Donor Timepoint Number CDR3p V'] B
of UMI’s
1 <72h 2 CASSIRSSYEQYF VB19 JB2-7
14d 1 CASSIRSSYEQYF VB19 1B2-7
4 CASSSRAADTQYF VB19 JB2-3
2 CASSTRSTDTQYF VB19 JB2-3
8w 1 CASSARAAYEQYF VB19 JB2-7
1 CASSARGADTQYF VB19 JB2-3
1 CASSARSAYEQYF VB19 JB2-7
1 CASSFRAAYEQYF VB19 JB2-7
2 CASSIRGAYEQYF VB19 JB2-7
4 CASSIRSAYEQYF VB19 JB2-7
16 CASSSRAADTQYF VB19 JB2-3
1 CASSSRAAYEQYF VB19 JB2-7
2 <72h 1 CASSIGTGEQFF VB19 JB2-1
8 CASSIRSAYEQYF VB19 B2-7
6 CASSIRSSYEQYF VB19 JB2-7
1 CASSMRSSYEQYF VB19 JB2-7
6 CASSSFYLNEQFF VB19 JB2-1
14d 1 CASSIRSAYEQYF VB19 JB2-7
1 CASSIRSSYEQYF VB19 JB2-7
1 CASSMRSSYEQYF VB19 JB2-7
1 CASSQLAGWDEQYF VB27 JB2-7
8w 3 CASSYMSSGNTIYF VB19 JB1-3

Supplemental table 1a. GILG+ T cell clones of CMV- individuals



Conior Tirmepoint Mumber of CDR3P ] 1B
LMK
3 <7zh 3 CARPWRLSGANVLTF WB2d4-1 JE2-G
1 CASSIRSSDECHF VB19 JB2-7F
1 CASSIRSSYEQYF VB19 JB2-7F
1 CASSERSAETONF VB19 JB2-5
1 CASSERSZETOYF WB19 JB2-3
1 CASSERSSGELFF WB19 JB2-2
144 1 CARPWRLSGANVLTF WB2d4-1 JE2-5
1 CASSIAGEEOGEEE0POHF WB19 JE1-5
1 CASSIRESYEQYF WB19 JB2-7
1 CASSERSTDECYF VB19 JB2-3
1 CASSTRESEELFF VB19 JB2-2
2 CASTEGEVYTONF WB12-4 JB2-3
Bw 2 CASSIRAEYEQYF WB19 JB2-7
4 =7zh 2 CASSWRSSYEQYF WB19 JB2-7
144 2 CASSARSTSELFF WB19 JB2-2
1 CASSIRSADECFF VB19 JBZ-1
1 CASSIRSASECFF VB19 JBZ-1
1 CASSIRSAYEQHF VB19 JB2-7F
2 CASSIRSSDECHF VB19 JB2-7F
3 CASSIREEYEQYF WB19 JE2-7
1 CASSIRATDECOKF WB19 JB2-3
5 CASSIRATGELFF WB19 JB2-2
1 CASSIRATGEQFF WB19 JB2-2
1 CASSIRATYEQYF WB19 JB2-7
1 CASSIRTSYEQYF WB19 JB2-7
1 CASSIRTTSELFF VB19 JB2-2
2 CASSMRASYEQYF VB19 JB2-7F
2 CASSMRSTGELFF VB19 JB2-2
1 CASENAGTIVEQNF WB1E8 JE2-7
1 CASSERSEYEQYF WB19 JB2-7
2 CASSTRETOTOYF WB19 JB2-3
1 CASIVRSAYEQNF WB19 JB2-7
1 CASSWVRSSYEQYF WB19 JB2-7
1 CASTWSGEVTYMEQFF VB19 JBZ-1
1 CAVWSKGFDRARTEAFF VB30 JB1-1
Bw 1 CASRGTGDPFNSPLHF VB2 JE1-E
1 CASSGRSTOTOYF WB19 JB2-3
1 CASSGRSTGELFF WB19 JB2-2
7 CASSHRSTGELFF WB19 JB2-2
1 CASSIGEFEYTF WB19 JE1-2
1 CASSIRESVEQFF WB19 JB2-1
& CASSIRSSYEQYF VB19 JB2-7F
1 CASSIRSTDACHF VB19 JB2-3
1 CASSIRSTDECFF VB19 JBZ-1
2 CASSIRETDTONF WB19 JB2-3
1 CASSIRETETONF WB19 JB2-5
3 CASSIRATGELFF WB19 JB2-2
1 CASSIRATYEQYF WB19 JB2-7
1 CASSLRTTDECQFF WB19 JB2-1
2 CASSLMWTTDEQFF WB19 JB2-1
1 CASSMRASSYEQNYF VB19 JB2-7F
3 CASSMRSTGELFF VB19 JB2-2
1 CASSRRSTDECHF VB19 JB2-7F
1 CASSRASTDTONF WB19 JB2-3
2 CASSTRETDEDYF WB19 JB2-3
1 CASSTRETYECOHF WB19 JB2-7
1 CASSVRSSDEQNF WB19 JB2-7
1 CASSWVRSSYEQYF WB19 JB2-7
1 CASSWRISYEQYF WB19 JB2-7
1 CASSWRSTEELFF VB19 JB2-2
1 CAVWSKGFDRARTEAFF VB30 JB1-1

Supplemental table 1b. GILG+ T cell clones of CMV+ individuals
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Supplementary figure 1. Percentage of CD8+ T-cells per t-SNE cluster in CMV- and
CMV* individuals. Percentage of CD8* T cells per t-SNE cluster in CMV- (blue bars; N=40)
and CMV* (red bars; N=57) individuals based on MFI of CD57, KLRG-1, CXCR3, CD95,
CD127, CD45R0, CD27 and CCRY7. Data shown as median. Differences between groups
were compared by Mann Whitney. Stars indicate statistical differences, e.g. * P < 0.05,

**pP < 0.01, ***P < 0.001, ****P < 0.0001.
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Supplementary figure 2. Influenza virus-specific IFNy T-cell response in CMV- and
CMV* individuals differentiated on the level of CMV-specific antibodies. A) All
influenza virus-specific IFNy response at <72 hours, 2 weeks and 8 weeks after fever onset,
depicted as percentage of total CD3 T cells (left panel), and compared between CMV- and
CMV* individuals (right panel). B) Correlation between CMV-specific antibody levels and
influenza virus-specific T-cell responses in CMV* individuals on the three time points after
fever onset. Influenza-specific IFNy T-cell responses are depicted in blue open circles in
scatter plot for CMV- individuals and in red solid circles in correlation of CMV-specific
IFNy T-cell responses for CMV* individuals. Correlation was assessed by Spearman

correlation.

CMV+ individuals CMV+ individuals



1009 x Influenza-specific T-cells CMV-specific T-cells
(2]
E i ns
I—L') — ° 69 — 15 60701143 g ns e e
2E o] coogest e —=
Q8  —— ™ °. 40
o o e° 4 °
0®q0 .
£ E o H Q
> = -20- o0 e x o 8o .
= E [eXe] o . » 204
g 9 X g
S 3 ° H . g
®) o° °
-40- 0- 0- 0+
CMV- CMV+ <72 hours 14days §weeks <72 hours 14 days 8 weeks <72hours 14days § weeks
Influenza infected Influenza infected Influenza infected
C Influenza-specific T-cells CMV-specific T-cells
- * - _ ns
100 _ 100 ﬁ ﬁ ns 100 —ns 5
80- 80-
604 o 604

40

204

CD127+KLRG1+

<72 hours 14 days 8 weeks <72 hours 14 days 8 weeks <72 hours 14 days 8 weeks

Influenza infected Influenza infected Influenza infected
*

607 —— 609 607 — 1S

+ ns *k ns ns ns ns ns
[~
8 40 ° ° 40

J 204 ]
U L] L]
E L o

o
O 20 204 204
< )
—
o L[] o

T o ® o n. ]

- 0
<72 hours 14 days 8 weeks <72 hours 14 days 8 weeks <72 hours 14 days 8 weeks

Influenza infected Influenza infected Influenza infected

Supplementary figure 3. Expression of activation and migration markers in T cells during
influenza virus infection. A) The change in percentage of CD3* T cells at time point 1 compared to
time point 2 in CMV- and CMV* individuals. B) CXCR3* influenza-virus specific CD8* T cells upon
infection (left panel) and CMV- and CMV* individuals (middle panel) and on CMV-specific CD8* T
cells (right panel). C) The percentage of CD127-KLRG-1* and HLA-DR*CD38* influenza virus-
specific CD8* T cells upon influenza infection in all HLA-A2 positive individuals upon influenza
infection (left panels), or comparing CMV- (blue bars) and CMV* (red bars) (middle panels). Right
panels shows CD127-KLRG-1* and HLA-DR*CD38* expression on CMV-specific CD8* T cells.
Influenza virus-specific CD8* T cells were identified using a tetramer for matrix protein-1 GILG-
epitope. CMV-specific CD8* T cells were identified using a tetramer for pp65 protein NLV-epitope.
Wilcoxon test was used to compare time points. Differences between CMV- and CMV* individuals
were tested using Mann-Whitney U test.
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Supplementary Figure 4. Serum levels of IFNy and IL-10 in CMV- and CMV" individuals after
influenza virus-infection. Serum levels of IFNy and IL-10 upon influenza infection for CMV* and
CMV individuals at <72hours after fever onset, and 2 and 8 weeks later. CMV" individuals are
indicated with the blue open circles and the CMV* individuals in red solid circles. Serum levels of the
cytokines were measured by multiplex assays and batch effects were normalized based by subtracting
the mean per plate. Differences between CMV- and CMV* individuals were tested using unpaired T-
test. Differences between time points were tested by Wilcoxon test.
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Supplementary Figure 5. Duration of symptoms is not linked to T-cell responses to influenza
virus-infection. A) Association was tested for influenza-specific T-cell responses upon influenza
virus infection at <72 hours after fever onset, and 2 and 8 weeks later with the duration of symptoms
of influenza infection. B) Association was tested for influenza-specific T-cell responses upon
influenza virus infection at <72 hours after fever onset, and 2 and 8 weeks later with the number of
symptoms. Due to study design, participants had a minimal of two symptoms; fever (>37.8 °C) and at
least 1 other symptoms, either cough, sore throat, runny nose, headache, pain while breathing or
muscle pain. Associations was tested by Spearman correlation.



