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[ Abstract]
SMMC-7721 after down-regulating the expression of mTOR, and its possible mechanisms.

To investigate the effect of hyperthermia on human hepatocellular carcinoma cell line
Methods

mTOR ( mammalian target of rapamycin) gene eukaryotic expression vector was transfected into SMMC-7721 cells.

Objective

An antisense

The expression of mMTOR mRNA and protein were detected using RT-PCR and Western blotting, respectively. Hyper-
thermia was applied after the transfection, and the vitality of cell proliferation was evaluated using CCK-8 assays and
the clone formation rate was determined by colony-forming assays. The migration of SMMC-7721 cells was measured
using scratch assays. Apoptosis and the cell cycle were analyzed by flow cytometry. Results The expression of
mTOR mRNA and protein were significantly decreased after transfection, indicating that the antisense vector could
down-regulate the mTOR gene effectively. The proliferation, clone formation and migration of SMMC-7721 cells all
were decreased markedly by hyperthermia after transfection. Flow cytometry showed that the rate of apoptosis was sig-
nificantly increased. The number of cells in the S phase was increased and the cell cycle was induced to arrest at the
S phase. Conclusions Down-regulating the expression of mTOR can increase the thermosensitivity of SMMC-7721
cells. The mechanism involves increased apoptosis and S phase arrest.
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Tanezumab versus naproxen for chronic low back pain

BACKGROUND AND OBJECTIVE Over two thirds of all adults experience an episode of low back pain (LBP) in their lifetime.
Treatment of LBP is a difficult clinical problem, with treatment approaches including pharmacologic and nonpharm-acologic methods. Tane-
zumab is a humanized monoclonal antibody which inhibits nerve growth factor, a key mediator in the generation and potentiation of pain sig-
nals. This study compared the effects tanezumab with those of a nonsteroidal anti-inflammatory drug, naproxen, for the treatment of LBP.

METHODS This large, randomized, double-blind, placebo controlled, parallel group phase 2B study involved 1347 patients with
chronic LBP. Eligible patients were randomized to receive either tanezumab at five, 10 or 20 mg every eight weeks, naproxen at 500 mg twice
daily or a placebo. The primary efficacy endpoint was the mean change in daily average LBP intensity from baseline to week 16. Secondary
endpoints included the change from baseline to week 16 in Roland Morris Disability Questionnaire scores and in patients’ global assessments
of LBP.

RESULTS Efficacy was similar with tanezumab 20 mg and 10 mg, with both showing significantly greater improvements than with either
placebo or naproxen in the primary efficacy endpoint, as well as both key secondary endpoints. Adverse events were similar across all tane-
zumab doses, but higher than with placebo or naproxen. The most common of these were arthralgia, pain in an extremity, headache and par-
esthesias.

CONCLUSION This study of patients with chronic low back pain found intravenous tanezumab to be superior to naproxen for the im-
provement of pain, function and global assessment scores.

[ 4% H :Kivitz AJ, Gimbel JS, Bramson C, et al. Efficacy and safety of tanezumab versus naproxen in the treatment of chronic low back

pain. Pain, 2013, 154. 1009-1021. ]
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