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TB cases occurred with tofacitinib treatment. One malignancy (thyroid cancer)
was reported. Severe (>3 ULN) elevation of liver enzymes or increases of CPK
above normal were infrequent (<1%); no severe cytopenias were reported. Lipid
increases occurred in 10% of pts. Tofacitinib was withdrawn in 40 pts (13.9%) due
to lack of efficacy (n=20; 7%), AEs (n=11; 3.8%) or other reasons (n=9; 3.1%),
such as loss of follow-up, pregnancy, access issues or travel. Limitations include
limited pt numbers and follow-up of exposure.
Conclusions: In the RW LA setting, tofacitinib was used mostly as 2nd-line
therapy; no new safety signals emerged vs clinical trials. SIEs and HZ were
uncommon; no cases of TB/other OIs occurred, but were seen in the clinical
program.
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Background: Methotrexate (MTX) is the anchor drug for the treatment of
rheumatoid arthritis (RA). There are important guidelines suggesting mono-MTX
treatment at first for pharmacologic treatment of RA (1,2). We thought that these
recommendations should be evaluated in different geographic regions and ethnic
groups because of genetic factors.
Objectives: Therefore, we aimed to compare the efficacy and adverse effect
profile of mono-MTX and combined-MTX treatments in patients with DMARDs-
naïve Turkish patients with seropositive RA.
Methods: Hundred patients with seropositive RA (mean age: 47.4±12.0 years,
63 females and 37 males) were included. Patients were excluded the past
history of using for synthetic or biologic DMARDs or moderate-high dose steroid
(>10mg/day), viral hepatitis, transaminase elevations, and other contra-indications
for MTX. Then they were divided as mono-MTX (n=57) and combined-MTX (n=43)
groups.
Results: There was no difference between groups in age (p=0.34), sex (p=0.104),
age of onset (p=0.10), MTX-weekly dose (p=0.228), the score of DAS28
(p=0.783), RF level (p=0.473), and CCP level (p=0.592) at the beginning. Patients
of combined-DMARDs group used higher dose of prednisolone than patients
of mono-MTX group (p=0.011). The change of DAS28 scores was not different
between groups. CRP levels of combined-MTX group were higher than mono-MTX
group both beginning and at 6th month. The frequencies of adverse events were
not different between groups. GI adverse events are the first line in both groups
(28% vs.16.3%). The frequencies of dose decrease (7% vs. 14%) or stop (7%
vs. 4.7%) for MTX were also not different between groups (p=0.288, p=0.257).
The frequencies of other adverse effects were less than 5%. MTX dose decrease
or stop have been moderately correlated with pulmonary involvement (r=0.4,
p=0.02).
Conclusions: Both mono-MTX and combined-MTX treatment had similar efficacy
and safety profile in Turkish patients with seropositive RA as reported in studies
of other countries suggesting no any advantage of combined MTX compared to
mono-MTX (3). The frequency of MTX-stopping in our study was similar to this
systematic review (9%). As a conclusion, MTX should also be the first choice
of the treatment of RA in our country. Pulmonary adverse events should not be
ignored.
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Background: CD4+CD25+Foxp3+ T regulatory (Treg) cells play a key role in
peripheral tolerance. Rapamycin was approved by the FDA to preserve renal
allografts and to be efficacious in patients with several autoimmune diseases [1].
Objectives: To investigate the status of Treg cells in active refractory rheumatoid
arthritis (RA) and the effects of rapamycin on patients with RA.
Methods: Forty-five active refractory RA patients were enrolled. Rapamycin
was used at a dose of 0.5 mg every 2 days [the preliminary, open-label
clinical trial of rapamycin (Clinical Trials.gov number: ChiCTR-IPR-17010307)].
Clinical improvement and immunological assessments were performed before 1st
rapamycin dose and 12 weeks post treatment. Blood samples were obtained from
RA patients and 75 healthy volunteers for estimation of CD4+ T cell subsets.
Results: Two patients dropped out due to non-compliance. As compared to
healthy controls (median of Treg cells: 33.32 cell/ul), the absolute counts of
circulating Treg cells were significantly decreased in patients with active refractory
RA (median: 27.17 cell/ul; P=0.046). While the median ratios of Th17/Treg cells
in patients with active refractory RA (median: 0.26) were significantly higher than
those of healthy volunteers (median: 0.19; P=0.029). No difference in the absolute
counts of circulating Th17 cells and Th1 cells was observed between patients with
active refractory RA and healthy subjects. Rapamycin treatment led to clinical
improvement with the median post-treatment DAS28-ESR decreasing when
compared to baseline (from 4.19 to 3.78) in active refractory RA patients. Sixteen
patients (16/43 patients, 37.21%) achieved an EULAR moderate response and 6
patients (6/43 patients, 13.95%) reached good response at week 12. Rapamycin
administration resulted in an increase in the absolute counts of Treg cells in
active refractory RA patients, from a median of 27.17 cell/ul (at week 0) to 37.57
cell/ul (at week 12) (P=0.041). The ratios of Th17/Treg cells shows a reduction
from a median of 0.26 at baseline to 0.20 at week 12, but the difference is not
significant (P =0.376). No significant difference was observed in the absolute
counts of circulating Th17 and Th1 cells after rapamycin treatment. Interestingly,
we observed that Treg cells increased before the complete remission of the
disease (DAS28 score <2.6) in patients with active refractory RA. At week 12, the
mean dose of prednisone which refractory RA patients were receiving decreased
from 11.98 mg/d to 8.31 mg/d, with a dose reduced by ≥30% than that at baseline.
The categories of DMARDs use were also reduced (P<0.05). No serious adverse
events was observed during the 12-week period of rapamycin treatment.
Conclusions: Reduced absolute number of Treg cells was found in the patients
with active refractory RA, indicating an imbalance between Th17 and Treg cells.
Rapamycin elicits rapid improvement of disease activity via restoring circulating
Treg cells numbers in patients with active refractory RA.
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Background: Recent studies have suggested that vitamin D may play a role in
select inflammatory diseases including rheumatoid arthritis (RA). Epidemiological
studies suggest that there is an association between vitamin D deficiency and
susceptibility to RA.
The present study sought to investigate effects of 1,25-dihydroxyvitamin D3
(1,25(OH)2D3) on T cells differentiation and associated cytokines in Chinese
Han patients with early rheumatoid arthritis (RA). The results reported that
1,25(OH)2D3 inhibits the synthesis of Th1 cytokines IFN-γ, Th17 cytokines IL-17,
IL-22, IL-6, TNF-α, and up-regulates Th2 cytokine IL-4, which indicated that the
possible immunoregulatory role and bone-sparing effects of 1,25(OH)2D3 in RA
through modulation of the Th1/Th17 and Th2 cytokine balance.
Objectives: To study effects of 1,25-dihydroxyvitamin D3 (1,25(OH)2D3) on T
cells differentiation and associated cytokines in patients with early rheumatoid
arthritis (RA).
Methods: The level of Th1, Th2, Th17 and Treg cell were detected with BDFACS
Calibur flow cytometer. IFN-γ, TNF-α, IL-2, IL-4, IL-6, IL-10, IL-17 and IL-22 were
examined in 54 patients with incipient RA using a cytometric bead array (CBA).
Results: After 72 hours of incubation of peripheral blood mononuclear cells
(PBMCs) with 1,25(OH)2D3 in RA patients, the levels of IFN-γ, TNF-α, IL-2, IL-6
and IL-17 significantly decreased compared to those of the control. 1,25(OH)2D3
had no significantly impact on the levels of IL-4, IL-10 and IL-22. The levels of
Th17 and the ratio of Th17/Treg significantly decreased in 1,25(OH)2D3 treated
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groups compared to those of the control. 1,25(OH)2D3 had no significantly impact
on the level of Th1, Th2, Treg and the ratio of Th1/Th2.
Conclusions: The present study demonstrated that 1,25(OH)2D3 inhibits the
synthesis of Th1 cytokines IFN-γ, Th17 cytokines IL-17, IL-22, IL-6, TNF-α, and up-
regulates Th2 cytokine IL-4, which indicated that the possible immunoregulatory
role and bone-sparing effects of 1,25(OH)2D3 in RA through modulation of the
Th1/Th17 and Th2 cytokine balance.
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Background: Currently, maxillofacial surgery to actively develop and improve
minimally invasive surgical methods for the treatment of patients with diseases
of temporomandibular joint (TMJ). These types of surgical treatments like
arthroscopy and artrolavazh TMJ are less traumatic and therefore can be effective
in patients with rheumatic pathology.
Objectives: To evaluate the efficacy of minimally invasive surgical treatment of
TMJ in patients with rheumatic diseases (RD).
Methods: In the study were included 64 pts aged from 18 to 65 years with various
rheumatic disorders and lesions of the TMJ. Of these, rheumatoid arthritis (RA) -
43 (67.2%), psoriatic arthritis (PsA) 11 (17.2%), systemic lupus erythematosus -
8 (12.5%) and ankylosing spondylitis (AS) - 2 (3.1%). Before and after 14 days, a
month and 6 months after surgery were assessed the following parameters: the
level of pain in the TMJ (VAS), the aperture of mouth opening. All the patients
at baseline and at 6 months after treatment was performed MRI of the TMJ.
Interpretation of the TMJ MRI studies performed by the presence of signs of
pathological changes in the joint, which were scored according to the number of
pathological signs (from 0 to 8 points). As a preparatory stage before surgery
all patients – splint therapy during 1 month was performed. Surgery included
arthrolavage and arthroscopy TMJ followed by the introduction of hyaluronic acid.
Results: Before treatment all patients had severe involvement of the TMJ by
Wilkes international classification: III of St is 62.5%, IV – by 21.9%, V – 15,6%. 6
months after surgical treatment the level of pain in the TMJ decreased 9.8 times
(from 4.9 to 0.5, p<0,0001). Mouth opening increased 2.3 times (from 17.5 mm
to 40.9 mm, p<0,0001), was reached from 96.7% of patients normal value. In the
control MRI study of the TMJ at 6 months after surgery, the quantity of signs of
pathological changes in the joints were reduced by 2.7 times in comparison with
the initial level. The best results were achieved in patients with RA and PsA. The
lowest result was achieved in the group of patients with AS.
Conclusions: Minimally invasive methods of surgical treatment of TMJ
(arthrolavage and arthroscopy), the most effective and appropriate for the
treatment of patients with RD lesion of the temporomandibular joint.
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Background: Bone erosions are a key feature of rheumatoid arthritis (RA)
reflecting both disease severity and disease progression. Recent studies using
HR-pQCT demonstrated impairment in the bone microstructure of the metacar-
pophalangeal (MCP) joints of ACPAs-positive healthy individuals despite no signs
of arthritis. In patients with established RA, ACPAs and rheumatoid factor (RF)
showed an additive effect on erosion number and erosion size. Furthermore, RF
influences erosion size only in ACPAs-positive but not in ACPAs-negative patients.
Objectives: To determine the effect of high titre of anticitrullinated protein
antibodies (ACPAs) and rheumatoid factor (RF) on the number and size of
bone erosions in patients with early rheumatoid arthritis (ERA) by high-resolution
peripheral quantitative computed tomography (HR-pQCT) at baseline and whether
these antibodies are associated with the progression of erosion after one year of
follow-up.
Methods: In the cross-sectional study, HR-pQCT of the second metacarpopha-
langeal joint (MCP2) was performed in 124 patients with ERA at baseline, images
were analysable in 117 patients. Erosions were visualized in 72 patients and
parameters of bone erosions were assessed. In the prospective study, 63 ERA
patients who had completed one year of follow-up with repeat HR-pQCT scan
were also analysed. The number and volume of the erosions as well as bone
mineral density (BMD) surrounding erosion were quantified. Data on demographic
and disease-specific parameters including ESR, CRP, DAS 28, ACPAs and RF
levels and treatment were recorded.
Results: At baseline, 90/117 patients were both ACPAs and RF positive (AC-
PAs+/RF+ group), 7/117 were only RF (RF+), 13/117 were only ACPAs (ACPAs+)
and 7/117 were antibody negative (non-ACPAs+/RF+ group, n=27). Erosion
depth and volume were increased in the ACPAs+/RF+ group compared with
the non-ACPAs+/RF+ group (both P<0.05) (Table 1). Independent explanatory
variables associated with a larger erosion volume included RF>16U (P=0.012),
older age (P=0.003) and a higher damage joint count (P=0.028). Images from
63 patients who completed 12 months follow-up were analysed. Erosion volume
were significantly lower in patients who achieved simplified disease activity score
(SDAI) remission at 12 months compared to those who did not (P=0.045). Linear
regression analysis indicated that independent predictors for an increase in
erosion volume included RF>16U (P=0.032) and a higher damage joint count
(P=0.009) at baseline and failure to achieve SDAI remission at 1 year (P=0. 043).

Conclusions: ACPAs and RF show an additive effect on erosion volume in
ERA patients. Higher RF titre was associated with larger erosion volume at
baseline and predicted progression of erosion volume after adjusting for baseline
parameters and treatment response.
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