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severity of depression by HRDS (p=0.0098), and the index of personal anxiety
(P=0.009) in group 1 decreased. In the 2nd group above mentioned parameters
have not changed. On the 1 group data of SF-36 evaluation: the physical health
component has improved - the increase of RP and BP 57.4% and 37.8% from
the baseline; vital activity and role functioning due to emotional state, have
also increased by 35.6% and 43.5%, respectively. In the 2nd group (n=22)
investigated parameters have not undergone significant changes in dynamics. In
the 1 receiving melatonin group TJC and SJC have decreased by 15% and 22%
(p=0.0079, p=0.0022, respectively) and their dynamics in the 2nd group was less
significant (p=0.013 and p=0.017, respectively). Also, patients in group 1 have
highly significant (p<0.001) reduction in the severity of morning stiffness and
joint pain, and in the 2nd group the changes were less significant (respectively,
p=0.043, p=0.016). Positive dynamics of CRP in group 1 was more significant
(p=0.003), than it was in 2 patients’ group (p=0.033).

Conclusions: In the group of patients treated with melatonin was noted
improvement in general condition (a significant improvement in the parameters of
the physical components of health, reduction of depressive and psycho-vegetative
disorders) and also more significant decrease of the intensity of pain and of
morning stiffness duration, of TJC and SJC, than in not treated with melatonin
patients. Inclusion of Melatonin in the comprehensive PsA therapy promotes not
only reduction of depression symptoms and sleep disorders, but also reduces
the severity of the chronic pain manifestations and, consequently, improves the
quality of life of patients with this disease
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Background: Tofacitinib is an oral Janus kinase inhibitor under investigation
for the treatment of psoriatic arthritis (PsA). Two Phase 3 studies have been
completed (NCT01877668; NCT01882439) and a long-term extension (LTE) study
is ongoing (database not locked; NCT01976364).

Objectives: To compare incidence rates (IR) for adverse events (AEs) of special
interest in a tofacitinib cohort from the Phase 3 PsA trials with real-world
experience in a comparison cohort from the US Truven MarketScan database.
Methods: The tofacitinib cohort included adult patients (pts) from 2 Phase
3 studies with >6 months PsA diagnosis who met ClASsification of Psoriatic
ARthritis (CASPAR) criteria, had active plaque psoriasis, and active arthritis (>3
swollen and >3 tender/painful joints) and who were treated with tofacitinib. Pts
were grouped by those who received tofacitinib 5 (N=238) or 10 mg (N=236)
twice daily (BID) in the 2 Phase 3 studies, and all pts who received >1 dose of
tofacitinib in the 2 Phase 3 studies or the LTE (tofacitinib all doses, N=783). The
comparison cohort (N=5799) comprised pts with moderate to severe PsA, defined
by >1 inpatient or >2 outpatient 696.0 diagnosis codes on 2 unique calendar
days (>1 by a rheumatologist) between Oct 2010 and Sep 2015, initiating therapy
with a systemic agent for PsA. Key Phase 3 study exclusion criteria were applied
to the comparison cohort. IRs for serious infection events (SIEs), herpes zoster
(HZ), malignancies (excluding non-melanoma skin cancer [NMSC]), NMSC and
major adverse cardiovascular events (MACE) were compared.

Results: Mean age, gender and diabetes history were generally similar between
the tofacitinib and comparison cohorts (48.7-49.5 years, 42.4-49.2% male, 12.2—
15.7% with diabetes history). Overall more pts treated with tofacitinib had prior
experience with corticosteroids (15.7-28.2%), conventional synthetic disease-
modifying antirheumatic drugs (100%) and tumour necrosis factor inhibitors
(48.1-55.9%) vs the comparison cohort (11.9%, 46.6% and 36.6%, respectively).
IRs for SIEs were lower for the tofacitinib vs the comparison cohort (Table 1). The
tofacitinib cohort had a higher rate of HZ vs the comparison cohort (Table 1). IRs
for malignancies and MACE were similar between cohorts (Table 1).
Conclusions: IRs of AEs of special interest reported in tofacitinib PsA Phase
3 studies were generally comparable to those in a general PsA population
comprising pts receiving a range of biologic agents, except HZ, which was higher
for pts treated with tofacitinb but similar to the incidence observed with tofacitinib
treatment in other indications.
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Table 1. Incidence rates (95% CI* [PY exposure] for adverse events of special interest

SIEs® HZ Malignancies” M5 MACE

Tofacitinib Tofacitinib 5 mg BID 130(0.16,4.69) 196(041,574) NR NR R
cobort’ (N=238) (154) s3)

Tofacitinib 10 my BID 200(041,583)  2.66(0.73,651) NR NR NR

(N=236) 1150] 11501

Tofacitinib all dozes NR 063(021,148)  051(0.14,130)  038(0.08,1.11)
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[10sg) [1303] 0751 [1736] (591

(N=2547)

5.13(426,6.11)
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512(.83,61)
1015)

126(050,1.71)  0.51(033,074)  139(109,1.76)  0.41(0.24,0.65)
[3181] [5144)
lSlEO?l 2.36) 04"{011 036) 175(1.17,252) 0’6!007 0.67)
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4820337667 |mcnss 197 041(016,084) 146(095,216)  030(0.08,076)

[747) [1000] [1720) [1709] [1343]
1.94(093,3.57)  121(055,230)  135(065,248)  047(0.10,137)

891(6.09, 12.57)
[359) [516] [743) 1] 1638]
349(140,719)  116(024,339)  000(000,090) 099(027,253) 091019267
201 [256] (410) 404] 328]
680 (274, 14.02) 091(0.02,506)  000(0.00,209) 172(035,502)  0.00(0.00, 2.44)
7
534(256,982)  262(085,613) 114(024,335) 345(158 656  0.00(0.00,160)
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include events occuming =28 days after last dose of study drug (or to data cut-off in the LTE). Exposure (PY) iz the total follow-up time to the day of the first
event within the event-counting period for patients with events, or the last dose day plus 2 risk period of 28 days after the last dose (or to data cut-off for LTE)
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Background: Psoriatic arthritis (PsA) is a multifaceted disease.

Objectives: We aimed to evaluate change in medication over time guided by
joints, skin, enthesis, low back pain and dactylitis in newly diagnosed PsA patients
Methods: Newly diagnosed PsA patients were included in the Dutch Early
south-west Psoriatic Arthritis cohoRt (DEPAR) study between August 2013 and
March 2016. Initial drug treatment and escalation of therapy were described for all
patients. Drivers of treatment changes in the first year were evaluated by mixed
Table 1 Multivariable mixed effects 0rdered|ordina| logistic regression of treatment change over time
in early PsA

Qdds Ratio 95% CI
Covariates
Swollen joint count (per joint) 1.14 1.06 1.24
Tender joint count(per joint) 0.98 0.94 1.02
Tender entheses (per enthesis) 1.06 0.94 1.19
BASDAI (per point) 1.05 0.97 1.15
Dactylitis Index (per point) 1.05 1.00 1.09
timepoints (baseline reference)
3 meonths 1.55 1.01 2.37
6 months 1.25 0.78 2.02
9 months 0.45 0.25 0.81
12 months 1.52 0.79 291
initial starting values ( no dmard reference)
other sdmards 0.05 -0.52 0.62
methotrexate oral 0.49 0.08 1.07
methotrexate subcutaneous 4.67 3.95 5.38
leflunomide 5.32 4,57 6.08
biological dmards* 6.23 5.42 7.05
mixed effects parameters
random slope, 0.02 0.01 0.06
random intercent 8.30 6.12 11.25

in bold p<0.05; *biological dmards were TNF inhibitors



