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August 16, 2004

Dockets Management Branch

Docket Number 03P-0029

U.S. Food and Drug Administration

Room I-23

12420 Parklawn Drive

Rockville, MD  20857

Re:  FDA Proposed Rule, Docket No. 2003P-0029

       Food and Drug Administration (FDA) Notice of Proposed Rulemaking (NPR) – Federal

      Register July 23, 2004

Dear Sir:

Sciarra Laboratories, Inc. is submitting this comment in response to the June 16, 2004 Proposed Rule.

In this NPR the FDA is proposing the near-term elimination of the essential use designation for Albuterol MDIs. The eventual elimination of the essential use exemption is required as part of the United States’ general obligations under the Montreal Protocol. Additionally, there is a more immediate requirement for an action plan that includes a specific end-date for essential-use exemptions for CFCs for Albuterol MDIs. 

In addressing the impact of the proposed rule, FDA considers economic factors, potential adverse effects on public health resulting from the elimination of less expensive, generic, CFC-based Albuterol MDIs prior to the first HFA Albuterol MDIs coming off patent, and potential environmental benefits. Addressing the environmental impact, FDA notes its belief that the direct benefits of this proposed regulation are small relative to the overall benefits of the Montreal Protocol and solicits comments on how to further analyze the benefits of CFC, and other ODS, emissions reductions.

We agree that there is a negligible environmental benefit from eliminating CFC-based Albuterol MDIs before 2010, or even thereafter, and offer the following comments.

In August 2002, the United Nations Environmental Programme (UNEP) and the World Meteorological Organization (WMO) released a joint publication entitled, “Scientific Assessment of Ozone Depletion: 2002 (Executive Summary)”. This is essentially a report card on the Montreal Protocol.  The major finding from a regulatory standpoint is: 

“The Montreal Protocol is working, and the ozone-layer depletion from the Protocol’s controlled substances is expected to begin to ameliorate within the next decade or so”. 1  
Among the specific findings are:

· the effect of all ozone-depleting halogens in the atmosphere continues to decrease,

· levels of ozone-depleting gases in the lower atmosphere (the troposphere) peaked in 1992 to 1994 and are continuing to decline, 

· concentrations of ozone-depleting species in the stratosphere (upper atmosphere) are at or near peak. 

As stratospheric concentrations of ozone-depleting substances peak and begin to decline, ozone concentrations are expected to increase. The authors note, however, that variability in ozone levels will make the onset of ozone recovery difficult to detect. In measuring the success of the Montreal Protocol, it is preferable, therefore, to track changes in atmospheric concentrations of ozone-depleting halogens, specifically stratospheric chlorine loading, as leading indicators of stratospheric “healing”. 

Addressing the timing of recovery, the reports states:

“The updated best estimate scenario for future halocarbon mixing ratios suggests that the atmospheric burden of halogens will return to the 1980 pre-Antarctic ozone hole levels around the middle of this century, provided continued adherence to the fully amended and adjusted Montreal Protocol.” 2 

The passage cited above ends with the observation that, “only small improvements would arise from further reduced production allowances in the future.”  In attempting to quantify this, elsewhere in the report, they look at the effects of various potential actions on stratospheric chlorine. Specifically, they look at the amount that stratospheric chlorine loading, integrated from 2002 until the 1980 level is re-attained in about 2050, could be decreased. They emphasize that these are hypothetical estimates of the upper limits of improvements that could be achieved. 

UNEP/WMO estimate a 4% decrease in integrated chlorine loading if all CFC production ceased in 2003, which means a return to below the 1980 chlorine loading 1.1 years faster than the current baseline projection of the year 2043.93. The case of 4% decrease in integrated chlorine loading can be estimated to be 594,000 ODP tons4.  To keep CFCs for Albuterol through 2009 in the US requires 5600 ODP tons from 2006 through 2009, which is 0.94% of the 594,000 ODP tons. Therefore, the return to 1980 chlorine loading would be delayed by a maximum of 0.94% of 1.1 years, which is 3.8 days.  The elimination of that quantity of CFCs would have an extremely small, and probably immeasurable, impact on stratospheric chlorine loading.

Another aspect for consideration is the effect the elimination of CFCs for Albuterol MDI would have upon the asthmatic patient.5  This consideration is of equal if not of greater importance.

Over the years, many other inhalers have been developed to treat asthma.  Albuterol inhalers quickly became the number one medicinal dosage form for use by asthmatics, followed promptly by inhalers containing steroids.  This trend has continued for some time; and, today sales have been estimated at over 200 million units per year worldwide.  When one considers an average cost to the patient of $35-$40/unit/month, the economic impact is approximately $7 billion worldwide.  Estimates place the US share of the inhaler market at greater than half this amount.

EPA regulations prohibit the granting of a CFC allocation for any MDI classified as essential use and not approved by the FDA prior to December 31, 2000.  Essentially this ruling prevents the development and sale of a generic version of these MDIs.  MDIs containing Albuterol and one containing Epinephrine HCl are the only MDI products available in generic form.  All other CFC propelled MDIs can continue to be sold in the marketplace free from generic product competition.

Generic MDI products containing Albuterol have been developed since the late 1990s and are currently marketed by generic pharmaceutical companies.

The availability of a generic version of Albuterol MDI quickly made available to the asthmatic patient a lower cost medication (approximately 1/3 to 1/2 the cost of the non-generic version).  The lower cost allowed for the greater use of this treatment especially for low-income families and for those without the benefit of medical insurance covering prescriptions.

Removal of Albuterol MDI at this time would only serve to increase the cost of the MDI to the patient and will have its greatest effect upon those who can least afford the increase – those of low income without medical insurance.  How will this affect “patient compliance”?

Due to patent protection for HFA propellants, generic HFA MDIs cannot become available until 2010 when some of these patents will expire.  Removal of essential use status for Albuterol will provide five (5) additional years of a “generic free” environment for MDIs in the U.S.

An adequate supply of HFA Albuterol must also be assured.  The elimination of “essential use” status for Albuterol would place the entire responsibility for supplying the needs for the Albuterol MDI upon two (2) major suppliers and possibly a third supplier.  The recent past has indicated that when one of these suppliers was involved in a major recall of their Albuterol MDI, supplies became scarce.  This shortage should not be allowed to occur again.

Finally, the United States cannot phase out CFC Albuterol supply because the rest of the world has done so.  “While the Montreal Protocol’s technical review group and many parties already have informally discussed a target date of 2005 for discontinuing exemptions for Albuterol CFC MDIs, conditions are different in the United States. They may believe this target date is warranted because, for some time now, there have been at least two alternatives to Albuterol CFC MDIs in the United States and other developed countries that appear to meet the medical needs of patients.  However, in many countries, the price differential between the Albuterol CFC MDIs and Albuterol HFA MDIs is less than that in the United States, and medication reimbursement is handled differently in these countries.  By virtue of having Albuterol HFA alternatives available, many other developed countries have achieved a phase out of Albuterol CFC MDIs already and virtually all will do so earlier than 2010 or 2015.  Therefore, these Parties to the Montreal Protocol have already questioned, and are likely to continue to question, why the United States has not made similar progress.  This questioning on the part of other developed countries could affect future U.S. nominations for essential-use CFCs.”    There have been several patents issued to major pharmaceutical companies covering the use of HFA propellants with currently existing APIs as metered dose inhalers.  These patents have made it difficult, if not impossible, for United States manufacturers to develop MDIs using the HFApropellant, which do not infringe upon these patents.  In Europe, similar patents have been published and found by the appropriate court to be invalid; therefore, patents were not issued.  This made it possible for pharmaceutical manufacturers to develop existing CFC inhalers into CFC-free inhalers without fear of patent infringement so that there is essentially no issued patent protecting the HFA MDIs in Europe and other countries.  The pricing structure is different in these countries and especially in Europe, where the HFA MDI is priced at essentially the same price or only slightly higher than the CFC generic Albuterol.

The UNEP/WMO report shows that the Montreal Protocol is working and emphasizes the need for continued adherence. This will eventually require elimination of the Albuterol exemption. However, since there is no apparent environmental benefit from eliminating the essential use designation for the small (and probably decreasing) quantity of CFCs used in this application anytime before 2010.  We believe that the hardship it may cause upon the asthmatic patient, who is without medical insurance and with a low income, would most likely outweigh any environmental benefit. 

(1) United Nations Environmental Programme/World Meteorological Organization, “Scientific Assessment of Ozone Depletion: 2002 - Executive Summary”, August 23, 2002, p.18.

(2) Ibid. p. 7.

(3)  United Nations Environmental Programme/World Meteorological Organization, “Scientific Assessment of Ozone Depletion: 2002”, p.1.69.

(4) Under the Montreal Protocol, CFC baseline consumption for Article 5(1) countries is set at approximately 160,000 ODP tons (the average of 1995 through 1997 consumption). The “Protocol” requires that consumption be reduced to 50% of the baseline, approximately 80,000 ODP tons, in 2005. The next scheduled reduction is in 2007 when consumption is reduced to 15% of the baseline or 24,000 ODP tons. Beyond 2010 consumption can remain at the 15% level for essential uses.  Consumption of CFCs for essential uses was estimated at 6000 OPD tons per year from 2003 through 2009.  Therefore from 2003 through 2009, it is a total of 160,000+ 160,000+ 80,000 + 80,000 + 24,000+ 24,000 +24,000 + 6000*7= 594,000 ODP-tons.

(5) Christopher J. Sciarra and John J. Sciarra, CFC-free MDIs, Spray Technology and Marketing, June 2003, www.spraytechnology.com. 

Sincerely,

John J. Sciarra, Ph.D.

President
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