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Supplementary Table 1: Checklist for reporting human islet preparations used in research

Islet prepar:

EEE -
o
T -

Donor HbA,, or other
measure of blood glucose Gycemia: 169
control

Cliniques
universitaires
Saint-Luc UCL,
Brussels

Origin/source of

Pole de chirurgie
expérimentale et
transplantation,
Institut de
recherche

Islet isolation centre expérimentale et
clinique,
Université
catholique de

Belgium.

Donor history of diabetes?
Please select yes/no from
drop down list

Louvain, Brussels,

HIRP 11

48

M

23

Gycemia: 136

Cliniques
universitaires
Saint-Luc UCL,
Brussels

Pole de chirurgie
expérimentale et
transplantation,

Institut de
recherche

expérimentale et

clinique,
Université
catholique de

Louvain, Brussels,

Belgium.

HIRP 13

73

29

Gycemia: 137
HbA1c: 5.9

Cliniques
universitaires
Saint-Luc UCL,
Brussels

Poéle de chirurgie
expérimentale et
transplantation,

Institut de
recherche

expérimentale et

clinique,
Université
catholique de

Louvain, Brussels,

Belgium.

No

RECOMMENDED INFORMATION

HIRP 14

35

21

Gycemia: 114

Cliniques
universitaires
Saint-Luc UCL,
Brussels

Pole de chirurgie
expérimentale et
transplantation,

Institut de
recherche

expérimentale et

clinique,
Université
catholique de

Louvain, Brussels,

Belgium.

No

HIRP 15

52

M

21

Gycemia: 125
HbA1c: 5.2

Cliniques
universitaires
Saint-Luc UCL,
Brussels

Pole de
chirurgie
expérimentale
et
transplantation,
Institut de
recherche
expérimentale
et clinique,
Université
catholique de
Louvain,
Brussels,
Belgium.

No

Adapted from Hart NJ, Powers AC (2018) Progress, challenges, and suggestions for using human islets to understand islet biology and human diabetes.
Diabetologia hitps://doi.org/10.1007/s00125-018-4772-2

MANDATORY INFORMATION

‘

HI333A

37

HbA1c: 5.3

Centre
hospitalier
universitaire de
Lille

Recherche
Translationnelle
sur le diabéte
UMR 1190,
Université de
Lille, Inserm,
Institut Pasteur
Lille, CHU Lille,
Lille, France

No

Donor cause of death Brain death

Warm ischaemia time (h)

Cold ischaemia time (h) 3h20

Estimated purity (%) >90

Estimated vial

Total culture time () 6 days

Brain death

11h26

50

6 days

Circulatory death

5h13

50

6 days

Brain death

3h38

>90

6 days

Circulatory
death

9h19

55

6 days

61

6 days
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Supplementary Table 2. List of primary and secondary

antibodies used.

Immunoblot
Antibody Supplier Reference __ Dilution RRID
Peroxidase- conjugated donkey anti-rabbit IgG ﬂf("k”" ImmunoResearch, Ely, 715 036 150 1:5000  AB_2340590
Peroxidase- conjugated donkey anti-mouse 1gG Jackson ImmunoResearch 711-036-150  1:5000  AB_2340773
Cell signalling Technology, B
Phospho- STAT1 (Tyr701) (58D6) Rabbit oD 91678 11000 AB_561284
Phospho- Stat1 (Ser727) Cel Signaling Technology 91778 11000  AB_2197983
Phospho- STAT2 (Tyr690) (D3P2P) Rabbit Cell Signaling Technology 884105 11000 AB_2800123
Phospho- SAPK/JNK (Thr183/Tyr185) (81E11) Rabbit  Cell Signaling Technology 46685 11000  AB_823588
Phospho-p38 MAPK (Thr180/Tyr182) Rabbit Cell Signaling Technology 9211 11000 AB_331641
Aviva Systems Biology, San ARP39513_P0 .
BACH2 Mouse Dioen, ven oy 11000  AB_2045059
PTPN2/TCPTP (TC45) (D7T7D) Rabbit Cell Signaling Technology 580355 11000  AB_2799550
Histone H3 Antibody (FL-136) Rabbit 3;’/‘:3 Cruz Biotechnology, TX, . 10809 1:1000  AB_2115276
p38 MAPK Antibody Rabbit Cell Signaling Technology 92125 11000 AB_330713
STAT1 (9H2) Mouse Cell Signaling Technology 91768 11000  AB_2240087
STAT2 (D9J7L) Rabbit Cell Signaling Technology 72604S 1:1000 AB_2799824
JNK1 (2C6) Mouse Cell Signaling Technology 3708S 1:1000 AB_1904132
GAPDH Rabbit [reveigen, Gaithersourg, M, y75.pC-020 12500 NA
a-tubulin Sigma Aldrich, MO, USA 9026 AB_477593
Immunocytochemistry
Antibody Supplier Reference Dilution RRID
xej‘f) Fluor® 488 AffiniPure Donkey Anti-Rabbit 196 ;0\ 5 mmunoResearch 711-545-152 1500  AB_2313584
Rhodamine Red™-X (RRX) AffiniPure Donkey Anti- 50 con ImmunoResearch ~ 715-205-151 1500 AB_2340832
Mouse IgG (H+L)
= Cell signalling Technology, B
Phospho STAT1 (Tyr701) (58D6) Rabbit e 91678 11000 AB_561284
Phospho-Stat! (Ser727) Cell Signaling Technology 91778 11000  AB_2197983
STAT1 (9H2) Mouse Cell Signaling Technology 91768 11000 AB_2240087

N/A = Not available
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Suplemmentary Table 3. List of primers used.

Gene Forward direction Reverse direction Supplier
ACTB  CTGTACGCCAACACAGTGCT GCTCAGGAGGAGCAATGATC Elrcgspiec
Liege, Belgium
VAPA TACCGAAACAAGGAAACTAATGGAA GCCTTAAACCTTCATCTCTCAGGT  Eurogentec
PTPN2 GCCGCTGTACTTGGAAATTCG TGGGCTTACATCTCTGTATCTGT Eurogentec
JNK1 CGGCTTCTTGGTGAATTTTT CCTTGAGCTCCTGAGCCTAT Eurogentec
Invitrogen Life
BACH2 TGGTGGTCAGCTTGCCTGAG CGGATGACCTCGCGGATGTT Technologies,
Paisley, UK
PDL1 CCAGTCACCTCTGAACATGAA ACTTGATGGTCACTGCTTGT
P38 MAPK TGTTTCCTGGTACAGACCATATTGA TCTTC GCTCAGCCCCT Eurogentec
CXCL10 GTGGCATTCAAGGAGTAGCTC GCCTTCGATTCTTGGATTCAG Eurogentec
HLA-E TGGTTGCTGCTGTGATATGGA GCTCCACTCAGCCTTAGAGT Eurogentec
HLA-A CAGGAGACACGGAATGTGAA TTATCTGGATGGTGTGAGAACC Eurogentec

HLA-I(ABC) GAGAACGGGAAGGAGACGC CATCTCAGGGTGAGGGGCT Eurogentec
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Supplementary table 4

Supplementary Table 1: Functional enrichment for the target genes of BACH2 in hTFtarget database.

Pathway Adjusted p-value
Negative regulation of NOTCH4 signaling 1,0394E-06
SCF(Skp2)-mediated degradation of p27/p21 1,1776E-06
Regulation of RAS by GAPs* 1,2144E-06
Mitotic G2-G2/M phases* 1,6972E-06
FBXL7 down-regulates AURKA during mitotic entry and in early mitosis 1,9761E-06
SCF-beta-TrCP mediated degradation of Emi1 1,9761E-06
Hh mutants are degraded by ERAD 2,692E-06
Regulation of activated PAK-2p34 by proteasome mediated degradation 3,2371E-06
Orc1 removal from chromatin 3,5286E-06
Mitotic G1 phase and G1/S transition 4,5297E-06
G2/M Transition 4,8166E-06
Interleukin-1 signaling® 5,7345E-06
p53-Independent G1/S DNA damage checkpoint* 6,1339E-06
p53-Independent DNA Damage Response* 6,1339E-06
Ubiquitin-dependent degradation of Cyclin D 6,1339E-06
Autodegradation of the E3 ubiquitin ligase COP1 6,1339E-06
Ubiquitin Mediated Degradation of Phosphorylated Cdc25A 6,1339E-06
NIK-->noncanonical NF-kB signaling* 6,5098E-06
Hh mutants abrogate ligand secretion 6,5098E-06
ER-Phagosome pathway* 8,2365E-06
Vif-mediated degradation of APOBEC3G 8,337E-06
Regulation of Apoptosis* 8,337E-06
Interleukin-1 family signaling* 8,3959E-06
Degradation of GLI2 by the proteasome 8,6179E-06
GLI3 is processed to GLI3R by the proteasome 8,6179E-06
Degradation of GLI1 by the proteasome 8,6179E-06
Dectin-1 mediated noncanonical NF-kB signaling* 8,6179E-06
Degradation of beta-catenin by the destruction complex* 1,0077E-05
AUF1 (hnRNP DO) binds and destabilizes mRNA* 1,1241E-05
Regulation of RUNX3 expression and activity 1,1241E-05

*NF-kB-related pathways
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Suplementary figure 3

hTFuarget

20

05

A\
=
F S
c PoME Jasean

Gene r p value Gene r p value Gene r p value | Gene r p value
ADCY7 0.4824 4,68E-09|FECH 0.5436 1,83E-12[LTBP1 0.4696 1,99E-08[RPS6KA2* 0.4404 4,43E-07
AKIRIN2*  0.6033 1,59E-16|FOXN3* 0.6014 2,20E-16|MSANTD3 0.3201 9,99E-03[RPS6KC7* 0.3162 1,30E-02
ANG* -0.3926 3,87E-05|FPR2* 0.5363 5,09E-12[MY09B 0.4906 1,80E-09|SEC714L1 0.5895 1,65E-15
ASXL1 0.3555 7,85E-04|FTL 0.3151 1,40E-02[NINJT* 0.345 1,73E-03(SGTB 0.6502 2,29E-20
BBC3* -0.3087 2,13E-02|GADD45B* 0.4533 1,16E-07[NSMAF* 0.5157 7.94e-14|SLC25A45 0.3947 3,22E-05
BEND6 0.5612 1,42E-13|GDF15* -0.3667 3,30E-04|PIAS2* 0.5104 1.57e-13|STK40* 0.3218 8,89E-03
C19orf12 0.5236 2.84e-14|HNRNPH2 0.3475 1,43E-03|PISD 0.3349 3,58E-03|TBC71D20 0.3914 4.28e-08
CACNA2D3 0.439 5,08E-07|/GF1R* 0.4643 3,57E-08|PLEKHF2 0.3758 1,59E-04|TCEANC  0.5143 9,56E-11
CALML4 -0.3045 2,79E-02)/IL21R* 0.7115 1,51E-26|POU2AF1* 0.5051 3,06E-10|TLR4* 0.5661 6,76E-14
CBX6 0.5247 2,47E-11|KCNJ12 0.5271 1,78E-11|PURB 0.302 3,27E-02[UTRN* 0.5897 1,59E-15
cD81* 0.5568 2.74e-16|LAMCT* 0.4073 1,06E-05|RAP2B* 0.3005 3.57e-05|ZBTB38  0.4637 3,82E-08
coTL1* 0.4117 7,02E-06(LIMS1 0.4615 4,88E-08|RBM27 0.3391 2,66E-03
DLG4 0.4439 3,10E-07|LRRC58 0.3954 3,04E-05|RHOH* 0.6856 9.46e-27
DUSP22*  0.3785 1,28E-04[LRRKT* 0.4208 3,02E-06|RIT1 0.3051 2,67E-02
ETS1* 0.7387 7.93e-33|LSM4 -0.3203 9,88E-03|RNF13 0.4078 1,01E-05

*Genes associated to the NF-kB pathway
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Supplementary Figure 5

E cl
a HeLa STAT1 KO cells = 257 SSZZQ;’S&C&”X
pLV-Y701F-STATA 2 0] oy WavyrorFsTant
STAT1 KO pLV-Y701F-STAT1 S1a S727A +S1a S727A 5
S
IFN-a(h)0 24 48 0 24 48 0 24 48 0 24 48 E
=
=<
- P-STAT1-S727 &
4IFNo(h) O 24 48 0 24 48
P-STAT1-Y701 [pLv-Y701F-STAT1
=1 DS?TIA;)RC_CM\/
'; . +pLV-Y701F-STAT1
W e D S S Wy e [STAT1 5 iy
@ 24
g
. ———————————— |G APDH b
o o
+FN-u (h)
i
€
o
O
=
2
©
]
[}
T
e
3
N
g
£
=
g
£l
=
@
'8
S
~
a
> -
2|&
2
z
g &
<
[
(7]
©
-
£ =
14
z
w
<
N~
N
N~
%)
<]
(7]
<
<
N
g
z
L





image6.tiff
JINK1/GAPDH (fold)

P-STAT1-Y701/STAT1 (fold)

Supplementary Figure 6

iPSC-derived islet-like cells

NT IFN-a TNF-a
QL
T §FLE &S
FOIN AN AN
- - P-STAT1-S727
- P-STAT1-Y701
—— STAT1
JNK1
- -
[ e | GAPDH
1590 sicTRL = 20O sicTRL
O siJNK1 S .. O siJNK1
1.0 5
% 1.0
0.5 =
' 0.5+
=
n
0.0 0.0
NT IFN-a TNF-o IFN-a
)
2.09OsiCTRL € 2070sicTRL
O siJNK1 = O siJNK1
1.5 2 1.5
[
€
1.0 : 5 1.0 *
N~
@
0.59 = 0.54
<
0.0 <L'L’ 0.0

IFN-a.

IFN-au




