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marketplace by FDA or DEA regulatory
action would cause no harm and,
indeed, would do some amount of good.
Although the Committee did not hear
from manufacturers of OTC ephedrine
drug products and was not asked the
specific question whether these
products should be removed from the
OTC market, there was a consensus that
the benefit of OTC ephedrine does not
justify its continued use as an OTC
bronchodilator active ingredient when
the potential for illicit use and misuse
is considered (Ref. 9).

FDA received comments from
manufacturers in response to the notice
for the Committee meeting (59 FR
34847, July 7, 1994). Two manufacturers
opposed the marketing of any OTC
bronchodilator drug product (Ref. 10).
One manufacturer submitted a *‘Profile
of Asthma Sufferers and Users of
Nonprescription Epinephrine (Mist) and
Ephedrine Combination (Tablets)” in
support of its position these drug
products remain available OTC (Ref.
11). Another manufacturer supported
the continued marketing of legitimate
OTC ephedrine-containing
bronchodilator drug products (Ref. 12).
This manufacturer briefly discussed the
abuse potential for single ingredient
ephedrine-containing products,
particularly those that are deliberately
labeled to imply nonmonographed
usage. The manufacturer stated that the
extent of any abuse is unclear and
potentially exaggerated by a small
number of highly publicized abuse
instances. The comment noted that a
number of states have enacted
legislation to discourage abuse, in
response to this situation. The comment
mentioned that most states have
generally made provisions to ensure
continued OTC availability of legitimate
combination asthma products, such as
its product containing ephedrine sulfate
and guaifenesin, an expectorant.

The agency has considered the
manufacturers’ views in developing this
proposal. As discussed above, the
agency believes that the misuse/abuse
problem is widespread and much
broader than one manufacturer
suggested. Continued OTC availability
of combination products containing
ephedrine and guaifenesin would not
alleviate this problem. Large quantities
of guaifenesin are generally safe, and the
combination product would not stop
people from taking large amounts for the
effects of the ephedrine. Further, DEA
has informed FDA that it is aware that
ephedrine can readily be isolated from
such combinations for illicit
manufacture (Ref. 13). Accordingly,
FDA concludes that the best resolution
for this misuse/abuse problem is for

ephedrine, singly or in combination
products, not to be available OTC.
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VII. Summary of the Agency’s Proposed
Change

The agency is proposing that
ephedrine, ephedrine hydrochloride,
ephedrine sulfate, and racephedrine
hydrochloride should no longer be
included in the final monograph for
OTC bronchodilator drug products
based on their extensive use in illicit
drug manufacture and their potential for
causing harm as a result of misuse and
abuse due to their widespread and easy
availability as an OTC drug. This
proposed amendment removes the
ingredients ephedrine, ephedrine

hydrochloride, ephedrine sulfate, and
racephedrine hydrochloride from the
final monograph for OTC bronchodilator
drug products (21 CFR part 341). It does
not affect the monograph status of
epinephrine-containing drug products
when used in a hand-held rubber bulb
nebulizer. Such products will remain in
the final monograph for OTC
bronchodilator drug products.

This proposal would remove all oral
systemically acting bronchodilator drug
products from the OTC market. Thus,
the agency is proposing to amend
§341.16 of the final monograph for OTC
bronchodilator drug products to remove
§8341.16(a), (b), (c), and (f) for
ephedrine ingredients and to
redesignate § 341.16(d), (e), and (g) as
§341.16(a), (b), and (c), respectively.
Also, the agency is proposing to amend
§341.76(c) to remove paragraph (5), to
revise the heading for paragraph (6), and
to redesignate paragraphs (6)(i), (6)(ii),
and (6)(iii) as paragraphs (5)(i), (5)(ii),
and (5)(iii), respectively. In addition, the
agency is proposing to amend
§341.76(d) to remove paragraph (1), to
redesignate paragraph (2) as paragraph
(1), to revise the heading in new
paragraph (1), and to reserve paragraph
(2). The agency is also proposing to
amend § 341.90 by removing paragraph
(a) that pertains to ephedrine and
redesignating paragraphs (b) through (q)
as paragraphs (a) through (p),
respectively. Furthermore, the agency is
proposing to amend the list of
ingredients that are not generally
recognized as safe and effective for
specified uses in §310.545 (21 CFR
310.545) by adding new paragraphs
(a)(6)(iv)(D) and (d)(27) for ephedrine
preparations.

VIII. Analysis of Impacts

FDA has examined the impacts of the
proposed rule under Executive Order
12866 and the Regulatory Flexibility Act
(Pub. L. 96-354). Executive Order 12866
directs 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 economic,
environmental, public health and safety,
and other advantages; distributive
impacts; and equity). The agency
believes that this proposed rule is
consistent with the regulatory
philosophy and principles identified in
the Executive Order. In addition, the
proposed rule is not a significant
regulatory action as defined by the
Executive Order and, thus, is not subject
to review under the Executive Order.

The Regulatory Flexibility Act
requires agencies to analyze regulatory



