o058 phem 308 0936 851 Bhcimatology
Firs.t R.eleasc ;uly 1 2625 RheumatOIOQV
Clinically Inactive Disease and Remission in Patients With
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Analysis of a Phase I1I Trial
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ABSTRACT. Objective. To evaluate rates of clinically inactive disease (CID) and remission in patients with juvenile idio-
pathic arthritis (JIA) receiving tofacitinib using the 2021 Juvenile Arthritis Disease Activity Score (JADAS)
thresholds and American College of Rheumatology (ACR) criteria.

Methods. This post hoc analysis included patients with active JIA (polyarticular-course JIA, psoriatic arthritis,
or enthesitis-related arthritis) enrolled in a phase III randomized withdrawal study of tofacitinib. In part 1
(weeks 0-18), patients received open-label tofacitinib. In part 2 (weeks 18-44), patients who achieved ACR
improvement > 30% were randomized to tofacitinib or placebo for 26 weeks or until JIA flare. Disease activity
was assessed using the JADAS in 10 joints (JADAS10) based on C-reactive protein, with interpretation
according to 2021 polyarthritis thresholds. JADAS10 remission was defined as > 24 continuous weeks of
JADASI10 CID (JADAS10-CID). ACR CID (ACR-CID) and ACR clinical remission were also assessed.
Results. Of 225 patients with JIA in part 1, 173 (76.9%) were randomized in part 2 to continue tofacitinib or
switch to placebo. Rates of JADAS10-CID and ACR-CID increased throughout part 1 to 30.5% and 15.8%
(week 18), respectively. In part 2, these were sustained with tofacitinib (week 44: 35.2% [JADAS10-CID],
25% [ACR-CID]) and decreased when patients switched to placebo (week 44: 25.9% [JADAS10-CID],
15.3% [ACR-CID]). A small proportion of patients achieved JADAS10 remission at week 44 (tofacitinib:
14.8%; placebo: 7.1%).

Conclusion. In patients with JIA receiving tofacitinib, JADAS10-CID and ACR-CID rates improved
rapidly and were sustained over time, and a small proportion of patients achieved JADAS10 remis-
sion. Inactive disease is a feasible treatment target in patients receiving tofacitinib. (ClinicalTrials.gov:

NCT02592434)

Key Indexing Terms: arthritis, biological therapy, disease activity score, juvenile idiopathic arthritis, outcomes,
pediatric rheumatic diseases

Juvenile idiopathic arthritis (JIA) is the most common rheu- associated with worse HRQOL in children with JIA,*> and
matic disease in children and is associated with pain and poor studies have shown that patient outcomes are improved if
physical functioning, which contribute to impairment in low levels of disease activity are achieved.*® Thus, clinically
health-related quality of life (HRQOL)." Disease activity is inactive disease (CID) and clinical remission are important
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treatment targets in JIA, as is minimal disease activity in select
cases.’

Several tools for the assessment of improvements in JIA
disease activity have been developed for use in randomized
clinical trials and routine clinical practice, such as the Juvenile
Arthritis Disease Activity Score in 10 joints (JADAS10)%
and the American College of Rheumatology (ACR) response
criteria for CID and remission thresholds.!®!! New JADAS10
thresholds to separate the states of CID (JADAS10-CID),
minimal disease activity (JADAS10-MiDA), moderate
disease activity (JADAS10-MoDA), and high disease activity
(JADAS10-HDA) for nonsystemic forms of JIA were devel-
oped and validated in 2021 and endorsed by the ACR.*
Thresholds were defined using a large multinational data set
of nearly 2000 patients across 35 pediatric rheumatology
centers in 49 countries in a study coordinated by the Paediatric
Rheumatology International Trials Organisation (PRINTO)."
These thresholds incorporated objective data for disease activity
as well as subjective ratings of disease activity by pediatric rheu-
matologists and were validated using 4 different samples that
included nearly 5000 patients with JIA."* Using the 2021 thresh-
olds, JADASI10-CID is defined as a JADASIO score of < 2.7
in patients with polyarthritis and < 1.4 for those with oligoar-
thritis—a slightly less stringent threshold compared to the
2012-2014 JADAS10 threshold score of < 1 for both subtypes.'?

Tofacitinib is an oral Janus kinase inhibitor for patients with
JIA. The pharmacokinetic profile and dosing of tofacitinib in
patients with polyarticular-course JIA have been demonstrated in
a phase I study,'® and efficacy and safety have been demonstrated
in a double-blind placebo-controlled phase III withdrawal trial.'

This post hoc analysis used data from the phase III trial to
evaluate disease control in patients with JIA treated with tofac-
itinib, measured by the achievement of CID or clinical remis-
sion according to the 2021 JADASIO0 thresholds, as well as by
the ACR criteria.

METHODS

Study design and patients. This analysis used data from all
patients enrolled in the phase III, 2-part, randomized, double-
blind, placebo-controlled withdrawal study (ClinicalTrials.
gov: NCT02592434) conducted at PRINTO and Pediatric
Rheumatology ~ Collaborative Study Group (PRCSG)"
centers; full study details have been reported previously."
Briefly, eligible patients were aged 2 to < 18 years and met the
International League of Associations for Rheumatology (ILAR)
classification criteria'® for 1 of the following JIA categories:
extended oligoarthritis, rheumatoid factor (RF)-positive or
RF-negative polyarthritis, systemic JIA (sJTA) without systemic
features for 6 months prior to enrollment, psoriatic arthritis
(PsA), or enthesitis-related arthritis (ERA). Patients with
polyarticular-course JIA (extended oligoarthritis, RF-positive
or RF-negative polyarthritis, or sJIA without systemic features)
were required to have > 5 active joints at enrollment. Those
with PsA or ERA were required to have > 3 active joints at
enrollment. Stable doses of nonsteroidal antiinflammatory
drugs, methotrexate (< 25 mg/week or < 20 mg/m*/week,

whichever was lower), and oral glucocorticoids (GCs; < 0.2 mg/
kg/day of prednisone equivalent or < 10 mg/day, whichever was
lower) could be continued throughout parts 1 and 2 of the trial
in patients receiving tofacitinib or placebo.

In part 1 (open-label, run-in phase; weeks 0-18), patients
received tofacitinib 5 mg tablets twice daily or a bodyweight-based
lower equivalent dose of an oral solution (1 mg/mL) until week 18
or JIA flare. In part 2 (double-blind phase; weeks 18-44),
patients achieving ACR > 30% response'” at week 18 of part 1
were randomized 1:1 to continue receiving tofacitinib or switch
to placebo for 26 weeks or until JIA flare. Patients who experi-
enced a JIA flare at any time during the study (part 1 or part 2)
were discontinued from the study. JIA flare was defined as a
worsening of > 30% in > 3 of 6 ACR core set variables, with < 1
of the variables improving by > 30%, in line with PRCSG and
PRINTO flare criteria.’®

Post hoc analyses assessing disease activity and physical function.
Disease activity was assessed using JADAS10 (scored 0-40)
based on C-reactive protein (CRP; JADAS10-CRP; referred
to herein as JADAS10)."” JADAS10-HDA, JADAS10-MoDA,
JADAS10-MiDA, and JADAS10-CID were defined based on
the 2021 thresholds as JADAS10 scores of > 17, 6.1-17, 2.8-6,
and < 2.7, respectively, for patients with polyarthritis (> 4 active
joints),and > 13,4.1-13, 1.5-4,and < 1.4, respectively, for patients
with oligoarthritis (< 4 active joints).”> JADAS10 remission
was defined as > 24 continuous weeks of JADAS10-CID,
analogous to the ACR definition of clinical remission (> 24
continuous weeks of CID in accordance with ACR criteria
[ACR-CID])."*!"" Given the study design, JIA remission could
only be achieved in part 2 since the duration of part 1 was
18 weeks. ACR-CID was assessed (ie, no joints with active
arthritis; no fever, rash, serositis, splenomegaly, hepatomegaly,
or generalized lymphadenopathy attributable to sJIA; no active
uveitis; normal erythrocyte sedimentation rate or CRP level
within normal limits in the laboratory [where tested] or, if
elevated, not attributable to JIA; best possible physician global
assessment of disease activity score on the scale used; and duration
of morningstiffness < 15 minutes)'* throughout part 1 and part 2.
ACR clinical remission (ACR-CID for > 24 continuous weeks)
was also assessed. Moreover, JADAS10-CID or remission plus
normal physical function and ACR-CID plus normal physical
function were evaluated. Normal physical function was defined
as a Childhood Health Assessment Questionnaire—Disability
Index (CHAQ-DI) score of 0, based on the cross-culturally
adapted CHAQ-DIL.®

Statistical analysis. JADAS10 was analyzed first as a contin-
uous variable and then as binary variables (ie, JADAS10-CID
or remission: yes/no). ACR-CID and outcomes combined
with normal physical function (CHAQ-DI score of 0; yes/no)
were analyzed as binary variables. For all binary endpoints, any
missing values prior to discontinuation during part 1 or part 2
were imputed using last observation carried forward. Patients
who discontinued from part 2 for any reason were considered
as having active disease from the date of their double-blind treat-
ment discontinuation visit through week 44, except patients who
met ACR-CID criteria at the time of discontinuation. Likewise,
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patients who discontinued were considered not to have achieved
normal function, as measured by CHAQ-DI, after the date of
discontinuation. In addition to the binary classification, patients
were categorized as having JADAS10-HDA, JADAS10-MoDA,
JADAS10-MiDA, or JADASI0-CID, with no imputation for
missing data. JADAS10 scores were rounded to 1 decimal place
prior to classifying patients into disease activity states.

Summary statistics were provided for the continuous data
for part 1 and by treatment (tofacitinib or placebo) for part 2.
Given that these analyses were post hoc, the reported P values
(95% CI) are nominal.

All efficacy endpoints reported here were calculated by Pfizer
from Case Report Form data, with the exception of ACR-CID
status and JIA flare (defined according to PRCSG and PRINTO

18 which were assessed and confirmed in real time,

criteria),
according to validated criteria, by independent evaluators at the

PRINTO/PRCSG centralized coordinating centers.!*!4!”

RESULTS

Patients. A total of 225 patients with JIA entered part 1 and
173 patients (76.9%) were randomized in part 2 to either
continue receiving tofacitinib (N = 88) or to switch to placebo
(N = 85). Details of patient demographics, baseline character-
istics, and disposition throughout the trial have been reported
previously.' Briefly, patients were mostly female and White,
184/225 patients (81.8%) had polyarticular-course JIA, 20/225
(8.9%) had PsA, and 21/225 (9.3%) had ERA. Median age at
baseline was 13 years (IQR 9-15), median age at diagnosis was
8 years (IQR 4-12.3), and median disease duration was 2.5 years
(IQR 1-5.6). Overall, 65.3% (147/225) of patients were receiving
concomitant methotrexate and 32.4% (73/225) were receiving a
low dose of oral GCs. The proportion of patients who discon-
tinued treatment in part 2 was higher in the placebo vs tofaci-
tinib group (55.3% [47/85] vs 30.7% [27/88], respectively). The
most common reason for discontinuation was insufficient clin-
ical response, reported in 51.8% [44/85] and 25% [22/88] of
patients receiving placebo or tofacitinib, respectively.

At part 1 baseline, patients had active disease, as indicated
by a mean disease activity score of 19.6 (SD 5.6; representing
JADAS10-HDA [defined asascore of > 17]). An early and rapid
decrease in mean JADAS10 was observed with tofacitinib during
part 1 of the study; by week 18, the mean score was 6.1 (SD 4.7),
corresponding with JADAS10-MoDA (defined as a score of
6.1-17), although just above the upper limit of JADAS10-MiDA
(defined as a score of 2.8-6), per the 2021 thresholds for patients
with polyarthritis (Figure 1A)."> At the start of part 2 (week 18;
following randomization of patients achieving ACR > 30%
improvement), the mean JADASI10 score was 5.7 (SD 4.2;
JADAS10-MiDA) in patients randomized to tofacitinib and 5.4
(SD 4.4; JADAS10-MiDA) in patients randomized to placebo.
For patients who completed part 2 of the study, mean discase
activity remained in the minimal range at week 44, with mean
JADASI10 of 3.9 (SD 3.7) and 3.5 (SD 3.2) for tofacitinib and
placebo, respectively (Figure 1B; observed-case analyses). At the
start of part 1, the majority of patients had JADAS10-HDA
(Figure 2). At the start of part 2, following 18 weeks of

open-label treatment with tofacitinib (week 18; postrandom-
ization), only 1 patient randomized to placebo and no patients
randomized to tofacitinib had JADAS10-HDA; all other
patients had achieved JADAS10-MoDA, JADAS10-MiDA,
or JADAS10-CID activity, which were each evenly distributed
across treatment groups. By week 44, approximately half of the
patients remaining in the study had achieved JADAS10-CID

(Figure 2; observed-case analysis).

Achievement of JADAS10-CID and remission. The proportion
of patients receiving tofacitinib who achieved JADAS10-CID
gradually increased throughout part 1 of the study; by the end
of part 1 (week 18), JADAS10-CID was achieved by 30.5%
(58/190) of patients (Figure 3A). Of those who entered part 2
(week 18), 30.7% (27/88) and 36.5% (31/85) of patients
randomized to the tofacitinib or placebo group, respectively,
had achieved JADAS10-CID (Figure 3B). The proportion of
patients who achieved JADAS10-CID was generally consistent
over time throughout part 2 in the tofacitinib group. However,
in the placebo group, the proportion of patients achieving
JADAS10-CID declined from week 18 to week 20 and subse-
quently remained stable up to week 44. By week 44, 35.2%
(31/88) and 25.9% (22/85) of randomized patients receiving
tofacitinib or placebo, respectively, had achieved JADAS10-CID.
From week 20 onward, rates of JADAS10-CID were numerically
higher in tofacitinib-treated patients vs patients who received
placebo (Figure 3B). Figure 3B also shows the rates of JADAS10
remission at each time point throughout part 2, as of week 24.
Rates of remission increased over time and were numerically
higher in patients receiving tofacitinib vs placebo (14.8% [13/88]
vs 7.1% [6/85] of randomized patients at week 44).

Normal physical function (based on a CHAQ-DI score of 0)*°
was assessed in combination with JADAS10-CID and JADAS10
remission. Rates of JADAS10-CID plus normal physical function
increased throughout part 1 up to 17.9% (34/190) at weck 18
in patients receiving open-label tofacitinib. In the tofacitinib
group, the rate of JADAS10-CID plus normal physical function
increased throughout part 2, from 15.9% (14/88; part 2 baseline)
up to 27.3% (24/88; week 44; Supplementary Figure S1, avail-
able with the online version of this article). Rates of JADAS10
remission plus normal physical function increased in part 2 from
week 28 onward and were numerically higher in patients receiving
tofacitinib vs placebo (14.8% [13/88] vs 5.9% [5/85] of random-
ized patients at week 44; Supplementary Figure S1).

Achievement of ACR-CID and clinical remission. In part 1, the
proportion of tofacitinib-treated patients achieving ACR-CID
steadily increased up to 15.8% (30/190) at week 18 (Figure 4A).
Of those who entered part 2 (week 18), ACR-CID was
achieved at part 2 baseline by 10.2% (9/88) of patients random-
ized to tofacitinib and 24.7% (21/85) of patients random-
ized to placebo (Figure 4B). In part 2, the proportion of
patients achieving ACR-CID increased over time in patients
receiving tofacitinib (up to 25% [22/88] at week 44). In the
placebo group, the proportion of patients achieving ACR-CID
decreased from week 18 to week 20 and then remained stable up
to week 44 (15.3% [13/85]). Rates of ACR-CID were similar
in patients receiving tofacitinib or placebo from weeks 20-28.
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Figure 1. Mean JADAS10 during (A) part 1 (all enrolled patients) and (B) part 2 (patients randomized to cither tofacitinib® or placebo). Shading rep-
resents the 2021 score thresholds for the states of JADAS10-CID (< 2.7), JADAS10-MiDA (2.8-6), JADAS10-MoDA (6.1-17), and JADAS10-HDA
(> 17) in patients with polyarthritis.!> The number of patients represents the number of evaluable patients at each visit. Data are shown as observed
with no imputation for missing scores. * Tofacitinib 5 mg BID or equivalent weight-based lower dose in patients < 40 kg. ACR30: American College
of Rheumatology improvement by > 30%; BID: twice daily; CID: clinically inactive disease; HDA: high disease activity; JADAS10: Juvenile Arthritis
Discase Activity Score in 10 joints, based on C-reactive protein; MiDA: minimal disease activity; MoDA: moderate disease activity; SE: standard error.
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Figure 2. Patients with JADAS10-CID, JADAS10-MiDA, JADAS10-MoDA, and JADAS10-HDA® at part 1 bascline (all enrolled patients), part 2
baseline (patients randomized to cither tofacitinib® or placebo), and week 44. Data are presented as n (%). N represents the number of evaluable patients.
Data are shown as observed with no imputation for missing scores. Stable doses of nonsteroidal antiinflammatory drugs, methotrexate, and oral gluco-
corticoids could be continued throughout part 1 and part 2 of the trial in patients receiving tofacitinib or placebo. * JADAS10-CID, JADAS10-MiDA,
JADAS10-MoDA, and JADAS10-HDA were defined as JADAS10 score of < 2.7, 2.8-6, 6.1-17, and > 17, respectively, for patients with polyarthritis,
and < 1.4, 1.5-4,4.1-13, and > 13, respectively, for patients with oligoarthritis.'*" Tofacitinib S mg BID or equivalent weight-based lower dose in patients
< 40 kg. BID: twice daily; CID: clinically inactive disease; HDA: high disease activity; JADASI0: Juvenile Arthritis Disease Activity Score in 10 joints,
based on C-reactive protein; MiDA: minimal disease activity; MoDA: moderate discase activity.
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Figure 3. Patients achieving JADAS10-CID* or remission® (ie, > 24 continuous weeks of JADAS10-CID) in (A) part 1 (all enrolled patients) and
(B) part 2 (patients randomized to either tofacitinib or placebo). A missing binary response prior to discontinuation during part 1 or part 2 was imputed
using last observation carried forward. There was no imputation of missing data for patients who discontinued treatment for any reason during part 1.
Patients who discontinued treatment for any reason during part 2, except while in clinical remission, were categorized as CID (“no”) as of their discontin-
uation visit through to week 44. * P < 0.05 for tofacitinib vs placebo (P = 0.01, 95% CI for difference in proportions 4.08-30.84). At week 44, P = 0.18
for tofacitinib vs placebo (95% CI for difference in proportions —4.30 to 22.99). * JADAS10-CID was defined as JADAS10 score of < 2.7 for patients
with polyarthritis and < 1.4 for patients with oligoarthritis.”*® Clinical remission was defined as > 24 continuous weeks of JADAS10-CID. ¢ Tofacitinib
5 mg BID or equivalent weight-based lower dose in patients < 40 kg. ACR30: American College of Rheumatology improvement by > 30%; BID: twice
daily; CID: clinically inactive disease; JADAS10: Juvenile Arthritis Disease Activity Score in 10 joints, based on C-reactive protein; SE: standard error.
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Figure 4. Patients achieving ACR-CID* in (A) part 1 (all enrolled patients) and (B) part 2 (patients randomized to cither tofacitinib® or placebo). A
missing binary response prior to discontinuation during part 1 or part 2 was imputed using last observation carried forward. There was no imputation
of missing data for patients who discontinued treatment for any reason during part 1. Patients who discontinued treatment for any reason during part 2,
except while in clinical remission, were categorized as CID (“no”) as of their discontinuation visit through to week 44. * P < 0.05 at week 18 for tofac-
itinib vs placebo (P = 0.01, 95% CI for difference in proportions —25.62 to —3.34). At week 44, P = 0.11 for tofacitinib vs placebo (95% CI for dif-
ference in proportions —2.14 to 21.56). * ACR-CID was defined as no joints with active arthritis; no fever, rash, serositis, splenomegaly, or generalized
lymphadenopathy attributable to JIA; no active uveitis; erythrocyte sedimentation rate or C-reactive protein level within normal limits in the labora-
tory (where tested) or, if elevated, not attributable to JIA; best possible physician global assessment of disease activity score on the scale used; and dura-
tion of morning stiffness < 15 minutes.'® ® Tofacitinib 5 mg BID or equivalent weight-based lower dose in patients < 40 kg. ACR30: American College
of Rheumatology improvement by > 30%; ACR-CID: ACR-defined clinically inactive disease; BID: twice daily; JIA: juvenile idiopathic arthritis;
SE: standard error.
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From week 32 onward, rates of ACR-CID were numerically
higher with tofacitinib compared with placebo (Figure 4B). The
number of patients achieving ACR clinical remission during
part 2 was low (4 patients receiving tofacitinib and 3 patients
receiving placebo).

When normal physical function was assessed in combina-
tion with ACR-CID, similar trends were observed compared
to ACR-CID assessed alone; ACR-CID plus normal physical
function steadily increased throughout part 1 and was achieved
by 9% (17/190) of patients at the end of part 1. Subsequently,
in part 2, the proportion of patients achieving this outcome in
the tofacitinib group increased over time (up to 20.5% [18/88]
at week 44), whereas in the placebo group, the proportion of
patients achieving this outcome remained stable over time (to
10.6% [9/85] at week 44; Supplementary Figure S2, available

with the online version of this article).

DISCUSSION

In these post hoc analyses, we examined CID and remission
following tofacitinib treatment using the 2021 JADASI10
threshold scores for patients with polyarthritis.”? Treatment with
tofacitinib rapidly reduced disease activity over time in patients
with JIA, with mean values decreasing from JADAS10-HDA
at baseline to the lower bound of JADAS10-MoDA at week 18
and reaching JADASI10-MiDA by week 44. In the analysis of
observed scores, approximately half of the patients remaining in
both treatment groups at week 44 had achieved JADAS10-CID.
When imputation was applied to the binary outcome after
discontinuation, approximately one-third (for tofacitinib) or
one-quarter (for placebo) of patients met the requirements for
CID by week 44. The maintenance of CID in a proportion of
patients who switched to placebo suggests that the use of tofac-
itinib results in continuous disease control over time for some
patients.

As expected, rates of JADAS10-CID and remission were
consistently numerically higher in patients treated with tofac-
itinib than in patients treated with placebo throughout part 2
of the study (imputed binary outcome after discontinuation).
Nevertheless, JADAS10 remission rates during part 2 were
relatively low, although this may have been affected by the
short duration of the study and the sustained symptom control
required. These findings suggest that JADAS10-CID is a feasible
treatment target for patients with JIA treated with tofacitinib.

In comparison with ACR-CID, rates of JADAS10-CID
were higher, which is in line with expectations, given that the
ACR criteria are stricter, with patients having to achieve addi-
tional criteria. Moreover, whereas rates of JADAS10-CID were
maintained throughout part 2, rates of ACR-CID continued to
steadily increase up to 25% in the group receiving tofacitinib at
week 44. The rates of ACR-CID observed are comparable with
a previous study of JIA in patients receiving double-blind treat-
ment with abatacept.” Interestingly, rates of CID in our analysis
were lower than in studies of patients receiving etanercept™ or
open-label treatment with golimumab.” This may be accounted
for by the age at disease onset; the study of etanercept found that
children (median age 3.6 years) with disease onset before 3.6

years of age had a greater likelihood of achieving ACR-CID.
By comparison, patients in our analysis were older at disease
onset (median age 8 years).

Moreover, compared with the primary results from the
phase III trial—which assessed inactive disease in polyarticu-
lar-course JIA using JADAS27 based on CRP, according to the
2012-2014 JADAS threshold score of < 1 for patients with poly-
arthritis'*—the percentage of patients with JIA achieving CID
was higher in the current analysis (using JADAS10-CRP based
on the 2021 threshold score of < 2.7'2): 35.2% vs 18% at week 44,
respectively. This is unsurprising, given the slightly less stringent
2021 thresholds for CID. Correspondingly, a study investigating
the performance of JADAS10 thresholds demonstrated that the
2021 thresholds for polyarthritis resulted in a higher proportion
of patients classified as having minimal disease activity compared
with the 2012-2014 cutoffs.>

Throughout part 1 and part 2 in the tofacitinib and placebo
groups, trends observed for JADAS10-CID or remission were
mostly similar when assessed in combination with normal phys-
ical function. However, in part 2, the rate of JADAS10-CID
plus normal physical function—a stricter endpoint—increased
over time in the tofacitinib group, reaching a rate of more than
one-quarter of patients, whereas the rate of CID alone remained
relatively constant. It should be noted that in clinical practice,
other modalities such as physiotherapy may assist patients in
achieving normal physical function, as deemed appropriate.
In the current study, patients could have continued, added, or
removed nonpharmacologic therapies, although concomitant
physiotherapy was reported for only 2 patients.

Limitations of this study include the post hoc nature of
the analyses and the small sample size of the trial popula-
tion. In addition, CID status may have been overestimated by
JADASI10-CRP. Tofacitinib has been shown to target the inter-
leukin 6 (IL-6) pathway, which is strongly correlated with circu-
lating CRP levels.”>*® Although CRP levels are widely used for
monitoring disease activity in rheumaroid arthritis, there may be
challenges in assessing disease activity with JADAS10-CRP in
patients receiving treatments that inhibit IL-6, as reductions in
CRP may not directly correspond with CID.?? It should also
be considered that the 2021 JADAS10 thresholds'? for CID and
remission have not been validated for patients with RF-positive
polyarthritis, PsA, or ERA.** Moreover, observed differences
between tofacitinib and placebo efficacy may have been reduced
by the large number of placebo-treated patients who discon-
tinued in part 2 compared with tofacitinib (55.3% vs 30.7%,
respectively; primarily due to JIA flare’®). It can be surmised
that the placebo-treated patients who remained in the study may
have had less severe disease activity, and thus observed-case data
should be interpreted with caution. A final limitation to note is
that the follow-up time may not have been sufficient for optimal
assessment of remission.

In conclusion, in patients with JIA who had extended
oligoarthritis, RF-positive or RF-negative polyarthritis, sJIA
without systemic features, PsA, or ERA, as well as active discase
at baseline, discase activity was reduced with tofacitinib treat-
ment in a rapid manner and was sustained over time. Rates of
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CID, based on the 2021 JADAS10 thresholds and ACR criteria,
were sustained throughout part 2 in patients treated with tofac-
itinib and decreased early in part 2 when patients switched to
placebo. The rates of CID followed similar trends based on
JADAS10 and ACR criteria, although rates were higher and
stabilized earlier for JADAS10-CID compared with ACR-CID.
A small proportion of patients receiving tofacitinib or placebo
achieved JADASI0 remission in part 2. Taken together, these
results suggest that CID (based on JADAS10 or ACR criteria)
and remission (based on JADAS10 criteria) are feasible treat-
ment targets in patients receiving tofacitinib The efficacy results
presented here will further inform clinical decision making in
regard to tofacitinib as an oral treatment option for patients with

JIA.
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