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filgotinib also reduced the B- and T-cell development cytokine IL-7. In contrast,
IL-8 was not affected by filgotinib. Reductions in MIP1a, MIP18 and GM-CSF are
in line with a down modulation of innate immune activity.
Conclusions: Treatment of RA patients with filgotinib monotherapy resulted in
significant reduction in the levels of a broad range of cytokines related to Tu1,
Th2, Ty17 and potentially B cells, as well as innate immunity. This observed
anti-inflammatory activity of filgotinib is consistent with its efficacy in RA patients.
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IMPROVED ADHERENCE TO NEWLY PRESCRIBED DMARDS
WITH CO-PRESCRIPTION WITH LOW DOSE STEROIDS IN
RHEUMATOID ARTHRITIS PATIENTS ATTENDING CLINIC AT A
DISTRICT GENERAL HOSPITAL IN THE UK
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Background: Non-adherence to DMARDs is associated with disease flares and
increased disability. Adherence rates to prescribed medicine regimes in people
with Rheumatoid Arthritis vary from 30-80% in different studies. Improving
adherence to therapy leads to better disease outcome and reduced costs
associated with management of RA.
Objectives: This study was carried out as a pilot study to look at the effect of
co-prescription of steroids on the adherence and side effects to newly prescribed
DMARDS in patients with rheumatoid arthritis.
Methods: This is a prospective, observational cohort study, for the duration of
three months per participant. Patients were selected sequentially from those
attending outpatient clinic at Basildon Hospitals with a confirmed diagnosis of
rheumatoid arthritis (ACR/EULAR criteria), and had been planned to start on a
new DMARD by the treating physician. Baseline data included demographics,
disease characteristics and data regarding steroid co- prescription including
route, dose and duration. Patients were reviewed at three months to look at
DMARD adherence defined by continuation of the DMARD. We looked at the
side effect profile as possible contributing factor to non-adherence. The effect of
co-prescription with steroids and other demographic data on treatment duration
was investigated using Kaplan-Meier survival plots. Logistic regression analysis
was used to investigate the effect of co- prescription of steroids on continuation
of medication.

Results: Fifty one patients were recruited to the study. Median age at the time

of enrolment was 61 years (IQR 46-71), 73% were females and 92% were

caucasians. seventy percent of the patients were seropositive and DMARD naive
with a mean DAS CRP at recruitment of 4.13 (1.21). Seventeen (33%) patients

were co-prescribed with steroids at the initiation of DMARDs. Out of these 59%

(n=10) were DMARD naive. Thirteen patients received a tapering dose of oral

prednisolone with a mean starting dose of 13.8mg daily (range 3mg - 20 mg)

for a mean duration of 10.8 weeks. Two patients received oral prednisolone 5mg
daily for 12 week. The mean cumulative dose of oral prednisolone prescribed was

632.2mg. The two remaining patients received 120 mg of depomedrone IM.

The non adherence rate for our cohort was 35%, 6% for patients co-prescribed with

steroids versus 50% for patients who were not co-prescribed with steroids. The

odds ratio for likelihood of discontinuation for patients who were not co-prescribed
with steroids versus patients who were, was 16 (1.94-134.5, p=0.011).

At the end of three months 25% of the whole cohort, 12% of the patients

who were co-prescribed with steroids versus 32% of the patients who were not

co-prescribed with steroids reported side effects to the DMARD initiated. the odds
ratio for reporting side effects with steroid co-prescription was 0.28 (0.054—1.438,
p=0.12).

Conclusions: Co-prescription of low dose steroids with initiation of DMARDs

increases the chances of adherence and possibly reduces the side-effect profile
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ADHERENCE PROFILES TO METHOTREXATE OF PATIENTS
WITH RHEUMATOID ARTHRITIS (RA) ELIGIBLE FOR
BIOLOGICS: TYPOLOGIES FROM FORGET, A
CROSS-SECTIONAL SURVEY OF 244 PATIENTS
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Background: Adherence to Methotrexate (MTX) is not optimal in RA patients
[1]. Conflicting determinants of adherence have been identified in literature. Our
hypothesis was that the discordant results were related to different typologies of
patients.

Objectives: Determine the Methotrexate adherence profiles of patients with RA
eligible for biologics.

Methods: The FORGET survey carried out in 2016 was aimed to assess the MTX
adherence rate of RA patients, insufficient responders to MTX, biologic-naive,
when an initiation of biologics was being considered. Non-adherence was defined
as a compliance rate <80% according to the CQR19 (Compliance Questionnaire
for Rheumatology) [2]. The factors tested were socio-demographic characteristics,
DAS 28, RAID, CQR responses, beliefs, voluntary or involuntary dose skipping,
social and medical support.

Results: Of the 244 patients analyzed, the non-adherence rate was 34%. The
rather weak correlation between adherence (CQR) and the disease impact (RAID)
tended to confirm the hypothesis of different profiles. Four typologies of patients
were determined. Groups G1 and G2 were non-adherent patients with high (G1)
or lower (G2) impact. Groups G3 and G4 were patients with good adherence with
high (G8) or lower impact (G4. Significant adherence factors were found for these
4 groups (p<0.01) (table).

Non-adherent Adherent
patients patients
G1 G2 G3 G4

% 14 19 33 34
CQR 19 (%) 21 40 78 88
RAID (0-10) mean 6,7 4,6 6,3 3,7
Skipped doses (%) 66 55 15 11
Skipped does without doctor’s recommendation (%) 38 41 3 3
| comorbidity or more (%) 62 68 57 45
Depression (%) 31 14 12 3
Anxiety 16 9 9 1
Good information received (%) 69 83 81 93
| find constrains to take may treatment (% yes) 59 61 21 6
| tolerate my treatment badly (% yes) 47 18 16 18
| think every day about may arthritis (% yes) 83 63 88 53
| find it hard to keep may professional obligations

because of my arthritis (% yes) 79 38 65 32
| feel well informed about my arthritis (% yes) 69 83 81 93
| had support from my relatives (% yes) 55 55 82 96
My treatment is doing me more harm than good (% no

agreement at all) 0 22,7 36,8 71
The most important reason to take my treatment is that

| can still do what | want to do (% complete agreement) 6,3 11,4 17,2 60,5
| do not expect miracles from my treatment (% no

agrement at all) 0 0 10,3 23

Conclusions: Four adherence profiles to Methotrexate have been identified.
Among the non-adherent patients, 2 topologies are opposed: 1- patients in state
of suffering, with low support from relatives, negative beliefs and significant
professional impact. 2-patients with less disease impact, who perceived their
treatment with constraints although well tolerated. Detection of patients’ profiles
may allow targeted strategies to improve or maintain adherence.
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COMPARISON OF TOFACITINIB SAFETY AND EFFICACY IN
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Background: Tofacitinib is an oral JAK inhibitor for the treatment (tx) of rheumatoid
arthritis (RA). Studies have shown diminishing response to tx in RA patients
(pts) when cycling through TNF inhibitors. Prior analyses assessed tofacitinib in
csDMARD-inadequate response (IR) pts vs overall bDMARD-IR pts.
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Objectives: To compare tofacitinib safety and efficacy in RA pts who have
previously failed tx (lack of efficacy and/or safety reasons) with csDMARDs, with
pts who failed tx with either 1 or >2 prior bDMARDs.

Methods: Data from pts who received >1 dose of tofacitinib in 19 RA studies up
to 96 months (2 Phase [P] 1; 9 P2; 6 P3; 2 LTE studies [1 LTE ongoing; data
as of March 2015]) were used in this analysis. Data were pooled across all 19
studies for safety assessments in the All RA population: csDMARD-IR, n=4377;
bDMARD-IR, n=838 (1 bDMARD-IR, n=533; >2 bDMARD-IR n=305). Safety was
also assessed up to 24 months in pts randomised to tofacitinib 5 or 10 mg BID or
placebo (PBO) in a pooled P2/P3 randomised controlled trial (RCT) population (8
P2, 6 P3 studies; csDMARD-IR, n=3328; bDMARD-IR, n=782). Incidence rates
(pts with events/100 pt-years) were calculated for serious AEs (SAEs), serious
infections (Sls) and herpes zoster (HZ). Efficacy was assessed by pts achieving
ACR20 response and DAS28-4(ESR) <3.2 at Month 3 in a pooled P3 RCT
population (csDMARD-IR, n=2375; bDMARD-IR, n=664).

Results: Prior to tofacitinib tx, b(DMARD-IR pts had longer RA duration, greater
disease burden and more corticosteroid use vs csDMARD-IR pts. SAEs were
more common among bDMARD-IR vs csDMARD-IR pts in both the P2/P3 RCT
and the All RA populations; SAE rates were not higher in pts failing >2 bDMARDs
vs 1 bDMARD (Table). Incidence rates for Sls were generally greater in pts with
IR to bDMARDs vs csDMARDs in the All RA population, but generally lower in
pts with IR to 1 or >2 bDMARDs vs csDMARDs in the P2/P3 RCT population;
incidence with 5 mg BID was lower for 1 vs >2 bDMARDs in the P2/P3 RCT
population. Incidence rates for HZ were similar between pts with IR to csDMARDs
or 1 bDMARD, but appeared numerically greater in pts with IR to >2 bDMARDs in
both the P2/P3 RCT and the All RA populations. A similar pattern was observed
across tofacitinib and PBO groups. Efficacy at Month 3 in the P3 RCT population
was greater with both tofacitinib doses vs PBO. Although absolute response was
smaller in pts with IR to bDMARDs vs csDMARDs, generally similar efficacy was
observed in pts with IR to 1 or >2 bDMARDs (Table).

Table. Selected safety and efficacy outcomes by prior failed treatment.
<sDMARD-IR- Overall 1 22
only bDMARD-IR bDMARD-IR bDMARD-IRs
P2/P3 RCT population (0-24 months);* |
incidence rate (pts with event/100 pt-years) (95% CI)
Tofacitnib 5 mg BID 124 (103, 14.8) 126(7.8, 19.3) 12.7(68,21.7) 126(54,247) |
SAEs Tofacitmb 10 mg BID 9.7(7.9,11.8) 12.5(7.6, 19.3) 12.1(6.3,21.1) 13.1(5.6,25.7)
Placebo 11.5(7.6,16.8) 20.5(9.8,37.7) 19.8(7.3,43.1) 21.6(5.9, 55.4)
Tofacitinib 5 mg BID 3.4(24.47) 1.7(04,50) 0.9(0.0,52) 29(04,106) |
Sks Tofacitinib 10 mg BID 34(24,47) 30(10,71) 300687 | 3204114 |
I‘|:1u'ho - 1.7(05,4.3) l:I !07.‘. 14 '77] 37.‘ (0.1 173:‘] 5,,' (0. .","U 1) |
Tofacitmib 5 mg BID 3.9(28,53) 53(24,10.0) 28(06,83) 91(34,199) |
HZ Tofacitmib 10 mg BID 18(35,63) 63(30,11.6) 62(23,134) 66(18,168) \
Placebo 26(09,55) 00(00,75) 00(00,121) 0.0(0.0,198)
All RA population (up to 96 months);
incidence rate (pts with event/100 pt-vears) (95% C1)
Tofacitmib 5 mg BID 9.7(8.9.106) 148(11.4, 189) 159(11.5,21.3) 12.8(7.7.200) |
SAEs Tofacitinib 10 mg BID 9.7(2.0,10.4) 116 (100, 13.3) 11.8(9.8, 14.0) 11.3(8.8, 14.3)
All tofaciunib doses 97(9.2,10.2) 12.2(108,138) 11.6(93.143) |
Tofacitinib 3 mg BID 45(28,68) 41(16,84) |
Sls Tofacitinib 10 mg BID 35(27,44) 26(15,41)
| Al tofacitinib doses 3.7(29,4.3) 29(1.9.42) |
Tofacitnib $ mg BID 48(30,72) 7135127 |
HZ Tofacitinib 10 mg BID # 44(335,535) 4.1(3.0,5.5) 49(33,70) |
All tofacitinib doses 4.0(3.7.44) 45(36,55) 4.0(3.0,52) 54(39.72)
Efficacy endpoints in the P3 RCT population at Month 3; % of pts \
Tofacitinib 3 mg BID 9.4y 43,5440 4353 40.6*
ACR20 Tofacitinib 10 mg BID 65, 448% 30684 S50.6%4% 5064+
Placebo 27.1 246 212 20.0
DAS2S- Tofacitinib 5 mg BID 15,944+ 12,74 11.9 14.0*
i"f“] Tofacitinib 10 mg BID 21140+ 15.87¢ 15.7* 10.5°
Placebo 39 4.9 58 3.4
*p<0.05; **p=<0.001; ***p<0.0001 vs placebo
*Placebo data up to 6 months only
A, change from baseline. BID, twice daily, bDMARD, biclogical disease-modifying antirheumatic drug: CI, confidence interval, |
csDMARD, synthetic di difying ant drug: DAS28-4(ESR), Disease Actvity Score i 28 joints with |
erythrocyte sedimentation rate; HZ, herpes zoster, IR, inadequate response; P, Pha s, patients, pt-years, patient-years
h d arthritis; RCT, d lled trial; SAE, serious adverse event; SI, serious infection

Conclusions: SAEs and SIEs were more common in tofacitinib- and PBO-treated
pts with IR to bDMARDs vs csDMARDs; increased risk was generally not
observed with increasing number of prior bDMARDSs. HZ risk appeared greater
with >2 bDMARDs vs 1 bDMARD. Efficacy was greater with tofacitinib vs PBO
for csDMARD-IR and bDMARD-IR pts, with similar response observed in pts with
IR to >2 or 1 bDMARD. These data support the use of tofacitinib in different
lines of therapy, although the analysis is limited by smaller sample size in some
groups.
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Background: Tofacitinib is an oral Janus kinase inhibitor for the treatment of RA.
ORAL Solo (NCT00814307) and ORAL Sync (NCT00856544) were two Phase 3
index studies that demonstrated the efficacy of tofacitinib in adult patients (pts)
with RA who were DMARD inadequate responders (DMARD-IR). Early onset of
effect is a clinically meaningful endpoint.

Objectives: This post hoc analysis examined the magnitude and durability of
early response to tofacitinib in ORAL Solo and ORAL Sync.

Methods: ORAL Solo and ORAL Sync were double-blind, placebo (PBO)-
controlled, parallel-group studies in pts with active RA and an inadequate
response to >1 conventional synthetic (cs) or biologic (b) DMARDs. Pts were
randomised to tofacitinib 5 mg BID, tofacitinib 10 mg BID, PBO advanced to
tofacitinib 5 mg BID, or PBO advanced to tofacitinibb 10 mg BID, either as
monotherapy in ORAL Solo or with background csDMARDs in ORAL Sync. In
ORAL Solo, pts randomised to PBO were advanced to tofacitinib at Month (M) 3;
in ORAL Sync, pts randomised to PBO were advanced to tofacitinib at M3 (non-
responders) or M6 (all other pts). In this post hoc analysis, the following clinical
efficacy data for pts on tofacitinib or PBO (prior to advancement to tofacitinib) +
csDMARDs, were evaluated at Week 2, M3 and M6 (ORAL Sync only; no Mé
PBO comparison in ORAL Solo): change from baseline (CFB) in Clinical Disease
Activity Index (CDAI) >12," HAQ-DI CFB >0.22, CDAI >50% improvement from
baseline, CDAI >70% improvement from baseline, CDAI >85% improvement from
baseline, Functional Assessment of Chronic lliness Therapy-Fatigue (FACIT-F)
score improvement from baseline >4, Pain visual analogue scale (VAS) score
CFB >10. This analysis was post hoc and multiplicity adjustment was done.
Results: Clinical efficacy endpoint data are summarised in the Table. At Week 2,
more patients receiving tofacitinib 5 or 10 mg BID + csDMARDs (compared with
PBO + csDMARDs) achieved a CDAI CFB >12, HAQ-DI CFB >0.22, CDAI >50%
improvement from baseline and pain VAS CFB >10. By M3, more pts receiving
tofacitinib 5 or 10 mg BID + csDMARDs (compared with PBO + csDMARDSs)
achieved the efficacy outcomes measured including improvements from baseline
in FACIT-F scores >4, CDAIl >50%, CDAI >70% and CDAI >85%. Responses
attained at M3 were maintained or increased at M6.

Table. Clinical efficacy endpoints from Week 2 to Month 6 in ORAL Syne and ORAL Solo (FAS"; NRI")

ORAL Sals ORAL Syne
Ioprovement from baseline, % pts Tofacitinib Tofacitiaib PBO Tofacitinib Tofacitinib FBO
©5%CD 5 g BID 10 g BID £ g BID 10 g BID -
=24 243 &1 +eDMARDs  +cDMARDs  c:DMARDs
=312 =315) ¥=158)

CDAI=12 Week 2
Month 3 TI6(654, 772
Mouth § 79.5 (74.4,84.6)

TIGLO, 436  439G75,305¢ 185020266 04Q53, 359 I6SGLI D 1740118243
755(696,808) 425(335,519) S60(303616) 647(591,701) 325(252,404)
788(73.7,84.0) NA 53.7(480,59.4)* 621(564,67.6)* 34.4(270,424)
HAQDIZO22 Week2  490(125,555)° S06(441,572) 378(91,472) 456(400,51L4° SII(473,588)* 342(268,422)
Month3  S96(S11,659)% 653(SB,7IN¢  392(304,485) 490(433 54T STI(SL4 &7  237(173,312)
Mouth 6 67.5(616,73.9) 66.1(60.1, 72.1) NA 49.7(440,55.4)* 555(498,61.2 2370173312

CDAI=50% Week 2 19.8(150,25.5)*  251(197,3L1*  B4(41,145) 1800138, 227* 205(161,255)* 9050147
Month 3 513(508,63.7)* S8.1(S16 644)* 258(183,346) 453(397,510)* S65(08,622)* 223(161,236)
Mouth§  G6(627,745)  664(604,724) NA 48.5(429,543)" SSB(S3L,644)7  29.3(223,371)
CDAI=T0% Week 2 51Q6,87 113 (76,160 2500572 49Q3,80 86(57,124)* 320,74
Monh3  331Q71,304)% 407(44,472% 142E520T)  43(196295* 314062365  T6(40,130)

Month § 418(356,481)  49.0(427,553) NA 314(263,369) 3790325436 166(111,233)
CDAIz 85% Week 2 21(07,49) 50Q26,86) 25(05,72) 10(02,28) 3316600 07(00,35)
Month 3 146(104,198* 178132, 83 S8Q41.7) 9464132 11481156 1302,45)
Mouth & 22(169,274)  21.0Q14,326) NA 10705147  183(41,2.1* 5727108
FACIT-F =4 Month 1 NA NA NA 462(404,520) 581(523,63.M)* 3%.0(312,470)

Month3  612(347,67.4)
Mouth6  592(530,65.5)

634(568,69.6¢ 422(331,518) 366(BL 4D S512(454,369)% 218(156,291)
62.4(56.2,68.6) NA 409(353,466) 472(415,530)°  212(150,284)
Pain VAS 210 Week2  573(508,63.7¢
Month3  69.3(631,75.1)*
Monh6  710(652,767)

6LI(546,673 412(322,506) 4634065200 S529(472,58.6*  365(290,44.6)
TII(E78, 793 425(35,519) S00(443,557)* SIS(SLL G  287(Q17,364)
T10(652,76.7) NA 4840427, 541" 562(504,618)° 306(235,384)

*p<0.05 3 PO, the noroal spproriuation fo e difference i bisomial propertons was used o es e superority o exch dose o tofactin to PO, “ociuded ll
sandousised patients who took =1 dose of study medication. *Patients who withdsew for any reason before Mouth 6, or patients who were advanced to tofacitinib after
Mouth 3 (ouly for ORAL Sync) bad their values ou or after withdrawing or advancing set to Non-Response in this analysis. N = total number in each treatment growp,
sarmber of patients available for the analysis may vary for individual endpoints PBO group inchided only those patients who had not yet advanced to tofacifinib.

[e vsPBOat for ORAL Solo a5 all PBO patients advanced to tofacitinib at this time point.

BID, twice daily; CDAL, Clinical Disease Activity Index; esDMARD, conventional synthetic DMARD; FACIT-F, Functional Assessment of Chronie [liness Therapy-
Fatigus; FAS, full amalysia set; NA, not svailable; NRT, non-respondar imputation; PBO, placebo; Pts, patients; VAS, visual analogue scale

Conclusions: DMARD-IR pts with active RA receiving tofacitinib + csDMARDs
appeared to show greater improvements compared with PBO in clinical disease



