medicina

BUENOS AIRES VOL. 79 Supl. IV - 2019

80° Aniversario

MEDICINA

§§
¢
@
(o))
\©
o
=
s
=]
(7]
)
~
c
Q
£
=
(]
>




medicina

MEDICINA (B Aires) - Volumen 79 - (Supl. IV), 2019

BUENOS AIRES, VOL. 79 Supl. IV - 2019

COMITE DE REDACCION

Pablo J. Azurmendi
Instituto de Investigaciones Médicas A. Lanari, UBA, Argentina
Damasia BecU Villalobos
Instituto de Biologia y Medicina Experimental-CONICET, Buenos
Aires, Argentina
José H. Casabé
Instituto de Cardiologia y Cirugia Cardiovascular, Hospital
Universitario Fundacion Favaloro, Buenos Aires, Argentina
Eduardo L. De Vito
Instituto de Investigaciones Médicas A. Lanari, UBA, Argentina
Isabel Narvaiz Kantor
Organizacion Panamericana de la Salud (OPS/OMS) (ret.)
Argentina
Basilio A. Kotsias
Instituto de Investigaciones Médicas A. Lanari, UBA, Argentina
Gustavo Kusminsky
Hospital Universitario Austral, Buenos Aires, Argentina
Isabel A. Luthy
Instituto de Biologia y Medicina Experimental (IBYME), Buenos

Aires, Argentina
Daniel A. Manigot
Hospital San Juan de Dios, Buenos Aires, Argentina
Jorge A. Manni
Instituto de Investigaciones Médicas A. Lanari, UBA, Argentina
Rodolfo S. Martin
Facultad de Ciencias Biomédicas y
Hospital Universitario Austral, Buenos Aires, Argentina
Guillermo D. Mazzolini
Instituto de Investigaciones en Medicina Traslacional-CONICET,
Hospital Universitario Austral, Buenos Aires, Argentina Rodolfo C.
Puche
Facultad de Ciencias Médicas, Universidad Nacional de
Rosario, Santa Fe, Argentina
Viviana Ritacco
Instituto Nacional de Enfermedades Infecciosas ANLIS-CONICET,
Buenos Aires, Argentina
Guillermo B. Semeniuk
Instituto de Investigaciones Médicas A. Lanari, UBA, Argentina

MIEMBROS EMERITOS

Héctor O. Alonso
Instituto Caardiovascular Rosario, Santa Fe, Argentina
Guillermo Jaim Etcheverry
Facultad de Medicina, UBA, Argentina
Maria Marta de Elizalde de Bracco
IMEX-CONICET-Academia Nacional de Medicina, Buenos Aires,

Argentina
Christiane Dosne Pasqualini
Academia Nacional de Medicina, Buenos Aires, Argentina

La Tapa (Ver pag. 4)
Atardecer en la tarde
Antonella Ricagni

MEDICINA (Buenos Aires) — Revista bimestral — ISSN 0025-7680 (Impresa) — ISSN 1669-9106 (En linea)

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

Publicada con el apoyo del Ministerio de Ciencia, Tecnologia e Innovacién Productiva.
MEDICINA no tiene propésitos 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 Béasico de Revistas Cientificas Argentinas del CONICET.

Directores Responsables:
Basilio A. Kotsias, Eduardo L. De Vito, Isabel Narvaiz Kantor, Guillermo B. Semeniuk

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. 79, Supl. IV, Noviembre 2019



MEDICINA (B Aires) - Volumen 79 - (Supl. IV), 2019

medicina

BUENOS AIRES, VOL 79 Supl. IV - 2019

REUNION ANUAL DE SOCIEDADES DE BIOCIENCIA 2019

LXIV Reunién Anual de la
Sociedad Argentina de Investigacion Clinica (SAIC)

LI Reunién Anual de la
Asociacion Argentina de Farmacologia Experimental (SAFE)

XXI Reunion Anual de la
Sociedad Argentina de Biologia (SAB)

XXXI Reunion Anual de la
Sociedad Argentina de Protozoologia (SAP)

IX Reunidn Anual de la
Asociacion Argentina de Nanomedicinas
(NANOMED-ar)

VI Reuniodn Cientifica Regional de la Asociacion Argentina de Cienciay
Tecnologia de Animales de Laboratorio (AACyTAL)

con la participacion de
The Histochemical Society

13 - 16 de noviembre de 2019
Hotel 13 de Julio - Mar del Plata

EDITORES RESPONSABLES

Dra. Mdnica Costas
Dra. Gabriela Marino
Dr. Pablo Azurmendi



associated to EMT by RT-gqPCR, and the sensitivity to the
chemotherapeutic agent Cisplatin was measured by MTS assays.
Sustained exposure to analogs reduced the NE markers
expression, and modulated the expression of genes associated to
EMT in vitro. Furthermore, we assessed angiogenesis in vivo with
Matrigel® plug modified assay in nude mice. Treatment with
each analog reduced PC-3 cell-induced angiogenic response by
nearly 50 % versus control. These results position AVP analogs
as potential and interesting angiostatic agents, with the ability to
modulate aggressiveness for CRPC, a disease with few
therapeutic alternatives.

0392 - DOWNREGULATION OF MUSCARINIC
RECEPTORS GENE EXPRESSION IN HUMAN BREAST
CANCER CELLS REGULATES ANCHORAGE-
INDEPENDENT CELL GROWTH IN VITRO AND
ANGIOGENESIS IN VIVO.

Dileyvic GIAMBALVO | Adriana MARTINEZ | Alejandra NOZYCE
| Lucas LASERNA | Manuel ORONO | Maria Gabriela LOMBARDI

CENTRO DE ESTUDIOS FARMACOLOGICOS Y BOTANICOS
(CEFYBO), UNIVERSIDAD DE BUENOS AIRES-CONICET

Abstract/Resumen: Muscarinic receptors (M) expression,
activation and signalling play important roles in regulating many
cellular process and cancer progression. It has been reported
that human breast cancer MCF-7 cells express muscarinic
receptors M3 and M4 subtypes and its activation promotes
tumoral progression. We previously reported that the silencing of
both M3 and M4 in MCF-7 cells significantly reduced
neovascularization capacity of tumoral cells in vivo. The aim of
this work was to evaluate the specific contribution of each M
receptor on different tumoral progression parameters like
anchorage-independent cell growth and angiogenesis in vivo.
Here, we silenced M3 or M4 subtypes in MCF-7 cells by specific
RNAi. After 5 days we used the different experimental groups
(siM3, siM4 and MCF-7 cells with and without carbachol (Carb, -
8M)) in the following assays. Briefly, for soft agar colony assay
we seeded 2X10* cells of each group into medium with soft agar.
After 2 weeks, the colonies larger than 60 pm in diameter were
counted. We observed that cholinergic stimulation of siM cells
showed a significant reduction in colony number when compared
with MCF-7+Carb, however this effect was greater in siM3 cells
than in siM4 cells (siM3: 99.97 £ 9.50 %, siM4: 289.4 £ 5.3 %
vs. MCF-7: 509.1 £+ 11.8 %,; p<0.0001). Angiogenesis was
measured by inoculation of 2x105 cells in female nude mice.
After 5 days, the animals were sacrificed and angiogenesis was
quantified in the sites of inoculation as vessel density. We found
that silencing of both M receptors decreased the neovascular
response in vivo of siM cells treated with Carb compared with
MCF-7+Carb (siM3: 3.6 £ 0.1, siM4: 3.7 = 0.3 vs. MCF-7: 6.4 +
0.7; p<0.0001). According to our results, M receptors expression
downregulation can modulate the malignant phenotype of MCF-7
cells, having a high inhibitory effect on anchorage-independent
cell growth and angiogenesis.

0686 - ADENYLATE CYCLASE GENES ARE
EXPRESSED IN BASAL CELL CARCINOMA AND
NORMAL SURROUNDING SKIN OF NEVOID BASAL
CELL CARCINOMA SYNDROME (NBCCS) PATIENTS
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Abstract/Resumen: NBCCS - also known as Gorlin-Goltz
syndrome - is an autosomal dominant entity caused mainly by
mutations in the PTCH1 gene. NBCCS is characterized by multiple
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basal cell carcinoma (BCC) development due to the Hedgehog
(HH) pathway hyperactivation. We have previously described
that the genes encoding components of the HH pathway are
overexpressed in BCC and phenotypically normal skin of these
patients (Martinez MF, et al. Cells, 2019). Taking into account
that the HH pathway can be inhibited through proteolysis of its
effectors by a cAMP-driven process that involved protein kinase
A, we looked for the expression profile of the nine adenylate
cyclase genes (ADCY 1 to 9). We performed quantitative RT-PCR
in BCC and normal surrounding tissue (NST) of 4 NBCCS patients
with PTCH1 mutations, and 3 control skin samples (CSS). We
failed to detect ADCY6 mRNA in any tested samples. ADCYS8 is
only expressed in BCCs and the remaining ADCY genes are
expressed in BCCs and NST of NBCCS patients. Any adenylate
cyclase genes were expressed in the CSS. Additionally, we found
a 2-fold increase in ADCY1 and a 10-fold decrease in ADCY5
mRNA levels in BCC compared to NST (p<0.05). These results
reveal that adenylate cyclases are involved in NBCCS and
suggest that the gene expression levels of cAMP pathway
components could be modified directly or indirectly by the HH
pathway hyperactivation. Our finding can improve the knowledge
of phosphodiesterase inhibitors mechanism, another component
of the cAMP pathway, in the treatment of BCCs and also be the
initial study to delineate new ones.

0703 - HO1 PLAYS AN IMPORTANT ROLE IN IRON
METABOLISM ALTERATION IN BREAST CANCER
CELLS

Gisela GIORGI (1) | Norberto Ariel GANDINI(2) | Maria Marta
FACCHINETTI(2) | Alejandro CURINO(2) | Marta Elena ROQUE(1)

INBIOSUR, DEPARTAMENTO DE BIOLOGIA, BIOQUIMICA Y
FARMACIA, UNIVERSIDAD NACIONAL DEL SUR (UNS)-CONIC
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FARMACIA-UNS (2)

Abstract/Resumen: Heme Oxygenase-1 (HO1) catalyzes heme
degradation, yielding biliverdin, carbon monoxide and iron. When
iron is in excess produces oxidative stress through reactive
oxygen species (ROS) generation. Since both HO1 and iron
metabolism disruptions have been related to breast cancer
progression, we sought to investigate how tumor cells regulate
iron metabolism when HO-1 expression is altered. For this
purpose, we first investigated the correlation of HO1 with several
iron proteins by using in silico analyses and corroborated the
strongest hits by using immunohistochemistry (IHC) performed
on human biopsies (n= 33). In addition, a syngeneic model of
LM3 and a xenograft model of MDA-MB-231 cells stably
overexpressing HO1 were used to study these hits. We further
performed in culture analyses using LM3 breast cancer cells
treated with hemin (H), vehicle or the combination with an
antioxidant, and studied iron storage (Prussian Blue), ROS levels
(DFCA) and cell cycle progression (flow cytometry). In silico
analyses showed that HO1 correlated with DMT1 (p= 9.8e-05),
ZIP14 (p= 4.2e-06), Prohepcidin (p= 1.4e-12) and L-ferritin (p=
2.2e-16). In order to study the correlation between HO1l and
DMT1 in breast cancer we analyzed by IHC their expression in
biopsies. We observed an inverse correlation between DMT1 and
HO1 expression (p<0.05). The IHC studies showed an increase in
ZIP14 and prohepcidin expression and a slight decrease in L-
ferritin and DMT1 expression in hemin-treated and HO1-
overexpressing cells in both animal models. In culture studies
showed that the iron storage was increased in hemin- treated
LM3 cells and was associated to a decrease in cell viability
(p<0.05), an increase in the apoptotic rate (p<0.05) and high
ROS levels (p<0.01). NAC treatment reverted the apoptotic
effect of H (p<0.05). Altogether these results indicate that HO1
induction plays a role in carcinogenesis through free iron
accumulation, ROS production and oxidative stress.

0716 - BONE MARROW DERIVED MONOCYTES
MEDIATE THE DELIVERY OF CONJUGATED POLYMER
NANOPARTICLES IN A PLECLINICAL
GLIOBLASTOMA ORTHOTOPIC MODEL
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