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Introduccidn: Las alteraciones en la expresion de HLA-i
constituyen el mecanismo de evasion inmune mas utilizado
por las células tumorales, dado que estas moléculas son
indispensables para la presentacion de antigenos tumora-
les a los linfocitos T citotoxicos. Una de las estrategias
planteadas para mejorar la respuesta inmune se basa en el
restablecimiento de la expresion de las moléculas de HLA-1.

Objetivo: Restablecer la expresion de las moléculas de
HLA-A*02:01 y HLA-B*44:01 en una linea celular de cancer
mediante transferencia génica usando adenovirus recombi-
nantes.

Materiales y métodos: La tipificacion de HLA-1 en la linea
celular SiHa se realizd por PCR-SSP y Luminex. Paralela-
mente los genes de HLA-A*02:01 y HLA-B*44:01 se clonaron
en el vector de transferencia pShuttle-CMV. Se realizé la
recombinacion homologa entre el pShuttle y el genoma
adenoviral (pAdEasy1). La clonacion y la recombinacion se
verificaron por PCR y electroforesis en agarosa. Las células
Ad293 fueron transfectadas con el vector adenoviral recom-
binante para la produccion de los respectivos adenovirus.

Resultados: La tipificacion mostro que el fenotipo
de la linea SiHa es HLA-i, HLA-A*24:02/A*24:02;HLA-
B*40:02/B*40:02;HLA-C*03:04/C*03:04. Con PCR se confirmo
la clonacion de los genes HLA-A*02:01 y HLA-B*44:01 en el
pShuttle-CMV, y con PCR duplex se confirmo la recombina-
cion homologa del vector de transferencia con el genoma
del Adenovirus.

Conclusiones: Se clond HLA-A*02:01 y HLA-B*44:01 en
el vector Shuttle-CMV. Se recombind el pShuttle-CMV-HLA-
A*02:01 y el pShuttle-CMV-HLA-B*44:01 con el pAdEasy. Los
adenovirus producidos en células Ad-293 estan en proceso
de confirmacion de su identidad.
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Introduction: Anthracyclines are among the most widely
used chemotherapeutic agents in the treatment of a variety
of tumours. The identification of genetic and molecular fac-
tors responsible for the increased risk of CDA (cardiotoxicity
due to anthracyclines) will contribute to a better unders-
tanding of their pathophysiology. This, in turn, could lead to
new approaches to predict, prevent, and treat this serious
complication of chemotherapy.

WORKING HYPOTHESIS: Based on two premises: (i) anth-
racyclines have a pro-genotoxicity effect. Differences in
anti-genotoxicity pathways and genetic variants could con-
tribute to different susceptibility to CDA. (ii) Simplified
model system to identify genetic determinants involved in
the quantitative inheritance of complex traits.

Materials and methods: In this study, a cohort of mice
carrying ERBB2 breast cancer are treated with doxorubi-
cin alone (N =85) or in combination with docetaxel (N =77).
The cohort was generated by a backcross between two
genetically homogeneous strains, C57BL / 6 and FVB, with
the latter carrying the transgene ErbB2 / Neu, under the
mammary mouse tumour virus (MMTV) promoter. Histo-
pathological heart damage was assessed using the Ariol™
system. Measurements were made of the cardiac levels
of some key proteins involved in the pathways protecting
against genotoxicity: total ATR, pp53 (Ser15), Total P21,
Total MDM2, pHistone H2AX (Ser139), pCHK1 (Ser345), and
pCHK2 (Thré8).

Results: ldentification was made of: (i) differences
dependent on the genetic background in both cardiotoxicity
and the levels of proteins implicated in the pathways pro-
tecting against genotoxicity; (ii) levels of anti-genotoxicity
pathways were associated with chemotherapy cardiotoxi-
city; (iii) quantitative trait loci (QTLs) specific and common
to cardiotoxicity, and the levels of the pathways studied.

Conclusion: Genetic determinants associated with anth-
racycline cardiotoxicity have been identified using compo-
nents of the anti-genotoxic pathways as sub-phenotypes.
Crosses of syngeneic mouse strains are useful in these stu-
dies, but require further validation in the human population.
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