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ALLERGY:

· SURVEILLANCE OF CONTACT ALLERGIES: METHODS AND RESULTS OF THE INFORMATION NETWORK OF DEPARTMENTS OF DERMATOLOGY (IVDK):
· Allergic contact dermatitis (ACD) prevalence: 15–20%.
· Direct and indirect costs of occupational ACD in Germany: 70 million € / year.
· Most contact allergens are man-made.
· Level of hexavalent chromate (culprit allergen in cement) can be ↓ by adding ferrous-II-sulphate.
· UNTANGLING ASTHMA PHENOTYPES AND ENDOTYPES:
· ‘Phenotype’: ‘clinically observable characteristics’ of a disease without direct relationship to an underlying pathophysiology.
· ‘Endotype’: subtypes of a disease defined by a ‘distinct pathogenetic mechanism’. Any successful definition of an endotype should eventually link the key pathogenic mechanism with a clinical phenotype of asthma.

· Intrinsic (nonatopic) asthma: 1/3 of adult asthmatic patients; 1/2 of children.
· Aspirin-intolerant asthma (AIA): 5–10% of adult asthmatics (more common in nonatopic); rare in children. Typical course: rhinitis during 3rd decade, often after a viral respiratory illness; over a period of months anosmia and nasal polyps develop, which are followed by asthma and sensitivity to aspirin.
ANNALS OF ALLERGY AND CLINICAL IMMUNOLOGY:
· CVID AND TREATMENT WITH IVIG DURING PREGNANCY:
· Pregnant patients with CVID should be regularly monitored.

· Dose adjustments of IVIG may be necessary: (1) to prevent pregnancy-associated infections and (2) for adequate IgG transport to the newborn.
· GRADED CHALLENGE PROTOCOL FOR FLUCONAZOLE HYPERSENSITIVITY IN A PATIENT WITH CRYPTOCOCCAL PNEUMONITIS:
· Protocol for graded challenge with fluconazole in a 34-year-old non–HIV patient with cryptococcal pneumonitis and hypersensitivity to itraconazole.
· Skin testing was not performed because of unknown PPV and NPV.
· A 2 mg/mL solution was prepared and administered orally every 3 hours in the following doses: 200 μg, 2 mg, 4 mg, 8 mg, 16 mg, 30 mg, 60 mg and 120 mg, followed by a 200 mg tablet. 300 mg by tablet was then given in 12 hours, and 24 hours later the target dose of 400 mg was administered. 400 mg of fluconazole was then given every 24 hours, with a planned course of 6 months.
· The patient was treated 30 minutes before and during desensitization with diphenhydramine, 25 mg qid, and famotidine, 20 mg bid. The patient continues to take cetirizine, 10 mg bid, and diphenhydramine, 25 mg nightly. She has mild pruritus during and after shower, but has been able to continue treatment with fluconazole and clinically appears to be improving.
· IMMUNOLOGIC DISORDERS OF THE FEMALE AND MALE REPRODUCTIVE TRACT:

· High concentrations of antimicrobial peptides in the vagina and exocervix make them hyporesponsive to pathogens. In contrast, the endocervical, uterine, and fallopian tube epithelia can elicit specific immune responses, leading to increased cytokine and chemokine responses that help prevent infection and gives protection during pregnancy.
· HIV-1 uses the CCR5 chemokine coreceptor to facilitate infection. Women taking oral contraceptives, which have been demonstrated to increase expression of CCR5 on CD4 cells, may be at higher risk for viral transmission.
· Spermatozoa autoantibodies can result from testicular trauma, inflammation, infection, congenital anomalies, or secondary to vasectomy.

· Clinical conditions involving the female and male genital tracts: reactive arthritis, Behçet disease, Candida vulvovaginal infections, human seminal plasma hypersensitivity (PSA, a 31-kDa glycoprotein, is believed to be the major allergen causing SPH, but other allergens might be involved), burning semen syndrome (BSS), postorgasmic illness syndrome (POIS).
· PREVALENCE OF ATOPIC DISORDERS AND IMMUNODEFICIENCY IN PATIENTS WITH ECTODERMAL DYSPLASIA (ED) SYNDROMES:
· ED syndromes include >190 disorders. Estimated prevalence: 7 in 10,000 live births. ED patients typically have at least 2 affected ectodermally derived tissues, including the skin, hair, teeth, nails, and secretory organs (eccrine sweat, salivary, lacrimal, and mucous glands of the respiratory and GI tracts).

· There may be a greater prevalence of atopic disorders and PIDs among children with ED syndromes.
· ED syndromes: breaches of skin and mucosal barriers → enhanced transmission and sensitization to irritants, allergens, and pathogens.
· THE PROMISE AND OBSTACLES OF ASTHMA GENETICS RESEARCH:
· This study replicates previously reported associations between 17q12-21 polymorphisms and asthma. This is not trivial, because this confirmation in an unrelated population in a properly powered and statistically analyzed study categorically defines 17q12-21 as an important asthma susceptibility locus. One (or more!) of the genes in this locus is an asthma gene.
· Likely the impact of these variants is substantial, considering their high frequency in the population (42%–49.8%) and the 1.6- to 2.1-fold increased risk these variants provide. It is now imperative to take these studies to the next level and functionally define the actual gene(s) in this locus and, hopefully, find a useful pharmacologic target.
PEDIATRIC ALLERGY AND IMMUNOLOGY:

· A SIMPLE METHOD TO IMPROVE SAFETY OF EPINEPHRINE AUTO-INJECTORS:
· An estimated 4 million individuals all over the world are prescribed epinephrine auto-injectors, with EpiPen as the principal brand.
· 15,190 unintentional injections from 1994 to 2007.

· Classical instructions: (1) Form a fist around the device and then pull off the safety cap. (2) Place black end against outer mid-thigh. (3) Push down hard until a click is heard or felt and then hold for 5–10 seconds. Unfortunately many unintentional injections go into the hand, especially the thumb.

· Proposed recommendation: switch the steps one and two. (1) Place the devices black end to the outer mid-thigh. (2) Remove the safety cap.
· EFFECT OF CLARITHROMYCIN ON ACUTE ASTHMA EXACERBATIONS IN CHILDREN: AN OPEN RANDOMIZED STUDY:

· 40 school-aged children, with intermittent or mild persistent asthma, presenting with an acute exacerbation were randomized to receive 15 mg/kg/d of clarithromycin for 3 wk, in addition to their regular (GINA-guided) exacerbation treatment. Children were followed up with diary cards for 12 wk; lung function was assessed at entry, 3, and 12 wk after the exacerbation.
· Results: (1) increase in the number of symptom-free days; (2) reductions in the number and severity of days with loss of control following index episode; and (3) decrease in the duration of the initial asthma exacerbation.
· Although this study provides evidence of an ‘add-on’ macrolide treatment on acute asthma exacerbations, it does not propose such an intervention as a clinical guidance. Several issues have still to be solved in respect to clearly define populations who might benefit from such intervention, elucidate mechanisms of actions, and evaluate the possibility of resistance induction.
· PERSPECTIVES ON ALLERGEN-SPECIFIC IMMUNOTHERAPY IN CHILDHOOD: AN EAACI POSITION STATEMENT:
· Immunotherapy should be started early in the disease even in children with well-controlled allergic symptoms.
· Regarding SLIT, some RCT have suggested its preventive effect on asthma and new sensitizations.
· A long-term efficacy effect has been reported in a study in adults over a 2-yr follow-up after ending a 3-yr therapy with SLIT.

· Concern for long-term RCT with IT in children: they may involve placebo medication or injection for several years at an age when active allergen IT might be most effective for treatment and prevention of disease progression.

· PRACTICAL DIETARY MANAGEMENT OF PROTEIN ENERGY MALNUTRITION IN YOUNG CHILDREN WITH COW’S MILK PROTEIN ALLERGY (CMPA):

· CMPA affects 2-5% of infants and young children. 50-60% present with GI symptoms and skin symptoms; 20-30% have respiratory symptoms.

· Ideal protein energy ratio: 8.9 and 11.5%, which would ensure a deposition of about 70% lean and 30% fat mass. For optimal catch-up growth between 5-10 g/kg/day, energy requirements should be between 105-126 kcal/kg/day.
· How CMPA produces protein energy malnutrition? (1) Limiting intake of milk and derivatives; (2) producing inflammation and damage in the gut; (3) disturbing sleep.
· In children with CMPA, calcium and vit D deficiencies are well described.

· Increasing the concentration of a formula maintains the % energy derived from protein, however, increases the osmolality, the potential renal solute load (upper limit according to the FDA = 277 mOsm/l) and alters the palatability.
· SIT: EFFICACY MAY DEPEND ON PRODUCT, NOT ON ROUTE OF APPLICATION:
· We recommend specifying the SIT product in the title of publications (eg. No evidence of efficacy for OralgenR SLIT (Artu Biologicals, Almere, NL) in house dust mite-allergic children) and to avoid unjustified general statements on application routes or patient groups (eg. Sublingual immunotherapy not effective in house dust mite-allergic children in primary care).
· THE PREDICTIVE VALUE OF SKIN PRICK TESTING FOR CHALLENGE-PROVEN FOOD ALLERGY: A SYSTEMATIC REVIEW:

· IgE food allergy affects 6–8% of children; prevalence is increasing.

· The gold standard of food allergy diagnosis is OFC; however, they are resource-consuming and potentially dangerous. We need to know how SPT can predict the result of OFCs.

· SPT thresholds with a high probability of food allergy generated from these studies may not be generalizable to other populations, because of highly selective samples and variability in age, test allergens, and OFC protocol.

JOURNAL OF ALLERGY AND CLINICAL IMMUNOLOGY:

· ASPIRIN AS A CAUSE OF PANCREATITIS IN PATIENTS WITH AERD:
· We are not convinced about these cases of ‘aspirin-induced pancreatitis’. If diagnosis of pancreatitis was correct, were such reactions linked to AERD and aspirin desensitization? Our reasoning is that such linkage seems unlikely.
· DECREASED IL-10 PRODUCTION BY EBV-TRANSFORMED B CELLS FROM PATIENTS WITH VODI: IMPLICATIONS FOR THE PATHOGENESIS OF CROHN DISEASE:

· Veno-occlusive disease with immunodeficiency (VODI): autosomal recessive trait; B and T-cell immunodeficiency; hepatic vascular occlusion and fibrosis; mutation of gene in chromosome 2q37.1; patients lack functional Sp110, a putative transcription factor; pathogenicity mechanisms are unknown.
· VODI: opportunistic infections and hepatic dysfunction within 1st year of life.

· Normal numbers of circulating T cells; decreased production of IFN-g, IL-2, IL-4 and IL-10 after stimulation with phorbol myristate acetate and ionomycin.

· Absence of memory (CD19+, CD27+, and IgD-) B cells and plasma cells; severe hypogammaglobulinemia. IL-10 production is markedly reduced in B cells, which may contribute to hypogammaglobulinemia.
· Children with defects in the IL-10 signal pathway, such as mutations in the IL-10 receptor, develop IBD at an early age. In contrast, despite decreased IL-10 production, IBD has not been reported in patients with VODI. Hypothesis: low (but detectable) level of IL-10 combined with other environmental and genetic factors is sufficient to prevent or delay onset of IBD in patients with VODI.

· EVALUATION OF A PATIENT WITH HYPER-IGM SYNDROME:

· GUT MATTERS: MICROBE-HOST INTERACTIONS IN ALLERGIC DISEASES:
· Reasons for microbial dysbiosis in allergic subjects: genetic predisposition; environmental factors (birth delivery mode, diet, hygiene, infections, drugs).
· Anti-inflammatory microenvironments in gut lymphoid tissue → development of IgA-secreting B cells and antigen-specific Tregs → tolerance.
· Induction of antigen-specific Tregs after oral antigen exposure not only confers gastrointestinal but also peripheral tolerance toward the specific antigen.
· Induction of mucosal tolerance is a therapeutic goal in patients with chronic inflammatory diseases (eg. sublingual immunotherapy).

· Short-chain fatty acids (SCFAs) derived from microbes can exert an array of anti-inflammatory effects in experimental models of inflammation.
· Prebiotics: food components that cannot be digested by the host but are metabolized by and promote the growth of specific subgroups of endogenous gut bacteria thought to be beneficial for the host.
· Probiotics: live microorganisms that confer a health benefit to the host when administered in adequate amounts.

· Additional trials are needed before any recommendation can be made respect to the use of prebiotics and probiotics for prevention or therapy of allergies.

· IS CAT-KEEPING THE MAIN DETERMINANT OF ADULTHOOD CAT SENSITIZATION?
· Moderate amounts of cat allergen are more likely to induce sensitization in comparison to higher amounts found with cat indoors.
· Cat-keeping should not be considered the main risk factor for allergic sensitization. In our clinical experience, fewer than 50% of cat-allergic individuals reported direct cat exposure.

· It is not realistic to separate the sensitizing role of cat and dog in “real life”. Reasons: allergens share same indoor environments and have some degree of cross-reactivity. Animal “pan-allergens” lipocalins and serum albumin can ↑ the risk of sensitization to both animals through a cross-reactive mechanism.

· LOCAL ALLERGIC RHINITIS (LAR): CONCEPT, PATHOPHYSIOLOGY AND MANAGEMENT:
· LAR or “entopy”: localized nasal allergic response without systemic atopy; local production of sIgE antibodies, TH2 pattern of mucosal cell infiltration, positive nasal allergen provocation test. Conjunctivitis and asthma can be associated.
· Culprit allergens include house dust mite, grass and olive pollens.

· Symptoms of LAR are similar to AR: rhinorrhea, obstruction, sneezing, itching; good response to oral anti-H1 and nasal corticosteroids; frequent association with conjunctivitis (20-60%) and asthma (30-50%).

· For the diagnosis of LAR, neither SPT nor determination of sIgE antibodies is useful. A nasal allergen provocation test (NAPT) is needed to identify culprit allergens. The development of a noninvasive in vitro diagnostic technique with high sensitivity in detecting nasal sIgE would be important in diagnosis of LAR.
· Determination of sIgE levels in nasal lavage fluid is useful for detecting local sensitization both during natural exposure and after NAPTs. This in vitro test has a high specificity but a low sensitivity of 20% to 40%.

· Whether patients with LAR will have systemic atopy in the future is not known.
· Among patients with negative SPT and serum sIgE, LAR might be present in 50-60% cases. Many of these patients had a diagnosis of IR or NARES previously.

· Is there an equivalent of LAR in patients with asthma or conjunctivitis?
· Could patients with LAR benefit from immunotherapy?
· CSR to IgE has been shown in nasal mucosa of patients with AR.
· S aureus might induce synthesis of polyclonal IgE antibodies against superantigens and environmental allergens in nasal polyp tissue.

· Nonallergic rhinitis with eosinophilia syndrome (NARES) is another subgroup of NAR that, because of its characteristic mucosal eosinophilia, is considered a separate nosologic entity. Its exact cause remains unknown. In contrast with idiopathic rhinitis, patients with NARES respond well to nasal corticosteroids.
· NOVEL MUTATION IN STXBP2 PREVENTS IL-2–INDUCED NK CELL CYTOTOXICITY:
· Diagnostic criteria for HLH: presence of a disease-causing mutation and/or ≥ 5 out of 8: fever >7 days, cytopenias in ≥2 blood cell lineages, splenomegaly, hypertriglyceridemia and/or hypofibrinogenemia, hemophagocytosis, low or absent NK cell activity, hyperferritinemia, and ↑ plasma sIL2Ra.

· Familial HLH (FHL): defective cytolytic function of NK cells and cytotoxic T lymphocytes → inability to regulate and contain certain immune responses → excessive cytokine production and macrophage activation.

· FHL-causing mutations: perforin (PRF1 → FHL2), Munc13-4 (UNC13D → FHL3), syntaxin-11 (STX11 → FHL4), Munc18-2 (STXBP2 → FHL5).
· We present the case of 19-month-old dizygotic twins with FHL5, in which we studied NK cell cytolytic function. Prior studies: deficient cytotoxicity in patients with FHL5 can be reversed in vitro with IL-2. However, our data describe a novel STXBP2 mutation → deficiency of NK cell cytotoxicity that does not respond to IL-2 stimulation.
NATURE REVIEWS IMMUNOLOGY:

· ‘LEAKY’ CYTOKINE SECRETION BY IMMUNOLOGICAL SYNAPSES:
· Cytotoxic immunological synapses do not restrict the action of IFN-γ to antigenic target cells.
· A METABOLIC CHECKPOINT FOR B CELL DEVELOPMENT:
· Absence of folliculin-interacting protein 1 (FNIP1) blocked B cell maturation at the large pre-B cell to small pre-B cell transition, which is mediated by the formation of the pre-BCR.
· FNIP1 is normally required for the inhibition of mTOR pathways under conditions of nutrient stress. In its absence, excessive mTOR-mediated metabolite consumption triggers B cell apoptosis.
· AP3 LINKS ENDOSOMAL TLRs AND ANTIGEN PRESENTATION:
· TLR signalling from phagosomes is required for the effective processing of phagocytosed antigens and their presentation to CD4+ T cells.

· AP3 (adaptor protein 3) delivers TLR4 and MYD88 to maturing phagosomes → signalling from TLR4–MYD88 → pro-inflammatory cytokine production, export of phagocytosed peptide–MHC class II complexes to the cell surface.
· AP3‑deficient DCs fail to activate CD4+ T cells and to induce IFNγ production following antigen uptake by phagocytosis, but not after endo​cytosis. Accordingly, AP3‑deficient mice had a defective TH1 cell response following Listeria monocytogenes infection.
· AUTOANTIBODIES BRING OUT THE SON:
· In pregnant mice with SLE, female fetuses were more susceptible to autoantibody-induced neuronal cell death; owing to gender-related different expression of the NR2A subunit of N-methyl-d-aspartate receptor (NMDAR).

· Patients with SLE give birth to more males than females; this study offers a possible explanation for this observation.
· EMERGING CONCEPTS IN HAEMATOPOIETIC CELL TRANSPLANTATION (HCT):
· Cytokine-mobilized peripheral blood: Refers to treatment with G-CSF and/or a stromal cell-derived factor 1 inhibitor to mobilize HSC and progenitor cells from BM to the circulation, where they can be collected by leukapheresis.
· Number of HCT performed worldwide: 55,000–60,000/year; most procedures are performed for the treatment of haematological malignancies.
· Umbilical cord blood (UCB) transplantation is associated with a ↓ incidence of GVHD compared to BM trans​plantation, even with a greater degree of HLA mismatching (immaturity of T cells? More T regs? Less mature DCs?).

· Number of CD34+ cells from one unit of UCB = 1/10 of CD34+ cells from a bone marrow graft; 1/20–1/30 of CD34+ cells from a cytokine-mobilized peripheral blood graft → decreased engraftment and delayed immune reconstitution, especially in adults → less success of UCB transplanta​tion (solutions: using UCB from more donors, direct injection of the graft in the BM of the recipient).
· In mice, donor-derived NK cells that were host-reactive (owing to missing inhibitory MHC class I ligands) inhibited GVHD by killing the host APCs required to initiate GVHD, but mediated GVT effects by directly killing the tumour cells.
· Most reduced inten​sity conditioning regimens include chemotherapeutic drugs (fludarabine, busulphan or cyclophospha​mide) and/or a low dose of total body irradiation (TBI); and some include antibodies for T cell depletion, such as rabbit anti-thymocyte globulin (ATG) or anti‑CD52.
· Photodynamic purging: Refers to the process of deleting cells by introducing light-sensitive chemicals into the target cells, followed by exposure of these cells to light so that the chemicals cause the death of the target cells.
· After HSCT, considerable time (about 1–2 years) is needed for the complete regeneration of the T cell and B cell compartments, especially when the thymus has lost most of its function owing to age or prior therapies.
· Exogenous factors that can enhance immune reconstitu​tion in animal models: cytokines (such as IL‑7), agents blocking sex hormones, keratinocyte growth factor (KGF; also known as FGF7).
· Suicide gene: A gene whose product can induce cell death by apoptosis.
· GUT BUGS AND GRAFTS:
· L. johnsonii (found as a probiotic) may reduce GVHD severity by preventing the expansion of Enterococcus spp., which may exacerbate GVHD in the gut.
· Antibiotic exposure prior to BMT (which occurs commonly) could be a risk factor for GVHD (by increasing gut colonization by Enterococcus spp.).
· HANDLING COMPLEMENT FOR TRANSPLANT SUCCESS:
· Total-body irradiation → host DCs upregulate C3, C5a, factor B and factor D; and downregulate CD55, a negative regulator of complement.
· Treatment of recipients with a C5a receptor antagonist during the post-transplantation period reduced GVHD development in mice.
· IL-25-RESPONSIVE MYELOID CELLS PROMOTE TYPE 2 LUNG PATHOLOGY:
· IL-25 induces type 2 cytokine production in a steroid-resistant myeloid population (termed T2M cells) that exacerbates asthmatic pathology in mice.
· The authors identified a similar population of T2M cells in patients with asthma, suggesting that T2M cells may represent a new therapeutic target.
· INFLAMMASOMES INDUCE SEPSIS FOLLOWING COMMUNITY BREAKDOWN:
· Disruption of microbiota → systemic infection with E. coli O21:H+ pathobiont → activation of the NAIP5–NLRC4 inflammasome → IL-1β‑dependent sepsis-like pathology.

· The inflam​masome may be a useful therapeutic target in septic patients harbouring antibiotic-resistant pathobionts.
· MHC CLASS I AS A NEGATIVE REGULATOR OF TLR SIGNALLING:
· Interaction of MHC class I-expressing macrophages with CD8+ T cells led to the suppression of TLR-triggered cytokine production from macrophages.
· SELECTING THE BEST, WITHOUT BCR SIGNALLING:
· BCR has dual function: (1) antigen uptake for presentation to Th; (2) signalling.
· STABILIZING IMMUNE REGULATION IN THE GUT:
· John O’Shea and colleagues describe a new pathway that could contribute to the regulatory environment induced by high levels of retinoic acid in the gut.

· Retin​oic acid, together with TGFβ, induces the expression by TReg cells of a microRNA that can attenuate differentiation to a TFH cell phenotype.
· miR‑10a limits the ability of TReg cells to become TFH cells by targeting BCL‑6.
· miR‑10a can inhibit TH17 cell differentiation by increasing the levels of T-bet (which is a negative regulator of TH17 cells) through decreased expression of BCL‑6.

· The induction of miR‑10a by retinoic acid in the gut maintains the phenotype of TReg cells by targeting multiple factors that could induce conversion to other T cell fates.
