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- USUARIOS ADMINISTRACION DEL PRINCIPADO DE ASTURIAS (Personal de Consejeria de Sanidad, otras
Consejerias y organismos del Principado de Asturias). Deberd facilitar los siguientes datos a la bilbioteca de la Consejeria
de Sanidad.
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dizefiacdo para responder & las pregurtas clinicas gue surgen en la practica disris de una manera faci, répida vy
concisa. Se incliuyen enlaces a informacion de interés sobre &l recurso;

Tutarial oficial (en espafiol
Acceszoa UpToDate

CLINICALLSAS Clinicakey ez la nueva herramienta para ks toma de decisiones clinicas con la mejor base de documentacion
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Acceso a Clinical Key,

Para un Lso optimo de la herramienta recomendamos 13 Utilizacion de estos navegadores con version igual o
sLperiar

Chrome 15 o version superior

Mozilla Firefox 7.0 o version superior

Internet Explorer 8 o version superior

Reproductores multimedia v Adobe PDF para contenido estatico

o Base de datos gue contiene mas de 27 milones de registros
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microbiologia, neurclogia v psiguiatria, obstetricia v ginecologia,
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Todoz bipolar disorder o]

Ira: Esguema =

Ezta ez la pagina tematica para bipolar disorder. Mo ez o que queria? Mostrar todos los resultados.

RESUMEH DE LA ENFERMEDAD Temas ESpECiBliZBdOS

Bipolar Disorder

Medicamentos Relacionados

Conn's Curken...  Goldman's Ce.. First Conzult
Bipolar Disorder : :
P Educacién para Pacientes
Ferri'z Clinical &dvizor 2015, Ferri, Fred F., WM.D., F.A.CP relacionada
2015 Copryright & 2015, 2014 by Mosky, animprint of Elzevier Inc.
=
Articulos mas Recientes

rd L - -
Definition Differential Diagnosis Guias Chnlcas REIE[CIOHE[C[E[S
Genetics Imaging Studies
Etiology Treatment
Disgnosiz
Definition

Bipolar disorder iz an episodic, recurrant, and frequently progressive condition in
which the afflicted individual experiencas at laast one episode of mania, characterized
by at laast 1 wk of continuous symptoms of elevated, expansive, or irritable mood, in
association with thres or more of the following symptoms (four it irritability is the
presenting mood:

« Decreased need for sleep et ®

« Grandiocsity or inflated self-ssteem Comentarios 3
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ARTICULO
Risk factors for suicide in bipolar disorder: A systematic review

Ariculo Pre-Print: Manuzerito Aceptado

Journal of Affective Disorders.

Costa, Lucas da Silva; Alencar, Mila Pereira; Meto, Pedro Janu™rio Nascimeanto... bostrar todao. & 2014,

ARTICULO
Bipolar disorder in adults with Aspergers Syndrome: A systematic

review )
Journal of Affective Disorders.

Wannuechi, Ziulia; Masi, Gabriele; Toni, Cristina... Mostrartodo. Publicado October 15, 2014, Vaolume 162,
Faginas 151-160. @ 2014,

ARTICULO
Seasonality and bipolar disorder: A systematic review, from
admission rates to seasonality of symptoms 7

Journal of Affective Disorders.

Gaoffroy, Pierre Alexis; Bellivier, Frank; Scott, Jan; Etain, Bruno. Publicade October 15, 2014, Valume 163,
Faginas 210-223. @ 2014,

ARTICULO

Shared clinical associations between obesity and im rgulswfq{ in
" I A systematic review 7
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Geoffroy, Pieme Alexis; Bellivier, Frank; Seott, Jan; Etain, Bruno, Publicado Qetober 15, 2044, Vaelume 163,
Faginaz 210-223. @2014.
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Normal dermis and epidermis contain r . T o . . L, . o, f streptococcal
pharyngitis, a-hemolytic streptococci carrying one of many different M proteins enter or are taken up by DCs, where streptococcal peptides are presented to naive T cells in the context of HLA-Cw6.
Due to the unique properties of the tonsils, skin-homing CD4 and CD8 memory T cells are generated. Components of the regenerative maturation (RM) program of epidermal differentiation, such as
keratins K16 and K17 and other neoantigens, designated “X,” are induced by local trauma or stress (Koebner phenomenon). Homologies between streptococcal M proteins and these RM-related
neoantigens then lead to reactivation of these strep-reactive T cells in the skin. Most dermal T cells are CD4+ and are found in contact with dermal DCs, whereas most epidermal T cells are CD8+
and are found in contact with keratinocytes (KCs). Interaction of dermal CD4 cells with resting dermal DCs results in “licensing” and activation of the DCs to activate T cells against self-antigens
presented in the context of both HLA class | (HLA-Cw6) and class Il (often but not always HLA-DR7). Epidermal CD8 cells may be further stimulated by activated upper dermal and epidermal DCs
but primarily recognize HLA-Cw6 expressed by KCs. Rather than cytolysis (the classical outcome of this interaction), this recognition sustains the RM program, resulting in epidermal hyperplasia,
chemokine production, and sustained production of neoantigens. APC, antigen-presenting cell; CSA, cyclosporin A; HLA, human leukocyte antigen; IFN, interferon; IL-12, interleukin 12; K16, keratin
16; PMN, polymorphonuclear neutrophil; TCR, T-cell receptor; TNF, tumor necrosis factor; VEGF, vascular endothelial growth factor.

Psoriasis: Etiopathogenesis
Gudjonsson, Johann E., Psoriatic and Reactive Arthritis: A Companion to Rheumatology, Chapter 6, 37-47

Copyright © 2007 Copyright © 2007 by Mosby, Inc., an affiliate of Elsevier Inc.
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TRENDS in Genetics

Diagram of normal and psoriatic involved epidermis found in lesions (not to scale). Normal epidermis contains approximately 10 cell layers made up of the basal layer, spinous layer, granular layer,
and the cornified layer or stratum corneum (SC). The SC is constantly being sloughed off and replenished via proliferation in the basal layer. Keratin proteins including Keratins 5/14, 1/10 and
6/16/17 are generated in large amounts and represent the bulk of the keratinocyte weight [85] . Keratins 6/16/17 are normally induced in response to trauma. S100 proteins such as S100A7 and
S100A11 are present in the basal and spinous layers of the normal epidermis. They appear in the nucleus and cytoplasm in basal cells but are associated with the plasma membrane in spinous cells
in normal and psoriatic tissue [86] . S100A7 is also termed psoriasin and has antimicrobial functions [87] . Terminal differentiation proteins are made in the granular layer where nuclei break down,
keratins condense, and CE proteins are crosslinked by transglutaminase. Mature keratinocytes in the cornified layer are known as corneocytes, lack nuclei and are flattened and condensed. The
space between cells is filled with neutral lipids that have been secreted from lamellar granules (LG) into the intercellular spaces of the upper granular layer to form intracellular lipid lamellae. The
resulting organization of lipid and corneocytes protects the organism from infection and dehydration and has been compared to bricks and mortar [88] . Defensins are stored in lamellar granules and
are extruded with lipids into the intracellular space of normal skin [89] . At the same time desmosomes are transformed into corneodesmosomes by insertion of the protein corneodesmosin into the
adhesive portion of these structures. In psoriasis lesions the granular layer is often absent, and corneocytes retain their nuclei (parakeratosis). The SC is thicker and disorganized. Components of the
CE are also prematurely synthesized in the spinous layer. In psoriasis lesions neutral lipids are not secreted in a normal fashion into the extracellular space. This leads to a defective water/vapor
barrier and the shedding of strateum corneum fragments in large sheets called scales or flakes in psoriasis plaques. Antimicrobial peptides such as S100A7 and beta-defensin are highly upregulated
in psoriasis. Connexin 26 (Cx26), is a gap junction protein that is also highly upregulated in psoriasis [47] . Transgenic overexpression of Cx26 in mouse epidermis keeps wounded epidermis in a
hyper-proliferative state and blocks the transition to remodeling [80] . Its upregulation also leads to infiltration of immune cells.

Psoriasis genetics: breaking the barrier
Roberson, Elisha D.O., Trends in Genetics, Volume 26, Issue 9, 415-423

Copyright © 2010 Elsevier Ltd
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TRENDS in Immunology

Essential cells and molecules in the pathogenesis of psoriasis lesions. The interleukin (IL)-23-IL-17 axis is well understood in psoriasis. Inflammatory and resident myeloid dendritic cells (DCs)
become activated to produce IL-23. This drives production of IL-17 ligands (IL-17A and IL-17F) from a3 and y® T cells (T17), and IL-22 by subsets of CD4+ (Th22) and CD8+ (Tc22) cells, whereas
IL-12 drives production of interferon (IFN)y. These T cell derived cytokines can then activate the epidermis to produce further inflammatory chemokines and cytokines. Some will recruit cells into the
skin: IL-8, chemokine CXC ligand (CXCL)1, 2 and 3 are all neutrophil chemotaxins; chemokine CC ligand (CCL)20 attracts chemokine CC receptor (CCR)6+ DCs and T17 cells; and vascular
endothelial growth factor (VEGF) is important in inducing the vascular hyperplasia seen in psoriasis. Others such as IL-19, IL-20, and IL-22 induce epidermal hyperplasia, whereas IL-17C is a
keratinocyte-produced IL-17 ligand. There is synergy (green S) between IL-17 and tumor necrosis factor (TNF)a, as well as between IL-17 and IL-22. Chemokines for inflammatory DCs (immune
triggers) such as CCL20 may help initiate lesions. There are abundant IL-36 cytokines in psoriasis, which are also involved in neutrophil chemotaxis, and IL-36 receptor antagonist (IL-36Ra) is the
natural antagonist for this effect. Mutations in the IL-36Ra gene lead to the runaway inflammation seen in familial pustular psoriasis. Mutations in epidermal CARD14 ( mMCARD14 ) in familial psoriasis
may increase endogenous activation in response to a trigger, inducing abundant cytokine and chemokine production (such as IL-8, CCL20, and IL-36). Wild type CARD14 may also play a role in
initiating and amplifying the psoriatic process. LL37 complexed with nucleic acids can activate DCs. When established, > 4000 transcripts are dysregulated in psoriasis, undoubtedly with other
interactive circuits that are not diagramed here. Abbreviation: *, T cells bearing yd TCR may be less inhibited by IFNy [92].

The IL-23/T17 pathogenic axis in psoriasis is amplified by keratinocyte responses
Lowes, Michelle A., Trends in Immunology, Volume 34, Issue 4, 174-181

Copyright © 2012
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Immunopathogenesis of psoriasis. The occurrence of triggering environmental factors in genetically predisposed individuals, carrying susceptibility alleles of psoriasis-associated genes, results in
disease development. During the initiation phase, stressed keratinocytes can release self DNA and RNA, which form complexes with the cathelicidin LL37 that then induce interferon-a (IFN-a)
production by plasmacytoid dendritic cells (pDCs; recruited into the skin via fibroblast-released chemerin), thereby activating dermal DCs (dDCs). Keratinocyte-derived interleukin-13 (IL-1B8), IL-6 and
tumor necrosis factor-a (TNF-a) also contribute to the activation of dDCs. Activated dDCs then migrate to the skin-draining lymph nodes to present a n as-yet-unknown antigen (either of self or of
microbial origin) to naive T cells and (via secretion of different types of cytokines by DCs) promote their differentiation into T helper 1 (Th1), Th17 and Th22 cells. Thl cells (expressing cutaneous
lymphocyte antigen [CLA ], CXC-chemokine receptor 3 [CXCR3 ] and CC-chemokine receptor 4 [CCR4 ]), Th17 cells (expressing CLA, CCR4 and CCR6) and Th22 cells (expressing CCR4 and
CCR10) migrate via lymphatic and blood vessels into psoriatic dermis, attracted by the keratinocyte-derived chemokines CCL20, CXCL9-11 and CCL17; this ultimately leads to the formation of a
psoriatic plaque. Thl cells release IFN-y and TNF-a, which amplify the inflammatory cascade, acting on keratinocytes and dDCs. Th17 cells secrete IL-17A and IL-17F (and also IFN-y and IL-22),
which stimulate keratinocyte proliferation and the release of B-defensin 1/2, S100A7/8/9 and the neutrophil-recruiting chemokines CXCL1, CXCL3, CXCL5 and CXCL8. Neutrophils (N) infiltrate the
stratum corneum and produce reactive oxygen species (ROS) and a-defensin with antimicrobial activity, as well as CXCLS8, IL-6 and CCL20. Th22 cells secrete IL-22, which induces further release of
keratinocyte-derived T cell-recruiting chemokines. Moreover, inflammatory DCs (iDCs) produce IL-23, nitric oxide (NO) radicals and TNF-a, while natural killer T (NKT) cells release TNF-a and IFN-y.
Keratinocytes also release vascular endothelial growth factor (VEGF), basic fibroblast growth factor (bFGF), and angiopoietin (Ang), thereby promoting neoangiogenesis. Macrophage (M)-derived
chemokine CCL19 promotes clustering of Th cells expressing chemokine receptor CCR7 with DC in the proximity of blood vessels, with further T-cell activation. At the dermal—epidermal junction,
memory CD8+ cytotoxic T cells (Tcl) expressing very-late antigen-1 (VLA-1) bind to collagen IV, allowing entry into the epidermis and contributing to disease pathogenesis by releasing both Thl and
Th17 cytokine s. Cross-talk between keratinocytes, producing TNF-a, IL-18 and transforming growth factor-B (TGF-B), and fibroblasts, which in turn release keratinocyte growth factor (KGF),
epidermal growth factor (EGF) and TGF-B, and possibly Th22 cells releasing FGFs, contribute to tissue reorganization and deposition of extracellular matrix (e.g. collagen, proteoglycans). LC,
Langerhans cell. Courtesy, Dr Paola DiMeglio.

Psoriasis
van de Kerkhof, Peter CM, Dermatology, 8, 135-156.el

Copyright © 2012 © 2012, Elsevier Limited. All rights reserved.
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