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Effects of intensive training on the expression of p-Akt in skeletal muscles after cerebral ischemia and reper-
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[ Abstract] Objective To observe the effects of treadmill training at different intensities on the expression of
p-AKT in rats’ gastrocnemius muscles after focal cerebral ischemia, and to investigate whether intensive training is
beneficial for the recovery of motor function. Methods Left middle cerebral artery occlusion (MCAO) was induced
in 120 male Wistar rats using the intraluminal thread method, and they were divided into an MCAO group (no train-
ing) , a normal training group (treadmill training once a day for 30 min) and an intensive training group ( treadmill
training twice a day for 60 min), each of 30 rats. There was also a sham control group with 30 members not given
MCADO or training. The four groups were further divided into 3 day, 7 day and 14 day subgroups. Five rats randomly
selected from each subgroup were sacrificed for hematoxylin-eosin staining after 4% paraformaldehyde treatment.
Neurological function was evaluated using Zausinger scores, and the expression of p-Akt was detected by western blot-
ting. Results No significant differences in Zausinger scores were observed between the intensive training group and
the normal training group after 1, 3 or 7 days of training. However the average Zausinger score in the intensive train-

ing group was significantly higher than in the normal training group after 14 d of treadmill training. After 7 d and 14 d
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of treadmill training the average cross-sectional area of the gastrocnemius muscles in the sham group was significantly

higher than in the other three groups. The average area of the intensive training group was significantly larger than that

of the normal training group. The expression of p-Akt in the gastrocnemius was significantly increased in the intensive

training group compared with the normal training group in the 7 day and 14 day subgroups.

Conclusion Treadmill

training can improve the expression of p-Akt in atrophied gastrocnemius muscles caused by MCAO. Intensive training

is more effective for the recovery of muscle function.

[ Key words] Brain ischemia; Reperfusion;
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Cannabinoid nasal spray for neuropathic pain

BACKGROUND AND OBJECTIVE Neuropathic pain is a chronic and potentially debilitating condition. Despite the availability of
multiple treatment options, many produce only partial relief. As previous studies have demonstrated analgesic effects of the endocannabi-
noids, this study was designed to determine whether a nasal spray containing delta-9-tetrahydrocannabinol (THC) and cannabidiol ( CBD)
could impact neuropathic pain.

METHODS This study included 380 patients with peripheral neuropathic pain associated with diabetes, or allodynia. The subjects were
randomized to a control group or a treatment group. The treatment group received 2.7 mg of THC and 2.5 mg of CBD, administered at a maxi-
mum of 24 times every 24 hours. The outcome was measured by change in pain severity on a numerical rating scale (NRS). Secondary outcome
measures included scores on a neuropathic pain scale, sleep quality, intoxication, subjective global impressions of change and quality of life.

RESULTS All patients improved on the NRS pain scale over the initial weeks of treatment. The mean numeric rating scale score decreased
from 6.9 at baseline to 4.2 at the end of the study. Improvements in the neuropathic pain scores were observed after four weeks of treatment, and
were maintained over the nine months of the study, without an associated increase in the daily dose of the spray. After nine months, the majority of
patients reported 30% or more improvement in pain scores compared to baseline. In addition, improvements in the secondary outcome measures of
neuropathic pain scale scores, quality of life and sleep quality were positive and were maintained throughout the duration of the study.

CONCLUSION This open label study found that patients with neuropathic pain can respond well, and over a long period of time, to a
delta-9-tetrahydrocannabinol/ cannab-idiol oral mucosal spray.

[ #5 H :Hoggart B, Ratcliffe S, Ehler E, et al. A multicentre, open label, follow-up study to assess the long-term maintenance of
effect, tolerance and safety of THC/CBD oral mucosal spray in the management of neuropathic pain. J Neurol. 2015, 262 27-40. ]

Intra-articular biphosphonate for knee osteoarthritis
BACKGROUND AND OBJECTIVE Osteoarthritis (OA) of the knee is a major cause of disability, affecting 10% of people over the

age of 55 years. A prior multicenter study found intra-articular clodronate, a bisphosphonate, to be as effective as hyaluronic acid, for the
treatment of OA, with significant progression in improvement of pain and functional outcomes. This study further assessed the tolerability and
efficacy of intra-articular clodronate for patients with OA of the knee.

METHODS This randomized, double-blind, study included men and women between the ages of 50 and 75 years of age. All had knee
OA with radiographic confirmation. The patients were randomly allocated to receive either weekly intra-articular injections of two mg of clodr-
onate or a placebo saline solution for four weeks. The subjects were then followed for a total of 12 weeks. The primary outcome measure was
pain relief, as rated on a 100mm Visual Analogue Scale (VAS) at eight weeks. Secondary outcomes included WOMAC scores, Lesquesne
index scores and global knee OA (KOA) evaluations by patients and investigators.

RESULTS Significant improvement was noted on all outcome measures at all time points in both groups. Patients in the clodronate
group demonstrated greater improvement in VAS pain scores at eight weeks than did the saline group (by 27.4 mm). However, that differ-
ence was no longer evident at 12 weeks. The experimental group demonstrated greater improvement on the Lequesne index, global KOA eval-
uations of both patients and investigators and the WOMAC pain subscale.

CONCLUSION This double-blind, single center, randomized, controlled trial found that intra-articular clodronate provides symptom-
atic and functional benefits for patients with osteoarthritis of the knee.

[ #% H :Rossini M, Adami S, Fracassi E, et al. Effects of intra-articular clodronate in the treatment of knee osteoarthritis; results of a

double-blind, randomized, placebo-controlled trial. Rheum Intern. 2015, 35(2) . 255-263. ]
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