
!
!
!

Supplemental*Information*
!
!
!
!
!

!
!

Homogeneous!Expansion!of!Human!T1Regulatory!Cells!Via!
Tumor!Necrosis!Factor!Receptor!2!

!
!
!
!
!
!
!

Yoshiaki!Okubo,!Toshiyuki!Mera,!Limei!Wang!and!Denise!L!Faustman!

!





IL
2

IL
2
 +
 T
N
F

IL
2
 +
 T
N
FR
2 
ag
on
is
t

IL
2
 +
 T
N
FR
2 
an
ta
go
ni
st

0

10

20

30

40

50

C
D

2
5

h
i F

O
X

P
3

- 
(%

)

** **

****

Supplemental Figure 2

Figure S2a. Proportion of CD25+FOXP3- cells after IL-2 overnight incubation with and without the TNFR2 

agonist or antagonist. Significant percentage increases were observed if the treatment group was incu-

bated in presence of TNF or TNFR2 agonist. (**; p < 0.001). Data are of samples from 10 subjects.

Figure S2b. TNFR2 agonist- versus antagonist-treated Tregs show opposing effects in vitro in a signaling 

pathway assay.  Purified CD4+ cells, incubated with IL-2, the TNFR2 agonist and antagonist trigger 

differences in relative downstream expression of mRNA, especially in signaling proteins CHUK, TRAF2 

and BIRC3 (cIAP2) that are preferentially induced by TNFR2 agonism.  Data represented are means ± 

SEM from 32 subjects for the TNFR2 agonist and 8 subjects for the TNFR2 antagonist.
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