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Table 2. Characteristics of Inflammatory Back Pain.*

Characteristic

Age at onset, <45 yr
Duration, =3 mo

Insidious onset

Morning stiffness =30 min
Improvement with exercise
No improvement with rest

Awaking from pain, especially during second half of night, with improvement
on arising

Alternating buttock pain
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Start NSAID and titrate up to

Physiothera
¥ Py the maximum tolerated dose

Phase |
consider in all patients ‘ Clinical diagnosis of ‘ all patients
‘ axSpA ‘
if symplomaiic
Education

Regular exercise
Stop smoking

Sufficient
el L response at 2-4 Yi
NEAIDs P es—,
weeks?
No
Phase Il Mainly peripheral symptoms l Purely axial disease

| if contra-indicated or lack of efficacy

l

Start TNFi, IL-17i" or JAKF?

Consider local
glucocerticoid injection
Consider sulfasalazine

LASDASZ11
after at least 12
weeks?

Current practice TNFi or IL-171'

History of recurrent uveitis or
active IBD":monoclonal Ab THF*
preferred; significant psoriasis:
L1701 preferred

Yes

Sustained remission:
consider bDMARD
tapering

No

.

to do a wrong

o right way -

thing. 2

- Harold S. Kushner %

Phase Ill J

ifactive axSpAconfinmed | Re-evaluation of the diagnosis,
presence of comorbidities

AASDASZ11
after at least 12
weeks?

Switch to another BDMARD
(TNFi or IL-171") or JAKE

No

Sustained remission;
Continue consider bDMARD

tapering

Ramiro S et al. Ann Rheum Dis. 20:
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~40% normal, healthy gut

~10% clinical IBD

Subclinical gut inflammation in
axSpA is associated with:

A Male sex D —

High disease activity

~50% subclinical gut inflammation

Peripheral SpA Axial SpA
Restricted spinal mobility

Younger age

Early disease onset

Radiographic sacrolliitis

Bone marrow oedema of the SlJs

To o o Do Do Do

Gracey E, et al. Na Rev Rheumatol. 2020
Fagouis G, et al. World JGastroenterol. 2019
Van Praet L, et al. Ann Rheun Dis. 2013

Van Praet L, et al. Ann Rheun Dis. 2014




5.1
4.9
4.7
4.5
4.3
4.1
3.9
3.7
3.5

Higher disease
/ activity

P=0.0024
| |

5.1
4.9
4.7
4.5
4.3
4.1
3.9
3.7
3.5

BASDAI (0i 10)

J function

Worse physical

|\ Worse patient

global wellbeing

P=0.0080
| |

48
46
44
42
40
38
36
34
32
30

BASFI (Oi 10)

@ Wwith IBD (n=150)

P<0.0001
]

WHO-5 (0i 100)

Without IBD (n=1579)

Higher use of bDMARDSs,
systemic steroids,
nonopioid analgesics,
intestinal topical steroids,
and csDMARDs

bDMARDs ] P=0.0034

Systemic steroids ] P<0.0001
Opioids ] P=0.0989
Nonopioid analgesics ] P=0.0309

NSAIDs ] P=0.0006
Intestinal topical ]
steroids P<0.0001
Local injectable ] B
steroids P=0.5069
cSDMARDS | p<o.0001

0 50
Percentage of patients (%)

Redéker |, et al. Ther Adv Musauloskel Dis. 2020
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Double-blind

AR D moare) Stratification by Prior Treatment History

Tofacitinib 5 mg BID bDMARD-naive TNFi-IR or bDMARD use (non-IR)
- : Tofacitinib 5mg BID
(N=133) olacitinib>mg 102 (76.7%) tofacitinib 31 (23.3%) tofacitinib

105 (77.2%) placebo 31(22.8%) placebo

/ i ////////////// V o

Screen Follow-up
| |
Day 1 Week 16 Week 48
Randomise 1:1 ASAS20 Follow-up visit within 28 (£7)
(primary endpoint) days of Week 48
P B ' ™\
+ Age 218 years
- Diagnosis of AS - History of known or
O - Fulfill modified New York criteria for AS* O suspected complete ankylosis
Q‘) » |nadequate response or intolerance to =22 NSAIDs Q) of the spine
Selected + Active disease at screening and baseline (BASDAI score 24, Selected * Currently receiving bDMARDs
Inclusion back pain score >4) Exclusion - Previously or currently
ritera o ona receiving tsDMARDs
*Sacroiliitis (grade 22 bilaterally or grade 3—4 unilaterally) plus at least 1 of the following: 9
low back pain and stiffness for more than 3 months that improves with exercise, but is not
relieved by rest; limitation of motion of the lumbar spine in the sagittal and frontal planes;
or limitation of chest expansion relative to normal values correlated for age and sex

A . 4

TNFi-IR: inadequate response to tumour necrosis factor inhibitor (inadequate response to at least 1 but not more than 2 approved TNFi); bDMARD: biologic disease-modifying antirheumatic drug
1. Deodhar A, et al. Ann Rheum Dis. 2021;80:1004-1013.
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TABLE 12.4 — ASAS20 Response Criteria

An improvement of 220% and absolute improvement of 210 units on
a 0-to-100 scale in at least three of the following four domains:

Patient global assessment (by VAS global assessment)
Pain assessment (average of VAS total and nocturnal pain scores)

Function (represented by BASFI)

Blw N

AND

Inflammation (the average of the BASDAI’s last two VAS
concerning morning stiffness: intensity and duration)

Absence of deterioration in the potential remaining domain
(deterioration is defined as 20% worsening)

ASAS20 response rate, % (SE)

ASAS40 response rate, % (SE)

=@ Tofacitinib 56 mg BID (N=133) —&— Placebo (N=136) - & - Placebo—tofacitinib 5 mg BID (N=136)

i 29.4
20 A/Eg,‘zg_a_f
10 - fo9 :
0 T T T : T T T 1
0 4 8 12 16 24 32 40 48
Time (weeks)
100 |
90 !
80 + :
70 < |
t |
60 . |t 484 50.4 504 50.4
50 - . wn 42.9 | = L P ’e ’y
L owe Iy  S—  S—— :
40 27.1 iy 441 4.9
30 ; | Pre 41.9 ' 42.7
/’ | - -
- s
20 105 59 | -
10 “f 11.8 1125
0 1 1 1 T 1 1 1 1 1
0o 2} 4 8 12 16 24 32 40 48
Time (weeks)

Khan MAAnkylosingSpondylitis New York, NY: Oxford University Press; 20

DeodharA et al. Ann Rheum Dis. 2021
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ASAS20 response rate, % (SE)

100 -

90 -

80 -

70—

60 -

50 -

40-

30 -

20+

104

bDMARD-naive

B Tofacitinib 5 mg BID (N=133)

TNFi-IR or
bDMARD use (non-1R)

ASAS40 response rate, % (SE)

100 -

90

804

704

60

504

40-

30—

20+

104

B Placebo (N=136)

bDMARD-naive

TNFi-IR or
bDMARD use (non-IR)

DeodharA et al. Ann Rheum Dis. 202
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aveEapitnNnNt wg AMZ

C 370" * * siAs

(e) BMI category
B Tofacitimib 5 mg BID (N = 184) B Placebo (N = 188)
< 25 kgim? = 25—< 30 kg/m? = 30 kg/m?
(a) BMI category (b) BMI category 100
< 25 kg/m? = 25-< 30 kg/m? = 30 kgfm? < 25 kgim? = 25-< 30 kgim? = 30 kg/m? =
100 — 100 = £ 80—
Sn
_ — EL
Bl # 80— =
E o TE5 60
E = £
2 % 60— . Tk
c c -
2 g 2 E 40
8 k] O E
= S 40— D
g g 23
g ! a8 20+
3 3 20— 2E
0 —
0— Nt 4274 10079 47060 15062 24141 9/45
niNT 4974 18179 52188 25/62 25141 16145 niNg 374 879 34068 10/62 1641 @45 Treatment effect of tofacitinib vs placebo
Treatment effect of tofacitinib vs placebo® Treatment effect of tofacitinib vs placebo®
. . OR (35% Cl) 9.1 71 57
OR (95% CI) 63 5.2 29 OR (5% Cl) 71 7.0 24 “01020.3) (3310 154) (2210 15.0)
(3110 13.0) (2410 11.2) (121072) 2910 17.2) (2,916 17.1) (09t 7.0) . : |3 - : -
0,
OR (95% CI) 0.8 05 OR (85% CI) 10 0.3 OR (5% C1). 08 08
compared with (0.3102.3) {0110 1.5) compared with 0.3 10 3.4) (0.1t014) compared with (0.3to24) (0.2t022)
BMI < 25 kg/m? BMI < 25 kg/m? BMI < 25 kgim?

Norton Het al. RheumatolTher 2025
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Tofacitinib 5 mg BID Placebo Placebo —+ Tofacitinib 5 mg BID Placebo A Placebo —
(N/N1 = 58/41) (N/N1 = 55/33) A Tofacitinib 5 mg BID (N1 =33) (N/N1 = 127/92) i (N/N1 = 132/103) Tofacitinib 5 mg BID (N1 = 103)
CRP < 5 mg/L CRP = 5 mg/L

G 372h *

AASDAS-CRP, LS mean (SE)

Time (weeks) Time (weeks)

1
Tofacitinib Jﬂwg BID

rb Placebo Placebo — Tofacitinib 5 mg BID Placebo Placebo —
= % (NIN#= 58/41) A= (N/N1=55/33) “* " Tofacitinib 5 mg BID (N1 = 33) (N/N1 = 127192) (NIN1 = 132/103) " Tofacitinib 5 mg BID (N1 = 103)
‘I o - i’ CRP < 5 mg/L CRP = 5mg/L
, >h ¢ Yh A B v h 60
N - 't
, t ® -0.5-
h . CRP . & -1.0-
]
h ’ 1 ~ h -h ~ K K N -1.5
G | > RN RES b
toe = -2.5-
\_  "_"PROs ) i
é -3.5
B e e e e | I T T
024 8 12 16 24 32 40 48
Time (weeks) Time (weeks)

DeodharA et al. Rheumatol 2024
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[] Placebo [ Totacitinit 5 mg BID B Focled tofacitinio

b) CAMNDEN vertebral body inflammation subscore . )
g) CANDEN posterolateral inflammation subscore

%] 2
- 0.47
Eg ©° 2 0 o
e -0.08 &8 .
z5 21 02 o
o Zz 3
z4 52 =
§ e éé 4 - 2
= ™ -2, :
( h * ¢ . > \ g E °§
137 s (Bionaive I b
g p I nal\ll EE\ -5.14 e ﬂ‘%
' i ~ 28 e T o,
Al2 i+~ >hyh
- . -10- -10
ACANDEN MRI scoring systs m wn s

\_

c) CANDEN posterior elements inflammation subscore d) CANDEN facet joint inflammation subscore
2 24
o 0.08
N .
-)E_ z 0 [ I 1 LY 0 . —_ —
L% 8=
T 9 B3 - .
-8 2 * zZe 0.54 055
Ta - [=%:]
o3 - Za
z < -2.04 -1.92 5 é
o2 4 ‘ g
£ E E .%
cE o §& -6
En EE
c5 0z
4 E 8 B .8
@
-10 -10-
N1/M 44/51 4652 93/104 N1/N 44/51 48/52 93/104

q & G S NM ét &l Wiahritis Rheumatal2021; 73 $uppl9).
OstergaardM et al RheumatolTher 2023
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OCTAVE Sustain OCTAVE |l and I
Primary endpoint: Week 52 Post-hoc analysis
Clinical remission per full Mayo Clinic Score Symptomatic improvement of SFS and RBS scores over first 15 days of therapy
B PBO BTOFA5mgBID B TOFA10mg BID ® PBO (n=234) @ TOFA 10 mg BID (n=905)
100 100 Reduction of SFS 21 100 Reduction of RBS 2 1
80 80
A29.5% 80
L (95% Cl 21.4-37.6) =
& 60 A23.2% @ 60 60
.6 (95% ClI 1 §.3—31 .2)[VALUE] _5
© ©
o 40 343 o 40 40
20 20
20 11
n/N 68/198 80/197 0
0 0
01234567 8 9101112131415 01234567 89101112131415
Days Days
® Symptomatic improvement: Reduction from baseline Mayo SFS of =1 or RBS =1.
Eﬁ Clinical remission: Total Mayo Clinic Score <2 with no individual subscore >1 and RBS of 0.

HanauerS, et alClinGastroenteroHepatol 2019
Sandborn W, et al. N Engl J Med. 2017
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Endoscopic improvement Endoscopic improvement
Key secondary endpoint: Week 52 Secondary endpoint: Week 52
Overall patient population Patients with prior anti-TNF failure
100 - 100 -
A 326%
30 4 (95% CI 24.2-41.0) A 27 4%
p<0.001 80 1 (95% CI 15.4-39.5)
= | o 2% p=0.0001
E 60 - (95% CI 16.0-32.5) 60 - A17.8%
@ p=0.001 (95% Cl 5.8-29 8)
2 | | 45.7
E 274 p<0.01 39.8
30.1
20 1 13.1 20 1 12.4
an:D an:D
B ToFaAsmgBID ] TOFA10 mg BID o
@ Endoscopic improvement’: MES <1.

SandbornVJ, et alClinGastroenteroHepatol 2022
Sandborn W, et al. N Engl J Med. 2017
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4 )
(;J”h1>h ‘¢W78I5].{)\‘>'F\(IH$

AT o h " ‘DBMARDSh A6 8¢ ¢ TMKTODO
. Amd Bn s wmp s aAE)

83.0% )
77.4% n/N:
473 Shingles NN 5.5%
58.0% 56.5% 61.3% 273 Skin abscess I 3%
54.9% -2 /o
51.7%
44.7% 2/73 Elevated liver enzymes NN 3%
34.2% 2/73  Possible miscariage N 3%
20 5% ——

55% 2/73 Pneumonia I 3%

173 COVID-19 N 1%

cﬁ"& & 6‘6% & & S A
\6 & ‘fo . A <
& & & & é“ & & -\@’9 & ,\e‘* £ 173 Heart block - I 1%
05‘0 0‘2\0 Q\-\o & ‘9@ ‘\oq;Q ‘(QQQ & ?'5.'.
b°°’° & a@a (@’6\ é@‘o & ¥ Q° 1/73 Morovirus infection N 1%
Q/’\\ @(‘ Q‘d\ Q\CP Q’\O \\;_,rb bbo
N v & 1173 C. difficile infection N 1%
L&
&
9 173 Lymphopenia N 1%
n/N: 39/71 40/69 31/60 39/47 21/47 13/23 24/31 19/31 12/73 4/73 25/73 15/73

| DalalRS et allnflammBowel Dis. 2024
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OTTOVOULAI Kle Boumpwudad 8

Time (Weeks)
0 2 4 8 12 1|6 24 32 40 48
0 (‘\ " " M 1 " " M : " " M 1 " " " 1 " M " 1 " M " 1
_ | —@— Tofacitinib 5 mg BID (N=133)
W -05 !
= i —(O— Placebo (N=136)
o '1 1 — 1,
§ —(— Placebo — Tofacitinib 5 mg BID (N=136)
ﬂ -1,5 A
=}
g 2
-
8 -25 1
E 2.9
R : |
l_ 1
=] 1
-3,5 - ! -3,6
1
4 4
Feza bl qgp, ey 132 132 129 127 124 121 112
5mg BID, N1
Placebo—Tofacitinib
SmgBiD. N1 133 132 133 132 131 129 127 126 112

DeodharA et al. Ann Rheum Dis. 202
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FACIF total scorel8'e Bd oy a o d

9,54

Y H{) 7,35

—@— Tofacitinib 5 mg BID (N=133)

—(O— Placebo (N=136)

—(O— Placebo — Tofacitinib 5 mg BID (N=138)

AFACIT-F Total Score, LS Mean (SE)

32 40 48
Week
Tofacitinib
5mg BID, N1 132 132 132 132 129 127 124 121 112
Placebo—Tofacitinib
5mg BID, N1 133 133 133 132 131 129 127 126 111

DeodharA et al. Ann Rheum Dis. 202
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mm Tofacitinib 5 mg twice daily —— Placebo + Censored
(@) Total score: improvement > 6 points (b) Experience domain: improvement = 3 points (c) Impact domain: improvement > 4 points
1.0 1.0 1.0
5 ] & % 4
3 o 4 &
2 08 - 2 08 - 2 08 -
g 2 @
h 4 4 ) g k] 5
%4 "y & 1 & 06 5 06 T 06
(; 1 J < + 2 3 ¥
- 3 3 3
t 1" ’ n 1 1 — AY 1 ‘E-: 0.4 = § 0.4 - :9': 04 -
h q + ) k) k)
- - ! ' 2 e £
1 w h h r é 02 = % 0.2 = g 0.2 -
. a o a
(16 ¥ 1 + ~ >h 4 hyp : : :
e , . s COOrrrTrrrrTrT T T T T T T T T T TrT T T T T T T T T T T O-rrrrrrTrTr T T T T T T T T
h h 3 El 01234567 8 910111213141516 0123456789 10111213141516 01234567 8 910111213141516
0
Week Week Week
\ ‘ — A4
+ A h B /\ —_ /\ =i Tofacitinib 5 mg twice daily mem Placebo
- N (d) Total score (e) Experience domain (f) Impact domain
- . >
w hi 16 - 16 16 .
. N 3-5 : :
- N - 14 - 14 - ' 14 1
o« ' L
AV4 \ N~ = ' '
2y 124 23 124 e ; 29 124 '
> AR 1Y AYFACIF | & | . .
- » 2 10+ ' 23 10 : 2% 104 H
- = ' == 1 <8 ]
o) - @ = ;‘_) =
total score 3 . = - e o g
= ' p ' = '
8% 61 ' &3 6 ' §= 64 '
= ' Be ' 2T
£ 4- : 25 .- : 23 4 :
1 L) 1 L}
21 : 27 ‘ 24 '
' ' .
0 ) ] T B Y | |l P 0 T T T T T T T 0 T T T T T T T
0 1 2 3 4 5 6 7 8 910 0 1 2 3 4 5 6 7 8 9 10 0 1 2 3 4 5 6 7 8 90
Improvement event threshold Improvement event threshold Improvement event threshold

Gossed. et alRheumatolTher 2025
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of fatigue was relieved of fatigue was relieved of fatigue was relieved
through reduced through reduced morning through reduced
4 . . o . N\ morning stiffness stiffness and back pain back pain
C [ TOFQ@ _ A . K B g 2
- TS 800/0 > w _* ' CQ Tofacitinib (vs placebo) | Tofacitinib (vs placebo) @ Tofacitinib (vs placebo)
T L, A" Y € h SO h]h 0
- . ‘I _ . N _ 1 - . 1 @) N
AN TSN - :
. - ) . ) A _ Less ﬁ
Less morning morning “*ﬁ Less
stiffness stiffness Less back pain
back pain
S 5 S
Less fatigue Less fatigue Less fatigue

KristenserLE et alRheumatolTher 2023
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Spydergrams of SF-36v2 Domains from Baseline to Week 16 and Week 48

Age- and sex-
matched norms
Tofacitinib

H 5mg BID

Placebo

Mental health
Combined
baseline values

Role-emotional

*k
Social functioning

**P<0.01
*P<0.001

Week 16

*%
Physical functioning
100
a0
80
70

40
30
20
10

~/
/

Vitality

*%
Role-physical

Fedek

Bodily pain

*k %k
General health

Age- and sex-
matched norms
Tofacitinib

| 5 mg BID

Placebo— Tofacitinib
5mg BID

Combined
baseline values

Mental health

Role-emotional

Social functioning

Week 48

Physical functioning
100
90
80
70
60
20
40
30
20
10

a
o

Vitality

Navarre/ 2 Y LY eyal. RMD Open. 202:

Role-physical

Bodily pain

General health
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cBodopuada

Time (Weeks)
2 4 8 12 16 24 32 40 48

—@— Tofacitinib 5 mg BID (N=133)
—(O— Placebo (N=1386)
—(O— Placebo — Tofacitinib 5 mg BID (N=136)

1
%]
1

ABASFI, LS Mean (SE)
=

[\
)
L

3

Tofacitinib
5 mg BID, N1 132 132 132 132 129 127 124 121 113

Placebo—Tofacitinib
5 mg BID, N1 133 133 133 132 131 129 127 126 113

DeodharA et al. Ann Rheum Dis. 202



Tofacitinlbo ATTO T E A€ O @ T NWE MY @

v 0 oo aol T PROg167e [(3.)0

Q(\\”(\ary en dl)o,;7 y

ASAS20 ASAS40 LS mean LS mean Improvementin
response response gASDAS rp back pain FACIT-F total score
(LS mean )
10.39 6.54
0 ..
13% 1 1.0
29% 11.36 &
3.12
56% 41%
12.6
P OO . 0vdflateboa POO . 0Oveflateboa POO . Oveateboa P OO . 0veflateboa POO . Ovefa8eboa

' Tofacitinib 5 mg BID . Placebo
DeodharA et al. Ann Rheum Dis. 2021
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Up to Week 16 Up to Week 48

(double-blind phase) (double-blind and open-label phases)
Patients with events, n (%) TOfaCit(iEi:l:%Tg sib TOfaCit(iEi: 3'.53;“9 sib
AEs 73 (54.9) 70 (51.5) 103 (77.4) 93 (68.4)
SAEs? 2(1.5) 1(0.7) 7(5.3) 2(1.5)
Severe AEsP 2(1.5) 0 6 (4.5) 0
Discontinued study drug due to AEs 3(2.3) 1(0.7) 8(6.0) 3(2.2)
Reduced dose or temporarily discontinued study drug due to AEs 9(6.8) 5(3.7) 18 (13.5) 13 (9.6)
Deaths 0 0 0 0

Data are from the week 48 final analysis.

aSAEs were defined as any untoward medical occurrence at any dose that was: life-threatening; resulted in hospitalisation, prolongation of existing hospitalisation, persistent or significant disability/incapacity,
congenital anomaly/birth defect or death; or was considered to be an important medical event.

binvestigators used the adjectives mild, moderate or severe to describe the maximum intensity of the AE. Severe AEs were defined as those that interfered significantly with the patient’s usual function.
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TofacitnibAoc @ a A e—2@w xADT EpPEC AE

AEs occurring in 25% of any treatment group (dgiribmze;h:e) (double-bli:dpetlgdv:s:rtlggel phases)

Patients with events, n (%) TOfaCit(iﬂi:: :?3')“9 SID Tofacit(izil:;js;ng SID

AEs 73 (54.9) 70 (51.5) 103 (77.4) 93 (68.4)
Upper respiratory tract infection 14 (10.5) 10 (7.4) 21 (15.8) 18 (13.2)
Nasopharyngitis 9(6.8) 10 (7.4) 11 (8.3) 17 (12.5)
Diarrhoea 6 (4.5) 5(3.7) 10 (7.5) 8(5.9)
Arthralgia 1(0.8) 8(5.9) 2(1.5) 9 (6.6)
Alanine aminotransferase increased 4(3.0) 1(0.7) 8(6.0) 2(1.5)
Protein urine present 5(3.8) 2(1.5) 8(6.0) 4(2.9)
Headache 2(1.5) 3(2.2) 5(3.8) 7(5.1)
Abdominal pain upper 0 4(2.9) 2(1.5) 7(5.1)
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TofacitinbbAoc @ G A e—IEG WA X TAED | K € C

Up to Week 16 Up to Week 48
(double-blind phase) (double-blind and open-label phases)
Tofacitinib 5 mg BID Placebo Tofacitinib 5 mg BID | Placebo = Tofacitinib 5 mg BID

Patients with events, n (%) (N=133) (N=13¢6) (N=133) (N=136}
IBD 0 0 0 0
Uveitis 1(0.8) 3(2.2) ‘ 2(1.5) 4(2.9)

(; S <! vor h > “ B A8 h i ™ *wh""h™“a 7 hl fthaAs ¥ ’ * 1 h
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TofacitnibAoc @ a A e—-IAEE AX 61 KOU €

Up to Week 16 Up to Week 48
(double-blind phase) (double-blind and open-label phases)
. . Tofacitinib 5 mg BID Tofacitinib 5 mg BID
0
Patients with events, n (%) (N=133) (N=133)
AEs 73 (54.9) 70 (51.5) 103 (77.4) 93 (68.4)
Serious infections 1(0.8)? 0 1(0.8)? 0
Herpes zoster (serious and non-serious) 0 0 3(2.3)P 2(1.5)P
Hepatic events® 1(0.8)¢ 0 3(2.3)¢ 0
aMeningitis; did not meet opportunistic infection adjudication criteria. dTwo sequential AST or ALT 23xULN; unrelated DILI; patient did not meet criteria for potential Hy's law or
bAll cases were non-serious definite Hy’s law.
cAdjudicated events ¢One patient had two sequential AST or ALT 23xULN, which was unrelated DILI; one patient had AST or
ALT =25xULN, which was unlikely DILI; one patient had cholecystitis and recurrence of gallstones, which
was unrelated DILI. None of these patients met the criteria for potential Hy’'s law nor definite Hy's law.
There were no reported cases of:
- Malignancies, including non-melanoma skin cancer (NMSC) - Gastrointestinal (Gl) perforation
» Major adverse cardiac events (MACE) * Drug-induced liver injury (DILI)
« Thromboembolic events, including deep vein thrombosis (DVT), » Opportunistic infections
pulmonary embolism (PE), or arterial thromboembolism (ATE) + Interstitial lung disease (ILD)

DeodharA et al. Ann Rheum Dis. 202



AveETL BOUNT € C

KAl VI KA

Lymphomal/
6 - . .
. Malignancy lympho- pro . . . Serious . . Gl

55 - (excl. NMSC)a liferative NMSC VIE ATE infection ol HZ__ TB perforationa
; disorders=

5 -
4.5

4 _ w

i 3.6

3.5 f 33

3 |

2.7

2.5 7

2] L.s
1.5 | T J

- o I l1.0 -

107
05 18043 I | 0.2 0.0 01 01 g1
°l0.0703 TR s IR S

O T T T T T T T T T T T T T T T T T T T 1

IR events/100 PY (95% CI) for RA I1SS1:2

safety events of interest All tofacitinib dosesc-f o4 =

(N=7964, 23,497 PY) ' e

1. Burmester GR, et al. RMD Open. 2021;7:e001595. 2. Mease P, et al. Ann Rheum Dis. 202t4934Meodhar A, et al. ARRheum Dis. 2022;81(S1):3395.
4. Sandborn WJ, et al. J Crohns Colitis. 2023;1g3%38and supplementary appendix.



Mpo@i A kKapdol ayy e Oral Swvweillarc

Koal OoTOa KAl v KTofactipio v p a p

100 ~ —
N 16 . HxXASCVD:= (or HXxCAD® for AS)
Q 146
?_’ ____________
c ; igh risk
@ 12.3 | (220%)
= 4 i No HxASCVDa2
g B 105 i Intermediate risk | (or no HxCAD®P for AS),
= (27.5% to <20%) | categorised by
e o 10-year risk of MACE
S 40 - | 76.6 Borderline risk per ASCVD-PCE risk
= | 618 | (25% to <7.5%) | calculator
o) 13.6 | 53.9 ' |
Q o0 | g g Low risk
O | i (<5%)
o 21.0 —
0 T |
N=1455 N=3530 N=456 N=316
RA ORAL Surveillance? RA P123LTE2 PsAS AS4
Tofacitinib Tofacitinib Tofacitinib Tofacitinib
5mg BID 5mg BID 5mg BID amg BID

Chates-Sthoeman C, et al. Ann Rheun Dis. 2023
Dougadas M, et al. Ann Rheun Dis. 2023

Kristensen LE, et al. Ther Adv Musauloslelet Dis. 2023
DeodharA et al. Ann Rheum Dis. 2021



JAKPOToO LV € pyooarool TOE A € O AT I KO
K €

T
PAOPUAKOULD UTO TIPOAY UOT I e

n=31,846 treatment courses Drug sutvival
Real world data from registries of 19 countries

= ABA == TNFi == IL-6| =~ JAKi
Adjusted(CDAblow|disease: activity: atrdl2-months -

75-

70-
= B65-
% &0 - 0.75
§ 45 - 3
T 40- -g
E 35- 2.0,50
< 30- g
e 25- c
% 20- @
E s \
8 10- 0.251
§ 5
g o

gt 0.001

Time(years)

Lauper K et al. AnRheumDis 2022



Coleman C. Et al.ManagCare Pharm. 2012
Anderson G &anetoR., CNS Drugs . 2015



y

-

Vn>i 7 <" WA hzZy-
V N AN TofacitiniblOmgx 2/* > w “|SASS

I 3 t‘
V- C L T ENMTX LT

SDAg CRP1, BASEI1

N~

<" <t .
? 'mn ) > .
"t e T Kb
V Tofacitinibllmgk ' > w "™ ' gy

- 9[ WIb¥% [¥&7 <’ . ph’h¢ 32025 ° ¢ Y N



t _l h o) _K‘A”

w

Tofacitinib Wysi & Broscie8udus
B v B> Bh S A L6 thh

bJ

nof) ind BAkeh'ths R

{LISFTSNRA 2LIAYAZY
Deodhar A, et al. Ann Rheum Dis. 2022
Sandborn WJ, et al. J Crohns Colitis. 2023







