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Achievement of Treatment Targets

INTRODUCTION METHODS

* The co-primary endpoints were: i) proportion of patients receiving upadacitinio who achieved DAS28(CRP)

» Upadacitinib, an oral selective JAK inhibitor,! has « UPHOLD (NCT04497597) is an international, observational cohort study of upadacitinib-naive adults with remission (< 2.6) at 6 months and, of those, ii) proportion who maintained remission (or had a < 0.6-point increase in
an d M ai nte nance Of Res onse demonstrated efficacy with an acceptable safety profile moderate-to-severe RA who received upadacitinib 15 mg, with the decision to initiate upadacitinib made by their DAS28[CRP]) at 12 months (Figure 1)
p In patients with moderate-to-severe RA in the SELECT treating physician prior to and independent of study enrolment » The co-primary endpoints were analysed by modified nonresponder imputation (mNRI; discontinuations for any reason
= g m - = = = clinical trials®”  Data are reported between October 16, 2020 (first patient enrolled) and May 15, 2024 (last patient last visit) before prespecified timepoints were treated as nonresponders) and as observed (AO; in patients with nonmissing data)
Wlth U pad aCItI NI b N Patle nts Wlth » However, real-world data on the long-term effectiveness _ _ in modified full analysis set (MFAS)1 and mFASZ, respectively
and safety of upadacitinib in patients with RA are limited Figure 1. UPHOLD Study Design - mFAS1: all patients within the full analysis set (FAS; all patients receiving = 1 upadacitinib dose) who completed
M Od e rate _to _S eve re Rh e u m ato i d - Such data are important for clinical decision-making, 6 months of treatment and had DAS28(CRP) data available, and those who discontinued the study before 6 months
as patient characteristics may differ between clinical Study population: Co-primary endpoint 1: Co-primary endpoint 2: - mFASZ2: all patients achieving DAS28(CRP) remission within mFAS1, who completed 12 months of treatment and had
g . . trials and real-world practice, and clinical trial data may Patients with Achievement of remission  Maintenance of remission A DAS28(CRP) data available, and those who discontinued the study between 6 and 12 months
Al'th l'ItIS IN A Rea I 'WO I'| d Se'ttl ng. i ing® moderate-to-severe RA (DAS28ICRP] < 2.6) eI = 2 o ' nts |  ach - - i -
g n not exactly reflect outcomes in a real-world setting (as determined by their treating it Sy < 0.6-point increase from I  Key secondary endpoints included: achievement and maintenance of DAS28(CRP) low disease activity (LDA; < 3.2)
_ * The aim of the UPHOLD study (Upadacitinib Treatment physician) in whom the decision 6 months) at 12 months® : through 24 months; maintenance of DAS28(CRP) remission/LDA by treatment strategy and prior therapy exposure
| to initiate upadacitinib per the l through 24 months; mean DAS28(CRP) values by visit; proportion of patients in each DAS28(CRP), CDAI, and SDAI
_Y O t F Patterns, Achievement of Treatment Targets and _ l l T | g : y ; prop o , ,
INa ear utcomes rom Maintenance of Response in Moderate-to-Severe appr°ve°t';as'°ti'd";zsn$;de Sl oRONEER ! disease category by visit through 24 months; and change from baseline in patient-reported outcomes (PROs), including
Rheumatoid Arthritis Patients in Real-World Practice) | I I I I I I I I: pain, morning stiffness, fatigue, HAQ-DI, and treatment burden, through 24 months
th e U P H O L D Stu dy was to assess the achievement of treatment targets, Month 0 3 6 9 12 15 18 21 24 « All treatment-emergent adverse events (TEAEs) and selected TEAEs of interest in the FAS are reported as
sustained clinical response, and safety of upadacitinib in " : ' exposure-adjusted event rates (EAERs; events per 100 patient-years [E/100 PY])
A g - : 1 LA patients with moderate-to-severe RA over 2 years in Upadacitinib as prescribed :
Andrew Ostor'?, Eugen Feist’, Prodromos Sidiropoulos®, Jérdbme Avouac®,  remlworld seftin ,
Martin Rebella®’, Rajaie Namas?®, Erin McDearmon-Blondell®, I[van Lagunes-Galindo?, J
Tlanmlng Gaog, Tlm Shawg, Suzan Attar10 2In patients who achieved DAS28(CRP) remission at 6 months.
'"Monash University & Emeritus Research, Melbourne, VIC, Australia; “Australian National University,
ACT, Australia; *Helios Department of Rheumatology and Clinical Immunology, Vogelsang-Gommermn, R E S U LTS
Germany; “Faculty of Medicine, University of Crete, Heraklion, Greece; *Service de Rhumatologie,
FHC“JIZil‘é;/ C?OIC\;?iI;;_AP-HZ C?enl‘r_z —dlélni\jer;il‘é /,3;(/8 Cl(zé, /l':’ar{'s, FI’E:Z?CG; GD?QZ'T?;?S”CZI‘O ge ;\ﬂedic(;'nz, Patients » The mean DAS28(CRP) value decreased from 4.6 at baseline to 2.9 at 3 months and 2.3 at 2 years (Figure 2C)
j;tg,-,?mu,fes Zié?éﬁ}cag’lﬁﬁgj,w’ I?ﬂoante?/ll?;eOictaf;’ugfl,;}?;‘gMeeO(,‘}icacugsngeCI{?aI/l‘IZS Ifstitztee/”nzﬁvgioens » Of 1715 participants, 1713 were enrolled and 1699 received = 1 upadacitinib dose, * The overall proportions of patients achieving DAS28(CRP), CDAI (< 2.8), and SDAI (< 3.3) remission at 2 years were 66.8%, 36.1%, and 36.7%, respectively (AO)
of Rheumatology, Cleveland Clinic Abu Dhabi, Abu Dhabi. UAE: *AbbVie Inc., North Chicago, IL, USA: comprising the FAS » Of patients who initiated upadacitinib as combination therapy, 13.4% (91/677) switched to upadacitinip monotherapy at 12 months and 22.6% (119/527) switched at 24 months
""King Abdulaziz University, Jeddah, Saudi Arabia - Of 1715 participants, 1029 (60.0%) completed the 24-month follow-up and - The proportion of patients maintaining remission at 24 months was consistent between those maintaining combination therapy (81.1% [90/111]) and monotherapy (87.4% [118/135]) (AO)
686 (40.0%) prematurely discontinued the study * Responses were similar across patient subgroups per prior therapy exposure (maintenance of DAS28(CRP) remission at 24 months: b/tsDMARD-naive, 90.7%:; prior exposure to targeted synthetic and/or
- Most frequent primary reasons for premature discontinuation were lack of efficacy biologic DMARDs, 69.2%—77.5%; and TNFi-only prior therapy, 80.6%) (AO)
(15.2%), adverse events (9.5%), and loss to follow-up (5.5%) » Improvements (reported as mean change from baseline) were observed in all assessed PROs at 3 months, which were maintained or further improved through 2 years (Figure 3)
O BJ E CTIVE » Baseline demographics and disease characteristics are summarised in Table 1 _ o _ o
- Most patients (79.9%) were female; the mean age was 56.9 years; and the mean Figure 2. (A, B) DAS28(CRP) Remission (< 2.6) and LDA (= 3.2), and (C) Mean DAS28(CRP) Value per Analysis Visit Through 2 Years (AO and mNRI)
T luate the | ¢ hi t of t " f 1 ¢ disease duration was 10.1 years
9 eva ug _e € long-term achievement o rea. men argets, - Almost half (48.3%) of FAS patients initiated upadacitinib as monotherapy, and o HmNRIEAO 6 -
sustained clinical response, and safety of upadacitinib over 2 years 51.7% in combination with conventional synthetic DMARDs A DAS23(CRP) Remission B oo DAS28(CRP) LDA C o .
. . . . . _ : - : - - i Achieved | Maintained T Achieved | Maintained +H .
in patients with moderate-to-severe RA in real-world practice Of .1 5.24 patients who recellved prlor.RA therapy (not ongoing at the tlme of study eV | R ntal | =,
initiation), 64.3% had received = 1 biologic DMARD and 18.3% = 1 prior targeted | 84.9 83.9 | 91.5 90.1 x .
' 9 | 79.28 7 ' Q | 1 2.9
synthetic DMARD > I = 70.7 I 2, 27 126 2.5 24 | 2.4 2.4 )s
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Table 1. Baseline Demographics and Disease Characteristics g . g ¥ i c
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CONCLUSIONS egrrmpren : : N
Age, years, mean (SD) 56.9 (12_4) 0 : 0 : Baseline 3 6 - 9 ( t1h2) 15 18 21 24
. . iIme (monitns
Almost half (463%) of patients (553% if analysed as observed) Sex, female, n (%) 1358 (79.9) ] ?9'7"0":2: 1227(:"0"2223 22‘;1'"02213 n 23?0";25 1326;"02223 23:;"02;23 nk 1203 1128 920 843 762 704 663 605 742
achieved DASZS(CRP) remission at 6 months, of whom 79_20/0 RA duration from diagnosis, years, mean (SD) 10.1 (9.1) N 10732  899P 341  318¢ 415¢ 311 N 10732 899° 4389 400" 5421 395 sD 122 119 116 1.13 1.07 098 1.04  1.03 1.02
maintained remiSSion at 12 mOnthS and 62_9% at 2 years EI’OSIOHS On X'ray, n (%) 710 (418) fCOO_ZEr(:]Z\:fre\/r?ddpol?:tSSfull analysis set; LDA, low disease activity; mFAS, modified FAS; mNRI, modified nonresponder imputation.
Rheumatoid factor and/or ACPA positive, n (%)? 546 (77.8) \FAS pationts who achieved REM 2t 6 months, compieted 24 months ofreatment and had DASZB(GRP) data available at & and 24 months,or disconinued he Stdy betwaen 6 and 24 montns. FAS patients who achioved REM at 6 monthe, completed 24 months of eatment and had DASZB(GRP) data available at 6 and 24 months, smEAS pationts who achieved LDA at & monthe. completed 12 months of estment an had DASZB(GRP) data avallable. or tiscontinued the
study between 6 and 12 months. "mFAS1 patients who achieved LDA at 6 months, completed 12 months of treatment and had DAS28(CRP) data available. 'FAS patients who achieved LDA at 6 months, had DAS28(CRP) data available at 6 and 24 months, and continued to receive upadacitinib at 24 months or discontinued the study between 6 and 24 months. IFAS patients who achieved LDA at 6 months, had DAS28(CRP) data available at 6 and 24 months, and continued to
DASZS(CRP), mean (SD) 46 (’ 2) receive upadacitinib at 24 months. kPatients with nonmissing data.
The long-term benefit-risk profile of upadacitinib in this study in CDAl, mean (SD) 26.6 (12.6) Figure 3. Improvement in PROs Through 2 Years (AO) Safety
clinical trials Swollen joint count, mean (SD) 5.7 (5.2) Patient’s Global Assessment of Pain? Morning Stiffness Severity? - Among selected TEAEs of interest, the most common were herpes zoster
Tender joint count, mean (SD) 8.2 (6.4) Time (months) Time (months) (3.5 E/100 PY), serious infection (3.1 E/100 PY), and hepatic disorder (2.6 E/100 PY)
- | . R 0 o 3 6 9 1z 15 1821 24 4o o 3 6 9 1z 15 821 24 « EAERSs for malignancy excluding nonmelanoma skin cancer (NMSC)
Presence of = 1 cardiovascular risk factor, n (%) 1059 (62.3) “_EI - (0.8 E/100 PY), NMSC (0.5 E/100 PY), VTE (0.5 E/100 PY), and MACE
Upadacitinib IS effective for the Iong-term treatment of Initiated upadacitinib as monotherapy, n (%) 821 (48.3) g -1 S - (0.2 E/100 PY), were consistent with the upadacitinib safety data reported in
: : : " PRI : : ® S | - INi jals,® wi fety signals
tAo _ Initiated upadacitinib with conventional synthetic DMARDS, n (% 878 (51.7 S > . | previous phase 3 long-term clinical trials,” with no new satety sig
moderate-to-severe RA in real-world practice, with most upadaci conventional sy (%) (51.7) g 2 L 5 2 e ) |
improvements observed by 3 months and maintained or further LGOI E (! EOTEOR Ereiels, I () (0 e 2 3] 2s 3.2 a3 24 e 3] 25 2 3.2 3.3 Figure 4. EAERs of TEAEs Through 2 Years
. I 0/ \c Q o
Improved by 2 yearS ConCO.rnltant NSAIDS, 4 (/0) 355 (209) = -4 - = -4 - Upadacitinib 15 mg (N = 1699, PY = 2607.4) E (E/100 PY [95% CI])
Any prior theraples, n (%)d Change Change All TEAEs 2922 (112.06 [108.04, 116.20])
o BL NA 25(2.8) -2.9(2.9) -3.2(2.8) -3.3(2.8) -3.4 (2.8) fom BL NA -25(3.0) -2.8(3.2) -3.1(3.2) -3.2(3.2) -3.3(3.1) _
> 1 conventional synthetic DMARD:e 1209 (793) mean (éD) n=1147 n =948 n=782 n = 684 n=723 mean (éD) n=1146 n =939 n =781 n = 684 n=720 Serious TEAEs 265 (10.16 [8.98, 11.46])
Serious TEAEs related to UPA? 72 (2.76 [2.16, 3.48])
2 1 biologic DMARD? 980 (64.3) o) PAEH 006D d0en  zes e 208 wees  SEL 2MED MED 0 2en en zoa
. " " " " " " " " " " " " TEAES resulting in death 17 (0.65 [0.38, 1.04])
e e et 2 1 targeted synthetic DMARD? 279 (18.3) HAQ-DI FACIT-Fatigue o1 (0491281, 4.20)
this study and contributed to its design, research, analysis, data o _ _ _ i Serious infection 81 (3.11 [2.47, 3.86])
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Rache, and UGB through the University of Crete Special Account and 84.9% (AO) maintained DAS28(CRP) remission at 12 months (Figure 2A) § 0o ° 04 ' ' ' | | | ' ' Lymphopenia 4(0.15[0.04, 0.39)
o RteSfearCbeJb-\f}VovaC Ig'as receévhtzg hISnoran'a aﬂd/t())'r gsleamh . . . . . . = -0.6 - 0 3 6 9 12 15 18 21 24 Opportunistic infection® 5(0.19[0.06, 0.45
References Janssen, Lily, Medac, MSD, Nordic, Noverts, Novarts (Dreamer), - A similar trend, with numerically higher rates, was observed for the achievement of Time (months) proTns & meer 1E0'04 . 0'211;
- far I ot 8l BMC Eheumatol 2018:2:250 & van Vollanhoven B et sl Arthriis Rhetimatol 'F\)"flzgg’bzﬂZe*:a(zt?esgee‘:’e;zi%%%ﬁ;‘C:’:J‘i’;S’S“apnpdczrfésg%;g;%é n DASZS(CRP) LDA at 6 months and maintenance of DASZS(CRP) LDA at 12 months ggi”gﬁ NA -0.4(0.6) -0.4(0.7) -0.5(0.7) -0.5(0.7) -0.5(0.7) ffgranngﬁ NA 6.6(10.8) 7.7 (11.3) 8.8 (11.6) 8.9 (12.0) 9.5 (12.1) y - - - - -
- rarmentier -, et & B . L e r ey & & ATMS Rheumator il ietatodrillabe g buie. - hieghalo i wibal e (Figure 2B) o S en n=1123  n=923 n =764 n = 669 n=706  omBL n=1146  n=943 n =781 = 682 h =720 0.01 0.1 1 10 100 1000
2. Burmester GR, et al. Lancet. 2018:391:2503-12. 2020;72:1607-20. nas received speaker fees, research grants, and advisary honofar (SD) (SD) EAER (E/100 PY [95% CI])
3. Smolen JS, etal. Lancet. 2019,393:2303-11, 7. sggg;%gﬁ%q 1A_’2e1t.a'- N Engl J Med. and T. Shaw are AbbVie employees and magy own AbbVie stock or * Responses achieved at 6 months were maintained by most patients at 2 years; Mean (SD) 13(0.7) 10(0.7)  09(0.7) 0.8 (0.7) 0.8 (0.7) 08(07)  \oepy  280(11:3)  345(11.1)  356(11.1) 37.2 (10.8) 37.2 (11.2) 37.8 (10.9) - | | | |
451 Zzlns(;::erzzn'\:g,eettaell.l.Ligifgg:éi%i%,zifg(_)sz.12. : gilcher ?, e(;s- /ThTu;nAjlglggy. 2021:2,27935(;10—267935 %?E%;%Egg;jér?iﬁ;%:}gjﬁ%}?g?ﬁ;%&:%:Eg%i%%:é:ﬁ(?gﬂ Of those W|th 9 reSpOnse at 6 mOnthS, 6290/0 (mNRl) and 839% (AO) malntalned n = 1389 n=1342 n=1113 n =905 n=789 n =843 n=1397 n = 1350 n=1129 n=915 n=797 n = 856 _IEBI/EC,)A\,Ed’|?;oarlrgig;;;é:r:/,[eg;;\/[;/;goes;tclevents per 100 PY; EAER, e.xposure-adju.sted event rate; FAS, full analysis set; NMSC, nonmelanoma skin cancer; PY, pajuenjt-years;
e Rl pen oe . Sanofi: and Tgke:da.y(,)riginalIy,I:’reientec’I on JL;ne 12, ’2025, | DASZS(CRP) I‘emiSSiOn, and 657% (mNRI) and 901 0/0 (AO) maintained | N _ ' _ ’Za’:ﬁ;ydwa?: fln?:)l:‘fa:j:?ebgfahjZ?/SfISrj%gggiﬁife(svivrzrrs]i :sg:tsegCcacyggtr]sgo?f;;rsttrrﬁ;;I:;t?:::lepgifzt;??:)g.rug an up fo 30 days afler fhe fast dose OfSItUdy ) o.ccurrlng n e FA.\S "
Gonroes, Jund 14, 205 Baroelons, Soaln [DY.0T367]. DAS28(CRP) LDA at 2 years (Figure 2A and B) v e a7 oy g 2 010 nomeno rating oo oHeeme cvonts. Ancludes desp vein thrombesi, vonous thromboambolism, and pumonary embolism. -Excludes herpes zoster and acive tberculonis. T T eele

©AbbVie Inc. 2025
Presented at the American College of Rheumatology (ACR), 24-29 October, 2025, Chicago, IL. US (DV-017491) J AKa'U S'O 01 0 G'MC, Ab bVI e D ec emb er 2 02 5, V1 0






