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BP, VT and RE) and with IXE Q2W for PCS, MCS, and 7/8 domains (except MH)
(post hoc). Within the same subgroup, a greater percentage of pts in each of
the 3 active groups reported SF-36 scores >normative values at Wk 24 vs PBO,
with statistical significance for PCS, MCS, and majority of the individual domains
(Table) (post hoc).

Table 1. Percentage of patients with SF-36 scores >normative values at week 24 (n) among the
patients reporting SF-36 scores <normative values at baseline (N) (nonresponder imputation)

SF-36 Scores, n/N (%) PBO ADA IXEQ4W IXEQ2W
Physical Component Summary ~ 4/101 (4.0)  20/93 (21.5T)  12/98 (12.2*)  19/95 (20.0**)
Mental Component Summary 10/53 (18.9) 21/52 (40.4*) 21/58 (36.2*) 21/55 (38.2%)
Physical Functioning Domain 5/94 (5.3) 22/91 (24.21)  14/97 (14.4*) 19/87 (21.8*)
Role Physical Domain 5/98 (5.1)  19/91(20.9**) 16/93 (17.2*) 19/86 (22.1**)
*)  28/93 (30.1*)

General Health Domain 14/88 (15.9)  16/92 (17.4)
Vitality Domain 22/71 (31.0%)
Social Functioning Domain 22/66 (33.3)
Role Emotional Domain 17/59 (28.8%)
Mental Health Domain 19/62 (30.6)

*p<0.05; **p<0.005; tp<0.001.
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Figure: SF-36 domain scores at baseline, Weeks 12 and 24, compared with age- and gender-matched
normative scores
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PF, Physical Functioning; RP, Role Physical; B, Bodily Pain; GH, General Health; VT, Vitality; SF, Social Functioning; RE, Role Emotional;
MH, Mental Health; PCS, Physical Component Score; MCS, Mental Component Score; AG norms, age-and gender-normalized; ADA,
adalimumab; 8L, baseline; IXE, ixekizumab; PBO, placebo; Wk, week

Conclusions: In pts with active PSA, both IXE and ADA treatment groups
reported significant improvements in pt-reported health status as assessed by
SF-36 and the majority of its individual domains, both in the general trial
population, and in the subgroup of pts with baseline scores <A/G norms.
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Background: Tofacitinib is an oral Janus kinase inhibitor under investigation for
treatment of psoriatic arthritis (PsA). The safety and efficacy of tofacitinib for the
treatment of PsA has been investigated in two Phase 3 randomised controlled
trials (RCTs: OPAL Broaden [12 months; NCT01877668]; OPAL Beyond [6
months; NCT01882439]).

Objectives: To evaluate patient-reported outcomes (PROs) in patients (pts) with
active PsA enrolled in OPAL Broaden (N=422) and OPAL Beyond (N=394). OPAL
Broaden pts had an inadequate response (IR) to >1 conventional synthetic
disease-modifying antirheumatic drug and were naive to tumour necrosis factor
inhibitors (TNFi) whilst OPAL Beyond pts had an IR to >1 TNFi.

Methods: Pts were randomised to tofacitinib 5 mg twice daily (BID), tofacitinib
10 mg BID, placebo (PBO)— tofacitinib 5 mg BID, PBO— tofacitinib 10 mg BID
and, in OPAL Broaden, also to adalimumab 40 mg subcutaneously every two
weeks (active comparator). Pts receiving PBO advanced to either tofacitinib 5
mg BID or 10 mg BID at month 3 (M3) in both RCTs. Least squares mean
changes from baseline in: Patient’s Global Assessment of Arthritis (PtGA; Visual
Analogue Scale [VAS]); Arthritis Pain (Pain; VAS); Short Form-36 Health Survey
(SF-36); Functional Assessment of Chronic lliness Therapy—Fatigue (FACIT-F);
Dermatology Life Quality Index (DLQI) and Ankylosing Spondylitis Quality of Life
(ASQOL) questionnaires are reported. Nominal p values are reported without
adjustments for multiple comparisons.

Results: Patients with active PsA in OPAL Broaden and OPAL Beyond RCTs
receiving tofacitinib 5 mg and 10 mg BID reported improved PROs compared
with PBO (Table 1). Greater improvements in PtGA and Arthritis Pain were
observed as early as Week 2 through M3 with both tofacitinib doses compared
with PBO in both studies (p<0.05). Greater improvements were also reported
in SF-36 Physical Component Summary, DLQI and ASQOL scores at M1 and
M3 with both tofacitinib doses compared with PBO (p<0.05). There were greater
improvements in SF-36 physical functioning, bodily pain and vitality domains with
both tofacitinib doses compared with PBO in both studies (p<0.05) at M3. SF-36
social functioning domain showed greater improvement with tofacitinib 5 mg BID
in OPAL Broaden and both tofacitinib doses in OPAL Beyond compared with
PBO at M3 (p<0.05). SF-36 role-physical domain showed greater improvement
with tofacitinib 10 mg BID in OPAL Beyond at M3 compared with PBO (p<0.05).
FACIT-F showed a greater improvement in both studies at M3 with both tofacitinib
doses compared with PBO (p<0.05). In OPAL Broaden, improvements in PROs
were similar between tofacitinib and adalimumab.

Table 1. PROs at Baseline and Change from Baseline (A) at Month 3

OPAL Broaden T OPAL Beyond
Tofacitmb  Tofacitimb  Adalimumab  Placebo Tofacitinib  Tofacitmb  Placebo
SmgBID  10mgBD  #mgSC N=105 SmgBID  10mgBID  Nel3l
N=107 N=104 QW N=131 N-132

N=106
PIGA-VAS (mm) Baseline, mean (SD) | 54.67 (22.13) 53.60 22.87) 50.56(22.99) 53.90 (22.65) | 57.42(22.89) 58.52 (22.26) 55.76 (23.13)
A M3, LS\!(SE) -20. 09 Q28) -25500229) -2147(233) -1140Q44) | -2159Q23) -1988Q25) -114Q229)
wan a8 Yy Py

Arthitis Baseline, mean (SD) | 55.74 22.85) 5442 (21.63) 5068(2170) 53.15 (23.44) | 5635 (24.13) 5945 2230) 5491 (2527)
Pain-VAS (mm) AMS,LSM(SE) | 2149 233) 2110Q34) -2187(239) -1022(250) | -2166(216) 208819 112218
SF-36PCS Baseline, mezn (5D) | 35,35 (187) _3637(758) 3554 (857) 3601 (143) | 3351(8.46) 3173 (3.93) 34.70(9.55)
AMLISMGE) | SSIQT) 3007 63075 2607 | SIS0 310 1708

. . v -

Baseline, mean (SD) | 34.45 (1001) 3673 (9.53) 36,55 (9.30) 3653 (9.09) | 3345(1043) 3212(3.87) 34.03(10.99)

SF-36 phiyncal 2 (SD) | 3445 (10.01) .5: 36,53 (3.07 3
AMISMGE) | 517(085)  523(08%) 5208  20605D | 50007 40807 1607
. - . H

funetioning

SF-36rolephysical _Baseline, mean (SD) | 3736 (893) 38.08(920) 3794 (9.76) 3638(871) | 34.63(1034) 3269 (9.05) 35.86 (10.69)

AMS,ISM(SE) | 445(080) 479(080) S21(082) 363(086) | 499(08)  S44(081)  283(081)

SF36bodilypain _ Bascline, mean (SD) | .62 (744) 3491 (838) 3603 (788) 35.10(723) | 3324(788) 3263 (694) 3542(873)

AMISMGE) | 775(084) 80S(084) 752(086) 377(090) | 700(079)  759(080)  2.10(0.80)
[ . . aes ar

SF-36 peneral health _ Baseline, mean (D) | 35,04 (739) 3561 (851) 3534 (823) 3457(193) | 3471(871) 3333 (335) 3560(10.09)

AMLISMGE) | 409070 3%5070) 4O 26407 | 36706) 30206 245089

SF36 vitality Baseline, mean (SD) | 4175 (9.16) 39.87(99%) 4280(1029) 4155(886) | 39.70(1033) 3851 (9.02) 4035 (10.73)

AMLLSMGE) | 3500089 S0(08)  49103)  305@35 | 43508 4TS08 241088
SF-36 o0kl Baseline, mean (5D) }sﬂsunsm ayssmv) w13(1061) 3797979 | m.mm.rn asﬂsmm 3756 (1181)
functioning

A, M3, LSM (SE) 5.95(050) 5.22(0.90) 526(052)  3.63(096) 6.25(0.84) 5.46 (0.86) 289 (0.86)
. . .

FACITF toal score _Baseline, mean (SD) | 25.0 (1046) 282(1063) 300(1133) 2385(953) | 261(1213) 261(1027) 373 (1158)
4,M3,LSM (SE) 7003835 6.0(0.85) 6.0(087) 330050 7.0 (0.81) 3808 3.0(082)
. . . . .

DLQL Baseline, mean (SD) | 88(727)  9.0(166)  7.7(710)  94(76d) | 78(705)  102(820)  84(LT)
AM3LSMGE) | 47(047)  -54(047)  44(048) 28(050) | -32(043) 54049  -12(043)

B e B . e
ASQOL Baseline, mean (SD) | 112(500)  105(391)  106(326)  104(482) | 114(483)  122(345)  107(5.20)
AMISM(SE) | 40(045)  39(046) 40(046)  21(049) 38(0.38) 35039 15040

B * B anr s

*Nomunal p=0.05; ** p<0.001; *** p<0.0001. Other vanables assessed as not achieving p=0.05 at M3 were SF-36 Mental Component Summary
(MCS), mental bealth and role-emotional domain scores

N is the mumber of patients who were randomised and received at least one dose of study medication. A subject was excluded from an analysis
for an endpoint if the baseline was missing or there was no post-baseline observation

4, change from baseline; ASQOL, Ankylosing Spondylitis Quality of Life; BID, twice daily, DLQL Dermatology Life Quality Index; FACIT-F,
Functional Assessment of Chronic llness Therapy—Fatigue; LSM, least squares mean; M3, Month 3; PCS, Physical Component Summary; RO,
patient reported outcome; PIGA, Patient's Global Assessment of Arthmitis, Q2W, every two weeks; SC, subcutaneously; SD, standard deviation;
SE, standard error; SF-36, Short Form-36 Health Swrvey, VAS, Visual Analogue Scale

Conclusions: Pts with active PsA receiving tofacitinib reported greater improve-
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ments in PROs compared with PBO at M3 that were maintained throughout both
RCTs.
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AB0795 | OSTEOARTHRITIS AND COMORBIDITY: ASSOCIATION
BETWEEN MENTAL FEATURES AND CYTOKINES LEVELS

E. Trifonova, O. Sazonova, E. Zonova. Novosibirsk State Medical University,
Novosibirsk, Russian Federation

Background: Studies of mental health in patients with osteoarthritis (OA) are
topical at the present time. This applies especially to OA patients with such
comorbidity as obesity, metabolic syndrome (MS) and type 2 diabetes mellitus
(T2DM). Psychological features, quality of life (QoL) and depression degree also
can be linked with immunopathogenesis of OA with obesity, MS, T2DM.
Objectives: To explore the mental health in knee OA patients with obesity, MS,
T2DM and to estimate association between psychological and immunological
features.

Methods: Patients (n=128) with bilateral knee OA according to ACR criteria
were divided into four groups. Group 1 (n=17) had obesity, group 2 (n=17) had
MS, group 3 (n=56) had T2DM and group 4 (n=38) had only knee OA without
comorbidity. All patients were comparable by age, sex and duration of OA. We
assessed serum cytokine levels (IL-1b, IL-6, IL-10, IL-18), NO and adipokines
(adiponectin, leptin) using ELISA. The parameters of QoL, mental health and
depression degree were measured by short form 36 (SF-36), Knee injury and
Osteoarthritis Outcome Score — (KOOS) and with patient health questionnaire-9
(PHQ-9). We also studied coping strategies to overcome pain by Coping Strategy
Questionnaire (CSQ). U-Mann-Whitney test was applied to detect differences
between groups. Correlation was assessed using Spearman correlation coefficient
(rs).-

Results: During comparative analysis, we found many statistically significant
differences in such indexes and questionnaires as SF-36, KOOS, PHQ-9, CSQ
between groups knee OA patients with comorbidity and group knee OA patients
without concomitant diseases. Patients with OA and obesity were characterized
by low values of mental health (SF-MH) (median (Me) 52; interquartile range
(IQR) 38-64; p=0.01). Patients from group 2 (MS) and 3 (T2DM) had significant
impairment of QoL parameters, mental health values. Patients of these groups
also had the higher degree of depression and built coping strategies to overcome

Table. Correlations between mental parameters and serum cytokine levels in studied groups.

OA patients OA patients
with with
obesity T2DM
Cytokines n=17 n=56
Social Vitality Social Coping Strategy
Functioning Functioning Questionnaire
(SF36-SF) (SF36-VT) (SF36-SF) (CSQ)
IL-18 (pg/ml) -051 -0.06 0.08 -0.15
IL-6 (pg/ml) -0.89* -0.33* -0.27* -0.03
IL-10 (pg/ml) -0.75 -0.18 -0.09 -0.41*
NO (pg/ml) -0.39 0.10 0.14 0.11
Leptin (ng/ml) -0.27 -0.28* -0.22 0.43*

Table legend: * r - p<0.005;
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pain of OA worse than patients of OA group. Differences in serum cytokine levels

were found in patients with OA and T2DM (IL-6 p=0.0018; IL-18 p=0.0006; NO

p<0.001). Significant high leptin level had OA patients with obesity (p=0.03) and

OA patients with T2DM (p=0.0002). Correlation analysis identified the association

between mental health and cytokines in OA patients with obesity and OA patients

with T2DM. Some data are presented (Table).

Conclusions: This study suggests that OA patients with obesity, MS and T2DM

have special mental features which may be linked with immunological parameters.

This data should be verified by larger studies and can be the part for an integrated

program of treatment and rehabilitation of OA patients with comorbidity.
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THE PREDICTIVE ROLE OF INTERLEIKINE 6 AND 10 IN
IMPAIRMENT OF MENTAL HEALTH IN PATIENTS WITH KNEE
OSTEOARTHRITIS AND UNCONTROLLED TYPE 2 DIABETES
MELLITUS

E. Trifonova, O. Sazonova, E. Zonova. Novosibirsk State Medical University,
Novosibirsk, Russian Federation

Background: The influence of different interleukins on development and progres-
sion of osteoarthritis (OA) has been proved. However, there is lack of data on
relationship between mental health and immunological features in OA patient with
type 2 diabetes mellitus (T2DM).

Objectives: To estimate the relationship between mental health and the proin-
flammatory serum cytokine levels in patients with knee OA and T2DM depending
on glycemic control.

Methods: A study was performed on 45 persons who had bilateral knee OA
according to the ACR criteria and T2DM. Then patients were divided into
two groups according to the compensation degree T2DM taking into account
parameters of glycated hemoglobin concentrations (HbA1c) which were assessed
using liquid chromatography. Group 1 (n=26) had controlled T2DM. Group 2
(n=19) had uncontrolled T2DM. All patients were comparable by age, sex and
duration of OA. Serum cytokine levels (IL-1b, IL-6, IL-10, IL-18), NO, and
adypokines (adiponectin, leptin) using ELISA were measured. Blood glucose
level was also estimated. The parameters of QoL, mental health, depression
degree and coping strategies to overcome pain were measured by short form
36 (SF-36), Knee injury and Osteoarthritis Outcome Score — (KOOS) and with
patient health questionnaire-9 (PHQ-9), Coping Strategy Questionnaire (CSQ).
We used U-Mann-Whitney tests to detect differences between selected groups.
Correlation was assessed using Spearman correlation coefficient (rs).

Results: Patients with OA and uncontrolled T2DM had significant low values of
role limitations due to emotional problems (SF-RE) (median (Me) 38; interquartile
range (IQR) 25-52.3; p=0.02). Serum cytokines levels were not different
between studied groups. Correlation analysis identified the relationships between
parameters of mental health and serum cytokine levels in OA patients with
uncontrolled T2DM. Certain data are presented (Table).

Table Correlations berween clinical parameters and serum cytokine Jevels in sradied groups
OA patsents wath uncontrolled T2DM
n=19
Vitality Social Mental Health | Role Emotional General Patient Coping
Cylikui Functioning Mental Health | Health Strategy
Questionnaire | Questionnaire
(SF36-NT) (SF36.SF) (SE36-MID) (SF36.RE) | (SF36&-MH) | (PHQ-9) (€sQ)
1L6 (pe/ml) 0607 062" ey 02 EOE 0437 020
TL-10 (pr/mal) 045" 04z 064" 05 056 029 05
NO (pg/ml) | 012 T 008 T 012 [(Fig T 031 015 002
Leptm (ng/ml) | 031 I 0.4 | 011 019 T 015 028 035

Table legend: * 1 - p<0.005;

Conclusions: It follows from these results mental and immunology parameters

of OA patients with uncontrolled T2DM can be linked. Such interleukins as IL-6

and IL-10 may play a role of potential biomarkers of mental impairment in this

category of patients. These data should be verified by larger studies and may

allow in future to develop programs of treatment and rehabilitation of OA patients

with uncontrolled T2DM within personalized medicine.
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