CHAPTER 1
INTRODUCTION

CDS8" T lymphocytes are believed to play an important role in the control of viral
replication during Human Immunodeficiency Virus (HIV) infection. Studies in Simian
Immunodeficiency Virus (SIV)-macaque model showed that CD8" depleted SIV-infected
monkeys were more progressive to AIDS than control monkeys which their CD8" T

lymphocytes were not depleted (1). Morh(}y\lw:; ie transfer of CD8" T lymphocytes
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lymphocytes is closely associz i e \drop inrp“laslna viral load during acute
infection (2). Reduction of Gag-spedific/C 'L fes nses. was observed in HIV-1-infected
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addition, a significant inverse

correlation was observed between e lymphocytes frequency and

However, antigenic speciﬁci&_‘:ﬁ}f €D8" T lymphocytes might have different
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efficiency in the control of -1 infection. ific responses in Highly Exposed
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Persistently Seronegative ‘ri—"“;-?-“"—m strongly on epitopes

rarely or never recogniscﬁ in HIV-1-infec d viduﬂs. Seroconverted HEPS

individuals switched to recognjhse cehpitope which v&e}re preferentially recognised by HIV-1-

infected individuals.ﬁ, w%é%raﬂx EJW eﬁhg qaﬂyﬁ the HIV-specific T

cell specificities in HIV-1-infected person with different level of plasma HIV-RNA.

Recently, 0 - Ty por i ol ing peptides
spanning al@ﬁ;r m ﬁﬁmvg ﬁo’IZTm ﬂﬂg ﬂt frequently
recognised and mediated strongest CD8" T lymphocyte responses were located in Nef and
Gag. (8, 9) Furthermore, Nef is a viral protein for efficient HIV-1 replication and plays an
important role in viral pathogenesis. It is abundantly expressed in the early phase of HIV-
1 infection. Whilst Gag is most predominantly recognised by CTL during asymptomatic

HIV-1 infection and Gag-specific CTL responses gradually decreased during progression
to AIDS.



In present study, we analysed the magnitude and breadth of HIV-1-specific CD8"
T lymphocyte responses in HIV-1-seropositive Thais with different level of HIV RNA
and in high risk HIV-1-seronegative donors and their HIV-1-seropositive partners. In the
case of HIV-1-seropositive Thais, the most frequently recognised peptides and the
strongest responses were located in Nef, followed by p24 Gag, pl7 Gag, and p2p7plp6
Gag, respectively. The most frequently recognised peptide and the strongest responsive
peptide was Nef 9 (TYKGAFDSFFLKEKGGL). The number of epitopes targeted per
subject ranged from O to 12 peptides (me 3). The magnitude of responses ranged
from O to 17,124 SFU/million PBM Q dg SFU/million PBMC). However,
neither the breadth nor the ma CDS+ T lymphocyte responses

correlated with plasma v1ra1 sub ou;%there were no significant
differences of responses amon
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