842  Saturday, 17 June 2017

Pharma, and Pfizer, H. Yamanaka Grant/research support from: UCB Pharma,
AbbVie, Astellas, Bristol-Myers Squibb, Chugai, Eisai, Janssen, Mitsubishi Tanabe,
Pfizer, and Takeda, Consultant for: UCB Pharma, AbbVie, Astellas, Bristol-Myers
Squibb, Chugai, Eisai, Janssen, Mitsubishi Tanabe, Pfizer, and Takeda, T. Yoneda
Consultant for: Daiichi Sankyo, S. Tanaka Consultant for: Amgen inc, Amgen
Astellas, KYOCERA Medical, Daiichi Sankyo, Teijin Pharma, Asahi Kasei Pharma,
Ono Pharmaceutical, Eli Lilly, and Pfizer, T. Nitta Employee of: Daiichi Sankyo,
N. Okubo Shareholder of: Daiichi Sankyo, Employee of: Daiichi Sankyo, H.
K. Genant Consultant for: Daiichi Sankyo, Pfizer, Amgen, BioClinica, Eli-Lilly,
Janssen, Servier, Novartis, Takeda, Merck, Biomarin, Clemencia, Agnovos,
and Regeneron, D. van der Heijde Consultant for: AbbVie, Amgen, Astellas,
AstraZeneca, BMS, Boehringer Ingelheim, Celgene, Daiichi Sankyo, Eli-Lilly,
Galapagos, Gilead, Janssen, Merck, Novartis, Pfizer, Regeneron, Roche, Sanofi,
and UCB Pharma, Employee of: Imaging Rheumatology bv

DOI: 10.1136/annrheumdis-2017-eular.1081

SAFETY, PHARMACOKINETICS AND EFFICACY OF E6011,
AN ANTI-FRACTALKINE MONOCLONAL ANTIBODY, IN A
FIRST-IN-PATIENT PHASE 1/2 STUDY IN RHEUMATOID
ARTHRITIS; ADDTIONAL DATA OF 400 MG COHORT
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Background: Fractalkine (CX3CL1, designated as FKN hereafter) is the sole
member of the CX3C-chemokine which leads to dual actions, chemotaxis and
cell adhesion for leukocytes expressing the cognate receptor, CX3CR1, during
their migration. Accumulating evidence is telling that FKN-CX3CR1 axis plays a
pivotal role in leukocyte/lymphocyte accumulation in inflamed tissues in RA'. Last
year, we presented an interim report (up to 200 mg cohort) of Phase 1/2 study
of E6011, a novel humanized anti-FKN monoclonal antibody, for active Japanese
RA patients?.

Objectives: To evaluate safety, pharmacokinetics and efficacy of E6011 with the
dosage up to 400 mg in a Phase 1/2, open-label, multiple ascending dose study
in RA patients (NCT02196558).

Methods: Active RA patients with inadequate response (IR) to MTX or TNF
inhibitors (TNFi) were received 7 consecutive doses (subcutaneous) of E6011
at week 0, 1, 2 and thereafter every 2 weeks up to week 10. The safety,
pharmacokinetics and efficacy up to week 12 were evaluated.

Results: Twelve, 15 and 10 subjects were enrolled in the cohort of 100, 200 and
400 mg dosage, respectively, in total 37 subjects received repeated subcutaneous
(SC) administrations of E6011. As a result, repeated dose of E6011 was found
safe and well tolerated. The incidence of adverse event (AE), treatment-related
AE and serious AE were 56.8%, 29.7% and 5.4%, respectively. AEs occurring
in >2 subjects were nasopharyngitis, Injection site erythema, headache and
oropharyngeal pain, among which there were no severe AEs, serious infections
and deaths. No significant differences were observed in the incidence or severity
of AEs across the cohorts.

After starting multiple SC injection of E6011, serum E6011 concentration reached
steady-state at week 2, and its level was maintained up to week 12 in all cohorts.
Clinical outcome was also available in the study in which response rates of
ACR20, 50 and 70 at week 12 calculated using the non-responder imputation
(NRI) were 75.0%, 33.3%, 8.3% in 100 mg cohort, 66.7%, 20.0%, 13.3% in
200 mg cohort and 60.0%, 30.0%, 20.0% in 400 mg cohort, respectively. The
percentage of patients categorized “good response” with the EULAR response
criteria at week 12 (NRI) were 16.7% in 100 mg cohort, 20% in 200 mg cohort
and 40% in 400 mg cohort.

Conclusions: E6011 was safe and well tolerated, and the study demonstrated
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a promising efficacy of E6011 in active RA patients with MTX- or TNFi-IR. The
results obtained suggest that a novel approach to target FKN/CX3CR1 interaction
will be clinically beneficial for RA, and support to conduct phase 2 clinical trials
in which the efficacy and safety should be confirmed in a placebo controled
double-blind manner.
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FIRST-LINE TREATMENT PATTERNS OF PATIENTS WITH
RHEUMATOID ARTHRITIS WHO ARE ANTI-CYCLIC
CITRULLINATED PEPTIDE ANTIBODY POSITIVE VERSUS
NEGATIVE
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Background: Patients with RA who are at a higher risk for progressive and
destructive arthritis could be identified using anti-cyclic citrullinated peptide
(anti-CCP) levels." Treatment guidelines recommend the use of non-biologic
DMARD:s as initial treatment in RA; but, if warranted, biologic (b)DMARDs could
be considered in early treatment of RA.? Real-world data describing treatment
patterns based on anti-CCP designations are limited.

Objectives: This study evaluated treatment patterns of patients with RA who are
anti-CCP positive (+) or negative (-).

Methods: This retrospective study was based on electronic medical record (EMR)
data with a supplemental chart review from a large integrated delivery system.
Patients newly diagnosed with RA (International Classification of Diseases, Ninth
Revision, Clinical Modification diagnosis code 714.0x) were identified between 1
January 2009 and 31 December 2014. The first RA diagnosis date was designated
as the index date. Patients were required to have 12 months of continuous activity
in the EMR (6 months pre- and 6 months post-index). Based on the baseline
anti-CCP test results, patients were categorized as anti-CCP+ (>7.0 U) or anti-
CCP- (<7.0 U). First-line therapy (time to treatment initiation, treatment regimen,
treatment changes and response to treatment) was evaluated in the post-index
period. Response to treatment was determined based on physicians’ notes.
Results: Overall, 217 anti-CCP+ and 191 anti-CCP- patients with RA were
included in this study. A higher proportion of anti-CCP+ (153, 70.5%) than anti-
CCP-patients (44, 23.0%; p<0.0001) initiated treatment, generally within 1 month
after diagnosis (anti-CCP+, mean [SD]: 31.1 [42.1] days and anti-CCP—, 28.1
[37.4] days; p=0.6538). MTX was most commonly used as first-line therapy. More
anti-CCP+ than anti-CCP- patients received MTX (73.2 vs 56.8%; p=0.0374),
while more anti-CCP- than anti-CCP+ patients received hydroxychloroquine (31.8
vs 13.1%; p=0.0037). Only three anti-CCP+ and no anti-CCP- patients were
treated with a bDMARD. Response to treatment was similar between the cohorts
(p=0.2444); 22.9% of anti-CCP+ and 18.2% of anti-CCP- patients had a complete
response to the first-line therapy, and 33.3% of anti-CCP+ and 25.0% of anti-
CCP- patients had a partial response to the first-line therapy. Treatment change,
however, significantly differed between the two cohorts (p=0.0058); 11.1 and 9.1%
of patients discontinued, 9.8 and 9.1% of patients switched, and 3.9 and 9.1%
of patients augmented in the anti-CCP+ and anti-CCP- cohorts, respectively.
Treatment changes occurred approximately 3 months after treatment initiation
(anti-CCP+, 82.0 [49.7] days and anti-CCP—, 83.8 [52.7] days; p=0.9178).
Conclusions: After diagnosis of RA, patients who are anti-CCP+ were more likely
to start therapy, indicating that physicians were more aggressive in treating this
cohort. Patients were treated according to guidelines with non-biologic DMARDs,
predominantly MTX. Patterns of treatment change differed between the cohorts;
however, treatment response was similar with a complete response rate of 20%.
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FACTORS INFLUENCING THE PRESCRIPTION OF
TOCILIZUMAB ALONE OR IN COMBINATION WITH DMARDS IN
RHEUMATOID ARTHRITIS PATIENTS IN A REAL LIFE SETTING.
POOLED ANALYSIS OF 3 OBSERVATIONAL STUDIES
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Background: Tocilizumab (TCZ) as monotherapy (Mono) is nowadays a standard
treatment in rheumatoid arthritis (RA) for patients in whom methotrexate (MTX) is
inappropriate’.

Objectives: To describe factors influencing the use of TCZ in Mono or in
combination with DMARDs (Combo) in real-life practice in RA patients (pts).
Methods: Analysis: pooled data of 3 prospective, multicentre, observational
studies (PEPS n=610, Spare-1 n=307, Act-solo n=577). Patients: RA pts requiring
TCZ treatment according to their physician. Treatment: TCZ as prescribed in
real life. Endpoint: Evaluation of factors influencing the use of TCZ in Mono
or in Combo. Data collected: demographic characteristics, past medical history,
RA characteristics and history including previous RA treatments, TCZ treatment
strategy (Mono or Combo). Statistical analysis: Pts fulfilling inclusion and non-
inclusion criteria and with >1 TCZ infusion were analyzed. 1- descriptive analysis
2- Univariate and multivariate analysis to determine factors influencing the use of
TCZ in Mono. Variables with more than 20% of missing data were excluded from
the multivariate model.

Results: 1494 pts (3 studies) were analysed at inclusion. Pts’ characteristics: 56%
of the pts were >55 years old, 79.6% female, mean RA duration 11.1£9.3 years,
83.0% positive for rheumatoid factors and/or ACPA, 77.3% with erosive disease on
X-rays, mean ESR 29.9+23.1mm, mean CRP 19.9+26.2 mg/l mean DAS 28-ESR
5.21£1.22, mean HAQ-DI 1.56+0.68, and mean pain VAS 61.5+23.2. Past RA
treatment included csDMARDs in 98.5% and biologics in 77.8% (median=2 [1-6]).
TCZ was initiated as Mono in 36.4% of pts and in Combo in 63.6%, with MTX in
83.3% of Combo pts (mean dose 15.7+4.4mg/week). Corticosteroids were used
in 74% of pts (mean dose 10+7mg/day). Variables associated with a TCZ pre-
scription in Mono were age (>65 years), number of previous bDMARD, use/dose
of steroids, ESR/CRP values, VAS global activity (physician and pt), pain VAS and
HAQ-DI. In the multivariate analysis, variables associated with a TCZ prescription
in Mono were age >65 years (OR=1.71 [1.30 - 2.24], p<0.001), number of
previous bDMARD (1 bDMARD, OR=1.35[0.94 - 1.92], 2bDMARD OR=1.82[1.28
- 2.60], >2 bDMARD, OR=1.19 [0.82 - 1.71] p=0.006), higher pain VAS (OR=1.09
[1.04 - 1.15], p=0.001), higher ESR value (OR=1.07 [1.02 - 1.12], p=0.013).
Conclusions: This pooled analysis suggests that physicians preferably prescribe
TCZ alone in older patients, heavily treated before, with higher inflammatory
markers and higher pain VAS. This use might be explained by physicians’
reluctance to prescribe the association in frailer patients and complementary data
on comorbidity factors will be analysed to support this hypothesis.
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SAT0190 | ESTIMATE OF CLINICAL AND ANTIDESTRUCTIVE EFFECTS
OF RITUXIMAB IN RHEUMATOID ARTHRITIS
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Background: Rheumatoid arthritis (RA) is a chronic inflammatory disease charac-
terized by synovial hyperplasia, mononuclear cell infiltration, bone erosion and joint
destruction. Antirheumatic treatment plays a important role in controlling the in-
flammation of rheumatoid arthritis and in minimizing joint damage. Rituximab - it is
a chimeric monoclonal antibody that targets the CD20 molecule expressed on the
surface of B cells. It has been successfully used to treat rheumatoid arthritis, and it
is worth noting that his antidestructive effect sometimes does not meet the clinical.

Saturday, 17 June 2017 843

Obijectives: to assess clinical and antidestructive effect of Rituximab (RTX) in
patients with rheumatoid arthritis (RA).

Methods: 108 patients (pts) with RA, most of them were middle-age women with
high disease activity (mean DAS28 6,1+1,04, RF-positive 77%, ACCP-positive
83%) treated with RTX (1000 mgx2 or 500 mgx2). Clinical effect was evaluated
by EULAR criteria; radiological progression by SVH method.

Results: 104 patients were treated by RTX (500 x2 or 1000 x2), had good
response: after 48 week of treatment clinical improvement was achieved in
65% pts, good and moderate response by EULAR criteria in 23% and 42%
pts accordingly. Noteworthy, after 12 months of treatment RTX radiological
progression was absent in 50% pts with high disease activity.

Conclusions: RTX treatment slowed joint damage without clinical improvement.
Clinical and antidestructive results did not always coincide which suggests
different mechanisms of clinical and antidestructive effects of anti-B-cell therapy
Disclosure of Interest: None declared
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Background: Disease modifying antirheumatic drugs (DMARDs) such as
methotrexate (MTX), leflunomide (LFN) or antiTNFa have been implicated in
development/exacerbation of Interstitial lung disease (ILD)of rheumatoid arthritis
(RA). Several radiological patterns of ILD have been described: i) usual interstitial
pneumonia (UIP), ii) nonspecific interstitial pneumonia (NSIP), iii) obliterating
bronchitis (OB), and iv) Organized pneumonia (OP)

Objectives: To assess the response to Abatacept (ABA) in these patterns of ILD
Methods: Multicenter study of RA-ILD treated with ABA. ILD was diagnosed
by high-resolution CT scan (HRCT) and classified in radiological patterns
(Travis et al). We consider 3 subgroups: a) UIP, b) NSIP and c) “other” (OB,
OP or mixed). ABA was used at iv or sc standard dose. We assessed: a)
Dyspnea (Medical Research Council-modified scale; significant variations>1); B)
Respiratory function tests; significant changes>10% in forced vital capacity (FVC)
and DLCO<10%, c) HRCT, d) DAS28. A comparative study was performed for
the quantitative (U-Mann-Whitney) and qualitative variables (Fisher test) between
the baseline and 3, 6 and 12 months.

Results: We included 63 patients (27 women/36 men), mean age; 63.1+9.6
years. At ABA onset the RA had a median evolution of 6.8 [2-13.6] years
and the ILD of 1 [0.3-3.03]. RA was seropositive in 85.7%. The diagnosis of
ILD was confirmed by biopsy (n=18). The ILD was related to DMARDs: MTX
(4), etanercept (3), adalimumab (3), certolizumab (2), Infliximab (1). ABA was
used in monotherapy (26) or combined with other DMARDs (37); LFN (15),
Cyclosporin (1), sulfasalazine (4), MTX (6), hydroxychloroquine (10), azathioprine
(4), chloroquine (1). Table 1 shows the evolution in the available cases. A
significant improvement in dyspnea and HRCT was observed in the NIU type.
DLCO remained stable in most patients regardless of the radiological pattern.
The activity of RA (DAS28) also improved.

Table 1
_Baseine _ 1 ewrh ] Smonth | wedh

[ 3 Gihers 3 =3 Giher 3 =3 Gihar 3 =3 Gier
[MARC, %) | w28 w16 w16 | =2t | n=1b = =B | =i =
o changes | ne29 st netl | 18(54) | 1205 | 1BELY | w0 | 2gesy | way | reze | gy | 69
Improvement | a6 | 30188) | 08T | @08y | 3@ | 4@en | 3@ar | 00 | 25
[Worsening | 13 162) ) 26.4) 3 3 331) o ]
[V ) | I | etz n=a | ne2 | n=6 | el | me3 | n=l0 | n=s | nef
No changes |  n=27 w7 =16 10(83) 375 2100} 5(833) 1(143) 3{100) 10{100} 3{60) 2{286)
Imprevomant 2(167) 0 o | 167 | 4t o [] 2(40) 3288y
[Worssning | [ 125) [] 0 2(28.6) ] o | o 2285}
LSO, n (%) | et e =2 n=s 3 w3 7 =3 s
No changes | n=23 =12 | =13 5(714) & {100y 1050) | 3(60) 2(867) | 2(657) | 5(T16) 2(867) 3
imprevement | | 2088 o 1(50) 1(20) 0 [3 2(286) o 269

Worsening | 1 | [ o | o | tewm | 1@ma | 1@y | e | 1d | 106D
HRTC. n (%) | 3 3 el 6 5 3 neg n=5 ne3

No changes | n=29 =17 =l 30 | 20667) o 30 2440 260 | s@ad) | 260 | 1033
Improvment 23y | 10333 | 1000 | 167 | 200 30r | 3may | 20 | 2¢e67)
[worsening | | 10167) [] o | 2@®my | 1@ o | 2@ | 1eo ]
DASZE =] n=16 | n=16 = n=g =g =14 =13 = =il n=10 =
|mesianioR] 5 3 446 3] | 517[355.9) |5 21(38:5.9]| 10 [2248] | 31224 8] | 23[1.944F | 37[2 24 9] | IA26L6] | 28192 | 3HR5SI) 392 3-39) | IIRIAI]
ORP ()| n=29 s = ast7 =5 =9 n=td =12 =10 wetd =9 =9
ORJ|34(0B87)| 17[0949] |17[1048][12[0354] 33(0070] | 45{06.39] | 190440 1] 08 (0.4247 0.6 [D5A.9|4 20 813.0] 15 [04.75] | 15[0.74 5]

=29 net5 216 0220 nes ) =16 s12 as10 =13 =10 =10

M5 | 410300 | 265168 | 16510 | 520255 | 15105 | AWS | 18SE0 | 1B | 4300105 | IN0[180. | 2700143
Y| a9g) 630 | 513 408] 715 205) | 665 | o9 a5 635 s40p 0]
25 | e =18 (Sl e | s n=12 5] n=9 n=3 =3

mg
medianfIGR] |7 5(6.0-11.3) 10.0(5.0-26.0] |7 8(2 4-15.0)| .0(6.0-10.0) 7.6[5.0-26.0] 7.6(6.0-13.8]| 6.015.0-10.0)| 5.0R.57.5 5.0 (3.8.7.81|6 0(2.618.5) (5.0 17,57 38 (2669

|Pradaisons |

[The comparisans are with respect to the baseline visit, * p <0.05; ** p <0.01.For the variable " " is caleulated



