Variable Value
Female/Male ratio 14.2
Mean ESSDAI 4.6 (£5.0)
% anti-SSA positive 58.2%
% anti-SSB positive 33.3%
% with lymphoma 6.25%
% with family history Al disease 17.3%

Mean age 58.1 years (+12.2)
Mean weight 63.4 kg (+13.8)
Currently treated with corticosteroids 32.9%
Currently treated with chloroquine 31.4%
% with an active biological domain 37.1%

Principal Component Analysis using all genes

Expression value distribution across samples

Expression value

80 1

S
3

Dim 2 (10.66%)

!
N
3

Gene variance (log)
)
Il

!
IS
1

5

Dim 1 (20.39%)

IFI44L MX1

USP1
C4BP

0

Cluster

EAICEN

400

Number ot marker genes

UMAP 2

T T T T T T
1 2 5 10 20 50

100

T
200

Number of clusters (Log scale)

T T T T
1.5 20

Gene mean expression (log)

H I

Clustering Anti-SSA status Clinical center

center 1
center 3
center 4
center 5
center 6
center 7
center 8
center 9
center 10
center 15
center 11
center 12
center 13
center 14
center 2

UMAP 2

© cluster 1
© cluster 2
e cluster 3
o cluster 4

o Anti-SSA negative
* Anti-SSA positive

UMAP 1

i E££ ZM‘%&%EEMAW%ﬁ%m:ﬁm e

LINEACE

208647 at

CTse
CIB0RF35
ANKL.
THCC2
SELENGP1
RANEP10
214407 X at P8

£PB42
t GYPB /// GY

SLCAAL
215047 at  TRINSS



Number of marker genes

Expression value

UMAP 2

Cluster

Norwegian cohort Lessard et al.
500 — l
800 l »
2
© 400 -
(o]
600 ﬂh)
X
© 300
£
400 B
E 200 —
fo)
£
200 7 Z 100
0 04
T T T T T T T T T T T T T T
1 2 5 10 20 50 100 1 2 5 10 20 50 100 200

Number of clusters (Log scale) Number of clusters (Log scale)

Expression value distribution across samples

T T T T T T T T T T T T T T T T T T T T T T T T T T T oo

Samples

o °¢Q@ o, °¢
°
o %o e o ®o °e
% 6%8 5% % _o o &
° ey ’. o ° - ° o ! L4 ° -
°o @ L4 ©o ¢ °©
o © ° 0© I\ op © . o®
0% o0 o o °© oo a 00: co S e .o..o
° o ° ° o o <C o o ° ° ° ° °
o % o © S o o ,°
o ° S ° °
o0 ®%° o ° o, %o o© °
6 © ° % o s © o ° % o
° o0 o 6° @ ° o0 o ot -
© s00 o© o © %o © s00 e o o0
o & ¢ © " o° S0 o & ¢ °© e Qo
@ o 0 & i ) o
X ° (X
o Cluster 1 ® o o o
o Cluster 2 o o° o o®
© Cluster 3 © Anti-SSA positive

® Anti-SSA negative
UMAP 1 UMAP 1

Number of marker genes

D

Dim 2 (8.77%)

James et al.

0

Cluster
1

SN

400 —

w

=3

S
1

N

(=3

=}
Il

o
(=]
1

T T T T
2 5 10 20

T T T
50 100 200

Number of clusters (Log scale)

Principal Component Analysis using all genes

60 -

40

—20

—40

—60 |

-100

T t
-50 0

Dim 1 (23.90%)

50



v o)

p=8*102 ° o p=28*10"* °° p:=6.4*10"1 ° P = 1.2102 S °
20 os | o
r?=0.23 . . 17=0.04 ° ° 5°1rr=021 o o e .rr=0.16 % ey s "
c —~
Spearman = 0.52 . | ® Spearman =0.28 o — | Spearmai=048 . °° . ¢ S 71 Spearman =0¥1¢ , @°
= Seo o o ®o o0 ° - °, o o°°°°i9000q’38°
o 0o
= o = ° ° o0 g"" o ° q?%o@oo °° © 8’5—% oo o’ o:“"’}"fog‘aﬁ% §:
o o o 0 © S o o % o |° e o O oedked 33%2‘%2” : = 0 0®0 %8 5000 %5 g0 2% ¢
8 ° 0?‘;@0 o “e0o o =757 0 S o o0& ° o8 £ 0800 ] oo"woo 200 ﬁ% [<2) o %y o-0ge® 008 ;é?fé’ eo ¥
° 0, 80 TR °8 lefe,g, o & 082 o '@%°o§%°°qp °% o T sq 0 8y ° oo °
ST PENERCIEIE 1 CL RS RVPRE SR E OF > Loty SREN MEAPARE L+ AN 0 S0 ey
om o o o OmoLd® & 008 g m™ 2% o 0 [ °© 0 © ° O ,lg °° °o
e ?9%%5% 2y o P s S £ e, . e
o a8y e O BT o ez, X >, 8 3
5Py 00 %odgotoop S o ° 1 o ® o 8o © o ‘a"o = ° 3 o o
] 0y G st 00 o o o 0% 0% o oo o o ° o
° S ey o . %o °° 8 °
° o ° 60 @ o ° g 24
° 8
L o ° o °
0‘0 0‘5 10 1‘5 . 2‘0 2‘5 3‘0 g‘u 05 1‘0 1‘5 20 2‘5 3‘0 o‘n 0‘5 1‘0 1‘5 . 2‘0 25 3‘0 D‘U 0‘5 |‘U 1‘5 2‘0 2‘5 3‘0
IFNa concentration (log 10) IFNa concentration (log 10) IFNa concentration (log 10) IFNa concentration (log 10)
p=6.5*10"¢ . p=4.8*10"° . p=0.04 o . p =0.11 o
20412 =0.09 1 r?=0.03 °, r2=0.01 . r?=0.01. ® o
s 0o
Spearman=0.39 ¢ o o Spearman’= 0.19¢ , © |Spearman=0.2 o
° o© - %0 o 0 8 7 o
= ~ ° o -
o O o °
2. 2 g | 2. .
=) =) ss s
S S, 2 — °
= =754 = [}
w e A
= i R .8
N <, | @ °
° m 0 © D O 4
=
° o 2
6.5 o - ° 3 ° °
i o
05 . ° , o °© °
o 2
co| . R N . o )
R o
M % ; : T . T T } % e : 4 % e :
IFNg concentration (log 10) IFNg concentration (log 10) IFNg concentration (log 10) IFNg concentration (log 10)
p=1.2*10"" o p=35*10" 20p =6.4*10"° 27 p=0.03 °
o
L rF=0.18 ° w] r2=0.18 B r2=0.02 r2=0.02
Spearman = 0.5 Spearman = 0.47 .5 /Spearman =-0.16 Spearman =-0.27
o i s
40 4 ° ° ° s ° ° ° o o ° ° °
< & o
o “q 201 ¢ o o
= °® ° 8 g° Le° ° 8 3
e e @ MR T
=Eh R T ST s e 30 o gyt %009
PRRRRCIRA (Lo xi hr et :
21 @e o w%g = ° 0% 0o O pofe bR &, To 05 1
o RIS M ELH e ST | I PR %«?’;’e ar °
0{ fo ‘%0: ¥ S P g% 0 © o 8 o L°.° FXAN °
©° o 05 °
o 1 ° 00 -
U‘D 9‘5 |‘g “5 2‘0 2‘5 3‘0 0.0 u‘s 1‘0 1‘5 2‘0 2‘5 3‘0 00 0.5 10 15 . 20 25 30 Q‘G 0‘5 1‘0 1‘5 i 2‘0 2‘5 3‘0
IFNa concentration (log 10) IFNa concentration (log 10) IFNa concentration (log 10) IFNa concentration (log 10)
p =8.8*10"° o p =0.01 o *1 p=07 27 p=0.56 °
r2=0.02 o @1 r2=0.02 ° r2 =3*10 r2=0.001
Spearman = 0.24 Spearman = 0.23 .54 Spearman = 0.04 Spearman = -0.03
o Ooog 2507 oooo ]
° (<_’J “ - <
S e o o O o
- 1© w4 154
o
20 - °
o © 20 ° e ° 05
° i ° ° o,
‘U’—o' 10 o ° ° ° 2o
B
05| o
4 o T T T T 00 T T T T
B R ; : - - . : IFNg concentration (Iog 10) i \centratior )
) . i
IFNg concentration (log 10) IFNg concentration (log 10) g concentration (log 10) IFNg concentration (log 10)
o0 p=052 N p=0.49 p=052 p=081____
(=] =y —_ s — —_
- = S ! )
D5 | ™ 25 ™ o054
:0,25 _g) 8: 8’
= - 7 = =
_g 20 g o H g 204 g 0.0
© =1 Q2 Q2
£ g 8 8 ]
8 154 g g 15 - ‘qc-;
c o
e o o
3 Q-1 | = C -10
© 10 - o H Q 10 o
g > ; [5) [$)
: © )
L P : =z Z 154
T os = i L oosq L
2 -2.0 b
0.0 - I 0.0 4 PR S
T T.: — T —
Negétive Positive Negative Positive No Ongoing No Ongoing

Cryoglobolines

Cryoglobolines

HCQ

HCQ



-Log10(p-value)

« SNPs
= Amino Acids
¢ Classical Alleles
o .
|
. L]
6 []
" L]
8 @ L™ ag f
R .
- .i [’} [} L
‘e P s "",1' ".-_ .
8 .'-| ’l.'--- ‘". i LT S 8
[ ] "8 [} - 8
21 .ar .-.il P -'-r "3 .
o H?'.-"' ':' " ".'"" '=-'."
L 8 ' [] []
NP o 5 P st s
Céorf10 HLA?RE& HLA:)QBi NLA:DOE TA_Pi HLA:DMA
BW.Z HLAERW HLA»_DQAZ TA_F'2 F‘SEBB BEZ
HLA:DRA HLA:)QM HM:)QBZ PSP\-ABﬁ HLATDMB
T T T T
324 32.6 32.8 33
Chr6 Position (Mb)
Association with anti-SSA status
. HLA D
o _]
1
© FcR
. KIF3A
<
N
© 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22

Chromosome

Mean IFNa gene expression

3.80

3.75 -

3.70 -

3.65

3.60 -

3.55

3.50

T
GIG

rs9273012 status

T

G/IA

A/A

HLA-DR-DQ Haplotypes

DRB1 DQA1 DQB1 Frequency (%)
DRB1*03:01 DQAI*05:01 DQOBI1*02:01 23.1%)
DRBI1*03:01 DQAI1*05:01 DQBI1*03:01 11.6%
DRBI1*03:01 DQAI*01:02 DQBI*06:02 8.4%
DRB1*04:05 DQAI1*03:01 DQOBI1*02:01 7.8%
DRBI1*11:01 DQAI*01:02 DQBI1*06:02 7.8%
DRBI1*01:01 DAl *01:02 DQBI*06:02 6.5%






