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Figure S4

A B

C D

0.48

0

1

2

4

6

Plac
eb

o
Spd

Fo
ld

 C
ha

ng
e 

of
 II

FN
-γ

 S
FU

/m
illi

on
 P

BM
C

s

0.35

0.93

0

1

2

4

6

Plac
eb

o

Spd
 G

1

Spd
 G

2

Fo
ld

 C
ha

ng
e 

of
 II

FN
-γ

 S
FU

/m
illi

on
 P

BM
C

s

0.39

0

1

2

5

10

20

30

Plac
eb

o
Spd

Fo
ld

 C
ha

ng
e 

of
 II

FN
-γ

 S
FU

/m
illi

on
 P

BM
C

s

0.32

0.75

0

1

2

5

10

20

30

Plac
eb

o

Spd
 G

1

Spd
 G

2

Fo
ld

 C
ha

ng
e 

of
 II

FN
-γ

 S
FU

/m
illi

on
 P

BM
C

s

0.5

0

1

2

4

8

Plac
eb

o
Spd

Fo
ld

 C
ha

ng
e 

of
 II

FN
-γ

 S
FU

/m
illi

on
 P

BM
C

s

0.47

0.75

0

1

2

4

8

Plac
eb

o

Spd
 G

1

Spd
 G

2

Fo
ld

 C
ha

ng
e 

of
 II

FN
-γ

 S
FU

/m
illi

on
 P

BM
C

s

Donor A
Baseline

Donor A
2 weeks

Donor A
13 weeks

Donor A
37 weeks

Donor B
Baseline

Donor B
2 weeks

Do
no

r B
13

 w
ee

ks

DMSO

S1

S2

M+N

CEF

ConA

DM
SO S1 S2 M

+N CE
F

Co
nA

DM
SO S1 S2 M

+N CE
F

Co
nA

Do
no

r B
37

 w
ee

ks

Sample 1 Sample 2 Sample 3

DMSO

S1

S2

M+N

CEFT

ConA



GZMK

KLRB1

CXCR3

SOCS3

CCR4

SLC40A1

FHIT

NOG

ADTRP

TCL1A

SCN3A

DIPK1B

FCRL6

GZMH

GPR141

SIGLEC6

COL4A4

TFEC

NSG1

CD8B2

JCHAIN

IGHA1

IGHG1

CD248

CRTAM

CD4 T
EM

CD4 T
CM

CD4 N
aiv

e

B na
ive

CD8 T
EM

B m
em

ory

CD8 T
CM

Plas
mab

las
t

CD8 N
aiv

e

3

4

2

4

3

3

3

3

2

3

2

3

3

3

2

3

2

2

2

2

6

6

6

2

2

Identity

Ex
pr

es
si

on
 L

ev
el

CD4 TEM
CD4 TCM
CD4 Naive
B naive
CD8 TEM
B memory
CD8 TCM
Plasmablast
CD8 Naive

Figure S5  

A

E F

TIFA

CD180

UNC93B1

TLR9

TLR7

STAT2

TLR10

Pla
ceb

o_B
L

Pla
ceb

o_2
WKS

Grou
p1

_B
L

Grou
p1

_2
WKS

Grou
p2

_B
L

Grou
p2

_2
WKS

Comparisons

Ge
ne

s

Percent Expressed
10
20
30
40

50

Average Expression

-1
0
1

TLR and PAMP recognition - B Cells

DHX58

TRIM25

RSAD2

DDX60

ISG15

USP18

Pla
ceb

o_B
L

Pla
ceb

o_2
WKS

Grou
p1

_B
L

Grou
p1

_2
WKS

Grou
p2

_B
L

Grou
p2

_2
WKS

Comparisons

Ge
ne

s

Average Expression

-1
0
1

Percent Expressed
10
20
30

40

Viral infections - B Cells

WDR45
VPS26A

STK4
HPS5
HPS1

GNPTG
NAGPA

ATP6V1B2
ATP6V0C
SLC36A1

GLMP
GUSB
ULK1

ATG9A
TPP1

MCOLN1
HEXA

GALNS
CTSF
CTSD
WIPI2

SQSTM1
MAP1LC3B

Placebo_BL

Placebo_2WKS

Group1_BL

Group1_2WKS

Group2_BL

Group2_2WKS

Condition

G
en
es

Percent Expressed
25
50

75

Average Expression

−1

0

1

TFEB Target Gene Expression in CD8 cells

WDR45
VPS26A

STK4
HPS5
HPS1

GNPTG
NAGPA

ATP6V1B2
ATP6V0C
SLC36A1

GLMP
GUSB
ULK1

ATG9A
TPP1

MCOLN1
HEXA

GALNS
CTSF
CTSD
WIPI2

SQSTM1
MAP1LC3B

Placebo_BL

Placebo_2WKS

Group1_BL

Group1_2WKS

Group2_BL

Group2_2WKS

Condition

G
en
es

Percent Expressed
25
50

75

Average Expression

−1

0

1

TFEB Target Gene Expression in CD4 cell

G H

TIFA

CD180

UNC93B1

TLR9

TLR7

STAT2

TLR10

Pla
ceb

o_B
L

Pla
ceb

o_2
WKS

Grou
p1

_B
L

Grou
p1

_2
WKS

Grou
p2

_B
L

Grou
p2

_2
WKS

Comparisons

Ge
ne

s

Percent Expressed
10
20
30
40

50

Average Expression

-1
0
1

TLR and PAMP recognition - B Cells

WDR45
VPS26A

STK4
HPS5
HPS1

GNPTG
NAGPA

ATP6V1B2
ATP6V0C
SLC36A1

GLMP
GUSB
ULK1

ATG9A
TPP1

MCOLN1
HEXA

GALNS
CTSF
CTSD
WIPI2

SQSTM1
MAP1LC3B

Placebo_BL

Placebo_2WKS

Group1_BL

Group1_2WKS

Group2_BL

Group2_2WKS

Condition

G
en
es

Average Expression

−1

0

1

Percent Expressed
25
50

75

TFEB Target Gene Expression in B Naive cell

ICD8 T cellsNaïve B cells CD4 T cells

D

B C



Figure S6

A

B DC
0.33

0.8

1.0

1.2

1.4

1.6

Plac
eb

o
Spd

Fo
ld

 C
ha

ng
e 

of
 T

FE
B

1

0.045

0.9

1.2

1.5

1.8

Plac
eb

o

Spd
 G

1

Spd
 G

2

Fo
ld

 C
ha

ng
e 

of
 T

FE
B

0.19

0.7

0.9

1.1

1.3

Plac
eb

o
Spd

Fo
ld

 C
ha

ng
e 

of
 T

FE
B

0.52

0.097

0.75

1.00

1.25

1.50

Plac
eb

o

Spd
 G

1

Spd
 G

2

Fo
ld

 C
ha

ng
e 

of
 T

FE
B

0.3

0.64

0.5

1.0

1.5

2.0

Plac
eb

o

Spd
 G

1

Spd
 G

2

Fo
ld

 C
ha

ng
e 

of
 T

FE
B

0.33

0.4

0.8

1.2

1.6

Plac
eb

o
Spd

Fo
ld

 C
ha

ng
e 

of
 T

FE
B

CD8 T cellsCD4 T cells B cells



Figure S7  

A

B

B cellsCD4+ CD8+

CD4+ CD8+ B cells

SS
C

-A

FS
C

-H

L/
D

    
    

 

C
D

3 
    

    

CD19         FSC-A       

C
D

8

C
D

45
R

A

CD27 IgD

C
D

27

KL
R

G
1

C
D

38
CD57 IgD

BafA1
Vehicle
Unstained

Secondary antibody 
TFEB

C

CD4

LC3-II TFEB



Figure S8 

D

B

C
p-S6 

p16 

γH2AX 

MMC

vehicle

vehicle

rapamycin

p21

MMC

vehicle

vehicle

MMC

A

p16 p21

γH2AX p-S6


