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Colon mucosa damage score

. Normal
. TNBS + Vehicle
. TNBS + Sulfasalazine (300 mg/kg)
. TNBS + Triamcinolone (10 mg/kg)
. TNBS + X-09 (0.3 mg/kg)
. TNBS + X-09 (1 mg/kg)
. TNBS + X-09 (3 mg/kg)
TNBS + X-09 (10 mg/kg)
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*P<0.05 vs TNBS untreated control
#P<0.05 vs TNBS + Vehicle-treated group
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Submucosa-
Mucosa muscle
Normal
TNBS+ Vehicle

[5=2a]

Sulfasalazine
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X-09
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X-09
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X-09
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X-09
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[5=2b]

-e-Control

-=-DSS

-a-DSS + Tofacitinib (30 mg/kg)
-w-DSS + Sulfasalazine (30 mg/kg)
>SS + X-24 (1 mg/kg)

-0-DSS + X-24 (3 mg/kg)
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[%2d]
a. Control
b. DSS
c. DSS + Tofacitinib (30 mg/kg)
d. DSS + Sulfasalazine (30 mg/kg)
e. DSS + X-24 (1 mg/kg)
f. DSS + X-24 (3 mg/kg)
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Body weight (g)
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-o- Normal

- DSS + Vehicle

—a— DSS + Tofacitinib citrate (30 mg/kg)
-w- DSS + Sulfasalazine (300 mg/kg)

—*— DSS + X-09 - HCI (0.3 mg/kg)

—- DSS + X-09 - HCI (1 mg/kg)
- DSS + X-09 - HCI (3 mg/kg)
-@- DSS + X-09 - HCI (10 mg/kg)
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Drug
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Treatment (day)

. DSS + Vehicle

. DSS + Sulfasalazine (300 mg/kg)
. DSS + Tofacitinib (30 mg/kg)

. DSS + X-09 - HCI (0.3 mg/kg)

. DSS + X-09 - HC!I (

. DSS + X-09 - HCI (3 mg/kg)
. DSS + X-09 - HCI (10 mg/kg)
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a. Control
b. DSS t Vehicle
c. DSS + Sulfasalazine (300 mg/kg)
d. DSS + Tofacitinib (30 mg/kg)
e. DSS + X-09 - HCI (0.3 mg/kg)
f. DSS + X-09 - HCI (1 mg/kg)
g. DSS + X-09 - HCI (3 mg/kg)
h. DSS + X-09 - HCI (10 mg/kg)
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[5=3e]
A. Normal
B. DSS + Vehicle
C. DSS + Sulfasalazine (300 mg/kg)
D. DSS + Tofacitinib (30 mg/kg)
E. DSS + X-09 - HCI (0.3 mg/kg)
F. DSS + X-09 - HCI (1 mg/kg)
G. DSS + X-09 - HCI (3 mg/kg)
H. DSS + X-09 - HCI (10 mg/kg)
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[=4a]

. Control
DSS + Vehicle
. DSS + Sulfasalazine (300 mg/kg)
. DSS + Tofacitinib (30 mg/kg)
. DSS + X-09 (0.3 mg/kg)
. DSS + X-09 (1 mg/kg)
. DSS + X-09 (3 mg/kg)
DSS + X-09 (10 mg/kg)
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Colon mucosa damage score
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* P<0.05 vs DSS untreated control
* p<0.05 vs DSS + Vehicle-treated group
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[=4b]

Submucosa-
Mucosa muscle

Control

DSS+ Vehicle

Sulfasalazine
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X-09
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—a- CIA + Tofacitinib (50 mg/kg)
- CIA + X-09 (1 mg/kg)

- (A + X-09 (10 mg/kg)

-0 CIA + X-09 (50 mg/kg)
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[5=5b]

-o— Normal

-m CIA + Vehicle

—a— CIA + Tofacitinib (50 mg/kg)
-w CIA + X-09 (1 mg/kg)

- CIA + X-09 (10 mg/kg)

—&- ClA + X-09 (50 mg/kg)
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CIA ClA CIA CIA
CIA X-09 X-09 X-09  Tofacitinib

Normal Vehicle (1 mg/kg) (10 mg/kg) (50 mg/kg) (50 mg/kg)

before
drug
treatment

1 week
after drug
treatment

2 weeks
after drug

treatment

3 weeks
after drug
treatment

4 weeks
after drug
treatment

5 weeks
after drug

treatment
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Staining of knee joints tissue

CIA CIA CIA CIA
CIA Tofacitinib X-09 X-09 X-09
Normal Vehicle (50 mg/kg) (1 mg/kg) (10 mg/kg) (50 mg/kg)
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A. Normal
B. CIA + Vehicle
C. CIA + Tofacitinib (50 mg/kg)
D. CIA + X-09 (1 mg/kg)
E. CIA + X-09 (10 mg/kg)
F. CIA + %-09 (50 mg/kg)

Cartilage Histopathology
Grade Assessment

A B C D

*** p<0.001 vs vehicle-control
*P<0.05 vs tofacitinib 50 mg/kg
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Tofacitinib (50 mg/kg)
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C. Tofacitinib (50 mg/kg)

D. X-09 (1 mg/kg)
E. X-09 (10 mg/kg)
F. X-09 (50 mg/kg)

A. Normal
B. Vehicle
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C. Tofacitinib (50 mg/kg)

D. X-09 (1 mg/kg)
E. X-09 (10 mg/kg)
F. X-09 (50 mg/kg)

A. Normal
B. Vehicle
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