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[ Abstract)

2 and Bax in atrophied muscles.

To observe the effects of mesenchymal stem cells (BMSCs) on the expression of Bel-
Methods

their femurs and tibias. BMSCs were isolated from the marrow, cultured and purified using the whole bone marrow ad-

Objective

Immature rats (80~ 100 g) were anesthetized to collect marrow from

herence method. Their right hindlimbs were immobilized from the thigh to the paw with the knee in extension and the
ankle in plantar flexion. After the modeling, 24 of the male rats were divided into a sham-operation group, a BMSC
group and a phosphate buffer solution (PBS) group, each of 8. The BMSC and PBS groups were injected with either
approximately 10° BMSCs or an equal volume of PBS into the belly of the soleus muscle after they had been immobi-
lized for 48 hours, while the control group did not undergo any treatment except for the injection of PBS. All of the
rats were sacrificed for analysis after 14 days. Results The BMSCs were mainly spindle cells, showing radial colony
arrangement. They grew vigorously and could passage in a continuous and stable manner over 10 passages. At the 4th
passage the BMSCs were positive for CD44 (95.84%) and CD90 (96.00% ), but negative for CD34 and CD45.
Western blotting assay demonstrated that the expression of Bax protein as measured in grey-scale value (0.41+0.08)
in the BMSC group was significantly lower than in the PBS group (0.63+0.10), but significantly higher than in the
control group (0.14+0.11) on average. The expression of Bel-2 (0.47+0.14) was also significantly higher in the
BMSC group than in the PBS group (0.22+0.13), but significantly lower than in the control group (0.81+0.06).
Conclusion Bone marrow mesenchymal stem cells can upregulate the expression of anti-apoptotic Bel-2 protein and
downregulate that of the apoptotic Bax protein when injected early into the belly of a muscle in an immobilized limb.
Immobilization;  Skeletal muscles; Bax; Bel-2
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Baricitinib versus adalimumab for rheumatoid arthritis

BACKGROUND AND OBJECTIVE Rheumatoid arthritis (RA) is a systemic autoimmune disease associated with severe disability and in-
creased mortality. Activated Janus Kinases (JAK) are known to play a pivotal role in intracellular signaling for multiple cytokines that have been
implicated in the pathological processes of RA. Baricitinib is an orally available small molecule that provides a reversible inhibition of JAK1 and
JAK2. This study compared the effects of baricitinib with a tumor necrosis factor alpha inhibitor, adalimumab, for the treatment of RA.

METHODS Adult patients with active RA, with inadequate response to methotrexate were randomized to receive baricitinib, 4 mg once
daily, adalimumab, 40 mg subcutaneous every other week or oral placebo. For the primary endpoint, baricitinib was compared with placebo
and adalimumab for the proportion of patients at week 12 with a 20% response according to the criteria of the American College of Rheumato-
logy ( ACR20 response) .

RESULTS Subjects were 1,305 patients, with 488 in the placebo group, 487 in the baricitinib group and 330 in the adalimumab
group. At week 12, the ACR20 responses were 70% for baricitinib and 61% for adalimumab (P=0.01). In addition, baricitinib was superior
to adalimumab in reducing disease activity at week 12, as assessed with the Disease Activity Score for 28 Joints ( DAS28) with the use of
high-sensitivity c-reactive protein (p<0.001). A reduction in radiographic progression was observed for hoth treatment groups as compared to
placebo at weeks 24 and 52.

CONCLUSION This study of patients with rheumatoid arthritis and inadequate response to methotrexate found that an oral dose of
baricitinib resulted in significantly greater clinical improvement than placebo or adalimumab.

[ 4 B : Taylor PC, Keystone EC, van der Heijde D, et al. Baricitinib versus placebo or adalimumab in rheumatoid arthritis. N Engl J
Med, 2017, 376(7) : 652-662.]



