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AlTia TTpocEAeLONC:
» XAMnAR ocgualyia
»  PpAeyHovadeg TTOOTLTIO ( TTPWIVE Sdvokapwia > 1 wpa)

p  aTTo 2eTiAC TTEPITTOL

KAIvikn e€Etaon:

» Xwpic TEPIPEPIKN apBpiTiba
» Faber test: (+) AP

» ‘Hma evaicbnoia oe TTEAPATa QU@

» SchoberTest: 10— 14cm

» AfpUA: OK , OPOAANUOGC: OK, EVTEQO: OK




1N emiokewn (12/2023)

EEEtaon ekhoyngeee

» AKTIVOypa®ia lepoAayoviwy ( ferguson)

XwPIC TTaBOAOYIKA ELENUATA
Ymroyia okAnpuvong AE;



» AIQyvwon Epyaciac:

MOavn ImovévAoapOpitiSa

o€ VEAPO avTpa pe (+) OIKOYEVEIAKO ICTOPIKO Yia ITTA
BASDAI 5,9 BASFI 1

» Obnyiec — CLOTACEIG

1. Arogpuyn MIAQD (10TOPIKO YyaoTpoppayiacg)
2. MRl iepoAayoviav (STIR)

3. EpyaocTtnpiakog EAeyxoc

(Baoikoc eAeyxocg, beikTec (pheypovng, HLA — B27,

quantiferon, HbsAg, AntiHbc, AnfiHbs, AntiHCV, AkTivoypadpia Bwmpakog)
4. ALECH ETTAVEKTIUNON



2" etmiokewn ( 01/2024)

» EpyaoTnpIaKOG EAEYXOG

TKE: 20mm/h CRP: 8 (<émg/dl)

Hgb: 13,5 g/dl Hct: 41 % MCV: 71 fl MCH: 24 pg

HLA B27: (+)

Quantiferon: (-)

AntiHbs (+) HbsAg (-) AntiHBc(-) Anti HCV (-)
AKTIVOYPAPIa OwPaKOG: XWEIC TTABOAOYIKA evpNUATA

» MRIigpoAayoviwyv (STIR) 3T : eikova iepoAayovitibac AP




AlIQYV®OoN €pyaciac

» rrmovévAoapBpomrabeia (ZTTA) MH akTivoAoyIKa etTiReRalwpévn
» ¢cvOeoimba AP
> XWPEIC eEDAPOPIKEC EKOENAWOTEIC

ANKYLOSING
| SPONDYLITIS

Axial SpA ( AXSpA)




OePATTEVTIKI ETTIAOYN;

ASAS-EULAR recommendations for the management
of axial spondyloarthritis: 2022 update
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OePATTEVTIKI ETTIAOYN;

AeSOUEVA VIO OLYKEKPDIUEVO AOBEVN

» Amopuyn MIAD (I0TOPIKO YOAOTOOPPAYIAG...)

» BioAoyikn Bepameia (Bdmard) — screening apvnTiko yia AavBavouvoa TB
evepyo/TmaAia HBV, HCV

» JoulnTnon pE aoBevn




OePATTELTIKN ETTIAOYN

‘Evapén jak avacToAéa. TATL;;;;

» POSs aywyn ( KOALTEPN CLUPOPPWON aocBevn)) )
ATTOTEAECUATIKOTNTA

» HAH Ko\ euteipia ammo tnv PevpaTtoeldn apbpitiéa 4 taxeia évapén Spdaong

AOPAAEIC O€ ETTIAEYUEVEC TTEQITITAWOEIC AOOEVV

TTOIOC jak AVAOTOAEQC;



Jak avaoToA&IC
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Pos aywyn

[owTa ATTOTEAECUATA ATTO a0BeveiC o€ PA

O’Shea JJ, et al. Immunity. 2012; 36: 542-50; Okada Y, et al. Ann Rheum Dis. 2019; 78: 446-453; Brown MA, et al. Best Pract Res Clin Rheumatol.
2017; 31: 763-776; Capon F. Int J Mol Sci. 2017; 18(12). pii: E2526
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269 patients
Tofacitinib( N=133) vs placebo (N=134)
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Tofacitinib og AX;

Table 2 Efficacy of tofacitinib 5mg two times per day versus placebo at week 16: type | error-controlled primary and secondary endpointst

Tofacitinib 5 mg two times per day (N=133) Placebo (N=136) p value
Global type | emor-controlled endpoints at week 16, tested in the sequence below
ASAS20 response,t n (%) 75 (56.4) 40 (29.4) <0.0001***§
ASASA0 response, n (%) 54 (40.6) 17 (12.5) <0.0001***§
AASDAS, Y LSM (SE) (N1) ~1.36 (0.07) (129) —0.39 (0.07) (131) <0.0001***§
AhsCRP (mgidL), 1 LSM (SE) (N1) —1.05 (0.10) (129) —0.09 (0.10) (131) <0.0001***§
AASQoL,** LSM (SE) (N1) 4.03 (0.40) (129) 2.01 (0.41) (130) 0.0001***§
ASF-36v2 PCS score,** LSM (SE) (N1) 6.69 (0.59) (129) 3.14 (0.59) (130) <0.0001***§
ABASMIY LSM (SE) (N1) —0.63 (0.06) (129) —0.11 {0.08) (131) <0.0001***§
AFACIT-F total score. Y LSM (SE) (N1) 6.54 (0.80) (129) 3.12 (0.79) {131) 0.0008***§
Type | error-controlled AASAS components at week 16985 tested in the sequence below
APEGA (MRS 0-10), LSM (SE) (N1) —2.47 (0.20) (129) —0.91 (0.20) (131) <0.0001***t1
ATotal back pain (NRS 0-10), LSM (SE) (N1) —-2.57 (0.19) (129) -0.96 (0.19) (131) <0.0001***11
ABASFI (NRS 0-10), LSM (SE) (N1) —=2.05 (0.17) (129) -0.82 (0.17) (131) <0.0001***11
AMorning stiffness (inflammation, NRS 0-10),++ LSM (SE) (N1) 2,69 (0.19) (129) 0.97 (0.19) (131) <0,0001***11
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Table 4 Summary of safety up to week 16 and up to week 48

Up to week 16
(double-blind phase)

Up to week 48

(double-blind and open-label phases)

Tofacltinib Tofacltinib Placebo— tofaditini
5 mg two times per day Placebo 5mq two times per day 5mg two times per d
Patlents with events, n (%) (N=133) (N=136) (N=133) (N=136)
AEs 73 (54.9) 70 (51.5) 103 (77.4) 93 (68.4)
SAEs* 2(1.5) 1(0.7) T7(5.3) 2(1.5)
Severe AEsT 2 (1.5) 0 b (4.5) 0 |
Discontinued study drug due to AEs 3(23) 1(0.7) B (6.0) 3(2.2)
Reduced dose or temporarily discontinued study drug due to AEs 9 (6.8) (37 18(13.5) 13 (9.6)
Deaths 0 0 0 0
Most common AEs by preferred term (5% of any treatment group)
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) 2 (5.9) 2(1.5) 9 (6.6)
ALT increased 4(3.0) 1(0.7) 8 (6.0) 2(1.3)
Protein urine present 5(3.8) 2(1.5) 2 (6.0) 42.9)
Headache 2(1.5) 32.2) 5(3.8) 1(5.0)
Abdominal pain upper 0 4(2.9) 2(1.5) 7{5.1)

AESls

Hepatic eventst
DILK
HZ (serious and non-serious)
Opportunistic infections$
Serious infections
ILD$
Laboratory values meeting protocol criteria for monitoringt
Haemoglobin drop >20 g/L below baseline
Platelet count <100x10°L

Serum creatinine increase >50% or increase 0.5 mafdL over the average of screening
and baseline values

Creatine kinase >5xULN
Laboratory values meeting protocol criteria for discontinuation of study druggs
Two sequential AST or ALT elevations >5:xULN

1(0.8)%
0

0

0

1 (0.8)tt

L= — B — I — |

1(0.8)
1{08)

6 (4.4)
4 (2.9)
1(0.7)

1(0.7)

3Em
0
3@y
0

1 (0.8t
0

7(3)
323

0

4(3.0)

0
2{15)
2(15)

205
0

0

0

10 (7.4)
53.7)
1(0.7)
122)

110.7)




Tofacitinib og AX;

» H In Toxaiommoinuevn, SITTAG TOPAN, paonc 3, placebo-controlled peAetn o€ acBeveic ue ENEPTO AXL:

Tofacitinib 5 mg S 1x2 nuepnoiwg vs placebo

* YTATIOTIKO LYNAOTEQN ATTOTEAECUATIKOTNTA TNV week 16
« ME TPHIOPH kai AIATHPHXIMH KAIVIKA ) QvTATTOKQION

« XQPIX MPOBAHMA YTHN AYDAAEIA ¢ kal Tnv week 48
(end of study treatment)
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AKTIVOAOYIKN BeATicoon (1)

Rheumatology 2018}57:1390-1399

doi:10.1093/rh tology/key104
R_H E U M-ATO LO GY Advance A{I}DESS public:ir;: 2;QA);‘:|rile;U1B

Original article
» DACNG 2 TOXAIOTIOINUEVN MEAETN, N = 207 AL aoBeveig,

Tofacitinib is associated with attainment of the OXI LT BDMARD ( HOvO MIAD)
minimally important reduction in axial magnetic > Mehern MRI (week0, week12)

. . . . - . » 1:1:1:1 totofacifinib2, 511 10 mgx2 gdayn
resonance imaging inflammation in ankylosing olacebo
spondylitis patients > Aidpkeia 12 REOPGSES

Walter P. Maksymowych', Désirée van der Heijde?, Xenofon Baraliakos®,
Atul Deodhar?, Sarah P. Sherlock®, David Li°, Dona Fleishaker’, Thijs Hendrikx®
and Keith S. Kanik”
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AKTIVOAOYIKN BEATICOON

Fic. 1 Proportion of patients achieving the MIC at week 12
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AKTIVOAOYIKN BeATIdoN ( 2 )

I Rheumatol Ther (2023)]10:1001-1020 ®

Check for

https://doi.org/10.1007/s40744-023-00564-y updates

ORIGINAL RESEARCH

Tofacitinib Reduces Spinal Inflammation in Vertebral
Bodies and Posterolateral Elements in Ankylosing
Spondylitis: Results from a Phase 2 Trial

Mikkel @stergaard () - Joseph Wu - Lara Fallon - Sarah P. Sherlock - . ' ;
Post hoc analysis TNC TToonyoLuEVNG YEAETNG

Cunshan Wang - Dona Fleishaker (& - Keith S. Kanik - ET[CIVEKTiUI’]O‘I’] MRI| acBevedy amo 2 OKTIVO)\(')YOL)Q
Walter P. Maksymowych OLUPWVA UE TO
Canada-Denmark (CANDEN) MRI scoring system

Assessment of inflammatory and structural changes in
all spinal areas that can be affected in AS




Change from baseline to week 12, LS mean (SE)

Change from baseline to week 12, LS mean (SE)

B Tofacitinib 5 mg BID (N7 = 46) I Tofacitinib 10 mg BID (N7 = 47) [ Pooled tofacitinib 5 and 10 mg BID (N7 =93) M Placebo (N1 = 44)
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[J Inflammation resolved

] Inflammation persistent

[ Inflammation newly developed

@ Inflammation absent
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MRI
BaoikO gpyaAeio Siayvwonc AL
YTTOKEIUEVIKN N avAyvwon MRI

Ev TTOOKEINEV@

YYMODONIA KAl 2 AKTINOAOTQN
Tofacitinib > placebo

Q¢ Mpo¢ Heidon pAeypovng o€ MRI

Me 10 CANDEN score
( TTIO AVAALTIKO CLYKPEITIKA
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NeoTepa dedopeva via tfofacitinib oe AL

Chang and Wang BMC Rheumatology BMC Rheumatol ogy

https://doi.org/10.1186/541927-024-00373

The efficacy of tofacitinib combined 2| 15 AL aoBeveic
) , . Le DYNAR evepyOTNTA VOOOUL
with bDMARDs in the treatment of ankylosing
spondylitis patients with inadequate response Bdmard + fofa
to bDMARDs: a retrospective study rA 12 BAOMAAEX

Jie Chang' and Gang Wang""



Bdmard + tofacitinib

EMAOIH AL©OENQN

4y ¥

Table 1 Baseline information of patients. ETN: etanercept; ADA: adalimumab; INF: infliximab; SEC: secukinumab
Patient number Sex Age Baseline bDMARD Baseline ESR(mm/h) Baseline CRP(mg/L) Baseline BASDAI Baseline ASDAS-CRP

1 Female 31 ETN 25 133 420 313
2 Male 25 ETN 33 36.1 A4.60 372
3 Female 28 ADA 42 33.0 5.75 415
o Female 22 ADA 38 222 435 334
5 Male 21 INF 46 64.8 6.80 493
¢ Male 37 SEC 2/ 188 3.95 3.1/
7 Male 30 INF 19 106 4.05 283
8 Male 42 ETN 16 280 410 346
9 Male 28 INI 53 311 175 4.89
10 Female 33 SEC 44 202 3.25 291
11 Male 26 SEC 22 227 460 350
12 Male A4 ADA /6 56.4 115 499
13 Male 33 ADA 49 34.3 4.95 417
14 Male 23 ETN 111 449 710 479

15 Male 26 ADA 13 206 415 330




Bdmard+ tofactinib
ATTOTEAEZMATIKOTHTA




ESR(mm/h)

Bdmard+ tofactinib
ATTOTEAEZMATIKOTHTA




Bdmard+ tofactinib

ATTOTEAELMATIKOTHTA + AXDAAEIA

Table 2 Changes of BASDAI, ASDAS-CRP, ESR and CRP

BASDAI

ASDAS-CRP

ESR(mm/h)

CRP(mg/L)

All patients

Etanercept
group

Infliximab
group

Adalimum-
ab group

Secukinum-
ab group

Baseline

Week 4

Week 8

Week 12

P(week 4, 8, 12 vs. Baseline)
Baseline

Week 4

Week 8

Week 12

P(week 4, 8, 12 vs. Baseline)
Baseline

Week 4

Week 8

Week 12

P(week 4, 8, 12 vs. Baseline)
Baseline

Week 4

Week 8

Week 12

P(week 4, 8, 12 vs. Baseline)
Baseline

Week 4

Week 8

Week 12

P(week 4, 8, 12 vs. Baseline)

51141.42(325~7.75)

1.2810.70(0.20~255)
<0.001
5.00+142(4.10~7.10)

1.30+0.77(0.90~245)
0.007
6.2041.92(4.05~7.75)

1.9540.56(1.45~255)
0.021
527+122(415~715)

1.25+0.60(060~1.75)
<0.001
3.93+0.68(3.25~4.60)

065+048(020~1.15)
0.002

3824147(283~4.99)

147 £048(0./5 ~2.44)
<0.001
378+072(313~479)

1.41+052(099~2.10)
0.002
42241.20(2.83~4.93)

1.63+0.70(1.14~2.44)
0.032
3.99+0.70(3.30~4.99)

1.67+033(1.25~2.11)
<0.001
3.19+030(2.91~3.50)

1.04+027(0.75~1.28)
<0.001

4493 £2320019~111)
31.27+£1391(15~64)
1833+9.79(2 ~33)
14.27 £1007(5~48)
0.060, <0.001, <0.001
53.75+39.14(25~111)
3/700+2005(09~64)
18.75+9.36(5~26)
21.75+1758(11~48)
04/5,0.133,0.186
39.33+17.95(19~53)
2333+850(15~32)
18.00+8.89(11~28)
9.004£1.73(8~11)
0235,0.139, 0,098
49.60+1527(38~76)
38,00+ 10.20(24 ~48)
2540+7.16(14~33)
1540+ 2.88(12~20)
0.196,0.012, 0.001
31.00+11.53(22~44)
2033+4.16(17 ~25)
633+4.04(2~10)
767+231(5~9)
0.206, 0.025, 0.026

3047 £1530010.6~64.8)
19.69+10.86(58~46.3)
11.89+6.42(1.7~22.3)
4991+ 3.69(05~13.0)
0.034, <0.001, <0.001
3058+1343(13.3~449)
1560+810(/.9~255)
11.00+945(3.1~22.3)
405+3.03(1.0~6.8)
0.105,0.054, 0.008
3550427.37(10.6~64.8)
27.70+2045(58~46.3)
11.40+843(1.7~17.0)
520+ 6.80(05~13.0)
0.713,0219,0.136
3330+1431(20.6~56.4)
21.00+790(15.5~34.4)
1512+241(121~187)
7.04+2.39(4.8~10.8)
0.131,0.023,0.004
2057+198(188~22.7)
14.97 +4.03(11.8~195)
820+4.80(33~129)
260+1.66(0.7~3.8)
0.097,0.015, <0.001

Itic 12 BSoudadec: ( ovvdvaoTikn Bsparrsia)
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Efficacy of tofacitinib on enthesitis in

patients with active psoriatic arthritis: analysis
of pooled data from two phase 3 studies

Philip J. Mease'”, Ana-Maria Orbai?, Oliver FitzGerald®, Mohamed Bedaiwi*, Dona L. Fleishaker®,
Rajiv Mundayat®, Pamela Young” and Philip S. Helliwell®

post hoc analysis ( Opal Broaden, Opal beyond)
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Fig. 2 Change from baseline in LEI/SPARCC (patients with LEl > 0/SPARCC = 0 at baseline). *Indi
does not overlap with the 959% Cl for placebo. "Lach site was assessed bilaterally, and results eye .
daily; Cl, confidence interval; LEL Leeds Enthesitis Index; M, month; N, total number of patien Tofacitinib >>> p|OC€bO

or number of affected sites at baseline; SPARCC, Spondyloarthritis Research Consortium of Ca WG TTPOCG AOO N evBleo iTI6CI§
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Copyright © 2017 Massachusetts Medical Society.

Tofacitinib or Adalimumab versus Placebo
for Psoriatic Arthritis

P. Mease, S. Hall, O. FitzGerald, D. van der Heijde, J.F. Merola, F. Avila-Zapata,
D. Cieslak, D. Graham, C. Wang, S. Menon, T. Hendrikx, and K.S. Kanik

OPAL Broaden



611 Patlents were assessed for el igibllity

= 180 Were excluded
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Amrotuxia oe TobA 1 DMARD
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422 Underwent randemization
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52 Were assigred to receive
placeiza, with switck
to tofackinib, 5 mg twice daily

53 Were assigned to receive
plecebo, with switch
to tofacitinib, 10 mg twice daily

107 Were assigned to receive
wfacitinib, § mg twice daily

104 Were assigned to receive
tofacitinib, 10 mg twice dally

106 Were assigred to receive
adalimumab, 0 mg subcu-
tanecusly once every 2 wk

8 (15%) Discontinued

11 (1086} Discontinued

B (8% Discortinued
1 (1%) Had Insufficlent

12 {11%) Discontinued
1 {15) Did not meet

, 10 (19%) Discortinued 1[1%8) D not mest critaria
ldﬁ% E::m. Micient 2 (4%} Withdrew criteria 3 E;%T:::ft ot 2 (1%) Had Insufficient
{ A Z (4%} Had adverse Z [2%) Withdrew 1o flla response
I :ﬁﬁ'{:ﬁh dr | svant | | 6 (6%) Had adverse 3 (%) Hid 1 (156) Was lost
2 .:45-5.% Had sdverse 3 (6%) Had protocol event LE“ vame to follow-up
el vialation 1 [1%6) Had protocol 1 (1%) Had protocol 3 (3%€) Withd rew
1{2%) Had other 3 {6%) Had other violation it 4 (45¢) Had adverse
. nr{ | ® reason 1 (1%) Had other 1F13'5? Iﬂ:ld ather evert
= reason b 1 {15%) Had cther
reason
L ] ]

44 (B5%) Completad the study

43 (B1%) Completed the study

G4 (80%) Completed the study

86 (92%) Cormpleted the study

94 [B9%) Completed the gtudy

Figure 1. Screening, Randomization, and Follow.up of the Patients.
A total of five patients in the pooled placebo group, six in the 5-mg tofacitinib group, one in the 10-mg tofacitinib greup, and four in the adalimumab group discontinued the trial in
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F D" Amico, TL Parigi et al

Table 1. Efficacy data on tofacitinib in patients with ulcerative colitis. I Y oo
= ; 2019, Vol. 12: 1-10
Study Population Primary endpoint

DOI: 10.1177/

Phase |l trial, Clinical response at 8weeks 1756284819848631
Sandborn et al.!® TFB 0.5mg b.i.d. (31 pts] 32% [p = 0.39)

TFB 3maq b.i.d. (33 pts] 48% [p = 0.55]

TFB 10mg b.i.d. (33 pts) 61% [p = 0.10)

TFB 15mg b.i.d. (49 pts) 78% [p < 0.001)

PBO (48 pts) 42%
OCTAVE 1" Remission at 8weeks

TFB 10mg b.i.d. (476 pts) 18.5% (p = 0.007)

PBO (122 pts) 8.2%
OCTAVE 2" Remission at 8weeks

TFB 10mg b.i.d. (429 pts) 16.6% (p < 0.001)

PBO (112 pts) 3.6%
OCTAVE Sustain' Remission al 52weeks

TFB 5mg b.i.d. (198 pts) 34.3% [p < 0.001)

TFB 10mg b.i.d. (197 pts) 40.6% [p < 0.001)

PBO (198 pts] 11.1%
Real-world experience, Clinical response at Clinical remission
Weisshof et al.® TFB 5/10mg b.i.d (58 pts) 8weeks at Bweeks «

36% 33%

TFB, tofacitinib; PBO, placebo; b.i.d., twice daily; pts, patients.
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Table 2. Safety data on tofacitinib in patients with ulcerative colitis.

OCTAVE 1" OCTAVE 2" OCTAVE Sustain™
AEs, PBO TFB PBO TFB PBO TFB 5mg TFB 10mg
n (%) (h=122) (n=476]) [(n=112) [(n=1429) [(n=198) b.id.(n=198] b.id.[(n=198)
Pts with 73 269 59 232 149 143 156
AEs (59.8%) (56.5%) (52.7 %) (54.1%) (75.3%) (72.2%) (79.6%)
Pts with 5 (4.1%) 16 (3.4%) 9 (8.0%) 18 (4.2%) 131(6.6%) 10(5.1%) 11 (5.6%])

SAEs

AEs, adverse events; SAEs, severe adverse events; PBO, placebo; TFB, tofacitinib; b.i.d., twice daily; Pts, patients.

D'Amico et al, Ther Adv Gastroenterol 2019
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Table 3.| Tofacitinib dose adjustments in special conditions.l

Condition Value Recommendation

Low absolute ALC = 750 Maintain

lymphocyte ALC 500-750 Reduce to 5mg twice daily
count (ALC) ALC < 500 Discontinue

Low absolute ANC = 1000 Maintain

neutrophil count  ANC 500-1000 Reduce to 5mg twice daily
[ANC] ANC < 500

Low hemoglobin
value

Hepatic
impairment

Renal
impairment

Decrease = 2g/dl and Hb
= 9.0g/dl

Decrease > 2g/dl or Hb
< 8.0g/dl

Child Pugh A

Child Pugh B

Child Pugh C

Mild: Cr. clearance
50-80ml/min

Moderate: Cr. clearance
30-49 ml/min

Severe: Cr. clearance <
30ml/min

Discontinue ‘

Maintain
Interrupt until Hb normalizes

No dose adjustment

Reduce to 5mg once daily if 5 mg twice daily is the

indicated dose in the absence of hepatic impairment
Reduce to b mg twice daily if 10 mg twice daily is the
indicated dose in the absence of hepatic impairment

Contraindicated

No dose adjustment

No dose adjustment

Reduce to 5 mg once daily when the indicated dose in the

presence of normal renal function is 5mg twice daily

Reduce to 5mg twice daily when the indicated dose in the
presence of normal renal function is 10mg twice daily
Patients with severe renal impairment should remain on a

reduced dose even after hemodialysis

@

p

D’'Amico et al, Ther Adv Gastroenterol 2019
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Table 4. Tofacitinib dose adjustments in case of drug co-administration.

Co-administered drug Recommendation

Ketoconazol [CYP3A inhibitor] Reduce tofacitinib dose”

Fluconazol (CYP3A and CYP2C19 inhibitor) Reduce tofacitinib dose’

Rifampicin [CYP inducer) May decrease efficac H Xpr']o'r] tofacitinib

yia TNV Beparreia

Methotrexate No dose adjustmg - :

_ _ EAK®SoLG KoAiTidag
facrolimus Combined use gival pIa vEQ BePATTELTIKN
Cyclosporine Combined use s OTPATNYIKN

Co-administration of tofacitinib did not have an effect on the pharmacokinetics of ora¥ KaI augavel Tnv moavoTnTa
levonorgestrel and ethinyl estradiol, in healthy female volunteers AVTIMETWTTIONG TNG

*Tofacitinib dose should be reduced to 5mg twice daily in patients receiving 10mg twice daily and reduced 19
daily in patients receiving 5 mg twice daily.

D’'Amico et al, Ther Adv Gastroenterol 2019
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Upadacitinib:

1. o OAO TO DACa TNC AXSPA
DOPETIKOLC TTANBLOPOLE ACBEVWV

Placebo-Controlled Efficacy SELECT-AXIS 2 Study 2°

. 1

' SELECT-AXIS 1 . and Safety of Upadacitinib

' Through One Year in Patients
With Non-Radiographic
Axial Spondyloarthritis

SELECT-AXIS 2

Upadacitinib

SELECT-AXIS 1

Upadacitinib
bDMARD-IR AS nr-axSpA

bDMARD-naive As -
' Patients .

-, R ( bDMARD—nawe and bDMARD-IR)

* UPA 15 mg QD for 104 weeks = UPA 15 mg QD for 104 weeks

* PBO for 14 weeks followed by
UPA 15 mg QD for 90 weeks

* UPA15mg QD for 10'11r weeks

* PBO for 14 weeks follr,:-wed by
UPA 15 mg QD for 90 weeks

' PBO for 52 weeks followed by

Treatment arms
' UPA 15 mg QD for 52 weeks

420 314

Sample size, N 187
ASASA0 at Week 14 J ASAS40 at Week 14 J

Primary endpoint ASAS40 at Week 14 J

: AS ankylosing spondylitis; ASAS40, 240% improvement in Assessment of SpﬁndvIUArthrms
1. van der Heude D. et al. Lancet 2019:394(10214):2108-21 17.

, =
....................................................................................................................................................................................................

: Interﬂahanaﬂ -Society anspd, -ax-la#spondvlaarthn—trs— b Iah:»logw -BMARD; Ellséas-e—mc-d-lﬁﬂng anti
2_van der Heiide et al. Ann Rheum Dis 2022;81(11):1515-1523
3. Deodhar A, etal. Lancet 2022;400:369-379.

.
......

inflammatory drug; PBO, placebo; QD, once daily; UPA, upadacitinib.



Upadacitinib

AtTavinon otnv 141 Réoucada

o _ _ _ ) ENITEY=H
Significantly more patients achieved multiple stringent EAEMXOY THE
disease activity targets with UPA versus PBO at Week 14 (NRI) NOZOY

ASASA0 BASDAISO ASDAS ID ASDAS LDA
100 - Primary endpaint 100 - 100 100 -
arBeEvELy ooBEVELL
mETUxaV ASASA0 pE méTuyay BASDAISO
80 1 LIPA ve placeba, thy 80 1 e UPA vs placebo, 80 1 801
. epfopaba 14 . v epSopdba 14 | .
m - [lili] m - ['llll] 'H:I m 1 Iilill
-_‘1.252'3'5- 45,0 A0 |— 42,0 __1,_2.53.5_ ...... 42,0
40 - ! 40 - ) 40 - 40
& & & &
23,0 22,0 [**]
20 - 20 - 20 A% —14.0 2 { 180
5.0
o - o L o | RS o _L
ASAS40 BASDAISD ASDAS 1D ASDAS LDA
B PEO(|n=157] LIPA 15 mg (il (n=1546]
Cuscechard, . st sl Lancel
Comperisons s=d| umsdfer muitiplcty: [#0] oo, [#999%] peoo0ol for LS vuPBO. 4585, fansmument of Spondyicérthe e Db ra on sl Socmy 2022400 H0-1T70

ASASAD, D40% improwersan inAssssareant of Spondyl ofrth it intemeticne | Soc ety AS0AS, An byl owin g S pondyl His Disee s Activity Score; scSs#, aniel s pondyloerthr ki
O inetivmd s ; LO& low disssas activiy; e, non-radicgraphic HEL renraperder impuistion; PEQ, placebs; PR, partislreminnicn OO, once deily; UPA, upsdscitinie
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Taxeia evapeén Spaonc

UPA significantly improved signs and symptoms (ASAS40)
through Week 14 with a rapid onset of effect (NRI) vs PBO

Upadacitinib showed onset of effect in ASAS4A0 as early as Week 2 (nominal p=0.05)
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Statistically significant improvement in multiple types of pain with UPA vs PBO:
change from BL in total and nocturnal back pain at Week 14 (MMRM)

. BEATIOIZIH TOY .
Total back pain, 010 NRS NoNOY MNocturnal back pain, 0—10 NRS
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- o -
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Kaho mpodih aohareiac pe UPA v 14" efbopabda
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‘ Meta-Analysis ‘) Arthritis Rheumat0|.|2024 Mayl?ﬁ{S}:?[M—?M. doi: 10.1002/art.42788.
Epub 2024 Apr 13.
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