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Background/Purpose: To assess efficacy, including inhibition of radiographic progression, and
safety with upadacitinib (UPA), a JAK1- selective inhibitor, vs placebo (PBO) and active comparator,
originator adalimumab (ADA), in patients (pts) with active rheumatoid arthritis (RA) continuing on
prior methotrexate (MTX).

Methods: In SELECT-COMPARE, pts with active RA despite MTX were randomized 2:2:1 to once-daily
(QD) UPA 15mg, PBO, or ADA 40mg every other week (wk) in a double-blind manner, while continuing
stable background MTX. Primary endpoints were ACR20 and the proportion of pts achieving
DAS28CRP<2.6 (NRI) at Wk12. Key secondary endpoints included non-inferiority (and superiority) of
UPA vs ADA at Wk12 (for ACR50, DAS28CRP<3.2, change from BL (4) in Pain, and AHAQ-DI), and
radiographic inhibition (AmTSS) for UPA vs PBO at Wk26. Pts with <20% improvement in TJC and SJC
were rescued between Wks14- 26 (from PBO to UPA, UPA to ADA, or ADA to UPA).

Results:

Of 1629 randomized pts, 91% completed Wk26 (including rescued pts). BL characteristics were
similar across arms. All primary and key secondary endpoints were met. At Wk12, significantly more
pts on UPA vs PBO achieved ACR20 (70.5% vs 36.4%) and DAS28CRP<2.6 (28.7% vs 6.1%) (Table 1).
Superiority was met for UPA vs ADA at Wk12 for ACR50 (45.2% vs 29.1%), DAS28CRP<3.2 (45.0% vs
28.7%), APain (-31.76 vs -25.31) and AHAQ-DI (-0.60 vs -0.49). These differences were maintained
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through Wk26. At Wk26, pts on UPA vs PBO had significantly less radiographic progression (AmTSS,
0.24 vs 0.92), and significantly more pts had no radiographic progression (AmTSS <0) (83.5% vs.
76.0%). At Wk26, more pts on UPA vs PBO or ADA achieved low disease activity or remission by
various criteria (nominal p<.001).

Up to Wk26, the proportion of pts with adverse events (AEs) and serious infections, censored at
rescue, was higher for UPA vs PBO but similar vs ADA (Table 2). The proportion of pts with SAEs and
AEs leading to discontinuation for UPA was numerically higher vs PBO and lower vs ADA. Herpes
Zoster was numerically higher in UPA vs ADA and PBO. Three malignancies, 5 major adverse
cardiovascular events, and 4 deaths were reported, none on UPA. Six venous thromboembolic events
(VTEs) were reported (1 on PBO, 2 on UPA and 3 on ADA). For pts who were rescued, no deaths,
adjudicated MACE, or adjudicated VTE were observed between rescue and Wk26.

Conclusion: UPA 15mg QD showed superiority on improvement in RA signs & symptoms vs PBO and
ADA in this MTX-IR population. Radiographic progression was significantly lower with UPA vs PBO.
Safety events were consistent with Ph 2 and 3 studies in RA to date.
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Table 1. Efficacy Endpoints at Weeks 12 and 26

WEEK 12 WEEK 26
_ PBO UPA ADA PBO UPA ADA
Endpoint 15MG QD 40MG 15MG QD 40MG
EOW EOW
N=651 N=651 N=327 N=651 N=651 N=327
ACR20, % 36.4 g e = 63.0 356 67 4+ 57.2
ACR50. % 149 45 v HHH 291 209 53 g 419
ACR70, % 49 24 grex T 135 95 B R 229
DASZ8CRP T
<32 % 13.8 450 287 18.0 547 385
DAS28CRP o B o
<26 % 6.1 287 18.0 9.2 40.9 269
CDAIl =10 s R
(LDA). % 163 404 30.0 999 527 382
CDA' 528 dedew B e T
(CR), % 3.1 13.4 76 55 23.0 138
SDAI £11.0 Haew www i
(LDA). % 15.2 40.4 300 221 53.9 388
SDAI 3.3 Hk T rkn Wit
(CR). % 2.8 121 73 4.8 2473 13.8
Hoolean: 2.0 g g i 40 98 18 47+ i 98
remission, %
. =34 107 R
APain 1569 s 2561 1860 3675 31.86
AHAQ-DI -0.28 Q.60 * -0.49 -0.33 -0.69" -0.57
‘g‘g”TSS Ll 0.92 0.24% 0.10
A e NA NA NA 0.44 0.03%* 0.02
% 0.58 0.22 014
No
Retliographic NA NA NA 76.0 83 5% 86.8
Progression
Wk 26, %

Values are LS mean unless specified. A, Change from baseline; QD, once daily; ACR20/50/70,
20/50 or 70% improvement in ACR criteria; CR, Clinical remission; DAS28-CRP, 28oint
disease activity score using C-reactive protein; HAQ-DI, health assessment questionnaire
disability index; JE, joint erosion; JSN, joint space narrowing; LDA, low disease activity; mTS8S,

modified total Sharp score; SF-36 PCS, short form 36- physical component score.

Results are based on following analyses: binary endpoints, NRI; mTSS, ANCOVA with linear
extrapolation; other continuous endpoints, ANCOVA with rescue handling via LOCF.

# *+ ne 01 and 001 for UPA vs PBO: * ¥ ¥ ne 05 01 and 001 for UPA vs ADA_ Black
symbols indicate comparisons that were pre-specified for multiplicity control; lighter gray
symbols indicate comparisons that were not pre-specified for multiplicity control
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Table 2. Adverse Events Summary Through Week 26, n (%) {(censored at treatment switch)

PBO UPA ADA
15MG QD 40MG EOW
N=652 N=650" N=327
Any Adverse Event (AE) 347 (53.2) 417 (64.2) 197 (60.2)
Serious AE 19 (29) 24 (3.7) 14 (4.3)
grEuléeading To Discontinuation Of Study| 15(2.3) 23 (3.5) 20 (6.1)
Deaths* 2(0.3) 0 2(06)
Infection 154 (23.6) 226 (34.8) 95 (291)
-Serious Infection 5(0.8) 12(1.8) 5(1.5)
-Opportunistic Infection 4(0.6) 4 {0.6) 1(0.3)
-Herpes Zoster 3(0.5) 5{(0.8) 1(0.3)
Hepatic disorder 32(49) 43 (6.6) 12(37)
Gasftrointestinal perforation® 0 2{03) 0
Malignancy (including NMSC)?Y 2(0.3) 0 1(0.3)
MACE (adjudicated) ® 3(0.5) 0 2(06)
VTE (adjudicated) 1(02) 2(03) 3(09)
-PE 1(0.2) 1(0.2) 3(09)
-DVT 0 1(0.2) 0

AE, adverse event, NMSC, hon-melanoma skin cancer; VTE, venous thromboembolic events;
PE, pulmonary embolism. DVT, deep vein thrombosis.

*One ptrandomized to UPA received only PBO injection before discontinuing and is included in
PBO group for safety assessments

* Deaths: PBO: 1 cardiovascular (CV) death and 1 death due to Pneumocystis jirovecii
pneumonia; ADA: 1 death due to craniocerebral injury and 1 CV death.

* Gastrointestinal perforation (ldentified using Gl perforation MedDRA SMQ): not spontaneous
perforations but 1 peritonitis, and 1anal abscess

Y Malignancies: PBO: 1 cervical carcinoma, 1 basal cell carcinoma; ADA: 1 basal cell carcinoma.
® MACE, major adverse cardiovascular events (adjudicated): PBO: 2 non-fatal myocardial
infarctions and 1 CV death; ADA: 1 non-fatal stroke and 1 CV death.
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