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CD4+ EM %PD-1 CD4+ CM %PD-1 CD4+ Naive %PD-1

CD4+ TEM %PD-1

O Controls >65yrs old
@® Controls <45yrs old
B HCV

CD4 Naive PD-1

CD4 Naive TIGIT

Naive CD4 CD57

30- - 60+ 20-
[ n
a E
9 KAk 15+ °
204 = a0 E
" S Q 0
2 " 2 10+
[ +
2 o < [ ]
104 L 20 ngn” ) -
o (1] g g f.'l O 54 o:o .
(o) ™ .l o | | n ™
g S bR 2 — 1
0- 0 n 0
CD4 CM PD-1 CD4 CM TIGIT CD4 CM CD57
80- . 60- 20
Ope© 'L
[ ]
60+ s 5 N L E 154 g
E 40- . = O
° R R o
0..0 m ° ﬂ ek
40 10
> -y 5 °oo°.cp.°°oog ...l 5 .
20- o -."-'h" = é 7 é 5] ®ectec? -*I.
b.o it o o . = -
u
ol : ol : 0 -
CD4 EM PD-1 CD4 EM TIGIT CD4 EM CD57
80+ 60- 60- .
n o]
n [ ° E n
®1 oeso n o] eelpos Ga{ °
: i J
‘3“#. " Cege® - B o u
404 L= 2e0® gy = s um
B g le W L D e
20 G) 20
20] 00TGes W=k X .83:9 ﬂ' a Opa®® ",
g a® © Py l.‘ o w ’....
o T T 0 T T 0
CD4 TEM PD-1 CD4 TEM TIGIT CD4 TEM CD57
100 . 80- 100-
(o] Bagn
i . = S g0 o .
80 - g 604 . X é 20 .
60 00 T X 60 ‘i;
. E 40+ ° a” E o n
aw{ ©g0 = . ~ 40 -
°* o - 3 %0 ug" 3 0 0°
00 o & 20- 0Qy ll-..f u
201 oo u O o028 co E_TmE 5 201 o:oo " »
ﬁ L L % - — =
0- 04 L 1| o.w

CD4+ EM %KLRG CD4+ CM %KLRG CD4+ Naive %KLRG

CD4+ TEM %KLRG

25+

204

40-

304

204

CD4 Naive KLRG-1

CD4 CM KLRG-1

*x

80+

604

40

204

%W;o,og b

CD4 EM KLRG-1

[e]
.O
OO
[ ]
o L] ] .I
[ ]
00:0.0 ql;
n
I....I
. p .I...

150+

1004

504

CD4 TEM KLRG-1

m R
'o° L1
o
°
o .
OQJO n
o ]




CD8 Naive PD-1 CD8 Naive TIGIT CD8 Naive CD57 CD8 Naive KLRG-1

60- . 80- 80-
- - = P OO ... Cb
| _ w40 4] o L]
g 9 . 2 604 Fo a8 « o n T 60{ o0 =
S 40 o] . ] 0.9 . -. 2 o 3 oo .0
@ p QR)O ° o @ 00 n
2 oo .= £ a0 0° Sam s o Z 401 ooo ™
z 20 ;Qp% '.' s q,‘-'bgo .'; . S20{ & . 2 %04p0° ey
+ 20+ o + * [ + *00 5 o
L] ]
§ w .. (] é 21 _'m .'l.-_.w'- § Qe4002 .'lf. 8 201 .’O.Oo .l.-.
S K & % = Z =
0 . ol . 0 = W =
CD8 CM PD-1 CD8 CM TIGIT CD8 CM CD57 CD8 CM KLRG-1
80- 100+ 60 100+ -
- o . . . E 8] 05 o 5 ° . o 80 O®
A 604 “eg0 ] °.o = & Secgee0®
o ®e,00 Eeem o ™ 5 40 - o
2 Sun = 60 w # = &% ¥ 6o
= 40- % ’-'1 " = W = 00’ & Eagun
© ] o 4 I‘ ™ (7] @’ = i < n
. ;. 40 Eggm oo - o 40 o
- W . .'f e $900g00° g oa® % 201 nm - 0 u B
8 207 oego sa® 3 ] °° S LI a 2] °©9 .
n b 0] # © o® LT
° SO P
0 : . 0 . : 0 } 0 : :
CD8 EM PD-1 CD8 EM TIGIT CD8 EM CD57 CD8 EM KLRG-1
801 100+ 100+ - 100+ -
- *0 o Ogg [
T 60 o . 50 R ) © 80 ':3..30.0
o um = %‘E:p g o * D ] 2 6‘%‘ oy =
FS ...3. o 2 60+ (] LT L 2 60 . 3 60+ 07 Smy gn®
= 40- m® = .ﬂ:l“ = 0880 = *cece® j?_l
Iy S0e0S  AmmR W 401 g%cg, s Y a0 0.:;8.0 ] W g9 0080 n
X 0ge*® g & 395950 g_'-:. x = + 08 o g gn®
G 21 So% ....'.T. 8 204 O'QD:E.P" *: 8 20 oM '-ii" 8 20- ° -
[o3]e1e ° u gD uy, | 00 ]
0 o0 . 0 : ; oL oo0”® . 0 : :
CcD8 TEM PD-1 CD8 TEM TIGIT CD8 TEM CD57 CD8 TEM KLRG-1
80- 150 150 150+
- E i 9o
g *1 . - g 100 é 100 2 100
e g > b = 1
= o =] awe® m T Bl L 2| SO o,
o 404 o,%° Spgmn® E Sogcper Tam g E !‘0‘0“2 !.“:. E ®00 (]
" $oq0 LI o < Op Jo® & F L
3 00 ", + 50 ?&!fw Ngm + 60 °g s 0] ege "
8 20 o Og LT o ..... NugeE QO ° "
&Q’.Qo. -.:. o L] © 00000 3] p
.qD ] ] 0.0
ol—9¢ =8 T r 0 Q r 0 r r

Figure S1. T cell exhaustion and senescence marker expression on T cell subsets

The proportion of T cell maturation subsets expressing markers of exhaustion (PD1, TIGIT) and senescence (CD57, KLRG1)
were measured by flow cytometry. Proportions of live gated, CD3+ CD4+ or CD8+ naive (CD45RA+ CD27+), central memory
(CM) (CD45RA- CD27+), effector memory (EM) (CD45RA- CD27-), and terminal effector memory (TEM) (CD45RA+ CD27-) T
cells expressing PD1, TIGIT, CD57, or KLRG1 are shown. Squares represent HCV-infected participants, closed circles represent
uninfected controls <45 years old, and open circles represent uninfected controls >65 years old. Between groups comparisons

made using Mann-Whitney U tests. P values < 0.05 considered statistically significant.

Figure S2a.
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Figure S2b.
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Figure S2. The association of T cell subset proportions of exhaustion/senescence with soluble indices of
inflammation and endotoxemia

The proportions of CD4 (S2a) and CD8 (S2b) T cell maturation subsets expressing markers of exhaustion and senescence
from HCV-infected participants were examined for correlations with levels of soluble markers of inflammation (IL-6,
IP10, sCD163, sCD14 ) and endotoxemia (EndoCab, LBP, FABP) using Spearman’s rank order statistical tests. The r
value of correlation is represented by the color and color intensity. Positive correlations are blue, negative are red.

Statistically significant correlations are represented with an asterisks, *p=<0.05; ** p=<0.001; **p= <0.0001




