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Thank you for allowing me to make a statement on behalf of the American Academy of Allergy, Asthma and Immunology and the American College of Allergy, Asthma and Immunology. My name is Dr. Stanley Szefler and I am an asthma specialist trained in pediatrics, allergy and immunology and clinical pharmacology. Currently, I am the Director of the Pediatrics Section of the Weinberg Clinical Research Unit at National Jewish Health and Professor of Pediatrics and Pharmacology at the University of Colorado Denver School of Medicine. I am also a member of the Expert Panel-3 responsible for the recently revised NIH asthma guidelines. I am also a member of four NIH asthma networks currently conducting asthma management research in children and adults including a network focused on the inner city.

My purpose today is to remind you of the advances in current therapy that have been provided by the asthma guidelines and the introduction of several new medications including long-acting ß-adrenergic agonists or LABAs.  Both directions have revolutionized asthma care.  We have now successfully replaced a system of symptom-reaction based treatment that applied short acting ß-agonists and systemic steroids for symptom relief to a system focused on asthma control or symptom prevention with a well organized algorithmic approach to treatment based on appropriate use of long-term controllers, primarily inhaled corticosteroids. 

Not long ago, maintenance therapy consisted of the use of theophylline, a drug well known for its adverse effects and requirement for careful dose titration with blood level monitoring. This treatment often required supplementary oral steroids and their consequent adverse effects when this therapy was inadequate. The transition period included the use of low potency inhaled corticosteroids that required high doses and frequent administration to manage moderate to severe asthma in children.

The recognition of inflammation as a core to persistent asthma redirected treatment to ICS as the preferred long-term controller therapy for asthma management including children of all ages. This led to the development of higher potency inhaled corticosteroids to manage moderate to severe asthma and also allowed improved asthma control with twice daily administration. However, it is well know that long-term use of high dose inhaled corticosteroids carries a risk of adverse effects, such as growth and adrenal suppression. 

The introduction of long-acting ß-agonists not only replaced the need for theophylline but also reduced the need for high-dose ICS therapy. Consequently, theophylline is rarely used and the need for high-dose ICS is also limited. By combining LABA with low to medium dose ICS, we have observed several major changes in asthma outcomes. The last seven years shows a pattern for reduced asthma mortality and at least a plateau in hospitalizations due to asthma. There also appears to be a marked reduction in the number of severe asthmatics requiring maintenance oral steroid therapy and therefore a reduction in severe steroid-related adverse effects.

The benefits of combined ICS and LABA have been well described in studies conducted in adults, but admittedly less information is available in children less than 12 years of age. The asthma guidelines clearly addressed this issue and called for additional studies. Meanwhile, the asthma guidelines did recognize the benefits of LABA as an optional choice for Step 3 therapy in those inadequately controlled on low-dose ICS. 

Based on the asthma guidelines, a physician faced with a patient inadequately controlled on low dose ICS can choose from increasing to medium dose ICS or adding LABA, leukotriene blockers or theophylline to low dose ICS. A preferred supplementary choice can not be recommended due to lack of comparative studies in children.  However, it is well know that the clinical experience with theophylline is now limited and younger physicians are not familiar with the drug interactions associated with theophylline. Furthermore, the need for blood level monitoring is not a desirable option for asthma management in children.  Although leukotriene blockers are another alternative, studies to date have pointed to their limited efficacy as a supplementary therapy in adults with moderate to severe asthma. Evidence is much clearer for the benefits of LABA as a supplementary therapy.

There is no doubt that LABA should not be used as monotherapy for asthma management in either children or adults and this is supported by current asthma guidelines.  However, based on concern regarding adverse effects and limited comparative data, a step to reduce the availability of LABA as a supplementary therapy for asthma management in children and adults would limit therapeutic options to those with less efficacy or more significant adverse effects. In effect, this would move asthma care back to a state of management we witnessed over 20 years ago that was fraught with serious neurological adverse effects related to theophylline and the requirement for blood level monitoring. In addition, the lack of efficacy of other alternatives, such as cromolyn and leukotriene blockers, in this level of severity would lead to more exacerbations and thus prompt dependence on rescue oral steroid therapy also associated with severe adverse effects related to growth, osteoporosis, skin atrophy, and adrenal suppression, as well as increased risk for cataracts.

Furthermore, answers to questions related to the comparative effect of increasing ICS to medium dose or adding a LABA or leukotriene blockers  to low dose ICS await the completion of an NIH Childhood Asthma Research and Education (CARE) Network study that should be presented in early 2010.  That study promises to show the best treatment for Step 3 therapy in children older than 5 years of age and also the associated features of patients responding to each medication option.

Until the results of this CARE Network study are available, the principles of the asthma guidelines should be supported regarding the careful assessment of the need for LABA as supplementary therapy for ICS rather than the consideration for prohibiting its use.  LABA is particularly helpful in improving pulmonary function in those children and adults with low pulmonary function and serves as a bronchoprotective agent in those patients with exercise-induced asthma and a tendency for nocturnal exacerbations. When combined with ICS therapy, LABA helps provide immediate relief of symptoms while the inflammatory component of asthma is addressed with continued ICS therapy. Certainly attempts to step down therapy should be prompted when control is established. 

There is also no doubt that evidence is lacking for the role of LABA in children less than 5 years of age. Although the guidelines list LABA as supplementary therapy in this age group for asthma inadequately controlled by medium dose ICS, there is admittedly no information to base this recommendation on other than projected efficacy from studies conducted in adults.  Therefore, one cannot argue against a recommendation to avoid use of LABA in young children unless the diagnosis is confirmed and other options such as medium dose ICS and a trial of leukotriene blockers have failed.

Therefore as a spokesman for the AAAAI and ACAAI, I ask you to carefully analyze the available data on LABA in children and adults. Physicians are already aware and should continue to be reminded of potential adverse effects of LABA.  Efforts to prohibit its use in children and adults would push us back to alternatives with demonstrated greater risks and more limited effectiveness, especially for children 5 to 11 years of age. Such studies in this age group are already in progress and must be evaluated before directions in therapy are made. In addition, carefully conducted studies on the benefits and adverse effects of LABA therapy in young children should be conducted if there is demonstrated need for this treatment as determined by a noticeable increase in the use of this medication for respiratory symptom management in this specific age group. However, based on many studies and patient outcomes, there is no question that LABA is a most beneficial treatment option for asthma patients of all ages. The risk to benefit ratio clearly favors their use.  It is for these reasons the expert panel prominently recommended their use in the new asthma guidelines. I urge you to trust that the expert panel has done due diligence in reviewing all treatment options and continue to support the availability of these valuable agents to better manage our patients with asthma. 
