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O TTOAAQ TTPOCWTTA TNS PAEYMOVNG OTIC AXSpa/PsA

Uve'itis Peripheral arthritis Dactylitis Enthesitis
4-10% 25-50% 20-25 % 5% 25-30%

(40% HLA-B27)

>90% 35-50% >70-98% 44-80% 15-48% 16-50%

1. Ritchlin et al. N Engl J Med. 2017;376(21):2095-2096; 2. Ogdie et al. Ann Rheum Dis. 2019;78(suppl2): A922; 3. Mease et al. RMD Open. 2019;5(1):e000867; 4. Ritchlin et al. Ann Rheum Dis. 2009;68(9):1387-1394; 5.. Kaeley et al. Semin Arthritis Rheum. 2018;48(2):263-273; 6. Williamson et
al. Rheumatology (Oxford). 2004;43(6):790-794. 7. Baraliakos X, et al. Clin Exp Rheumatol 2015;33(Suppl. 93):531-5; 8. de Winter JJ, et al. Arthritis Res Ther 2018;18:196; 9. Kaeley GS, et al. Semin Arthritis Rheum 2018;48:263-73; 10. Sieper, J. and et al, 2017. Axial spondyloarthritis. The Lancet,
390(10089), pp.73-84
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Subclinical gut inflammation in
axSpA is associated with?4;

* Male sex

» High disease activity2

* Restricted spinal mobilityb

» Younger age

» Early disease onset

» Radiographic sacroiliitis

» Bone marrow oedema of the SlJs¢

~50% subclinical gut inflammation

Peripheral SpA

Figure adapted from Gracey E, et al. 2020.1

aAssessed by the Bath Ankylosing Spondylitis Disease Activity Index.2 PMeasured by the Bath Ankylosing Spondylitis Metrology Index.2 cMeasured by MRI; data show correlation between chronic gut inflammation and bone marrow oedema of SIJs.4
axSpA, axial spondyloarthritis; IBD, inflammatory bowel disease; MRI, magnetic resonance imaging; SIJ, sacroiliac joint; SpA, spondyloarthritis.

1. Gracey E, et al. Nat Rev Rheumatol. 2020;16:415-433. 2. Fragoulis G, et al. World J Gastroenterol. 2019;25:2162-2176. 3. Van Praet L, et al. Ann Rheum Dis. 2013;72:414-417. 4. Van Praet L, et al. Ann Rheum Dis. 2014;73:1186-1189.
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To KAIvVIkKO TTpoypappa Tou Tofacitinib otnv WA

DMARD-IR TNFi-IR OLE

OPAL BROADEN OPAL BEYOND OPAL BALANCE

Study OPAL Broaden! OPAL Beyond? OPAL Balance?

(N) (N=422) (N=395) (N=686)

Duration 12 months | 6 months | 36 months |
Background csDMARD | csDMARD | csDMARD |
treatment

Tofacitinib

treatment Second-line Third-line Long-term treatment
position

1. Mease et al. N Engl ) Med 2017;377:1537-50.
2. Gladman et al. N Engl J Med 2017;377:1525-36;
3. Nash P, et al. Presented at ACR 2017; poster 620.



BeATiwon oToug OciKTEG eveEPYOTNTAS TNG PSA KaI OTIG avagpopesg acBevwy (PROs)
TNV £OouGda 12
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C)O
ACR20

AASDASgp

OPAL Broadent?

-0.39

33%
22%
50%

P<0.05 tofacitinib vs placebo?

-1.36 ¥

OPAL Beyond?
50% with tofacitinib 5 mg BID
vs 24% on placebo, P<0.0012

P<0.0001 vs placebo?

Trials should not be compared owing to differences in trial design, populations, and methodology.

Graphs adapted from Mease P, et al. 2017.1
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AHAQ-DI

OPAL Broaden!

-0.18

-0.35 _0.38

P=0.01 tofacitinib vs placebo2

OPAL Beyond?
—0.39 with tofacitinib 5 mg BID
vs —0.14 on placebo, P<0.0012

' Tofacitinib 5 mg BID

@ Adalimumab 40 mg SC Q2w

LS mean A
back pain

Improvement in
FACIT-F total score
(LS mean A)

6.54

3.12

—-2.6

P=<0.0001 vs placebo? P<0.0008 vs placebo?

‘ Placebo

OPAL Broaden population at baseline and Month 3: placebo (n=105), tofacitinib (n=107), adalimumab (n=106)!; OPAL Beyond population at baseline: placebo (n=131), tofacitinib (n=131).2

aUnadjusted P values. The result was significant at a P value of 0.05 or less according to the prespecified step-down testing procedure for global type | error control.1.2 PPrespecified in the original study protocols; hierarchical testing failed at the LEI endpoint in OPAL
Broaden and at the PASI75 endpoint in OPAL Beyond.12 cResults were assessed among patients who had a baseline score >0.1.2
A, change from baseline; ACR20, 220% improvement in American College of Rheumatology score; BID, twice daily; HAQ-DI, Health Assessment Questionnaire Disability Index; LEI, Leeds Enthesitis Index; NS, not significant; OPAL, Oral Psoriatic Arthritis trial;
PASI75, 75% improvement in Psoriasis Area and Severity Index; PsA, psoriatic arthritis; Q2W, every 2 weeks; SC, subcutaneous.

1. Mease P, et al. N Engl J Med. 2017;377:1537-1550 and supplementary appendix. 2. Gladman D, et al. N Engl J Med. 2017;377:1525-1536 and supplementary appendix.



ACR20 response, % (SE)

Taxeia BEATIWON ONMUEIWYV KAl CUUTTTWHATWY TNV ELOOMAdA 2, TTOU
olatnpnOnke otov pRva 12 yia to Tofacitinib vs. Placebo

(ACR20 response, co-primary endpoint)

-@- Placebo + csDMARD —@- Tofacitinib 5 mg BID + csDMARD - -@- - Placebo to Tofacitinib 5 mg BID + csDMARD -@- Adalimumab 40 mg Q2W + csDMARD
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OPAL Broaden was not designed to demonstrate noninferiority or superiority of tofacitinib to adalimumab

Trials should not be compared owing to differences in trial design, populations, and methodology.
Figures adapted from Mease P, et al. 2017 (left) and Gladman D, et al. 20172 (right).

OPAL Broaden population at baseline and Month 3: placebo (n=105), tofacitinib (n=107), adalimumab (n=106).1 OPAL Beyond population at baseline: placebo (n=131), tofacitinib (n=131).2

*P<0.05 tofacitinib vs placebo, **P<0.01 tofacitinib vs placebo, ***P<0.001 tofacitinib vs placebo.
; BID, twice daily; csDMARD, conventional synthetic disease-modifying antirheumatic drug; OPAL, Oral Psoriatic Arthritis trial; Q2W, every 2 weeks; SE, standard error.

1. Mease P, et al. N Engl J Med. 2017;377:1537-1550. 2. Gladman D, et al. N Engl J Med. 2017;377:1525-1536.
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PASI75 RR Up to Month 12

Response Rate, % (SE)
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Tofacitinib-evBeoitida/SakTuAitida
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OPAL Beyond?
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Enibpaon tou Tofacitinib otov utoAeutopevo novo oe aoBeveic pe RA/PsA
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Figure 2 Patient’s Assessment of Arthritis Pain in patients with an abrogation of inflammation® after 3 months of therapy:

Dougados et al. RMD Open 2022;8:e002478.
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Patients with PsA initiating tofacitinib Proportion of patients who received first
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Table 1. Baseline characreristics of 87 patients with refractory PsA of clinical practice and the standard TOF

The Journal of Rheumatology 2021;48:1552-8

doi:10.3899/jrheum.201204
First Release June 15 2021

A National Multicenter Study of the First 87 Patients in

Clinical Practice

The Journal of
-h Rheumatology

Treatment With Tofacitinib in Refractory Psoriatic Arthritis:

Eva Galindez-Agirregoikoa’ ©, Diana Pricm*Pcﬁai'_@,]usé Luis Martin-Varillas’, Beatriz Joven*®,

therapy arm (5 mg/12 h) of the OPAL Beyond clinical rrial.

Clinical Practice, n = 7 RCT*, n=131 r
Baseline demographics
Age, yrs, mean + SD 528+ 114 49.5+ 123 0.047
Sex, M/F, n (%) 59/28 (67.8/32.2) 67/64(51.1/48.9) 0.02
Disease characteristics

PsA duration, yrs, mean £+ 5D 123+93 96+76 0.02
HAQ-DE, mean + 5D 14+ 0.7 (n=26) 1.3+£0.7 0.51
Swollen joint count, mean + 5D 57+58 12.1 + 10.6 < 0.001
Tender joint count, mean + 5D B0+ 6.6 20,5+ 130 < 0.001
Enrhesiis, n (%)" 28 (32.2) 83 (63) < 0.001
Dacrylitis, n (%) 16 (18.4) 66 (50) < 0.001
PASI score, median [IQR]? 5.0 [1-14] 7.6 [0.6=32.2] -
Elevated CRP, n (%) 55 (63.2) 85 (65) 0.002
Oral glucocorticoid use, n (%) 44 (50.6) 37 (28.0) 0.001
Concomirant csDMARD, n (%) 48(55.2) 131(100) < 0.001

Methorrexare 30(34.4) 98 (75) -

Leflunomide 15(17.2) 12 (9] -

Sulfasalazine 6(6.9) 21(16) -

Orher 0{0) 2(2) -
Previous use of anti-TNF-g, mean + S§D 24+ 14 1.7+ 1.0 < 0.001
Previous use of other non=ant-TNF-a

biologics, n (%) 68 (78.2) 11(8) < 0.001
TOF monotherapy, n (%) 39 (44.8) 0(0) < 0.001

A

DAS28-ESR
8 60
&

7 50
: 40
4 30
? . - 20
2

|t 0
1
0 0

Baseline 1M &M

*P < 0.01 vs baseline (Wilcoxon signed-rank test)

DAPSA

*

T .

L T

Baseline 1M &M

Figure 1. Improvement in disease activity indexes in 87 patients with refractory psoriaric arthritis following rofacitinib therapy.
(A) Disease Activity Score in 28 joints based on erythrocyre sedimentation rate (IDAS2Z8-ESR). (B) Discase Acriviry in Psoriaric

Arthriris Score (DAPSA). Bars represent median values wich 95% CIL



Table 1 continued

References Publication Type of study Design® Number Efficacy outcomes by tofacitinib
of
patients
Maksymowych ~ Manuscript  Post hoc analysis 16-week phase I RCT in AS 164 About onc-third of patients experienced significant reductions in axial MRI
ct al. [29] inflammation ar weck 12

Almost three times more achicving minimally important change (SPARCC) in
MRI inflammation than with placcho

Galindez et al.  Abstract Primary study Multicenter, clinical practice 87 Paticnts showed| improvement in PASI, DAS28, DAPSA| and laboratory tests at
[49] months 1, &, and 12

Korotaeva er al.  Abstract Primary study Single-center, clinical practice 41 Significant|improvements at 3 and 6 months in activity indexes and PROs|
[33] including BASDAIL DAPSA. PrGA

Chamurlieva Abstract Primary study Single-center, clinical practice 41 The presence of enthesitis, PASI, and nail psoriasis at bascline has a negative
ct al. [54] impact on minimal discasc activity at month 6

Gubar er al. Absrract Primary study Single-center, clinical practice 40 Grearter cfficacy in reducing active MRI sacroiliitis and decreasing activity of
[53] axial involvement (BASDAIL ASDAS)

Loginova et al.  Abstract Primary stuc[:.-' Singlc-ccntcr. clinical practice 41 Similar cﬁ;caq-' to adalimumab for ax:hicving minimal discase a;ctivit:,’.-"law
[56] activity/remission, according ro DAPSA

Gubar et al. Abstract Primary stuc[:.-' Singlc-ccntcr. clinical practice 40 High cﬂ"icac'}-' for rcducing sacroiliitis inflammartion and dact:,'litis at month 6
[57] comparcd with bascling

Ungprasert Manuscript  Systematic review 18 RCTs in AS 2971 Tofacitinib was not different to older TNFi, secukinumab, certolizumab for
ct al. [25] and mcta-analysis achieving ASAS20

Gladman er al.  Abstract Systematic review 25 RCTs NI Similar cl:ﬁx:aq-' of tofacitinib 5 and 10 versus many bDMARDSs and aprcmilast
[33] and mcta-analysis for the improvement of ACR20 and DHAQ-DI

Pham et al. Manuscript  Systematic review 26 RCTs 5808 Faster time untl onset of action compan:d to apn:milast, methotrexate, and
[40] and meta-analysis ustckinumab for ACR20

Song ct al. [43] Manuscript  Bayesian network 8 RCTs 3086 Tofacitinib 10 mg showed a highest efficacy (SUCRA ACR20 0.785)

mctara.nal:,'sis

Gratacos Masmitjia et al.Adv Ther. 2021 Feb;38(2):868-8
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Tofacitinib vs. Placebo otnv Az (16 €B6.)

H xopriynon Tofacitinib BeAtiwoe onuavtika toucg deiktec evepyotntog otic 16 eBdopadec

77% Xwplc mponyoupevn Anyn bDMARD
23% un avtanokplon oe bDMARD

100 -
90 A Primary endpoint Secondary endpoints

80 - (week 16) (week 16)

70 -
60 -
50 -
40 A
30 -
20 -
10 A

% %k %

k %k %k

40,6 38,9

% Responders

* %k

6,8
" BN

ASAS20 ASAS40 ASDAS (CRP) LDA ASDAS (CRP) ID

" Placebo (N=136) [ TOFA 5 mg BID (N=133)

**p<0.01 _

ASAS20, 20% improvement in Assessment in Ankylosing Spondylitis response criteria; BID, twice a day; Adapted from:
bMARD, biologic disease-modifying antirheumatic drug; CRP, c-reactive protein; ID, inactive disease (<1.3); IR, . ] i '
inadequate response; LDA, low disease activity (<2.1); TOFA, tofacitinib; TNFi, tumor necrosis factor inhibitor. 1. Deodhar A, et al. Ann Rheum Dis. 2021; 80(8):1004-1013.



TOFA Study

= Toayxeio evapén 6paonc
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ASAS40 response rate, % (SE)

AASDAS, LSM (SE)
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Tofacitinib 5 mg BID, N1

Placebo *tofacitinib 5 mg BID, N1

Deodhar A, et al. Ann Rheum Dis. 2021; 80(8):1004-1013.
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LS Mean ABASMI? at Week 16 and by Visit Up to Week 48

.003 -0,06 .0.03 0.02 O~ Tofacitinib 5 mg BID (N=133) A Placebo (N=136) A Placebo = Tofacitinib 5 mg BID (N=136)b
R L e LRI LT i
0,1 - é % -0,11
0 BL mean (SD): Tofacitinib: 4.5 (1.7) | Placebo: 4.4 (1.8)
Y, T |
w03 - @ |
L 1 -0,38
E 0,4 1 -0,25 é :
a -0,5 - *kk é § I -0,52 -0,55 -0,54
- -0,39 0.4 ! % .
'O 6 - -y,
E ’ * k% -0,49 é
g -0,7 A *k % s ' 063 % (}
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-0,9 - 1
1
-1 T T T T T T T T 1
0 2 4 8 12 16 24 32 40 48
Time (weeks)
Ni= 132 132 131 132 129 126 124 116 100
O @
A ni= 132 133 133 132 A 131 129 127 117 103

Data up to Week 16 are from the Week 16 analysis: data cutoff 19 December 2019; data snapshot 29 January 2020. Data for Weeks 24-48 are from the Week 48 final analysis. ***P<0.001 for comparing
tofacitinib 5 mg BID vs placebo. tP<0.05 for comparing tofacitinib 5 mg BID vs placebo, according to the prespecified step-down testing procedure for global type | error control. 2Mixed model for repeated
measures included fixed effects of treatment group, visit, treatment-group-by-visit interaction, stratification factor (0DMARD treatment history: bDMARD naive vs TNFi-IR or prior bDMARD use without IR)
derived from the clinical database, stratification-factor-by-visit interaction, BL value, and BL-value-by-visit interaction. The model used a common unstructured variance-covariance matrix, without imputation for
missing values. Two separate models were used. In the analyses of results through the first 16 weeks, the data cutoff of 19 December 2019 was used; the results through Week 16 are from this model. In the
analyses of the results through Week 48 (including all post-BL data through Week 48), the Week 48 final data were used; the results from Week 24 through Week 48 are from this model. ®Patients receiving
placebo advanced to tofacitinib 5 mg BID at Week 16 (dashed line). A=change from BL; BASMI=Bath Ankylosing Spondylitis Metrology Index; bDMARD=biologic disease-modifying antirheumatic drug; BID=twice
daily; BL=baseline; IR=inadequate response or intolerance; LS=least squares; LSM=least squares mean; N=number of patients in full analysis set; N1=number of patients with observation at visit; SE=standard error;
TNFi=tumor necrosis factor inhibitor.

Deodhar A, et al. Ann Rheum Dis. 2021;0:1-10. doi:10.1136/annrheumdis-2020-219601.
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Amorning stiffness
(inflammation), LSM (SE)

ATotal back pain, LSM (SE)

LS Mean ATotal Back Pain? at Week 16 and by Visit Up to Week 48
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Deodhar A, et al. Ann Rheum Dis. 2021;0:1-10. doi:10.1136/annrheumdis-2020-219601



AFACIT-F total score, LSM (SE)

TOFA Study

Y nUavtikn BeAtiwon otouc deiktec molotnTac (Wig
KOl 0TNV TTapaywylkotnta

A Week 16

Prwsical functionng

100+

P N
A

Mental health — _~ 70

— \"-\_\ Role-physical

Time (weeks)

Tofacitinib 5mg BID, N1~ 132 132 132 132 129 127 124 121 112 N1 -
Placebo “tofacitinb 5 mg BID,N1 133 133 133 132 131 129 127 126 111 N »t"
Vitasty
B Age- and sex-matched norms
B Placebo
Table 1 Continued
Baseline, mean (SD) [N1]
(range) Week 16, LS mean A (SE) [N1] Week 48, LS mean A (SE) [N1]
Tofacitinib Tofacitinib Tofacitinib Placebo— tofacitinib
5mg twice daily Placebo 5mg twice daily Placebo 5mg twice daily 5mg twice daily
PRO (N=133) (N=136) (N=133) (N=136) (N=133) (N=136)
EQ-VAS (0-100 mm)™" 46.9 (18.6) (10.0-95.0) 47.4 (21.9) [135] (5.0-985.0)  13.0 (1.84)"* [128] 2.89 (1.84)[130] 20.64 (1.88)[112] 18.00 (1.86) [111]
Work productivity
WPAIT

Activity impairment, %
Absenteeism (work time missed), %

Presenteeism (impairment while
working), %

Overall work impairment, %

56.5 (23.4) (0-90)
9.9 (22.4) [81] (0-100)
48.4 (26.3) [79] (0-100)

50.8 (27.4) [79] (0-100)

56.0 (21.4) (0-100)
11.5 (24.6) [88] (0-100)

49.6 (22.2) [85] (0-90)

53.5 (23.1) [85] (0-100)

~19.03 (1.97) [129]
-3.65 (2.66) [74]
~19.83 (2.27)™ [71]

—21.49 (2.51)™ [71]

-5.63 (1.97) [131]
0.88 (2.62) [81]
-6.94 (2.30) [77]

~7.64 (2.56) [76]

—27.37 (2.34)* [112]
-8.10 (2.14) [61]
-25.35 (2.77) [58]

-19.77 (2.31) [112]
-5.79 (2.05) [70]
—-23.00 (2.66) [70]

-27.63(3.01)[58]  -23.22 (2.90) [69]

Deodhar A, et al. Ann Rheum Dis. 2021; 80(8):1004-

3y Bodily pain
J

_~ General health
*** p<0.001

" p<0.N

B Tofacitinib 5 mg BID
@ Combined baseline values



» ITOTLOTIKA ONUAVTLKN uTtoxwpnon tng ofsiac dAeypovic

oTNV 2Z KoL OTLG LEPOAAYOVLEC aPOPWOELC PETA o 16

eBdouadec aywyng pe Tofacitinib (vs. PBO)

O

LS mean (SE) change from baseling
SPARCC Sl joint score
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Iwice daily
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Van der Heijde. Ann Rheum Dis. 2017;76:1340-1347
Ostergaard et al. Rheumatol Ther. 2023 Aug;10(4):1001-1020
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Aedopéva Tofacitinib otnv eAKkwdN KoAiTida (RCTs)

A Remission
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Figure 1. Primary and Key Secondary End Points.
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Sandborn W et al.N Engl ) Med 2017;376:1723-36



Real world dedopéva Tofacitinib otnv eAKwWON KOAITIOA
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. 75
- i ; %o 1
g & 60%: 579 0% B Remission
s WA _
EE 50| 40% 80% .
& -2 31% 3200 n=88 Corticosteroid-free remission
2 o o
i o 25 lﬁuél 70%
- B60% 1
0 &
Week 4 Week 8 Week 16 T 50% -
=
O Response (including remission) B Remission = 40% 4
30%
Figura 2. Short-term effectiveness of tofacitinib in ulcerative colitis [last-
observation-carried-forward method]. 20% 1
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Chaparro et al.Journal of Crohn's and Colitis, 2021, 35-42
Honap et al. Journal of Crohn's and Colitis, 2020, 1385-1393
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AEs oTta KAIVIKA TTpoypaupaTa Tou tofacitinib otnv RA, PsSA,
AS, kai UC

Malignancy lympho- a . . Serious a a Gl
(excl. NMSC)a proliferative NMSC VTE ATE infection Ol Hz B perforationa

disordersa

MACE?ab

*3.6
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}2 5 2.7

1.7 o

§o.4{ 0.1 0.1
0.3 0.0;0_3 | 0,1

Io.4 €0.410.3 0200 g 0101 0;1
NR T I!IIINRI;ISIIINRI

IR events/100 PY (95% CI) for RA ISS12 TR PsAISst2 B BEES: W ucisst
safety events of interest | All tofacitinib dosesc -3 All tofacitinib dosesc.df.g 3 All tofacitinib dosesfh ‘ | All tofacitinib dosesf.

(N=7964, 23,497 PY) o) (N=783, 2038 PY) Y (N=420) » (N=1157, 2581 PY)

The approved dose of XELJANZ (tofacitinib citrate) for RA, AS, and PsA is 5 mg BID, and for UC is 10 mg BID for induction and 5 mg BID for maintenance.* Figure adapted from Burmester GR, et al. 2021,* Mease P, et al. 2020,2 Deodhar A, et al. 2022,2 and Sandborn WJ, et al. 2023.4
aAdjudicated events.14 PMMACE is defined as a composite of any myocardial infarction, stroke, or cardiovascular death.13 ¢Drug exposures for RA and PsA were VTE: 24064.6 PY and 2098.4 PY, and ATE: 23957.1 PY and 2086.4 PY, respectively.2 dFinal data for the RA and PsA cohorts are from 18
April 2019 and 31 July 2019, respectively.1.* AESI, adverse event of special interest; AS, ankylosing spondylitis; ATE, arterial thromboembolism; BID, twice daily; Cl, confidence interval; Gl, gastrointestinal; HZ, herpes zoster; ISS, integrated safety summary; LTE, long-term extension; MACE, major
adverse cardiovascular event;

MR, modified release; NMSC, nonmelanoma skin cancer; NR, not reported; Ol, opportunistic infections; OLE, open-label extension; PsA, psoriatic arthritis; PY, patient-years; QD, once daily; RA, rheumatoid arthritis; TB, tuberculosis; UC, ulcerative colitis; VTE, venous thromboembolism.

1. Burmester GR, et al. RMD Open. 2021;7:e001595. 2. Mease P, et al. Ann Rheum Dis. 2020;79:1400-1413. 3. Deodhar A, et al. Ann Rheum Dis. 2022;81(S1):394-395. 4. Sandborn WJ, et al. J Crohns Colitis. 2023;17:338-351 and supplementary appendix.

5. XELJANZ (tofacitinib citrate) Summary of Product Characteristics. Pfizer Inc. March 2023. https://ec.europa.eu/health/documents/community-register/html/h1178.htm#mod_download (accessed May 9, 2023).



Tofacitinib otnv Ywpelaocikn ApBpitida

Agdopéva ac@aleiag

HZ 20BapEG AOIPWEEIG
A Tofacitinib dﬂsa_cfmpanmn cohort Observational ccimparison cohort a Tofacitinib dose-comparison cohort Observational comparison cohort
12 - ' 304 ! '
| c
N 10 42 251
5 23
= 8 22 20 Mapopolog
2 3 v8 A&l
E & %E . KLvOUVO(C VOO NAELAC
- 23 ’
L & ylo Aoipwén
S =R IE
= [= )]
E , 2.0 ==
1.5 s
$13 }”‘ $12 { ;na }1.:} 09 T12 ' LZ 5
0 Teld
&
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49 c?&" w"“ @
:\D
Mumber of
events 3 4 42 20 40 19 15 11 10 3 1 5 Number of
Total PY 153 150 3343 1303 3181 1257 1297 1,000 516 258 110 191 events 2 3 % M4 % 2 w B 7T 4 ‘ °
n 238 236 5075 2542 4617 2383 1934 1412 615 389 267 617 Total PY 154 150 2590 1066 2440 1023 1018 753 364 202 108 189

n 238 236 5075 2542 4617 2383 1934 1412 615 389 267 617

G. R. Burmester et al Springer 2020 doi.org/10.1007/s40264-020-00904-9



Tofacitinib otnv Ywpelaocikn ApBpitida

* Aedopéva ao@AAEING

Meilova Kapdiayyeiaka 2uupavra

a
All-tofacitinib comparison cohort Observational comparison cohort
A
4- : %
1
w I
: :
E 1 V4 V4
5 | Xwpig auénuévo
= 1
U L4 r
s ' «OfHa» KivOUvou
@ 1
& :
S 1
g :
l
Number of
events 3 17 4 17 4 7 4 3 3 0 0

Total PY 791 4468 1,591 4,183 1,520 1,724 1,343 638 328 151 23

n 783 5075 2,542 4,617 2,383 1934 1412 615 389 267 617

H eykekpipévn 66on tou tofacitinib otn Peupatoeldn apbpitida eival 5mg BID oe cuvduaoud pe MTX

In patients with active psoriatic arthritis (PsA), the safety
profile of tofacitinib was generally consistent with that of
other therapies in real-world settings.

Tofacitinib was associated with a higher risk for herpes
zoster than were most other PsA therapies.

No new risks were identified compared with those
already observed with tofacitinib treatment of rheuma-
toid arthritis.

G. R. Burmester et al Springer 2020 doi.org/10.1007/s40264-020-00904-9
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Patients with events, n (%)
AEs
SAEs
Severe AEs
Discontinued study drug due to AEs
Deaths
Most common AEs (>5% of any treatment group)
Upper respiratory tract infection
Nasopharyngitis
Diarrhea
ALT increased
Arthralgia
Headache

AEs of special interest
HZ (serious and non-serious)

Opportunistic infection®
Serious infections
ILD*

Malignancies (including NMSC)*
DVT, PE, or ATE#*

MACE*

Gl perforation*

Hepatic events?

FAdjudicated events; §Two sequential AST or ALT=3xULN; [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; **All cases were non-serious; 1tMeningitis, did not meet

opportunistic infection adjudication criteria.

AE, adverse event, ALT, alanine aminotransferase; BID, twice daily; DB, double-blind; DVT, deep vein thrombosis; Gl, gastro-intestinal; HZ, herpes zoster; ILD, Interstitial lung
disease; OL, open-label; ; MACE, major adverse cardiovascular event; NMSC, non-melanoma skin cancer; PBO, placebo; PsA, psoriatic arthritis; PE, pulmonary embolism; RA,

rheumatoid arthritis; SAE, serious adverse event; TOFA, tofacitinib

daAetac Tofacitinib otnv Az (48 €(36)

70 (51.5)
1(0.7)

1(0.7)

10 (7.4)
10 (7.4)
5(3.7)
1(0.7)
8(5.9)
3(2.2)

o O o o o O o o

o

Up to W16 (DB phase)

Tofacitinib 5 mg BID (N133 PBO - Tofacitinib 5 mg BID (N=136) Tofacitinib 5 mg BID (N=133)

73 (54.9)
2 (1.5)
2 (1.5)
3(2.3)

0

14 (10.5)
9(6.8)
6 (4.5)
4 (3.0)
1(0.8)
2 (1.5)

o

1 (0.8)f
0
0
0
0

0
1(0.8)8

Up to W48 (DB and OL phases)

93 (68.4) 103 (77.4)
2(1.5) 7(5.3)
0 6 (4.5)
3(2.2) 8 (6.0)
0 0
18 (13.2) 21 (15.8)
17 (12.5) 11 (8.3)
8 (12.5) 10 (7.5)
2(1.5) 8 (6.0)
9 (6.6) 2(1.5)
7 (5.1) 5(3.8)
2 (1.5)** 3 (2.3)*
0 0
0 1(0.8)ft
0 0
0 0
0 0
0 0
0 0
0 3(2.3)1

Deodhar A, et al. Ann Rheum Dis. 2021;annrheumdis-2020-219601.



Baseline CV risk profiles of patients in ORAL Surveillance

and RA (P123LTE), PsA, and AS clinical programmes

100 ~ ! !
. | |
S e .0
o 80 7 | |
= High risk
[ 5 12.3 | (220%)
T 60 - i 105 |
o : : . Intermediate risk
s i | (27.5% to <20%)
g 40 - 76.6 Borderline risk
= | : (25% to <7.5%)
S ! 618 1
) 13.6 i 53.9 | :
Q 90 - ! Low risk
3 e e (<5%)
o 21.0 | i

0 : '.
N=1455 N=3530 N=456 N=316
Tofacitinib Tofacitinib Tofacitinib Tofacitinib
> mg BID 5mg BID 5mg BID 5 mg BID

The approved dose of XELJANZ (tofacitinib citrate) for RA, AS, and PsA is 5 mg BID, and for UC is 10 mg BID for induction and 5 mg BID for maintenance.>
Figure adapted from Charles-Schoeman C, et al. 2023, Dougados M, et al. 2023,2 Kristensen LE, et al. 2023,3 and Deodhar A, et al. 2022.4

. HxASCVDa (or HXCAD® for AS)

No HXASCVDa

(or no HxCAD® for AS),
categorised by

10-year risk of MACE
per ASCVD-PCE risk
calculator

aHistory of ASCVD is defined as the composite history of CAD, cerebrovascular disease, or peripheral artery disease.* "CAD defined as having =1 of myocardial infarction, CHD, coronary artery procedure, or stable angina pectoris.*
AS, ankylosing spondylitis; ASCVD, atherosclerotic cardiovascular disease; BID, twice daily; CAD, coronary artery disease; CHD, coronary heart disease; CV, cardiovascular; Hx, history; MACE, major adverse cardiovascular event;

ORAL, Oral Rheumatoid Arthritis Trial; P123LTE, phase 1, 2, and 3 and long-term extension; PCE, pooled cohort equation; PsA, psoriatic arthritis; RA, rheumatoid arthritis; UC, ulcerative colitis.

1. Charles-Schoeman C, et al. Ann Rheum Dis. 2023;82:119-129. 2. Dougados M, et al. Ann Rheum Dis. 2023;82:575-577. 3. Kristensen LE, et al. Ther Adv Musculoskelet Dis. 2023;15:1-17. doi: 10.1177/1759720X221149965.
4. Deodhar A, et al. Ann Rheum Dis. 2022;81(S1):394-395. 5. XELJANZ (tofacitinib citrate) Summary of Product Characteristics. Pfizer Inc. March 2023. https://ec.europa.eu/health/documents/community-register/html/h1178.htm#mod_download

(accessed May 9, 2023).



8.

Ztnv peAétn ORAL, 60% aoBevwv PETPLO £WG
ooPapo kapdlayyelako kivéuvo (vs. 30% oTig
TOFA RCTs)

HAlklot 265 €Tn Kal KATVIOUO, aveEapTnToL
TIAPAYOVTEG KLVOUVOU = au§nuevn enimtwon
MACE kal veomAacLwv

Auénuévog kivbuvog yia MACE tou TOFA vs.
ADA/ETN, povo o aoBeveig e TPONYOUEVO
Lotoptko MACE

Yuykplolpocg kivbuvog petaéy tofacitinib vs.
ADA/ETN o€ opadeg xapunAou kKwduvou

Yuotaon EMA: should be used only if no
suitable treatment alternatives are available:
aged 65 years or above, increased risk of MACE
(such as heart attack or stroke), smokers
(current or past for a long time, increased risk
of cancer.

EULAR RA Recommendations 2022

If the treatment target is not achieved with the
first csDMARD strategy, when poor prognostic
factors are present, a bDMARD should be
added; JAK-inhibitors may be considered, but
pertinent risk factors® must be taken into
account.

ORAL SURVEILLANCE

Age 265 years

Tofacitinib (N=891) vs TNFi (N=462)

Malignancies
(excl NMSC)*

MACE*

Myocardial
infarction

VTE

All-cause
death

Age 265 years or Ever smoked (High-risk)

Age <65 years

Tofacitinib (N=2020) vs TNFi (N=989)

HR vs TNFi (95% CI)

A
Ho—
—o—

—0—

ST

-

T T
02505 1 2 4 8

Favors Favors
tofacitinib  TNFi

Tofacitinib (N=1895) vs TNFi (N=926)

Malignancies
(excl NMSC)*

MACE

Myocardial
infarction

VTE

All-cause
death

1.70 (1.00, 2.90)
1.36 (0.85, 2.17)

1.79 (0.99, 3.26)
1.10 (0.67, 1.79)

3.28 (0.97, 11.14)
1.22 (0.54, 2.76)

4.38 (1.32, 14.56)
1.87 (0.81, 4.29)

2.12(1.02, 4.41)
1.81(0.83, 3.94)

n (%)
55 (6.2%)
67 (3.3%)

46 (5.2%)
52 (2.6%)

18 (2.0%)
20 (1.0%)

24 (2.7%)
27 (1.3%)

35 (3.9%)
30 (1.5%)

IR (95% CI) PY
1.79(1.35,233) 30719
0.87(0.67,1.10) 77313
1.63(1.20,2.18) 2817.8
0.72(0.54, 0.94) 72205
063 (0.38, 1.00) 2837.7
0.28 (0.17,0.43) 72441
0.86 (0.55, 1.28) 2788.1
0.38 (0.25, 0.55) 7186.0
1.24(0.86, 1.72) 28266
0.42(0.28, 0.59) 72201

Age <65 years and Never smoked (Low-risk)

Tofacitinib (N=1016) vs TNFi (N=525)

HR vs TNFi (95% CI)

—

|
HHT%

«—H

—

02505 1 2 4 8
-+~
Favors Favors
tofacitinib  TNFi

1.55 (1.05, 2.30)
1.16 (0.53, 2.55)

1.41 (0.93, 2.15)
0.98 (0.42, 2.31)

1.92 (0.92, 4.00)
0.78 (0.13, 4.65)

& 5.19 (1.86, 14.46)

0.77 (0.28, 2.17)

2.24 (1.20, 4.19)
1.05 ( 0.36, 3.07)

n (%)
102 (5.4%)
20 (2.0%)

83 (4.4%)
15 (1.5%)

35 (1.8%)
3(0.3%)

42 (2.2%)
9 (0.9%)

55 (2.9%)
10 (1.0%)

IR (95% CI) PY
1.48(1.21,1.80) 6886.2
0.51(0.31,0.79) 3917.0
1.31(1.04, 1.62) 6340.8
0.41(0.23,0.67) 3697.5
0.55(0.38,0.76) 6369.8
0.08 (0.02,0.24) 3712.0
0.67 (0.48,0.90) 6307.4
0.25(0.11,0.47) 3666.7
0.86 (0.65,1.12) 6364.3
0.27 (0.13,0.50) 36824

Current smoker
Tofacitinib (N=813) vs TNFi (N=353)

Malignancies

(excl NMSC)t

MACE

Myocardial
infarction

All-cause
death

IR difference
vs TNFi (95% CI)

0.53 (0.09, 0.96)
0.07 (-0.30, 0.43)

0.38 (-0.06, 0.82)
-0.01 (-0.37, 0.34)

0.26 (0.00, 0.52)
-0.02 (-0.19, 0.15)

0.54 (0.30, 0.78)
-0.07 (-0.37, 0.23)

0.48 (0.17, 0.80)
0.01 (-0.27, 0.29)

Kristensen et al. Ann Rheum Dis. 2023. Mar 17;ard-2022-223715.
Charles-Schoeman et al. Arthritis Rheumatol.2021;73 (supp 10)
https://www.ema.europa.eu/en/news/meeting-highlights-pharmacovigilance-risk-assessment-committee-prac-24-27-october-2022
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Past smoker
Tofacitinib (N=611) vs TNFi (N=326)

HR vs TNFi (95% CI)

8

»
Favors Favors

tofacitinib  TNFi

Interaction NNH (PY)

p-value vs TNFi
190
0.114
1485
262
0.173
-8892
379
0.071
-4369
186
0.002
-1421
208
0.030
9898

1.62 (0.88, 3.00)
1.90 (1.00, 3.62)
1.03 (0.57, 1.84)

1.20 (0.65, 2.21)
2.17 (0.95, 4.96)
1.02 (0.56, 1.87)
1.55 (0.57, 4.16)
2.68(0.59, 12.22)
1.32 (0.41, 4.20)
5.08 (0.66, 39.07)
5.13(1.19, 22.02)
1.51 (0.64, 3.56)
1.55 (0.57, 4.17)

3.38 (1.18,9.71)
1.45 (0.65, 3.26)

10%
8%+
6%
4%
2%

n (%)
48 (5.9%)
41 (6.7%)
33 (2.2%)

39 (4.8%)
28 (4.6%)
31(2.1%)

18 (2.2%)
10 (1.6%)
10 (0.7%)

12 (1.5%)
19 (3.1%)
20 (1.3%)

18 (2.2%)
25 (4.1%)
22 (1.5%)

265 y/o or Ever Smoked

Never smoker

Tofacitinib (N=1487) vs TNFi (N=772)

IR (95% CI)
1.62(1.19, 2.15)
1.84 (1.32, 2.50)
0.59 (0.40, 0.83)

1.42 (1.01, 1.94)
1.37 (0.91, 1.98)
0.59 (0.40, 0.84)

0.65 (0.39, 1.03)
0.49 (0.23, 0.90)
0.19 (0.09, 0.35)

0.44 (0.22, 0.76)
0.94 (0.57, 1.47)
0.38 (0.23, 0.59)

0.65 (0.39, 1.03)
1.22(0.79, 1.81)
0.42 (0.26, 0.64)

N=2821

PY
2965.8
2226.0
5611.4

27440
20427
5251.7

2759.5
2050.0
5272.4

2757.3
20155
5201.3

2766.2
2043.8
5236.7

0%
0

<65 y/o and Never Smoked
N=1541

10% 1
8% A
6%
4% A
2% A

0% -
0

12 24 36 48 60 72

Months

Months

Smolen et al. Ann Rheum Dis. 2023 Jan;82(1):3-18

12 24 36 48 60 72
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Consider which domains are involved, patient preference, previous/concomitant

202 1 G RAPPA (ReCS) therapies; choice of therapy should address as many domains as possible

Group for Research and Assessment
of Psoriasis and Psoriatic Arthritis

(GRAPPA): updated treatment Peripheral fodal Enthesitis Dactylitis Psoriasis Nail 1BD Uveitis
recommendations for psoriatic
arthritis 2021

NSAIDs, physiotherapy, injections (GCs)* Topicals, procedurals*

Laura C. Coates®'=, Enrique R. Sariano’, Nadia Corp?, Heidi Bertheussen®,
Kristina Callis Duffin®, Cristiano B. Campanholo®, Jeffrey Chau®’, Lihi Eder®,
Daniel G. Fernandez-Avila®, Qliver FitzGerald '°, Amit Garg"', Dafna D. Gladman'?,

Nit Goel", Phil S. Hellwell, M. Elaine Husni", Deepak R Jadon> ', Armon Katz!", csDMARD, bDMARDs MTX, bDMARDs MTX, bDMARDs Phototx or bDMARDs TNFi (not TNFi (not
oo e Lt Domie) Movgsoreaia s P 1 Momsaor Donle orSulivan’ bDMARDs (TNFi,  (TNFi, (TNFi, IL-12/23i,  (TNFi, IL-12/23i, csDMARDs, (TNFi,IL-12/23i,  ETN), ETN),
Alexis Ogdie’, Wendy Olsder”’, Penelope Esther Palominos?®, Lori Schick?, IL-12/23i, IL-17i, IL-17i) or IL-17i, IL-23i, IL-17i, IL-23i, bDMARDs (TNFi, IL-17i, IL-23i) IL-12/23i, ciclosporin,
Sy et e WG 4 i IL-23i, CTLA#-Ig),  JAKi CTLA#Ig)LJAKI,  CTLAGIg)JAKI,  IL-12/23iIL-17i,  or PDEA: IL23i,JAKI,  MTX

JAKIi, or PDE4i or PDE4i or PDE4i IL-23i), JAKi or MTX

NATURE REVIEWS | RHEUMATOLOGY PDE4i

Switch bDMARD Switch Switch bDMARD  Switch bDMARD Switch bDMARD  Switch bDMARD

(TNFi, IL-12/23i, bDMARD (TNFi, IL-12/23i,  (TNFi, IL-12/23i, (TNFi, IL-12/23i, (TNFi, IL-12/23i,

IL-17i, IL-23i, (TNFi, IL-17i, IL-23i, IL-17i, IL-23i, IL-17i, IL-23i), IL-17i, IL-23i) or

CTLA4-1g). JAKI, IL-17i) CTLA4-Ig), JAKi, CTLA4-Ig). JAKi, JAKi or PDE4i PDE4i

or PDE4i or JAKi or PDE4i or PDE4i

. J

Comorbidities and associated conditions may

impact choice of therapy and/or guide monitoring

Coates LC, et al. ) Rheumatol. 2022 Jun;49(6 Suppl 1):52-54. doi: l

10.3899/jrheum.211331. Epub 2022 Mar 15. Treat, periodically re-evaluate treatment
goals and modify therapy as required

Tofacitinib is only recommended for RA, PsA, UC, AS, JIA J




ASAS-EULAR RECOMMENDATIONS FOR THE
MANAGEMENT OF AXIAL SPONDYLOARTHRITIS (2022 UPDATE)

eular

\ u Awsesserwant of
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Ramiro S, et al. Ann Rheum Dis 2022;0:1-16. doi:10.1136/ard-2022-223296 1



YUUIEpaoLaTA

* OL agovikeg omovouhoapBpitideg xapaktnpifovtal amod eva eupy GAcHa apOPLTIKWY Kot
e¢wapOpLkwyv eKONAWOEWV TTOU UOLPALOVTAL KOWVOUG TIBOYEVETIKOUG LNXAVLOMOUG Kol
UITOPEL VOl artoTEAOUV KOLVO BEPATTEVTLIKO GTO)O.

* To Tofacitinib €xeL MAELOTPOMO OVOCOTPOTIOTIOLNTLKY 6pAOn, avaoTteEAlovTog AUeEca N
EUHEOQ_ TIOAEG KUTTOPOKIVEG TIOU KOATEXOUV KEVTPLKO POAO otnv maboyevela Twv
omtovduloapBptidbwv

* Me Baon 6edopeva 10-etiag armo tugatonpmuéveq KAWVIKEG LEAETEG Kal TNV KaBnuepvA
KALVLKI] T[pOLKTLKIg, to Tofacitinib emdelkvuel UPNAO OELKTN AMOTEAEOUATIKOTNTAG OTNV
EEA‘;'LA(‘DCSSF]ATU)V EKTWV €vepyoTNTAC QAN KOl TWV CUMMTWHOTWY o0& aobevelc pe

sA/AXSp

* To Tofacitinib exeL moAu kKaAo podik aoPaAelag, cUYKPLOLHO UE AUTO GAAwY BlodoyiKwy
napayovtwv. Ewval anapattntn n agoAoynon tou Kapdlayyelakou Kwvduvou, Lolattepa
o€ a00€eVELC VW TWV 65 ETWV PE LOKPOXPOVLO LOTOPLKO KATIVIGHOTOC

* Jupdwva pE TIC avoBswpnuévec ouotaoelc tng EULAR kat tng GRAPPA yuwa tnv
avTlpeTwriton ¢ AxSpA kat tng PsA, ot JAKis pmopetl va eival n 1" emdoyn oto 2°
Beparmeutiko BApa, peta anod amnotuytd oe M2ZAD (AS) R oupPatikad DMARDs (PsA)
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