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SUMMARY: The Food and Drug Administration (FDA) is aménding its re,’gulation’on’the 1;“5.% of
chlorofluorocarbon (CFC) propellants}in self-pressurized containers to make it consistent with other
laws. FDA is setting the standard it will use to determine which FDA-regulated products that utilize
an ozone-depleting substance (ODS) are essential under the Clean A1r Act. Under the Cleaﬁ Air |
Act, FDA, in consultation with the'Enyi,ronmjental Protection Agency ‘(EPA), ivs reqﬁired to
determine whether an FDA-regulated product that utilizes an ODS is essential. FDA is also
removing current essential-use designations for products no longer marketed and for metered-dose
steroid human drugs for nasal inhalation. FDA will add or remove specific essential-use
designations for other products by engaging in separate notice-and—cominent rulemakjng.

DATES: Effective Date: This rule is effective [insert date 180 days after date of publication in

the Federal Register].

Applicability Date: The removal of the essential-use exempti‘o'nk for méthere’d-dovsés'teroid human
drugs for nasal inhalation applies as of [insert date 1 year after date of publication in the Federal
Register]. |
ADDRESSES: This document and reiated information are available on the Intefnet at http:/
www.fda.gov/cder/mdi. | - - e : Y FR |
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FOR FURTHER INFORMATION CONTACT: Wayne H. Mitchell, Center for Drug Bvaluation and

Research (HFD~7), Food and Drug Administration, 5600 Fishers Lane, Rockville, MD 20857, 301_
594-2041. | .
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I. Background

FDA, in consultation with EPA, determines whether a med1cal product is essentlal for purposes
of Title VI of the Clean Air Act (42 U. S C. 7671 et seq ) (T]tle VI) If a medlcal product T
determined to be essential, and meets the other elements of the deﬂnition found in section 601
of the Clean Air Act, it will be considered a “medical device.” “Medical devices” are exempt
from the general prohibition on nonessential uses of CECs found in section 610 of the Clean Air
Act. If certain conditions are met, EPA may authorize production of ODS for use in medlcal
devices” under an exemption from the general prohibitions on production and consumptlon of ODS
found in sections 604 and 605 of the Clean A1r Act. FDA hsts essentlal med1cal products in §2 125 |
(21 CFR 2.125). Most of the medical products listed as essentlal are metered-dose inhalers (MDIs).
FDA will maintain the desi gnatlon of ODS medlcal products such as MDISs as essentlal untﬂ non-
ODS medical products adequately meet the needs of patients.

" In the Federal Register of September 1, 1999 (64 FR 47719), FDA published a proposed

rule that sought public comment on the process FDA would use to make essential-use
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determinations.! FDA received 22 comments on the proposed rule and addresses those cemments
in section IV of this document.

The United States, as a party to the international agreement called the Montreal Protocol‘ on
Substances that Deplete the Ozone Layer (Montreal Protocol) (September 16, 1987, S. Treaty Doc.
No. 10, 100th Cong., lst sess., 26 1. L M. 1541 (1987)) ‘has agreed to phase out productlon
and importation of ODSs, including CFCs. The Unlted;States has generally banned the use of
CFCs in consumer aerosols for decades and eliminated almost all manufacture and 1mportat10n
of CFCs as of January 1, 1996. However, the Montreal Protocol perrmts parties to the Protocol
to continue to produce or import CFCs for use in essential medical products if such production
or importation is approved by the pargies? and the United States continues to do so at this time.

The twelfth meeting of the parties to the Montreal Protocol took place in Ouagadougou,
Burkina Faso. The parties issued Dec1510n X1/2— Measures to facilitate the transition to
chlorofluorocarbon-free metered-dose inhalers.” Decision XII/2 is contamed in the Report of the
Twelfth Meeting of the Parties to the Montreal Protocol on Substances that Deplete the Ozone
Layer. The report can be found on the United Nations Environment Programme Web site at http:/
/www.unep.org/ozone/mop/12mop/ 12m0p—9.e..shtrn1. Decision XII/2 states the following: |
[Alny chlorofluorocarbon metered-dose inhaler product approved after 31 December 2000 for treatment
of asthma and/or chronic obstructive pulmonary disease in a non-Article 5(1) Party is not an essential

use [under the Montreal Protocol] unless the product meets the criteria set out in paragraph 1(a) of decision

IV/25'.
The United States is a non-Article 5(1) Party under the Montreal Protocol Paragraph l(a) of o
| g
Decision IV/25 provides that , ; Ten
o : . e ; ﬂ\aﬁnum
a use of a controlled substance should qualify as ‘essential’ [under the Montreal Protocol] only if: Gt 624\1«
-1§0%

1 FDA included in the proposed rule a summary of the comments the agency received on the advanced notice

of proposed rulemaking (ANPRM) published in the Federal Register of March 6, 1997 (62 FR 10242) o
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(i) It is necessary for the health, safety or is critical for the functioning of society (‘é‘r’icorrkr‘lpakssiﬁg
cultural and intellectual aspects); and | |
(ii) There are no available technically and economically feasible altematives or substitutes that are

acceptable from the standpoint of environment and healthy@ Sen

Decision IV/25 is contained in the Report of the Fourth Meeting of the Parties to the Montreal xf?%l

Protocol on Substances that Deplete the Ozone Layer. The report can be found on the United ‘," lg,p‘z
Nations Environment Programme Web site at http://www.unep.org/ozone/mop/04mop/4mop-

15.e.shtml.

FDA believes that this rule is consistent with Decision XII/2. Thlsrulels also a key step
in fulfilling the United States’ obligation under paragraph 5 of Decision XII/2 to develop a national
transition strategy that “includes effective criteria and measures for determining when
chlorofluorocarbon metered-dose inhaler product(s) is/are no longer essential.”

Title VI and the Montreal Protocol work in independent but complementary ways. The
Montreal Protocol deals primarily with quotas for the productlonandlmportatmnof new ODSs.
Title VI deals with the use of ODSs, as well as their production ayhd‘impoft'atiokn. Tkhe.yfol'loizv‘i'hg J
hypothetical example may be helpful in illustrating the interaction of Title VI and the Montreal
Protocol. A United States company makes CFC-propelled plastic party streamers ‘uvsingyryecycléd
and stockpiled CFCs. This use of ODSs would not be impacted by the Montreal Protocol because
no newly manufactured or imported ODSs were used. However, this use of ODSs would be
prohibited by Title VI, because CFC-propelled plastic party streamers are specifically banned by |
section 610X of the Clean At Act. oo st

The purpose of this rule is to implement Title VI. A determination that a product that contains
ODSs is essential under Title VI does not guarantce that the manufacturer of that product will
be allocated ODSs for use in the product. As the example above illustrates, the ab1hty to o
manufacture and market an ODS-containing product requires compliancé withﬂbotyhi the Cieah Air

Act and the Montreal Protocol.



IL. Highlights of the Final Rule

FDA is making the following changes to § 2.125:

* Using the phrase “ozone-depleting Substalice” instead of the word “chloroﬂuorocarbon” in
the title and text of the regulation;

* Revising §2.125(b) to remove explanatory material that has no regulatory effect;

e In revised §2.125(b), defining a product that is subject to §2.12Si as any food, drug, device,
or cosmetic that is, consists in part of, or is contained in an aerosol product or other pressurized
dispenser that reléases an ODS, rather than limiting the definition to those products ‘that use CFCs
as a propellant;

° Changmg the designation of ODS products not hsted in §2 125(e) from adulterated and
misbranded to nonessential;

* Listing as a separate essential use each actiye moiety mafketed under the current essential
uses for metered-dose steroid huiriari drugs for oral inhalation and metered-dose édrenefgic |
bronchodilator human drugs for oral inhalation; | | |

* Eliminating the essential-use designation in §2.125(e) fot metered-dose steroid human drugs
for nasal inhalation;

e Eliminating the essential-use designations in §2.125(e) for products that are no longer
marketed;

* Setting the standard to determine when a new essential-use designation should be added
to §2.125; |

¢ Eliminating outdated transitional provisions in current §2.125(g), (h), (), (), k), and (1);
and

* Setting standards to determine whether the use of an ODS in a medical product remains
essential.

We are highlighting the most important portions of the final rule here.




A. Removal of the Term “Propellant”

The agency is defining the products that are subject to §2.125 as ény feod; drug, device,
or cosmetic that is, consists in part of, or is contained in an ‘aylerosol pfoduet er other bressuﬁzed
dispenser that releases an ODS, rather than limiting the application of §2.125 to products that
use a CFC as a propellant in a self—pressurized container. Thisvbrings within the scope of the
regulation medical products that use ODSs for purposes other than as a propellant. This provision

is intended to encompass all products that are regulated by FDA.

B. Change to Essentiality Determinations

Former § 2.125(c) stated that any CFC product not found in §’2.;12’£5(e) was adulterated and/
or misbranded in violatien of the Federal Food, Drug, and Cosmetic Act (the act). FDA is ch'anging
this paragraph to reflect the agency’s authority under the Cl’ean Air Aet to determine whether
an ODS product ’is essential. FDA nOfeS that EPA is responsible for enforcing the provisions ‘of
the Clean Air Act. However, FDA is not stating by its removal of theadulte’rkated ’and/or misbranded
provision from § 2.125 that a nonessential ODS pfoduct is not adﬁlterated or misbranded. Such |

products may still be considered adulterated and mjsbranded under the act.

C. Metered-Dose Steroid Human Drugs for Nasal Inhalation

FDA is removing the essentialfuse ‘designation for metered-dose steroid human drugs for nasal
inhalation for the following reasons:

¢ Adequate alternative non-ODS produCts for steroid,human'dr’ugs 'for‘nasal inhélation are
currently available, including metering atOHﬁZi'ng 'pur'hp“/‘s”"‘for' administerihg nasal corticostereids,
other nonsteroid nasal topical therapies; and systemic therapies;

» Patients use the alternative prodeets on a widespread basis; and

* These alternative products have been and continue to be produced and supplied at eufﬁcient

levels to meet patient needs.
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While it was not a factor in the agency’s deéision, FDA notes that, unlike other ODS medical
products currently being marketed, the diseases for which these products are indicated are not
life threatening. FDA also notes that only the three active moieties beclomcthaSone, budesonide,
and triamcinolone are marketed as CFC-nasal steroids and that thyesé‘ three moietiés are; élso |

marketed in non-ODS formulations.

D. Products No Longer Marketed

FDA is removing the essential-use designations for the félloWiﬁgODS produCtS that ére no
longer marketed:

» Contraceptive vaginal foams for human use:

e Intrarectal hydrocortisone acetate for human use;

¢ Polymyxin B sulfate—bacitracin Zinc-neqmycin sulfate soluble antibio]:ic powder without
excipients, for use on humans; and

* Metered-dose nitroglycerin human drugs administered to the oral cavity.

These drug products are either no longer being marketed or are no longer beingk marketed
in a formulation containing CFCs. Additionally, in instituting a list ‘in?§ 2.125 of each marketed
active moiety for metered-dose adrenerglc bronchodilator human drugs for oral 1nha1at10n the
following moieties will not be listed as essential uses of ODS, as they are no longer belng marketed

in a formulation containing CFCs: Isoethanne isoproterenol, terbutaline.

E. Petitions to Add New Essential Uses

By this final rule, FDA is amendlng §2. 125 to pr0v1de a process for addmg mvestlgatlonal .
uses to §2.125(e) and amending the ex1st1ng process for addlng nomnvestlgatlonal uses to -
§2.125(e). FDA believes that it would be i mappropn’ate to add new essential uses to §2 125 in
all but the most extraordinary circumstances because of the relatively near-term phaseout of the
production and importation of ODSs and because of the United States’ commitment to reducmg

its consumption of ODSs. Therefore, FDA is requiring compelling ev1dence mn suppﬁﬁ of a petition
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for a new essential use. For purposes of this rule, compelling evidence is evidence sufficient to
establish with reasonable scientific certainty the truth of the matter asserted. The :é;zi’deynyce should
be detailed and capable of scientific analysis and discussion. Unsupported, conclusory statements
are not compelling evidence. Because the Clean Air Act mandates an opportunity for pubhc |
comment before FDA makes a determination of essential 'uSé,va'petiti‘ohérv must dlsclose aH 'relek\’/ant 'k
information in a petition to add a new essential use to §2.125(c). Such information will become
publicly available. FDA will use this information in issuing a proposed rule to add the essential
use 1f it finds that the petitioner has submitted compelling evidence.

This new standard applies to all requests for essential-use exemptions submitted after the

effective date of this rule.

1. Noninvestigational Uses

Noninvestigational products are products that are not intended to be used in preclinical or
clinical investigations of a medical product. Noninvestigational uses irjéludé the use of ODSs in
- medical products that are commercially distributed under an approved marketing application. FDA
does not intend to consider proposing a new essential use for a noninvesﬁgational product imless
a petitioner submits:

* Compelling evidence that substantial technical barriers exist to formulating the product
without ODSs; |

e Compelling evide;nce that the product will provide an unavailable important public health
benefit; |

e Information describing the cumulative release of ODS into the atmosphere and a discussion
of the significance of the release; and

* The basis for why the release is warranted in view of the unavailable important public

health benefit.
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2. Investigational Uses

FDA does not intend to consider proposing a new eSsentiaI use for an investigational use
of an ODS medical product unles’s‘a;péti‘ti\o'ner submits: | |

» Compelling evidence that substantial technical barriers exist to formulating the
investigational product without ODSs;

» Compelling evidence that a high probability exists that the investigaﬁonal product will
provide an unavailable important public health benefit;

* Information describing the cumulative release of ODS into the atmosphere and a discussion
of the significance of the release; and | |

* The basis for why the release is warranted in view of the unavailable important public
health beheﬁt.

FDA notes that inclusion of an investigational use in § 2.125(e)(4) will not allow commercial
manufacture and marketing of an ODS product. A sponsor will need to file a separate petition
under § 2.125(f)(1) for a new essential-use determination for commercial marketing of the ODS

product.

3. Requesting Addition of a New Essential Use

A party seeking a new essential use will need to file a citizen petition under § 10.30 (21
CFR 10.30) requesting that FDA initiate rulemaking to add a new essential use. The petitioner
will need to include compelling evidence justifying addition of thé new essential use, as ’prc“n}ided
for in §2.125(e). FDA will deny the petition if the petitioner has not submitted compelling
evidence. If the petitioner has submitted compelling evidéhéé;”FDA will grant the petition and
initiate notice-and-comment rulemaking to add the new essential use.

First, the petitioner must demonstrate through compelling evideync’,e,‘thyat substantial technical
barriers exist to formulating the product without ODSs. Genérélly, FDA intends the term “technical
barriers” to refer to difficulties encountered in chemistry and manufacturing. To demonstrate that

substantial technical barriers exist, the petitioner will have to establish that it evaluated all available
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alternative technologies and explain in detail why each alternative was deemed to be unusable
to demonstrate that substantial technical barriers exist. FDA notes that alternative 4iéch“ri616gies‘ni0t
suitable for use by general patient 'pépUIations may be 'Sﬁitable for use in a Clinicélwin\)estigation
due to the increased medical supervision provided and the limited use of the inQeStigationaI new
drug (see FDA Response to Biovail Citizen Petition, Docket No. 95P—0045). The agency might
consider cost as a technical barrier if the petitioner showé that the cost of using a non-ODS in
a product is prohibitively high in comparison to the cost ‘of using an ODS.

Second, the petitioner for a new essential use for a noninvestigational product must include
compelling evidence of an unavailable important public health benefit. For investigational products,
FDA is requiring the petitioner to provide compelling evidence that there is a high probability
that the investigational product will provide an unavailable important public health benefit. “High
probability” means that it is substantially more likely than not that the investigational product will
provide an unavailable important public health benefit.

The agency will give the phrase “unavailable important public health benefit” a markedly
different construction from the previous phrase “substantial health benefit.” For example, the
petitioner should show that the use of an ODS would save lives, significantly reduce or prevent
an important morbidity, or significantly increase patient quality of life to support a claim of
important public health benefit. The petitioner should also show that patients cannot access non-
ODS products and that no technology is readily available to produce and disffibu‘té non-ODS
products. In unusual cases, FDA might accept a showing of nonclinical health benefit, suchas

the safety of the health care practitioner using the product.

Third, the petitioner must submit compelling evidence showing that the use of the prOduct
does not release significant amounts of ODS into the atmosphere. Alternatively, the petitioner may
show that the release is warranted in view of the important public health benefit or, for an -

investigational product, in view of a high probability of an imp"or’t'a'rit‘ public health beneﬁt.‘ The
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petitioner must submit a well- documented statement of the number of products to be manufactured

and the amount of ODS to be released by each product.

F. Determinations of Continued Essentiality

In §2.125(g), FDA sets forth criteria to determine whether an essential-use desi gnaticn should

be removed from § 2.125(e).

1. Products No Longer Marketed

Under §2.125(g)(1), FDA will propose removal of an active mdiety from the essential-use
list (§ 2.125(e)) if it is no longer marketed in an ODS formulation. FDA believes failure to market
indicates nonessentiality because the absence of a demand sufficient for even one company to

market the product is highly indicative that the use is not essential.

2. Products Marketed After January 1, 2005

Section 2.125(g)(2) provides that, after January 1, 2005, FDA may propose that ODS products
containing a particular active moiety are nonessential if the moiety no longer meets the essential-
use criteria in § 2.125(f). EVen if a current essential-use active moiety is not reformulated, sufficient
alternative products may exist in the future to fully meet the needs of patients. FDA would designate
any remaining active moieties marketed in ODS formulations as nonessential. FDA will consult
with an advisory committee and pro?ide the opportunity for public comment before makihg such

a determination.
3. Products for Which Non-ODS Alternatives Containing the SameAct1veM01ety Are ﬁeiielcped
Under §2.125(g)(3) and (g)(4), a m()i_ety can remain on the essential-use list until:
¢ A non-ODS product(s) with the same active moiety is (are) marketed with the same route
of administration, for the same indication, and with approximately the same level of convenience

of use; .
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* Supplies and production capacity for the alternative(s) exist or will exist at levels sufficient

to meet patient need;

¢ Adequate U.S. postmarketing data exist; and

e Patients who medically require the ODS product are adequately served by available
alternatives.

In addition, a CFC-MDI with an active moiety that is marketed under more than one new
drug application (NDA) will not be removed from the ess"'entiéliuséwIiiéf:"ﬁiiaéf”"§ 2.125(g)(4) unless

- at Jeast two non-ODS products with the' Same active moiety are markicfed under more than one
NDA. |

a. Same indication. In evaluating indications, FDA will require a non-ODS alternative to have
a broader indication or an indication or indications identical to that of the ODS product containing
the active moiety to be removed from the list of essential uses, except for minor wording changes
that do not materially change the meaning of the indication. For example the non-ODS product
could be indicated for treatment of asthma and chromc obstructwe pulmonary disease (COPD),
whereas the ODS product might only be indicated for asthma.

b. Same level of convenience of use. In evaluating whether an alternative has approximately
the same level of convenience of use compared to the ODS product containing the same active
moiety, FDA will consider whether:

* The product has approximately the same or better portability;i

e The product requires approximately the same amount of or less preparéﬁon before use;
and

* The product requires approximately the same or less physical effort and dexterity.

c. Supplies and production capacity. In evaluating whether supplies and production capacity
for the non-ODS product(s) exist or will exist at levels sufficient to meet patient need, FDA will
consider whether a manufacturer of a non-ODS alternative is able to manufacture the non-ODS
alternative in sufficient quantities to satisfy patient demand once the ODS pfaddct"éaﬁtainiﬁg‘ the

same active moiety is no longer marketed. FDA generally will expect the non-ODS product to
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be manufactured at multiple manufacturing sites if the ODS product was manufactured at multiple
manufacturing sites.

d. Postmarketing data. Tn evaluating postmarketing data, FDA will look at a composite of
all available information. FDA expects to see data showing the acceptance of a non-ODSproduct
in widespread use outside of controlléd trials and in subgfcu‘ps not represented adequately in the
clinical trials that served as the basis for marketing approval. FDA will also look for information
on device performance in uncontrolled settings, tolerability of products in widespread use, unusual
adverse reactions not previously identified in premarketing studies, and effectiveness in broader
patient populations.

FDA encourages sponsors to obtain postmarketing use data and to assess the safety,
effectiveness, tolerability, and patient acceptance of possible alternatives in postmarketing clinical
studies. In particular, FDA encourages sponsors to seek data regarding patient subpopulations not
fully represented in premarketing clinical trials. FDA will also evaluate data on acceptance, device
performance, tolerability, adverse e‘Vénts, and effectiveness by using postmarketing studies and

postmarketing use and surveillance data, including FDA’s MedWatch data.

In addition, FDA will consider foreign data supportive of U.S. postmarketing use data if U.S.

and foreign formulations, patient populations, and clinical practices were the same or substantially
simﬂar. FDA will monitor events r'e.'létéd“td the "'iraﬁéiﬁbﬁﬂto h‘(‘)‘ifn‘-'(jﬁsmélt’téfnéﬁvéé' in other
developed nations for any information relevant to the U.S. transition, including information
regarding the safety, effectiveness, tolerability, performance, and patient acceptance of non-ODS
alternative products. |

e. Patients adequately served. FDA will evaluate whether patients who medically require the
ODS product are adequately served by available alternatives by determining whether adequate -
safety, tolerability, effectiveness, and’compliance data for the available alternatives exist for the
indicated populations and other populations known to medlcallyrelyontheODSproduct FDA

anticipates that ODS products of the same active moiety marketed in different strengths will need
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to be replaced by non-ODS products of the same active moiety with more than one strength to
adequately serve patients. FDA will also consider whether a high-priced non-ODS productis
effectively unavailable to a portion of the patient population because they cannot afford to buy

the product.

4. Opportunity for Public Comment

The public will have the opportunity to comment on the acceptability of alternatives before
FDA removes the essential-use designation for any particular active moiety. FDA encourages health
care professionals and patients to submit medically significant data based on actual use regarding

the acceptability of alternatives and whether alternatives adequately serve patients.

ITI. Changes From the Proposed Rule

Based on the comments it received on the proposed rule, FDA has made some changesin

this final rule.

FDA is finalizing § 2.125(g)(2) to permit FDA to evaluate all remaining ODS products after
January 1, 2005, instead of just those products that are not avaiiable without an ODS. FDA'is
making this change in response to comments. FDA believes this change is important to cover
active moieties marketed as ODS products and represented by two or more NDAs but for which
only one non-ODS replacement is marketed, as well as active moieties for which a non-ODS
replacement is developed that does not alone meet all of the criteria in §2.125(g)(3). Under
§2. 125(g)(2), FDA will examine the entire marketplace of products available to treat asthma and
COPD in determining whether an ODS product remains ‘essential. By entire marketplace, FDA ™~
means to mclude replacements contalmng the same active mo1ety, other non- ODS products as
well as remaining CFC products.

FDA is finalizing §2.125(g)(3)(iii) to require adequate U.S. postmarketing data instead of
at least 1 year of postmarketing data. FDA is making this change in response to comments pointing

out that more or less data may be necessary depending on factors such as the amount of foreign
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data available on the same product and the amount of U.S. data that would be available by the
time FDA finalized removal of an essential use.

FDA is eliminéting the proposal that §2Q1'25(g)(4) require active moieties marketed as ODS
products and represented by multiple strengths be replaced by at least two non-ODS products.

FDA is making this change in responéé to comments. FDA made this proposal to account for
different subpopulatiohs that may réquire different strengths. FDA believes it can adequately

account for this need by requiring that replacements adequately serve patients who medically
require the ODS product (see §2.125(g)(3)(iv)).

For consistency, FDA is also finalizing § 2.125(g)(3) to eliminate the phrase “and one
strength:”.

FDA is maintaining the feqUireIﬁent'in §2.125(g)(4) to require active moieties marketed as
ODS products and represented by two or more NDAs to be replaced by at least two non-ODS
products.

FDA has determined, on its own initiative, that this rule will go into effect 180 days after
made because of the length of this rulemaking process, the anticipated length of future rulemakings
to remove essential-use exemptions, and the importance of eliminating ODSs in a timely manner.
The agency has also determined that the elimination of the essential-use exemption for metered-
dose steroid human drugs for nasal inhalation will apply 1 year after the date of publication of
this rule. Several CFC-containing nasal steroid MDISs are still being marketed. The agency believes
that a 1-year period tb dispose of exisﬁng stocks and to compléie the transition to non-ODS-

containing alternatives remains appropriate.

IV. Comments on the Proposed Rule

FDA sought comments on the proposed rule. In particular, FDA requested comment on the
following issues: |

¢ The criteria FDA should use to determine whether a subpopulation is significant;
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e The type of postmarketing information FDA should consider in evaluatlngtheadequacy o

of alternatives; and
* The timing of the removal of the essential-use designation for rjasal steroids.

FDA received 22 written comments on the proposed rule and held one public meeting at
the November 22, 1999, session of the Pulmonary and Allergy Drugs Advisory Committee
(PADAC). Comments were submitted by individuals, health care providers, patient groups,
prescription drug manufacturers, professional associations, Congress, and a union. A summary of

the comments received and the agency’s responses follow.

A. General Comments About the Proposed Rule

(Comment 1) Two comments supported the proposed rule as reasohable and protective Qf
patient choice. One comment noted that it is difficult for patients to switch therapies and silpported
the proposed rule as minimally disruptive of patient care. Onecommentsupportedtheproposed :
rule as protecti\}e of patients and the enﬁroninent. One comment supported the proposed rule as
a reasonable and measured approach. One comment encouraged FDA to finalize the proposed mle

as quickly as possible. One comment supported the proposed rule as an improvement over the

ANPRM (62 FR 10242, March 6, 1997) FDA published on the same topic. PADAC members

were generally supportive of the proposed rule (Ref. 1, page 122 of the transcript).
FDA is generally adopting the rule as 'pfdpbééd;'\”Vithwt‘ﬁe”fché‘ngé's‘”n(')ftc‘:d‘i“n" sectlonIII Qf |

this document.

B. Number of Alternatives Proposed

(Comment 2) Eight comments supported the moiety-by-moiety approach. Two comments
supported the moiety-by-moiety approach, including listing each individual active moiety deemed
essential. PADAC was generally supportive of the moiety-by-moiety appfoaéh (Ref. 1, pp. 203

and 204 of the transcript).
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FDA is using the moiety-by-moiety approach overall, including hstmg eachdeVldualactlve
moiety deemed essential.

(Comment 3) Two comments said that FDA should make essentiality determinations on a
product-by-product rather than a moiety—by—moiety,approac‘h.’ One of ,these comments argued that
FDA applies such a product-by-product approach to discontinued products and products outside
the classes listed in the proposal. One comment said that FDA should not remove an essential
use for an active moiety unless there is a non-ODS alternative available. One comment requested
that FDA not remove a product from the essential-use list until it was no longer marketed.

FDA notes that some companies are unlikely to reformulate their CFC proqucts into non-

ODS products because of economic considerations. Therefore, FDA did not propose using a
product-by-product approach or waiting until a product was no longer marketed because such
approaches would not accomplish the eventual phéseout of CFC-MDIs as agreed to by the United
States.

FDA disagrees that drugs outSide the classes listed in the proposal and discontinued products
are treated differently from drugs within the classes. FDA is not listing particular products, but
rather active moieties. Although some of these active moieties e repfesented by one product,
as are most of the moieties within the classes listed in the proposal, FDA is using the active
moiety within the product as a basis for classification, not the product itself.

(Comment 4) One comment stated that FDA should list as essential uses all currently approved

~ and available asthma—related MDIs 1nclud1ng cromolyn The comment also stated that some of

the active moieties included in table 1 of the proposed rule (64 FR 47719 at 47740 September R

1, 1999) were not proposed as essentlal uses.

FDA proposed, and is including in thxs final rule, an essential use for cromolyn at
§2.125(e)(4)({v). In evaluatmg this comment FDA compared table 1 in the preamble of the |
proposed rule with the proposed codified language and found that the active moieties isoetharine

and isoproterenol were referenced in the’table but not in the proposed codified language. FDA
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did not include these active moieties in the proposed codified language because the moieties are

no longer marketed in CFC formulations. FDA also researched whether any active moieties listed

“in table 1 of the proposed rule are no longer marketed. FDA has determined that terbutaline is
no longer marketed in an ODS formulation and, therefore, is finalizing this rule without including
terbutaline in the codified portion of this final rule.

(Comment 5) One comment requested that FDA provide additional details regarding how it

would treat over-the-counter (OTC) bronchodilator products.

The only active moiety available as an OTC bronchodilator is epinephrine. Epinephrine CFC—

MDIs are manufactured under multiple NDAs. FDA will evaluate the essentiality of epmephnne .

the same way it will evaluate the essentiality of all active moieties manufactured under multiple
NDAs. FDA will not initiate rulemakmg to eliminate the essentlal use deSJgnatlon for any
individual active moiety marketed under muItlple NDAs untll at least two non-ODS alternatives
exist that contain the same active moiety or, after January 1, 2005, until adequate alternatives
exist, as described in §2.125(g). FDA further notes that any reexamination of the appropnateness
of continuing the OTC status for bronchodllators is quite separate from determmatlons on the
essential-use status of epinephrine CFC-—MDIS. ‘ -

(Comment 6) Five comments suppo'rted'the bropbsal that more than one non-ODS product
be available for an active moiety for which more than one CFC product is available 'cuﬁentiy.
One comment stated that FDA should clarify that under § 2.125(g)(4) more than one product is
required only for active moieties represented by two or more NDAs. PADAC supported this
proposal generally but noted that the replacement products should be adequate to serve the
populations that were served by the ODS product (Ref. 1, pp. 196 through 199 of the transcript).

FDA is including in"thi's final rule a requirement that more than one non-ODS product be
available for active moieties currently available under two or more NDAs. FDA acknowledges
that it may be difficult to argue that a higher strength replacement is an"‘adeqliate replacement

for a product available in multiple strengths if a population exists that specifically requires a lower
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strength product (Ref. 1, pp. 197 and 198 of the transcript). Therefore, FDA is removing the

requirement that multiple-strength ODS products be replaced by replacement products represented

by multiple NDAs. Instead, FDA will consider whether a rﬁﬁltiplé:gtféngth‘Oﬁ’si”ﬁ}éaﬁéf is A

adequately replaced by a non-ODS 'pro"dUCt'By determining whether 'p"atiéhts‘ are adequatelyserved o
by the replacement.

(Comment 7) One comment asked FDA to require that before a multiple-strength ODS product
is found to be nonessential it must be replaced by either one non-ODS product with the same
active moiety in at least two strengths, or two different non-ODS products with the same active

moiety in different strengths.

At the time FDA drafted the proposed rule, FDA considered carefully whether to propose

requiring replacing multiple strength ODS products with multiple strength non-ODS products.

Instead the agency decided to require replacement by multiple non-ODS products for active
moieties for which more than one dififerent product is currently avaﬂasié.‘FDA ’Léﬁyose; not to propose
to specifically require multiple strength alternatives for multiple strength ODS products because

of the difficulty of equating therapeutic need with strengths. For example, if an aet'iYe moiety
were available in two low potency_strengthkulterna’tives, it WOuld meet the letter of the regulation,
but might not meet the therapeutic need for a high-potency formulation. On the other hand, if

a replacement product were twice as effective at half the strength, requiring the replacement to

be marketed in the same strength would not necessarily serve the same population. FDA believes

this reasoning is still valid and declines to adopt the suggestion, but will rather examine all aspects
of an alternative’s acceptability as a replacement. |

(Comment 8) One comment stated that proposed § 2. 125(g)(4) could preclude replacement
of a multiple-strength CFC—~MDI by one non-ODS product W1th two strengths -

FDA agrees that proposed §2.125(2)(4) could have prevented a multiple-Strength CFC+MDI
from being replaced by one non-ODS product with two strengths filed under the same NDA.

Therefore FDA is finalizing § 2.125(g)(4) to require on}y that ODS products represented by two
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or more NDAs be replaced by at least two n()n—(“jﬁ“S‘ productsThls criterion could be met by
two products that differ in étrength aﬁd that ére approved “und"er one NDA. FDA is eliminating
the proposal that active moieties marketed in multiple distinct strengths be replaced by at least
two non-ODS products. FDA'’s intent in proposing that multiple strengths be replaced by multiple
products was to ensure that patients who require different strengths are adequately served by
replacements. Section 2.125(g)(3)(iv) already requires that patients who medically required the ODS
product to be adequately served by the non-ODS product(s) containing that active moiety and
other available products. Therefore, FDA does not believe that its original proposal adds any

additional protection. For consistency, FDA is also eliminating the phrase “and one strength” from

§2.125 (2)(3).

C. Specific Comments on the Proposed Criteria for Phaseout
| (Comment 9) One comment stated that FDA should 'estabﬁs}’l‘a'kpr(jc'eduré" to reinstate an

essential use if a replacement is found inadequate after removal of that essential use.

Section 2.125 does provide a mechanism to reinstate an essential use if replacements are found
inadequate after removal of that essential use. A petitioner wiH need to apply under § 2.125(f)
to add the essential use to §2.125(e).

(Comment 10) One comment stated that FDA should permit FDA4régula§ed'prdducts using
any ODS to remain on the market. '

As explained below in detail in response to comment 52 of this document, FDA-regulated
products containing an ODS cannot remain on the market once they are no longer essential.

(Comment 11) One comment stated that FDA should not propose reinoval of an essential-
use listiﬁg for an active moiety that does not have a non-ODS replacement after January 1, 2005,
unless FDA states the criteria it will use to conclude that alternatives are adequate.

FDA will use noﬁce~and—¢0mmeht rulemaking if it proposes removal of an essential-use listing
for an active moiety that does not have a non-ODS replacement. As part of this rulemaking, FDA

will state the criteria it will use to conclude that alternatives are adequate.
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(Comment 12) One comment recommended that FDA establish an expert panel to monitor
all aspects of the transition. One comment stated that FDA should state the qualifications of the

people on the advisory committee and should include members of the expert panel assembled by

the National Institutes of Health (NIH) and professionals selected by the House Committee on

Commerce’s Subcommittee on Health and the Environment.

PADAC comprises individuals possessing recognized expertise and judgment in the fields of
pulmonary and allergy medicine. Members have the training and expeﬁence*ne'cess‘ary"to evaluate
information objectively and to interpret its significance under various, often controversial,
éircumstances. Voting members of PADAC haveexpertiée,' a’s’de,mon:‘stratéd by training, education,
and experience in pulmonary and allergy medicine. To the extent feasible, voting 'mémb'éfsﬂ‘pﬁ“és’éés '
skill and experience in the development, manufacture, or use of the types of drugs to be referred
to the committee. FDA strives to ensure that the group of voting members reflects a balanced
composition of scientific expertise through members with diverse professional education, training,
and experience (21 CFR 14.80(b)(1)). Ad hoc committee members who are representatives of
consumer or patient interests, or who have expertise in the particular disease or condition for which

the drug under consideration is proposed to be indicated, will be voting members if: (1) They

have the requisite scientific or technical expertise, and (2) their partxcxpatlon is not prevented by R

conflict of interest laws and regulations. Because of inherent co"nﬂi(:t of interest concerns,
representatives of the drug manufacturing industry will not be Q\iOti‘rigmﬁlcmbers of the committee.
No person who is a regular full-time employee of the U.S. Government and engaged in the
administration of the act may be a voting member of an adVisory committee (se¢tion"505‘(h)(3y)ﬁ o

of the act (21 U.S.C. 355(n)(3))).

The names and qualifications of the current members of PADAC are available at each meeting

and by written request mailed or faxed to the following address: Food and Drug Administration,

Freedom of Information Staff (HFI-35), "5‘,600’Fi$hevr's‘ Lane,Rockv1lle,MD20857FAXBOI— R

443-1726.
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FDA may invite other individuals, such as members of the expert “I‘jaﬁé‘l' assembled by NIH
or professionals selected by the House Committee on Commerce’s Subcommittee on Health and
the Environment, to serve as ad hoc PADAC members if appropriate.
(Comment 13) Four comments supported proposed § 2.125(g)(2). Three comments

recommended FDA undertake an evaluation of all ODS—-MDI products after January 1, 2005. One

comment stated that FDA should not limit proposed § 2. 125(g)(2) to products without a non-ODS =

replacement.

FDA agrees with these comments and has therefore revised §2.125(g)(2) to permit the agency

to undertake an evaluation of all ODS products after January 1, 2005, not just those products
without a non-ODS replacement.

(Comment 14) Three comments stated that FDA should permit manu‘facturers to ‘demonstrate
an ability to meet patient need through a single manUfacturing site before requiring multiple
manufacturing sites. One comment supported FDA’s proposal to requlre ‘adequate supplies and
productlon capamty, but asked FDA to clarlfy that a smgle facility could be adequate to meet
patient demand.

FDA did not propose and is not finalizing in this rule a requirement that replacement products
be manufactured at multiple sites. This final rule requires only that supplies and production capacity
for the non-ODS product exist at Ievels 'suffi’eieﬁttoh ﬁié'e"t’ﬁatiéﬁf‘neéa‘ FDAnotes “however, that
multiple manufacturing sites increase the hkehhood that a manufacturer will be able to supply
the replacement drug in the event of an unforseen cucumstance that shuts down one site.

(Comment 15) Three comments supported the proposal that an alternative be acceptable only
if panents are adequately served and the alternatlve is marketed for the same route of administration,
for the same indication, and with approximately the same level of convenience of use as the product
it is replacing.

In this ﬁnal rule FDA wﬂl not ehmmate an essent1a1 use under §2. 125(g)(3) or (g)(4) unless

patients are adequately served by altematrves and an alternatlve is marketed for the same route
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of administration, for the same indication, and with aﬁptdkiﬁ"iétely‘ thé same lévél’df ‘Cbﬁyénie',nce
of use as the product it is replacing.

(Comment 16) One comment asked FDA to confirm that only signiﬁCaht Vaiiationé in
convenience that materially impede patient compliance are a basis for consideration of whether
a product has approximately the same level of convenience of use.

FDA confirms that only significant variations in convenience that materially impede patient
compliance are a basis for consideratjon of whether a product has approximately the same level
of convenience of use. For example, it is possible that a non-ODS MDI may use a mouthpiece
that is different from its CFC—MDI counterpart. Such a difference would not normally constitute
a significant inconvenience. On the other hand, FDA is aware that physicians and patients v.?nue
the compact size and ease of use of MDIs. Therefore, a non-ODS ‘pro'duct that needed to be plugged
in to be used would not have the same level of convenience of use as a portable MDI.

(Comment 17) One comment supported FDA’s ‘stateméht‘"th‘a’t approximately the same level
of convenience of use should mean appmximately the same or better pbrtability and the same
amount of or less preparation time. | - | o - |

In evaluating whether an altemaﬁVe has approximately the same level of convenience of use
compared to the ODS product contair!xijr!lgthe same active moiety, FDA will consider whether:

1. The product has approximately the same or better portability;

2. The product requires approximately the same amount of or less preparation before use;
and

3. The product does not require significantly greater physical effOrt or dexterity.

(Comment 18) One comment asked FDA to revise the rule to state that a non-ODS product
need only provide a level of convemence that would not significantly impair safe and effectxve
use. |

FDA is not revising this rule to state that convenience of use means only that a non-ODS
product does not significantly impair safe and effective use. Although products exist already that

are safe and effective without providing the same level of convenience of use as CFC—MDIs,
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such products do not represent sufficient treatment options. For example, solutions for nebulization
safely and effectively tfeat asthma and COPD. However, nebulizers are ‘generally not readily
portable and usually require an kextefnal pOWer SOurce to work. If such solution products were
the only means to treat asthma and COPD, patients with these diseases would be highly restricted
in where and how they could receive their treatment. FDA does not believe such restrictions are
reasonable or medically appropriate. | |

(Comment 19) One comment asked that FDA eliminate essential uses based on indications.
One comment argued that FDA should eliminate essential uses on an indication-by-indication basis
and require revised labeling accordingly.

FDA is not eliminating essential uses based 'on”indiéa”tibﬁé."I’t"is“ extraordinarily difficult to
control to whom marketed drugs are prescribed. FDA believes such an effort would be ineffective.
Therefore, FDA is not adopting this suggestion.

(Comment 20) Three comments supported removing essential use designations for products

no longer marketed.

FDA is removing the es“sentialih“s‘é""deﬁi'gﬁéiﬁéﬁé’ forprodu?:ts no longer marketed and will
continue to propose removal of such designations under § 2.125(g)(1) as products are removed
from the market. |

(Comment 21) One comment stated that FDA should not eliminate an essential use unless
alternatives are foun‘d to be as safe, effeCtive;’Well‘ tbléiated; and inexpensive as CFC-MDIs.

In general, the criteria cited in this comment match the criteria in this final rule. Although

rigid cost comparison is not planned, FDA will c'o'nsidter cost under the criterion of whether patients

are adequately served by the non-ODS alternatives.

(Comment 22) One comment suggested that FDA modify § 2.125(f) to specify that a petition
to remove an essential use must submit compelling evidence that the criteria in §2.125(g)(3) or
(2)(4) are met. | | | |

FDA is finalizing § 2.125(g) to clarify that a petitioner must submit compelling evidence that

an essential use should be removed from § 2.125(e). If FDA grants the petition, FDA will propose
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removal of that essential use through notice-and-comment rulemaking. During the rulemaking
period, the public will have the opportuﬁity to éomment on the édeqﬁaéy of thé evidence in support
of the proposal to remove the essential use. | |

(Comment 23) One comment supported requiring that all patient groups be adequately served.

FDA agrees with this comment and therefore is including in this final rule a requirement
that patients who medically required the ODS product are adequately served by the non-ODS
product(s) Containing that active mo,iety and other available prbducts (§2.125(g)).

(Comment 24) One comment asked that FDA re’Vi:sek § 2k."125(g’)‘(4) tb add the Word “each”
to clarify that each répiacement product ’is subject to indepeﬁdent evaluation uéing the subsﬁtutibn
criteria. o |

FDA is not adding the word “each” to §2.125(g)(4). It is th,FDA"é intent that each
replacement produét be subject to independent evaluation using the substitution criteria. Rather,

it is FDA’s intent to ensure that patients are adequately served by available options.

D. Patient Subpopulations

(Comment 25) One comment stated that every subpopulation is sigryiiﬁcant. One comment
asked that FDA consider the severity of impact on patients rather than the numbers ina
subpopulation. PADAC noted that some subgroups that might require paﬂicular attention‘;are the
elderly, pregnant ‘women, urban patients, low-income patients, ﬁﬁnofity populations, and people
who cannot cooperate at all in using a device because of neurological or other héalth problems
(Ref. 1, pages 171 to 196 of the transcrii)t). HoWever':,rPA'DAC also a’cknowledgedvthat these same
groups have problems with existing prfoducts and stated that,FDA should not set a standard for
new products that cannot be met by "ejﬁistingproducyt‘s” (Réf. 1, ”pp.' 187 and 196 of the transcript).

FDA recognizes that each patient is important. FDA also recognizes that patients’ asthma
management programs are ‘indi'vidualizedan_d\ that changes in these progr_anis require patience,
education, and consultation with health care providers. FDA ehcourages patients to try appropriate

new therapies as they become available and will ask patients to provide first-hand feedback to
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FDA as part of notice-and-comment rulemaking proposing to remove an essential use. FDA will
carefully consider all such comments in determining whether a use femaiﬁs' essential. Howevér, N
FDA notes that, just as all patients are not served by one CFC-MDI, all patients will not be
served by a singlealternative product. Therefore, FDA does not believe it isappropriateto make
essential-use determinations on a patient—by—patient basis, juSt as the agency would not make
determinations about whether a drug should remain on the market based on the experience of
one patient or a small handful of patients.

(Comment 26) One comment stated that FDA proposed to determinie esaentiality' based on
the needs of patlents who use the product for unapproved uses and asked that FDA hmlt its

evaluations to approved uses. The comment cited the statement “for the 1ndlcated populatlons and

other populations known to medlcally rely on the ODS product” (64 FR 47719 at 47723)

Although FDA will generally concentrate on those populations for whom a product is indicated
in approved labeling, FDA also ryecokginizes that there are populations that medically rely on CFC-
MDIs even though the CFC-MDIs are not labeled for their use. FDA will consider information
from these populations in making its essential-use,detemﬁnations‘; o

(Comment 27) One comment reqUested'that FDA confirm that alternatives would have to
cover all significant indications before being considered acceptable.

FDA confirms that the available alternatives should cover all significant indications before
the agency removes an essential use. Iﬁ general, non-ODS products with the same active moiety
should be approved for the same indieation’s as their CFC cOunterpart“s‘ prior to being considered
as a]tematlves For example ifa CFC—MDI is approved for use in the pedlatnc populatxon as
young as age 6 but the non—ODS alternatlves are only labeled for children : age 12 and above
a significant patient subpopulation Would exi'st that might not be adequately served by non-ODS
products. Absent other data, the agency would not eliminate the essential-use desigﬁation for the
CFC-MDI based on this factor alone. FDA notes, however, that FDA will examine all available

treatment options, not just the non-ODS product(s) containing the m‘oyiety for which FDA proposes
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eliminating an essential use, in determining Whet}iéfpatiéhts are adéduately served. FDA will
examine all replacement kproductys, as well as fémaining ODS proddcts. |

(Comment 28) One comment recommended that FDA revise § 2.125(g)(3)(i) to replace the
word “indication” with “indication(s)”.

After consideration, FDA has dectded not to replace the words “indication” with “indication(s)”
in §2.125(g)(3)(i). Multiple non-ODS products may replace the ODS product, and FDA does not
intend to require each of those products to carry each of the indications approved for the ODS

product. Instead, FDA will examine whether all of the products together cover the same indications

as the ODS product.

E. Postmarketing Data and Suggested Duration

(Comment 29) One comment 'stated that FDA must use methods in addition to MedWatch
to collect postmarketing data.

FDA plans to use methods in addition to MedWatch to collecthpGStmarketing data. FDA will
encourage sponsors to obtain postmarketing use data and to assess the ,:safety, effectiveness,
tolerability, and patient acceptance of possible alternatives in postmarketing clinical studies. In
particular, FDA will encourage sponsdrs to’ seek data fegarding patiént subpopulations not fully
represented in premarketing clinical trials. FDA will also evaluate d?f?,?,‘?;?";?‘?P‘@aP??? device
perfonnance, tolerability, adverse evehts‘, andeffe'c‘tivenesskby uSihg prSt’I,na\‘rketiﬁg Studigs and
postmarketing use and surveillance data, including but not limited t(f)‘ FDA’s ‘Médwatchdata.

(Comment 30) One comment supﬁorted use of foreign pdstmarketing data in support of U.S.
data. |

FDA will consider foreign data supportive of U.S. postmarketing use data if U.S. and foreign

- formulations, patient populatlons and chmcal practlces are the same or substantially similar.

(Comment 31) Two comments asked that FDA reduce the requlrernent for 1 year of U.s.

postmarketmg data if fore1 gn postmarketmg use data is sufﬁ01ent to support a ﬁndmg that a CFC—
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MDI is no longer essential. One comment asked that FDA permit the use of foreign data in

combination with U.S. data to make a total of 1 year of postma,r:kéﬁng data.

In response to these comments, FDA has finalized §2.I1 25(g)(3)(iii) to reqﬁire that adequate
U.S. postmarketing data exist for the non-ODS product. FDA.,m,ay’ find that less than 1 year is
adequate if foreign data is relevant to the U.S. market. FDA notes that it is interested in the

acceptability of a product in the U.S. population, its actual use in the United States, and its relation

to other products marketed in the United States. Foreign data may be used to augment U.S. data

when appropriate.

(Comment 32) One comment ,stgtqd,that FQA should use a _lqnger than 1-year period to collect

postmarketing data.

FDA is requiring adequate postmarketing data. This may mean more or less than 1 year,

depending on the particulars of the product under consideration and the status of other alternatives.

(Comment 33) One comment stated that it does not support phase 4 studies in the o
postmarketing period. One comment supported FDA’s postmarketing requirements, but asked that
FDA clarify that posnnarke.t;ihg inforfnétion ne‘,ed,nqt necessaﬂly be ‘ob'ta,in,e‘d through phase 4
studies. One comment supported the proposal that a postg“l’aﬂ;‘e‘t\ing”stgd)(v not be rgquired if other

data are adequate to establish the acceptability of an alternative. PADAC members had differing

points of view on the value of conducting formal postmarketing studies (Ref. 1, pp. 136 through
171 of the transcript).

In general, FDA does not anticipate that sponsors will ne,é;d to conduct formal phase 4 studies
in the postmarketing period to provide adequateipostmarketing data. FDA does anticipate, however,
that sponsors will need to collect some postmarketing data beyond stahdérd posﬁnarketing

surveillance to determine the acceptability of an alternative.

(Comment 34) One comment asked that FDA ’retrvac'pi‘t‘s suggestion that new data, and possibly

new clinical studies, may be required to ensure an additional level of proof of safety and

effectiveness.
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FDA will not require an additional level of ﬁtédf of safety and effectiveness in evaluating
atermatives. FDA makes a determination that a non-ODS produt s safe and effective when FDA
approves the product for marketing. The question of whether the non-ODS product is an acceptable
alternative to an ODS-product is a 'sep;arate qUestion, which FDA will answer by using the criteria

set forth in § 2.125(g).

F. Timing of Phaseout

(Comment 35) One comment reqﬁested that FDA accord p‘rio'rity‘ review to NDAs for non-
ODS products. One comment stated that non-ODS products should undergo expedited review.

The agency is committed to the timely review of all drug applications. FDA does not believe
that NDAs for non-ODS replacement products meet the criteria for priority review at the current
time. | |

(Comment 36) One comment stated that education is a very important part of the transition
process and asked FDA to take a leadership role in continuing education.

FDA recognizes the need to educate patients, health care providers, and interested parties
about the planned phaseout of CFC-MDIs for the transition to non-ODS products to occur as
smoothly as possible. FDA has been imz,ol'ved in public education on this issue for the past several
years. Members of the Center for Drug Evaluation andReéearch’s Division of Pulmonary and
Allergy Drug Products have made presentations and participated in panel"discpssiqns on the
phaseout of CFCs at national scientific and professional society meetings and will continue to
do so.

The division has also worked in ¢lose,c00peration With the National Asthma,Educét,ion, and
Prevention Program (NAEPP), an ongoing comprehensive program directed by the staff of the
National Heart, Lung, and Blood Institute of NIH. NAEPP educates physicians, other health care
providers, and patients about issues related to the prevéntion and treatm,é:_ntk of | asthma, including |
the phaseout of CFCs. The NAEPP ,Cédrdin_ating Committee formed a CFC Workgroup to educate
patients and physicians about the CFC phéséoﬁtj The NAEPPCFC Workgroup, 1n cooI’)’e)réfion’
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with the International Pharmaceutlcal Aerosol Consortium, developed a “fact sheet” for patients

entitled “Your Metered-Dose Inhaler erl Be Changlng * * * Here Are the Facts.” The fact sheet

is available on the Internet at http://www.fda.gov/cder/mdy/. The NAEPP CFC Workgroup is
continuing to broaden its educauonaleffortFDAprovrdes appropriate adVice and assistance to

the NAEPP CFC Workgroup.

FDA has also published articles on the phaseout of CFCs in FDA Consumer, Journal of the

American Medical Associati,on, and the FDAHMedica] Bulletin to ’educate:jﬁhealth care provi‘ders

and patients about FDA actions, or proposed actions, related to the transition to non-ODS inhalation

products.

The agency views these educational efforts as a critical component of the transition process

and intends to continue these efforts as the transition to non-ODS products moves forward.

(Comment 37) One comment asked that FDA work with others to outline clear deadlines .

and strategies for a complete transition to facilitate necessary patient and health care provider

education. One comment stated that FDA should provide a detailed timeframe for the transition.

FDA understands that patients and health care providers are very interested in knowing exactly
when the transition will be complete. However, FDA cannot provide an exact date at this time
because the U.S. transition is largely dependent on the avarlabrhty of altematrve products However,

as described above FDA w111 develop and partrcrpate in patrent and health care prov1der education

that is appropriate for each stage of the transition and as more information becomes available
regarding the timing of the transition.

(Comment 38) One comment requested that FDA carefully prepare its regulatory materals;
provide patient, medical professional, and public education; and allow ample opportunity for
interaction with FDA advisory bodies and personnel before proposing removal of an essential-

" use designation for an active moiety without 2 non-ODS ,replacenient containing that active moiety.
FDA plans to take all of these steps before proposing removal of an essentrj_al;u_s“e&de_signation

under § 2.125(g)(2) for an active moiet‘y without a non-ODS replacement containing that moiety.
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FDA notes, however, that if an active moiety is no longer marketedmaCFCfonnulatxonFDA )
will propose removal of the essential-use designation under § 2.125(g)(1) without necessarily taking
the additional steps suggested in the comment. | | |
(Comment 39) One comment asked that FDA reiterate that it will determine the effective
date of the removal of an essential use from § 2.125 on a case-by-case basis.
FDA will determine the effectivé date of the remO\fiaIbf ,aﬁ' essential use from §2.125(c)

on a case-by-case basis determined as a part of notice-and—comment ,nilemaking.

G. Nasal Steroids

(Comment 40) Three comments supported removal of the essential-use dy'es”ignationsv for nasal
steroids. PADAC supported the removal of the essential-use designations for nasal steroids (Ref.

1, pp. 235 though 240 of the transcript).

In this final rule, FDA is eliminating the essential-use designations for nasal steroids. This

means that after the applicability date of this rule, no ODS formulation of a nasal steroid may

be sold or distributed, or offered for'sfa’lge'of dlstnbutlon, in the United States (see 40 CFR 82.64(c)

and 82.66(d)).

(Comment 41) One comment supported removal of nasal steroids generally, but noted that
only one nasal steroid containing CFCs is apprOVéd to age 4 and aéked that FDA not remove
the essential use for this product. |

In response to this comment, FDA has reviewed the labeling for nasal steroids. Fluticasone

and mometasone, both available as non-ODS products, arelabeledfor chlldrenasyoungas ages

4 and 3, respectively. No CFC nasal "prddﬁ'c‘t”sk are approved fo'r“c}'ﬁldi'éﬂa"siykéimfg‘ ';is ;‘age 4.
Therefore, FDA does not believe it is medically necessary to retain the essential use for any nasal

steroid.
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H. Incentives for Development bf Alternatives

(Comment 42) One comment requested that FDA cooperate with other government entities
to implement suggestions outside of its authority. The same comment asked FDA to seék“changeé ’
to the Montreal Protocol if necessary to protect patient health.

FDA is working closely with EPA and with the Department of State to ensure that the
transition is smooth. If FDA finds that patient health is at risk as the transition progresses, FDA
will take steps within its own authority and will seek the assistance of other authorities to continue

to protect patient health.

L. Cost of New Products

(Comment 43) One comment stated that cost should be a priority in determining whether
non-ODS alternatives are adequate. One comment stated that economic 1mpacts must be taken
into account before removal of an essentlal -use demgnahon One comment argued that FDA has

not adequately assessed the impact on public health from removal of generic CFC-MDIs. Three

comments stated that FDA should not consider cost in determining essentiality. PADAC members

agreed generally that cost alone should not be a reason for retaining an essential use and that

the United States should work to find a way to deliver appropriate drugs to people who cannot

afford the medicine (Ref. 1, pp. 226 through 235 of the transcript).
FDA recognizes that cost is a concern for many patients and health care providers. In part
due to conéiderations such as those ra1sed in thesecomments,FDA 1srequmngthatmult1ple_
source CFC-MDI products be replaced by at least two non-ODS alternative products. FDA will
also consider cost in determining whether alternatives meet patient needs. In addition, FDA expects
that the price for most non-ODS products will approximéte the price for branded CFC products.

FDA bases this expectation on statements by manufacturers.
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J. Environmental Impact of CFC-MDI Use

(Comment 44) One cominent aréued thai the elimination éf"CFC;MDIS is not justified by
the de minimis environmental benefit that will result.

The United States evaluated the environmental effect of eliminating the use of all CFCs in
an environmental impact statement (EIS) in the 1970s (see 43 FR 11301, March 17, 1978). As
part of that evaluation, FDA concluded that the continued use of CFCé"'iﬁ”médiic’alwp“‘rddu&’t's posed
an unreasonable risk of long-term biological and climatic impacts (see Docket No. \96N'—005’7).‘
Congress later enacted provisions of the Clean Air Act that codified the decision to fully phase
out the use of CFCs over time (see Title VI (enacted November 15, 1990)). FDA’\hdtes that the
environmental impact of individual uses of nonessential CFCs must not be evaluated independently,
but rather must be evaluated in the cohtext of the overall use of CFCs. Cumulative impacts can
result from individuélly minor but collectively significant actions taking plaée over a period of
time (40 CFR 1508.7). Significance cannot be avoided by breaking an action down into small
components (40 CFR 1508.27(b)(7)). Although it may appear to some that CFC-MDI use is only
a small part of total ODS use and therefore should be exempted, the elimination of CFC use
in MDIs is only one of many steps thét; are part of the overall phasedﬁt of ODS use. If each
small step were provided an exemption, the cumulative effect would be to preVent ehvimnmental
improvements. FDA is merely fulfilling its obligation to make essential-use determinations for

FDA-regulated products, in accordance with the Clean Air Act.

K. Generics

(Comment 45) Two comments stated that FDA should not eliminate an essential use unless
a non-ODS generic is available for that‘ essential use. |

Only one CFC-MD], albuterol, is available in a generic formulation. FDA is not requiring
that more generics be available in non-ODS formulations than are available in CFC formulations.
It would seem inappropriate to require ihe availability of a non-ODS generic drug product when

there is no generic version currently on the market and we have no guaranty that a generic drug
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will ever be developed for any given active ffibiety. When "}gérfeﬁcliifdcl‘m:‘ts: become available is
dictated by marylufacturers’; de‘ci”sib'ris;“‘wﬁéfhef to brédﬁﬂc‘e‘é' generic ’pfé“éliiety,y byUS patent laws,
by the exclusivity provisions of the act, by the approvabiiity of anyi particular generic drug
application, and by the manufacturers’ eligibility to recei\}e ODSs under thek'M’o‘ntreaI Protocol
and the Clean Air Act.

(Comment 46) Three comments said that FDA should not approve a new CFC-containing
MDI drug product if the active moiety in the drug product is already marketed ahd appears on
the essential-use list. Three comments stated that FDA should not approve generic versions of

existing essential-use products. One comment stated that FDA should approve generic versions

of existing essential-use products. One comment stated that patients will not be adversely affected

in terms of out-of-pocket cost of medications or quality of life if apprQVaI of generic medications
should cease. One comment said thatj'}vFDA' should not approve any newCFC-contammg dmg
product unless it provides an unavailable important public health beneﬁi. One comment requested
that FDA require all new drug products to demonstrate clinically significant value before approval.

Section 505 of the act directs FUA'tdapproVe new drug and generic products if all of the
requirements in the act are met. There is no exception in the act permitting FDA to refuse to
approve new drug or generic products simply because they contain an ODS. Therefore, FDA will
continue to approve new drug and generic applications that meet the current requirements of the
act.

(Comment 47) One commient stated that FDA should require Gompanics using éssential-use
designations to demonstrate that they are actively pursuing reformulation. - |

FDA is not requiring compames to demonstrate that they are actlvely pursumg reformulation
to maintain the essential-use de51gnat10n of their products However after January 1 2005, FDA
‘may propose to remove the essential-use designation for an active moiety even if it has not been

reformulated.
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L. New Essential Uses

(Comment 48) One comment supported the criteria in the proposed rule for the addition of

new essential uses.

FDA is adopting the criteria for addition of new essential uses that it had proposed. =~~~

(Comment 49) One comment supported the compellihg evidence Stand‘ard generally but asked
that FDA approve new essential uses if the product offérs a compelling th'e'rapeutic‘ benefit to
a significant, albeit small, subpopulation.

FDA will consider adding a new essential use if the use is for a product that will provide
an unavailable important public health benefit. FDA bélié”\ke'é'“iff"is"‘ﬁbéé’iﬁlé‘; under this criterion,
for a product that offers a compelling thefapeutic kbeneﬁt for a significant, aibeit small,
subpopulation to qualify for an essential use. FDA would carefully evaluate any evidence in support

of such an essential use.

M. Additional Comments
(Comment 50) Three comments supported changing the designation of ODS products not listed
from adulterated and misbranded to nonessential. One comment ,éské&l “fhat FDA revoke the
statements made in the preamble to the 'prc»'pose'd rule regardihg the continued épp"l"‘iéaﬁi]ity of the
adulterated and misbranded provisions of the act. One comment stated that FDA should retain
the express authority to find a nonessential product adulterated or rxiiSbranded 1f it contains CFCs.
The agency is amending § 2.125 to state that a product in a self-pressurized container that
contains an ODS is not essential. This change should not be interpreted to mean that FDA no
longer believes that such products are adulterated and/or misbranded. Such nonessential products

are adulterated and/or misbranded under certain act provisions, including sections'40'2', 403, 409,

501, 502, 601, and 602 of the act (21 U.S.C. 342, 343,348,351, 352,361, and 362). The basis =~

for FDA’s authority to declare such products adulterated and/or misbranded is discussed inthe

preambles for § 2.125 and related rules and proposed rules (see 43 FR 11301, March 17, 1978;
42 FR 24536, May 13, 1977; 42 FR 22018, April 29, 1977; and 41 FR 52071, November 26,
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1976). However, FDA is changing the regulation to conform to the authority delegated to it under

the Clean Air Act. FDA notes that EPA is responsible for enforcement of the Clean Air Act.

(Comment 51) One comment akrguedwthat the transition W]IIforce pati‘en,ts toabandon safe
and effective products.
FDA is finalizing this rule to fulfill its responsibilities under the Clean Air Act. Although

it is true that CFC-MDIs are safe and effective as approved, CFCs also deplete the ozone layer

determined that, as a result, CFC—MDIs should be phased out.

(Comment 52) One comment asked for clarification on whether elimination of an essential

use from §2.125 would prohibit use of stockpiled CFCs.

This comment raises questions under the Clean Air Act. Under 40 CFR 82.64(c), no person

may sell or distribute, or offer to sell or distribute, in interstate commgrcg;gny nonessential product.
Under 40 CFR 82.66(d), any aeroSol product or oth@x,,preésurized dispenser that contains a CFC
is a nonessential product. Medical devweshstedln§ 2.125(e) are exempted from this prohibition

(40 CFR 82.66(d)(2)(i)). However, once a medical device is removed from the listing in §2.125(¢),

it can no longer be marketed (40 CFR 82.64(c)). FDA notes that it plans to include an
implementation period once the agency‘ detemlines_that a use is no longer essential. The length

of this implementation period will be determined through the notice-and-comment rulemaking in

which the essential use is eliminated. .~~~

(Comment 53) One comment stated that FDA must comply with Executive Order 12898 on .

environmental justice.

Executive Order 12898 requires agencies to identify and address disproportionately high

adverse human health or environmental effects on minority populations and low-income

populations. As discussed in the economic analysis prepared for this rule, the agency does not

anticipate that this final rule will have any adverse effects on human health or the environment

(see section VII of this document).
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(Comment 54) One comment Stated‘ihat

iply with Executive Order 12866on

economic and social cost-benefit assessments

Executive Order 12866 directs agencres to assess all costs and beneﬁts of avaﬂab]e regulatory )

alternatives and, when regulation is necessary, to select regulatory aPPfoaCheS that maximizenet. . ..
benefits. The agency has complied Wlththls ?equiremem to the extent necessary (see section VII
of this document). | k B

(Comment 55) One comment stated that FDA rnustcomply with Executive Order 12630 on
effects on private property. One comment argued that the government cannot preclude the use.

of stockpiled CFCs because to do so would result in a taking.

Executive Order 12630 requires government agencies to evaluate whether a regulation has

any takings implications. FDA does not‘believe that this regulation has any takmgs kimplications.

This regulation simply sets the standard FDA will use to deterrnlne Whether an ODS use remains

essential. The Clean Air Act then prevents marketmg of those ODS- contammg products. The use

of stockpiled CFCs is governed by the Clean Air Act. |

(Comment 56) One comment stated that FDA needs to complete an EIS under the National

Environmental Policy Act of 1969 (NEPA), as amended (42 U.S.C. 4321-4347).

FDA has complied with NEPA. The agency has evaluated ,the\;eﬁnvironmentalt,ef.feCtS of .

eliminating ODS-containing products and provided opportunities for public comment on these
issues. An EIS was prepared on this issue (see 43 FR 11301, March 17, 1_978). In addition,
environmental assessments (EAs) were prepared in conjunction with the NDA .approv‘alkprocess

for products that are viewed as alternatives to metered-dose steroid drugs for nasal 1nha1at10n o

containing ODSs. Fmally, FDA 1ssued both an ANPRM (62 FR 10242) and a proposed rule (64

FR 47719) as part to this rulemaking. Both of these documents discuss the environmental effects

of eliminating ODS-containing ‘produc’ts. The agency received large numbers of comments and

environmental effect of eliminating ODS- containing products.
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Furthermore, those portions of theikrulg,thaht'vjsfgtgggththp processes for adding new essential
uses and for determining that existing uses are no _Ionger esséntial ar,e,cov,eréd.b}" a cétegoﬁcal ;
exclusion from NEPA’s requirements. Section 25.30(h) of FDA’S NEPA régulations (21 CFR
25. 30(h)) prov1des that the “[1]ssuance amendment or revocation of procedural or. admlmstratlve
regulatmns * % *” does not require the preparatlon of an EIS or an EA Flnally, in the future,
when FDA undertakes rulemaking to add or remove an essential use, the agency w1llk prepare an

EA and/or an EIS if required by NEPA.

However, to ensure that the public is given the fullest opportunity to comment on this

rulemaking, interested parties may submlt comments on the environmental effects of remoying

the essential-use designations for products that are no longer bemg marketed and for metered-
dose steroid drugs for nasal inhalation for a period of 30 days after publication of this rule. Unless
the agency receives a comment that lgegdsj;t to believe that a change in the rule is appropriate,

the effective date of this rule will be tinsert date 180 days afte'r date of publication in the Federal |
Register]. |

(Comment 57) One comment‘astkéd_th@&m& revise the proposal to clarify that the

nonessentiality determination applies only to products marketed in the United States andnotto

exports.

FDA is not revising § 2.125 to reflect that the nonessentiality determination applies only to

products in the United States and not to exports because the act has specific provisions that address

when a product that would otherwise be adulterated and misbranded may st111 l?g‘t?x,P?lf‘t?d' Under

section 801(e)(1) of the act (21 U.S.C. 381(e)(1)):

A food, drug, device, or cosmetic intended for export shall not be deemed to be adulteratedor . .

misbranded under this Actifit—

(A) accords to the specifications of the foreign purchaser,
(B) is not in conﬂlct with the laws of the country to which it is mtended for export,

(C) is labeled on the outside of the shxppmg package that itis mtended for export, and
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(D) is not sold or offered for sale in domestic commerce.
A manufacturer seeking to export nonessential products could do so under the act so long as the

products for export met the requirements of section 801 of the act.

FDA has consulted with EPA to determine whether EPA rules currently allow export of
nonessential products. FDA understands that current EPA rules do not allow such export. However,
depending on the pace of transition in other countries and their possible continued short-term need
to have a small amount of additional tﬁim,’e to effectuate their timely and thoughtful phaseout, EPA

may consider changing its rule at some future date.

(Comment 58) One comment argued that the Cléan Air Act requires notice-and-comment
rulemaking for addition of each drug prdduct rather than,,éach moiety.

Section 601(8) of the Clean A1r Act states that each “m,e‘diié'a;l‘ devxce” must yhakve béeh |
determined to be essential. The section idcﬁnesk ffmedical ,def\{i"c;e,’ ’ ‘és; “any deviée (as defined in
the Federal Food, Drug, and Cosmetic Act (21 USC 321)), diagnostic product, drug (as defined
in the Federal Food, Drug, and Cosmetic Act), and drug delivery system ** *.7 Section 201(g)(1)
of the act defines “drug” as: | |

(A) articles recognized in the official United States Phannacoﬁoei‘é, official Homoeopathic
Pharmacopoeia of thé United States, or official National Formulary, or any supplement to any of kt‘h:en”l;
and

(B) articles intended for use in the dirakgnosis, cure, mitigation, treétment, or prevention of disease
in man or other animals; and | |

(C) articles (other than food) intended to affect the Structure‘ or any function of the body of man
or other animals; and

(D) articles intended for use as a component of any article specified in clause (A), (B), or (C).

%k ok

This definition permits the word “drug” to be read to mean either “drug product,” “drug substance”

or “active moiety.” FDA has read the word drug to have a specific meaning depending on the
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context in which it is used. In this case, FDA believes it is appropriate te read the word “drug”
* to mean “active moiety.”

(Comment 59) Two eomments ‘st:ated that neither the,,CI_ean Air Actnor the Montreal Protocol
requires an eventual end to any and all essential uses of CFCs within the United States.

In light of these comments, FDA has revisited the text of the Clean Air Act, its legislative
history, the text of the Montreal Protocol, and decisions by the Parties to the ProtecoL FDA also
further discussed its understanding of the Clean Air Act and the Protocol with the EPA.

The text of the Clean Air Act ,,state;s that EPA will, after notice and opportunity for public

comment and “to the extent such action is consistent with the Montreal Protocol, authorize the

production of limited quantltles of c]ass I substances solely for use in medical devices * * *. ?
(section 604(d)(2) of the Clean A1r Act). The Clean Air Act does not state specifically whether
such essential-use exemptions may continue indefinitely or must terminate at some future time.
However, the legislative history for this section of the Clean Air Act makes it clear that the
exemption is only permitted for a limited time. The Senate Conference Report for this section
of the Clean Air Act states: |

The Administrator [of EPA] is authorized on a conditional basis to grant lxrmted extensions of the
termination date for production of limited quantities of class I substances, to the extent such action 1s
consistent with the Montreal Protocol for: * * * medical devices; * * *.

* * ¥ % *

The centerpiece of the stratospheric ozone protection program established by this title is the phaseout

of production and consumption of all ozone depleting substances.

(136 Cong. Rec. S16895 at 16946 and 16947 (daily ed. Oct. 27, 1990).)

These statements are consistent with the Montreal Protocol. The Preamble to the Protocol states =~

that the Parties are:
Determined to protect the ozone layer by taking precautionary rheasares to control equitably total

global emissions of substances that deplete it, with the ultimaté objective “t?f their el{minqtion, ion the basis
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of developments in scientific knowledge, taking into account technical and economic considerationsand

bearing in mind the developmental needs of devéloping countries.
(Preamblé to the Montreal Protocol (emphasis added).) -

Decision IV/25 of the Protocol also, 1nd1cates that essent1al -use exemptlons are temporary This

decision asks the Technology and Econom1c Assessment Panel to deterrmne an estlmated duratlon N

for each essential use, the steps necessary to ensure alternatives are available as soon as possible,
and whether previously qualified essential uses should no longer qualify as essential.

Finally, FDA confirmed with EPA that it is also their understanding that the Clean Air Act

and the Montreal Protocol do not permit essential-use exemptions to continue forever.

Thus, although it is true that there is no set date for termination of essential-use exemptions,

it is also clear that the exemptions will not exist forever.

V. Legal Authority
This final rule to delemﬁne_wheg,EQATgeguIated‘products using ODSs are essential is.

authorized by the Clean Air Act. EPA regulations implementing the provisions of section 610

CFR 82.64(c) and 82.66(d)). The Clean Air Act and EPA regulanons exempt from the general

ban “medical devices” that FDA considers essential and that are listed in §2.125(¢) (section 610()

of the Clean Air Act; 40 CFR 82.66(d)(2)). Section 601(8) of the Cyl‘ea‘n Air Act deﬁnes_}“mec}iggli o

device” as any device (as defined in the act), diagnostic product, drug (as defined in the act),
and drug delivery system, if such device, product, drug, or drug delivery system uses a class I

or class IT ODS for which no safe and effective alternative has been developed (and, where

necessary, approved by the Commissioner of Food and Drugs (the Commissioner)); and if such

device, product, drug, or drug delivery system has, after notice and opportunity for public comment,

been approved and determined to be essennal by the Comrmssmner in consultation withthe

Administrator of EPA (the Adrmnlstrator) Class I substances include CFCs halons, carbon

tetrachloride, methyl chloroform, methylV bromide, and other chemxcal_s not relevant tothis
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document (see 40 CFR part 82, appendix A to subpart A). Class Il substances include
hydrochlorofluorocarbons (see 40 CFR part 82, appendix B to subpart A).

Essential-use products are listed ih §2.125(e). Although f§f2'.','1'25”i’n‘c"lfudéis a meéhani‘;rﬁ for
adding essential-use products to the,regulations, the regulations do not include a mechanism for
removing products from the essential-use list. This rule provides a méchanism,for'FDA to remove

products from the essential-use list in an orderly and rational fashion.

EPA has reviewed this rule and agreeswith its iss'uanc’e.'

V1. Implementation Plan

This final rule is effective [insert date 180 days after date of publication in the Federal
Register]. After [insert date 180 days after date of publication in the Federal Register], FDA
will evaluate products on the essential-use list according to the criteria set forth in the rule. TA*s
the criteria for eliminating essential uses are met, FDA Will'publish proposals to eli’rﬁinafe essential
uses for the appropriate individual active moieties’. FDA iniends that such proposals will bei

published and finalized in an expeditious manner.

VII. Analysis of Impacts

FDA has examined the impacts of the final rule under Executive Order 12866, under the
Regulatory Flexibility Act (5 U.S.C. 601-612), and under the Unfunded Mandates Reform Act
(2U.S.C. 1501 et seq.). Executive Order 12866 directs régula\tdry agencies to assess all costs and
benefits of available regulatory alternatives and, when regulation is necessary, to select "regulatory
approaches that maximize net benefits (including potential ecohomic, environinenta], public health
and safety, and other advantages; distributive impacts; and equity). Unless the agency certifies
that the rule is not expected to have a significant impact on a substantial number of ‘small entities,
the Regulatory Flexibility Act requires agencies to analyze regulatory options that would minimize
any significant economic impact on small entities. Section 202 of the Unfunded Mandates Reform

Act requires that agencies prepare an assessment of anticipated costs and benefits before proposing
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any rule that may result in expenditure by State, local, and tribal governments, in the aggregate,

or by the private sector of $100 million in any one year (adjusted annually for inflation). The

agency has determined that the final rule is consistent with the principles set forth in the Executive

order and in these statutes. The final rule will not result in costs in excess of $100 million and

therefore no further analysis is required under the Unfunded Mandates Reform Act. In addition,

FDA certifies that this regulation would not result in a significant economic impact on a substantial
number of small entities. Thus, the agency need not prepare a final regulatory flexibility analysis.

FDA published a detailed analysis of impacts when this regulation was proposed in September

1, 1999 (64 FR 47719). No further information has been submitted that would alter the findings

of the analysis submitted with the proposed regulation.

FDA is removing the essenfial-uSe designation for r'héiéfea-’ddse' steroid human drugs for nasal
inhalation. Four manufacturers market CFC-nasal inhalation products, which constitute a small
proportion of the nasal inhalation product market. The affected CFC containing drug products

contain either beclomethasone, budesonide, or triamcinolone. All three active moieties are also

marketed in non-CFC formulations by the same manufacturers of the CFC nasal inhalation products.

Several other steroid human drugs for nasal inhalation are marketed in non-CFC formulations.
These drug products provide therapéuti;c alternatives to the CFC containing products.

FDA is also removing’ the essential-use designations for drug products that are either no longer
being marketed or are no longer being marketed in a formulation containing ozone depleting |
substances. |

In addition to removing these essential uses, this regulation articulates the standards used by
FDA to determine whether the use of ozone-depleting substances in metered dose inhalers remains
essential under the Clean Air Act. The regulation has limited direct economic impact because it
primarily establishes the criteria FDA would use to make essential use determinations. However,

future application of the procedure described in this regulation will generate both Tegulatory benefits
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and costs. FDA has discussed the potential nature of these impacts with the proposed rule and

briefly describes them below.

A. Regulatory Benefits

The benefits of the prOCédilre"déséﬁﬁédw‘iﬁ this regulation are the environmental galns o
associated with the diminished 'usé‘of’béic')héidéﬁléﬁin'gwSiibéiéhééé 1nmedlcalpr0ductsThe -
Environmental Protection Agency has estimated (in prior regulatory analyséé) that the aggregate
public health benefit of phasing out the use of ozone-depleting substances due to reduced cases
of skin cancer, cataracts and other health effects rahges between $8 aind ’$32_trilltion. FDA has

crafted the procedure described in this regulation to achieve a small fraction of these benefits while

maintaining adequate supplies of reformulated products for patients treated for asthma and COPD.

Most important, the regulation ensures that adequate supplies of réfoi'mulated kproducts with
comparable therapeutic roles are available prior to rescission of an é‘ss&‘i\ﬁél use deSi”gnrafior'x. .
Although FDA cannot speak with certainty about future events, the 'aggnéy does not anticipate
that significant ‘decreaseks in purchases of non-ODS alternatives, as compared to purchases of CFC—
MDIs, will occur after an essential-use éXemption»is removed under ythe‘ procedures set forth,in
this’ rule.

Similarly, removal of essential-use designations for steroid nasal inhalation products would
not affect the public health. Adequate supplies of reformulated products with comparable
therapeutic roles exist with pﬁces'thafére‘ approximately the same as the CFC products on a dose

basis.

B. Regulatory Costs

FDA considers the costs of reformulation to be direct consequences of the statutory
requirements of the Clean Air Act rather than forthcoming FDA regulatoryactlvnySponsorswho B
elect to reformulate their products may incur costs to collect detailed clinical data, but FDA has =~

no empirical information to confirm the extent of these CostSManUfaCturers are well aware of



the mandate to eliminate ozone-depleting substances and are already engaged in the development
of reformulated products. ” B | - o

The same manufacturers that currently market steroid nasal inhalation products containing
CFCs also market non-CFC alternatives. Thus; FDA does hOt ant101pate a rcgﬁlatory cqst due to
this regulation. ) | -

FDA realizes that the future elimination Of essential-use éiéémpt;ibhétkCOﬁId"hé’Vé 51gn1ficant o
distributional and regulatory impacts on various economic sectors. The agency will prepare detailed
analyses of impacts as part of each of these future rulemakings. The role that the Montreal Protocol
and the Clean Air Act will play in the eventual prohibition of the production or importation of

ODSs must also be kept in mind.

C. Distributive Impacts

Potential distributive impacts will hot be triggered until the completion of future rulemaking
on each specific product currently using ozone-depleting substances. FDA plans on conducting
specific market analyses to determine the approximate magnitude of these effects prior to removing
essential use designations for specific ‘products.} | |

The agency recognizes that generic albuterol CFC-MDIs are currently marketed and that these

products cost less than currently marketed albuterol sulfate MDI’s whlchusehydroﬂuoroalkane S

(HFA) as a propellant. At the appropriate time, FDA willyevyaluate the ,éssential-use Status of

albuterol under criteria established by this rule. In determining whether patients are adequately =~

served by noﬁ»OD'Skp‘roducts containihg albuterol as the active m‘o\iéty",‘ FDA will consider the =~

cost of potential alternatives, such as the albuterol sulfate HFA-MDIs. 7

The agency does not believe that cost will be a significant factor in determining whether
patients are adequately served by non-jO‘DS' products containing active moieties other than albuterol.
There are currently no generic versions for these other products and FDA expects that the price
for most 'noneODS"prOdlic‘ts will approximate the price for branded CFC products. FDA bases |

this expectation on statements by manufacturers.
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FDA does not anticipate distributive impacts due to the removal of essential-use designations
for steroid nasal inhalation products. The same manufacturers also currently market substitute, non-

CFC products at approximately the same price.

D. Small Business Impact

FDA conducted an interim Regulétory Flexibility'Analyy's'is tha’t‘resul)ted"ih a determination
that this regulation would not have a signifieant eeonomie impact on a suost’z’irvltiel ‘nurnber of small
entities. This analysis was included with the proposed regulation (64 FR47719)Thereare o
relatively few small manufacturers of products that could potentially'Be affected. In addition,
pharmaceutical wholesalers and retailers are unlikely to be s1gmﬁcantly affected because th1s
regulation will affect only a few of the thousands of products sold by these ﬁrms FDA received
no comments on the interim analysis. FDA also notes that this regulation simply articulates a
procedure that will be used in the future to assess whether or not'olzpne-@depleting substances in
metered dose inhalers are essential.

- FDA further certifies that the removal o‘f‘essen‘tiaLuseﬂdesignét’ious‘for steroid nasal inhalation
products that contain CFCs will not have a significant impact on a substantial number of small
entities. The four affected manufacturers currently market aitemative'produets at oomparéble pnces
‘Therefore no net impact is expected from this regulation. |

VIIL The Paperwork Reduction Act of 1995
‘This final rule does not require information collections subject to review by the Office of
Management and Budget (OMB) under the"Pape‘r“\'vbfﬁ Reduction Act of 1995 (44 US.C. 3501~

3520). Section 2.125(f) provrdes that a person may seek to add or remove an essent1a1 use hsted
under § 2.125(e) by filing a petition under part 10 (21 CFR part 10). Sectlon 10 30(b) requlres B
that a petitioner submrt to the agency a statement of grounds, mcludmg the factual and legal grounds
on which the petitioner relies. Section 2125(f)descnbesthefactualgrounds necessary to document

a petition to add or remove an essential use, as required by § '10.‘30"(1'):). Theburdenhoursrequlred “
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to provide the factual grounds fer a petitiori have been calculated under § 10.30 and have been
approved under OMB control number 0910—0183, which ¢ explres on February 28 2003 (see 65
FR 12014, March 7, 2000). -

IX. Reference

The following reference has been placed on display in the Dockets Management Branch

(HFA-305), 5630 Fishers Lane, rm. 1061, Rockviile. MD by

interested persons between 9 a.m. and 4 p-m., Monday through Fnday e

Drugs Advisory Committee Transcript, Friedman & Associates, November 22, 19\9‘9". N

List of Subjects in 21 CFR Part 2

Administrative practice and proc'edure, Cosmetics, Devices, Drugs,; Foods.

Therefore, under the Federal Food, Drug, and Cosmetic Act and the Clean Air Act and under
authority delegated to the Commissioner of Food and Drugs, after consultation With the

Administrator of the Environmental Protectlon Agency, 21 CFR part 2 is amended as follows o

PART 2-—GENERAL ADMllemA“fWE ‘RULINGS AND %ﬁ%@%ﬁ S

1. The authority citation for 21 CFR part 2 is revised to read as follows:

361, 362 371,372,374, 42 US.C. 7671 et seq.

2. Section 2.125 is revised to read asfollc)ws{ |

§2.125  Useof ozone-depleting substances in foods, drugfs",fdf‘é\iiféé”s”,“éf cosmetics.

(2) As used in this section, ozone-depleting substance (ODS) means any elass I substance

as defined in 40 CFR | part 82, appendlx A to subpart A or ‘class II substance as deﬁned 1n 40 o
CFR part 82, appendletosubpartA S e
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(b) Except as provided in paragraph (c) of this section, any food, drug, device, or cosmetic
that is, consists in part of, or is contained in én aerosol product or other pressurized dispenser
that releases an ODS is not an essential use of the ODS under the CleanA}rAct S

(c) A food, drug, device, or cosmetic that is, consists in part of, or is contained in an aerosol ,
product or other pressurized dispenser that releases an ODS is an essential use of the ODS under
the Clean Air Act if paragraph (e) of this section specifies the use of that product as essential.
For drugs, including biologics and animal drugs, and for devices, an 'Eihf\‘féé’ti’gétiona]b éppljic‘atiorj
or an approved marketing application must be in effect, as applicable.

(d) [Reserved]

(e) The use of ODSs in the fOlloWing'prOducts is essential:

(D Métered—dOse corticosteroid human drugs for oral inhalation. Oral pressurized metered-
dose inhalers containing the following active moieties:

(1) Beclomethasone.

(it) Dexamethasone.

(i11) Flunisolide.

(iv) Fluticasone.

(v) Triamcinolone.

(2) Metered-dose short-acting adrenergic b)ronchodildtbr'ﬁunidn drugs for oral inhalation.
Oral pressurized metered-dose inhalers containing the following active moieties:

(i) Albuterol.

(11) Bitolterol.

(iii) Metaproterenol.

(iv) Pirbuterol.

(v) Epinephrine.

(3) [Reserved] |

(4) Other essential uses. (i) Metered-dose salmeterol drug 'produéfs administered by oral

inhalation for use in humans.
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(i) Metered-dose ergotamine tartrate drug products admi:nisteféd by oral inhalation for use
in humans.

(111) Anesthetic drugs for topical use on accessible mucous ‘rnembranes of humans where a
cannula 1s used for application.

(iv) Metered-dose cromolyn sodium human drugs administered by oral inhalation.

(v) Metered-dose ipratropium bromide for oral inhalation.

(vi) Metered-dose atropine sulfate aerosol human arﬁgs“édmiﬁié‘téfédby oral inhalation.

(vii) Metered-dose nedocromil sodium human drugs administered by oral inhalation.

(viii) Metered-dose ipratropium bromide and albuterol ;‘snl"ﬁfaté,ﬂ in é(ﬁ)irnbina’tion,v administered
by oral inhalation for human use.

(ix) Sterile aerosol talc administered intrapleurally by thofacbscdpy for human use.

63 Any person may file a petition under part 10 of this chapter to réqUest that FDA initiate

rulemaking to amend paragraph (e) of this section to add an essennal use. FDA may initiate notice-

and-comment rulemaklng to add an essent1al use on its own 1n1t1at1ve or in response to a petition,
if granted.

(1) If the petition is to add use of a noninvestigational product, the petitioner must submit
compelling evidence that:

(i) Substantial technical barriers exist to formulating the product without ODSs:

(i) The product will provide an nnavai'l"ablépiinpoftant" public health benefit; and

(iif) Use of the product does not release cumulatively Signiﬁcant amounts of ODSs into the
atmosphere or the release is warranted in view of the unavailable important public health benefit,

(2) I the petition is to add use of an investigational product, the petitioner must submit

compelling evidence that:

@ Substantial technical barriers exfis‘f to formulating the inVeStigational product w1th0utODSs, -

(ii) A high probability exists that the investi gatlonal product W111 prov1de an unavallable

important public health benefit; and
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(iii) Use of the investigational 7pr0‘dti‘cfddes not release Curnulyati{?elqy‘si"grii’ﬁcarjt‘ amounts of
ODSs into the atmosphere or the release is warranted in view of the hlgh probabxhty ofan
unavailable important public health benefit. |

(8) Any person may file a petition under part 10 of this chapter to request that FDA initiate
rulemaking to amend paragraph (e) of this section to remove an essentlal use FDA may mmate
notice-and-comment rulemaking to remove an essential use on its own mmatlve Or in response
to a petition, if granted. If the petition is to ‘remoye ank essentral usey from paragraph (e) of this
section; the petitioner must submit compelling evidence of any one of the following criteria:

(1) The product using an ODS is no longer being marketed; or

(2) After January 1, 2005, FDA determines that the product using an ODS no longer meets

the criteria in paragraph (f) of this sectlon after consultation w1th a relevant adv1sory comm1ttee(s)m -

and after an open public meetmg, or

(3) For individual active moieties marketed as ODS products and represented by one new
drug application (NDA):

(1) At least one non-ODS product with the same active moiety is marketed with the same
route of administration, for the same indication, and with appreXimately the same level of

convenience of use as the ODS product containing that active moiety;

(it) Supplies and production capacity for the non-ODS product(s) exist or will exist at levels

sufficient to meet patient need;

(11i) Adequate U.S. postmarketmg use data is available for the non-ODS’ product(s) and

(iv) Patients who medically requ1red the ODS product are adequately served by the non-ODS

product(s) containing that active moiety and other available products;y or
(4) For individual active moieties marketed as ODS products and represented by two or more

NDAs:
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(i) At least two non-ODS products that contain the same ééﬁ've moiety are being marketed

with the same route of delivery, for the same indication, and with approx1mately the same level

of convenience of use as the ODS products and

(if) The requirements of paragraphs (g)(3)(ii), (2)(3)(iii), and (g)(3)(iv) of this section are met.

Dated: ¥ 5 ~o+

April 15, 2002.

BILLING CODE 4160-01-S

CERTIFIED TO BEATRUE e




