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2016 Inauguracio
- Ampliacio a

Obertura centres de recerca
- Establiment dels procediments

2015 - Actuacions de qualitat

. - Dades de totes les universitats, entrades
Prototlp automaticament (amb CERIF-XML) - 5 carregues
@ - Disseny i proposta funcional
- Eines de validacio i deduplicacio
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@
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- Definicio del projecte
- Les Universitats catalanes acorden I'is d’'ORCID
- Algunes dades de prova, entrades manualment
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Endogenous Home Bias in Portfolio Diversification
and Firms’ Entry

Marta Arespa*

Abstract

The home bizas in portfolios is considered 2 main purrle in international macroeconomics This paper pro-
videz & new benchmark for its analysiz in a tractzble new open econcamy mecrosconomic model, where the
home-biased position is an optimal allocation. An equilibrimmn model of perfect risk-sharing is specified,
with endogenous portfolios and firm entry. Unlike in previous work, the international portfolio diversifica-
tion is driven by home bias in capital goods—independently of home bias in consumption when countries
are of equsal size The model explains the recent patterns of porifolio allocations in developed economies.
Most important, optimal portfiolio shares are independent of market dynamics

1. Introduction

Home bias in international investment portfolios is one of the main puzzles in inter-
national finance. Empirical evidence show that agents invest mostly in domestic assets,
apparently without taking advantage of the possibilities of international risk diversifi-
cation. Lying on the border between international macroeconomics and finance, the
home bias in portfolio selection has important implications for economic analysis and
policy-making. The main question is whether this evidence exists because of market
imperfections and distortionary policies or is it the result of private economic agents’
optimal decisions.

This paper explores the demand for diversification owing to investment fluctnations
in a Cole and Obstfeld (1991) economy, where terms of trade (TOT) adjustments are
a natural mechanism to hedge consumption risk after a turbulence. Any variation in
the relative value of home output is compensated by a change in relative prices,
keeping the nominal intercountry difference of consumption equal to zero. Hence, the
effect of country-specific productivity shocks can be perfectly offset through its inter-
national transmission via changes in the prices of imports and exports. However, the
mechanism is not enough to reach perfect risk sharing when there is some
intertemporal transmission of consumption.® In other words, the mere existence of
some investment destroys the capacity of TOT to offset produoctivity shocks and,
hence, it provides insurance only in a “static sense”. If households take into account
future expectations they need another strategy to ensure perfect risk sharing: some
portfolio diversification. One interesting paper addressing the latter idea is Heathcote
and Perri (2013, henceforth H&F). They build upon the two-symmetric country, two-

* Arespa: Departament de Teoria Econdmice, Universitat de Barcelona, Diagonal, 696, 08034-Barcelona,
Spain. Tel: +34-93-40-37234; Fax: +34-93-40-39082; E-mail: marts arespa@uob.edn. Also affiliated to Centre
de Recerca en Economia del Benestar (CFEE). The author thanks G. Corsetti for his invaluable guidance
and 5. Erantheim T Caballé, F. Gouret and the referees for their useful comments and snggestions during
the completion of this paper. Thanks are also doe to the participants in SMYE 2007 and RES 3008 for
dynamic discussions on earlier drafts of the peper. Any remaining errors are those of the author. The finan-
cial support from the Spanish Ministry of Science snd Innovation through grant ECO2012-34046 is grate-
fully acknowledged

2 2014 Joks Wilsy & Sons Lid
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Androgen-independent prostate cancer cells
circomvent EGFR inhibition by overexpression
of alternative HER receptors and ligands
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Abstract. The deregulation of the epidermal growth factor
receptor {EGER) pathway plays a major role in the pathopenesis
of prostate cancer (PC3). However, therapies targeting EGFR.
have demonstrated limited effectdveness in PCa. A potendal
mechanism to overcome BGFR blockade in cancer cells is
the antocring activation of alternative receptors of the human
BEGFR (HER) family through the overexpression of the HER
receptors and ligands. In the present study, we were interested
in analyzing if this intrinsic resistance mechanizsm might
comtribute to the inefficacy of BGFR inhibitors in PCa. To this
end, we selected two androgen-independent human prostate
carcinoma cell lines (DU143 and PC3) and established DUL43
erotinib-resistant cells (DUEIR). Cells were treated with three
EGFR inhibitors (cetuximab, gefinitib and etlotinib) and the
Sensifvity to each treatment was assessed The gene expression
of the four EGFR/HER. receptors and seven ligands of the HER.
family was analvzed by real-time PCE. prior to and after each
treaiment. The receptors expression and activation were further
characterized by flow cviometry and western blot analysis.
EGFR inhibition rapidly induced enbanced gene expression
of the EGF, betacellulin and nearegulin-1 ligands along with
HER2. HERY and HER4 receptors in the DUL43 cells. In
comirast, slight changes were observed in the PC3 cells, which
are defective in the phosphatase and tensin homelog (PTEN)
ot suppressor gene. In the erlotinib-resistant DUESR cells,
the expression of HER2 and HER 3 was increased at mENA and
protein levels topether with nenregulin-1, leading to enhanced

Correspondence 162 Dr Annz Massagpsr, Biochemizwry and
Malecular Biclegy Unit, Departm ent of Bickoey, Undversity of Girona,
Campus hfontilivi, Girona 17071, Catalonia, Spain

E-mail: anma massagner @ndz edu

Ky words. proztate cancer, epidermal growth fzctor recaptor, human
epidermal prowth factor receptor 3, neareguling erlotinib, resistance

HER3 phosphorviation and the activation of the downstream
PISE/Akt survival pathway. HERS blockage by a monoclonal
antibody restored the cytostatic actvity of efotinib in DUEIR
cells. Our resulis confirm that the overexpression and autocTine
activation of HER 3 play 2 kev role in mediating the resistance to
EGFF. inhibitors in androgen-independent PCa cells.

Introduction

The growth and function of a normal prostate is mainly controlled
via endocrine and paracrine factors. In this context, androgens
play a major rele by regulating the expression of specific genes
o maintain the prostate homeostasis (1). When a prostate cancer
{PCa) develops, the majority of the tomors remain initially
androgen-dependent and thns, the first-line treatment of PCa is
basad on androgen ablation. However, in many cases the tumeor
cells progress to a hormone refractory state, generating androgen-
independent tumors with increased proliferation and invasion
capacity. In this siination, the therapeutic optons are limited and
the propnosis is poor (2). The proliferation of the androgen-inde-
pendent PCa cells is mediated principally by autecrine factors,
such as the epidermal growth factor and their receptors, which
may interact with the andregen receptor in absence of androgen
lizand binding, corstituting an essential signaling pathway for
turmos growth, invasion and metastasis (3.4).

The hurnan epidermal growth factor receptor (HER) family
inclndes four type 1 mansmembrane receptors: EGFR, HER2
(ErtB2). HER3 (ErbE3) and HER4 (ErbB4). They consist of
a larpe extracellular ligand-binding region, a transmembrans
seoment and an intracellular tyrosing kinase domain. Strmilaton
through ligand binding induces the homodimerization or
heterodimerization of a recepior with another family member
at the plasma membrane, resulting in the phospherylation of
specific tyrosing residues in their cytoplasmic tail that leads o
the activation of several signaling cascades, predominandy the
ERKL/2 and the phosphatidylinesitol 3-kinase (PISE)AEL path-
ways (3). These pathways control multiple biclogical processes
like cellular proliferaion, differentiation, survival, migration,
and angiogenesis (6). Of the four receptors, HERZ2 and HER3
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