuie monitorizaţi cu atenţie după întreruperea 
tratamentului cu dupilumab. Vaccinări Vaccinurile vii și vaccinurile vii atenuate nu trebuie administrate 
concomitent cu dupilumab, întrucât siguranţa și eficacitatea clinică nu au fost încă stabilite. Au fost evaluate 
răspunsurile imunologice la vaccinul DTPa (diftero-tetano-pertussis acelular) și vaccinul meningococic 
polizaharidic. Se recomandă ca imunizarea pacientului cu vaccinuri vii și vaccinuri vii atenuate să fie adusă la zi, 
în conformitate cu ghidurile în vigoare privind imunizarea, înainte de administrarea tratamentului cu dupilumab. 
Conţinutul de sodiu Acest medicament conţine sodiu, sub 1 mmol (23 mg) la doza de 300 mg, adică practic „nu 
conţine sodiu”. Reacţii adverse: Foarte frecvente (≥1/10): Reacţii la locul de administrare a injecţiei. Frecvente 
(≥1/100 și <1/10): Conjunctivită, herpes oral, eozinofilie, cefalee, conjunctivită alergică, prurit ocular, blefarită. 
Foarte rare (<1/10000): Boala serului/reacţii asemănătoare cu boala serului. Reacții adverse grave: Au fost 
raportate, de asemenea, eczema herpeticum, infecţii și imunogenitate. Vă rugăm să consultaţi Rezumatul 
caracteristicilor produsului pentru o descriere cuprinzătoare a reacţiilor adverse asociate cu Dupixent. 
Fertilitatea, sarcina și alăptarea: Datele provenite din utilizarea dupilumab la femeile gravide sunt limitate. 
Studiile la animale nu au evidenţiat efecte toxice. Dupilumab nu trebuie utilizat în timpul sarcinii, cu excepţia 
cazului în care beneficiul potenţial justifică riscul posibil pentru făt. Nu se cunoaște dacă dupilumab se excretă 
în laptele uman sau se absoarbe sistemic după ingestie. Trebuie luată decizia fie de a întrerupe alăptarea, fie 
de a întrerupe tratamentul cu dupilumab, având în vedere beneficiul alăptării pentru copil şi beneficiul 
tratamentului pentru femeie. Studiile la animale nu au evidenţiat tulburări de fertilitate. Precauţii speciale pentru 
păstrare: A se păstra la frigider (2°C - 8°C). A nu se congela. A se păstra în ambalajul original, pentru a fi protejat 
de lumină. Clasificare: Medicament eliberat numai pe bază de prescripţie medicală restrictivă. DEŢINĂTORUL 
AUTORIZAŢIEI DE PUNERE PE PIAŢĂ: sanofi-aventis groupe 54, rue La Boétie 75008 Paris Franţa. Data 
revizuirii textului: aprilie 2020.



930 septembrie - 3 octombrie 2020

ASOCIAŢIA ROMÂNĂ 
de IMUNO-DERMATOLOGIE

A
so

cia
ţia Română de Im

uno-Dermatologi
eARIDdozei de corticosteroid poate fi asociată cu manifestări sistemice ale sindromului de întrerupere și/sau poate 

demasca afecţiuni compensate anterior de tratamentul cu corticosteroizi sistemici. Este posibil ca biomarkerii 
inflamatori de tip 2 să fie inhibaţi de corticoterapia sistemică. Acest aspect trebuie avut în vedere la stabilirea 
statusului inflamaţiei de tip 2 în cazul pacienţilor care utilizează corticosteroizi orali Trasabilitate Pentru a avea 
sub control trasabilitatea medicamentelor biologice, numele și numărul lotului medicamentului administrat 
trebuie înregistrate cu atenţie. Hipersensibilitate Dacă apare o reacţie de hipersensibilitate sistemică (imediată 
sau întârziată), administrarea dupilumab trebuie întreruptă imediat și trebuie iniţiată terapia adecvată. În 
programul de dezvoltare pentru dermatită atopică au fost raportate cazuri foarte rare de boala serului/reacţii 
asemănătoare cu boala serului după administrarea dupilumab. Cazurile de reacţie anafilactică au fost raportate 
foarte rar în programul de dezvoltare pentru astm bronșic, după administrarea dupilumab. Afecţiuni însoţite de 
eozinofilieLa pacienţi adulţi trataţi cu dupilumab, care au participat la programul de dezvoltare pentru astm 
bronșic au fost raportate cazuri de pneumonie eozinofilică și cazuri de vasculită congruentă cu granulomatoza 
eozinofilică însoţită de poliangeită (GEPA). La pacienţi adulţi cu astm bronșic concomitent, cărora li s-a administrat 
dupilumab și placebo și care au participat la programul de dezvoltare pentru RSCcPN au fost raportate cazuri 
de vasculită congruentă cu GEPA. Medicii trebuie să fie atenţi la apariţia erupţiei cutanate tranzitorii vasculitice, 
la agravarea simptomatologiei pulmonare, precum și la apariţia complicaţiilor cardiace și/sau a neuropatiei în 
cazul pacienţilor cu eozinofilie. Pacienţii trataţi pentru astm bronșic pot manifesta eozinofilie sistemică gravă, 
uneori prezentând manifestări clinice de pneumonie eozinofilică sau vasculită congruentă cu granulomatoza 
eozinofilică însoţită de poliangeită, afecţiuni care sunt tratate în mod frecvent cu corticoterapie sistemică. 
Aceste evenimente pot fi asociate de regulă, însă nu întotdeauna, cu scăderea dozelor de corticoterapie 
administrată oral. Infestări cu helminţi Pacienţii care prezintă infestări cu helminţi cunoscute au fost excluși de 
la participarea în studii clinice. Dupilumab poate influenţa răspunsul imunologic faţă de infestările cu helminţi 
prin inhibarea semnalizării IL-4/ IL-13. Pacienţii care prezintă infestări cu helminţi preexistente trebuie trataţi 
înainte de iniţierea tratamentului cu dupilumab. Dacă pacienţii se infestează în timpul tratamentului cu dupilumab 
și nu răspund la tratamentul antihelmintic, administrarea dupilumab trebuie întreruptă până la eliminarea 
infestării. Evenimente asociate cu conjunctivită Pacienţii trataţi cu dupilumab, în cazul cărora conjunctivita 
apărută nu se remite ca urmare a administrării tratamentului standard, trebuie să fie examinaţi de către un 
medic oftalmolog Pacienţi cu dermatită atopică sau RSCcPN și astm bronșic concomitent Pacienţii cu 
dermatită atopică moderată până la severă sau RSCcPN severă și astm bronșic concomitent nu trebuie să 
ajusteze dozele sau să oprească administrarea tratamentelor pentru astm bronșic fără a se adresa în prealabil 
medicului lor. Pacienţii cu astm bronșic concomitent trebuie monitorizaţi cu atenţie după întreruperea 
tratamentului cu dupilumab. Vaccinări Vaccinurile vii și vaccinurile vii atenuate nu trebuie administrate 
concomitent cu dupilumab, întrucât siguranţa și eficacitatea clinică nu au fost încă stabilite. Au fost evaluate 
răspunsurile imunologice la vaccinul DTPa (diftero-tetano-pertussis acelular) și vaccinul meningococic 
polizaharidic. Se recomandă ca imunizarea pacientului cu vaccinuri vii și vaccinuri vii atenuate să fie adusă la zi, 
în conformitate cu ghidurile în vigoare privind imunizarea, înainte de administrarea tratamentului cu dupilumab. 
Conţinutul de sodiu Acest medicament conţine sodiu, sub 1 mmol (23 mg) la doza de 300 mg, adică practic „nu 
conţine sodiu”. Reacţii adverse: Foarte frecvente (≥1/10): Reacţii la locul de administrare a injecţiei. Frecvente 
(≥1/100 și <1/10): Conjunctivită, herpes oral, eozinofilie, cefalee, conjunctivită alergică, prurit ocular, blefarită. 
Foarte rare (<1/10000): Boala serului/reacţii asemănătoare cu boala serului. Reacții adverse grave: Au fost 
raportate, de asemenea, eczema herpeticum, infecţii și imunogenitate. Vă rugăm să consultaţi Rezumatul 
caracteristicilor produsului pentru o descriere cuprinzătoare a reacţiilor adverse asociate cu Dupixent. 
Fertilitatea, sarcina și alăptarea: Datele provenite din utilizarea dupilumab la femeile gravide sunt limitate. 
Studiile la animale nu au evidenţiat efecte toxice. Dupilumab nu trebuie utilizat în timpul sarcinii, cu excepţia 
cazului în care beneficiul potenţial justifică riscul posibil pentru făt. Nu se cunoaște dacă dupilumab se excretă 
în laptele uman sau se absoarbe sistemic după ingestie. Trebuie luată decizia fie de a întrerupe alăptarea, fie 
de a întrerupe tratamentul cu dupilumab, având în vedere beneficiul alăptării pentru copil şi beneficiul 
tratamentului pentru femeie. Studiile la animale nu au evidenţiat tulburări de fertilitate. Precauţii speciale pentru 
păstrare: A se păstra la frigider (2°C - 8°C). A nu se congela. A se păstra în ambalajul original, pentru a fi protejat 
de lumină. Clasificare: Medicament eliberat numai pe bază de prescripţie medicală restrictivă. DEŢINĂTORUL 
AUTORIZAŢIEI DE PUNERE PE PIAŢĂ: sanofi-aventis groupe 54, rue La Boétie 75008 Paris Franţa. Data 
revizuirii textului: aprilie 2020.

MIERCURI, 30.09.2020

09.00-09.15

09.15-13.15

13.30-15.30

15.30-18.00

15.30-16.00

Deschiderea ofi cială

Workshop: Actualități în imunologie și imunologie de transplant  

Institutul Clinic Fundeni – sesiune on-site

Moderatori:  Prof. Univ. Dr. Ileana Constantinescu, Centrul de Imunogenetică și Virusologie, Inst. 
Clinic Fundeni,  UMF „Carol Davila”, București & Conf. Univ. Dr. Octaviana Adriana 
Dulămea, Inst. Clinic Fundeni,  UMF „Carol Davila”, București

Potențialul terapeutic al terapiilor bazate pe celule stem în bolile neurologice 
Oana Obrișcă1,2, Octaviana Adriana Dulămea1,2

1Clinica Neurologie, Institutul Clinic Fundeni, București; 
2Departament Biochimie, UMF „Carol Davila”, București, România

Frecvența haplotipurilor HLA în populația românească – date preliminare
Andreea Mirela Caragea¹˒², Bogdan Calenic², Adriana Tălăngescu¹, Ana Moise¹˒², Larisa Denisa 
Vişan¹˒², Mirela Maria Iacob¹, Ion Mărunţelu¹˒², Alina Dima³˒², Ileana Constantinescu¹˒²
1Centrul de Imunogenetică și Virusologie, Inst. Clinic Fundeni, București;  

2Departament Biochimie UMF „Carol Davila”, București; 
3Departament Reumatologie, Spitalul Clinic Colentina, București, România

Modifi cări clinice și histo-patologice în diferite confi gurații ale genelor KIR la pacienții cu 
hepatita C cronică
Larisa Denisa Ursu1, Bogdan Calenic2, Mircea Diculescu3, Alina Dima4, Iulia Teodora Stoian1,
Ileana Constantinescu1

1Centrul de Imunogenetică și Virusologie, Inst. Clinic Fundeni, București; 
2Departament Biochimie UMF „Carol Davila”, București; 
3Departament Gastroenterologie și hepatologie, Inst. Clinic Fundeni, București; 
4Departament Reumatologie, Spitalul Clinic Colentina, București, România

Infecția cu CMV la pacienții cu transplant medular alogenic - experiența Centrului de 
Imunogenetică și Virusologie Fundeni
Iulia Teodora Stoian1,2, Stejara Nicoleta Mihai1,2, Cătălina Roxana Ferea1,2, Ion Mărunțelu,1,2,
Ileana Constantinescu1,2

1Departament Biochimie UMF „Carol Davila”, București;
2Centrul de Imunogenetică și Virusologie, Inst. Clinic Fundeni, București, România

SARS-CoV-2 - experiența Institutului Clinic Fundeni 
Ileana Constantinescu
Centrul de Imunogenetică și Virusologie, Inst. Clinic Fundeni,  UMF „Carol Davila”, București, România

Pauză 

Workshop: IMUNO-DERMATO-ONCOLOGIE
Moderator: Conf. Univ. Dr. Constantin Căruntu, UMF „Carol Davila”, București 

Simpozion CELLTECH PHARMA

Terapia fotodinamică (PDT) cu un nou agent fotosensibilizant pe bază de 5-ALA în 
nanoparticule(Photoxal®): o nouă procedură non-invazivă pentru creșterea gradului de 
satisfacție al pacienților cu CBCs, BB, keratoza actinică și acnee
Dr. Dan Marius Stoica
Cabinet Dermatologie Dr. Stoica Dan Marius, Arad
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16.00-16.20

16.20-16.50

16.50-17.00

17.00-17.30

17.30-18.00

Simpozion Servier

O suferință ascunsă, departe de „linia întâi”: Boala Venoasă Cronică
Conf. Univ. Dr. Daniel Boda 
UMF „Carol Davila”, București, Președinte Asociația de Imuno-Dermatologie

Managementul epitelioamelor spinocelulare
Conf. Univ. Dr. Daniel Boda 
UMF „Carol Davila”, București, Președinte Asociația de Imuno-Dermatologie

Premalignant and malignant lesions of the lower lip – in vivo microstructural investigation 
Constantin Caruntu1,2, Ana Caruntu3,4, Mihai Lupu1, Sabina Zurac1,5, Daniel Boda1,2 
1“Carol Davila”University of Medicine and Pharmacy, Bucharest; 2“Prof. N. Paulescu” National 
Institute of Diabetes, Nutrition and Metabolic Diseases, Department of Dermatology, Bucharest; 3“Titu 
Maiorescu” University, Faculty of Medicine, Bucharest; 4“Carol Davila” Central Military Emergency 
Hospital, Department of Oral and Maxillofacial Surgery, Bucharest; 5Colentina Clinical Hospital, 
Department of Pathology, Bucharest, Romania 

Terapia fotodinamică în epitelioamele bazocelulare
Prof. Univ. Dr. Maria Rotaru 
Șef secţie Clinică Dermatologie, Spitalul Clinic Judeţean de Urgenţă Sibiu

Update în melanoma management  
Conf. Univ. Dr. Loredana Ungureanu
UMF „Iuliu Hațieganu”, Cluj-Napoca   

JOI, 01.10.2020

Prezentări orale: Imunologie fundamentală
Moderator: CSI Dr. Carolina Constantin, INCD „Victor Babeș”, București

Evaluarea efectului anti-infl amator al acizilor esențiali purifi cați din uleiul de cătină asupra
celulelor epiteliale normale umane
Maria Dudău1,2, Ana-Maria Dobri1,2, Elena Codrici1, Simona Mihai1, Ionela Daniela Popescu1,
Eleonora Codorean1, Lucian Albulescu1, Elena Iulia Cucolea3, Rambu Dan3, Costache Teodor 
Alexandru3, Ana-Maria Enciu1,2, Cristiana Pistol Tanase1,4

1Departamentul Biochimie-Proteomică, INCD „Victor Babeș”, București 
2Departamentul Științe Morfologice, UMF „Carol Davila”,  București 
3S.C Cromatec SRL București 
4Facultatea de Medicină, Universitatea “Titu Maiorescu”, București, România

Caracteristici fenotipice ale celulelor NK induse de prezența celulelor tumorale 
Gheorghița Isvoranu1, Mihaela Surcel1, Adriana Narcisa Munteanu1,2, Ioana-Ruxandra Pîrvu1, 
Monica Teodora Neagu1,2

1INCD „Victor Babeș”, București 
2Facultatea de Biologie, Universitatea din București, România 

Activarea și rolul complexului infl amazom în progresia tumorală
Liliana-Roxana Balahura1,2, Sorina Dinescu1,3, Marieta Costache1,3

1Departamentul de Biochimie și Biologie Moleculară, Universitatea din București, România 
2Departamentul de Imunologie, INCD „Victor Babeș”, București, România 
3Institutul de Cercetări al Universității din București, România

09.00-11.00
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11.00-12.30

12.30-13.00

13.00-14.00

Proteine neconvenționale implicate în secreția interleukinei-1β din macrofage primare
Nathalie Brouwers1, Gheorghița Isvoranu2, Ștefana M. Petrescu3, Vivek Malhotra1, 
Marioara Chiriţoiu1,3

1Centre for Genomic Regulation (CRG), The Barcelona Institute for Science and Technology,
Barcelona, Spain 
2INCD „Victor Babeș”, București, România 
3Institutul de Biochimie al Academiei Române, București, România

Imunoterapie pe bază de CAR
Virgil Păunescu1,2, Roxana Zogorean2, Florina Bojin1,2, Oana Gavriliuc1,2, Eduard Nedea2

1UMF “Victor Babes” Timisoara, Department III – Functional Sciences, Timisoara; 
2SCJU “Pius Brinzeu” Timisoara, OncoGen Center, Timisoara, Romania

Citokine și stres oxidativ induse de radiația spațială la nivelul monocitelor umane
Gina Manda1, Maria Dobre1, Ionela Victoria Neagoe1, Ulrich Weber2, Nicole Averbeck2

1INCD “Victor Babeș”, București, România 
2GSI Center for Heavy Ion Research, Darmstadt, Germania

Precision medicine - multiomic approaches for immunodiagnosis and target therapy
Cristiana Tanase1,2, Elena Codrici¹, Daniela Popescu¹, Simona Mihai¹, Ana Maria Enciu1,3, Maria Linda 
Popa1,3, Adrian Popa⁴, Lucian Albulescu¹, Maria Dudău¹, Radu Albulescu1,5

1Victor Babes National Institute of Pathology, Biochemistry-Proteomics Department, Bucharest 
2Faculty of Medicine, Titu Maiorescu University, Bucharest 
3”Carol Davila” University of Medicine and Pharmacy, Bucharest 
4Army Centre for Medical Research, Bucharest 
5National Institute for Chemical-Pharmaceutical R&D, Bucharest, Romania

Conferințe plenare 

Moderator:  Prof. Univ. Dr. Monica Neagu, INCD „Victor Babeș”, București;  Sp. Clinic Colentina, 
București; Facultatea de Biologie, Universitatea din București 

Implicațiile citokinelor în patologia umană
Prof. Univ. Dr. Victor Cristea  
UMF  „Iuliu Hațieganu”, Cluj-Napoca, România

Terapia cu imunoglobulină subcutanată pentru pacienții cu imunodefi ciență umorală
Diana Deleanu1,2, Irena Nedelea1,2, Carina Petricău1,2, Carmen Teodora Dobrican1,2,
Adriana Muntean1,2 
1UMF Iuliu Hatieganu, Cluj-Napoca 
2IRGH Professor Doctor Octavian Fodor, Cluj-Napoca, Romania

Rolul imunității în carcinogeneza cutanată non-melanom
Prof. Univ. Dr.  Monica Neagu
INCD „Victor Babeș”, București;  Sp. Clinic Colentina, București; Facultatea de Biologie,
Universitatea din București

Pauză

Conferințe plenare 

Moderator: Prof. Univ. Dr. Cristiana Tănase, INCD „Victor Babeș”, București;
Univ. „Titu Maiorescu”, Inst. Cajal, București
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14.00-16.30

Telomer scurt - Imunitate CMV scurt în transplantul de plămâni IPF
Prof. Univ. Dr. Iulia Popescu 
Divizia de alergie pulmonară și de îngrijire critică, Departamentul de Medicină, Universitatea 
Pittsburgh, SUA

Interacțiunile hialuronan și TLR4 în procesul de infl amare a pielii sterile
Prof. Asociat Dragana Nikitovic
Facultatea de Medicină, Universitatea din Creta, Grecia

Prezentări orale: Imunologie clinică

Moderatori: CSII Dr. Crina Stăvaru, INCDMM „Cantacuzino”, București

Noi perspective asupra sindromului antisintetaza
Manole Cojocaru1, Inimioara Mihaela Cojocaru2

1Universitatea Titu Maiorescu, Facultatea de Medicina, București 
2UMF „Carol Davila”, București, România

Interrelații în biologia micromediului tumoral. Implicații terapeutice
Ovidiu Farc, Victor Cristea
UMF „Iuliu Hațieganu”, Cluj-Napoca, România

Comportamentul diferiților biomarkeri în progresia bolii parodontale
Elena Talvan1, Constantin Dan Talvan1, Călin Mohor1, Victor Cristea2

1Universitatea Lucian Blaga, Facultatea de Medicină, Sibiu 
2UMF „Iuliu Hațieganu”, Cluj-Napoca, România

IL-31 - interleukina pruritului în urticaria cronică spontană
Carmen Teodora Dobrican, Irena Nedelea, Adriana Muntean, Diana Deleanu 
UMF Iuliu Hațieganu, Cluj-Napoca; IRGH Profesor Doctor Octavian Fodor, Cluj-Napoca, România

Profi lul interleukinelor în pneumonia comunitară dobândită la adulți 
Raluca-Elena Tripon¹, Victor Cristea²
1Departament Boli Infecțioase, UMF Iuliu Hațieganu, Cluj-Napoca 
2Departament Imunologie, UMF Iuliu Hațieganu, Cluj-Napoca, România

Infecții respiratorii recurente la copii – fenotipul populațiilor și sub-populațiilor limfocitare 
Adriana Narcisa Munteanu1,2, Mihaela Surcel1, Gheorghița Isvoranu1, Ioana Ruxandra Pîrvu1,
Ovidiu Bratu3, Carolina Constantin1,4, Teodora Monica Neagu1,2,4

1Institutul Național de Cercetare-Dezvoltare „Victor Babeș”, București, România 
2Școala Doctorală de Biologie, Facultatea de Biologie, Universitatea din București, România 
3UMF „Carol Davila”, București 
4Spitalul Universitar Colentina, București, România

Reacții adverse cutanate ale unor citostatice – un scurt review
Florin Ciprian Bujoreanu1,2, Diana Sabina Radaschin1,2, Cristina Oltenacu1,2, Laura Bezman2,3,  
Alin Laurentiu Tatu1,2

1Secția Clinică Dermatovenerologie, Spitalul Clinic de Boli Infecțioase „Sf. Cuv. Parascheva” Galați  
2Facultatea de Medicină și Farmacie, Universitatea “Dunărea de Jos” Galați 
3Spitalul Clinic Județean de Urgență „Sf. Apostol Andrei” Galați, România 

Infecția SARS-COV2 la pacienții cu imunodefi ciență comună variabilă - experiența centrului 
Alergologie și Imunologie, Institutul Regional de Gastroenterologie și Hepatologie,
Cluj-Napoca
Irena Nedelea, Carina Petricău, Carmen Teodora Dobrican, Adriana Muntean, Diana Deleanu
UMF Iuliu Hațieganu, Cluj-Napoca; IRGH Profesor Doctor Octavian Fodor, Cluj-Napoca, România
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16.30-18.30 Sesiune plenară: Vaccinuri

Moderatori:  CS I Dr. Adrian Onu, INCDMM „Cantacuzino”, București & Prof. Dr. Virgil Păunescu, 
Centrul OncoGen Timișoara, UMF Timișoara

Rational design for optimal folding conditions of protein from bacterial inclusion bodies
Andreea-Laura Ermeneanu1, Alina Lenghel1, Vlad Tofan1, Adrian Onu1,2

1„Cantacuzino” NIRDMM - Development and Research Center, Bucharest 
2„Titu Maiorescu” University - Pharmacy Faculty, Bucharest, Romania

Paradigm shift in vaccine strategy – synthetic long peptides (SLPS)
Florina Bojin1,2, Alexandru Tirziu1, Oana Gavriliuc1,2, Virgil Paunescu1,2,
1UMF “Victor Babes” Timisoara, Department III – Functional Sciences, Timisoara 
2SCJU “Pius Brinzeu” Timisoara, OncoGen Center, Timisoara, Romania

Prokaryotic expression of small antigenic fragments of the SARS-CoV-2 virus
Cătălin Țucureanu1, Adriana Costache1, Vlad Tofan1, Alina Lenghel1, Ana Șebănescu1, Mădălina 
Talpău, Costin - Ion Popescu3, Crina Stavaru1, Adrian Onu1,2

1„Cantacuzino” NIRDMM - Development and Research Center, Bucharest 
2„Titu Maiorescu” University - Pharmacy Faculty, Bucharest 
3Viral Glycoprotein Departament, Biochemistry Institute of Romanian Academy of Science, Bucharest, 
Romania

Immunogenicity of recombinant SARS-Cov-2 antigens expressed in a prokaryotic system
Cătălin Țucureanu1, Ana Șebănescu1, Irina Ionescu1, Adriana Costache1, Ene Vlase1, Viorica Andraș1, 
Alina Lenghel1, Vlad Tofan1, Ramona Caragheorgheopol1, Mădplina Talpău1, Iuliana Caraș1, Paul 
Tărăbuță1, Lia - Maria Cucoș3, Costin - Ion Popescu3, Crina Stavaru1, Adrian Onu1,2

1„Cantacuzino” NIRDMM - Development and Research Center, Bucharest 
2„Titu Maiorescu” University - Pharmacy Faculty, Bucharest 
3Viral Glycoprotein Department, Biochemistry Institute of Romanian Academy of Science, Bucharest, 
Romania 

International eff orts for a SARS-Cov-2 vaccine. How far along are we?
Cătălin Țucureanu, Ana Șerbănescu
„Cantacuzino” NIRDMM - Development and Research Center, Bucharest, Romania

HCV Envelope Protein E2 Antigen Design and Characterization for Vaccine Development
Lia-Maria Cucoș, Teodor Asvadur Șulea, Laurențiu Spiridon, Norica Nichita, Costin-Ioan Popescu
Institute of Biochemistry of the Romanian Academy, Bucharest, Romania

Production and characterization of novel HBV chimeric antigens
Ana-Maria Pantazică, Olivia-Mihaela Dobrică, Cristina Scurtu, Norica Nichita
Institutul de Biochimie al Academiei Romane, Departament Glicoproteine Virale, București, România

Prezentare postere 

Efectul unor compuși naturali asupra răspunsului la chimioterapie în cancerul de cap și gât
Marinela Bostan1,2, Viviana Roman1, Georgiana Gabriela Petrică Matei3, Carmen Cristina Diaconu1, 
Mirela Mihăilă1, Camelia Hotnog1, Lorelei Irina Braşoveanu1, Carolina Constantin2, Monica Teodora 
Neagu2

1Centrul de Imunologie, Institutul de Virusologie ‘Ștefan S. Nicolau’, București 
2Departamentul de Imunologie, INCD „Victor Babeș”, București 
3Departmentul de Citogenetică, Personal Genetics - Medical Genetics Center,  București;  România
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Digital droplet PCR – aplicații practice în studiul distrofi ilor musculare
Gisela Găină1,2, Alexandra Gruianu1,3, Ioana Lambrescu1 
1Department of Cellular Biology, National Institute of Pathology “Victor Babes”, Bucharest 
2Department of Biochemistry and Molecular Biology, University of Bucharest 
3Preclinical Science Department, University of Agronomic Sciences and Veterinary Medicine
of Bucharest, Romania

Consumul de ulei de pește de către mamă reduce tumorigeneza glandei mamare
la descendenții șoarecilor C3(1) Tag
Gabriela Ion1, W. Elaine Hardman2 
1Centrul de Imunologie, Institutul de Virusologie „Stefan S. Nicolau”, București, România 
2Joan C. Edwards School of Medicine, Marshall University, Department of Biomedical Sciences, 
Huntington, Wv, USA

Variante rezistente la tratamentul cu citostatice ale liniei celulare MCF-7:
instrumente și modele de încredere în studii funcționale de imunologie
Mirela A. Mihăilă¹, Camelia Mia Hotnog1, Maria Monica Vasilescu2, Marinela Bostan1,
Ion Gabriela1, Viviana Roman1, Lorelei Irina Brașoveanu1

1Institutul de Virusologie “Ștefan S. Nicolau”, Centrul de Imunologie, București 
2Institutul Oncologic „Prof. Dr. Alexandru Trestioreanu”, București, România

Infl uența statusului mutațional al TP53 asupra răspunsului la tratament în linii celulare 
mamare umane
Camelia Mia Hotnog1, Mirela A. Mihăilă1, Marinela Bostan1, Ion Gabriela1, Liliana Puiu2,
Lorelei Irina Brașoveanu1

1Institutul de Virusologie “Ștefan S. Nicolau”, Centrul de Imunologie, București 
2Institutul Oncologic „Prof. Dr. Alexandru Trestioreanu”, București, România

Proteina S100B, un biomarker util pentru investigarea progresiei melanomului malign
Lucica Mădălina Bolovan1, Silviu Voinea1, Angela Șandru1, Adina Stanciu1, Antonela Bușcă1,
Marieta Panait1, Corina Mihalcea1, Daniela Murărașu1, Sabin Cinca1, Lorelei Irina Brașoveanu2

1Institutul Oncologic „Prof. Dr. Alexandru Trestioreanu”, București 
2Institutul de Virusologie “Ștefan S. Nicolau”, Centrul de Imunologie, București, România

Modelul de expresie al TLR-urilor în carcinoamele induse de virusul papilomului uman
A. Fudulu1, I.V. Iancu1, A. Botezatu1, A. Plesa1, A. Albulescu1, I. Huica1, D. Socolov2, G. Anton1

1Institutul de Virusologie “Ștefan S. Nicolau”, Departmentul de Virusologie Moleculară, București 
2UMF”Grigore T. Popa”, Departamentul de Obstetrică și Ginecologie, Iași, România

Modularea unor factori imunologici sub efectul procainei în cancer
Iulia V. Iancu1, Anca Botezatu1, Alina Fudulu1, Adrian Albulescu1, Irina Huica1, Adriana Plesa1, 
Demetra Socolov2, Gabriela Anton1

1Institutul de Virusologie “Ștefan S. Nicolau“, Departmentul de Virusologie Moleculară, București 
2UMF “Grigore T. Popa”, Departamentul de Obstetrică și Ginecologie, Iași, România 

Serologia sindromului antifosfolipidic la pacienții cu COVID-19
Dima Alina1, Popescu Daniela Nicoleta1, Dumitrescu Bianca1, Moroti Ruxandra2, 
Parvu Delia Adriana3, Berza Ioana1, Parvu Magda1

1Department of Rheumatology, Colentina Clinical Hospital, Bucharest 
2Department of Infectious Diseases, Matei Bals INBI, Bucharest 
3Department of Radiology, Affi  dea Hiperdia Colentina Clinical Hospital, Bucharest, Romania

Frecvenţa alelelor HLA în populaţia României ca instrument în evaluarea riscului
de apariţie a afecţiunilor asociate cu HLA
Silvia Ionescu1, Silvia Dăscălescu1, Mariana Pavel-Tanasă2, Corina Cianga1,2, Camelia Mihăilă1,2, 
Daniela Constantinescu1,2, Petru Cianga1,2 
1Laboratorul de Imunologie, Spitalul Clinic de Urgenţă “Sf. Spiridon” Iaşi 
2Disciplina de Imunologie, Universitatea de Medicină și Farmacie „Grigore T. Popa”, Iaşi, România 
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Registrul Donatorilor Voluntari de Celule Stem Hematopoietice ca instrument în evaluarea 
prevalenţei infecţiilor virale în populaţia aparent sănătoasă
Silvia Dăscălescu1, Silvia Ionescu1, Vlad-Alexandru Timișescu1, Mariana Pavel-Tanasă1,2, Ecaterina 
Anisie1, I Săndulescu1, C Cianga1,2, D Constantinescu1,2, P Cianga1,2

1Laboratorul de Imunologie, Spitalul Clinic de Urgenţă “Sf. Spiridon” Iaşi 
2Disciplina de Imunologie, Universitatea de Medicină şi Farmacie „Grigore T. Popa”, Iaşi, România

Melanom extensiv în suprafață – prezentare de caz
Florin Ciprian Bujoreanu1,2, Diana Sabina Radaschin1,2, Laura Bezman2,3, Elena Niculeț2,3, 
Tiberiu Tebeică4, Alin Laurențiu Tatu1,2

1Secția Clinică Dermatovenerologie, Spitalul Clinic de Boli Infecțioase „Sf. Cuv. Parascheva” Galați  
2Facultatea de Medicină și Farmacie, Universitatea “Dunărea de Jos” Galați 
3Spitalul Clinic Județean de Urgență „Sf. Apostol Andrei” Galați 
4Laboratorul de Histopatologie, Centrul Medical Dr Leventer Centre, București, România

Studiul in vitro al efectului imunotoxic indus de Lindan
Irina Elena Ionescu1, Andrei Dumitrascu1, Ştefania Lascăr1, Iuliana Caras1, Raluca Elena Chelmuş1, 
Vlad Tofan1, Cătălin Tucureanu1, Mihaela Diaconu1,2, Claudiu Gal1, Ana Șerbănescu1, Adrian Onu1,3, 
Crina Stăvaru1

1INCDMM “Cantacuzino”, București 
2Universitatea din București, Facultatea de Biologie 
3Universitatea “Titu Maiorescu”, Facultatea de Farmacie, Bucureşti, România

09.00-10.30

09.00-09.30

09.30-10.00

10.00-10.30

10.30-11.00

11.00-13.20

Boli sexual-transmisibile
Moderator:  Conf. Univ. Dr. Daniel Boda, UMF „Carol Davila”, București
Președinte Asociația de Imuno-Dermatologie

Aspecte clinice, etio-patologice și terapeutice în balanite
Conf. Univ. Dr. Daniel Boda 
UMF „Carol Davila”, București, Președinte Asociația de  Imuno-Dermatologie

Noutăți clinice și terapeutice în prostatitele cronice
Ovidiu Bratu1,2,3, Lucian Iorga1, Alexandru Cherciu1, Dragoș Marcu1,2, Dan Mischianu1,2,3

1Clinica Urologie, SMC “Dr. Carol Davila”, București 
2UMF “Carol Davila” București 
3Academia Oamenilor de Știință din România, București, România 

Simpozion Sanofi  Genzyme

Dupilumab -  terapia de ultimă generație în dermatita atopică
Conf. Univ. Dr. Daniel Boda
UMF „Carol Davila”, București, Președinte Asociația de  Imuno-Dermatologie

Pauză

Dermatita atopică

Moderator: Dr. Adriana Diaconeasa, Spitalul Clinic de Urgență pentru Copii
„Grigore Alexandrescu”, București

VINERI, 02.10.2020
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11.00-11.30

11.30-12.00

12.00-12.30 

12.30-13.00

13.00-13.20 

13.20-14.00

14.00-16.00 

Simpozion Sanofi  Genzyme

CEMIPLIMAB: primul inhibitor pd-1 pentru tratamentul cancerului
cutanat cu celule scuamoase avansat
Prof. Univ. Dr. Rodica Cosgarea 
UMF „Iuliu Hațieganu” Cluj Napoca

Sensibilizări sau alergii alimentare – rol în managementul dermatitei atopice
Șef Lucrări Dr. Elena Camelia Berghea 
UMF „Carol Davila”, București 

Simpozion Queisser Pharma 

Prevenirea căderii părului în alopecia androgenică
Conf. Univ. Dr. Olivia Timnea
Universitatea Româno-Americană, Facultatea de Educație fi zică, Sport și Kinetoterapie

Simpozion LA ROCHE POSAY

Rolul microbiomului cutanat în managementul pielii uscate cu tendință atopică
Dr. Gabriela Turcu 
Spitalul Clinic Colentina, clinica Derma 360

Simpozion Solartium

GSEBA®: Un nou tratament antiinfl amator, imunomodulator și antimicrobian pentru pacienții 
cu dermatită atopică și seboreică
Dr. Adriana Diaconeasa  
Spitalul Clinic de Urgență pentru Copii „Grigore Alexandrescu”, București

Pauză

Simpozion comun cu Societatea de Reumatologie

Boli reumatologice
Prof. Univ. Dr.  Cătălin Codreanu
Centrul Clinic de Boli Reumatismale „Dr. Ion Stoia”, UMF „Carol Davila” București

Terapia celulară CAR-T în bolile reumatice – oportunități și bariere
Conf. Univ. Dr. Florian Berghea
UMF „Carol Davila”, București 

Recomandările EULAR 2020 în tratamentul artritei psoriazice
- din perspectiva reumatologului român 
Conf. Univ. Dr. Andra Bălănescu
UMF „Carol Davila”, Spitalul Clinic „Sf. Maria”, București 

Peptide anti-microbiene în patogenia psoriazisului
Prof. Dr. Mihail Alecu1, Dr. Gabriela Coman2

1Universitatea „Titu Maiorescu”, Facultatea de Medicină, București 
2Spitalul Clinic „Dr. Victor Babeș”, București, România

Provocări terapeutice la un pacient cu formă moderat-severă de psoriazis
Conf. Univ. Dr. Simona Ianoși
UMF Craiova
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Workshop: „Imunodiagnosticul și imunoterapia melanomului și altor tumori cutanate” (2)
Organizat în cadrul Proiectului PN-III-P1-1.2-PCCDI-2017-0341 PATHDERM
Moderatori: Prof. Univ. Dr. Sabina Zurac, Sp. Clinic Colentina, București & Prof. Univ. Dr. Monica 
Neagu, INCD „Victor Babeș”, București; Facultatea de Biologie, Universitatea din București; 
Sp. Clinic Colentina, București

Gabriela Negroiu 
Institutul de Biochimie al Academiei Române, București, România

Rodica Cosgarea
UMF  „Iuliu Hațieganu”, Cluj-Napoca, România

Cristiana Popp
Spitalul Clinic Colentina, București, România

Constantin Căruntu
UMF „Carol Davila”, București, România

Immune parameters monitoring in head and neck squamous cell carcinoma
Ana Caruntu1,2, Constantin Caruntu3,4, Liliana Moraru1,2, Mihaela Surcel5, Cristiana Tanase5,
Carolina Constantin5, Monica Neagu5

1“Carol Davila” Central Military Emergency Hospital, Department of Oral and Maxillofacial Surgery, 
Bucharest 
2“Titu Maiorescu” University, Faculty of Medicine, Bucharest 
3“Prof. N. Paulescu” National Institute of Diabetes, Nutrition and Metabolic Diseases,
Department of Dermatology, Bucharest 
4“Carol Davila” University of Medicine and Pharmacy, Department of Physiology, Bucharest 
5”Victor Babes” National Institute of Pathology, Bucharest, Romania

Rolul microRNA  în modularea micromediului imun corelat cu melanomul malign
Andreea Daniela Lazăr1, Sorina Dinescu1,2, Marieta Costache1,2

1Departamentul de Biochimie și Biologie Moleculară, Universitatea din București, România 
2Institutul de Cercetări al Universității din București, România

Chronic lymphocytic leukemia – derived exosomes alter transfer to the microenvironment
in response to therapy
Ancuța Jurj, Cornelia Braicu, Roxana Cojocneanu, Ioana Berindan-Neagoe
UMF „Iuliu Hațieganu” - Centrul de Cercetări pentru Genomică Funcțională, Biomedicină și Medicină 
Translațională, Cluj- Napoca, România 

Correlation of the molecular and immunological profi le in ovarian carcinoma patients
Laura Ancuța Pop, Ancuța Jurj, Cojocneanu Roxana, Andreea Zimta, Ioana Berindan-Neagoe
UMF „Iuliu Hațieganu” - Centrul de Cercetări pentru Genomică Funcțională, Biomedicină și Medicină 
Translațională, Cluj- Napoca, Români

COVID-19:  Urgență majoră de sănătate publică (1)
Moderator: Prof. Univ. Dr. Sabina Zurac, UMF București, Spitalul Clinic Colentina 
Toxicology Issues related to Covid-19 outbreak : Kinetics and dynamics of Covid19 diagnosis 
and potential treatments
Dr. Konstantin Nikolouzakis, Aristidis Tsatsakis
Universitatea din Creta, Heraklion, Grecia

Covid-19 vaccines: an update and ethical considerations
Prof. Daniela Călina, Anca Docea, Aristidis Tsatsakis
Universitatea din Creta, Heraklion, Grecia

16.00-19.00

09.00-12.30

SÂMBĂTĂ, 03.10.2020
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12.30-13.00

COVID-19 prin ochii dermatologului
Prof. Univ. Dr. Daciana Brănișteanu
UMF „Grigore T. Popa”, Iaşi
  
Autopsiile care dezvăluie un model patologic specifi c al infecției cu SARS-CoV-2
Prof. Univ. Dr. Sabina Zurac 
Sp. Clinic Colentina, București  

Is Cross-Reactive Immunity Triggering COVID-19 Immunopathogenesis?
Prof. Dr. Donato Zipeto
Facultatea de Medicină, Universitatea din Verona, Italia

Dinamica imunității în infecția cu SARS-CoV-2
Prof. Univ. Dr. Monica Neagu
INCD „Victor Babeș”, București; Facultatea de Biologie, Universitatea din București; Sp. Clinic 
Colentina, București, România

Conferință plenară 

Moderator: Prof. Univ. Dr. Monica Neagu, INCD „Victor Babeș”, București; 
Sp. Clinic Colentina, București; Facultatea de Biologie, Universitatea din București 

Implications of dietary components for COVID 19
D. Margina1, A. Ungurianu1, Aristidis Michael Tsatsakis2

1Faculty of Pharmacy, University of Medicine and Pharmacy, Bucharest, Romania 
2Laboratory of Toxicology and Forensic Sciences, Medical School, University of Crete,
71003, Heraklion, Greece

COVID-19:  Urgență majoră de sănătate publică (2)
Moderator: Prof. Univ. Dr. Sabina Zurac, UMF București, Spitalul Clinic Colentina 

Diagnosticul de laborator al infecției cu SARS-CoV-2: probleme actuale și provocări
Teodoru Ana Maria, Popoiu Simona, Mihai Maria Elena, Bistriceanu Iulia, Dintoi Diana, Pascu 
Cătălina, Cherciu Carmen, Lazăr Mihaela
Laborator Infecții Respiratorii Virale, INCDMM „Cantacuzino”, București, România 

Analiza evenimentelor generatoare de aerosoli potențial contaminanți în timpul recoltării 
probelor pentru testarea COVID-19
Andrei Cismaru, Andreea Nutu, Laura Pop, Anca Jurj, Lajos Raduly, Sergiu Chira, Livia Budisan, 
Cristina Ciocan, Roxana Cojocneanu, Cecilia Bica, Ioana Berindan-Neagoe
UMF Iuliu Hațieganu - Centrul de Cercetări pentru Genomică Funcțională, Biomedicină și Medicină 
Translațională, Cluj- Napoca, România 

Recent pharmacotoxicological data on COVID-19 pandemic conditions
Prof. Dr. Farm. Cristina Adriana Dehelean, Dorina Coricovac 
Facultatea de Farmacie, Universitatea de Medicină şi Farmacie “Victor Babeş”, Timişoara

USA experience in detecting immune response to SARS-CoV-2 infection
Prof. Univ. Dr. Iulia Popescu
Divizia de alergie pulmonară și de îngrijire critică, Departamentul de Medicină, Universitatea 
Pittsburgh, SUA

Închiderea conferinței
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INOVAȚIE 
ÎN TRATAMENTUL DERMATITELOR

ȘI PROFILAXIA RECIDIVELOR

Nu conține steroizi Crește rezistența pielii la infecții

GSEBA®: POSOLOGIEEVALUAREA EFICIENȚEI ȘI TOLERABILITĂȚII GSEBA®
ÎN TRATAMENTUL DERMATITEI SEBOREICE17 

             

INOVAȚIE 
ÎN TRATAMENTUL DERMATITELOR

ȘI PROFILAXIA RECIDIVELOR

Nu conține steroizi Crește rezistența pielii la infecții

GSEBA®: POSOLOGIEEVALUAREA EFICIENȚEI ȘI TOLERABILITĂȚII GSEBA®
ÎN TRATAMENTUL DERMATITEI SEBOREICE17 

             

Nu conține steroizi

Nu induce imunosupresie locală

Crește rezistența pielii la infecții

INOVAŢIE 
ÎN TRATAMENTUL DERMATITEI  

ATOPICE ŞI SEBOREICE

GSH C4 0.4%
TOCOFEROL 

ACID HIALURONIC

ANTIINFLAMATOR 
DE NOUĂ GENERAŢIE 

CU EFECT IMUNOMODULATOR 
ŞI ANTIMICROBIAN

OPŢIUNE SIGURĂ DE TRATAMENT A DERMATITEI ATOPICE 
ŞI SEBOREICE ÎN FAZA ACUTĂ ŞI CRONICĂ

t Reduce scuamele şi eritemul încă din primele zile de tratament
t Reduce riscul de infecţie

t Prelungeşte intervalul de timp între două recurenţe
t Fără efecte adverse chiar şi în cazul utilizării pe termen lung

t Fără risc de dezvoltare a rezistenţei la tratament
t Bine tolerat de majoritatea pacienţilor

Gseba® cremă este un dispozitiv medical certi�cat CE, fabricat în Italia. 
Distribuit exclusiv in România de SC SOLARTIUM GROUP SRL, 
Intrarea Măguricea Nouă nr. 7, Sector 1 Bucureşti
Telefon: 021.211.71.83 
Email: contact@solartium.eu
www.solartium.eu
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There are already numerous preclinical studies on experimental models of 

neurological diseases and clinical trials, either ongoing or completed, which 

have revealed the features and mechanisms of action for diff erent types of 

stem cell populations in immune modulation, the induced neuroprotection and 

neurogenesis, thus showing the capabilities of these cells in neuro regeneration 

and neuroplasticity. In this presentation we will discuss recent data on 

mechanisms of action and clinical trials using stem cells therapies for stroke 

and multiple sclerosis.

THERAPEUTIC POTENTIAL OF STEM CELLS 
BASED THERAPIES IN NEUROLOGICAL

DISEASES

Oana Obrisca1,2, Octaviana Adriana Dulămea1,2

1Neurology Clinic Fundeni Clinical Institute, Bucharest, Romania
2UMFCD “Carol Davila”, Department of Biochemistry,

Bucharest, Romania
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Introduction: The human leukocyte antigen (HLA) genes are highly polymorphic. 
They are located on the short arm of chromosome 6 in the major histocompatibility 
complex (MHC). HLA alleles and haplotypes frequencies varies in diff erent ethnic 
populations.

Aims: Our study aims to obtain an exact and detailed HLA haplotype distribution 
from 665 members of 313 Romanian families, who were typed between January 
2013 and January 2020. 

Patients and Methods: We have investigated the distribution of HLA class I and 
class II alleles and haplotypes in 665 donors from Romanian families for the HLA-A, 
B, C, DRB1, DQB1 and DPB1 loci at high-resolution level. All donors included in 
the analysis fulfi lled the eligibility criteria and were registered in Fundeni Clinical 
Institute for bone marrow transplant. This study was carried out in the department 
of Transplant Immunology Laboratory which is an EFI-accredited tissue typing 
laboratory at Fundeni Clinical Institute, Bucharest.

Results: The most frequent alleles we observed for HLA -A, -B, -C, -DRB1, 
-DPB1 andDQB1 loci were A*02:01, B*51:01, C*07:01, DRB1*11:01, DPB1*04:01 and 
DQB1*03:01.The most common HLA haplotypesvariants we found in our study group 
wererepresented by:HLA-A*01:01-B*08:01 (5.4%), HLA-A*01:01-B*08:01-C*07:01 
(2.1%), HLA-A*01:01-B*08:01-DRB1*03:01 (4.6%), HLA-A*01:01-B*08:01-C*07:01-
DRB1*03:01 (1.4%).

Conclusions: This study will provide better knowledge about HLA characteristics 
of individuals in Romanian families and help patients with bone marrow transplant 
to fi nd a better match donor.

THE FREQUENCY OF HLA HAPLOTYPES
IN ROMANIAN POULATION

– PRELIMINARY DATA

Andreea Mirela Caragea¹˒², Bogdan Calenic², Adriana Tălăngescu¹,
Ana Moise¹˒², Larisa Denisa Vişan¹˒², Mirela Maria Iacob¹, Ion Mărunţelu¹˒²,

Alina Dima³˒², Ileana Constantinescu¹˒²

1Centre for Immunogenetics and Virology, Fundeni Clinical Institute, Bucharest, Romania
2UMFCD “Carol Davila”, Department of Biochemistry, Bucharest, Romania

3Department of Rheumatology, Clinical Hospital Colentina, Bucharest, Romania



2330 septembrie - 3 octombrie 2020

ASOCIAŢIA ROMÂNĂ 
de IMUNO-DERMATOLOGIE

A
so

cia
ţia Română de Im

uno-Dermatologi
eARID

Introduction: Hepatitis C virus (HCV) infection is one of the most important global 
health threats and Romania has one of the highest HCV infection prevalence when 
compared to other European countries. The aim of the present study was to correlate 
clinical, virologic and biochemical parameters and to evaluate the possible infl uence of 
KIR genes and their HLA class I ligands in patients infected with hepatitis C virus.

Material and methods: Liver function parameters such asalanineaminotransferase 
(ALT), aspartate aminotransferase (AST), gamma-glutamyl transferase (GGT), direct 
bilirubin (DB), alpha-fetoprotein (AFP), HCV RNA levels as well as fi brosis indices were 
analyzed using well established biochemical methods. At the same time KIR genes and 
high-resolution typing of the HLA-A, -B, -C was performed in HCV patients using a 
polymerase chain reaction sequence-specifi c primer technique.

Results: Analysis of HLA class I and HLA-ligands revealed that HLA-C*12:02 and 
HLA-A3 and A11 were positively associated with F3-F4 fi brosis group (p= 0.026; 
OR=8.717, CI= 1.040 – 73.077; respectively, p= 0.047; OR =2.187; 95% CI =1.066 – 4.486). 
KIR2DL2 positive patients had a high median levels of AST after treatment and direct 
bilirubin levels when compared to KIR2DL2 negative patients (p=0.013, respectively 
p=0.028). KIR2DL2/KIR2DL2-C1C1 genotype was associated with increased AST, ALT 
and GGT levels. A higher GGT level was also observed in KIR2DS2-C1 positive patients 
when compared to KIR2DS2-C1 negative patients.

Conclusions: In conclusion, the natural history of hepatitis C virus is infl uenced 
by a wide variety of host, viral and environmental factors. KIR genes and their HLA 
ligands may contribute to the development of liver damage in chronic HCV. Further 
investigations must be performed in order to confi rm and expand present data.

CLINICAL AND HISTOPATHOLOGICAL 
CHANGES IN DIFFERENT KIR GENEPROFILES 

IN CHRONIC HCV PATIENTS

Larisa Denisa Ursu1, Bogdan Calenic2, Mircea Diculescu3, Alina Dima4,
Iulia Teodora Stoian1, Ileana Constantinescu1

1Fundeni Clinical Institute, Centre for Immunogeneticsand Virology, UMFCD “Carol 
Davila”, Bucharest, Romania

2UMFCD “Carol Davila”, Department of Biochemistry, Bucharest, Romania
3Fundeni Clinical Institute, Gastroenterology and Hepatology Department,

UMFCD “Carol Davila”, Bucharest, Romania
4Colentina Clinical Hospital, RheumatologyDepartment, Bucharest , Romania
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Introduction/Objective: Cytomegalovirus (CMV) infection is a major cause of 
morbidity and mortality after allogeneic hematopoietic stem cell transplantation (allo-
HSCT). Our objective was to evaluate the complete status of allo-HSCT recipients and 
associate CMV infection.

Patients/Methods: We have selected a number of 132 patients from Fundeni 
Centre for Bone Marrow Transplant who underwent allo-HSCT between 2016-2019. 
CMV infection screening was assessed by enhanced chemiluminescence (Abbot 
Architect Plus). The CMV viral load was quantifi ed with Real-Time Polymerase Chain 
Reaction (Anatolia Geneworks). 

Results: In our study, 24% of patients had a viral load > 1000 UI/ml. Recipient’s 
age distribution ranged between 2 to 67 years old (mean=36.09 ± 16.38). Before allo-
HSCT, the most frequent diagnosis was acute myeloid leukemia (73%), which can be 
associate with higher risk in developing infection (p = 0.01; OR=2.8; 95%CI= 1.25 
to 6.25). In our study we have outlined that masculine gender increases the risk of 
infection (p=0.01; OR=2;95%CI= 1.18-7.02). We have come across with data that 
suggests an increased risk in developing CMV infection with viremia > 5000 UI/ml in 
patients with donor/recipient serostatus IgG-/IgG+ (p= 0.007; OR=3.9; 95%CI= 1.44-
10.99). 

Conclusions/Discussions:  In conclusion, the frequency of CMV infection in patients 
post allo-HSCT is reduced. Donor/recipient serostatus IgG-/IgG+ is associated with 
CMV ADN-emia above 5000 UI/ml. Patients suff ering from acute myeloid leukemia 
and male patients display an increased risk of CMV reactivation post transplant.

CMV INFECTION IN ALLOGENEIC MEDULAR 
TRANSPLANT RECIPIENTS:

FUNDENI CENTRE OF IMUNOGENETICS
AND VIROLOGY EXPERIENCE

Iulia Teodora Stoian1,2, Stejara Nicoleta Mihai1,2, Cătălina Roxana Ferea1,2,
Ion Mărunțelu,1,2, Ileana Constantinescu1,2

1UMFCD “Carol Davila”, Department of Biochemistry, Bucharest, Romania
2Fundeni Clinical Institute, Centre for Immunogenetics and Virology, Bucharest, Romania
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Introduction: We have started SarsCov 2 diagnostic testing in April 2020 in 

order to prevent the spreading of the virus in our clinical settings.

Methods: The method of choice was RT PCR, Anatolia Geneworks and 

See Gene. For immunization rate against Covid 19 we have used a qualitative 

chemiluminiscence test from Abbott Laboratories (Architect Plus).

Results:  From 21.649 individuals tested – both patients and health care 

personnel, we have found 320 positives which means 1, 48%. Immunization rate 

was 9,5 %.

Brief Conclusions: Our results are similar to the national fi gures of Covid 19 

pandemic in Romania.

FUNDENI CLINICAL INSTITUTE EXPERIENCE 
ON COVID 19 INFECTION TESTING

Ileana Constantinescu

Fundeni Clinical Institute, Centre for Immunogenetics and Virology,
UMFCD “Carol Davila”, Bucharest, Romania
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Photodynamic therapy (PDT) is a non-invasive therapeutic method, successfully used in 
the world for the treatment of several dermato-oncological diseases: actinic keratosis and fi eld 
cancerization, Bowen’s disease (BD), squamous cell carcinoma in situ (CIS) and superfi cial basal 
cell carcinoma (BCCs). Several current therapeutic guidelines recommend this procedure as a 
fi rst-line treatment for those diseases, compared with conventional therapies PDT is safe, with 
better cosmetic outcomes and has the advantage of being non-invasive and capable of fi eld 
treatment. In addition with approved indications in non-melanoma skin cancer, high-quality 
evidence supports the use of ALA-PDT in acne and other infl ammatory or infective dermatoses, 
photorejuvenation and refractory warts.

Photodynamic therapy involves the simultaneous presence in the tissue of three key 
elements (photosensitizer, light and oxygen) and takes place in two steps. In the fi rst step, 
the lesions are prepared by the physician and the photosensitizing agent is applied; in the 
incubation period, the substance is preferentially absorbed by the target cells and metabolized 
to protoporphyrin IX (PpIX), a photoactive compound. In the second stage, the area is exposed 
to a localized light source, with adequate wavelength or directly to the daylight, inducing 
necrosis and apoptosis to the target cells and indirectly stimulating the immune response. 

During photodynamic therapy, tissue damage is restricted to sensitized cells only, without 
aff ecting healthy tissue, which results in greater patient compliance and an excellent cosmetic 
outcomes. As photosensitizers commonly used in photodynamic therapy, 5-Aminolevulinic 
Acid (5-ALA) and its methyl ester, Methylaminolevulinate (MAL) are the gold standard and the 
only ones approved in the treatment of non-melanoma skin cancers.

The eff ectiveness of 5-ALA/ MAL in dermatological practice is similar, the therapeutic eff ect 
depends on substance concentration, incubation time and protocol used. 5-ALA formulations 
with nanotechnology, such as Photoxal® cream, have proved to be more eff ective than the 
normal ALA formulas, with a shorter incubation time, fewer local side eff ects and higher patient 
compliance, thus increasing the satisfaction of the patients after photodynamic therapy.

Photoxal cream is manufactured in Italy at GMP standards and is available in Romania in 
two concentrations: Photoxal 5% and 8% 5-Aminolevulinic Acid.

PHOTODYNAMIC THERAPY (PDT) IN BCCS, BD, 
ACTINIC KERATOSIS AND ACNEUSING A NEW 
5-ALA NANOPARTICLES PHOTOSENSITIZING 

AGENT (PHOTOXAL®): AN INNOVATIVE,
NON-INVASIVE PROCEDURE TO INCREASE
PATIENT SATISFACTION AND LONG-TERM

OUTCOMES
Dan Marius Stoica

Cabinet Dermatologie Dr. Stoica Dan Marius, Arad
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Nowadays, CVD is one of the most common diseases having a high prevalence 
(CVD is aff ecting 7 out of 10 persons, according to Vein DIRECTION study, held 
in Romania in 2015). Patients often ignore the manifestations of the CVD even 
though it’s a progressive, infl ammatory disease, with a signifi cant impairment of 
quality of life.

Patients addressability to doctor for CVD signs or symptoms from their 
owninitiative is very low, only 1 out of 4 patients is diagnosed and optimal 
treated for improving symptoms and clinical signs or for preventing the disease 
progression.

The aim of the symposium is to present an overview of the importance of 
doctor’s involvement to participate actively in the diagnosis of CVD and into the 
management of this disease.

First of all, an optimal management of CVD requires a diagnosis of venous 
circulation disfunction in the early stages by anamnesis, clinical and paraclinical 
exams, Doppler Echo- with an important role in diagnosis. The rigorous monitoring 
of the newly diagnosed patients or of the patients already under the treatment is 
very important. The choice of the eff ective treatment according to international 
guidelines in CVD is the key of an optimal management of CVD.

A HIDDEN SUFFERING, FAR FROM THE FIRST 
LINE: “CHRONIC VENOUS DISEASE”

Daniel Boda

“Carol Davila” University of Medicine and Pharmacy,
Bucharest, Romania
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Premalignant and malignant lesions of the lower lip may have various clinical 
aspects, in numerous cases being diffi  cult to establish a clear-cut diagnosis. Due 
to the major diff erences in the therapeutic approach and the diff erent evolution 
of the two types of lesions, it is an urgent need to identify new effi  cient diagnostic 
methods. In vivo confocal microscopy is one of the most promising investigation 
techniques wich has already proven its ability to perform a noninvasive 
microstructural assessment of skin lesions. Using this technique we have 
identifi ed architectural, infl ammatory and immune features that may diff erentiate 
squamous cell carcinoma of the lower lip and actinic cheilitis showing that in vivo 
confocal microscopy, can be an useful tool for the assessment of diffi  cult lesions 
of the lower lip.

This study was partially funded by a grant of the Romanian Ministry of 
Research and Innovation (CCCDI-UEFISCDI; project no. 61PCCDI⁄2018 PN-III-P1-
1.2-PCCDI-2017-0341), within PNCDI-III.

PREMALIGNANT AND MALIGNANT
LESIONS OF THE LOWER LIP – IN VIVO
MICROSTRUCTURAL INVESTIGATION

Constantin Căruntu1,2, Ana Căruntu3,4, Mihai Lupu¹,
Sabina Zurac1,5, Daniel Boda1,2

1“Carol Davila”University of Medicine and Pharmacy, Bucharest, Romania
2“Prof. N. Paulescu” National Institute of Diabetes, Nutrition and Metabolic 

Diseases,  Department of Dermatology, Bucharest, Romania
3“Titu Maiorescu” University, Faculty of Medicine, Bucharest, Romania

4“Carol Davila” Central Military Emergency Hospital, Department of Oral and 
Maxillofacial Surgery, Bucharest, Romania

5Colentina Clinical Hospital, Department of Pathology, Bucharest, Romania
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PDT is a recommended therapeutic method in the treatment of skin precancerous 
lesions, especially of extensive actinic keratosis and, as well as some forms of nonmelanoma 
skin cancers, a method that has recently become more accessible in our country.

 PDT consists of the initial topical application of a photosensitizing substance followed 
with the exposure of the area to a red or blue light source with a specifi c wavelength or 
even to natural light (daily PDT).

As photosensitizing substances used are aminolevulinic acid (ALA) and its methyl 
ester, respectively methylaminolevulinate (MAL). The mechanism of action consists in the 
activation under the action of light of photosensitizing substances and the formation of 
protoporphyrins IX, a photoactive compound that accumulates preferentially in cells with 
high multiplication rate, such as cancer cells. Thus reactive oxygen species are formed with 
the induction of apoptosis and necrosis of target cells. 640 Nm wavelength diode lasers or 
IPL, LED or fl uorescent light sources can be used as light sources.

 The fi nal results are very good, depending fi rst of all on the type of photosensitizing 
substance used, the therapeutic method, the way of exposure to light (artifi cial or daylight), 
the number and frequency of sessions, but also on the experience of the specialist.

Another photosensitizing substance is indolic acid 3 and studies on 0.015% IAA-PDT in 
liposomal gel confi rm effi  cacy, tolerability and low economic costs.

 Side eff ects can be a burning sensation and local pain during exposure to the light 
source, followed by the possibility of erythema or even local edema, but with rapid 
improvement in 2-3 days.

The paper summarizes the most important theoretical data on the topic addressed 
with the clinical exemplifi cation of the most illustrative cases of KA, skin carcinomas and 
Bowen’s disease in the clinical portfolio of Dermatology Sibiu.

In conclusion, PDT therapy is well tolerated, with minimal transient discomfort, being 
an accessible and eff ective method in the treatment of multiple actinic keratosis and 
nonmelanoma skin cancer, especially superfi cial basal cell carcinoma, and / or Bowen’s 
disease.

PHOTODYNAMIC THERAPY (PDT)
AS THERAPEUTIC ALTERNATIVE IN SKIN

PRECANCEROUS LESIONS AND
NONMELANOMASKIN CANCERS

 Maria Rotaru

 University ”Lucian Blaga” of Sibiu, Dermatology Department 
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Melanoma is the malignant tumor derived from melanocytes, being the most 

aggressive skin cancer with an unpredictable behavior and an increasing incidence 

worldwide. Melanoma accounts for the majority of skin cancer-related deaths, but 

treatment is usually curative following early detection of disease. The presentations 

reviews the latest guidelines regarding melanoma management, including biopsy 

techniques, surgical margins, the role of sentinel lymph node biopsy, the role of 

radiotherapy and systemic therapy. The use of laboratory, molecular, and imaging 

tests in the initial work-up and in the follow-up of patients diagnosed with 

melanoma is presented. Finally, data regarding pregnancy and melanoma, genetic 

testing for familial melanoma and the role of the dermatologist in advanced disease 

are discussed. 

UPDATE IN MELANOMA MANAGEMENT

Loredana Ungureanu

Dermatology Department, ”Iuliu Hatieganu”
University of Medicine and Pharmacy, Cluj-Napoca
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MANAGEMENT OF SQUAMOUS
CELL EPITHELIUM

Daniel Boda 
“Carol Davila” University of Medicine and Pharmacy, Bucharest, Romania
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Background: Sea-buckthorn oil is a natural product with many benefi cial eff ects on immunity, 
lipid metabolism, cardiovascular diseases. Some of its components, such as palmitoleic acid, was 
reported to have specifi c skin-related benefi cial eff ects.

Aim: Our study investigated the potential antiinfl ammatory and regenerative eff ect of 
diff erent saturated and unsaturated eff ects of fatty acids (FA) separated from seabuckthorn oil by 
supercritical fl uid chromatography

Material and method: Separation and quantifi cation of FA was performed by supercritical 
fl uid chromatography, followed by MS/MS analysis. Cytotoxicity was assessed by LDH released 
and MTS assay. The biological eff ect of purifi ed fractions and corresponding analytical standards 
were assessed on a human, normal keratinocyte cell line (NHEK- ATCC). IL-6 release in the cell 
medium was quantifi ed by ELISA (BioLegend) and regeneration by xCelligence and scratch-
wound assay.

Results: We obtained 4 purifi ed fractions from seabuckthorn oil, of which 3 were pure (F1- 
linolenic acid/ALA, F3 – oleic acid/OA and F4 – palmitic acid/PA) and F2- a mixture of palmitoleic 
acid/POA and linolenic acid/LA). Due to high toxicity of LA on keratinocytes, the POA containing 
fraction had no benefi cial eff ect on infl ammation or cell regeneration. However, F4 containing 
PA had a superior eff ect when compared to the analytical standard in terms of pro-proliferative 
eff ect, it was well tolerated by cells, with no signifi cant toxicity at tested concentrations.

Conclusion: PA purifi ed from seabuckthorn oil by supercritical fl uid chromatography is a 
natural bioactive compound with regenerative activity on normal keratinocytes.

Acknowledgment: This work was funded by grant COP A 1.2.3., ID: P_40_197/2016, contract 
no. 663/2018

ASSESSEMENT OF ANTIINFLAMMATORY
EFFECT OF  PURIFIED ESSENTIAL FATTY ACIDS 

FROM SEA-BUCKTHORN OIL
– AN IN VITRO STUDY ON NORMAL

HUMAN KERATINOCYTES
Maria Dudău1,2, Ana-Maria Dobri1,2, Elena Codrici1, Simona Mihai1, Ionela Daniela 

Popescu1, Eleonora Codorean1, Lucian Albulescu1, Elena Iulia Cucolea3, Rambu Dan3, 
Costache Teodor Alexandru3, Ana-Maria Enciu1,2*, Cristiana Pistol Tanase1,4

¹”Victor Babes” National Institute of Pathology,
Biochemistry-Proteomics Department, Bucharest, Romania

²”Carol Davila” University of Medicine and Pharmacy,
Cellular and Molecular Medicine Department, Bucharest, Romania

³S.C Cromatec SRL București
  4“TituMaiorescu” University, Faculty of Medicine, Bucharest, Romania
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Introduction: Many cancer studies reported the functional impairment of NK 
cells. Tumour cells use various strategies to escape of NK cells, including the down 
regulation of important NKcell-activating ligands. We investigated the consequences 
of co-incubation with two tumour cell lines on the phenotype of murine NK cells. 

Materials and methods: Spleen were harvested from healthy C57BL/6 mice, 8-10 
weeks old. Freshly-isolated immune cells from spleen were maintained in complete 
growth medium (RPMI 1640 supplemented with 10% v/v fetal bovine serum and 
2mM l-glutamine). NK cell stimulation was achieved by co-incubating immune cells 
with untreated YAC-1 cells, or B16F10cells for 4 or 24 hours at 37°C, 5% v/v CO2 in 
complete growth medium. After incubation period the immune cells were washed 
and immediately incubated with fl uorochrome-conjugated mAbs and used for 
assessing the fl ow cytometry analyses of NK cells. Stained cells were analysed with a 
FACSCanto II fl ow cytometer using DIVA software. 

Results: We observe the down regulation of activation receptor NKp46 and other 
maturation molecules like CD49b, CD122 following tumour - priming. Although this 
NK cell phenotype is typically associated with NK cell dysfunction in cancer, we reveal 
the up regulation of NK cell activation markers, such as CD69, CD132 and CD25, 
associated with enhanced NK cell cytotoxicity and immunomodulatory functions. 
Thus, it appears that tumour - mediated ligation of receptors on NK cells may induce 
a primed state which may or may not lead to full triggering of the lytic or cytokine 
secreting machinery. 

Conclusions: These fi ndings help defi ne the phenotypic of NK cells following 
their encounters with tumour cells, independent of cytokine stimulation, and provide 
insight into tumour-specifi c NK cell responses to inform the transition toward 
harnessing the therapeutic potential of NK cells in cancer.

Acknowledgements: This work was partially supported by Core Program, 
implemented with the support NASR, projects nos. 337PED/2020, 19.29.02.03, and 
7PFE/16.10.2018.

PHENOTYPIC CHARACTERISTICS
OF NK CELLS INDUCED BY THE PRESENCE

OF TUMOUR CELLS
Gheorghița Isvoranu1, Mihaela Surcel1, Adriana Narcisa Munteanu1,2,

Ioana-Ruxandra Pîrvu1, Monica Teodora Neagu1,2

1„Victor Babeș” National Institute of Pathology, Bucharest, Romania
² University of Bucharest, Faculty of Biology, Bucharest, Romania
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Proliferation, invasion and metastasis of breast cancer are sustained by 
infl ammatory microenvironment and infl ammasome complex activation induced by 
chronic infl ammation. The function of the multiproteic infl ammasome complex is to 
reassure infl ammation and to promote cell death, through caspase-1 activity, but has 
also been identifi ed to have signifi cant contributions during breast tumorigenesis 
development. 

Tumor microenvironment represents a source of pro-tumorigenic and pro-
infl ammatory cytokines, which promote nuclear factor kappa-light-chain-enhancer 
of activated B cells (NF-kB) and signal transducer and activator of transcription 3 
(STAT-3) signaling pathways activation. NF-kB and STAT-3 are the main transcription 
factors involved in breast tumor initiation and progression. Activation of NF-kB and 
amplifi cation of the IL-6-STAT-3 signaling cascade increase pro-infl ammatory gene 
expression and infl ammasome complex activation. 

The aim of this study is to increase the knowledge about infl ammasome 
implications in breast cancer progression and how its components could be selected 
as therapeutic targets against breast cancer development. 

Acknowledgements: This work was fi nancially supported by 65PCCDI/2018 
(REGMED) and by institutional project 7PFE/16.10.2018.

ACTIVATION AND INVOLVEMENT OF
INFLAMMASOME IN TUMOR PROGRESSION

Liliana-Roxana Balahura1,2, Sorina Dinescu1,3, Marieta Costache1,3 
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Cytokines are the primary mediators of infl ammation; amongst these interleukin 
(IL)-1β is the most potent pro-infl ammatory cytokine, produced as response to tissue 
damage or infections by cells of the immune system. The cytokine is synthesized 
as inactive form (proIL-1β) which is cleaved by activated caspase-1 to its mature 
form (mIL-1β )which is rapidly secreted to the extracellular space without entering 
the classical endoplasmic reticulum-Golgi pathway-process generally termed 
unconventional protein secretion (UPS).In contrast to the classical secretory pathway, 
few of the factors involved in UPS are identifi ed and one of these factors is the Golgi 
structural protein GRASP55. We found primary macrophages isolated from GRASP55 
knockout mice have impaired mIL-1β secretion, which is correlated with its retention 
as intracellular amyloid-like aggregates. Furthermore, proteolytic processing and 
transport across the plasma membrane of endogenous IL-1β are processes sensitive 
to inhibitors of the unfolded protein response (UPR). Inhibitors targeting the PERK-
mediated pathway of the UPR aff ect caspase-1 proteolytic activity thereby controlling 
the amount of mIL-1β generated intracellularly. However, inhibitors targeting of 
IRE1α RNase activity impair mIL-1β secretion, which assembles into SDS-resistant 
aggregates. GRASP55 knockout mice have an impaired IRE1α-mediated XBP-1 mRNA 
splicing and are insensitive to IRE1α inhibitors. We propose GRASP55 and IRE1α as 
novel regulators forIL-1β secretion and aggregation in primary murine macrophages. 

NON-CONVENTIONAL PROTEINS INVOLVED 
IN INTERLEUKIN-1Β SECRETION FROM

PRIMARY MACROPHAGES
Nathalie Brouwers1, Gheorghița Isvoranu2, Ştefana M. Petrescu3,

Vivek Malhotra1, Marioara Chiriţoiu1,3

¹Centre for Genomic Regulation (CRG), The Barcelona Institute for Science
and Technology, Barcelona, Spain

²”Victor Babeș” National Institute of Pathology, Bucharest, Romania
³Institute of Biochemistry of the Romanian Academy, Bucharest, Romania
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Introduction: Results of the CAR-T cells therapies showed complete remission of 
70%-94% of the relapsed or refractory B-cell malignancies, targeting CD19, CD20 or 
CD30. In solid tumors, the limitations of these therapies are related to instability of the 
tumor cells, tumor heterogeneity, tumor microenvironment, or lack of target antigen. 
Here we show the possibility of obtaining a population of peripheral blood-derived killer 
cells transduced with CAR that can overcome the limitations of CAR-based therapies.

Materials and methods: The eff ector cell population was generated by cytokine-
induced activation of primary cells. PBMCs isolated from WB from healthy donors were 
cultured in XVIVO medium, HuPlasma, IL-2, IL-21 and IL-15, adding CD3/CD28 T cell 
activation beads. Mixt populations were transduced with third generation of CAR @CD19 
scFv-CD28-4-1BB-CD3z, expressed with the PGK promoter, or with cetuximab-based 
second generation of anti-EGFR CAR. Control cells were transduced and sorted at 5 days 
following transduction using FACSAria, based on GFP expression. Cytotoxic eff ects of 
CAR-T and CAR-NK cells were demonstrated by killing assays against specifi c cell lines: 
Nalm-6 (CD19+), U266 and K562 (CD19-), MDA-MB-468, SK-BR3, HT-29 (EGFR+). 

Results: No signifi cant diff erence in transduction effi  ciency per entire cell culture 
between PBMC and CD3+ or CD56+ enriched fraction. Highest viability was observed 
when transducing all PBMC. Transduction of T cells could be increased to 80% if 
stimulated with CD3/CD28 activation beads. Anti-CD19 CAR-T cells and CAR-NK cells 
kill target cells specifi cally with 70% cytotoxic eff ect on K562 and Nalm-6 cells, when the 
E:T is 10:1. Lentiviral transduction of the EGFR-CAR vector into activated cells resulted 
mostly in eff ector memory CD56+ CAR-expressing cells, with potent MHC-unrestricted 
cytotoxicity.  

Conclusions: CAR-T cells and CAR-NK cells anti-CD19 and anti-EGFR demonstrated 
their effi  ciency in killing target cells, while NK cells also retaining NK cell receptor 
mediated recognition and killing of EGFR negative cells, making them a powerful tool 
for solid tumor therapy. 

CAR-BASED IMMUNOTHERAPY

Virgil Păunescu1,2, Roxana Zogorean2, Florina Bojin1,2,
Oana Gavriliuc1,2, Eduard Nedea2

1UMF “Victor Babes” Timisoara, Department III
– Functional Sciences, Timisoara, Romania

2SCJU “Pius Brinzeu” Timisoara, OncoGen Center, Timisoara, Romania
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Background: The new era in space exploration brings into focus in-depth investigation 
of cellular responses to the web of stressors challenging the human organism in the 
deep-space, aimingto identify targets for therapeutic intervention (the European Space 
Agency roadmap).

Aim: We investigated in vitro the gene expression profi le associated to cellular stress 
responses in human monocytesexposed to space-relevant 56-Fe beams.

Methods: CRL9855 human monocytes were exposed to 56-Fe beams (0.1 – 2 Gy) 
at the GSI Center for Heavy Ion Research (Darmstadt, Germany).Cells were analysed by 
qRT-PCR at 48h and 72h post-irradiation regarding the expression of 84 genes critically 
involved in cellular responses to oxidative stress, hypoxia, osmotic stress, DNA damage 
and repair, unfolded protein response and cell death (apoptosis, necrosis and autophagy).

Results: Proliferating monocytes responded to the deleterious eff ects of 56-
Fe exposure by cell cycle arrest mediated by the over-expression of the CDKN1A 
and GADD45A genes, that are under the transcriptional control of p53 and NRF2. 
An increased expression of infl ammatory genes (IL1A, IL1B, CXCL8, TNF and IL6) was 
registered in radiation-exposed cells, especially at low doses. Meanwhile, the observed 
down-regulation of the GSR gene (NRF2 target) indicates radiation-induced defects in 
theantioxidant glutathione pathway.

Conclusion: The study emphasizes several processes underlying the response of 
CRL9855 human monocytes challenged by space-relevant 56-Fe beams, encompassing 
cell cycle arrest even at low doses, production of pro-infl ammatory cytokines (confi ned 
to low-dose exposure)and alteration of cellular defence mechanisms against oxidative 
stress. Therapeutic activation of NRF2 with dimethyl fumarate may sustain repair 
mechanisms related to DNA damage, antioxidant and infl ammatory responses 

Acknowledgements: Work was supported by the European Space agency through 
the IBER programme, and by the Ministry of Education and Research through the grants 
13-ELI/2016 and PN19.29.02.02/2018.

CYTOKINE RESPONSES AND OXIDATIVE 
STRESS IN HUMAN MONOCYTES EXPOSED

TO SPACE-RELEVANT RADIATION

Gina Manda1, Maria Dobre1, Ionela Victoria Neagoe1,
Ulrich Weber2, Nicole Averbeck2

1“Victor Babes” National Institute of Pathology, Bucharest, Romania
2GSI Center for Heavy Ion Research, Darmstadt, Germany



40 30 septembrie - 3 octombrie 2020

ASOCIAŢIA ROMÂNĂ 
de IMUNO-DERMATOLOGIE

A
so

cia
ţia Română de Im

uno-Dermatologi
eARID

Objective. Precision medicine is based on advanced omics technologies, such as next-
generation sequencing, protein and gene microarray, laser capture microdissection, implying 
the integration of genomic, epigenomic, proteomic, metabolomic, and clinical phenotypes of 
the individual patient. 

Methods. The development of multiplex and high-throughput omics technologies allows 
the analysis of individual patient profi le from peripheral blood or small biopsy material.

Results. The interaction between the genome-transcriptome-proteome profi le of the patient 
and the environmental perturbations infl uences processes such as, infl ammation, thrombosis, 
fi brosis, immune response, cell proliferation, apoptosis, necrosis, and often generates distinct 
pathophenotypes, clinical syndromes and diseases.Omics profi ling of transcriptomes, 
proteomes, cytokinome, kinome, metabolomes, and autoantibodies has revealed a wide 
variation of molecular components during the progression of the disease. In this regard, an 
integrated analysis of multi-omics data can lead to enhanced prediction of disease risk and 
evolution. 

Conclusion. The development of therapeutic agents that target molecular mechanisms is 
driving innovation in clinical-trial strategies. Diseasome can provide information on pathogenesis 
mechanisms, as well as specifi c targets for drug development. Health monitoring, preventative 
medicine, and personalized treatment can be targeted simultaneously through this approach, 
leading clinicians to have a comprehensive view on the diseasome. One of the main challenges 
is represented by heterogeneous information, which must be integrated into personalized 
predictive models.

Acknowledgment: Partially supported by the grant COP A 1.2.3., ID: P_40_197/2016, Ctr. 
52/2016 and by Ministry of Research and Innovation in Romania, under Program 1 – The 
Improvement of the National System of Research and Development, Subprogram 1.2 – 
Institutional Excellence – Projects of Excellence Funding in RDI, Contract No. 7PFE/16.10.2018, 
and PN 19.29.01.04, PN-III-P1-1.1-PD-2093
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Hyaluronan (HA), an unsulfated  glycosaminoglycan, is an important component of 
the complex extracellular matrix network which surrounds and supports cells in tissues. 
HA is detected in all vertebrate tissues, but the bulk of HA is produced and deposited 
in the skin. This study focuses on the role of HA in skin-associated infl ammatory 
disease. Allergic contact dermatitis (ACD) is a type of sterile skin infl ammation, caused 
by topical exposure to chemical allergens. Epidermal keratinocytes play a key role 
in ACD progression as their activation induces the cascade of skin sensitization. The 
transmembrane Toll-like receptor 4 (TLR4), strongly implicated in skin infl ammation, 
has the ability to bind Damage Associated Molecular Patterns (DAMPs), like Low 
Molecular Weight Hyaluronan (LMWHA). We had determined that p-phenylenediamine 
(PPD) and 2,4-dinitrochlorobenzene (DNCB) modulate keratinocyte HA deposition 
in a manner correlated to their activation. In continuation we show that contact 
sensitizers signifi cantly increase the expression of Hyaluronan Synthases (HAS) and 
TLR4 in NCTC2544 human keratinocytes. These data, in correlation to earlier shown 
enhanced HA degradation suggest that the contact sensitizers facilitate HA turnover 
of keratinocytes and increase the release of pro-infl ammatory, LMWHA fragments. 
Treatment with exogenous LMWHA enhanced TLR4, HAS levels and Nuclear factor-
kappa beta (NF-κΒ) activation. PPD, DNCB and LMWHA-eff ects were shown to be 
partly executed through TLR4 downstream signaling as shown by Real-Time, western 
blot, siRNA and confocal microscopy approaches. Specifi cally, PPD and DNCB 
stimulated the activation of the TLR4 downstream mediator NF-κB. Therefore, the 
shown upregulation of TLR4 expression is suggested to further facilitate the release 
of endogenous, bioactive HA fragments and sustain keratinocyte activation. In 
conclusion, keratinocyte contact allergen-dependent activation is partly mediated 
through a LMWHA/TLR4/ NF-κB signaling axis.

HYALURONAN AND TLR4 INTERACTIONS
IN THE PROCESS OF STERILE SKIN

INFLAMMATION

Dragana Nikitovic

School of Medicine, University of Crete, Heraklion, Greece
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Immunoglobulin (Ig) administration is the therapy for pts with humoral 
immunodefi ciency. The new administration via the subcutaneous (sc) route has 
become increasingly popular in the last years. The method does not require 
venous access, so it is possible a home administration by the pts or his family. 
Immunoglobulins administrated subcutaneous are associated with few side 
eff ects and improves patients’ quality of life. Needing sometimes large amounts 
of subcutaneous Immunoglobulins are necessary multiple sites (3-4) for 
administrations. In our IRGH pts diagnosed with CVID (included in the National Rare 
Disease Program), we introduced weekly scIgs to 30% pts treated previously with 
the intravenous (i.v.) formulation. Only one pts asked to return to iv administrations 
for Igs. No systemic side eff ects were reported, but we have few, mild local rush 
(some lasting 24-48 hours) in 4 patients. Subcutaneous Immunoglobulins  may be 
used also with a hyaluronidase-facilitated administration for the administration of 
larger volumes at a single site and for even monthly administration. Subcutaneous 
Immunoglobulins may be used also in other diseases (autoimmune neurological 
conditions). As these developments translate into clinical practice, more patients 
should be transfer to the subcutaneous administration route in the future.

Conclusion: Subcutaneous administration of immunoglobulin in humoral 
immunodefi cient patients is a new modality to for therapy. Its has few side eff ects 
and allows pts to be treated at home.

SUBCUTANEOUS IMMUNOGLOBULINE
THERAPY FOR PATIENTS WITH HUMORAL  

IMMUNODEFICIENCY

Diana Deleanu1,2, Irena Nedelea1,2, Carina Petricău1,2,
Carmen Teodora Dobrican1,2, Adriana Muntean1,2

1”Iuliu Hatieganu” UMF, Cluj-Napoca, Romania
2IRGH ”Professor Doctor Octavian Fodor”, Cluj-Napoca, Romania
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In non-melanoma skin cancers, the immunity background in carcinogenesis is 
still in its deciphering infancy. Invasive squamous cell carcinoma (cSCC) is a common 
cancer in the Caucasian population and represents for about 20% of all skin cancers. 
The etiopathogenesis of cSCC is apparently multi-factorial. Thus, environmental 
factors such as exposure to ultraviolet radiation, aging, male sex, smoking along with a 
number of genetic factors contribute to the occurrence of cSCC. Conditions that induce 
immunosuppression, such as HIV infection, transplantation, or chronic lymphocytic 
leukemia (CLL), promote cSCC. In immunosuppressed patients, loco regional recurrences 
have an increased incidence, the risk of metastases in cSCC doubles, and consequently 
the clinical outcome of the patient is unfavorable.

In the attempt of identifying markers that can monitor and predict cSCC recurrence, 
we investigated a number of immune markers that could provide new clues about 
the patient’s clinical course. In cSCC patients, circulating immune cell populations 
were analyzed before and after the tumor excision using fl ow cytometry and IVD kit 
BD Multitest™ IMK Kit. A number of circulating immune populations were analyzed: T 
lymphocytes (CD3+), B lymphocytes (CD19+), T helper subpopulations (CD3+CD4+), 
cytotoxic T (CD3+CD8+) and natural killer lymphocytes (NK) (CD3–CD16+ or/and 
CD56+). In all cases investigated before tumor excision, T-CD3+ lymphocytes and 
T-CD4+ subpopulation were found in the normal range. T-CD8+ lymphocytes that 
support cytotoxic function were found to be statistically signifi cantly lower than 
normal, leading to an increased CD4/CD8 ratio. In addition, circulating B lymphocytes 
(CD19+) are lower than normal while NK lymphocytes are elevated. This compensatory 
mechanism between these two types of cell populations from cSCC patients has been 
also identifi ed to be associated to other types of neoplasms. We can conclude that 
circulating immune cells can be used as monitoring markers of tumor progression in 
this type of skin cancer.

Study fi nanced by projects PN-III-P1-1.2-PCCDI-2017-0341/2018, PN 19.21.01.01/2019.

THE ROLE OF IMMUNITY IN
NON-MELANOMA SKIN CARCINOGENESIS
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Ana Căruntu4, Sabina Zurac2,4
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Rationale: Cytomegalovirus (CMV)-related morbidities remain one of the most 
common complications after lung transplantation and have been linked to allograft 
dysfunction, but the factors that predict high risk for CMV complications and 
eff ective immunity are incompletely understood.

Objectives: To determine if short telomeres in idiopathic pulmonary fi brosis (IPF) 
lung transplant recipients (LTRs) predict the risk for CMV-specifi c T-cell immunity 
and viral control.

Methods: We studied IPF-LTRs (n = 42) and age-matched non-IPF-LTRs (n = 42) 
and assessed CMV outcomes. We measured lymphocyte telomere length and DNA 
sequencing, and assessed CMV-specifi c T-cell immunity in LTRs at high risk for CMV 
events, using fl ow cytometry and fl uorescence in situ hybridization.

Results: We identifi ed a high prevalence of relapsing CMV viremia in IPF-LTRs 
compared with non-IPF-LTRs (69% vs. 31%; odds ratio, 4.98; 95% confi dence 
interval, 1.95-12.50; P < 0.001). Within this subset, IPF-LTRs who had short telomeres 
had the highest risk of CMV complications (P < 0.01) including relapsing-viremia 
episodes, end-organ disease, and CMV resistance to therapy, as well as shorter 
time to viremia versus age-matched non-IPF control subjects (P < 0.001). The short 
telomere defect in IPF-LTRs was associated with signifi cantly impaired CMV-specifi c 
proliferative responses, T-cell eff ector functions, and induction of the major type-1 
transcription factor T-bet (T-box 21;TBX21).

Conclusions: Because the short telomere defect has been linked to the 
pathogenesis of IPF in some cases, our data indicate that impaired CMV immunity 
may be a systemic manifestation of telomere-mediated disease in these patients. 
Identifying this high-risk subset of LTRs has implications for risk assessment, 
management, and potential strategies for averting post-transplant CMV morbidities.

SHORT TELOMERE – SHORT CMV IMMUNITY 
IN IPF LUNG TRANSPLANT

Iulia Popescu

Division of Pulmonary, Allergy and Critical Care Medicine School of Medicine, 
University of Pittsburgh, Pennsylvania, USA
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The discovery, more than 50 years ago, of the fi rst molecules involved in 
modulating the immune response, brought some clarifi cation on the intimate 
mechanisms of cell signaling and cooperation. Throughout those years new soluble 
factors have been discovered having diff erent roles and eff ects.

As often had happened in immunology, when the information explosion had 
not found enough time for the recent acquisitions to settle, to be understood and 
systematized (see HLA, CD, genetics of Ig), the study of those mediators continue 
today simultaneously in several directions with clarifi cations and confusion in equal 
measure.

Justly, the researcher who tries to grub up the multitude of data that had 
accumulated, experiences the same feelings as an unsuspecting hiker that suddenly 
enters into a “zoo of factors, jungle of interactions, swamp of acronyms or desert of 
synonyms”(J.A. Symons, 1995).

In the following we will briefl y expose our own view on these mediators, 
a classifi cation that we assume and that has as its starting point the molecular 
criterion beyond the clinical or the therapeutic one.

CYTOKINE AND THEIR IMPORTANCE
IN PATHOLOGY

Victor Cristea, Marius Federica, Livia Ona, Lucian Pop, Elena Tâlvan

„Iuliu Hațieganu” UMF, Cluj-Napoca, Romania
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Antisynthetase syndrome (AS) is a rare chronic autoimmune disorder (2–3 times 

more common in women than in men), associated with interstitial lung disease 

(the most important feature), dermatomyositis, and polymyositis. The cause of AS 

is unknown. Recent developments in immunology have improved our knowledge 

and it is now possible to classify AS according to the presence of myositis specifi c 

autoantibodies. The hallmark of AS is the presence of serum autoantibodies directed 

against aminoacyl-tRNA synthetases (involved in protein synthesis). Antisynthetase 

antibodies include: anti-Jo-1 (the most commonly detected), anti-PL-7, anti-PL-12, 

anti-OJ, anti-EJ, anti-KS, anti-Wa, anti-YRS and anti-Zo, and anti-SRP.

NEW INSIGHTS INTO ANTISYNTHETASE
SYNDROME

Manole Cojocaru¹, Inimioara Mihaela Cojocaru²
1”Titu Maiorescu” University, Faculty of Medicine, Bucharest, Romania

²”Carol Davila” University of Medicine and Pharmacy, Bucharest, Romania
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 It is now well known that in the growth of malignant tumors, besides the genetic 
alterations that form the basis of the malignant proliferation, an important role is 
played by the non-malignant element in tumors, consisting of various immune or 
non-immune cells, extracellular matrix and fi brils, connected be tween them and 
with the tumor cells through an extremely complex network of soluble mediators 
(cytokines, growth and chemotactic factors), exosomal or direct contact (cell 
adhesion). 

It is also a recognized fact that this complex of factors, forming together the 
tumor microenvironment, is the seat of processes and relations that result in either 
stimulating tumor growth or inhibiting it, creating a relational network of extreme 
dynamism and complexity.

Therefore, it is considered that thet herapeutic approach to malignan ttumors 
must have as a stage the understanding of the complex relations in the tumor 
microenvironment. 

The present paper aims to review the dynamics of the serelations, highlighting 
at the same time the therapeutic consequences, both existing or possible.

INTERRELATIONS IN THE BIOLOGY
OF THE TUMOR MICROENVIRONMENT.

THERAPEUTICIMPLICATIONS.

Ovidiu Farc, Victor Cristea

„Iuliu Hațieganu” UMF, Cluj-Napoca, Romania
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Introduction: Cytokines can be responsible for regulating tissue reactions in 
chronic periodontitis. The imbalance between pro- and anti-infl ammatory cytokines 
can lead to onset and progression of periodontal disease. The aim of the study was 
to assess plasmatic levels of diff erent cytokines and evaluate associations between 
some of them in patients with diff erent stages of chronic periodontitis.

Material and method: The study included 165 subjects, 71 males and 94 females 
with diff erent stages of chronic periodontitis which were divided into 4 groups: 
healthy group (HG), early generalized chronic periodontitis (EGP), moderate 
generalized chronic periodontitis (MGP) and advanced generalized chronic 
periodontitis (AGP). Evaluation of plasmatic levels of IL1β, IL4, IL6, IL8, IL10, IL13 
and TNF-α was performed using enzyme-linked immunosorbent assay (ELISA) test. 

Results: Plasmatic levels of IL1β, IL6, IL8 and TNF-α were elevated in the MGP and 
AGP groups compared to the healthy and EGP group and IL4, IL10 and IL13 levels 
were higher in healthy subjects than in chronic periodontitis subjects. Signifi cant 
positive correlations were found between IL6 and TNF-α and IL8 and IL1β in 
advanced stages of chronic periodontitis and negative correlations were found 
between some pro- and anti-infl ammatory cytokines during chronic periodontitis 
progression.

Conclusions: Increased plasmatic concentrations of some proinfl ammatory 
cytokines in advanced stages of chronic periodontitis may be relevant for a 
systemic proinfl ammatory status. The use of plasmatic biomarkersmay serve as 
a new diagnosis tool that can complete classical means for evaluating chronic 
periodontitis.

VARIATION OF DIFFERENT
BIOMARKERS DURING THE PROGRESSION

OF PERIODONTAL DISEASE 

Elena Tâlvan¹, Constantin Dan Tâlvan¹, Călin Mohor¹, Victor Cristea²

¹”Lucian Blaga” University, Faculty of Medicine, Sibiu, Romania 
�„Iuliu Hațieganu” UMF, Cluj-Napoca, Romania
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Background: Chronic spontaneous urticaria is a disease caused by the activation 
of basophils and mast cells in the absence of a well-defi ned trigger. Basophils and 
mast cells will release proinfl ammatory factors including cytokines. IL-31 is involved 
in the onset of pruritus, the release of IL-4 and IL-13, chemotactism for basophils, 
proliferation of the epithelial basal layer and inhibition of fi lagrine synthesis. IL-4 
and IL-13 will direct T lymphocytes to diff erentiate to Th2 and B lymphocytes to IgE 
synthesis. The study of these cytokines has led to new therapeutic approaches, such 
as the use of nemolizumab.

It has been observed that the itching cannot be completely eliminated by 
antihistamines, which is why the role of other substances in the mechanism of 
its occurrence has been suspected. In these patients, IL-31 had a higher plasma 
concentration, contributing signifi cantly to the onset of itching.

The main source of IL-31 is basophils. They produce and release IL-31 through 
an IgE-dependent mechanism. IgE binding to FcεR1 activates basophils that will 
release IL-31. Once released, IL-31 has an autocrine eff ect on basophils by binding 
to IL-31 receptors (IL-31RA) and OSM receptors (oncostatin M receptor with a role 
in increasing the binding affi  nity of IL-31 to IL-31RA) leading to release of Th2-type 
cytokines: IL-4 and IL-13.

Nemolizumab is an antibody targeted against the IL-31RA receptor, preventing 
the binding of IL-31 and consequently the development of the cascade of reactions 
it causes. The use of this antibody in clinical trials has reduced the pruritus caused 
by IL-31, demonstrating the major role of IL-31 in this process.

Conclusions: The study of IL-31 in chronic spontaneous urticaria and its targeting 
may represent a new therapeutic approach, which deserves future research.

IMPLICATIONS OF INTERLEUKINE 31
IN CHRONIC SPONTANEOUS URTICARIA

Carmen-Teodora Dobrican¹, Irena Nedelea¹,
Adriana Muntean¹, Adriana Filip¹, Diana Deleanu¹

1”Iuliu Hatieganu” University of Medicine and Pharmacy,
Dept. Of Functional Sciences, Cluj-Napoca, Romania
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Introduction: Community-acquired pneumonia (CAP) continues to be one of 
the main causes of morbidity and mortality worldwide. To elucidate the role that 
infl ammation plays in its pathogenesis, pro-infl ammatory and anti-infl ammatory 
interleukins have been studied. By analyzing in dynamic, several interleukins (IL) 
and their predictive value regarding adverse outcome, we aimed to investigate 
infl ammation in CAP.

Materials and methods: Forty adult CAP patients admitted to the Teaching 
Hospital for Infectious Diseases, Cluj-Napoca, Romania, were enrolled in this study 
from December 2015 to February 2017.Pro-infl ammatory serum levels of: IL-1β, 
TNF-α, IL-6, anti-infl ammatory: IL-10 and IL-4, along with IL-17A, IL-13 and IL-33 
were dynamically analyzed on day 1 and day 4.The receiver – operator curves (ROC) 
were used to analyze the outcome prediction of IL.

Results:  Serum levels of IL-1β, IL-6, TNF-α, but also IL-10 and IL-33substantially 
decrease in dynamic, whereas IL-4 increases. IL-17A and IL-13 serves as pro-
infl ammatory cytokines.  There was no correlation between severity scores and IL. 
Of the 40 patients, 9 had adverse outcomes, consists of 9 relapses of which 1 died. 
IL-6 discriminates on its own between adverse and favorable outcome. 

Conclusion: IL-10, IL-17A and IL-33 function like pro-infl ammatory cytokines. 
IL-6 is a reliable predictor of adverse outcomes on its own.

INTERLEUKINS PROFILEIN COMMUNITY
-ACQUIRED PNEUMONIA IN ADULTS

Raluca-Elena Tripon¹, Victor Cristea²

¹Infectious Disease department of UMF “Iuliu Hatieganu” Cluj-Napoca, Romania
²Immunology department of “Iuliu Hatieganu” Cluj-Napoca, Romania 
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Introduction: Recurrent respiratory infections (RRI) represent a high percentage of general 
childhood pathology, in conditions of an immune system without major apparent defects.
Because they may be associated with an altered cellular immune response, the aim of the 
study was to identify possible immunological changes with an impact on the pathogenesis 
of RRI, by quantifying T and B lymphocyte subpopulations.

Materials: The casuistry includes two groups of children (1-7 years), thus: i) RRI group 
(30) – children with at least 6 episodes of RI/year; ii) control group (10) – clinically healthy 
children. Blood samples were taken for dosing serum immunoglobulins (IgG, IgA, IgM) by 
nephelometry and for lymphocyte immunophenotyping (LIF) by fl ow cytometry (BD FACSCanto 
II).By LIF were quantifi ed: total T-lymphocytes (CD3+) with T-helper subpopulations (CD4+) 
and T-suppressor/cytotoxic (CD8+),  double-negative T cells (CD4-CD8-CD1d-), NKT cells 
(CD3+CD16/56+CD1d+), NK cells (CD16/56+) and total B-cells (CD19+CD20+) with mature/
naive B cells subpopulations (CD27-IgD+), memory B cells (CD27+)and plasmocytes(CD10-
CD27+CD38bright).

Results: Serum Ig values were normal in 70% of cases. The most important changes 
observed in T lymphocytes were the decrease of the average values of T-CD8+ (p=0.009) and 
the increase of the T-CD4+/T-CD8+ ratio (p=0.002). Although the values obtained for NK 
cells in the RRI group are higher (p=0.003) than the control, they are within normal limits. 86% 
of cases showed decreases in B lymphocytes, with low mean values (p=4.5x10-5).Analysis of 
B lymphocyte subclasses revealed a decrease in mature/naive B lymphocytes and an increase 
in the percentage of memory B lymphocytes (p=0.027). No statistically signifi cant diff erences 
were observed between the groups tested for the other analyzed cell subpopulations.

Conclusion. Investigation of cellular immunological parameters may complete the clinical 
diagnosis, especially in cases where humoral parameters are within normal limits.Considering 
that RRI can cause disorders in children’s development, the detection of the causes and 
prophylaxis of these infections are major elements for improving the living conditions of the 
aff ected child population.

Acknowledgements.This work was carried out through the Core Program, carried out 
with the support of ANCSI, the projects PN19.29.01.01; PN19.29.02.03, Grant PN-III-P1-1.2-
PCCDI-2017-0341/2018 and 7PFE/16.10.2018.
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CHILDREN - THE PHENOTYPE OF LYMPHOCYTE 

POPULATIONS AND SUBPOPULATIONS
Adriana Narcisa Munteanu1,2, Mihaela Surcel1, Gheorghița Isvoranu1,

Ioana Ruxandra Pîrvu1, Ovidiu Bratu3, Carolina Constantin1,4, Teodora Monica Neagu1,2,4

 1”Victor Babeș” National Institute, Bucharest, Romania 
2Doctoral Schoolof Biology, Faculty of Biology, Bucharest University, Romania

3”Carol Davila” University of Medicine and Pharmacy, Bucharest, Romania
4Clinical HospitalColentina, Bucharest, Romania



52 30 septembrie - 3 octombrie 2020

ASOCIAŢIA ROMÂNĂ 
de IMUNO-DERMATOLOGIE

A
so

cia
ţia Română de Im

uno-Dermatologi
eARID

Cancer therapies have evolved during the recent years with many new 
therapeutic approaches being developed for a broad variety of cancer types. 
Dermatological side eff ects can impair patients’s physical function and quality 
of life and can result in dose reduction or can even lead to cessation of therapy, 
which can have a negative impact on the outcome of the disease. The aim of this 
article is to understand the main cutaneous side eff ects of antineoplastic therapy in 
order to facilitate early recognition and proper management of these side eff ects. 
Cancer therapies have evolved during the recent years with many new therapeutic 
approaches being developed for a broad variety of cancer types.

CUTANEOUS SKIN REACTIONS OF SOME
CANCER TREATMENTS - A SHORT REVIEW

Florin Ciprian Bujoreanu1,2, Diana Sabina Radaschin1,2,
Cristina Oltenacu1,2, Laura Bezman2,3, Alin Laurențiu Tatu1,2
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Introduction: In this paper, we aim to present the experience of patients 
diagnosed with Common variable immunodeciency (CVID) included in the National 
Rare Disease Program registry and consulted at the Immunology department of 
the Regional Institute of Gastroenterology and Hepatology “Prof Dr. Octavian 
Fodor” during the Coronavirus disease 2019 (COVID-19) pandemic as well as to 
review the current understanding of COVID-19 immunopathology followed by 
possible protective mechanisms against severe infection in these highly susceptible 
individuals. 

Material and methods: We report clinical and laboratory results of patients in 
a single-center retrospective study after lockdown restrictions were partially lifted 
(May-June 2020) and patients were able to come into the hospital for routine check-
up and immunoglobulin replacement treatment. 

Results: Of the 49 patients consulted during this period, we identifi ed only 
one asymptomatic patient with severe acute respiratory syndrome coronavirus 2 
(SARS-CoV-2) infection, supporting recently published data that not all immune 
compromised patients are at increased risk. According to recent publications the 
virus induces an infl ammatory response leading to a cytokine storm responsible for 
severe complications. 

Conclusions: CVID patients could be protected from severe forms of this severe 
virus through reduced viral susceptibility, defi cient B lymphocyte response, loss 
of Interleukin-6 (IL6) receptor and impaired toll-like receptor pathway activation. 
Despite being at high risk for other infectious disease, in the context of SARS-CoV-2 
induced pandemic, CVID patient’s lack of immune response is their protection 
against the dangerous macrophage hyper-activation resulting cytokine storm 
consequences.

SARS-COV2 INFECTION IN COMMON
VARIABLE IMMUNEDEFICIENCY PATIENTS: 

ONE CENTER EXPERIENCE

Irena Nedelea1,2, Carina Petricău1,2, Carmen Teodora Dobrican1,2,
Adriana Muntean1,2, Diana Deleanu1,2

1”Iuliu Hatieganu” UMF, Cluj-Napoca, Romania
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Bacteria is one of the most potent protein factories for vaccines and other biologics. 
However, more often than not, heterologous protein expression in bacterial strains result in 
intracellular accumulation of nascent polypeptide in densely packed aggregates commonly 
known as inclusion bodies. While advantageous in terms of abundance and purity of 
expressed protein, inclusion bodies are insoluble and mainly consist of denatured/poorly 
folded protein, prompting the need for solubilization and subsequent protein refolding.

Here we describe a method for generating native-like protein from an infl uenza 
hemagglutinin protein overexpressed in form of insoluble inclusion bodies in bacterial host.

Ectodomain of hemagglutinin (Infl uenza A virus, strain A/Puerto Rico/8/1934 H1N1) was 
expressed in BL21(DE3) E. coli strain. SDS-PAGE revealed partition of expressed protein in 
the insoluble fraction. After intensive washing inclusion bodies were solubilized with 4M 
guanidine hydrochloride and diluted in various refolding buff ers. Effi  ciency of refolding 
conditions was monitored using diff erential scanning fl uorimetry (DSF). Upon reaching a 
satisfactory condition for refolding, DSF was further used in screening for a dialysis buff er for 
stabilization of refolded protein. Refolding and suitability of DSF prediction was investigated 
using Blue-Native Polyacrylamide Gel Electrophoresis (BN-PAGE), calorimetry and particle 
size measurements.

Protein expressed in inclusion bodies was successfully refolded by diluting protein 
in a refolding buff er with components being rationally selected based on fl uorimetry 
measurements. Comparison with diff erential scanning calorimetry showed Tm overlap, but 
greater sensitivity for DSF. Also, BN-PAGE and size measurements indicate possible trimer 
assembly for refolded protein which implies a native-like conformation.

Diff erential scanning fl uorimetry was used to guide the refolding of denatured protein, 
using dilution in a refolding buff er followed by dialysis in a stabilization buff er. The result 
was soluble, stable protein that seems to adopt biological relevant macromolecular forms.  

This work was funded through ConVac project (PN-III-P1-1,2-PCCDI-2017-0529).
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Introduction: Most vaccine strategies against SARS-CoV-2 infection currently in 
development are based on prerequisite platforms, such as non-replicating viral vectors, 
DNA, RNA, inactivated virus or protein subunits. The candidate vaccine proposed by 
OncoGen makes use ofsynthetic long peptides (SLPs), a cancer treatment derived strategy, 
aiming to induce T cell response mainly from CTLs with cytotoxic eff ect on infected self-
cells. 

Materials and methods: SLPs were constructed from S protein immunogenic epitopes, 
specifi c for MHC class I and class II molecules particular to the Romanian population 
immunophenotype. At the SLPs’ N-terminus a 15 AA epitope MHC class II-restricted is 
linked using 6 AA linker with an MHC class I epitope of 8-9 AA. HLA class I and II-restricted 
epitopes were predicted using NetMHC pansoftware and IEDB tools. Toxicity prediction 
was assessed using the ToxinPred, IFN-gamma secretion was predicted with IFN epitope, 
while the allergenicity used AllerCatProde software. 3D structure prediction was generated 
with trRosetta, validated by Ramachandran graph. SLPs pool was tested in vitro on PBMCs 
cell culture from both healthy and COVID-19 healed patients, and activation of T cells was 
expressed as percentage of CD69+/CD134+ cells at days 7 and 14. 

Results: Our SLPs pool encloses 9 SLPs, which are predicted to be immunogenic for 
85-90% of the population. Activation of T cells was present in 0.5-1.5% after stimulation 
with SLPs’ pool in vitro. The advantage of this construct is that APC uptake results in SLP’s 
cleavage at the linker site, splitting in 2 distinct peptides available for both MHC classes 
to be presented to specifi c T cell populations. 

Conclusion: As evidence is building that SARS-CoV-2 infection triggers mainly robust 
cellular immunity and only secondarily a humoral immune response, maybe it is time 
for a paradigm shift in anti-viral vaccine strategy ultimately leading to a more effi  cient 
prevention of COVID-19 occurrence.

PARADIGM SHIFT IN VACCINE STRATEGY
– SYNTHETIC LONG PEPTIDES (SLPS)

Virgil Păunescu1,2, Alexandru Tirziu1,
Oana Gavriliuc1,2, Florina Bojin1,2

1UMF “Victor Babes” Timisoara, Department III 
– Functional Sciences, Timisoara, Romania

2SCJU “Pius Brinzeu” Timisoara, OncoGen Center,
Timisoara, Romania
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While most proteins available as reagents or vaccine candidates for SARS-Cov-2 
are produced in mammalian or baculoviral systems and have the advantage of 
displaying a native, glycosylated conformation which is reasonably expected to 
be recognised by the immune system, dependence on eukaryotic expression may 
drastically limit availability of diagnostic reagents and immunogens in a context 
where demand is high in a short timeframe. 

Moreover, a complex antigen might induce a deleterious immune response, as 
described for antibody dependent enhancement (ADE) in the case of SARS-Cov, 
when used as an immunogen, or test for irrelevant antigen specifi c responses that 
are not predictive of protection when used as a diagnostic reagent. 

In this study, we evaluate the immunogenicity of two small, bacterially 
expressed, fragments of the SARS-Cov-2 Spike protein, adjuvanted with alum in 
two animal models (murine and ovine). Immunisation with both alum adjuvanted 
purifi ed antigens led to the generation of a high titer antigen specifi c IgG response. 
Moreover, ovine post-immune sera recognised the native, mammalian expressed 
SARS-Cov-2 Spike protein, and F(ab’)2 paratopes derived from these sera were 
proven suffi  ciently resistant to proteolysis to allow development of therapeutic sera 
based on these antigens.

Work partially supported by the Ministry of Research and Innovation, CCCDI 
– UEFISCDI, project number PN-III-P1-1.2-PCCDI-2017-0529/62PCCDI/2018, from 
PNCDI III.
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The emergence of the SARS-Cov-2 virus has led to large scale eff orts in 
developing vaccine and diagnostic reagents to fuel the global eff ort in containing 
the pandemic.  Currently, mammalian and baculoviral expression systems are mainly 
used to produce the required biological material for diagnosis and immunogens, 
but it’s questionable if these platforms are able to supply the amount of reagents 
necessary for large scale deployment in a short timeframe. Our approach was to 
genetically engineer small protein domains, feasible for effi  cient bacterial expression, 
focusing on two regions, in and adjacent to, the receptor binding domain (RBD) of 
the SARS-Cov-2 Spike protein, containing major predicted B-cell epitopes. Both 
proteins were expressed in large amounts in E. coli as inclusion bodies and required 
intensive development of methods to improve solubilisation, purifi cation, folding 
and stability, but ultimately resulted in a productivity of 20-40 mg/L of soluble 
protein suitable for the development of immunochemical diagnosis methods, 
vaccines and therapeutic sera. 

Work partially supported by the Ministry of Research and Innovation, CCCDI 
– UEFISCDI, project number PN-III-P1-1.2-PCCDI-2017-0529/62PCCDI/2018, from 
PNCDI III.

PROKARYOTIC EXPRESSION
OF SMALL ANTIGENIC FRAGMENTS

OF THE SARS-COV-2 VIRUS

Cătălin Țucureanu¹, Adriana Costache¹, Vlad Tofan¹, Alina Lenghel¹,
Ana Șerbănescu¹, Madalina Talpău, Ion Popescu³, Crina Stăvaru¹, Adrian Onu¹²

 ¹”Cantacuzino” NIRDMM - Development and Research Center, Bucharest, Romania
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³Biochemistry Institute of Romanian Academy of Science,
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The scale and speed of research and development aimed at obtaining a safe 
and effi  cacious SARS-Cov-2 vaccine as well as the considerable attention currently 
given to the fi eld of vaccination as a whole are unprecedented.

This presentation aims at providing an overview on current global vaccine 
development eff orts, focusing on the platforms employed, the choice of target 
antigens, and the interim defi nition for correlates of protection to a disease for 
which pathogenic mechanisms are still a matter of debate.

We will go through issues of safety, scalability, feasibility of large scale deployment 
as well as up to date clinical trial results for the most promising candidates in each 
platform.

Work partially supported by the Ministry of Research and Innovation, CCCDI 
– UEFISCDI, project number PN-III-P1-1.2-PCCDI-2017-0529/62PCCDI/2018, from 
PNCDI III.

INTERNATIONAL EFFORTS FOR A SARS-COV-2 
VACCINE. HOW FAR ALONG ARE WE?

Cătălin Țucureanu¹, Ana Șerbănescu¹

¹„Cantacuzino” NIRDMM - Development and Research Center,
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Over 71 million individuals are infected with HCV worldwide. The viral infection 
leads to fi brosis, cirrhosis, and hepatocellular carcinoma. Current antiviral drugs are 
very effi  cient but also costly, thus accentuating the need for a prophylactic treatment. 
The main target in the development of a vaccine is the viral envelope protein E2, 
which recognizes the CD81 receptor to initiate virus binding and entry. The E2 412-
423 epitope is involved inCD81 binding and it is targeted by broadly neutralizing 
antibodies. This epitope has been found to exhibit multiple conformational states 
due to protein fl exibility that elicit numerous idiotypes with diff erent neutralization 
potencies. A beta hairpin conformation of the 412-423 epitope was found to 
co-crystalize with a broadly neutralizing antibody. The objective of our study 
is to construct and characterize novel E2 derived antigens that elicit a potent 
neutralizing humoral response by stabilizing the 412-423 epitope in the beta hairpin 
conformation. Homology modelling, free energy calculation, corelated motion 
analysis and molecular dynamics were used to predict mutations which stabilize 
the beta hairpin conformation of the412-423peptide. A subset of the E2 mutants 
were expressed in HEK 293T cells and their stability and intracellular traffi  cking 
were determined. Using ELISA, an E2 mutant presenting preferential binding to a 
broadly neutralizing antibody was identifi ed. The E2 mutants are to be expressed 
and purifi ed from highly effi  cient mammalian expression systems and further used 
in mice immunization studies, followed by immune sera characterization. De novo 
antigen design by reducing protein fl exibility is discussed. 

Acknowledgment: The research leading to this work has received funding from 
the EEA Grants 2014-2021, the SmartVacProject, Contract No 1/2019.
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More than 250 million people worldwide are currently infected with the Hepatitis 
B virus (HBV) and approximately 800,000 people die yearly due to liver complications. 
Although treatments exist, preventative vaccination remains the most successful 
method of controlling HBV infection. While eff ective, the current commercial HBV 
vaccine, based on the small (S) viral envelope protein, has high production costs and 
was shown to not elicit protective antibody titers in 10% of the vaccinated population.  
Previously, we developed a novel vaccine candidate by incorporating an immunogenic 
determinant (aminoacids 21-47, genotype D) derived from the preS1 domain of the 
large (L) envelope protein into the antigenic loop (AGL) of the S protein, which was 
expressed in both mammalian and plant systems, as a low-cost alternative for antigen 
production. The previously produced antigen had better immunogenic properties 
than the commercial S vaccine; however, its assembly into subviral particles (SVP) 
was impaired. In this work, we aimed to further optimize the design of chimeric S/
preS1 HBV antigens to improve assembly and secretion, as well as ability to induce 
HBV neutralizing antibodies across genotypes. Of the four constructs tested, one had 
superior properties when compared to the previously developed S/preS1 antigen. 
This novel vaccine candidate was produced inHEK293T cells and its molecular 
characteristics were determined by ELISA, western blot, and pulse-chase experiments. 
Our results showed that the antigen is expressed at high levels in mammalian cells 
and retains the capacity of assembly into SVPs. This strongly promotes this novel HBV 
chimeric antigen for further studies of the immunogenic properties and capacity to 
trigger HBV infection neutralizing antibodies in vaccinated animal models. 

Acknowledgment: The research leading to this work has received funding from 
the ConVac Grant PCCDI-62 and the EEA Grants 2014-2021, the SmartVac Project, 
Contract No 1/2019.
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Ana-Maria Pantazică1,*, Olivia-Mihaela Dobrică1,*, 
Cristina Scurtu1, Norica Nichita1
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Introduction: Cancer cells exhibit deregulation in multiple cellular signaling pathways. 
Treatments using chemotherapeutic agents with distinct molecular mechanisms are considered 
promising for higher effi  cacy. However, using chemotherapeutic agents contributes to added  
toxicity. Natural compounds can act in combination or synergy with conventional chemotherapeutic 
agents by helping to lower their toxicity as well as enhancing their overall effi  cacy.

The aim of study was to investigate whether the combined treatment Of curcumin (CRM) or 
resveratrol RSV may infl uence some cellular processes such as proliferation, P21 gene line (PE/
CA-PJ49) compared to a normal cell line (HUVEC) expression, apoptotic process, and cell cycle 
development in tumor cell.

Methods: 
Cell Culture 
The squamous carcinoma cell line PE/CA PJ49 (ECACC cat. no. 0060606) was grown and 

maintained in DMEM supplemented with 10% FBS, 2 mM glutamine, at 37 °C in 5% CO2. 
Human Umbilical Vein Endothelial Cells line (HUVEC, ECACC cat. no.06090720) was maintained 

at 37 °C and 5% CO2 in complete endothelial cell growth medium (ECACC cat. no.06091509).
The Celltiter 96® Non-radioactive Cell Proliferation Assay (Promega ) - is a a rapid and 

convenient method of determining viable cell number in proliferation, and cytotoxicity assays.. 
Determination Of Apoptosis By Annexin V - probes (cells 2.5x 105) were labeled with 

fl uorescein-conjugated human annexin V and propidium iodide (PI) – apoptosis kit (BD) followed 
by analysis in fl ow cytometry using a FACSCanto II (Becton Dickinson). 

Cell Cycle Analysis. DNA contents of cells were measured using a DNA staining kit (Cycletest 
Plus Dna Reagent Kit, Becton Dickinson. Data were acquired using a fl ow cytometry system 
FACSCanto II. 

Elisa assay-ELISA kit contains the basic components required for the development of sandwich 
ELISA to measure human p21 proteins in cell lysates (R&D Systems). 

In conclusion, using RSV or CRM as adjuvants in CisPt therapy might have a benefi cial eff ect 
by supporting the eff ects induced by CisPt. 

This research was funded by Grant PN III P1 1.2 PCCDI 2017 0341/2018 and Competitiveness 
Operational Programme (COP) A1.1.4. Grant ID: P_37_798 MyeloAL-EDiaProT, Contract 
149/26.10.2016, (SMIS: 106774) and ERAPerMed_Joint Transnational Call for Proposal (2019) 
for Personalised Medicine: Multidisciplinary Research Towards Implementation, BronchoBOC, 
Contract 140/2020
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The muscular dystrophies comprise a diverse group of inherited genetic disorders 
characterized by progressive muscle wasting and weakness. LM Kunkel discovered in 
1986 the fi rst gene involved in a type of muscular dystrophy that caused  Duchenne 
muscular dystrophy and revealed its role in producing the skeletal muscle protein 
called dystrophin. Subsequently, the researchers’ eff orts were directed to identify other 
genes involved in diff erent types of muscular dystrophy and for the development of 
an early diagnosis. Although more than 30 years have passed since the identifi cation 
of the DMD gene, no cure is currently available for any form of muscular dystrophies. 
The recent genetic advances in molecular biological techniques have improved 
molecular diagnostic methods and permitted the development of the mutation-
specifi c therapeutic approaches that promise to improve the life expectancy and 
quality of life for the patients. Droplet digital PCR is a novel molecular technology 
with various research applications. In muscular dystrophy, ddPCR helps for accurate 
absolute quantifi cation of the target DNA within a sample. The copy number 
variation detection by ddPCR in severe muscular dystrophy phenotypes increases 
the diagnostic yield. For analysis of microRNA expression used in research as non-
invasive biomarkers for diagnosis and prognosis of the diseases as well as in the 
evaluation of the safety and effi  cacy of a new drug in clinical trials, ddPCR identifi es 
changes of biomarkers in various stages of the disease. The exon-skipping strategy 
using antisense oligonucleotide is one of the most promising developed therapeutic 
approaches that intends to restore the reading frame in a gene allowing the synthesis 
of a partial but functional protein. For quantifi cation of induced exon-skipping level, 
ddPCR off er the most reliable and accurate results. The sensitivity and specifi city of 
the ddPCR make this technology a valuable tool in muscular dystrophy research.

DIGITAL DROPLET PCR
– PRACTICAL APPLICATION IN MUSCULAR 

DYSTROPHY RESEARCH
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Introduction: Omega 3 fatty acids have been shown to reduce incidence and 
slow growth of mammary gland cancer in rodent models. Since exposure to dietary 
components during the critical developmental times of gestation and lactation may 
alter risk for mammary gland cancer in females, we tested whether exposure to 
increased levels of long chain omega 3 fatty acids (from fi sh oils) would be preventive 
or promotional to mammary gland cancer in the off spring.

Methods: Normal SV129 female mice were fed AIN 76 diets containing either 10% 
corn oil (control) or 5% of an omega 3 fatty acid concentrate (fi sh oil) + 5% canola oil. 
Females were then mated with  C(3)1 TAg transgenic mice. At weaning (3 weeks) pups 
were randomized to either the corn or fi sh oil diet, 15-17 mice per group.

Results: At 140 days of age, mice never exposed to fi sh oil (C/C group) had a 
signifi cantly higher incidence and multiplicity of mammary gland tumors than mice 
exposed to fi sh oil throughout life (F/F group). Mice exposed to fi sh oil during a portion 
of life (C/F or F/C) had intermediate incidences and multiplicities. Interestingly, omega 
3 in the maternal diet alone decreased tumor multiplicity by 50% compared to no 
omega 3, even when the mouse received a control diet after weaning. This research 
indicates that maternal consumption of fi sh oil increased the expression of genes 
associated with immune system activation. This expression persisted throughout life.

Conclusions: Adequate omega 3 fatty acids in the maternal diet may reduce risk 
for mammary gland cancer in the off spring. If humans made this dietary change, 
using more omega-3 fat instead of corn oil with 0% omega-3 fat, breast cancer might 
be reduced in the next generation.

MATERNAL FISH OIL CONSUMPTION
DECREASED MAMMARY GLAND TUMORIGENESIS 

IN C3(1) Tag MICE OFFSPRING

Gabriela Ion¹, W. Elaine Hardman²
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Breast cancer is the most common cancer in women and its incidence experienced 
an important increase. The most important risk factors include genetic predisposition, 
exposure to estrogens, ionising radiation. Cancer chemotherapy is based on the 
principle of selective toxicity: an antitumor substance selectively kills tumor cells without 
killing normal cells. In many cases, patients develop mechanisms of resistance to one 
or more chemotherapeutic agents, such as adriamycin (ADR), one of the most eff ective 
anti-cancer agents used to treat breast cancer. Unfortunately, chronic cardio toxicity is a 
major limiting factor of its use, which increases with increasing dose of the drug.

Clinical resistance to chemotherapy is a complex phenomenon, involving 
simultaneously many factors and mechanisms. In order to study the infl uence of drug 
resistance on the effi  cacy of chemotherapy, we developed an “in vitro” model, based 
on the gradual induction of resistance in the MCF-7 breast adenocarcinoma cell line, 
by treating cells with increasing ADR concentrations (0.25µM to 100µM). Then, on the 
cell sublines / variants with diff erent degrees of ADR resistance, studies were performed 
to determine the possible changes induced by cytostatics on proliferation vs. cellular 
cytotoxicity, apoptotic events and protein expression of molecules associated with 
cellular apoptosis (p53, Bax, Bcl-2). Cytotoxicity induced by ADR treatment was evaluated 
by MTS technique and Real-Time Cell Analysis (RTCA), while apoptosis was determined 
by double staining with Annexin-FITC/PI, followed by data acquisition and analysis by 
fl ow-cytometry. Protein expression was investigated by SDS-PAGE and Western blotting. 
The analysis of the correlations between the resistant character progressively induced in 
MCF-7 cells, and the levels of cell lysis induced by diff erent concentrations of ADR, or 
apoptotic events evaluated by fl ow cytometry showed that both the percentages of cell 
lysis and the apoptotic events decrease with the increased resistance to ADR treatment 
(18.66% for MCF-7, 14,63% for MCF-7/AR).

DRUG-RESISTANT VARIANTS OF MCF-7 CELL 
LINE: TOOLS AND MODELS TO RELY ON IN 

FUNCTIONAL IMMUNOLOGY STUDIES
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The cellular mechanisms involved in chemo- and immunotherapy resistance are 
regulated by communication pathways  and intercellular contacts. Among the most 
important mechanisms there are: changes in the signaling pathways by which cellsr 
espond to cytotoxic stress, modifi cations of  MDR-1/ P glycoprotein (P-gp) function,  
mutational status of the TP53 gene and modulation of the complement regulators. Over-
expression of mutated p53, with reduced or inactivated function, is often associated to 
resistance to chemotherapy, including anthracyclines (doxorubicin/ DOX). In addition, 
p53 may bind to CD59, a complement regulatory protein that inhibits the formation 
of membrane attack complex and protects host tumor cells from complement attack. 
Therefore, our study was focused on evaluation of the changes aff ecting levels of 
expression for some molecules associated to the apoptotic process and the development 
of resistance to cancer therapy in human breast cancer. As experimental models we 
used breast adenocarcinomas cell lines with various degrees of aggressiveness, ER/PR 
expression levels and diff erent TP53 mutational status: one cell line with w/t p53 (MCF-
7) and two cell lines with mutated TP53 (MDA-MB-231and Sk-Br-3). Constitutive protein 
and gene expression of several biomarkers associated to apoptosis and cell-resistance 
(TP53, Bcl-2, Bax, PGP, CD59) were evaluated by fl ow-cytometry analysis and by RT-
PCR/Taqman method. Then, the drug resistant character was induced in all three cell 
lines by continous treatment with increasing concentrations of DOX, followed by gene 
expression analysis of the target molecules. The obtained results showed diff erential 
levels of protein and gene expression both in untreated and DOX-resistant cells. The 
identifi cation of genetic factors involved in the phenomenon of resistance to antitumor 
drugs may contribute to developing new therapies and clinical approaches. Positive/
negative regulators of p53 could be used to modulate susceptibility of tumor cells to 
chemotherapy and immunotherapy.

INFLUENCE OF TP53 MUTATIONAL STATUS 
ON RESPONSE TO DRUG-TREATMENT OF

HUMAN BREAST CANCER CELL LINES

Camelia Mia Hotnog¹, Mirela A. Mihaila¹, Monica Vasilescu², Liliana Puiu², 
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Introduction: Cutaneous malignant melanoma (CMM) is the most aggressive type 
of skin cancers, with an increasing incidence and a poor prognosis for the cases with 
distant metastases.  The soluble form of S100B protein is recommended as prognostic 
serological marker for advanced melanoma. A high concentration of S100B in serum is 
associated with disease progression, tumor load, risk of recurrence, treatment outcomes. 
The study emphasizes the evaluation of the soluble S100B in a large cohort of human 
cutaneous melanoma patients, in diff erent stages of progression.

Materials and methods: The biological material was represented by 176 samples of 
sera from 135 patients diagnosed with CMM in diff erent stages of progression; serial 
blood samples were collected prior and/or after surgery, and during the clinical follow-up 
period, in compliance with the ethical code for medical research, and with patient’s consent. 
Soluble S100B protein was assessed with specifi c CanAg S100 EIA kit. Statistical analysis 
was performed with GraphPad Prism system.

Results: Data obtained showed that in the stages I and II the S100B concentrations 
were uniformly expressed around the cut-off  value (medium value of normal, control 
subjects, CTRL = 90 ng/L). Melanoma patients in advanced stages had higher soluble 
S100B values than cut-off  value: 42% of stage III and 64% of stage IV patients. In 
addition, 60.86% of patients with melanoma recurrences have higher levels of S100B, and 
patients with distant and multiple metastases (cerebral, lung, liver metastasis) showed 
concentrations up to 1000 ng/L. Our results suggest direct correlations between levels of 
soluble S100B, and tumor burden, aggressiveness or disease prognosis.

Conclusions: Using S100B protein in clinical practice as prognostic biomarker, 
independently or associated with other biomolecules, could bring a reliable criterion 
for identifying melanoma patients at high risk of disease progression, and could help 
monitor the oncologic treatments. 

S100B PROTEIN, A USEFUL BIOMARKER
TO INVESTIGATE THE PROGRESSION

OF MALIGNANT MELANOMA
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Cervical cancer (CC) is caused by human papillomaviruses (HPV), oncogenic viruses 
that developed mechanisms to elude the host immune system and to induce viral 
persistence. Among other viral and cellular factors, viral persistence (a mandatory stage 
in the development of CC) is associated with a chronic pro-infl ammatory response to 
which TLRs (Toll like receptors) also contribute. The aim of this study was to evaluate 
TLR 4 and TLR9 as markers of infl ammatory response in HPV positive cervical samples. 
Patients’ samples consisted in hrHPV positive cervical tumor samples (SCC) and cervical 
specimens from subjects with NILM (Negative for Intraepithelial Lesion or Malignancy) 
cytology.  As control, cervical specimens from women with negative cytology, without 
HPV infection were used. Total RNA was isolated from samples using TriZol reagent 
(Invitrogen, Carlsbad, CA) and puri¬fi ed with RNeasy Mini kit (Qiagen, Hilden, Germany). 
Expression levels of TLR4 and TLR 9 were quantifi ed by qRT-PCR (Applied Biosystems 
7300 Real Time PCR system) using FastStart SYBR Green Master Mix (Roche Molecular 
Biochemicals). The expression level of each gene was normalized using β-actin gene as 
reference. Statistical analysis was performed with GraphPad Prism 5.0 software.  

Both TLR4 and TLR9 genes expression levels were signifi cantly down-regulated in 
tumors samples versus NILM HPV positive group and versus control group (p=0.0079; 
p=0.0043).  Further in this study, the expression levels of IRF3 (In¬terferon regulatory 
factor 3) a transcription factor activated by TLR4 and associated with innate immune 
response against viral infections factor were evaluated. Lower IRF3 expression was 
found in tumour samples and NILM positive cytology versus control group (p=0.0095; 
p=0.0159). Also, a signifi cant positive correlation between TLR4 and IRF3 expression 
levels was noted (r2= 0.4788; p=0.0187). Data obtained suggested that hrHPV can inhibit 
the functions of the TLR4, TLR9 and IRF3 as target of TLR4. 

Acknowledgments: The study was partially supported by Romanian National 
Authority for Scientifi c Research, Grant 41030/2007 and POSCCE ID 929 SMIS 14049. 
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Cervical carcinoma is one of the most common types of malignancy among 
women worldwide and Romania reports both a high incidence and mortality due to 
this disease thus representing a serious public health problem. In addition to HPV 
infection, which plays a crucial role in cervical oncogenesis, there are other factors 
that are linked to the host’s immune system and that can promote cancer progression. 
Currently a special consideration is addressed in immuno-oncology in investigating the 
epigenetic mechanismsby which tumours elude the immune system. Thus, epidrugs are 
considered immunomodulatory agents that have a high potential and are widely used 
in investigations. Procaine, a local anaesthetic, is known to be a nonnucleoside DNA 
demethylating agent that inhibits DNMT activity. In this study we aimed to investigate 
the eff ect of procaine as a demethylating agent upon some immune signalling pathways. 
Diff erent concentration of procaine (0.5/1mM) at 24/48h on CaSki cervical cell line 
were tested. Microarray analysis was performed on total RNA extracted from treated/
untreated cells. Global methylation levels were estimated using 5mC DNA ELISA kit 
(Zymo Research) according to manufacturer’s recommendations. Expression levels for 
selected genes involved in epigenetic machinery (DNMT1, DNMT3A, DNMT3B) were 
evaluated using qRT-PCR. Microarray data were analysed using GeneSpring GX software 
and statistical analysis using GraphPad Prism 6 software.

Overall, a global hypomethylation eff ect was noted for procaine treatment given the 
decreased 5mC levels found in treated samples vs. controls (p=0.042). On the other 
hand, a slight reduction in the mRNA levels of investigated DNMTs especially DNMT1 
was observed in cells treated with 1 mM procaine at 48h. For these conditions the 
microarray analysis revealed signifi cant alterations in the following signalling pathways: 
T cell receptor signalling pathway, PD-L1 expression and PD-1 checkpoint pathway in 
cancer, Toll-like receptor signalling pathway, chemokine signalling pathway.

The gathering data show a demethylating eff ect of procaine in vitro that determines 
signifi cant changes in many signalling pathways involved in immunity which may be 
further investigated for potential therapeutic targets discovery.

Acknowledgments: Project 433/ID 929/SMIS code 14049.
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Background: In severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) 
disease (COVID-19) important troubles of coagulation were described, especially in 
severe cases.

Methods and results: This research included 33 patients, 60.6% female gender, 
aged 55.4 ± 16.5 years, in whom the COVID-19 diagnosis was based on positive 
nasopharyngeal RT-PCR SARS-CoV-2tests and data on the antiphospholipid antibodies 
(aPL) were available. Clinical, laboratory, and imagistic data were retrospectively collected 
and analyzed. 18.2% cases were classifi ed as moderate, while 36.4% as severe COVID-19.

Lupus anticoagulant (LAC) was weak positive in 27.3%, positive in 18.2%, and intense 
positive in 6.1% patients, respectively. 6 patients had positive anticardiolipin antibodies 
(aCL) IgM, 6 patients positive aCL IgG, while none anti-beta2-glycoproteine I antibodies 
(aβ2GPI) IgG. 

The aCL IgM titers were signifi cantly higher in female when compared to male patients 
(25.4 ± 7.8 vs. 10.5 ± 3.2 MLP, p <0.020).Even if signifi cantly higher D-dimer levels were 
found in severe when compared to mild cases, no similar diff erence were observed for 
any of the four aPL tested. In bivariate analysis, only the aCL IgG levels correlated with 
the maximum D-dimers levels (p=0.044; r=0.354). 

The platelets number was lower in patients with increased LAC and/ or aCL IgG 
positives (306250 ± 111465vs.180636 ± 35710 /µL, p=0.008 and 273111 ± 89270 
vs.199166 ± 36994 /µL, p=0.050, respectively).

In almost half of the cases the a PL positivity was observed in less than 7 days after 
the COVID-19 symptoms onset. All cases were discharged in virtually good state. For the 
positive aCL patients control aPL serology was scheduled in 12 weeks after discharge.

Conclusion: Positives aCL IgM and/ or IgG might be found in COVID-19 since early 
stages. aPL positivity might be therefore one of the pathogenic pathways involved in the 
COVID-19 coagulopathy abnormalities. 

ANTIPHOSPHOLIPID SYNDROME SEROLOGY 
IN COVID-19 PATIENTS
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Introduction/Objectives: HLA (Human Leukocyte Antigen) is the genomic region 
displaying the highest statistical association with diff erent diseases, however, there are 
also HLA genes providing protection against certain diseases. Based on the frequency 
of the HLA alleles identifi ed in Moldova, predictions were forecasted about the relative 
risk of such diseases for the population of this region. 

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

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

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

References: Constantinescu et al. The frequency of HLA alleles in the Romanian 
population. Immunogenetics. (2016).68:167–178
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Introduction/Objectives: Healthy volunteers for hematopoietic stem cell 
transplantation are routinely screened for a number of viral markers. The present 
investigation aims to evaluate the seroprevalence of Cytomegalovirus (CMV), Epstein-
Barr virus (EBV), Toxoplasma gondii (T. gondii) and Hepatitis B core Antibody (HBcAb) 
among such potential donors.

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

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

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

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

PREVALENCE OF VIRAL INFECTIONS AMONG 
HEALTHY VOLUNTARY CELL STEM DONORS

Silvia Dăscălescu1, Silvia Ionescu¹, Vlad-Alexandru Timișescu¹,
Mariana Pavel-Tanasă1,2, Ecaterina Anisie¹, Ioana Săndulescu¹,

Corina Cianga1,2, Daniela Constantinescu1,2, Petru Cianga1,2

1 Immunology Laboratory, “St. Spiridon” Clinical Hospital, Iaşi
2 Department of Immunology, „Grigore T. Popa”

University of Medicine and Pharmacy, Iaşi 



72 30 septembrie - 3 octombrie 2020

ASOCIAŢIA ROMÂNĂ 
de IMUNO-DERMATOLOGIE

A
so

cia
ţia Română de Im

uno-Dermatologi
eARID

We present the case of a 51-year-old male, referred to our clinic for the presence 
of a pigmented mole, located on the anterior thorax. It measured 1.4x1.2 cm, was 
asymptomatic, with no bleeding or ulceration. The lesion developed on a preexisting 
nevus and the patient claims that it had grown continously in the last two years. 
The dermatoscopic evaluation raised the suspicion of melanoma. To confi rm the 
diagnosis, he underwent an excisional biopsy, which was completed by sentinel 
lymph node biopsy. Histology confi rmed the diagnosis of malignant melanoma, with 
Breslow thickness of 0,6 mm, Clark level II, without a vertical growth phase, mitosis, 
lymphatic or vascular invasion, without regression. There was no involvement of the 
lymph nodes seen.

SUPERFICIAL SPREADING MELANOM
 – A CASE REPORT
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Lindane is the common name for the gamma isomer 1,2,3,4,5,6- 
hexachlorcyclohexane (HCH) and have been used as broad-spectrum insecticeds 
for both agricultural and non-agricultural purposes, been included in the Stockholm 
Convention as pesistent organic pollutants. The present study aim to in vitro 
evaluate time and dose dependent toxicity of  Lindane.

The study were performed on HeLacellsand THP-1 cells. The celllines were 
incubated for 60-120-180 minutes in presence of 25-50-100 ug/ullindane DMSO 
solubilized. The viability was evaluated by measuring LDH release levels and cell 
metabolic activity by MTT assay. It was evaluated by gelatinzymography technique 
the activation status of MMP-2 and MMP-9 and by ELISA the levels of cytokine 
productions IL-6, TNFaand IL-8.

The results showed lindane dose-dependent  increase of LDH release by the 
celllines which been corelated with MTT viability assay. The gelatinzymography 
revealed a less gelatynolitic activity of lindane treated cells and an proinfl ammatory 
status as demonstrated by ELISA cytokinedetections. The in vitro results showed an 
immunomodulatory eff ects of lindane.

IN VITRO STUDY OF THE IMMUNOTOXIC
EFFECT INDUCED BY LINDANE
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After prostate cancer and benign prostate hyperplasia (BPH), prostatitis is 
the third most common urinary tract disease in men, being a very problematic 
disease to treat eff ectively. Worldwide, prostatis represents approximately 25% of 
all visits made to the urological clinics for lower urinary tract symptoms (LUTS). 
The infl ammatory pathology of the prostate is classifi ed according to the National 
Institutes of Health (NIH) into 4 groups: acute bacterial prostatitis (category I), chronic 
bacterial prostatitis (category II), chronic pelvic pain syndrome (CPPS) (category III), 
and asymptomatic prostatitis (category IV). The etiopathogenesis of this disease 
is not very well understood, but multiple mechanisms have been proposed, 
suggesting a role for infectious, immunological, endocrine and pshicological factors. 
Prostatic ultrasound represents the most popular imaging test in the evaluation of 
prostatitis although no specifi c patterns have been established for the diagnosis 
of this pathology. Multiparametric Magnetic Resonance Imaging (mpMRI) is the 
gold-standard in the evaluation of patients with prostate cancer although a number 
of benign lesions, including infl ammation, may resemble prostate cancer, thus 
raising the issue of discrimination between neoplastic and benign lesions. It has 
been found that a multimodal therapeutic regimen consisting of alpha-blockers, 
antibiotics and anti-infl ammatory drugs off er a better control of the disease than a 
single drug approach. In this presentation we aim to off er a comprehensive review 
of the etiology, molecular pathogenesis, diagnosis, and treatment of prostatitis. 

 A COMPREHENSIVE REVIEW OF PROSTATITIS
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Atopic Dermatitis (AD) is a serious disease aff ecting both children and adults. AD is a chronic systemic 
infl ammatory disease and not only an intermittent skin disease as previously thought. Non-lesional (normal 
looking) skin is not normal skin due to a persistent underlying infl ammation. IL 4 and IL13, as part of the Type 2/Th2 
pathway, are key cytokines in AD pathophysiology. Dupilumab is the fi rst therapy in AD that provides continuous, 
long term and safe disease control by targeting 2 key cytokines of underlying infl ammation. Unique mechanism of 
action that inhibits the dual signaling of IL4 and IL13. Consistent, rapid and sustained long term effi  cacy on signs 
and symptoms, as seen on lesion extent and severity pruritus intensity, quality of life, including sleep, anxiety and 
depression. Strong safety and tolerability profi le with an overall rate of adverse events comparable to placebo and 
no laboratory monitoring required.

Atopic Dermatitis (AD) is a serious disease that aff ects both children and adults¹.
AD is a chronic systemic infl ammatory disease and not just an intermittent skin disease, as was previously 

considered. The non-lesionalskin (with normal appearance) is not a healthy skin, due to the persistent underlying 
infl ammation.²˒³  IL4 and IL13, as part of the mechanism of Type 2 / Th2 infl ammation, are key cytokines in the 
pathophysiology of atopic dermatitis. Dupilumab (a human IgG4 monoclonal antibody) is the fi rst molecule, 
the fi rst biological treatment to target the mechanism of type 2 infl ammation in atopic dermatitis and provide 
continuous and safe long-term control by acting on the two cytokines responsible for the underlying infl ammation. 
Its unique mechanism of action inhibits the signaling of interleukin-4 (IL-4) and interleukin-13 (IL-13) proteins, 
key factors of type 2 infl ammation and involved in type 2 infl ammatory diseases in humans (systemic allergic 
response), such as atopic dermatitis, asthma or chronic rhinosinusitis with nasal polyposis. The effi  cacy and safety 
of Dupixent (Dupilumab) have been evaluated in a signifi cant number of patients, so at this time it is the molecule 
with the largest clinical development program in atopic dermatitis (adults and adolescents).4 

Thus, thanks to its mechanism of action , Dupixent therapy provides rapid and sustained long-term effi  cacy, 
expressed by rapid, signifi cant and sustained improvement in the signs and symptoms of atopic dermatitis, such 
as: reduction in lesion size, reduction in the severity of pruritus, improvement in quality of life, including sleep 
or conditions of anxiety or depression. Along with these clinical benefi ts, Dupixent also off ers a favorable safety 
profi le, with an overall rate of adverse reactions comparable to placebo.5˒6  

Due to the same mechanism of action, by blocking the IL-4 / IL-13 pathway and reducing mediators of 
type 2 infl ammation and unlike the treatments accepted and administered by now, Dupixent is not a steroid or 
immunosuppressive drug, being associated with high rates of treatment persistence.

References
¹Weidinger S, et al. Nat Rev Dis Primers. 2018;4:1
²Suárez-Fariñas M, et al. J Allergy Clin Immunol. 2011;127(4):954-964. 
³De Benedetto A, et al. J Allergy Clin Immunol. 2011;127(3):773-786
4 https://www.dupixenthcp.com/atopicdermatitis/effi  cacy-safety/adolescent-safety-clinical-trial
5Deleuran M, Thaçi D, Beck L, et al. Dupilumab shows long-term safety and effi  cacy in patients with 

moderate to severe atopic dermatitis enrolled in a phase 3 open-label extension study, disponibil la https://doi.
org/10.1016/j.jaad.2019.07.074

6RCP Dupilumab, disponibil la https://www.ema.europa.eu/en/documents/product-information/dupixent-
epar-product-information_ro.pdf
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Since 2007, research on cutaneous amicrobioma carried out by L’Oréal R&D in partnership 
with leading scientifi c institutes has demonstrated its importance in various pathologies such 
as atopy, psoriasis, eczema, etc. and also its essential role in the skin barrier function.

Research by La Roche-Posay Laboratories has shown that bacteria secrete a multitude of 
enzymes, such as proteases that can impact skin peeling and lipases that can aff ect the lipids 
(“cement”) in the stratum corneum. In essence, the pH of the skin and the degree of hydration 
infl uence the microbiome and thus the skin barrier can be aff ected. The skin microbiome 
favors the inhibition of development and colonization with pathogens by modulating its 
innate and adaptive immune response. Identifying the factors that lead to the imbalance of 
the skin microbiome is essential in order to achieve optimal management of skin pathologies 
caused by its imbalance.

THE ROLE OF SKIN MICROBIOMA
IN THE MANAGEMENT OF DRY SKIN

WITH ATOPIC TENDENCY

Gabriela Turcu
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Cutaneous Squamous Cell Carcinoma (CSCC) is the second most common cancer in the 
US, with approximately 700,000 cases reported a year. It is also responsible for causing 7,000 
deaths annually in the US.The most common causes of CSCC are long-term exposure to 
ultraviolet (UV) radiation from sunlight and the use of indoor tanning¹˒².  However, it can also 
be caused by skin injuries such as scars, long-standing sores, burns, ulcers, chronic infections, 
skin infl ammation and X-ray exposure¹˒².

Until the discovery of  Libtayo (cemiplimab) no systemic therapies have been approved 
for the treatment of advanced cutaneoussquamous-cell carcinoma. Libtayo (cemiplimab) 
is an advanced fully human monoclonal antibody indicated for the treatment of metastatic 
or locally advanced cutaneous squamous cell carcinoma (CSCC) in patients ineligible to 
undergo curative surgery or radiation therapy³.

Libtayo (cemiplimab) was approved by the FDA for the treatment of metastatic or locally 
advanced CSCC in September 2018.Regeneron and Sanofi  Genzyme submitted a marketing 
authorisation application (MAA) to the European Medical Agency (EMA) for Libtayo, which 
was accepted for review in April 2018. The review process was completed in the fi rst half of 
2019².

In July 2019, Libtayo (cemiplimab) received approval from the European Commission 
(EC) for use in adult patients with metastatic or locally advanced cutaneous squamous cell 
carcinoma².

The conclusion of fi nalized and undergoing studies, was that among patients with 
advanced cutaneous squamous-cell carcinoma (CSCC), Libtayo (cemiplimab) induced a 
response in approximately half the patients and was associated with adverse events that are 
similar to those seen with other PD-1inhibitors³.

References:
¹Sanofi  press release September 2018
²Sanofi  press release July 2019
³NEJM MED 379;4 July 26, 2018 - “PD-1 Blockade with Cemiplimab in Advanced Cutaneous 

Squamous-Cell Carcinoma” - original article – M.R. Migden; D. Rischin, et. al.

CEMIPLIMAB: THE FIRST PD-1 INHIBITOR FOR 
THE TREATMENT OF ADVANCED CUTANEOUS 

SQUAMOUS-CELL CARCINOMA
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Skin dermatitis is a chronic infl ammatory disease that develops as a result of abnormalities of the immune 
response to antigen, in particular innate immunity, mediated by macrophages involves a number of diseases 
with common patterns: seborrheic dermatitis, atopic, irritative, contact, etc. Among them, patients with atopic 
eczema and seborrheic dermatitis are the main challenge of the dermatologist, there are numerous acute 
episodes and multiple recurrences after any treatment, which signifi cantly aff ects the quality of life of patients.

Although the etiology of atopic and seborrheic dermatitis has not been fully elucidated, a number of 
common factors have been identifi ed for both conditions: abnormal immune response with altered Th1 / 
Th2 balance in favor of Th2, which is associated with excessive production of proinfl ammatory cytokines 
and impairment of skin barrier, implicitly a reduction of the Th1 type response, excessive proliferation of 
pathogens (eg spec. Malasessia, S. aureus) and increased risk of skin infections¹˒²˒³.

Recent studies have shown that Glutathione (GSH), an iolic compound found naturally in the intracellular 
level in a reduced form, has a key role in regulating the infl ammatory response and increasing the skin’s 
resistance to infections4. Studies have shown that a decrease in the intracellular concentration of Glutathione 
in macrophages and lymphocytes determines a polarization of the immune balance, with incorrect antigen 
processing, decreased synthesis of Th1-type cytokines and altered immune response in favor of Th24˒5. 
Consequently, there are imbalances in the skin microbiome, combined with excessive infl ammation, but also 
reduction of immune mechanisms of antimicrobial defense, factors that predispose patients with atopic or 
seborrheic dermatitis to bacterial or fungal infections. 

Recent in vitro and in vivo studies 4˒6 have shown that the administration of GSH-C4, a synthetic 
derivative of reduced Glutathione, restores the intracellular concentration of GSH in macrophages, stimulates 
IL-12 synthesis and rebalances the Th1 / Th2 immune balance, implicitly reducing infl ammation. and at the 
same time stimulating the natural defense mechanisms against pathogens.

Recently launched in Romania, GSEBA® cream is the only medical preparation based on GSH-C4, in 
a concentration of 0.4%, which has been authorized for the treatment of dermatitis of diff erent etiology 
(seborrheic, atopic, irritative) in the acute phase and during remission, to prevent recurrences and / or 
prolong the interval between two infl ammatory outbreaks. GSEBA® cream has a unique formula, which 
combines the anti-infl ammatory, immunomodulatory and antimicrobial eff ect of Butyric Glutathione with the 
antioxidant action of Tocopherol and the emollient of Hyaluronic Acid. The new preparation was studied in 
patients with seborrheic dermatitis of varying degrees of severity on the face, in which the effi  cacy and safety 
of administration was evaluated twice a day for 4 weeks.

The fi nal evaluation showed good and very good results in all patients included in the study, with a 
complete remission of erythema and scales after a maximum of 4 weeks of administration. Treatment was 
well tolerated by all patients, no side eff ects or overdose were reported.

With a superior safety profi le and a unique mechanism of action, GSEBA® is a new therapeutic approach 
for patients with dermatitis of diff erent etiology, both in the attack phase to reduce erythema and scales, and 
in the remission period, to prolong the interval between two recurrences.

References: 
¹Allergy Asthma Proc. 2019 Mar; 40(2): 84–92. 
²ClinDermatol. 2013 Jul-Aug;31(4):343-351. 
³Int J STD AIDS 2016;27(14):1342-1345.
 4Biol Chem. 2017 Feb 1;398(2):261-275. 
5Front Immunol. 2017 Sep 29;8:1239.
 6  Med MicrobiolImmunol. 2014 Aug;203(4):283-9. 6) Front Immunol. 2019 Jul 02;10:1481.  

GSEBA®: A NEW ANTI-INFLAMMATORY,
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AND SEBOREIC DERMATITIS

Adriana Diaconeasa
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One step ahead - through research and development
Research at the Dr. Wolff  Institute is a tradition of innovation. Every day, the 

research team of the Dr. Wolff  Institute strives to develop new products and improve 
them. Ever since the company was founded in 1905 by Dr. August Wolff , the principle 
of continuous product optimization has been valid. This is also true today.

The association between care and effi  cacy
Dr. August Wolff  had an innovative idea. The chemist and pharmacist wanted his 

products to be not only hairdressing products, but to make a decisive contribution to 
maintain the health of the scalp and hair. With this goal in mind, Dr. August Wolff  has 
researched extensively and successfully developed hair care products.

Alpecin product development - and the beginning of a small revolution
Its fi rst product, Alpecin, released in 1930, revolutionized hair care. For the fi rst 

time, people could take care of their hair and fi ght dandruff  and hair loss at the same 
time (the brand name, Alpecin, is derived from “Alopecia”, the Latin term for “hair 
loss”). Since then, the company has been working closely with renowned scientists. 
A tradition that we continue today. The Dr. Wolff  Research Institute works closely 
with renowned scientifi c partners, forming a research network with university clinics 
in Jena, Hamburg-Eppendorf, Berlin (Charité), Lübeck and Rome. The results of this 
collaboration were brought together in scientifi c studies, which the Dr. Wolff  research 
institute conducted together with university clinics. These studies confi rm the effi  cacy 
of the Alpecin Caff eine Complex for and rogenetic alopecia in men. The investigations 
explain the penetration of caff eine and highlight its eff ects on the hair roots.

PREVENTION OF HAIR LOSS
IN ANDROGENIC ALOPECIA

Olivia Țimnea

Romanian-American University, Faculty of Physical
Education, Sports and Physical Therapy
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CAR-T CELL THERAPY IN
RHEUMATIC DISEASES -
OPPORTUNITIES AND BARRIERS

Florian Berghea 
“Carol Davila” University of Medicine and Pharmacy,
Bucharest, Romania

EULAR RECOMMENDATIONS FOR
THE MANAGEMENT OF PSORIATIC 
ARTHRITIS: 2020 UPDATE - FROM 
THE PERSPECTIVE OF A ROMANIAN 
RHEUMATOLOGIST

Andra Bălănescu
“Sf. Maria” Hospital  University of Medicine and Pharmacy 
“Carol Davila”, Bucharest,  Romania
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Antimicrobial peptides are oligopeptides with up to 100 amino acid residues, 
having antimicrobial, antifungal and antiviral properties. Exposed tissues from plants, 
insects and animals, to pathogens produce about 2,000 antimicrobial peptides, 
of which about 100 are found in humans. The action of antimicrobial peptides is 
rapid and occurs before the pathogen causes major reactions on the body. Due 
to their rapid, nonspecifi c action, antimicrobial peptides have been implicated in 
innate immunity. In humans, the most common antimicrobial peptides are those 
produced by keratinocytes and respective epithelial cells, defensin, cathelicidin 
(LL-37), protein S100A7, ribonuclease 7.  Antimicrobial peptides have mainly anti-
infl ammatory action (increasing the production of proinfl ammatory cytokines, 
chemoattractant eff ect) but also act on several cellular functions (diff erentiation, 
maturation). 

Psoriasis is a chronic infl ammatory condition in which the alteration of the activity 
of T lymphocytes and Th and Th17 subpopulations, causes through the network 
of altered cytokines, an acceleration of the process of terminal diff erentiation 
of keratinocytes. Keratinocytes, under the action of various factors (internal and 
external), produce in excess antimicrobial peptides, including LL-37. Coupling LL-37 
with DNA resulting from cell destruction, forms a complex that activates both toll-
like receptor 9 and pDC that initiates the appearance of an autoimmune process. 
Defensin acts in the same way, increasing the production of cytokines, activating 
dendritic cells, generating a Th1 response. In conclusion, it is considered that in the 
pathogenesis of psoriasis, antimicrobial peptides have a role, both in initiating the 
pathogenic process and in modulating the activity of adaptive immunity cells.

ANTIMICROBIAL PEPTIDES
IN THE PATHOGENY OF PSORIASIS

Alecu Mihail¹, Coman Gabriela²

¹”Titu Maiorescu” University, Faculty of Medicine, Bucharest, Romania
²”Victor Babeș” Hospital for Infectious and Tropical Diseases,

Bucharest, Romania
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THERAPEUTIC CHALLENGE IN A PATIENT
WITH MODERATELY SEVERE PSORIASIS

Simona Ianoși
Medical Center Dr. Ianoși Craiova, Romania

IMMUNODIAGNOSIS AND IMMUNOTHERAPY 
OF MELANOMA AND OTHER SKIN TUMORS 
(2) ORGANIZED WITHIN THE PN-III-P1-1.2-PC-
CDI-2017-0341 PATHDERM PROJECT

Gabriela Negroiu 
Institute of Biochemistry of the Romanian Academy,
Bucharest, Romania

Rodica Cosgarea
“Iuliu Hațieganu”UMF, Cluj-Napoca, Romania

Cristiana Popp
Colentina Clinical Hospital, Bucharest, Romania

IMMUNE PARAMETERS MONITORING
IN HEAD AND NECK SQUAMOUS CELL
CARCINOMA

Ana Căruntu1,2, Constantin Căruntu3,4, Liliana Moraru1,2, Mihaela Surcel⁵, 
Cristiana Tanase⁵, Carolina Constantin⁵, Monica Neagu⁵ 
¹“Carol Davila” Central Military Emergency Hospital, Department of Oral and 
Maxillofacial Surgery, Bucharest 
²“Titu Maiorescu” University, Faculty of Medicine, Bucharest 
³“Prof. N. Paulescu” National Institute of Diabetes, Nutrition and Metabolic 
Diseases,  Department of Dermatology, Bucharest 
⁴“Carol Davila” University of Medicine and Pharmacy, Department
of Physiology, Bucharest 
⁵”Victor Babes” National Institute of Pathology, Bucharest, Romania
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Melanoma is one of the most immunogenic tumours, and the relationship between 
melanoma cells and the immune system is under continuous investigation. During 
melanoma development, cell proliferation and survival are associated with immune 
editing, a dynamic process that includes immunosurveillance, equilibrium between 
melanoma and immune cells, and ultimately evasion of the immune response¹. 
Growing evidence indicates the presence of close interactions between tumour-
derived microRNAs (miRNAs) and cells of the immune system². 

miRNAsare small, non-coding RNAs that can upregulate or downregulate gene 
expression provided that they bind to mRNA based on complementary nucleotide 
sequence. miRNAs can modulate intracellular processes, as well as be transferred 
to nearby cells for cross-talk within the tumour microenvironment². Several miRNAs 
were found to be involved in the regulation of immune responses in malignant 
melanoma. Other studies have demonstrated that melanoma-derived miRNA can 
aff ect the response to immune-checkpoint inhibitor therapies³. The aim of this study 
is to provide a brief overview of the current knowledge concerning the infl uence of 
miRNAs on the immune microenvironment of malignant melanoma. 

References: 
¹Passarelli A., Mannavola F., Stucci L.S., Tucci M., Silvestris F. 2017. Immune system 

and melanoma biology: A balance between immunosurveillance and immune escape. 
Oncotarget.8, 106132-106142.

²Fanini F., Fabbri M. 2017. Cancer-derived exosomic microRNAs shape the immune 
system within the tumor microenvironment: State of the art. Semin. Cell Dev. Biol.67, 
23-28.

³Gajos-Michniewicz A., Czyz M. 2019. Role of miRNAs in melanoma metastasis. 
Cancers (Basel). 11(3), 326. 

Acknowledgements: This work was supported by CCDI-UEFISCDI, grant PN-III-P1-
1.2-PCCDI-2017-0341/PATHDERM (61PCCDI/2018).

THE ROLE OF MICRORNA MOLECULES IN THE 
MODULATION OF THE IMMUNE MICRO-

ENVIRONMENT IN MALIGNANT MELANOMA
Andreea Daniela Lazăr¹, Sorina Dinescu1,2, Marieta Costache1,2

1University of Bucharest, Department of Biochemistry
and Molecular Biology, Bucharest, Romania
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TOXICOLOGY ISSUES RELATED
TO COVID-19 OUTBREAK:
KINETICS AND DYNAMICS
OF COVID19 DIAGNOSIS AND
POTENTIAL TREATMENTS

Konstantin Nikolouzakis, Aristidis Tsatsakis
University of Crete, Heraklion, Greece 

COVID-19 VACCINES : AN UPDATE 
AND ETHICAL CONSIDERATIONS

Daniela Calina, Anca Docea, Aristidis Tsatsakis
University of Crete, Heraklion, Greece
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The serological responses to both SARS-CoV-1 and SARS-CoV-2 virus have 
some unique characteristics that suggest cross-reactive priming by other human 
coronaviruses (hCoVs). The early kinetics and magnitude of these responses are, 
in some cases, associated with worse clinical outcomes in SARS and COVID-19. 
Cross-reactive hCoVs antibody responses have been detected in both SARS and 
COVID-19 patients. There is also evidence that pre-existing T cell immunity to 
common cold coronaviruses can prime the response to SARS-CoV-2. Studies in non-
human primates show that SARS-CoV-1 S-protein vaccine-induced antibodies are 
associated with acute lung injury in macaques challenged with SARS-CoV-1. Here we 
discuss the potential of cross-reactive immunity to drive the immunopathogenesis 
of COVID-19 and its implications for current eff orts to develop immune-based 
therapies and vaccines.

IS CROSS-REACTIVE IMMUNITY TRIGGERING 
COVID-19 IMMUNOPATHOGENESIS?

Donato Zipeto

Department Neuroscience, Biomedicine and Movement Science,
School of Medicine, University of Verona, Italy
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COVID-19 THROUGH
THE DERMATOLOGIST EYE

Daciana Brănișteanu
UMF „Grigore T. Popa”, Iasi; Sp. Sf. Spiridon Iasi,
Romania

AUTOPSIES REVEALING A
SPECIFIC PATHOLOGICAL
PATTERN OF
SARS-COV-2 INFECTION

Sabina Zurac 
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The immune response in SARS-Cov2 infection still has a signifi cant number of 
uncertainties. What is currently known is that seroconversion occurs on average 10 days 
after the onset of symptoms. First class of immunoglobulins that appears belongs to 
IgM isotype, quickly followed by the specifi c IgG synthesis, and it seems that this Ig 
occurrence can overlap in some cases. The IgG titer increases from the 10th day and 
reaches a maximum that may or may not be infl uenced by the severity of the symptoms 
and the viral load. What is less known is the duration of the humoral immune response, 
the rate at which the antibody titer decreases, and how long the level of protection against 
reinfection persists. Also, the proportion of infected individuals that generate an immune 
response is still unknown.

Using the EUROIMMUNE ELISA Kit (Perkin Elmer) we tested specifi c levels of IgG and 
IgA against structural viral protein (domain S1). The test shows cross-reactivity (20%) 
with anti-SARS-Cov antibodies, but taking into account that this infectious strain did 
not circulate in Romania, we considered the cross-reactivity negligible. 83 individuals of 
medical staff  (85.6% women) were tested and the May 2020 testing showed that 15.6% 
of the tested persons were positive for IgG, and only 2 subjects showed positive RT-PCR 
confi rmation for SARS-Cov2 and specifi c symptoms of infection. However, a confi rmed 
case, but asymptomatic, showed negative IgG values. Dynamic testing, respectively in 
June 2020 showed that IgG values decrease, except for the 2 symptomatic cases that 
maintain their titers. The presence of specifi c IgA was also tested and out of the 83 tested, 
only one positive IgA case was not confi rmed on RT-PCR as a viral carrier. Also, the July 
2020 test showed that the IgG antibody titer decreases in SARS-Cov2 confi rmed patients.

The longevity of specifi c antibodies in SARS-Cov2 infection is not yet known, so 
it is not very clear whether the re-infections cited in the literature are due to lack of 
immunological memory or viral mutations suff ered in the meantime.

IMMUNITY DYNAMICS
IN SARS-COV-2 INFECTION

Monica Neagu1,2,3, Carolina Constantin1,2, Sabina Zurac2,4

¹“Victor Babeș” National Institute of Pathology, Bucharest, Romania
²Clinical Hospital Colentina, Bucharest, Romania

³University of Bucharest, Faculty of Biology, Bucharest, Romania
4”Carol Davila” University of Medicine and Pharmacy, Bucharest, Romania
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Infl ammation constitutes one of the main biochemical lesions found at the root 
of several pathological processes (cardio-vascular disease, obesity, type II diabetes 
mellitus, neurodegeneration, etc). Diets rich in lipids and refi ned sugars promote 
metabolic impairments associated with infl ammation and decrease the ability of 
the immune system to react to pathogen exposure. 

Nutritional research shows that there are some types of diets able to mitigate 
infl ammation (carbohydrate–restricted diets/ low glycaemic index food, ketogenic 
diet, high-fi ber diets, Mediteaneean diet/Nordic diet, etc). The anti-infl ammatory 
benefi ts of these diets are generated by specifi c components such as omega 3 fatty 
acids or polyphenols. 

COVID 19 is associated with a severe infl ammatory response of the body; 
according to clinical assessment, patients with previous low grade infl ammatory 
pathology (obesity, type II diabetes) are at high risk of severe pathological response 
to SARS-Cov2 exposure. 

So, it is of extreme importance to evaluate the ability of certain dietary 
components to improve the immune response and to reduce the risk of severe 
pathology associated with COVID 19. There are some promising reports regarding 
the potential benefi ts of proteins, vitamin D and zinc, but the large scientifi c data is 
still missing and needs to be evaluated in the on-going pandemic. 

IMPLICATIONS OF DIETARY
COMPONENTS FOR COVID 19

D. Margina1, A. Ungurianu1, Aristidis Michael Tsatsakis2

1Faculty of Pharmacy, University of Medicine and Pharmacy,
Bucharest, Romania 

2Laboratory of Toxicology and Forensic Sciences, Medical School,
University of Crete, 71003, Heraklion, Greece
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Background: The coronavirus disease 2019 (COVID-19) outbreak has had a major 
impact on clinical molecular diagnostic laboratories in the past several months. This 
presentation covers the aspects and achievements of laboratory diagnosis of infections 
caused by severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) within the 
Laboratory of Viral Respiratory Infectionsin “Cantacuzino” Military-Medical Research-
Development National Institute, as well as current issues and challenges.

Materials and Methods: A real-time RT-PCR based assaywas performed on 
respiratory specimens as the gold standard for COVID-19 molecular diagnostics. 
Respiratory specimens (nasopharyngeal swab, sputum, endotracheal aspirate 
orbronchoalveolar lavage) and materials from autopsy (lung tissue) immersed in viral 
transport medium arrived in the laboratory at 2-8oC. Nucleic acid purifi cation was 
performed using commercially available kits (NucleoSpin™ RNA, Macherey-Nagel™)  
and automated extraction platforms (Maxwell® RSC 48 Instrument, Promega 
and MagMAX™ Express 96, Applied Biosystems) and was followed by the RT-PCR 
amplifi cation, according to the assay proposed by Charité Institute of Virology in 
Berlin, Germany, recommended by WHO.

Results: Since February 2020,we have completed a total of 79.129 tests on patient 
samples, of which 4.110 generated positive results, 74.182 generated negative results 
and 837 were indeterminate (processing of respiratory specimens was done in a class 
II biological safety cabinet).

Current issues and challenges:  Collecting the proper specimen at the right time is 
essential for an accurate and prompt molecular diagnostic for the presence of SARS-
CoV-2 virus. The well-optimized targets can arise from a number of viral genomic 
locations because the viral genes should be present in equal copy numbers. The CT 
values (cycle threshold) can be an indication of transmissibility. At least two molecular 
targets is recommended be included in the assay to avoid cross-reaction with other 
coronaviruses or a potential genetic drift of SARS-CoV-2. 

LABORATORY DIAGNOSIS OF SARS-COV-2
INFECTION: CURRENT ISSUES

AND CHALLENGES
Teodoru Ana-Maria, Popoiu Simona, Mihai Maria Elena, Bistriceanu Iulia, 

Dințoi Diana, Pascu Cătălina, Cherciu Carmen, Lazăr Mihaela

Laboratory of Viral Respiratory Infections, ”Cantacuzino” National Military-
Medical Institute for Research and Development, Bucharest, Romania
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Introduction: Aerosolized viruses can become suspended in the air following 
diff erent mechanical processes. Infectious droplets originating from the respiratory 
tract of an infected person can be mobilized while sneezing, coughing and even 
speaking while their displacement from surfaces can occur from even the simplest 
daily habits. Such mobilization of infectious aerosols can become a potential threat to 
participants to specimen collection for COVID-19 testing, both by the risk of infection 
and by the risk of sample contamination.

Materials and methods: Between June 2020 and September 2020, 240 
asymptomatic participants have been tested in our unit for COVID-19 by RT-PCR using 
a nasopharyngeal swab sample. The induction of airborne particle producing events 
(APPE) such as sneezing, coughing or vomiting during the specimen collection was 
evaluated in the study group.

Results: APPEs occurred in 57 (24%) participants, 38 (16%) being represented by 
cough and 19 (8%) by sneezing, while lacrimation, a non APPE refl ex was observed in 
all 240 participants. All APPEs occurred during the specimen collection or within the 
fi rst seconds after retreating the nasopharyngeal swab. There were no statistically 
signifi cant diff erences between age and sex for the occurrence of APPE.

Conclusions: APPEs during the specimen collection by nasopharyngeal swabs 
for COVID-19 testing are not rare occurrences. Protective measures need to be 
implemented to limit the risk of viral spreading by coughing and sneezing during 
the sampling, in order to prevent the contamination of the following participants and 
their specimens by persistent airborne viral particles.

ANALYSIS OF AIRBORNE PARTICLE
PRODUCING EVENTS DURING THE SPECIMEN 

COLLECTION FOR COVID-19
Andrei Cismaru¹, Andreea Nutu¹, Sergiu Chira¹, Laura Pop¹,

Anca Jurj¹, Lajos Raduly¹, Livia Budisan¹, Cristina Ciocan¹,
Roxana Cojocneanu¹, Cecilia Bica¹, Ioana Berindan-Neagoe1,2

¹Research Center for Functional Genomics, Biomedicine and
Translational Medicine, ”Iuliu Hatieganu” University of Medicine

and Pharmacy, Cluj-Napoca, Romania
²The Functional Genomics Department – The Oncology Institute

“Prof. Dr. Ion Chiricuta”  Cluj-Napoca, Romania
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RECENT PHARMACOTOXICOLOGICAL 
DATA ON COVID-19 PANDEMIC
CONDITIONS
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and Pharmacy, Timisoara, Romania



96 30 septembrie - 3 octombrie 2020

ASOCIAŢIA ROMÂNĂ 
de IMUNO-DERMATOLOGIE

A
so

cia
ţia Română de Im

uno-Dermatologi
eARID

Rationele: Studies have highlighted various aspects of T cell responses to SARS-CoV-2 infection that are 
starting to enable some general models. The role of  T cells in the COVID-19 immunity and the potential of 
longstanding protection from reinfection with SARS-CoV-2 as well the B cells responses in antibodies secretion 
and helps of convalescent plasma transfusion remains considered. 

Objectives: To determine if convalescent plasma transfusion from the mild disease donors can save the 
organ failure and the life of recipients,  patients with severe disease. To analyze and determine if  T cells have 
the potential to recognize specifi cally the severe acute respiratory syndrome coronavirus 2 (SARS-CoV-2) in 
individuals convalescing or hospitalized patients with severe disease from COVID-19. Understanding the specifi c 
T and B cells immunity and their mechanism susceptibility to pathogenesis of SARS-CoV-2 infection is important 
for the management of the current COVID-19 pandemic. To determine whether individuals with severe SARS-
CoV-2 associated disease exhibit dysregulated T-cell immunity compared with convalescent subjects.

Methods: Using ELISA we measured the specifi c IgG titers from the mild disease patients, voluntary donors 
for convalescent plasma transfusion. Also we characterized the IgG titers of the hospitalized patients with severe 
SARS-CoV-2 disease pre and post plasma transfusion. With fl ow cytometry, we assessed the T-cell immune 
response in blood specimens obtained from 48 patients (n=24 donors with mild disease who donated their 
plasma and n=24 recipients before their plasma transfusion as severe disease patients). 

Results: We identifi ed high IgG titers on Spike 1 specifi c Covid-19  in n=136 donors tested were  40% of 
the donors contained a convalescent plasma with titers of 1/6400, showing a good quality plasma ready to 
be transfused in those in need, the recipients. Over n=70 patients recipients were tested pre and post, after 
48h of convalescent plasma transfusion, and we observed a great boost in their IgG1 Spike1 Covid-19 specifi c  
antibodies from 1/200 titers pre to 1/6400 in only 48h post transfusion. The specifi c Covid-19 T cell immunity 
phenotype was assessed and the high lymphopenia was observed in CD4+ T cells subset.  We characterized 
the phenotype and function of CD8+ and CD4+T cells from acute/primary Covid-19 infection in 48 patients 
(donors n=24 convalescent mild disease and n=24 severe disease recipients). SARS-CoV-2 suppression resulted 
in enhanced Covid-19 Spike-1 specifi c CD4+ T-cell immune responses without signifi cant changes in CD8+ 
T-cell responses in those with severe disease with the emphasis of Type 1 and proinfl ammatory cytokines. CD4+ 
T cell parameters diff erentiated the capacity for viral control of the donors and recipients. Covid-19 specifi c 
CD4+ T-cell recipients, impaired proliferation, resulting in augmented eff ector multifunctional. Furthermore, we 
will investigate if the impaired Covid-19 specifi c proliferative responses from recipients, and eff ector function 
could be signifi cantly rescued using diff erent pathways. 

Discussion: Together, our results demonstrate that Covid-19 suppression result in profound lymphopenia 
and signifi cant type 1 cytokine storm in severe disease SARS-CoV-2 -specifi c CD4+ T-cell multifunctional 
immunity and balance in the ratio of CD4+ T cells to CD8+ T cells. Peripheral expansion and redistribution of 
CD4+ T cells and increased apoptosis are mechanisms contributing to immunologic improvement following 
treatment and convalescent plasma recipients patients.

Conclusions: To our knowledge, our fi ndings provide new insights into the roles of SARS-CoV-2 expression 
in human T cells, forming the basis for a refi ned model of CD4+ T cell diff erentiation during Covid-19 infection. 
Identifying this high-risk subset and providing evidence the key factors driving these responses has implications 
for risk assessment, management, and potential strategies for averting Covid-19 morbidities.

COVID-19 PANDEMIC - PITTSBURGH
EXPERIENCE IN CONVALESCENT PLASMA 

TRANSFUSION               

Iulia Popescu

Division of Pulmonary, Allergy and Critical Care Medicine
School of Medicine, University of Pittsburgh, Pennsylvania, USA.
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Bioactive derivatives such as immunoglobulins - IgY isolated from hyperimmune eggs have recently 
gained special attention as adjuvant preparations in various pathologies. The aim of the study was to 
investigate the cellular eff ects of the IgY preparation made by Romvac (IgYR) and the purifi ed fractions 
obtained by NGC chromatography.

Methods. The NGC Chromatography System (Bio-Rad) was used to separate IgYR into 4 fractions; 
standard IgY (IgYst) (Lampire Biological Laboratories) was used as a control. The experimental system was 
performed with standard cells from the CAL27 line, human squamous cell carcinoma, and the induced 
eff ects on cell physiology were investigated with the lactate dehydrogenase release test (LDH test), MTS 
reduction test, cell apoptosis (fl ow cytometry, propidium iodide labeling) and cell proliferation (measuring 
cell impedance with the xCelligence system).

Results. All tested compounds do not aff ect the cell membrane in experimental systems for 24 and 48 
hours. Surprising is the eff ect of reducing LDH release in all IgY-based compounds, whether they are standard 
compounds or isolated fractions of the IgY preparation. This membrane “stiff ening” eff ect is found at both 
incubation times and is more evident in the extracted fractions. We do not rule out the possibility that, given 
that an immunoglobulin-like compound is being analyzed, it may interact with specifi c membrane receptors 
and, following known cross-linking, this membrane stiff ening may occur. The tested compounds infl uence 
diff erently the proliferative capacity of the investigated cells, but with the same appearance both at 24 and 
48 hours of incubation. Thus, compared to control cells, IgYR increases the proliferation capacity by 50% 
and 12.5% respectively. It is obvious that this proliferative eff ect decreases over time and is probably due 
to the internalization of membrane receptors that have coupled with immunoglobulin-based products. The 
prurifi ed fractions of the IgY preparation aff ect cell proliferation less compared to IgYst and IgYR.

Conclusion. Analyzing in conjunction with the results obtained from a mechanistic point of view, cell 
dynamics in the presence of IgY induces the binding of membrane receptors, which is accompanied by the 
activation of cellular metabolic processes highlighted in the increase of proliferative capacity. We also notice 
the intracellular processes highlighted at longer incubation times, respectively the activation of the early 
apoptosis processes after 48 hours of incubation in IgY type preparations.

This study was supported by IntelBiomed project, SMIS code 105631, ID: P_40_197, Grant No. 52/2016.

 IN VITRO EVALUATION OF THE 
FUNCTIONALITY OF IGY COMPONENTS 

ISOLATED FROM THE HYPERIMMUNE EGG

Monica Neagu1,2,3, Carolina Constantin1,3, Mihaela Surcel1,
Adriana Munteanu1,2, Gina Isvoranu1, Ovidiu Geicu2,4, Teodora Supeanu5

1”Victor Babeș” National Institute, Bucharest, Romania; 
2Faculty of Biology, Bucharest University, Romania; 

3Clinical Hospital Colentina, Bucharest, Romania 
4Faculty of Veterinary Medicine, University of Agronomic Sciences

and Veterinary Medicine of Bucharest
5ROMVAC Company SA, Voluntari, Romania


