July 25, 2012

Kaiser Foundation Health Plan, Inc.
Member Case Resolution Department
PO Box 367

Roseville, CA 95661

Attn: Kristin Hannum

Fax: 916/771-4241
Re: 
Synagis (Palivizumab) - Letter of Medical Necessity

Patient: 

MRN: 

DOB: 

Sex: Female

Diagnosis: Spinal Muscular Atrophy, Type 1
To whom it may concern:


We are writing to request Synagis treatments for our daughter, Getty Storm. We request treatments begin in or about October 2012. The treatment is medically necessary, as detailed herein.

Medical Background

Getty Storm was born on March 25, 2010. She was diagnosed with Spinal Muscular Atrophy (SMA) Type 1 on or about July 30, 2010, at an age of approximately 4 months old. SMA Type 1 is a severe genetic neuromuscular disorder, described more fully below. 


Due to SMA, Getty requires 24 hour monitoring and care. She needs intensive hour-long respiratory treatments at least three times daily and additionally, as may be needed, to maintain basic pulmonary health. These treatments include aggressive chest percussion and mechanical cough assistance. Getty is dependent on noninvasive bi-level positive airway pressure (BiPAP) ventilation for respiratory support. Getty requires frequent suctioning of mouth and nose throughout the day and also requires feeding exclusively via gastronomy tube due to her lack of swallow function and protective airway reflexes.

Respiratory Syncytial Virus (RSV) season typically runs from about November through April each year. As prescribed by Dr. Elman Trias, her pediatric pulmonologist at the time, Getty received Synagis treatments at Kaiser Permanente (Kaiser) from October 2010 through March 2011, from about ages 6 months to 12 months old, to protect her against RSV. Getty received Synagis treatments again from about October 2011 through March 2012, from about ages 18 to 24 months old.   

In June 2011, Getty was admitted to the Kaiser Permanente Pediatric Intensive Care Unit (PICU) via the Emergency Room due to respiratory failure. She suffered acute bronchiolitis and atelectasis. She remained in the PICU for about 10 days, receiving intensive hour-long respiratory treatments every 4 hours, 24 hours per day. Also, during her hospital stay, she suffered a sudden major blood oxygen desaturation requiring emergency rescue via bag valve mask. 
As a consequence of SMA, Getty is especially susceptible to RSV infection. If she contracts RSV, she is likely to require extensive hospitalization.

Procedural Background

In or about mid-June 2012, Getty’s pediatrician told us Kaiser denied our 2012/2013 Synagis request. She told us the reason is that there is no data to support Synagis use over age 24 months, even with “medically fragile” children. 

Our understanding is that when Kaiser denies a treatment, Kaiser typically issues a formal denial letter. That letter contains a formal denial and notice of appeal rights. Kaiser never issued that letter to us regarding Synagis, and we waited for it to arrive. We wanted to ensure we had a formal denial with cause, proper notice of our appeal rights, notice of the process, and an opportunity to be heard. 

We raised our concerns to the pediatrician. She then informed us that she had taken it upon herself, without our consent, knowledge, or input, to appeal the decision herself to the Head of the Synagis Clinic, to the Pediatric ID Chief, and Pediatric Pulmonary Chief. She told us they denied the request on appeal.

I sum, Kaiser (1) denied the Synagis request; (2) failed to issue a denial letter, despite our request; (3) failed to provide notice of our appeal rights and procedures; (4) unilaterally initiated an appeal without our knowledge or consent; and (5) conducted an appeal without providing us notice or an opportunity to be heard. Kaiser has denied us due process by completely shutting us out of an entire level of appeal.

Spinal Muscular Atrophy, Type 1, Generally

SMA is a recessively inherited neuromuscular disorder characterized by degeneration of spinal cord motor neurons, resulting in progressive muscular atrophy and weakness. The clinical spectrum of SMA ranges from early infant death to normal adult life with only mild weakness. These patients often require comprehensive medical care involving multiple disciplines. There is, however, no published practice standard for the care of these patients. (Wang, et al., Consensus Statement for Standard of Care in Spinal Muscular Atrophy, J Child Neurol. 2007; 22(8):1027.)

The weakness is usually symmetrical and more proximal than distal. Sensation is preserved. Tendon reflexes are absent or diminished. The severity of the weakness generally correlates with the age of onset. The most severe type presents in infancy. The infant may appear normal at birth. Weakness evolves in the first few months of life. (Id. at 1029.)

Individuals manifesting different levels of weakness due to SMA have been divided into four groups defined by functional ability. SMA Type 1, also known as Werding-Hoffmann Disease, is a severe form SMA where the highest function attained is never being able to sit independently (“nonsitters”). The highest function attained for Type 2 is the ability to sit up but not stand (“sitters”). The highest function attained for Type 3 is the ability to stand and walk, but that ability is lost over time. The highest function attained for Type 4 is the ability to stand and walk where that ability is not lost.  Types 3 and 4 are “walkers.” (Id. at 1029-1030.)

RSV and Synagis Generally

RSV is a virus causing acute upper respiratory tract infection in patients of all ages and is one of the most common diseases in childhood. Synagis is the only licensed product available for prevention of RSV lower respiratory tract disease in children with a history of preterm birth, less than or equal to 35 weeks gestation. Synagis resulted in 55% decrease in RSV-related hospitalization among certain medically fragile patients. Among different groups at high risk, Synagis reduced in hospitalization rates by 39% to 82%. (Committee on Infectious Diseases, Policy Statement – Modified Recommendations for Use of Palivizumab for Prevention of Respiratory Syncytial Virus Infections; Pediatrics 2009;124;1694, 1695-1696.)
Regardless of Age, Getty is Significantly More Vulnerable to RSV due to SMA-1 
Children with SMA Type 1 have impaired head control, with a weak cry and cough. Swallowing, feeding, and handling of oral secretions are affected before one year of age. Weakness and hypotonia in the limbs and trunks are eventually accompanied by intercostal muscle weakness.  Infants exhibit chest wall collapse. (Wang at 1030.)
The natural age of death of children with SMA Type 1 is less than 2 years. Early morbidity and mortality are most commonly associated with bulbar dysfunction and pulmonary complications. (Id. at 1033.)

The key respiratory problems in SMA are as follows: (1) impaired cough, resulting in poor clearance of lower airway secretions; (2) hypoventilation during sleep; (3) chest wall and lung underdevelopment; and (4) recurrent infections that exacerbate muscle weakness. Pulmonary disease is the major cause of morbidity and mortality in SMA Type 1. Individuals progress to daytime respiratory failure via a sequence of recurrent chest infections, among other things. (Id. at 1033.) Noninvasive ventilation as a means of respiratory support is generally advised. (Id. at 1036.)

Intercostal muscle weakness is responsible for triangular chest deformity, with falling ribs, and results in recurrent atelectasis and bronchopulmonary infections. Respiratory episodes of pulmonary congestion, aspiration pneumonia, and atelectasis are frequent. False passages of saliva with swallowing disturbances increase pulmonary congestion and the risk of aspiration pneumonia and respiratory distress. (Ioos, C., et al., Respiratory Capacity Course in Patients with Infantile Spinal Muscular Atrophy, Chest, 2004;126:831-837.)

Patients with SMA Type 1 show a marked progressive and regular decrease in lung capacity. SMA is a progressive disease with a progressive decline in lung capacity. Studies show severely impaired respiratory function. Lung capacity diminishes continuously. (Ibid.)

The risk of pulmonary complication increases as lung capacity decreases. Therapies are essential to limit pulmonary congestion and atelectasis, and to limit the risk of respiratory distress. (Ioos at 837.)

A prospective survey of physician practices demonstrated there are children outside the American Academy of Pediatrics (AAP) RSV-Synagis guidelines who have chronic underlying conditions and are also considered at risk for serious RSV lower respirator tract infections. A review of children with technology dependence and neuromuscular disorders reviewed the risk of severe disease after viral respiratory infection, including RSV, as similar to that of premature infants or other high risk groups. Technology dependence includes, without limitation, the need for long-term supplemental oxygen/tracheostomies, chronic mechanical ventilation, or intermittent non-invasive ventilation. (Panitch 2004.)
The current or recent use of supplemental oxygen appears to be associated with more severe disease in children with chronic underlying conditions such as neuromuscular disease. Further, multiple factors, including altered lung mechanics, reduced baseline lung function, and functional immunosuppression, increase the risk of RSV in the first two years of life, as well as in those greater than 2 years of age. (Panitch 2004.)

The Synagis Outcomes Registry, a multicenter prospective data collection of children receiving Synagis prophylaxis during four RSV seasons (2000-2004), found that, regardless of gestational age, children with airway abnormalities including oxygen/ventilator dependency, and neuromuscular disorders, such as SMA, reported RSV hospitalization 2.5 times as frequently as children without these disorders. (24/1122 reporting hospitalization (2.1%) versus 88/11219 (0.8%) of infants without these disorders).  (Speer 2005.)

Getty Will Suffer Significant Health Problems from RSV due to SMA Type 1 

Children with neuromuscular disorders that result in an inability to clear secretions are at risk of more severe infections after viral infection. Increase in secretion volume and thickness can overwhelm a compromised swallowing function and lead to a risk of aspiration pneumonia, atelectasis, and congestion of the upper and lower airways. Further, these infections cause acute deterioration in muscle strength. Children with neuromuscular weakness are at risk for more severe infections and such children at a higher risk factor for severe RSV disease.  (Pantich, H., Viral Respiratory Infections in Children with Technology Dependence and Neuromuscular Disorders; Pediatr Infec Dis J, 2004:23: S222-227.)

Regardless of Age, Synagis is Medically Necessary for Getty due to SMA Type 1

Children, like Getty, with SMA Type 1 are at ever-increasing risk of severe respiratory complications, including RSV, throughout their entire lives. Accordingly, as discussed below, Synagis is medically necessary for Getty over age 24 months.

The AAP recognizes neuromuscular disease as a modifier of disease severity in its RSV guidelines. Such children are at high risk of hospitalization. Viral acute respiratory infections represent a significant cause of morbidity and mortality across all ages. (Ibid.)

For SMA Type 1, routine immunizations, including influenza vaccine, pneumococcus vaccine, and Respiratory Syncytial Virus prophylaxis (Palivizumab), are recommended. (Wang at 1035.) Notably, the SMA Consensus Statement places no age limit on the recommended use of Synagis for patients with SMA Type 1.

Of pediatric specialists, 89% recommended Synagis for certain children with technology dependence and 51% for children over age 24 months. (Panitch at S222.)

A review of patients enrolled in a prospective Synagis postmarketing Registry included 277 children over 2 years of age. This database includes approximately 20,000 infants who received RSV prophylaxis over a four year period (2000-2004) from 256 sites nationwide. The overall RSV hospitalization rate over the four years for children over 24 months was similar to that of the entire Registry. (Medimmune, Inc.; Medical Affairs Department, 2007). 
AAP Guidelines recommend Synagis for children with congenital deformities of the airway or neuromuscular disorders that compromise handling of respiratory tract secretions. (Committee on Infectious Diseases, Policy Statement – Modified Recommendations for Use of Palivizumab for Prevention of Respiratory Syncytial Virus Infections; Pediatrics 2009;124;1649, 1698.) While the revised AAP Guidelines recommend Synagis under such conditions for the first year, they fail to distinguish between more severe and less severe neuromuscular disorders. 80% of children affected by SMA Type 1 die by age 12 months and, with rare exception, die by age 24 months. The median age of death is age 7 months. (Dubowitz, V.; Very Severe Spinal Muscular Atrophy (SMA Type 0); An Expanding Clinical Phenotype; Eur J Pediatr Neurol; 1999;3(2):49-51.) 
Few, if any, neuromuscular disorders are as severe as SMA Type 1. The AAP Guidelines lump all neuromuscular disorders together and fail to distinguish between degenerative and static neuromuscular disorders and fail to consider unique characteristics of various neuromuscular disorders. As discussed above, SMA is degenerative, causing dramatic progressive muscle weakness and loss of lung capacity. These factors contribute to a higher risk of infection over time and a higher risk of severe consequences upon infection as children with SMA Type 1 age.

If a child, like Getty, with SMA Type 1 exceeds the 7 months median life expectancy and the general maximum life expectancy of 24 months, then that child is in a particularly high risk category for RSV. Their condition will continue to decline, presumably to the point where the can no longer sustain life, most likely due to respiratory infections. 
The AAP Guidelines also fail to distinguish between severe and moderate neuromuscular disorders. For example, while children with SMA Type 1 and Type 2 both meet the criteria of “children with congenital deformities of the airway or neuromuscular disorders that compromise handling of respiratory tract secretions,” the variances in care between patients with SMA Type 1 and Type 2 can be dramatic. 
Speaking as an active member of the SMA Community, I know from experience that it is often difficult for parents of Type 1 children to advise parents of Type 2 children on various SMA matters, and vice versa, simply because of the differing levels in strength between the two types. Although both types are the same disorder and lie at the weaker end of the strength spectrum within the same SMA disease community, the varied level of strength can lead to vast differences in care. If differences between SMA Type 1 and SMA Type 2 can lead to vast differences in care, then differences between SMA and other neuromuscular disorders certainly can as well. Even within the SMA Community itself, it often makes little or no sense to lay down a black letter rule that applies to all children with SMA. The same problem occurs in creating a black letter rule as applied to all “children with congenital deformities of the airway or neuromuscular disorders that compromise handling of respiratory tract secretions.” Such a black letter rule fails to consider critical distinctions and potential exceptions to the general guideline.
The older children with SMA Type 1 get, the more vulnerable they are to RSV and its consequences. Kaiser recognized this fact by administering Synagis to Getty outside of the standard AAP Guidelines, beyond the 12 month age range for neuromuscular disorders generally. In doing so, Kaiser has tacitly admitted the standard guidelines do not apply to Getty because she is at a uniquely increased RSV risk. 
Further, the fundamental causes and impacts of RSV are generally known, as are the fundamental general benefits of Synagis. There is no data to support the position that RSV behaves any differently in children over age 24 months than under, nor is there any data to support the position that Synagis is any less effective after age 24 months than before.
Also, as discussed above, important factors to note are as follows: (1) Synagis is appropriate for premature children during their early and most vulnerable months of life; (2) infantile SMA is in some respects similar to prematurity for purposes of Synagis; and (3) SMA Type 1 is a severe and degenerative neuromuscular disorder. The significant difference between prematurity and SMA Type 1, though, is that premature children grow stronger as they age, apparently outgrowing the need for Synagis. However, SMA Type 1 patients, like Getty, start their lives with rough equivalency to prematurity but only grow weaker and more vulnerable with age. Thus, while it may be appropriate to terminate Synagis treatments at a certain age for premature children, the case for Synagis treatments for children with SMA Type 1 grows stronger with each passing day.

Getty is at substantial risk of life-threatening irreparable harm from RSV at any age due to SMA Type 1. There is a reasonable degree of medical certainty that Synagis will help her. Therefore, Synagis is medically necessary for Getty, regardless of age.
Synagis is Cost Effective for Children with SMA Type 1

A recent retrospective study included a cost comparison between hospitalization of children age 2 to 5 with chronic lung disease complicated by RSV infection and RSV prophylaxis with Synagis.  In a chart review conducted January 1996 through December 1998, it was found that the average length-of-stay was 9.13 days (range 3-26 days) at an average cost of $33,752 (range $6,500 to $120,630).  For their institution, they calculated that the cost of Synagis prophylaxis in this higher age group would be $91,919 and result in a 46% net savings in hospitalization costs (i.e. $124,090 savings), assuming a 80% efficacy rate. (Passerotti 1999)  Clearly, RSV prophylaxis is a cost-effective measure in at-risk children over the age of 2, like Getty.
Lack of Data Directly on Point Should not Prejudice Getty

We have presented evidence that SMA, particularly SMA Type 1, is distinguishable in the general class of neuromuscular disorders and that RSV creates unique and substantial health problems for those affected by SMA. At a minimum, we have established a prima facie case and rebuttable presumption for Getty’s use of Synagis over age 24 months. Accordingly, the burden of proof shifts to Kaiser, whereby Kaiser must prove, by affirmative evidence, that Synagis is not medically necessary under the circumstances. 

By analogy, the force of gravity on Earth, Venus, and Mars is well known. If I was to argue with Kaiser the force of gravity on a moon of Jupiter is similar to that on Earth, Kaiser would likely claim there is a “lack of data” proving my claim. If I could establish the general properties of gravity on Earth and nearby planets, I will have established a prima facie case and a rebuttable presumption that gravity is the same on the moons of Jupiter as it is on Earth and elsewhere. The burden of proof would shift to Kaiser to rebut the presumption by proving the force of gravity on the moon of Jupiter is unlike the force of gravity elsewhere.
There is no data to support the argument that RSV and Synagis operate any differently at ages under 24 months than over 24 months. Age 24 months is an arbitrary measure. There is no proven or magic immunity that starts at exactly age 24 months.

Further, as discussed above, the average life expectancy with SMA Type 1 is only age 24 months, with a median age of only 7 months. It is a rare exception that such a child will live past age 24 months. Obviously, there is no, nor is there ever likely to be, a comprehensive longitudinal study directly on point proving the effects of RSV or benefits of Synagis on children with SMA Type 1 over age 24 months. It is difficult to conduct an comprehensive RSV study on a population that has mostly passed away before reaching the minimum qualifications.
At this time, Getty is in uncharted territory. She is blazing new trails. Her pediatrician has never had an SMA Type 1 patient over age 24 months, until Getty.  

If a lack of formal data directly on point is a valid basis for denying medical treatments, then no SMA Type 1 patient would ever get any beneficial medical treatment because they’re mostly all passed away before any study can get underway.

By another analogy, there is no data proving the Amino Acid diet (e.g., Vivonex and Tolerex) is beneficial for SMA Type 1 patients. However, the Amino Acid diet is anecdotally well known and widely considered beneficial across the SMA Community. Kaiser approved use of the Amino Acid diet for Getty despite a lack of direct data proving its benefits. Since switching from milk-based baby formula to the Amino Acid diet, Getty’s overall health, nutrition, attentiveness, talkativeness, and muscle strength is noticeably better. Her blood work is remarkably good. The point here is that Kaiser has not, does not, and should not limit its medical advice to only those things fully backed by a formal study directly on point.
There are times when direct concrete proof with supporting data is simply unavailable due to the patient’s condition. There are times when physicians need to “step outside the box” and provide treatments anyway. This is one of those times.

Precedent Dictates Synagis is Medically Necessary for Getty

Dept. of Insurance, Case No. 11-2346: The California Department of Insurance (DOI) via its Independent Medical Review (IMR) program considered an appeal from a 4 year-old patient with SMA Type 1. Her medical provider denied her preventative Synagis, citing a lack of conclusive data in medical literature regarding the use of Synagis for children over age 24 months. On appeal, DOI deemed Synagis medically necessary for this patient and overturned the provider’s denial.  
Our family knows the family who engaged in that appeal. Like Getty, the patient in the appeal has SMA Type 1, has similar strength as Getty, and is over age 24 months. She had received Synagis treatments for each of the 3 previous years of her life. We have attached the DOI decision for your review.
The Medical Professional Reviewer, board certified in pediatrics and pediatric critical care, reasoned, “[T]here is a small group of non-premature children older than 24 months of age with static or progressive neuromuscular disorders who may benefit from RSV immunoprophylaxis. This patient has spinal muscular atrophy type 1, and the requested Synagis is indicated in this clinical situation.” (Maximus Federal Services, Inc., California Medical Professional Reviewer Report, p.3.)

Dept. of Managed Health Care, Case No. MN07-6252: In this case, the reviewer found Synagis to be medically necessary for a child over age 24 months with Kartagener’s syndrome. 
Dept. of Managed Health Care, Case No. MN07-6202: In this case, the reviewer found Synagis to be medically necessary for a child over age 24 months with tracheoesophageal fistula.
Dept. of Managed Health Care, Case No. MN08-7599: In this case, the reviewer found Synagis to be medically necessary for a child over age 24 months post bone marrow transplant. The reviewer noted the decision was based in part upon the fact that randomized control trials may never be performed in such cases. 
Dept. of Managed Health Care, Case No. M07-6445: In this case, the reviewer found Synagis to be medically necessary for a child over age 24 months with possible Mobius Syndrome and restrictive lung disease. The reviewing physician found that children with “neuromuscular conditions who have a poor cough due to weak or ineffective respiratory muscles and cannot adequately clear respiratory secretions” are included in patients for whom Synagis would be appropriate.

Dept. of Managed Health Care, Case No. M07-6308: In this case, the reviewer found Synagis to be medically necessary for a child although the child did not meet strict AAP criteria. The decision was based upon other risk factors that increased his likelihood of morbidity and mortality from RSV infection. The reviewer evaluated the specific patient as a whole in the totality of the circumstances rather than engaging in rote application of a general guideline across the board. 

Dept. of Managed Health Care, Case No. M07-7511: In this case, the reviewer overturned the provider’s denial of Synagis by weighing several factors and looking at the totality of the circumstances even though the patient did not clearly meet the AAP Synagis guideline criteria.
Dept. of Managed Health Care, Case No. M07-7493: In this case, the reviewer overturned the provider’s denial of Synagis for a premature infant holding that arbitrary application of a guideline based solely upon a specific age is unreasonable. “Although the risk may start to decrease slowly after one year of age, it does not disappear.” 
Dept. of Managed Health Care, Case No. EI07-6985: In this case, the reviewer overturned the provider’s denial of The Vest Airway Clearance System (The Vest) for treatment of SMA Type 1. Two physician reviewers found that good pulmonary care, including chest physiotherapy, is important in maintaining the health and prolonging the life of patients with SMA. Respiratory complications are the primary cause of mortality with this disease. The reviewer found that although there are no controlled studies in the literature to support the use of The Vest in SMA patients, there is certainly anecdotal evidence of its usefulness. The reviewer emphasized that it is unlikely that there will ever be a well-designed, controlled study of The Vest in SMA patients because of the relative rarity of the illness and the problems associated with case matching. Extrapolation of risk factors is reasonable. Similarly, Synagis is medically necessary for Getty although no controlled studies exist, nor are they ever likely to exist, for SMA Type 1.
Dept. of Managed Health Care, Case No. EI06-5886: In this case, the reviewer overturned the provider’s denial of The Vest Airway Clearance System (The Vest) for treatment of SMA Type 2. The provider denied coverage for the Vest system stating there are inadequate longitudinal studies in the peer-reviewed journals supporting the effectiveness of the Vest system for patients with SMA. The reviewer found that though there is a lack of peer-reviewed data establishing the efficacy of the Vest system in this clinical setting, the relative rarity of the patient’s condition makes such studies difficult and unlikely to happen. The reviewer recognized a lack of specific data on point should not prejudice proper treatment of children with SMA.
Conclusion
Getty is at increased risk of contracting RSV and at increased risk of severe consequences if she contracts RSV, regardless of age. If Getty should develop an RSV infection, Getty could die.  Failure to provide Getty with the Synagis RSV vaccine during RSV season will likely result in RSV infection which can lead to oxyhemoglobin desaturation, pulmonary failure, extensive hospitalization, increased ventilator dependency, and death. Therefore, Synagis is medically necessary for Getty, regardless of age, to prevent RSV disease through the RSV season.
We request approval of Synagis for Getty for this coming RSV season and each future RSV season. Thank you for your consideration.





Cordially,





Mark Storm 

ATTACHED ABOUT 100 PAGES OF EXHIBITS TO THIS LMN, INCLUDING:
· EVERY MEDICAL SOURCE CITED

· THE CITED CALIFORNIA DEPARTMENT OF INSURANCE DECISION

· EACH CITED CA DEPT. OF MANAGED HEALTH CARE DECISION

· LETTER FROM GETTY’S PULMONOLOGIST

· LETTER FROM GETTY’S MDA CLINIC PHYSICIAN 
· FOR EXHIBITS, PLEASE CONTACT HOOT@GETTYOWL.ORG 

· VISIT http://gettyowl.org/what-is-sma/sma-library/
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