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1. Introduction

AAAAI, ACAAI, and JCAAI are professional organizatis whose membership includes
physicians, scientists and other experts in tHddief allergic and respiratory diseases whoseianiss
to advance the knowledge and practice of allerghraa, and immunology for the benefit of the pdten
they serve.

Based on training and experience, the memberseskthrganizations, through their professional
societies, are uniquely qualified to identify amshroment on issues which may impact on the avaitgbili
of quality medical care for those who suffer frohemgic diseases.

It has come to our attention that some health arsee carriers are considering policies which, if
implemented, will substantially reduce/eliminateye@ge and patient access to several second generat

antihistamines and possibly other important allG&aghma medications in the future. Representations
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have been made by proponents of these policiesdiegahe lack of any adverse impact on quality of
care.

Our professional experience and the scientificraedical literature suggest that these policies by
their design will diminish access to recognizedhdtads of treatment for millions of patients witlesgic
diseases. Our professional experience and thatliter also suggest that these actions will not only
diminish the quality of medical care for affecteatipnts but also have significant health and safety
implications for the general public.

The AAAAL, ACAAI, and JCAAI, as experts in the faebf allergy, asthma and immunologic
disorders, wish to clarify the clinical and sciéintbases of concerns for the public’s health aaféty if
these policies become commonplace in our society.

2. Patient Characteristics

Allergic diseases, including allergic rhinitis,aijic conjunctivitis, asthma, atopic dermatitis,
urticaria/angioedema and anaphylaxis, are estintatatfect 10-25% of the populatigrand in children,
up to 40%. The duration of the symptoms may be limited gingle episode but often can last a lifetime.

Allergic rhinitis is the most common of these diens with symptoms of itching, sneezing, nasal
discharge and congestion . This inflammatory diseaay also compromise an individual’'s quality of
life®. In the majority of patients, the ability to sfenormally, to be as productive at wdrkand, for both
children and adults, to perform as well as asymptenpatients in a broad range of cognitive funtdio
is negatively impactéd. Furthermore, allergic rhinitis is a local masifation of the systemic allergic
condition, and comorbidities are common. In pasemth eye symptoms due to allergies (allergic
conjunctivitis), >95% have allergic rhinitis In patients with acute sinusitis, >25% haverglterhinitis,

and with chronic rhinosinusitis, 40% have allengimitis'. Children who have otitis media with effusion
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have an approximately 50% prevalence rate of atlehinitis’, and children and adults with asthma have
allergic rhinitis in over 80% of cases

Urticarias (hives) and angioedemas (swelling) fargroup of disorders characterized by transient
welts and swellings that are frequently itchy, e€sqléy in the evenings and at night. Angioedemaaliy
affects the lips and eyelids and sometimes thed)dadt and tongue. Occasionally it involves Hrgnx
and gastrointestinal tract. The hives are disingsand the angioedema can be worrisome for patien
who fear the possibility of choking and déatfThe Nottingham Profile questionnaire of genéilth
revealed that the disability of patients with choourticaria, as evidenced by lack of energy, docia
isolation, emotional reactions and sleep disruptioas as severe as that experienced by patientSrayva
triple coronary bypass surgéry
3. Scientific and Clinical Issues

Underlying the allergic diseases is a complex gattlgsiologic process that includes chemical
mediators, cytokines, chemokines, inflammatoryscatid toxic proteins. One of the most important of
these disease-causing mediators is histamine, vidiespecially important in causing allergic rhismand
urticaria/angioedema. Over the last 60 years,iasef pharmacologic agents have been developechwhi
have been called antihistamines. These substacesying degrees, have the capacities to compete
with histamine for histamine type 1 receptors atlice receptor-mediated activation, thus blockieg t
adverse effects of histamine. The newer, secondrgéan antihistamines, have also been sH8wn
decrease the release of histamine and other mesliatach as PGIand leukotrienes, from mast cells.
Additional anti-inflammatory effects for some otthgents are suppression of cytokines/chemokines,
adhesion molecule expression and cellular migration

Though the members of this class of medicationsthreferred to asantihistamines’, they vary

substantially in their pharmacology. Therefore, selection of any one of these agents should loema
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especially for the large majority of patients whawé persistent disease, in consultation with an
experienced health care practitioner. This pafudrysician partnership allows for appropriate d@sgit
evaluation, therapeutic targeting and outcomes taong. Considerations when selecting an
antihistamine primarily relate to risk-benefit i

Adverse effectsFirst generation antihistamines, which becamdahla between 1942 and 1982,

have been documented to be associated with incte#sepiness from single doSepersistence of
sleepiness after multiple do$&and morning sleepiness following evening do$ingn addition to
drowsiness which the patient may not perceive vam greater percentage of individuals experience
mood, cognition and psychomotor performance impairnfirom these agents. These aspects of sedation
have been identified in both self reports and ssipfated tests of psychomotor function, including
learning and drivinf"*>*¢ In light of these findings, the Joint Task FoorePractice Parameters in
Allergy, Asthma and Immunology has stated:

“... many patients may not perceive performance impairment that is associated with first
generation antihistamines. Consequently, second generation antihistamines that are associated with less
risk or no risk for these side effects should usually be considered...”*".

Older antihistamines have other significant adveftects, most of which are due to their non H
receptor specific activities. The anticholinergativities can lead to dry mouth, blurred visiolaugoma,
urinary retention and constipation. Increased wegain, irritability and arrhythmias have beenared
from other non-H receptor effects of the first generation antihistes®.

The major advantages of the second-generationistaiiines are their selectivity to the-H
receptor and their reduced central nervous systelative effects. Desloratadine, ebastine, fexafierea

loratadine and mizolastine are reported to hava@dence of sedation no different from placebo for
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both somnolence and performance impairerintranasal azelastine, cetirizfland intranasal
levocabastine are not considered to be entirelpidesf sedative effects.

Benefits As with other therapeutic agents, consideratiotiné selection of an antihistamine
relates to the risk-benefit ratio for a particypatient. Treatment with freceptor antagonists modifies
the responses to histamine and allergen challengbs skin, the airway and the general system.
Comparisons have been made between the first @oddgeneration Hantihistamines in these areas.
While these agents often have similar clinicalceftly, the second-generation antihistamines arelglea
superior in terms of their sedative adverse efbeatile, giving the newer agents a far more favteab
therapeutic index in allergic rhinitis and chroidiopathic urticarig %>

The newer second-generation antihistamines gepe@thonstrate greater clinical benefits than
the older second generation antihistamine, loratadin skin histamine-induced wheal and flare
suppression studies, fexofenaditf@ cetiriziné®, levocetiriziné®, ebasting?® and mizolastin@ all
produce greater antihistaminic effects than lofiatad In environmental exposure unit studié§ park
environmental exposure studieand seasondland perennidt allergic rhinitis clinical trials, loratadine
has been reported to have a significantly slowsebaf action, significantly less ability to reduogal
rhinoconjunctivitis symptoms, significantly lessniedit on the individually focused complaints of aks
congestion and eye symptoms, and it provided sagmfly less improvement in the Rhinoconjunctivitis
Quiality of Life Questionnaire index than other newecond generation antihistamines. Clinical stiie
and experience also show that individuals do noésgarily respond similarly to specific agents with
the second generation antihistamine class.

4. Quality and Socioeconomic | ssues
The members of the AAAAI, ACAAI, and JCAAI are ptaing specialists caring for patients

with allergic diseases. It is clear from the stifendata and our experience that the second-geioer
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antihistamines available in the United States uidiclg azelastine, cetirizine, desloratadine, fematéne
and loratadine, have far superior benefit/riskosais compared to older, first generation agdnts.
these reasons, they have been a major therapevaoee and have substantially improved the quafity
life for allergic patients.

It is the position of our organizations that théigges under consideration which restrict access to
second generation antihistamines will negativelgant patients ability to receive optimal treatmfent
their allergic conditions in a number of ways:

* Commitment to Quality

Our organizations strongly assert that the treatroptions made available to all allergy
patients should reflect generally accepted starsdairdare to provide patients with the ability to

choose the best available form of treatment totheit individual needs.

« Limitation of Coverage = Limited Patient Access &tiubice

It is the position of our organizations that anyiggowhich decreases coverage for the
second-generation antihistamines will effectivehyit/deny access to several important
medications which are central in the treatmentlefgic disorders. Since not everyone responds
to the same medication, limiting choice to a smalhber of generic medications will direct
patients to choose from a limited number of thes#ipeoptions which may be less effective and/or

less safe.

+ Barrier to Appropriate Clinical Decisions

Policies that limit patients’ access to any of dppropriate allergy medications impede
physicians’ abilities to prescribe the most appietprindividualized treatment regimens.
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Physicians must be allowed to present patients alitthe options available to make an informed
decision which best serves their needs. Policiaslitimit medication access create economic
barriers for patients and administrative hurdlesptoysicians which hinder clinical decision

making and impede the patient-physician relatigmshi

* Misrepresentations of Accepted Standards of Care

Several of these policies are being presented atimgenationally accepted clinical
guidelines for the management of allergic diseasssuthors of these standards, we assert this
representation is inaccurate. In our view, anyqyolvhich directs patients to choose options
which may not be most appropriate, safe or effedtivorder to obtain medication coverage from
their health plan does not meet accepted standéise for the management of allergic diseases

as defined by experts in our specialty.

* Informed Decisions

Employer/purchasers and consumers of health caueance who are making purchasing
selections for their employees may mistakenly itiiat health care professionals endorse these
policies as meeting accepted clinical standardikarireatment of allergic diseases. This presents a
significant ethical and legal obstacle to infornasttision making/due diligence for purchasers of

insurance in choosing coverage for their employees.

e Self-medication

These policies may encourage many patients torsaticate using over the counter (OTC)

preparations. Currently, only first generationil@istamines, which are associated with sedation,
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cognitive impairment and anticholinergic side eféecan be purchased without prescription. The
availability of a single OTC nonsedating antihistaendoes not guarantee that patients will
respond to this product. The result may be theeemed use of less safe, lower cost agents over
antihistamines with demonstrably better benefk/psofiles, thus impacting patient access to
optimal quality therapy. Increased self-medicatoth sedating first generation antihistamines
could also impact public safety as these impaineldviduals have contact with others at home, at

work, at school, and on our highways.

* Professional Care

Valuable professional advice from physician expettsmore likely be omitted in patients
who self medicate. Proper diagnosis and treatnfegiteygic diseases is often a complex matter.
Evaluation of symptom triggers, education regardivgnature of the disease, instructions to
reduce the allergen burden, additional managenfeheaomorbidities, and appropriate
monitoring of a patient’s progress may not be atgdioutside the care of an experienced

clinician. A doctor and patient together make testlilecisions about health care treatment.

 Worker Productivity/ Liability—

Limiting access to the accepted standards of alleage**has been associated with
diminished health for the worker and increasedlitgbn the workplace. These policies may
increase the risk of injury for patients by drivitiggm to more self-diagnosis and treatment. In a
comparative study of patients whose initial antdmsine prescription was diphenydramine or

loratadine, the rate of injury in the first 30 ddgBowing diphenhydramine was > 2 times the rate
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for loratadind®. The implications of employers choosing insuraple@s which mandate limited

choices for management of allergic diseases neeloks inore fully addressed in a public forum.

* Increased Disease Burden / Cost to Society

Insurers who create barriers to access to newelatets in order to reduce
pharmaceutical costs in the short term should m@izeghat such strategies may actually increase
overall management costs for chronic diseaseseio dhganizations and to society. This was
documented recently in a paper by Frank Lichtenbétge National Bureau of Economic
Research and Graduate School of Business, Coludiersity’”>. The benefits of using newer
drugs in this study included decreased hospitgsstawer doctor visits and lower non-drug
expenditures. In times of limited healthcare resesy these inefficiencies should be of concern to
everyone.

5. Conclusions

The AAAAIL, ACAAI, and JCAAI strongly assert thatghreatment options made available to all
patients with allergic and immunologic diseasesutheeflect accepted standards of medical care.
Policies that limit patients’ access to appropriatdications impede a physician’s ability to présethe
most appropriate treatment regimens.

Health care insurance consumers and purchasetiseypedividuals or employers, need to be
informed of policies that may adversely affect gatiaccess to proper care. Policies that in thesign
present obstacles to the standards of qualitynrewit should not mistakenly be viewed as being esbr
by trained health care professionals. We belibaé prescription policies limiting coverage/usesetond
generation antihistamines are medically inappro@ria the long term more expensive, and are below

current national standards of practice in the fadldllergic and immunologic diseases.
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On behalf of our patients, their families, and tienployers, we look forward to working with
those interested in serving the needs of patieittsallergic diseases and the general public tolves
these issues.
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