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Background/Purpose: Upadacitinib (UPA), an oral JAK inhibitor, showed efficacy in rheumatoid
arthritis (RA) patients (pts) with an inadequate response to csDMARDs or bDMARDSs on continuing
stable csDMARD(s)"2. We assessed the safety and efficacy of switching to UPA 15 or 30mg
monotherapy vs continuing methotrexate (MTX) as a blinded study drug was evaluated in pts with
inadequate response to MTX (MTX-IR).

Methods: Pts with active RA (TJC=6, SJC=6, hsCRP=3 mg/L) on stable MTX were enrolled and
randomized 1:1:1 in a double-blind manner to once-daily (QD) UPA 15mg or 30mg monotherapy or
to continue MTX (cMTX) at their prior stable dose. At BL, all pts discontinued prior MTX without
washout and received PBO (for pts on UPA) or MTX at prior dose (cMTX) as blinded study drug. The
primary endpoints at Week (Wk) 14 were the proportion of pts achieving ACR20, and the proportion
achieving DAS28-CRP <3.2 (NRI).

Results: 648 pts were randomized, all received study drug; 598 (92.3%) completed 14 wks. BL
demographics and disease characteristics were generally similar across arms. Both primary
endpoints were met (p<.001); at Wk 14, a significantly greater proportion of pts receiving UPA
monotherapy (15mg and 30mg) vs cMTX achieved ACR20 (67.7% and 71.2% vs 41.2%), and DAS28-
CRP<3.2 (44.7% and 53.0% vs 19.4%) (Table). All key secondary endpoints also showed UPA 15 and
UPA 30 monotherapy to be superior to cMTX, including ACR50 (41.9% and 52.1% vs 15.3%), ACR70
(22.6% and 33.0% vs 2.8%), DAS28-CRP<2.6 (28.1% and 40.5% vs 8.3%), AHAQ-DI (-0.65 and -0.73 vs
-0.32). ASF-36 PCS and AMorning Stiffness data are also shown (Table). The proportion of pts
achieving CDAI<10 was significantly greater with UPA 15 and 30 vs cMTX (34.6% and 46.5% vs 24.5%).

PDFCROWD.COM


https://acrabstracts.org/meetings/2018-acr-arhp-annual-meeting/?viewby=date&date=2018-10-21
https://acrabstracts.org/sessions/3s087-acr-abstract-ratreatments-i-jak-inhibitors-886891-2018
https://acrabstracts.org/meetings/2018-acr-arhp-annual-meeting/
https://acrabstracts.org/tag/janus-kinase-jak/
https://acrabstracts.org/tag/methotrexate-mtx-and-rheumatoid-arthritis-ra/
https://pdfcrowd.com/?ref=saveas

Adverse events (AEs) were reported at similar frequencies across arms; serious AEs were numerically
higher in UPA 15 but similar between cMTX and UPA 30 (Table). Numerically more infections were
reported in cMTX and UPA 30 vs UPA 15. One serious infection each was reported in UPA 15 and
cMTX, and none in UPA 30. Herpes zoster was more frequent in UPA 30 vs UPA 15 or cMTX. 3
malignancies (1 in cMTX and 2 in UPA 15) and 3 adjudicated MACE (1 in UPA 15 and 2 in UPA 30) were
reported. One adjudicated pulmonary embolism was reported (UPA 15) in a pt with known risk
factors (BMI 36; on estrogen therapy). One death (hemorrhagic stroke due to ruptured aneurysm)
was reported in UPA 15. No TB, renal dysfunction or Gl perforation was reported. Rates and types of
laboratory abnormalities were consistent with prior UPA RA studies to date.

Conclusion: In this MTX-IR study population, switching to UPA as monotherapy at 15mg and 30mg
QD showed significant improvements in RA signs and symptoms vs continuing MTX. Numerically
higher responses were observed for UPA 30mg vs 15mg, particularly for more stringent efficacy
criteria. Safety observations were similar to those in prior UPA studies.
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EFFICACY ENDPOINT 5 AT WEEK 147
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ADVERSE EVENT SUMMARY
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oM TX. Continuing MTX as a blinded study drug. LSM, least square means; A, Change from baseline; CPK,
creatine phosphokinase; NMEC, non-melanoma skin cancer; MACE, major adverse cardiovascular event
{cardiovascular death, non-fatal MI, non-fatal stroke)|
#Results for binary endpoints are based on NRI. Results for DAS2E-CRP and HAQ-DI are based on Multiple
Imputation. Results for other endpoints are based on Mixed Effect Model Repeat Maasureament.

%00 p05, 201 and 001 respectively

"Serious Infection events: cMTX: wrosspsis; UPA 15: sbscess limb
*Opportunistic infection events: cMTX: fungal cesophagitis; UPA 30: 2 oral candidiasis, 1 orophanyngesl

candidizsis

*Hepatic disordars: Excapt for | case of mild hepatic cyst, all dus to liver enzyme elevation

"Malignancies: cMTX: basal cell carcinoma; UPA 15: 1 non-Hedgkins' lymphoma, 1 breast cancer

*MACE {adjudicated): UFA 15: 1 hemorrhagic stroke dus to ruptured ansurysm (fatal), investigator deemed as
unrelated to study drug; UPA 20: 1 myocardial infarction, 1 stroke; investigators reported both events as

unrelsted to study drug

"WTE: Pulmonary embolism (BMI 35, estrogen hormaone therapy); investigator desmed as unrelsted to study

dirsg
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