Rheumatoid arthritis

<logg S>

X
©
=
N I
o ° 7
—
o
Q9 .|
(Tl_
\39'\/
Q’\O

all genes

maximum = 10

sink node genes

maximum = 3

[
|
Qb Q/\ Q‘b
& & &



Rheumatoid_arthritis

=3

05323 2057189
his.

AT,

CCL2

CXCL1

CCL3L3

CXCL6

IFNG CCL20

TNFSFLL

Dz Self-reactive f
Thi cell /' B cell

CD28 1GH
CTLA4 - B .
Autoantibody production
S Tcr

TNFSF13
TNFSF138
LTB

T cell receptor
signaling pathwasy)

Toll-like receptor
signaling patoarasy,

Peptidoglycan
O
LFS

Symovial macrophage

[ ]
IL1A L1

Thl7 cell
ifftrendiation
Thl7 cell

:

Osteoblast

TNFSF11

ANGPT1

VEGFA

Blood vessel

———————————— —  Inflaranatory cell infiltration

Leukocyte rdgration

I
[ Fn |

TEK
FLT1

WEGF signaling pathwasy

TNFRSF11A

Osteoclast

a Laboratories

TCIRG1

CSF2

IL1B

CCLS

—————————————— —®  Angiogenesis

g Inflareonation
Symovial pannus formation

777777 —®  Joint destruction

—®  Bone resorption




Rheumatoid_arthritis

sink nodes
Blood wessel

—®  Inflaraanatory cell indiltration

-
CCL2 CXCL1 Leukocyte rdgration

__ CCL3L3 CXCL6
e __ CCL20 ‘
_ANGPTl _TEK
D fo =~ ————————————— e hgiognesi
. Se'l']{lj\rfacslm /1' B el
- - WEGF signaling pathwasy
CD28
IGH
- —_—
Autoantibody production

CTLA4
e

O
T cell receptor
sigpating paltivay

Toll-like receptor
signaling patoarasy,

CSF2
- L6 — — — — = Inflaumation .
Symovial pannus formation

IL1B

CCLS

Peptidoglycan
O
LFS

[ ]
IL1IA L1

Symovial macrophage

Thl7 cell
ifftrendiation
Thl7 cell Oiatenclast

TNFRSF11A

TNFSF11

MMP1
777777 —®  Joint destruction

. C_

:

IL23A

Osteoblast

TCIRG1

——————————— —®  Bone resorption

05323 2057189

hiza Laboratories

{ch

Flarne!



Blood vessel

Rheumatoid_arthritis
group 1
—®  Inflaraanatory cell indiltration

- ST N N
Leukocyte rdgration

CCL2 CXCL1
CCL3L3 CXCL6 ‘
ANGPTL TEK
_W _ —————————————— —&  Angingenesis
o Se'l_].t'i‘rltaachiv'e / B cell
ce ce
WEGF signaling pathwasy
CD28
IGH
- —_— : _cxcuz
Autoantibody production

CTLA4

L TCE

I ICAM1 I

Symovial macrophage

HLA-DMA

T cell receptor
signaling pathwasy)

CSF2
- L6 — — — — = Inflaumation .
Symovial pannus formation

Toll-like receptor
signaling patoarasy,

Peptidoglycan
O
LFS

IL1B

CCLS

[ ]
IL1A IL11

Thl7 cell
ifftrendiation
Thl7 cell Oiatenclast

TNFSF11 TNFRSF11A

MMP1
777777 —®  Joint destruction

:

IL23A

Osteoblast

TCIRG1

—®  Bone resorption

05323 25119
{c) Fanehisa Laboratories




Rheumatoid_arthritis
group 2

jmad Self_reactive
Thi cell

CD28

CTLA4

e e

T cell receptor
signaling pathwasy)

Symovial macrophage

Thl7 cell
different T

Thl7 cell

. C_

TGFBL

:

IL23A

IFNG

f o=

Blood vessel

B cell

¥

R

TNFSF13
TNFSF138

Toll-like receptor
signaling patoarasy,

Peptidoglycan
O
LFS

[ ]
IL1A IL11

Leukocyte rdgration

CCL2
CCL3L3
CCL20

CXCL1
CXCL6

VEGFA FLT1

WEGF signaling pathwasy

IGH

Autoantibody production

LTB

CSF2
- IL6

IL1B

CCL5S
Oisteoclast
ﬁ

MMP1
CTSL

Osteoblast

05323 2057189

=3

AT,

a Laboratories

P

Inflamrnators cell indiltration

—®  Angiogenesis

Inflararnation
Symovial pannus formation
—®  Joint destruction

TCIRG1

—®  Bone resorption




Rheumatoid_arthritis
group 3

jmad Self_reactive
Thi cell
CD28
CTLA4
= [ TCR

T cell receptor
signaling pathwasy)

Symovial macrophage

Thl7 cell
different T

Thl7 cell

. C_

TGFBL

:

IL23A

IFNG

f o=

Blood vessel

B cell

¥

—_—

TNFSF13
TNFSF138

Toll-like receptor
signaling patoarasy,

Peptidoglycan
O
LFS

[ ]
IL1A IL11

CCL2 CXCL1
CCL3L3
CCL20

CXCL6

- e, e == — — —®  Inflaraanatory cell indiltration
Leukocyte rdgration

— s — - ; ;
Amgingenesis
WEGF signaling pathwasy

IGH

Autoantibody production

LTB

CSF2
- IL6

Inflararnation
Symovial pannus formation

_—_——

IL1B

CCL5S
Oisteoclast
ﬁ

MMP1
—-

Joint destruction

Osteoblast

05323 2057189

=3

AT,

a Laboratories

TCIRG1

—®  Bone resorption




Rheumatoid_arthritis
group 4

jmad

HLA-DMA

TGFBL

O
T cell receptor
signaling pathwasy)

Self_reactive
1 cell

CD28

CTLA4

L_TCE

Symovial macrophage

IFNG

f o=

Thl7 cell
different T

Thl7 cell

B cell

¥

R

TNFSF13
TNFSF138

Toll-like receptor
signaling patoarasy,

Peptidoglycan
O
LFS

[ ]
IL1A IL11

CCL2

CXCL1

CCL3L3

CXCL6

CCL20

IGH

Autoantibody production

LTB

Sxmovial fibroblast

TNFSF11

ANGPT1

VEGFA

Blood vessel

WEGF signaling pathwasy

PO

CSF2

IL1B

CCLS

MMP1
CTSL

g Inflareonation
Symovial pannus formation

777777 —®  Joint destruction

m Oiatenclast
: e ]
TNFSFIL TNFRSFLIA
Symovium Osteoblast
Bome TCIRG1

05323 2057189

=3

AT,

a Laboratories

H+O

CTSK

—®  Bone resorption




Rheumatoid_arthritis

group 5
Blood vessel

—®  Inflaraanatory cell indiltration

-
CCL2 CXCL1 Leukocyte rdgration

__ CCL3L3 CXCL6
. __ CCL20 ‘
_ANGPTl _TEK
Cies fo =~ ————————————— e hgiognesi
. Se'l']{lj\rfacslm /1' B el
- - WEGF signaling pathwasy
CD28
IGH
- —_—
Autoantibody production

CTLA4
[rcr

O
T cell receptor
sigpating paltivay

Toll-like receptor
signaling patoarasy,

CSF2
- L6 — — — — = Inflaumation .
Symovial pannus formation

IL1B

CCLS

Peptidoglycan
O
LFS

[ ]
IL1A IL11

Symovial macrophage

Thl7 cell
ifftrendiation
Thl7 cell Oiatenclast

TNFRSF11A

TNFSF11

MMP1
777777 —®  Joint destruction

. C_

:

IL23A

Osteoblast

TCIRG1

——————————— —®  Bone resorption

05323 2057189

hiza Laboratories

{ch

Flarne!



Rheumatoid_arthritis

group 6
Blood vessel

—®  Inflaraanatory cell indiltration

-
CCL2 CXCL1 Leukocyte rdgration

CCL3L3 CXCL6
i
f —————————————— —®  Angiogenesis
jmad Self_reactive
CD28 1GH
g - " Autoantibody production

CTLA4
[rer

O
T cell receptor
sigpating paltivay

Toll-like receptor
signaling patoarasy,

CSF2
- L6 — — — — = Inflaumation .
Symovial pannus formation

IL1B

CCLS

Peptidoglycan
O
LFS

[ ]
IL1A IL11

Symovial macrophage

Thl7 cell
ifftrendiation
Thl7 cell Oiatenclast

TNFRSF11A

TNFSF11

MMP1
777777 —®  Joint destruction

. C_

:

IL23A

Osteoblast

TCIRG1

——————————— —®  Bone resorption

05323 2057189

hiza Laboratories

{ch

Flarne!



=3

Rheumatoid_arthritis
group 7

05323 2057189
his.

AT,

Blood vessel

-
ccL2 CXCL1
CCL3L3 CXCL6

coLzo S

TNFSFLL

Dz Self-reactive f
Thi cell /' B cell

CD28
IGH
CTLA4 —_— -
Autoantibody production
L_TCR

VEGFA

=

¥

HLA-DMA

WEGF signaling pathwasy
T cell receptor

signaling pathay) T } [
Toll-like receptor CSF2
signaling patoarasy, - L6
Peptidoglrcan 1L18
LFS CCLS

[ mesei |
Symovial macrophage ]
7o
Thl7 cell
differentiation
Thl7 cell

— — —®  Inflaranatory cell infiltration
Leukocyte rdgration

g Inflareonation
Symovial pannus formation

777777 —®  Joint destruction

Osteoclast
AR g 7S
. iomin s o]
Symovium B e Osteoblast
Bone TCIRG1

a Laboratories

—®  Bone resorption




Blood vessel

Rheumatoid_arthritis
group 8
—®  Inflaraanatory cell indiltration

- ST N N
Leukocyte rdgration

CCL2 CXCL1
CCL3L3 CXCL6 ‘
ANGPTL TEK
_W _ —————————————— —&  Angingenesis
o Se'l_].t'i‘rltaachiv'e / B cell
ce ce
WEGF signaling pathwasy
CD28
IGH
- —_— : _cxcuz
Autoantibody production

CTLA4

L TCE

ll

Symovial macrophage

HLA-DMA

T cell receptor
signaling pathwasy)

CSF2
- L6 — — — — = Inflaumation .
Symovial pannus formation

Toll-like receptor
signaling patoarasy,

Peptidoglycan
O
LFS

IL1B

CCLS

[ ]
IL1A IL11

Thl7 cell
ifftrendiation
Thl7 cell Oiatenclast

TNFSF11 TNFRSF11A

MMP1
777777 —®  Joint destruction

:

IL23A

Osteoblast

TCIRG1

—®  Bone resorption

05323 25119
{c) Fanehisa Laboratories




