Abstract
· 药理学
P-1 Metformin promotes functional recovery following experimental stroke via inducing alternative polarization of microglia 

  5ˋ-AMP-activated protein kinase (AMPK), a critical sensor of cellular energy, is increasingly recognized to be involved in pathogenesis of neurodengenerative diseases. However, the role of AMPK in cerebral ischemia remains controversial. Emerging data suggest that AMPK activation is a master switch that induces alternative polarization (M2) of microglia /macrophage and that M2 polarization of microglia/macrophages promotes brain repair following injuries. Thus, we investigated if post-ischemic administration of metformin, a well established AMPK activator, promotes functional recovery and neurogenesis following experimental stroke by inducing M2 polarization of microglia in the ischemic brain. 

  Adult male mice were subjected to 1 hour middle cerebral artery occlusion (MCAO), followed by daily intraperitoneal injection of metformin（50mg/kg/day）, starting at 24 hours after MCAO. Functional recovery from MCAO was assessed with behavioral tests. Western blot was performed to characterize metformin effects on AMPK activation. Quantitative PCR (qPCR) and immunohistochemical staining were performed to monitor M1 and M2 markers of microglia/macrophages following MCAO. To examine neurogenesis in the SVZ at 14 days after MCAO, immunohistochemistry was used to detect bromodeoxyuridine (BrdU) and neuronal markers.

  Metformin remarkably promoted functional recovery following MCAO in three behavioral tests: Neurological Severity Scores (NSS); Corner test; Rota-Rod test. Metformin decreased mRNA expression of M1 marker CD32 and IL-1β,but increased mRNA expression of M2 marker CD206 in the brain after experimental stroke. Meftomin activated AMPK both in the ischemic brain and a microglial cell line. 

  Our data suggest that post-ischemic administration of metformin, promoted functional recovery and neurogenesis following MCAO via activating AMPK and pivoting the phenotype of microglia/macrophages to a skewed M2 polarization.
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P-2毛葡萄有效部位抗血栓形成的作用及机制研究
  开发具有抗心脑血管血栓形成的药物,是解决心脑血栓病的关键。为探讨毛葡萄有效部位的抗血栓形成作用及机制，本实验在原有工作的基础上，进一步分离了毛葡萄的有效部位，得到了以毛葡萄酚为主的有效部位。采用大鼠动静脉吻合模型观察其抗血栓的形成，称量血栓的重量，用放射免疫法测定血栓素(TXB2)、前列环素(6-keto-PGF1α ) 的变化，以及分离大鼠的血小板，检测胶原诱导的血小板聚集的变化。结果表明：不同浓度的药物组都有抑制血栓形成的作用，其中中剂量组（6mg/kg）作用最明显；药物组血栓湿重和干重与对照组相比明显减少；血浆 TXB2值降低，6-keto-PGF1α 水平升高。血小板聚集实验结果显示药物组对胶原诱导的血小板聚集有明显抑制作用，并有一定的剂量依赖性。结论：毛葡萄有效部位的具有明显的抗血栓形成作用，其机理与抗血小板聚集，提高血浆6-keto-PGF1α和降低TXB2水平有关。本实验为进一步开发毛葡萄成药性研究提供了实验依据。
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· 药剂学
P-3 Cisplatin/Cypate Micelles circumvent Tumor resistance to cisplatin by Chemo-photothermal Combination Therapy

Cisplatin is a chemotherapeutic drug commonly used in clinics.However, acquired resistance confines its application in chemotherapeutics.To overcome the acquired resistance to cisplatin, a combination of chemotherapy and photothermal therapy has emerged as a promising strategy for drug-resistant cancer therapy. 

To ensure the chemotherapeutic drug and photothermal agent could be simultaneously delivered to a tumor region to exert their synergistic effect, a safe and efficient delivery system is highly desirable. Herein,the copolymers consisting of monomethoxy poly (ethylene glycol) and alkylamine-grafted poly (l-aspartic acid) are assembled with carbocyanine dyes and cisplatin into theranostic. The nanoparticles exhibited good biodistribution and long-term retention of carbocyanine dyes at tumor, which result in enhanced NIRF imaging by generating stable retention of NIRF signals at both hypervascular and hypovascular tumors and consistent spectra characteristics compared with free Cypate or cisplatin. Moreover, the micelles exhibit severe photothermal damage on drug-resistant cancer cells via the destabilization of subcellular organelles upon photoirradiation, causing superior photothermal tumor regress. The micelles act as a powerful theranostic nanocarrier for simultaneous cancer imaging with high contrast and superior photothermal therapy
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