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ABSTRACT

Background: Antivial it patterns of antiral T

Methods: PBMC from 25 subjects were stained with CD3, CD8, CORY, CD45RA, CD27, CD28, CD7, GD127, GDS7 or MHC Class | tetramers specifc for HIV-1, CMV, EBV and Influenza (Flu). Furthermore, intraceliar IFN-y and IL-2 secretion, profferation and cylotoxicity measured by the degranulation

F el of virus eiminaton, CMV and EBV as amodel

T cell subsets Figure 3
We then performed the same type of analysis on virus-specific CD8 T cels Identfied by peptde-MHC cass | Telramer complexes. Tetramers were generated

for Influenza (Fl), Epstein Barr virus (EBV) and Cytomegalovirus (CMV) peplides. Staining of Tetramer CD8 T cells with CD45RA and CGR7 showed that

GD45RA-CORT- and CDASRACCRT- were the dominant poputions while CDASRA+CCR7+ and CD4SRA-CCRT-+ were poorly represented (Figure 3). Of

Rosults: A large number of CDB T collpopuiatons, e. up o 24 populations, were identied using CCR7 and CD4SRA, CD27, CD28, CD7, CD127 or CDSY. More importanty, no coraation vas found between phenatypically defined GDB T cell populations and virus repicaton and vinus-associated disease rote, po Tosls pe Tools.
activi. In contrast, fon, 3 and o8 T were identied. I partcuar, based on IL-2 and IFN-y secreton, virus el was dominant L vins i Teeks

2 plus IFN-1) signature, 7 the Of interest, 3 T subsets,
T cels was simiar n both controlled and non-corirolled virus infections. included the ones which were very homogeneous (i the GDASRACGRY-), were further sub-dvided and we could deritly up 1o 10 pherotypicaly istinct
Conclusions: mirror of populations of virus-specfic CD8 T cels.

INTRODUCTION AND AIMS

There is an urgent need to identify correlates of protecton to evaluate the effectivensss of antivial agents and, more importantl, of vaccine-induced T cellresponses. Despite extensive investigations in thi fiek, very few correlates of protection have boen identiled. T cellresponses can be characterized

e or
poctic T T cels.
Many oftese mark . efotor and memory T el subs investigated
a
Ofrote, e -speciic DB T cels aginst . Eps (E8Y). Ifluenza (FL) and HIV-1 abilyof GDB T yand L o A of
L T cels vas quency of I Teels was

Inthis study, we have investigated:
The degree of overlap between dfferent surface markers of CD8 T cellsubsets;

4 The degree of overlap between different surface markers of virus-specific CD8 T cell subsets;

q the analysis

RESULTS AND DISCUSSION

eqr T cell subsets
DB T cels canbe aiferent . basicaly or OD27 and CD2. As shown in Figure 1, four distinc subsels of GD8 T cell were denifed using eftver CD4SRA and CCRY or CD27 and CD28.
Based on previous studes, CDASRAYCCRY.» CDB T cels e naive cels, 08 Teols are T cosT T ool T cels. 3 T oels are
naive cels or , ol T Ot rote, Toels, 10-15%of toal CDB T s (Figure 1), were poorly nvestigated.
(ie. CD4SRA, CCRY, T oals. s que 1 10 dlistinct CDB T
We then urher characterized the difierent T el subsets by combining with an adelonal marker, such as CID7, GD127 or GDS?, and observed an even more complex sub-division. Actully,Up o 16-28 phenotypic populatons vere 2) These cata is 2 very poor

redundancy between each of these markers all
Figure 1 Figure 2

t | aan 2o
Degree of i ific CDB T cell subsets
pe pot i pepii | Tetramer complexes. for Influenza (Flu), Eps (esv (CMV) pepides. Staning of Tetramer- CD8 T cels with CD4SRA and CCRY shawed
that GD4SRA-CCRT- and GDASRAYCGR7- were the dominart populations and were poory repr 3). 0f note, were almost absent in Flu-specifi CDB T cels whik it represented the majority of GMV-specic D8 T cells, These data,
her T Toeks
Of interest, when we combined these stanings with D27 and CD28, we observed the same phenomenon as in ftal CDB T cell populaton: most of the subsets, included the ones which . were further wio

distinct populations of virus-specifc CDB T cals.
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Furthermore, when we evaluated the expression of CD107a, ie. the marker of the function of degranuiation, we observed a further sub-division of the functionally distinct populations (Figures 4 and 5). Of iterest, we observed that about 50% of the virus-speciic single IFN-y secreting and of the IFN-4IL2

secreting CD8 T 4and5). Unfortunately, degranuiation was not assessed on HIV-1-specilic CDB T cels.

Finally, we have compared, for each virus-specific CDB T cellresponse, .. Flu, EBV and MV the phenolypic patterns and the functional patierns. As shown in Figure 6, the high level of heterogenelty observed wilh the different surface markers, .e. more than 10 distinet populations with poor or urknown
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CONCLUSIONS
Phenotypic analysis Functional analysis
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2 plus IFN-y) signature, and virus persistence with non-controlled virus replcation with a dominant IFN-y functional signature. Proferation capacity was cells
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