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Spermatogenesis is a process highly conserved throughout vertebrate species and is
mainly under hypothalamic-pituitary control. It occurs in the testis in a stepwise fashion
so that committed spermatogonia develop into spermatocytes and enter meiosis to
produce round spermatids. These undergo a morphological transformation
(spermiogenesis) into mature spermatids (i.e.: spermatozoa), which are differentially
released from Sertoli cells (spermiation) depending on the species. In mammals, further
transformations are necessary to form mature spermatozoa, suitable for fertilization.
Gonadotropins, mainly responsive to gonadotropin-releasing hormone, control
spermatogenesis through specific receptors located at the gonadal level. However,
besides the endocrine route, the chemical mediators may also act locally in the gonad.
Indeed, it is documented that testis physiology, including steroidogenesis and
spermatogenesis, does not fully account for traditional endocrine control but an
intragonadal network of autocrine and/or paracrine regulators also exists, whose
activity, via cell-to-cell communication, regulates germ cell progression and
development of qualitatively mature spermatozoa. Of note, a number of testicular
modulators, such as gonadotropin releasing hormone, Kiss-peptin, endocannabinoids,
has been early isolated in the brain and latest in the gonads. To fully understand
precise mechanisms underlying the functional interaction of this intricate network,
needless to say, it is crucially required to have detailed information about modulators
and target cells. Through synergy between the respective specializations of all the
authors, this topic reviewed emerging knowledge about neuroendocrine and local
mediators controlling germ cell progression and maturation.
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This work by two New Testament scholars is the first comprehensive social history of
the earliest churches. Integrating the historical and social data, they locate the ancient
Galileans, Judeans, and the Jesus movement in their respective matrices. The
Stegemanns deal with such issues as conflict between the messianic communities and
the rest of Judaism, religious pluralism, social stratification, group composition, gender
division, ancient economics, and urban/rurual distinctions.
Recent studies of the Christology of John's Gospel have agreed in recognizing the
centrality of the concept of messianism, but differ markedly in their interpretation of its
character. Alongside the traditional understanding of messiahship in terms of a kingly
role related to that of David, there is a newer understanding that is related to the role of
Moses and has little or no Davidic background. Despite the broad scholarly consensus
regarding the Johannine connection between crucifixion and messianism, little attention
has been paid to the role of crucifixion in relation to the nature of messiahship and in
particular to the possibility that this may shed light on whether or not John's messianism
is decisively shaped by the kingly or royal background. In The Kingship-Cross Interplay
in the Gospel of John Mavis Leung contends that the cross motif plays a major role in
authenticating the royal character of messiahship in John over against views that deny
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or play down this element.
This book combines philosophical, intellectual-historical and political-theoretical
methodologies to provide a new synoptic reading of the history of German political
philosophy. Incorporating chapters on the political ideas of Luther and Zwingli, on the
politics of the early Enlightenment, on Idealism, on Historicism and Lukács, on early
Twentieth-Century political theology, on the Frankfurt School, and on Habermas and
Luhmann, the book sets out both a broad and a detailed discussion of German political
reflection from the Reformation to the present. In doing so, it explains how the
development of German political philosophy is marked by a continual concern with
certain unresolved and recurrent problems. It claims that all the major positions address
questions relating to the origin of law, that all seek to account for the relation between
legal validity and metaphysical and theological superstructures, and that all are centred
on the attempt to conceptualise and reconstruct the character of the legal subject.
Cancer is driven by numerous genetic and epigenetic changes occurring at the cellular
level. These changes drive normal cells to proliferate and escape processes that
usually regulate their survival and migration. Many of these alterations are often
associated with signaling pathways which regulate cell growth and division, cell death,
survival, invasion and metastasis, and angiogenesis. Almost all cancer cells show high
expression of signaling components including growth factor receptor tyrosine kinases
(RTKs), small GTPases, serine/threonine kinases, cytoplasmic tyrosine kinases, lipid
kinases, estrogen receptor, activation of transcription factors Myc and NF-?B, etc.
Updated knowledge about these signaling components is highly desirable for
researchers involved in developing therapies against cancer. Signal Transduction
Research for Cancer Therapy covers advancements in research on the signaling
pathways in the human body, especially in some types of cancers, such as breast
cancer, pancreatic cancer and colon cancer. Key features of this volume include 8
focused topical reviews on signaling pathways in a specific cancer type, coverage of
multiple cancer types (breast cancer, colon cancer, hepatocellular cancer, multiple
myeloma, acute myeloid leukemia, and pancreatic cancer), and coverage of a wide
array of signaling pathways (both receptor mediated and non receptor mediated
pathways). This volume is essential reading for researchers in pharmaceutical R&D and
postgraduate research programs in pharmacology and allied disciplines. Clinicians
involved in oncology will also benefit from the information provided in the chapters.
[Series Intro] This series provides scientists and clinicians with updated clinical
information about signal transduction that will be valuable in their pursuit to investigate,
develop, and apply novel agents to prevent or treat life-threatening diseases such as
cancer. Contributions to the series will focus on methods that also enhance the quality
of life for patients.
Are platelets cells? (Not everyone agrees, since they are non-nucleate). And if platelets
are cells - which all specialists consider at the time being - are they immune cells? The
issue that platelets participate in immunity is no longer debated; however, the issue that
they are key cells in immunity is challenged. It has even been proposed a couple of
years ago that platelets can present antigen to T-lymphocytes by using their HLA class
I molecules. No one has the same functional definition of platelets. The ‘Frontiers
Research Topic’- coordinators’ own view is that platelets are primarily repairing cells,
what they do in deploying tools of physiological inflammation. This function is better
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acknowledged as primary hemostasis, i.e. platelet adherence to injured or wounded
vessels, followed by activation, aggregation, and constitution of the initial clot. Platelets
would thus repair damaged vascular endothelium; so doing, as they patrol to detect
damages, they sense danger along the vascular arborescence. As the latter is
immense, platelets get close to tissues, which are not allowed to them under
‘physiological’ conditions but are readily accessible in pathology. Platelets are
equipped with a variety of Pathogen Recognition Receptors such as TLRs; they have a
complete signalosome, which is functional until the phosphorylation of NFkB; they have
been proved to retro-transcribe RNA and synthesize de novo proteins; etc. Platelets
participate to inflammation along the whole spectrum: from physiological (tissue repair,
healing) to acute/severe inflammation (as can be seen in e.g. sepsis). In general,
platelets engage complex interactions with most infectious pathogens. We propose
there to cover those topics - from physiology to pathology, that put platelets within cells
that not only take place in-, but also are key players of-, innate immunity. The relation of
platelets with adaptive immunity is even more complex. Not everyone is convinced that
platelets present antigens; however, platelets influence adaptive immunity since they
have mutual interactions with Dendritic cells, Monocytes/Macrophages, and Blymphocytes (the key players of antigen presentation); they also have mutual
interactions with T-lymphocytes, though is issue is less clearly deciphered. We propose
to also cover these topics - or to present the forum. There is another issue which is
medically relevant - speaking of physiology/physiopathology-: this is fetal maternal
incompatibility of platelet specific antigens (the HPA system) and the likely formation of
maternal antibodies that often injure the newborn with risks of severe thrombocytopenia
and intracranial hemorrhage. We propose an update on this issue as well. Last,
platelets are very special because they can be directly therapeutic (by transfusion),
even when being offered by a generous blood donor displaying given genetic and
phenotypic parameters to a patient/recipient in need, who also display his/her own
genetic and phenotypic parameters, which - for a large part - differ from the donor's
ones. Besides immunization - via mechanisms probably close to the fetal maternal
platelet incompatibility, but likely not similar -, transfusion has allowed the identification
of the tremendous capacity of platelets to mediate inflammation: we propose to
conclude the Topics with this item/forum.
This comprehensive reference book of coronary microcirculation broadly covers
theoretical aspects, clinical cases and therapeutic considerations from an innovative
perspective. Topics covered include: ischemic heart disease, silent cerebral damage,
heart failure, left ventricular hypertrophy arrhythmias, and cerebral and renal
microcirculation. Microcirculation: From Bench to Bedside underlines the clinical
importance of addressing coronary microcirculation with relevant clinical examples that
are often encountered by practitioners. It therefore provides a critical resource on
microcirculation for both specialist and non-specialist practitioners.
This volume is the first text to concisely yet comprehensively cover developments for
both alcoholic and nonalcoholic fatty liver disease in an organized fashion. Aspects of
these two diseases covered in the book include global epidemiology and risk factors,
pathogenesis, animal models, hepatic and extra-hepatic malignancies, treatment
models, and current and emerging therapies. Written by experts in the field, Alcoholic
and Non-Alcoholic Fatty Liver Disease: Bench to Bedside is a valuable resource for
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gastroenterologists, pathologists, and hepatologists who treat patients with alcoholic
and nonalcoholic fatty liver disease.
This handbook provides academics and students with a comprehensive and holistic
understanding of the phenomenon of innovation.
The main scope of this topic is to give an update on pharmacologic and non-pharmacologic
approaches to enhance uptake and penetration of cancer drugs into tumors. Inadequate
accumulation of drugs in tumors has emerged over the last decade as one of the main
problems underlying therapeutic failure and drug resistance in the treatment of cancer.
Insufficient drug uptake and penetration is causally related to the abnormal tumor architecture.
Thus, poor vascularization, increased resistance to blood flow and impaired blood supply
represent a first obstacle to the delivery of antitumor drugs to tumor tissue. Decreased or even
inverted transvascular pressure gradients compromise convective delivery of drugs.
Eventually, an abnormal extracellular matrix offers increased frictional resistance to tumor drug
penetration. Abnormal tumor architecture also changes the biology of tumor cells, which
contributes to drug resistance through several different mechanisms. The variability in vessel
location and structure can make many areas of the tumor hypoxic, which causes the tumor
cells to become quiescent and thereby resistant to many antitumor drugs. In addition, the
abnormally long distance of part of the tumor cell population from blood vessels provides a
challenge to delivering cancer drugs to these cells. We have recently proposed additional
mechanisms of tumor drug resistance, which are also related to abnormal tumor architecture.
First, increased interstitial fluid pressure can by itself induce drug resistance through the
induction of resistance-promoting paracrine factors. Second, the interaction of drug molecules
with vessel- proximal tumor cell layers may also induce the release of these factors, which can
spread throughout the cancer, and induce drug resistance in tumor cells distant from blood
vessels. As can be seen, abnormal tumor architecture, inadequate drug accumulation and
tumor drug resistance are tightly linked phenomena, suggesting the need to normalize the
tumor architecture, including blood vessels, and/or increase the accumulation of cancer drugs
in tumors in order to increase therapeutic effects. Indeed, several classes of drugs (that we
refer to as promoter drugs) have been described, that promote tumor uptake and penetration
of antitumor drugs, including those that are vasoactive, modify the barrier function of tumor
vessels, debulk tumor cells, and overcome intercellular and stromal barriers. In addition, also
non-pharmacologic approaches have been described that enhance tumor accumulation of
effector drugs (e.g. convection-enhanced delivery, hyperthermia, etc.). Some drugs that have
already received regulatory approval (e.g. the anti-VEGF antibody bevacizumab) exert
antitumor effects at least in part through normalization of the tumor vasculature and
enhancement of the accumulation of effector drugs. Other drugs, acting through different
mechanisms of action, are now in clinical development (e.g. NGR-TNF in phase II/III studies)
and others are about to enter clinical investigation (e.g. JO-1).
Tome I is dedicated to the reception of Kierkegaard among German Protestant theologians
and religious thinkers. The writings of some of these figures turned out to be instrumental for
Kierkegaard's breakthrough internationally shortly after the turn of the twentieth century.
Leading figures of the movement of 'dialectical theology' such as Karl Barth, Emil Brunner,
Paul Tillich and Rudolf Bultmann spawned a steadily growing awareness of and interest in
Kierkegaard's thought among generations of German theology students. Emanuel Hirsch was
greatly influenced by Kierkegaard and proved instrumental in disseminating his thought by
producing the first complete German edition of Kierkegaard's published works. Both Barth and
Hirsch established unique ways of reading and appropriating Kierkegaard, which to a certain
degree determined the direction and course of Kierkegaard studies right up to our own times.
This planner has introductory information about the state followed by city listings in
alphabetical order. For each city, the planner lists recommended sites and attractions and
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Mobil One- to Five-Star rated lodgings and restaurants.
This book presents emerging economical and environmentally friendly polymer composites
that are free of the side effects observed in traditional composites. It focuses on eco-friendly
composite materials using granulated cork, a by-product of the cork industry; cellulose pulp
from the recycling of paper residues; hemp fibers; and a range of other environmentally friendly
materials procured from various sources. The book presents the manufacturing methods,
properties and characterization techniques of these eco-friendly composites. The respective
chapters address classical and recent aspects of eco-friendly polymer composites and their
chemistry, along with practical applications in the biomedical, pharmaceutical, automotive and
other sectors. Topics addressed include the fundamentals, processing, properties, practicality,
drawbacks and advantages of eco-friendly polymer composites. Featuring contributions by
experts in the field with a variety of backgrounds and specialties, the book will appeal to
researchers and students in the fields of materials science and environmental science.
Moreover, it fills the gap between research work in the laboratory and practical applications in
related industries.
John C. Breckinridge rose to prominence during one of the most turbulent times in our nation's
history. Widely respected, even by his enemies, for his dedication to moderate liberalism,
Breckinridge's charisma and integrity led to his election as Vice President at age 35, the
youngest ever in America's history. After a decade of being out-of-print, Breckinridge:
Statesman, Soldier, Symbol returns as the quintessential biography of one of Kentucky's great
moderates. Historian William C. Davis sheds light on Breckinridge's life throughout three key
periods, spanning his career as a celebrated statesman, heroic soldier, and proponent of the
reconciliation. A true Kentucky hero, "Old Breck's" bravery in battle, dedication to the pursuit of
truth, and unique ability to win the loyalty of others rank him alongside Henry Clay and Simon
Kenton. Drawing from a remarkable collection of sources, including previously unknown
documents and letters, as well as the papers of his associates and extensive aid from the
Breckinridge family, Davis presents the legacy of a man often overlooked.
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