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ALLERGY:

· A PROSPECTIVE STUDY ON THE SAFETY OF SLIT IN PREGNANCY:
· 6-year follow-up revealed fewer complications in SLIT group than in controls.
· SLIT is safe during pregnancy, also when initiated for the first time.

· DECREASED SERUM LL-37 AND VITAMIN D3 LEVELS IN ATOPIC DERMATITIS: RELATIONSHIP BETWEEN IL-31 AND ONCOSTATIN M:
· Skin lesions with AD: ↓ LL-37; ↑ IL-22, TSLP, IL-25, IL-31 and oncostatin M.

· Vitamin D3 enhances LL-37 production in keratinocytes. LL-37 has antimicrobial activity against bacteria, viruses and fungi.
· Systemic vit D3 levels and LL-37 levels are reduced in patients with AD.
· Vit D3 ↓ Th1/17 activities, ↑ Tregs, and ↑ or does not alter the Th2 activity.

· IL-22 induces the proliferation of keratinocytes.

· IL-31, expressed by Th2, is a pruritogen.
· IL-25 potentiates IL-4/5/13 production in T cells and suppresses filaggrin synthesis in keratinocytes.

· T cells in AD lesions highly express oncostatin M, which induces eosinophilia in murine lung.
· TSLP stimulates DCs to polarize naïve T cells to Th2 cells.

· DIAGNOSIS OF ASTHMA – A NEW APPROACH:
· Not all symptoms of asthma are due to bronchoconstriction. The most likely obstructive symptoms are wheezing, tightness of the chest, and cough.

· Breathlessness, heavy breathing, difficult in getting air, air hunger, and difficult in taking deep breaths probably reflect nonobstructive dyspnea.
· Activation of airway sensory nerves, independent of bronchoconstriction, may lead to dyspnea. PGE2, which increases sensory nerve excitability, exacerbates dyspnea associated with exercise, despite the fact that it is a bronchodilator.
· Asthma-like disorders: hyperventilation syndrome, nonasthmatic eosinophilic bronchitis, dysfunctional breathing, chemical sensitivity in lower airways (eg. patients hypersensitive to scents, identified by capsaicin inhalation test).
· PREVENTION AND CONTROL OF CHILDHOOD ASTHMA AND ALLERGY IN THE EU FROM THE PUBLIC HEALTH POINT OF VIEW: POLISH PRESIDENCY OF THE EU:
· 25% of the population in Europe suffers from allergic rhinitis, 7% from asthma.

· Rhinitis in children ↑ risk of asthma; asthma is a major risk factor for COPD.

· The effects of lung injury in the antenatal period and preschool years are long-lasting and irreversible. Adult lung health can only be achieved by correcting lug inflammation in these critical early years.
· Many cases of asthma start with a viral infection.
· Patient priorities are quality of life, cure and prevention.

· Allergen IT is an effective treatment as shown by meta-analyses and evidence-based guidelines. IT alleviates symptoms to a similar (or even larger) extent as pharmacological treatments. IT can modify the natural course of allergic diseases; prevent disease progression and development of new sensitizations (secondary prevention). Ultimate goal of IT: restore immune tolerance.

· Primary care physicians treat the majority of patients with respiratory diseases.
· The 2010 Global Risk Report ranks non communicable diseases as the second most severe threat to the global economy. Chronic respiratory diseases represent financial burden amounts to over 100 billion €.

· REGULATION AND EXPRESSION OF IL-32 IN CHRONIC RHINOSINUSITIS:
· IL-32 is expressed in a variety of tissue cells and is involved in the pathogenesis of several chronic inflammatory diseases. It has a potential role in CRS.
· IL-32 is induced by TNF-α and IFN-y from Th1 cells. Its expression is increased in sinus tissues from CRS patients with nasal polyps.
· Proinflammatory activities of IL-32: (1) ↑ production of other proinflammatory cytokines, including IL-6; (2) promotes apoptosis of tissue cells.

· Antiinflammatory activities of IL-32: ↑ IL-10 production of dendritic cells.

· THE INDOLEAMINE 2,3-DIOXYGENASE (IDO) PATHWAY CONTROLS ALLERGY:

· Recent studies have demonstrated that tryptophan catabolism pathway, initiated by IDO, may be critical in allergic inflammation.

· Functions of IDO: (1) regulatory function during pregnancy, tumorigenesis and infection; (2) tolerance induction during systemic allergen immunotherapy.
· As an essential amino acid, tryptophan is a constituent of proteins. Inadequate dietary intake of tryptophan and other essential amino acids can lead to a negative nitrogen balance and to a loss of muscle mass, weight and brain size.
· THE ROLE OF STAPHYLOCCAL ENTEROTOXIN (SE) IN ATOPIC KERATOCONJUNCTIVITIS (AKC) AND CORNEAL ULCERATION:
· S. aureus and SE were detected more often in patients with AKC compared with controls, especially in association with corneal ulceration. It is unknown whether SE damages the cornea by initiating an immune response or has direct toxic effects.
· AKC can involve the cornea because of inflammatory substances released from giant papillae, leading to corneal ulceration or corneal plaque in some cases. In such cases, atopic eczema is frequently observed on skin around eyes.
· The incidence of S. aureus colonization on the skin of patients with atopic eczema is approximately 90%. It may be a pathogenic factor.
ANNALS OF ALLERGY AND CLINICAL IMMUNOLOGY:
· FOOD ALLERGY: DIAGNOSIS AND BEYOND:

· The safe first dose of food challenge should be individualized; neither “too high” to be risky nor “too low” to waste time in performing the procedure.
· The cumulative challenge dose should be at least equivalent to the usually consumed quantity of the food.

· IMPACT OF CLIMATE CHANGE ON AEROALLERGENS:
· Warming of global climate is unequivocal; >95% certainty of extrinsic cause.
· Human activities resulting in greenhouse gas emissions have a net warming effect (>90% confidence level). Greenhouse gas molecules cause warming by reflecting infrared radiation back toward the earth rather than allowing dissipation out through the atmosphere.

· Greenhouse gases: carbon dioxide, methane, nitrous oxide. Considering the long residence time of these gases in the atmosphere and the inertia of the climate system, even if emissions were abruptly reduced to zero, global warming would likely persist for hundreds of years.
· PREVENTION OF ANAPHYLAXIS RELATED TO MCAS WITH OMALIZUMAB:

· MCAS: profound mast cell degranulation without an obvious trigger or evidence of aberrant mast cell proliferation.
· Diagnostic criteria: (1) absence of evidence of primary or secondary causes of mast cell activation (including mastocytosis); (2) episodic symptoms consistent with mast cell mediator release that affect 2 or more organ systems; (3) evidence of an increase in a validated urinary or serum marker of mast cell activation; (4) a decrease in severity of symptoms with antimediator therapy, including H1 and H2 receptor antagonists, LTRA or mast cell stabilizers.
· Treatment of refractory MCAS involves the use of prednisone, cyclosporine, methotrexate and azathioprine.
· We present a case of successful omalizumab (150 mg SC/4 weeks) therapy in an 11-year-old boy who met the proposed diagnostic criteria for MCAS.
· Mechanisms of omalizumab in improvement of MCAS are not fully understood.
· THE ROLE OF AUTOIMMUNE TESTING IN CHRONIC IDIOPATHIC URTICARIA:

· The percentage of patients with a positive test for ANA (titer >1:160), ATG, ATPO, and CU Index were 29%, 6%, 26%, and 38%, respectively.

· The percentage of patients categorized as refractory was significantly higher in those with a positive CU index or a positive ANA titer.

· CU Index independently has the strongest correlation with disease severity followed by the combination of ANA, ATG, and ATPO and the ANA alone.
· TOLERANCE TO COBALT AFTER IMMUNOTHERAPY FOR COBALT HYPERSENSITIVITY:

· We report a case of a severe cutaneous reaction to cobalt after shoulder joint replacement surgery in a 57-year-old man. The patient ultimately developed clinical tolerance to cobalt during an oral desensitization therapy protocol.

· To patch test for the metals contained in the implant, oral corticosteroids were temporarily discontinued. The implant contained nickel, chrome, titanium, and cobalt. The patch test reaction was positive to cobalt. The lesion continued to increase in size, with a maximum induration of 10 by 5 cm on the fifth day.
· Oral desensitization started with 4 mg/d of cobalt chloride orally (4-mg dose was chosen because medical literature suggests that >8 mg might cause cardiomyopathy or pulmonary disease). During a 3-month period while taking the oral cobalt, the rash disappeared. OCS therapy was tapered and stopped after 6 weeks. Subsequent patch tests to cobalt at 12 months were negative.

· Successful oral desensitization protocols have been reported for other metals, such as nickel and platinum-based chemotherapeutic agents.

· VASCULAR RING PRESENTING AS ASTHMA IN AN 8-YEAR-OLD:

· Vascular rings are congenital anomalies of the aortic arch system that result in the formation of a ring, causing compression of the trachea and esophagus.

· Differential diagnosis of asthma-like symptoms (coughing and wheezing): vascular ring, vocal cord dysfunction, tracheal stenosis, foreign body, cystic fibrosis, aspiration, bronchopulmonary dysplasia, and upper airway disease.
· We describe the case of a boy diagnosed as having a vascular ring after being labeled with a diagnosis of asthma for 5 years. Chest X-ray was not performed at the diagnosis of asthma (great mistake).

· Spirometry was normal except for a reduced PEF and abnormal flattening of the expiratory and inspiratory flow loop (always look at the flow volume loop).

· Chest radiography and spirometry are simple studies that can help in diagnosing vascular rings. Diagnostic evaluation includes bronchoscopy, barium esophagography, echocardiography, angiography, CT and MRI.
· Clearly, PA and lateral chest radiography is a simple study for initial evaluation of suspected vascular ring. Furthermore, chest radiography is recommended in children with newly diagnosed asthma.
· Our patient’s initial postoperative respiratory symptoms were probably due to prolonged tracheal compression, resulting in tracheobronchomalacia. Late repair of vascular ring may relate to less reversible tracheobronchomalacia.
· Vascular rings should be suspected in: (1) refractory asthma; (2) asthma and abnormal flow volume loops; (3) recurrent bronchitis or pneumonia. Early diagnosis may improve postoperative course and overall quality of life.

CURRENT OPINION IN ALLERGY AND CLINICAL IMMUNOLOGY:

· VITAMIN D AND ATOPY AND ASTHMA PHENOTYPES IN CHILDREN:

· Vit D levels are inversely associated with degree of corticosteroid use, worsening airflow limitation and increased exacerbations among asthmatics.

· Low vit D has been associated with atopy and asthma in children. Offspring of mice with vit D deficiency in pregnancy showed ↓ lung volume and function.
· Intervention to ensure adequate vit D levels during pregnancy and childhood may ↓ development of atopy and asthma in children. Important questions need to be answered regarding the amount and duration of vit D intake.
· BRONCHIAL THERMOPLASTY FOR SEVERE ASTHMA:
· Bronchial thermoplasty has a role in the management of patients with severe asthma who have uncontrolled symptoms despite current therapies.

· COMPARABILITY OF SC AND SLIT OUTCOMES IN ALLERGIC RHINITIS CLINICAL TRIALS:
· Standardized and validated primary endpoints are of paramount importance in order to improve the comparability of study results.
· IS VITAMIN D SUPPLEMENTATION RESPONSIBLE FOR THE ALLERGY PANDEMIC?
· Randomized clinical trials with vitamin D supplements are highly required.
· PREDICTORS OF ASTHMA CONTROL: WHAT CAN WE MODIFY?
· Modifiable risk factors for poor asthma control: allergy triggers, comorbidities, low adherence, absence of specialty care, self-management education.
· ORAL IMMUNOTHERAPY FOR COW'S MILK ALLERGY:
· Oral IT (oral desensitization) seems to be a promising therapy for cow milk allergy that can be applied also to other foods such as eggs or peanuts.
· EGG ORAL IMMUNOTHERAPY:
· Egg OIT is a promising modality for providing temporary protection from reactions caused by accidental egg exposure.
· EXTENSIVELY HEATED MILK AND EGG AS ORAL IMMUNOTHERAPY:
·  The baked milk and egg diet appears to accelerate the development of milk and egg tolerance when compared with strict avoidance.
· NONALLERGEN-SPECIFIC TREATMENTS FOR FOOD ALLERGY:
· Chinese herbal therapy, anti-IgE, probiotics, engineered lactic acid bacteria, and helminth therapy are all examples of allergen nonspecific therapies.
JOURNAL OF ALLERGY AND CLINICAL IMMUNOLOGY:

· A FASCINATING LOOK AT THE WORLD WITH A NEW MICROSCOPE:
· A new type of microscope has been developed that works without lenses. Advances in genomics have enabled us to isolate, amplify, and sequence microbial DNA in large quantities. With these techniques, about 100 times more microbes can be detected in tissues or environmental samples.
· Human body harbors 10-100 trillion microbes, greatly more than human cells.
· Inconsistent findings in intervention studies using prebiotics or probiotics for the prevention of atopic eczema and other allergic outcomes.
· ASTHMA: THE PARADOX OF HETEROGENEITY:

· If you use an ICS for asthma, the odds are 2/3 that symptoms will improve.

· The problem with treating almost all patients with asthma with ICS as first-line therapy is that ICS are not pathobiologically informative treatments. In the 1980s, the mantra was that ‘‘asthma is an inflammatory disease and glucocorticoids are anti-inflammatory.’’ Oh, if it were only that simple!
· When ‘‘all comers’’ are treated with antileukotrienes, the overall therapeutic effect is about half of that observed when a similar group of asthmatics is treated with ICS. Despite >15 years of experience with leukotriene modifiers, we do not have a way to predict in advance who will benefit from them.
· We have a paradox in the study of asthma. Effective treatments are not biologically informative and informative treatments are less effective. Someone might say that asthma is multietiologic and thus ICS are the perfect treatment. I disagree. We need to make progress in understanding the root causes of asthma. For this, we need targeted diagnostics and therapeutics so we can infer causality and design the best treatment for each patient.
· COMBINATION ICS/LABA USE AND SEVERE ASTHMA EXACERBATIONS:

· ICS/LABA combination therapy had an overall protective effect on asthma exacerbations that was as good as or better than that for ICS alone, particularly in patients >18 years, male subjects, moderate and severe asthma, and African Americans (who have been suggested to be at greater risk).
· FDA has requested postmarketing clinical trials to evaluate LABA/ICS safety, but the most serious outcomes are so rare that even these studies might not be able to provide a definite conclusion or they will not be available until 2017. What should clinicians do? We should follow guidelines, which unanimously say that there is no convincing evidence that LABA/ICS therapy in a single inhaler is associated with serious adverse effects. Benefits outweigh their risk, so we should be careful not to let the perfect become the enemy of the good.

· DOES ‘‘AUTOREACTIVITY’’ PLAY A ROLE IN ATOPIC DERMATITIS?
· Autoreactivity prevalence in patients with AD: 23-91% (14 studies involving 2644 participants). It did not appear to vary with age, sex, or disease duration. 2 reports found a positive correlation between autoreactivity and AD severity.
· IgE autoreactivity was not found in healthy subjects or in those with allergic rhinoconjunctivitis, psoriasis or SLE (8 studies of 816 participants).

· Autoreactivity might play a causative role in AD based on the associations found and experimental elicitation of lesions after provocation. Plausible mechanisms: IgE autoab, IgG autoab and TH1 autoreactivity. Whether autoab contribute to AD chronicity now needs to be examined in longitudinal studies.
· Colonization with S. aureus (>90% of AD lesions; <5% of healthy skin) can cause persistent inflammation through T-cell activation. However, a systematic review of antistaphylococcal interventions for AD did not show any convincing clinical improvements, despite quantitative reduction in skin bacterial load.
· OFC IN A PRACTICE SETTING APART FROM HOSPITALS AND ACADEMIC CENTERS:

· OFC were not performed if wheal was >10 mm or sIgE was >2 kU/L for peanut and tree nuts. OFC in offices away from hospitals are safe and useful.
· 100 children → 17 positive OFC results, with 15 (88%) challenges in sensitized patients and 2 challenges in nonsensitized patients. 83 negative OFC results, 52 (63%) in sensitized subjects and 31 in not sensitized subjects. 2 reactions required epinephrine: (1) upper respiratory symptoms and urticaria during baked milk challenge; (2) vomiting, urticaria, wheeze and pharyngeal pruritus. Both recovered quickly without further treatment.

· THE DEVELOPMENTAL TRAJECTORY OF PEDIATRIC ASTHMA IN 3- TO-10-YEAR-OLDS:
· Childhood asthma follows different temporal trajectories.

· THE INTERPERSONAL AND INTRAPERSONAL DIVERSITY OF HUMAN-ASSOCIATED MICROBIOTA IN KEY BODY SITES:
· Deviations from healthy microbial compositions (dysbiosis) have been linked with inflammation-linked disorders, such as allergies, obesity, and IBD.
· Our body is colonized by trillions of microbial cells, collectively named as the microbiota. Combination of microbes and their genes is called microbiome. Diversity of microbiome varies between body sites, patients, and over time.

· Diet is the most powerful influence on gut microbiota in healthy subjects.

· Gut microbiota can be classified in 3 principal variants, or ‘‘enterotypes’’, defined by a dominant presence of Bacteroides, Prevotella, or Ruminococcus sp. Bacteroides sp were prevalent with long-term protein and animal fat diets, whereas Prevotella sp were associated with long-term carbohydrate diets.
· GI tract microbiota: mouth had the greatest phylogenetic diversity; stomach had the lowest diversity; diversity increased from the stomach to the stool.

· No taxa are ubiquitously present in every subject and body site. Specific body sites are generally dominated by certain taxa: Bacteroidetes sp in the GIT, Lactobacillus sp in the vagina, Streptococcus sp in the oral cavity, and Propionibacterium sp in the retroauricular crease. Skin is mainly comprised of Actinobacteria, Proteobacteria and Firmicutes.

· In a study of the oral communities from 10 healthy adults, 10 species were found in all subjects: Streptococcus oralis, Haemophilus parainfluenzae, Granulicatella adiacens, Veillonella parvula, Veillonella dispar, Rothia aeria, Actinomyces naeslundii, Actinomyces odontolyticus, Prevotella melaninogenica and Capnocytophaga gingivalis.
· Newborns are rapidly colonized by the microbiota of the mother’s vagina if delivered vaginally or by microbes resembling skin if delivered by cesarea.
· The child’s gut microbiota acquires phylogenetic diversity linearly, resembling that of a healthy adult by 2 years of age. However, children’s oral communities do not resemble those of adults even at 18 years.

· Once developed, stable differences were observed between human body sites over 3 months.
