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Who was Felix Hoppe-Seyler? 
 Felix Hoppe-Seyler (1825-1895) - A pioneer of Biochemistry and Molecular Biology 
 Adapted from an Editorial which appeared in the August 1995 issue of Biological Chemistry Hoppe-Seyler. 
 Felix Hoppe-SeylerErnst Felix Immanuel Hoppe, his name at birth, was born in Freyburg, a small town in central Germany, on December 26, 1825. He was orphaned early on and was taken in by the family of an elder sister. In 1864 he added their family name, Seyler, to his own in a gesture of gratitude and on the occasion of his official adoption.In 1846, the year in which he completed his secondary education, he began his medical studies in Halle which he later continued in Leipzig and Berlin. His intense, and for that time, unusual interest in the physiochemical aspects of medicine, encouraged by meetings with many scientists during the course of his studies, was reflected in his doctoral dissertation on the chemical and histological aspects of cartilage structure. This interest may have contributed to the dissatisfaction he felt in the role of a practical physician, an occupation he began in Berlin in 1852. He applied for a position as a researcher at the University of Greifswald just two years later. After habilitating there in 1855, he accepted Rudolf Virchow's offer in 1856 to direct the chemical laboratories in the newly founded Pathological Institute of the Berlin Charité. Felix Hoppe-Seyler married Agnes Maria Borstein in Berlin in 1858. They later had two children. In 1860, he accepted a professorship at the University of Tübingen, a seat previously held by Julius Eugen Schloßberger, one of the most prominent German physiological chemists of the time. Much of Felix Hoppe-Seyler's most famous research was performed during this period in Tübingen up to 1871, including reports regarding the chemical and optical characteristics of haemoglobin. This work is discussed in a Guest Editorial of the August 1995 issue of Biological Chemistry Hoppe-Seyler written by Max Perutz (MRC Cambridge), whose ground-breaking studies on haemoglobin earned him the Nobel Prize. 
 In 1872, Felix Hoppe-Seyler accepted a professorship at the University of Strasbourg which, as a consequence of the Franco-German War of 1870/71, was within German borders. He was appointed rector of the University just one year later. From the very beginning of his time in Strasbourg, he strived to create an environment suitable for broadly oriented physiological chemical research. Memories of earlier, cramped conditions (he shared his work space at Greifswald with the skeleton of a whale) may have added impetus to his quest for adequate space. The result was the founding of the first independent Institute for Physiological Chemistry within the borders of Germany at that time, which was inaugurated in 1884. A few years earlier, in 1877, Felix Hoppe-Seyler made another important contribution to the recognition of physiological chemistry as an independent academic discipline with the founding of the Zeitschrift für Physiologische Chemie which now bears his name as Biological Chemistry Hoppe-Seyler.
Despite the very tense Franco-German relationship at the time, Felix Hoppe-Seyler was elected corresponding member of the French Academy of Sciences, which, more than anything else, reflects his international reputation as an enthusiastic promoter of science. He also nurtured ties with Great Britain as is illustrated by his correspondence with Ernest Rutherford. His lab staff was at times an unusual blend of scientists from various countries. Felix Hoppe-Seyler passed away at the height of his scientific career on August 10, 1895 after suffering a heart attack during a stay at his country home in Wasserburg at Lake Constance. 
 Felix Hoppe-Seyler pursued a wide range of subjects during the course of his scientific career. Along with the previously mentioned research on globins and the investigation of fermentation and oxidation processes, subjects to which he was especially devoted, he also investigated bile acids, lipid metabolism, quantification and classification of proteins and urine components. He also inspired research on nucleic acids which led to the isolation and chemical characterisation of DNA by his students Friedrich Miescher and Albrecht Kossel. Among Felix Hoppe-Seyler's enduring achievements was his early recognition of the importance of the chemical characterisation of biological structures and processes in medicine and his significannt contributions to the founding of a new area of research based thereupon. Felix Hoppe-Seyler was one of the pioneers of modern biochemistry and molecular biology. 
 Mario Noyer-Weidner, Berlin 
Walter Schaffner, Zürich 
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                            The activity of neuronal Kv7.2/Kv7.3 channels is critically dependent on PIP 2 and finely modulated by cholesterol. Here, we report the crosstalk between cholesterol and PIP 2 in the regulation of Kv7.2/Kv7.3 channels. Our results show that currents passing through Kv7.2/Kv7.3 channels in cholesterol-depleted cells, by acute application of methyl-β-cyclodextrin (MβCD), were less sensitive to PIP 2 dephosphorylation strategies than those of control cells, suggesting that cholesterol depletion enhances the Kv7.2/Kv7.3–PIP 2 interaction. In contrast, the sensitivity of Kv7.2/Kv7.3 channels to acute membrane cholesterol depletion by MβCD was not altered in mutant channels with different apparent affinities for PIP 2 .
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                            Patients with acute myocardial infarction complicated with diabetes are more likely to develop myocardial ischemia/reperfusion (I/R) injury (MI/RI) during reperfusion therapy. Both HMGB1 and RAGE play important roles in MI/RI. However, the specific mechanisms of HMGB1 associated with RAGE are not fully clarified in diabetic MI/RI. This study aimed to investigate whether the HMGB1-RAGE axis induces diabetic MI/RI via regulating autophagy and apoptosis. A db/db mouse model of MI/RI was established, where anti-HMGB1 antibody and RAGE inhibitor (FPS-ZM1) were respectively injected after 10 min of reperfusion. The results showed that treatment with anti-HMGB1 significantly reduced the infarct size, serum LDH, and CK-MB level. Similar situations also occurred in mice administrated with FPS-ZM1, though the HMGB1 level was unchanged. Then, we found that treatment with anti-HMGB1 or FPS-ZM1 performed the same effects in suppressing the autophagy and apoptosis, as reflected by the results of lower LAMP2 and LC3B levels, increased Bcl-2 level, reduced BAX and caspase-3 levels. Moreover, the Pink1/Parkin levels were also inhibited at the same time. Collectively, this study indicates that the HMGB1-RAGE axis aggravated diabetic MI/RI via apoptosis and Pink1/Parkin mediated autophagy pathways, and inhibition of HMGB1 or RAGE contributes to alleviating those adverse situations.
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                            Nitro-fatty acids (NFAs) are endogenous lipid mediators capable of post-translational modifications of selected regulatory proteins. Here, we investigated the anti-cancerous effects of nitro-oleic acid (NO 2 OA) and its combination with gamma irradiation on different cancer cell lines. The effects of NO 2 OA on cell death, cell cycle distribution, or expression of p21 and cyclin D1 proteins were analyzed in cancer (A-549, HT-29 and FaDu) or normal cell lines (HGF, HFF-1). Dose enhancement ratio at 50 % survival fraction (DER IC50 ) was calculated for samples pre-treated with NO 2 OA followed by gamma irradiation. NO 2 OA suppressed viability and induced apoptotic cell death. These effects were cell line specific but not in general selective for cancer cells. HT-29 cell line exerted higher sensitivity toward NO 2 OA treatment among cancer cell lines tested: induction of cell cycle arrest in the G2/M phase was associated with an increase in p21 and a decrease in cyclin D1 expression. Pre-treatment of HT-29 cells with NO 2 OA prior irradiation showed a significantly increased DER IC50 , demonstrating radiosensitizing effects. In conclusion, NO 2 OA exhibited potential for combined chemoradiotherapy. Our results encourage the development of new NFAs with improved features for cancer chemoradiation.
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                        Abstract

                        
                            The exact mechanisms involved in flaviviruses virions’ release and the specific secretion of viral proteins, such as the Non Structural protein-1 (NS1), are still unclear. While these processes might involve vesicular transport to the cell membrane, NS1 from some flaviviruses was shown to participate in viral assembly and release. Here, we assessed the effect of the Zika virus (ZIKV) NS1 expression on the cellular proteome to identify trafficking-related targets that may be altered in the presence of the viral protein. We detected an increase in the synaptotagmin-9 (SYT9) secretory protein, which participates in the intracellular transport of protein-laden vesicles. We confirmed the effect of NS1 on SYT9 levels by transfection models while also detecting a significant subcellular redistribution of SYT9. We found that ZIKV prM-Env proteins, required for the viral particle release, also increased SYT9 levels and changed its localization. Finally, we demonstrated that ZIKV cellular infection raises SYT9 levels and promotes changes in its subcellular localization, together with a co-distribution with both Env and NS1. Altogether, the data suggest SYT9’s implication in the vesicular transport of viral proteins or virions during ZIKV infection, showing for the first time the association of synaptotagmins with the flavivirus’ life cycle.
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                        Abstract

                        
                            Platelet-derived growth factor (PDGF)-induced changes in vascular smooth muscle cells (VSMCs) stimulate vascular remodeling, resulting in vascular diseases such as pulmonary arterial hypertension. VSMCs communicate with endothelial cells through extracellular vesicles (EVs) carrying cargos, including microRNAs. To understand the molecular mechanisms through which PDGF-stimulated pulmonary artery smooth muscle cells (PASMCs) interact with pulmonary artery endothelial cells (PAECs) under pathological conditions, we investigated the crosstalk between PASMCs and PAECs via extracellular vesicle miR-409-5p under PDGF stimulation. miR-409-5p expression was upregulated in PASMCs upon PDGF signaling, and it was released into EVs. The elevated expression of miR-409-5p was transported to PAECs and led to their impaired function, including reduced NO release, which consequentially resulted in enhanced PASMC proliferation. We propose that the positive regulatory loop of PASMC-extracellular vesicle miR-409-5p-PAEC is a potential mechanism underlying the proliferation of PASMCs under PDGF stimulation. Therefore, miR-409-5p may be a novel therapeutic target for the treatment of vascular diseases, including pulmonary arterial hypertension.
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                        Abstract

                        
                            N6-methyladenosine (m6A) and N7-methylguanosine (m7G) modification of RNA represent two major intracellular post-transcriptional regulation modes of gene expression. However, the crosstalk of these two epigenetic modifications in tumorigenesis remain poorly understood. Here, we show that m6A methyltransferase METTL3-mediated METTL1 promotes cell proliferation of head and neck squamous cell carcinoma (HNSC) through m7G modification of the cell-cycle regulator CDK4. By mining the database GEPIA, METTL1 was shown to be up-regulated in a broad spectrum of human cancers and correlated with patient clinical outcomes, particularly in HNSC. Mechanistically, METTL3 methylates METTL1 mRNA and mediates its elevation in HNSC via m6A. Functionally, over-expression of METTL1 enhances HNSC cell growth and facilitates cell-cycle progress, while METTL1 knockdown represses these biological behaviors. Moreover, METTL1 physically binds to CDK4 transcript and regulates its m7G modification level to stabilize CDK4. Importantly, the inhibitory effects of METTL1 knockdown on the proliferation of HNSC, esophageal cancer (ESCA), stomach adenocarcinoma (STAD), and colon adenocarcinoma (COAD) were significantly mitigated by over-expression of CDK4. Taken together, this study expands the understanding of epigenetic mechanisms involved in tumorigenesis and identifies the METTL1/CDK4 axis as a potential therapeutic target for digestive system tumors.
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                                                 Volume 336 (1964) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 339 (1964) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 337 (1964) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 338 (1964) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 332 (1963) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 333 (1963) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 331 (1963) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 334 (1963) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 329 (1962) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 328 (1962) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 330 (1962) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 327 (1962) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 324 (1961) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 325 (1961) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 326 (1961) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 323 (1961) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 321 (1960) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 318 (1960) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 320 (1960) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 322 (1960) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 319 (1960) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 314 (1959) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 317 (1959) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 315 (1959) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 316 (1959) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 310 (1958) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 313 (1958) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 309 (1958) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 311 (1958) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 312 (1958) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 307 (1957) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 306 (1957) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 308 (1957) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 303 (1956) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 304 (1956) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 305 (1956) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 302 (1955) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 300 (1955) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 299 (1955) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 301 (1955) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 298 (1954) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 296 (1954) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 297 (1954) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 295 (1953) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 292 (1953) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 293 (1953) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 294 (1953) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue Jahresband 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 291 (1952) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 1-6 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 290 (1952) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 1-6 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 289 (1952) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 5-6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 4 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 2-3 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 287 (1951) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 1-6 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 286 (1951) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 1-6 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 288 (1951) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 1 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 285 (1950) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 4-5 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1-3 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 284 (1949) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 1-6 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 283 (1948) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 5-6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 3-4 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1-2 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 282 (1947) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 5-6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1-2 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 280 (1944) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 5-6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 3-4 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1-2 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 281 (1944) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 5-6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 3-4 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1-2 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 279 (1943) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 3-6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1-2 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 278 (1943) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 1-6 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 277 (1943) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 4-6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 3 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1-2 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 276 (1942) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 4-6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 3 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1-2 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 273 (1942) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 4-5 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 3 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1-2 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 274 (1942) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 1-6 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 275 (1942) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 3-5 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1-2 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 272 (1942) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 5-6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 3-4 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1-2 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 269 (1941) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 2-5 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 268 (1941) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 5-6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 3-4 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1-2 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 270 (1941) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 5-6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 3-4 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1-2 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 267 (1941) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 4-5 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 3 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1-2 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 271 (1941) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 5-6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1-4 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 265 (1940) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 4-6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 2-3 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 262 (1940) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 3-5 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1-2 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 263 (1940) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 3-5 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1-2 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 264 (1940) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 5-6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 3-4 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1-2 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 266 (1940) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 4-6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1-3 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 259 (1939) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 1-6 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 257 (1939) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 5-6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 2-4 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 260 (1939) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 5-6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 3-4 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1-2 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 261 (1939) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 5-6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 4 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 3 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1-2 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 258 (1939) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 5-6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 4 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 2-3 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 255 (1938) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 5-6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 4 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1-3 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 253 (1938) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 5-6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 3-4 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1-2 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 256 (1938) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 4-6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 2-3 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 252 (1938) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 5-6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 3-4 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1-2 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 251 (1938) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 1-6 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 254 (1938) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 3-6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 2 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 1 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 226-250 (1938) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue s1 
                                                            
                                                        
                                                    
                                                


                                    

                                
                                    
                                        
                                            
                                                
                                                 Volume 250 (1937) 
                                            
                                        

                                        	
                                                    
                                                        
                                                             Issue 4-6 
                                                            
                                                        
                                                    
                                                
	
                                                    
                                                        
                                                             Issue 2-3 
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