2021

MEDICINA

Volumen 81, Supl. lll, Pags. 1- 250

medicina

BUENOS AIRES Vol. 81 Supl. Il - 2021




medicina

BUENOS AIRES, VOL. 81 Supl. Il - 2021

COMITE DE REDACCION

Sebastian F. Ameriso Caroline A. Lamb
FLENI, Buenos Aires, Argentina Instituto de Biologia y Medicina Experimental (IBYME), Buenos Aires,
Pablo J. Azurmendi Argentina
Instituto de Investigaciones Médicas A. Lanari, UBA, Argentina Oscar M. O. Laudanno
Damasia Becu Villalobos Instituto de Investigaciones Médicas A. Lanari, UBA, Argentina
Instituto de Biologia y Medicina Experimental-CONICET, Isabel A. Lithy
Buenos Aires, Argentina Instituto de Biologia y Medicina Experimental (IBYME), Buenos Aires,
José H. Casabé Argentina
Instituto de Cardiologia y Cirugia Cardiovascular, Jorge A. Manni
Hospital Universitario Fundacién Favaloro, Buenos Aires, Argentina Instituto de Investigaciones Médicas A Lanari, UBA, Argentina
Hugo N. Catalano Rodolfo S. Martin
Hospital Aleman, Buenos Aires, Argentina Facultad de Ciencias Biomédicas y
Eduardo L. De Vito Hospital Universitario Austral, Buenos Aires, Argentina
Institutode Investigaciones Médicas A. Lanari, UBA, Argentina Viviana Ritacco
Laura l. Jufe Instituto Nacional de Enfermedades Infecciosas ANLIS-CONICET,
Hospital General de Agudos J.M. Ramos Mejia, Buenos Aires, Argentina Buenos Aires, Argentina Guillermo B. Semeniuk
Isabel Narvaiz Kantor Instituto de Investigaciones Médicas A. Lanari, UBA, Argentina
Organizacion Panamericana de la Salud (OPS/OMS), Argentina Osvaldo J. Stringa
Basilio A. Kotsias Hospital de Clinicas José de San Martin, UBA, Argentina

Instituto de Investigaciones Médicas A. Lanari, UBA, Argentina
Gustavo Kusminsky
Hospital Universitario Austral, Buenos Aires, Argentina

MIEMBROS EMERITOS

Héctor O. Alonso Christiane Dosne Pasqualini
Instituto Cardiovascular Rosario, Santa Fe, Argentina Academia Nacional de Medicina, Buenos Aires, Argentina
Maria Marta de Elizalde de Bracco Rodolfo C. Puche
IMEX-CONICET-Academia Nacional de Medicina, Buenos Aires, Argentina Facultad de Ciencias Médicas, Universidad Nacional de Rosario,
Guillermo Jaim Etcheverry Santa Fe, Argentina
Facultad de Medicina, UBA, Argentina
Daniel A. Manigot La Tapa
Hospital San Juan de Dios, Buenos Aires, Argentina Médanos

Daniela Kantor

MEDICINA (Buenos Aires) - Revista bimestral — ISSN 1669-9106 (En linea)

Registro de la Propiedad Intelectual N° 02683675
Personeria Juridica N° C-7497
Publicacion de la Fundacion Revista Medicina (Buenos Aires) Propietario de la publicacion: Fundacion Revista Medicina
Queda hecho el depésito que establece la Ley 11723

Publicada con el apoyo del Ministerio de Ciencia, Tecnologia e Innovacion Productiva.
MEDICINA no tiene propoésitos comerciales. El objeto de su creacion ha sido propender al adelanto de la medicina argentina.
Los beneficios que pudieran obtenerse seran aplicados exclusivamente a este fin.

Aparece en MEDLINE (PubMed), ISI-THOMSON REUTERS (Journal Citation Report, Current Contents, Biological
Abstracts, Biosis, Life Sciences), CABI (Global Health), ELSEVIER (Scopus, Embase, Excerpta Medica), SciELO, LATINDEX, BVS
(Biblioteca Virtual en Salud), DOAJ, Google Scholar y Google Books.

Incluida en el Nucleo Basico de Revistas Cientificas Argentinas del CONICET.

Directores Responsables:
Basilio A. Kotsias, Eduardo L. De Vito, Isabel Narvaiz Kantor, Isabel Liithy

Secretaria de Redaccion: Ethel Di Vita, Instituto de Investigaciones Médicas Alfredo Lanari, Combatientes de Malvinas 3150,
1427 Buenos Aires, Argentina
Tel. 5287-3827 Int. 73919 y 4523-6619
e-mail: revmedbuenosaires @gmail.com — http//: www.medicinabuenosaires.com
Vol. 81, Supl. lll, Noviembre 2021

Diagramacion y Disefio: Andrés Esteban Zapata - aez.sgi@gmail.com




REUNION DE SOCIEDADES DE BIOCIENCIAS 2021

LXVI REUNION ANUAL DELA
SOCIEDAD ARGENTINA DE INVESTIGACION CLINICA (SAIC)

LXIX REUNION ANUAL DE LA )
SOCIEDAD ARGENTINA DE INMUNOLOGIA (SAl)

) LIl REUNION ANUAL DE LA
ASOCIACION ARGENTINA DE FARMACOLOGIA EXPERIMENTAL (AAFE)

XI REUNION ANUAL DE LA
ASOCIACION ARGENTINA DE NANOMEDICINAS
(NANOMED-AR)

17-20 de noviembre de 2021

EDITORES RESPONSABLES
Dr. Alejandro Curino
Dra. Mariana Maccioni
Dra. Paula Schaiquevich
Dra. Hebe Duran



ABSTRACTS

201

Carrillo MC'2

'Area Morfologia, Facultad de Ciencias Bioquimicas y Far-
macéuticas, Universidad Nacional de Rosario y CONICET
2Instituto de Fisiologia Experimental (IFISE), CONICET

Our group has postulated supplementation with &-tocotrienol (E) to
interferon alpha (IFN) therapy as a strategy to treat liver cancer be-
cause the combined treatment inhibits cell growth and metastatic
properties and increases apoptosis in hepatocarcinoma cells.

In this work we studied the effects of the combination of IFN and
E on normal angiogenesis, using EA.hy926 human umbilical vein
endothelial cells.

Our hypothesis is that E supplementation to IFN therapy has signif-
icant advantages in the angiogenesis process compared to individ-
ual IFN treatment.

We treated EA.hy926 cells with 10000 U/l IFN (IFN-group), 12,5
uME (E-group), the combination of both drugs (IFN-E-group) or ve-
hicles (C-group). We performed the MTT assay to determine cell via-
bility at 72 h, constructing the dose-response curves to calculate the
IC50 values. Combination index was also calculated (Compusyn).
Besides, we performed the wound healing assay to determine mi-
gration at 6 h and invasion assays in transwell chambers at 24 h. The
results were tested by one-way ANOVA, followed by Tukey’s test (3
independent experiments; n=4 in each one). As expected, IFN-E-
group showed a higher decrease in cell viability (-63%*#) compared
to monodrug therapy: IFN-group (-22%*), E-group (-21%*). Combi-
nation index showed synergism between IFN and E. In the migration
assay, IFN-E-group did not show a significant decrease (-16 %)
compared to monodrug therapy: IFN-group (-16%*) and E-group
(-14%*). Finally, IFN-E-group showed a significant diminution in
the invasion assay(-96 %* #) compared to monodrug therapy: IFN-
group (-33%*) and E-group (-87%%). * p<0.05 vs C-group; #p<0.05
vs monotherapies. In summary, we demonstrate that addition of E to
IFN therapy reduces proliferation, migration and invasion of human
EA.hy926 endothelial cells, processes that are necessary for normal
angiogenesis. In this regard, combined treatment might open a po-
tential clinical target against angiogenesis in the future.

436. (053) GEF-H1 DRIVES TUMOR FORMATION AND METAS-
TASIS IN BREAST CANCER CELLS

Lucia Fernandez Chavez, Exequiel Gonzalo Alonso, Karen
Schweitzer, Maria Julia Ferronato, Marilina Mascar6, Maria
Marta Facchinetti, Alejandro Carlos Curino and Georgina Pa-
mela Col6.

Laboratorio de Biologia del Cancer, Instituto de Investiga-
ciones Bioquimicas de Bahia Blanca (INIBIBB-UNS- CONI-
CET), Argentina.

RhoGTPases family is involved in several biological process includ-
ing gene transcription, cell polarity, migration and invasion. RhoGT-
Pases switch between on and off states and are regulated by sever-
al GEFs (activators) and GAPs/RhoGDls (inactivators).

The aim of this work is to study the role of a particular RhoA-GEF,
GEF-H1, in breast cancer (BC) progression. We observed by im-
munostaining a significant increase in GEF-H1 protein expression
in BC human biopsies compared with non-tumoral tissue (n=76,
p=0.0287). In addition, GEF-H1 expression correlated with the inva-
sive potential of human and murine BC cell lines. To further study the
role of GEF-H1 in tumor development, we generated GEF-H1- knock
out (KO) BC cells using CRISPR/Cas9 technology. A decrease in
proliferation, migration, invasion and anchorage-independent colony
formation rates was observed in GEF-H1-KO cells compared to wild
type (WT) cells (p<0.001). These results correlated with reduced
focal adhesion formation and its downstream signalling. Further-
more, BALB/c mice were subcutaneously inoculated with GEF-H1
KO cells, showing a significant delay in tumor formation (p<0.01)
and lung metastasis development compared with mice inoculated
with WT cells.

These results demonstrate that GEF-H1-RhoA activation mediates
the signalling pathways involved in controlling cell proliferation, mi-
gration and invasion of BC cells. In vivo assays and human biopsies
studies suggest that GEF-H1 expression in BC cells might indeed
contribute to tumor progression.

437. (057) ANTICANCER ACTIVITY OF NOVEL COPPER(Il)
COMPLEX WITH A SCHIFF-BASE LIGAND ON IN VITRO
AND IN VIVO OSTEOSARCOMA CANCER MODELS

Lucia M. Balsa ', Luisina M Solern6 2, Maria R. Rodriguez *,
Beatriz Parajon-Costa ', Ana M. Gonzalez-Bar6 ', Natasha T.
Sobol 2, Daniel F. Alonso 2, Juan Garona 23, Ignacio E. Le6n '
! CEQUINOR (CONICET-CCT La Plata-UNLP), Bvd. 120
N°1465, B1900AVV La Plata, Argentina; ? Centro de Onco-
logia Molecular y Traslacional (COMTra), Universidad Nacio-
nal de Quilmes; ° Centro de Medicina Traslacional (Unidad
6), Hospital de Alta Complejidad en Red El Cruce “Dr. Néstor
Carlos Kirchner” S.A.M.I.C.

Osteosarcoma (OS) is the most common bone malignant tumor,
affecting mainly children and young adults. Cisplatin has been
effective for the treatment of different solid tumors, including OS.
However, cisplatin treatment often results in the development of
chemoresistance and several side effects, leading to therapeutic
failure. In this sense, copper compounds have shown to be poten-
tially effective as antitumor agents, attracting increasing interest as
alternatives to usually employed platinum derived drugs.

The aim of this work is to evaluate the in vitro and in vivo antitumor-
al activity against MG-63 cells of the nitrate salt of a novel Cu(ll)
cationic complex containing a tridentate hydrazone ligand, Cu(HL)
for short.

Cytotoxic activity on MG-63 cell line was evaluated in 2D (mono-
layer) and 3D (spheroids) models. Cu(HL) significantly reduced cell
viability after 24 h treatment in both models (IC,, 2D: 1.98 + 0.51
uM; 3D: 9.05 + 1.0 yM) (p<0.001). Further studies demonstrated
that Cu(HL) inhibits cell proliferation and conveys cells to apoptosis,
determined by flow cytometry. Cu(HL) showed a great genotoxicity,
evaluated by comet assay.

Finally, we assessed in vivo anticancer activity in animals bearing
growing OS s.c. xenografts. Treatment during 4 weeks with Cu(HL)
(2 mg/kg i.p. three times per week) markedly impaired tumor pro-
gression, enhancing necrosis and reducing tumor growth rate and
mitotic index (p<0.01). Treatment with an equivalent low dose of
reference metallodrug cisplatin (2 mg/kg i.p. three times per week)
failed to inhibit tumor growth.

Taken together, these results show that Cu(HL) has a promising an-
ticancer activity against in vitro and in vivo OS models.

438. (058) IMPACT OF IDH MUTATIONS ON THE IMMUNOLOG-
ICAL LANDSCAPE OF GLIOMAS: A TCGA META-ANAL-
YSIS BASED ON THE 2021 WHO CLASSIFICATION OF
BRAIN TUMOURS

Nazareno Gonzalez', Antonela S. Asad', José Gémez Esca-
lante?, Jorge A. Pefia Agudelo', Alejandro J. Nicola Candia’,
Matias Garcia Fallit"®, Adriana Seilicovich'#, Marianela Can-
dolfi’

1. Instituto de Investigaciones Biomédicas (INBIOMED,
UBA-CONICET), Facultad de Medicina, Universidad de Bue-
nos Aires, Argentina, 2. Instituto de Oncologia Angel H. Ro-
ffo, Buenos Aires, Argentina, 3. Departamento de Quimica
Biolégica, Facultad de Ciencias Exactas y Naturales, Univer-
sidad de Buenos Aires, Argentina, 4. Departamento de Biolo-
gia Celular e Histologia, Facultad de Medicina, Universidad
de Buenos Aires, Argentina.

Mutations in the enzyme isocitrate dehydrogenase genes (mIDH)
are currently used to classify diffuse gliomas, the most common ma-
lignant primary brain tumours in adults. Additional genetic lesions
led to the most recent WHO classification that allows stratification
in four tumor entities, mIDH gliomas [Oligodendrogliomas (OD) and
Astrocytomas (AA)], and wtIDH gliomas: [Glioblastoma (GBM)-like
and GBM)]. While mIDH clearly correlates with better prognosis, the
role of this mutation in antitumor immunity remains controversial.
First, we predicted the level of infiltrating immune and stroma cells
by ESTIMATE scores and both were significantly lower in mIDH
patients. We also found reduced expression of immunoregulatory
genes (PD-LI, PD-1, CTLA-4, IDO1, IL-10, LAG3 and TIM3) in mIDH
biopsies (p<0.05, vs. wtIDH). Moreover, PD-L1 exhibited a strong




