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Comments of the Dietary Supplement Safety and Science Coalition

. Introduction

On behalf of the Dietary Supplement Safety and Science Coalition (“DSSSC”), these
comments are submitted for Food and Drug Administration consideration in establishing the U.S.
position on the World Health Organization’s (“WHO?’s”) proposal to add several substances to
schedules of the 1971 United Nations (“UN”) Convention on Psychotropic Substances (1971
Convention”) of the upcoming (March 16-25, 1999) meeting of the UN Commission on Narcotic
- Drugs (“CND”).

The DSSSC is comprised of several businesses in the United States that either manufacture
or distribute dietary supplement products containing herbal ephedra (and therefore low levels of
naturally occurring ephedrine alkaloids) in the United States and globally. The members of the
DSSSC are: The Chemins Company, Inc., Enrich International, Inc., Market America Inc.,
Metabolife International, Inc., Natural Balance, Inc., Omnitnition International, Inc., and Starlight
International, Ltd. The DSSSC was organized to support and develop consistent and responsible
standards for the safe consumption of dietary supplements, including the use of science-based
approaches when addressing regulatory issues concerning dietary supplements generally, and
ephedra in particular.

Specifically of concern to the DSSSC 1s WHO’s Expert Committee on Drug Dependence’s
(“Committee’s”) misguided recommendation that the UN add ephedrine to Schedule IV of the 1971
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Convention.! The DSSSC strongly objects to the WHO’s recommendation generally, and objects
particularly if it applies to herbal ephedra products.

This recommendation, and the proposed scheduling, are based upon little or no scientific
evidence. The DSSSC believes the factual record is inconclusive with regard to ephedrine, and
completely devoid of support with regard to dietary supplement products that contain herbal
ephedra. No apparent distinction has been made in the recommendation between ephedrine and
herbal ephedra, despite significant differences in the potential for abuse or misuse of the substances.
Herbal ephedra has been consumed safely and beneficially in traditional herbal products for more
than 5000 years in China, and for centuries in other countries. Today, herbal ephedra is widely and
beneficially used in the United States and throughout the world in lawful food and dietary
supplement products.

The DSSSC therefore believes that the U.S. should oppose this recommendation and vote
against the scheduling of herbal ephedra. A recommendation in favor of scheduling would act to
the detriment of consumers who purchase lawful food and dietary supplement products that contain
herbal ephedra, and the many companies that manufacture and produce such products. In fact, the
U.S. Small Business Administration has emphasized in comments to the FDA the importance of this
marketplace.” Millions of Americans consume dietary supplements containing herbal ephedra every
year and several hundred thousand small businesses are involved in the manufacture, distribution,
and sale of these products.

I1. Overview of the DSSSC’s Position

The DSSSC opposes adding ephedrine to any schedule of the 1971 Convention. The 1971
Convention focuses on the risks associated with the potential for dependence and abuse of a
substance and sets forth specific criteria required to justify scheduling as a controlled substance.
There is little evidence, however, that ephedrine itself has been abused (i.e., that it produces a state
of dependence and mood alteration sufficient to create a public health concern). In fact, the WHO
report cited in the January 11, 1999 Federal Register notice indicates that the illicit traffic in
ephedrine is “presumably associated” with abuse; evidence of an international problem of
dependence and addiction is lacking, particularly in the United States. Thus, it is clear that ephedrine
does not satisfy the requirements under the 1971 Convention to warrant international scheduling as
a controlled substance. Furthermore, the United States Congress has addressed ephedrine and
determined that the substance should be regulated as a “listed chemical” and not a controlled
substance. Therefore, the United States representatives to the CND should adhere to the policies
set forth by Congress and oppose the proposed scheduling of ephedrine.

1 In addition to the substantive issues raised herein, the DSSSC believes the procedures implemented by the WHO
failed to comply with WHO guidelines and general principles of equity and fairness. The WHQO recommended the
scheduling of ephedrine without providing interested parties with its final report on this issue. The WHO also
failed to have appropriate expert committees review the ephedrine scheduling proposal prior to initiating the
scheduling process. Although the WHO is allegedly committed to ensuring the principles of openness and
transparency, these principles have been abandoned in the instant case. The DSSSC believes the U.S. should
gonsider the flaws in the WHO?’s procedural mechanisms as part of its evaluation of the ephedrine scheduling

ecision.

2 See Comments from the Small Business Administration to FDA regarding FDA’s proposed rule for dietary
supplements containing ephedrine alkaloids.-(February 3, 1998)(Awtachment A).



Importantly, however, even if ephedrine is scheduled, the DSSSC urges the United States to
vote to exclude herbal ephedra and dietary supplement products that contain herbal ephedra from
any restrictions imposed on pure ephedrine. There is no credible evidence of abuse of herbal
ephedra or dietary supplement products that contain herbal ephedra. Herbal ephedra does not
behave like pure ephedrine when ingested and has weaker effects. In addition, dietary supplement
products are compounded in such a way that they present only a negligible risk, if any, of misuse.
There is simply no evidence that herbal ephedra produces a state of dependence or addiction,
particularly when present in low levels in dietary supplement products. Herbal ephedra and
products containing herbal ephedra meet none of the criteria required for consideration of
scheduling under the 1971 Convention. Consequently, herbal ephedra should be exempted from
any scheduling, regardless of the imposition of any restrictions that may be placed on pure
ephedrine.

The WHO’s concern regarding ephedrine appears to focus on the ingredient’s potential use
as a precursor in the manufacture of methamphetamines, rather than its abuse potential. The WHO,
however, has failed to make the legally required distinction between precursor use and abuse. While
the 1971 Convention focuses on the risks associated with scheduled substances themselves, the 1988
UN Convention Against Illicit Traffic in Narcotic Drugs and Psychotropic Substances (“1988
Convention”) was enacted to address the illicit production of, and traffic in, narcotic drugs. Thus,
the 1988 Convention, not the 1971 Convention, is the only proper mechanism designed to address
these precursor concerns. The potential use of a substance as a precursor ingredient should be
irrelevant to the decision regarding scheduling under the 1971 Convention.

In any event, concerns regarding the precursor use of ephedrine have been addressed;
ephedrine is included in the 1988 Convention and is subject to extensive controls arising from its
precursor status. Sufficient controls already exist in the U.S. to handle any potential problems
involving the use of ephedrine as a precursor as the substance is already a “listed chemical” under
the Controlled Substances Act.

Even if potential precursor use is erroneously considered in the CND’s scheduling decision,
little or no evidence indicates that herbal ephedra, or the products in which it is contained, are used
as precursors in the illicit manufacture of methamphetamines. Although the Drug Enforcement
Administration (“DEA”) alleges that there are instances where herbal ephedra was seized as a
potential precursor in the production of methamphetamines, this data is controversial and highly
suspect. DEA evidence was seized during routine enforcement actions, without accurate record-
keeping or documentation sufficient to support worldwide regulatory action. There 1s no evidence
regarding the context in which herbal ephedra was used, and most importantly, there is no
documented evidence regarding the form of the herbal ephedra seized. DEA reports fail to
distinguish berween bulk ephedra and dietary supplement products that contain ephedra and
numerous other ingredients. In fact, it now appears that at most, only one instance identified by
DEA involved dietary supplement products that contain ephedra — and even this one incident is
subject to significant dispute. There have been no confirmed incidents where dietary supplements
that contain herbal ephedra have been used to produce methamphetamines. The DEA’s
questionable data clearly should not form the basis for the U.S. to conclude that herbal ephedra is
sull;ject to abuse and therefore should not lead to the scheduling of herbal ephedra as a controlled
substance.



III. Ephedrine, and Especially Herbal Ephedra, Should Not be Scheduled
Internationally as There Exists Little or No Evidence of Abuse

A. Criteria for Scheduling under the 1971 Convention

There is no satisfactory basis for the findings required, under Article 2, paragraph 4 of the
1971 Convention, to justify scheduling herbal ephedra as a controlled substance. Paragraph 4 states:

4. If the World Health Organization finds:

(a) That the substance has the capacity to produce

(1)(1) a state of dependence, and
(2) central nervous system stimulation or depression, resulting in hallucinations or

disturbances in motor function or thinking behavior or perception or mood, and

(b) that there is sufficient evidence that the substance is being or 1s likely to be abused so
as to constitute a public health and social problem warranting the placing of the
substance under international control,

the World Health Organization shall communicate to the Commission an assessment
of the substance, including the extent or likelihood of abuse, the degree of
seriousness of the public health and social problem and the degree of usefulness of
the substance in medical therapy, together with recommendations on control
measures, if any, that would be appropriate in the light of this assessment. (emphasis

added).

B. There is No Significant Evidence of Abuse of Herbal Ephedra

Although some countries have reported past or present abuse of ephedrine, these reports
primarily focus on synthetic and/or pure ephedrine single ingredient products. There 1s little or no
evidence that multi-ingredient ephedrine, herbal ephedra, or dietary supplements containing herbal
ephedra are subject to abuse.

Regardless of the findings regarding ephedrine, herbal ephedra, due to significant
distinctions from ephedrine, meets none of the criteria required for it to be considered for
scheduling under the 1971 Convention. In order for herbal ephedra to be scheduled under the 1971
Convention, it must be determined that the substance is (1) capable of producing a state of
dependence; (2) capable of producing central nervous system stimulation or depression, resulting in
hallucinations or disturbances in motor function or thinking behavior or perception or mood; and
(3) likely to be abused so as to constitute a public health and social problem. The WHO has failed
to set forth adequate evidence in support of any of these criteria. There is no evidence that dietary
supplements containing herbal ephedra produce a state of dependence, nor is there any evidence of
widespread addiction to such products.’ Furthermore, dietary supplement products containing
herbal ephedra have not been known to cause hallucinations or disturbances in motor function. In

3 Such products do not produce a state of “euphoria” and have no functional resemblance to currently controlled
“substances.



fact, there is absolutely no mention of abuse of herbal ephedra in DEA’s April 17, 1998 comments
to FDA regarding abuse and trafficking data for ephedrine.

The lack of significant evidence of abuse of herbal ephedra and products containing herbal
ephedra is linked in part to the fact that herbal ephedra does not behave like pure ephedrine when
ingested and thus has weaker effects. The differences between herbal ephedra and pure ephedrine
are believed to be due to (1) the slower absorption of ephedrine alkaloids from herbal ephedra than
from pure ephedrine, and (2) the presence of other constituents in herbal ephedra that may counter
the effects of the ephedrine itself. The WHO itself has acknowledged the distinction between
ephedrine and herbal ephedra. The WHO noted that “when abuse exists, it seems to involve
ephedrine single entity products.”

Given the lack of an abuse problem for herbal ephedra, there is no basis for concluding that
herbal ephedra constitutes a public health and social problem justifying scheduling according to the
1971 Convention. Consequently, herbal ephedra and foods and dietary supplements that contain
herbal ephedra should be exempted from scheduling even if ephedrine is added to any schedule

under that Convention.

C. There is No Evidence of an International Problem Involving the Abuse of
Ephedrine or Herbal Ephedra

In its Critical Review Document on ephedrine, the WHO admitted the difficulty involved
with assessing the actual level of ephedrine abuse due to the “long history of generalized safe use of
the ephedrine alkaloids in OTC preparations.” The WHO reported that ephedrine is available for
medical use in forty-six countries around the world, yet alleged that only twelve countries reported
“past or present abuse or illicit traffic in ephedrine presumably associated with its abuse.”®

Upon careful review, however, it appears as if only two countries reported ephedrine
“abuse” - and no countries provided confirmed evidence of “abuse” of dietary supplement products
that contain herbal ephedra. A review of the responses of these twelve countries in the WHO’s
Critical Review Document therefore reveals that the information the countries provided regarding
the use of ephedrine within their borders does not justify scheduling ephedrine, herbal ephedra, or
dietary supplement products containing herbal ephedra as controlled substances according to the
requirements set forth in Article 2, paragraph 4 of the 1971 Convention.

Of the twelve countnes cited by the WHO in its recommendation:

¢ Belgium indicated that the “level of abuse does not justify controlling ephedrine as a
narcotic or psychotropic drug”;’

4+ 64 Fed. Reg. 1629, 1630 (Jan. 11, 1999) (emphasis added). The WHO also noted that in the United States only,
there is some evidence that combination products containing ephedrine have also been abused.

5 WHO Critical Review Document on Ephedrine, Annex 2 (Page 9).
6 64 Fed. Reg. 1629, 1630 (Jan. 11, 1999).
7 WHO Critical Review Document on Ephedrine, Annex 2 (page 8).



o Three countries (China, Germany, and the Sudan) reported to the WHO that past abuse
ceased after domestic regulations addressing ephedrine were enacted. These countries
no longer experience ephedrine abuse problems;

e Three countries (Finland, France, and Thailand) reported only “a few” cases of
ephedrine abuse;

¢ One country (Burkina Faso) provided no information on ephedrine abuse;

e One country (Ireland) reported “abuse” of ephedrine, but used that term to describe the
substances’ misuse as a precursor for methamphetarmnes,

e  One country (Slovakia) described “a few cases of misuse,” not abuse;

e Only two countries (the United States and Costa Rica) reported ephedrine abuse, and
only the United States mentioned potential abuse of ephedrine contained in herbal
preparations. As noted herein, however, there is no evidence of “abuse” of dietary
supplement products that contain herbal ephedra in this country.

It is clear that the overwhelming majority of the forty-six countries in which ephedrine is
available for legitimate purposes indicate no ephedrine abuse problem. Of the twelve countries that
the WHO reports indicate some type of abuse problem, three countries state no current abuse
problem exists, one country flatly rejects the need to address any abuse problems with scheduling,
and one country provided no information at all. While five countries report a few cases of abuse, it
is unclear even for these countries if the term “abuse” is being used correctly. Only one country
other than the United States reported abuse of ephedrine. International scheduling of ephedrine is
unfounded based on the reports of only two countries of any current ephedrine abuse problems at
any significant levels. Scheduling of herbal ephedra or dietary supplements containing herbal
ephedra is even less justified in light of the fact that only the United States even mentioned these
products, and evidence of abuse of these products is lacking.

D. There is Little Evidence of Use of Herbal Ephedra as a Precursor in the Illicit
Manufacture of Methamphetamines

As an initial matter, the potential use of ephedrine or herbal ephedra as a precursor
ingredient should be irrelevant with regard to deciding whether to schedule a substance under the
1971 Convention. Nevertheless, there 1s little or no evidence that herbal ephedra or dietary
supplements containing herbal ephedra have been successfully used as a precursor for illicit drug
production. Pure or synthetic ephedrine 1s the substance typically used to manufacture
methamphetamines and similar controlled substances. In contrast, it is expensive and chemically
difficult to use herbal ephedra or dietary supplements containing herbal ephedra (and therefore low
levels of ephedrine alkaloids) to manufacture methamphetamines. In fact, it is virtually impossible
to convert dietary supplements containing herbal ephedra to produce methamphetamines using the
DEA “street method” published in The Journal of Forensic Sciences, Vol. 40, no. 4, July 1995.°
This 1s due to the (1) relatively small concentration of ephedrine generally found in herbal ephedra
and products containing herbal ephedra, (2) the large quantity of a variety of solvents that would be
needed to extract ephedrine from herbal ephedra, and (3) the expense, scientific complications, and
inconvenience of this process.

8 See April 8, 1998 report from Hauser Laboratories Services (Attachment B)(“Based on our analysis, it does not
appear that this published method can be used to make methamphetamines....”).



1. Using Dietary Supplements Containing Herbal Ephedra as a
Precursor is Not Chemically Feasible

There is ample evidence that it is not chemically feasible to use dietary supplements
containing herbal ephedra to produce methamphetamines. A recent attempt by a well-respected
scientific lab to make methamphetamines from dietary supplements containing herbal ephedra did
not succeed in that effort; no methamphetamine was produced when using dietary supplement
products containing ephedrine alkaloids.” The complex matrix of herbs and other ingredients
present in this type of dietary supplement is not conducive to easy conversion to produce pure
ephedrine, which in turn makes conversion of the ephedrine into methamphetamines or other
controlled substances difficult, if not impossible.

2. The Costs of Synthesizing Methamphetamines from Dietary
Supplement Products Containing Herbal Ephedra are Prohibitive

As noted, the use of dietary supplement products that contain herbal ephedra to produce
methamphetamines is not chemically feasible. Even if such use was chemically feasible, dietary
supplements that contain herbal ephedra are not likely to be used for their ephedrine content to
make methamphetamines due to the relative high cost of these products (even if purchased on a
volume discount basis) and the relatively low amount of ephedrine alkaloids in each bottle of
supplements.

The economic viability of using a substance to produce methamphetamines or other
controlled substances should be considered when evaluating whether a substance should be
scheduled. For instance, the Commuttee noted that for one plant-based ingredient under review, the
introduction of the ingredient into the illicit market place was “not economically viable either by
synthesis or extraction from plant material.”® Similarly, in the instant case, it would not be
economically viable to utilize herbal ephedra dietary supplement products to synthesize ephedrine
and methamphetamines. Producing one kilogram of illicit methamphetamines from herbal ephedra
itself would require 2000 kilograms of solvents to extract the ephedrine from 200 kilograms of raw
ephedra herb. A 3000 liter volume container would be required for the process. Using dietary
supplements containing herbal ephedra would increase the difficulty and cost of this operation.
Accordingly, the prohibitive economic costs associated with converting dietary supplement products
that contain ephedra into ephedrine, and subsequently converting the ephedrine into
methamphetamines or other controlled substances, must be considered when determining if such
products should be regulated and classified.

9 Id.
19 See e.g. 55 Fed. Reg. 50404 (Dec. 6, 1990) (emphasis added).



3. DEA Data From Methamphetamine Laboratory Seizures Support the
Conclusion That Dietary Supplements Containing Herbal Ephedra
Are Not Being Used as Precursor Chemicals

DEA has failed to identify a single confirmed instance where dietary supplement products
that contain herbal ephedra have been used to produce methamphetamines. While DEA alleges
instances of seizures of herbal ephedra at clandestine drug laboratories since 1993, DEA’s allegation
appears to have no relevance to dietary supplement products that contain ephedra. According to a
DEA report from May, 1997, DEA has documented instances where “ephedra plant materials or
extracts of ephedra have also been used as a starting material for the clandestine preparation of
methamphetamine.”” DEA, however, has failed to acknowledge the critical distinction between
ephedra plant materials and dietary supplement products that contain ephedra. Of the instances
where herbal ephedra was allegedly used as a precursor, none of these instances clearly involve
dietary supplement products that contain ephedra.”

The absence of evidence supporting the use of dietary supplement products that contain
herbal ephedra to synthesize methamphetamines is to be expected. The procedure to synthesize
ephedrine, and subsequently produce methamphetamines, is complex, if not impossible, when the
starting material is ephedra plant materials or diluted extracts of ephedra plant materials.
Importantly, however, the level of complexity increases exponentially when the starting material is a
dietary supplement product that contains herbal ephedra, and the complexity further increases as
other natural ingredients are combined with herbal ephedra. Dietary supplement products that
contain ephedra typically contain numerous other ingredients, including stabilizers, fillers, other
herbs, vitamins, etc. Extracting pure ephedrine from a mulu- ingredient dietary supplement product
is an arduous, expensive, and time-consuming task that effectively removes such products from use
as precursor materials. DEA’s assessment that ephedra could be used “experimentally” to make
methamphetamines was based on DEA’s use of the raw herb ephedra, not dietary supplements
containing a number of ingredients."”

Furthermore, DEA, in a recent proposed rule to exempt certain chemical mixtures that
contain regulated chemicals under the 1993 Domestic Chemical Diversion Control Act,
acknowledged that dietary supplements were rarely encountered at illicit laboratories. According to
DEA, the “frequency with which these products [dietary supplements containing herbal ephedra] are
encountered is small.”** In its proposed rule, DEA noted the difficulty of using either (1) dietary
supplements containing herbal ephedra at low levels or (2) multiple ingredient products containing
higher concentrations of ephednne alkaloids, in the illicit production of methamphetamines.”

Department of Justice (“DO]J”), Ephedra: A Potenual Precursor for D-Methamphetamine Production (May
1997)(“DOJ Paper”), Page 1.

2 Four instances cited by DEA refer to the seizure of raw materials such as raw herbal ephedra. In one instance, the
DEA report refers to the seizure of “ephedra tablets oniginating from a pharmaceutical company.” It therefore
does not appear as if any of the seizures involved dietary supplement products that contain herbal ephedra. There
is also no evidence that the seized materials were used to produce methamphetamines. Id.

noId
4 See 63 Fed. Reg. 49506, 49507 (September 16, 1998).
15 1d. at 49509,



Consequently, there is no credible evidence that herbal ephedra, and in particular, dietary
supplements containing herbal ephedra, will be diverted to manufacture methamphetamines. Using
supplements to extract ephedrine for the manufacture of methamphetamines is neither practical nor
chemically feasible.

IV. The U.S. Congress, DEA, and FDA Have Never Determined That Ephedrine
Presents a Potential for Abuse Requiring A Ban On Over-The-Counter Availability

A.  Federal Laws and Regulations

The laws and regulations currently in place in the U.S. addressing ephedrine or herbal
ephedra follow the provisions set forth in the 1988 Convention by focusing on the potential of
substances as precursors in the manufacture of methamphetamines. The proposal to add ephedrine
to Schedule IV of the 1971 Convention is the type of controlled substance scheduling decision the
U.S. government has intentionally avoided due to the necessity of ensuring consumer access to
effective OTC drug and dietary supplement products containing ephedrine or herbal ephedra. The
thrust of U.S. laws that address ephedrine or herbal ephedra involve diversion, not abuse. Problems
~ with diversion of ephedrine, which do not relate to herbal ephedra, have already been addressed
domestically through the registration controls placed on these products at state and federal levels
and internationally through the 1988 Convention. Broad based restrictions that would result from
scheduling under the 1971 Convention are unwarranted, unjustified, and devoid of factual support.

B. Congress Evaluated Ephedrine - and Opted to Regulate it as a “Listed
Chemical” and not a Controlled Substance

Ephedrine is not a controlled substance in the United States under the federal Controlled
Substances Act (“CSA”). Ephedrine is, however, a “listed chemical” under that law and the three
Acts that have amended the CSA (which were intended to prevent diversion of substances into the
illicit market). The Chemical Diversion Trafficking Act of 1988, the Domestic Chemical Diversion
Control Act of 1993, and the Comprehensive Methamphetamine Control Act of 1996 amended the
CSA and provided the DEA with significant powers to address the diversion of ephedrine or herbal
ephedra as a precursor in illicit methamphetamine production. Congress did not make products
containing ephedrine or herbal ephedra subject to a controlled substances schedule. Congress
focused on the diversion of ephedrine as a precursor to the manufacture of methamphetamines--
not on the risks of direct abuse of ephedrine or herbal ephedra. In addition, several states have
developed regulations addressing the diversion of ephedrine that also follow the U.S. federal

framework.

Ephedrine 1s a List I chemical under the CSA."® A List I chemical is defined as "a chemical
specified by regulation of the Attorney General as a chemical that is used in manufacturing a
controlled substance in violation of this subchapter and is important to the manufacture of the
controlled substances... .”"” Because ephedrine is a List I chemical, its manufacture and distribution

16 Section 102(34)(C) of the CSA, 21 US.C. § 802(34)(C).
v oId.



is regulated by the DEA. Most persons who manufacture or distribute a List I chemical are required
to register annually with the United States Atorney General. Also, each regulated person who
engages in a regulated transaction involving a “listed chemical” must keep a record of the
transaction for two years after the date of the transaction.

If ephedrine abuse presented a significant problem in the United States, FDA, DEA, and
Congress would have taken swift regulatory measures to attempt to prevent or curtail this abuse by
classifying ephedrine as a controlled substance. As noted, however, ephedrine is not a controlled
substance but rather is only a List I chemical. Therefore, when Congress made this determination, 1t
decided that synthetic or single entity ephedrine may be implicated in the manufacture of a
controlled substance (i.e., ephedrine may be a “listed chemical”), but did not classify ephedrine as a
controlled substance.”

The proposed scheduling of ephedrine as a Schedule IV controlled substance by the UN
could require the implementation of regulations in the U.S. to fully incorporate the provisions of the
1971 Convention, including requiring medical prescriptions to dispense ephedrine as well as licenses
for manufacturers, distributors and retailers of ephedrine products. These regulatory requirements
contradict the U.S. Congress’s intent, reflected in the regulation of ephedrine as a “listed chemical”
only, to maintain consumer access to ephedrine products without prescription. The international
scheduling requirements would erode the ability of the U.S. to regulate a therapeutic and beneficial
substance in the most effective and appropriate manner for its use in this country.

Due to the absence of evidence to support the characterization of ephedrine as a controlled
substance, dietary supplement products that contain ephedra should clearly be outside the scope of
controlled substance regulation. In fact, even the DEA has confirmed that dietary supplement
products that contain herbal ephedra are distinguishable from bulk ephedrine and drug products
that contain ephedrine. DEA has proposed the exemption of “chemical mixtures” that contain
ephedra from DEA regulatory requirements.”” DEA indicated that dietary supplement products that
contain herbal ephedra may be formulated in such a way that they cannot be easily used in the illicit
production of a controlled substance, and the ephednne cannot be readily recovered at doses
sufficient to be used for illicit purposes.”® DEA has therefore acknowledged that the frequency with
which dietary supplement products that contain ephedra have been abused is low.

V. Economic and Social Factors Should be Considered in Scheduling Decisions

Under Article 2, paragraph 5 of the 1971 Convention, the CND i1s to consider economic and
social factors, among others, when determining whether to add a substance to any schedule. The
U.S. should consider the detrimental impact the proposed scheduling of ephedrine will have on both

18 Ephedrine is a mild central nervous system stimulant with potency, at normal therapeutic doses, similar to that of -
caffeine. Caffeine, which is regulated by FDA as a stimulant drug ingredient (see 21 CFR. § 340.10), has never
even been considered for scheduling as a controlled substance. It is therefore undoubtedly the case that the
pharmacological properties of ephedrine, and the potential for abuse, are of a different order of magnitude from
those substances currently characterized as controlled substances.

¥ 63 Fed. Reg. 49506 (September 16, 1998).

2 1d. (DEA proposed an ephedrine concentration limit, which is under review, to ensure compliance with these

standards.)
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consumers and businesses in thus Vcountry The proposed scheduling of ephedrine would restrict
consumer access to products containing pure or synthetic ephedrine, such as bronchodilators, that
FDA has concluded are safe for over-the-counter use when properly labeled and taken as directed.”
Furthermore, over five million people consume dietary supplement products containing ephedra in
the United States each year according to conservative estimates. If ephedrine is added to Schedule
IV of the 1971 Convention, these millions of consumers would be prohibited from purchasing over-
the-counter dietary supplements that contain ephedra; prescriptions from licensed health care
practitioners would be required to obtain such products.

The impact of the scheduling of ephedrine on U.S. businesses that manufacture or distribute
ephedrine and herbal ephedra-containing products would be severe as well. FDA has estimated that
there are between 200 and 5,000 products containing ephedrine alkaloids on the market.”

According to estimates by the dietary supplement industry and the U.S. Small Business
Administration, a significant number of the several hundred thousand businesses that would be
impacted by the proposed scheduling are “small” businesses.”

VI.  If Further Controls Would be Needed (and They are Not), the 1988 Convention is the
Proper Mechanism to Address Concerns Regarding the Use of Ephedrine or Herbal
Ephedra as Precursors in the Manufacture of Illicit Drugs

A. 1988 Convention Overview

Ephedrine is listed in Table 1 of the 1988 Convention as a precursor chemical. The 1988
Convention was enacted to reinforce and supplement the 1971 Convention to more effectively
address the illicit production of, demand for, and traffic in narcotic drugs and psychotropic
substances. ?* The 1971 Convention, on the other hand, focuses on the risks associated with the
scheduled substances themselves. As described in more detail above (see Section III), the abuse
risks of ephedrine or herbal ephedra are not significant enough to warrant scheduling.

The 1988 Convention sets forth a number of measures to be adopted by the Parties to the
Convention (“Parties”) to prevent the diversion of listed substances, including, among others:

» establishing a system to monitor the international trade of listed substances;

* authority to seize listed substances if evidence shows they are being used as a precursor;
* labeling and documentation requirements for imports and exports of listed substances;
» record-keeping requirements for imports and exports of listed substances.”

21 See 21 CF.R. Parts 341.16 (“Bronchodilator active ingredients.”).
2 62 Fed. Reg. 30,678, 30,710 (June 4, 1997).

3 See Comments from the Small Business Administration to FDA regarding FDA’s proposed rule for dietary
supplements containing ephedrine alkaloids (February 3, 1998)(See Atachment A).

24 See 1988 Convention, Preamble and Article 2.
25 See 1988 Convention, Article 12 (9)(a) -(e).
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Thus, new concerns regarding the diversion of ephedrine for the illicit manufacture of drugs
or psychotropic substances could be fully addressed by the 1988 Convention. No problem of this
type exists for dietary supplements containing herbal ephedra. Parties are continuing to take action
to ensure that their domestic policies fully incorporate the provisions of the 1988 Convention. The
United States, for example, enacted the 1993 Domestic Chemical Diversion Control Act
(“DCDCA”) in part to address domestic regulations that were inconsistent with the requirements of
the 1988 Convention. Moreover, the DEA has in fact recently proposed a regulation seeking to
implement the DCDCA in an effort to prevent the diversion of chemical mixtures containing listed
substances.*

B. Potential Conflict Between the 1971 Convention and the 1988 Convention

Adding ephedrine to Schedule IV of the 1971 Convention, when it is already listed in and
regulated by the 1988 Convention, will create confusion among the Parties and make enforcement
of any restrictions on ephedrine troublesome. It is unclear whether the regulatory requirements
(such as labeling and recordkeeping for imports and exports) and enforcement tools (such as the
authority to seize listed substances used as precursors) applicable to ephedrine as a chemical listed
under the 1988 Convention would still apply if the substance is scheduled as a controlled substance
under the 1988 Convention. It is also unclear whether actions in compliance with one of the
Conventions would satisfy the requirements of the other, or if separate record keeping and
monitoring systems, for example, would be necessary under each Convention. As the Committee
pointed out in its recommendation, the overlapping jurisdictions of the 1971 Convention and the
1988 Convention would likely make “full effective international regulations of ephedrine difficult.””

Furthermore, the Committee stated that interpretation of these two Conventions by the
International Narcotic Control Board and WHO is needed.”® A formal interpretation, however, has
not been promulgated. Accordingly, it is not prudent to add additional international regulations
when the jurisdiction of the proposed regulations 1s in question. The United States should not
support international regulations when the domestic regulatory impact of these regulations is unclear
due to the confusion regarding the jurisdiction of the Conventions. At a minimum, the DSSSC feels
that the United States should demand that the junsdiction of the 1971 and 1988 Conventions be
clarified before considering the Committee’s recommendation on this matter.

VII. The United States Can Exclude Herbal Ephedra Pursuant to Provisions in the 1971
Convention

To prevent disruption of the current U.S. regulatory system, preserve sovereignty, and avoid
international pressure, the U.S. should vote against any scheduling of ephedrine and particularly
herbal ephedra under the 1971 Convention. However, there are several means by which the U.S.
could potentially exclude ephedra and dietary supplements containing ephedra from any restrictions
imposed on ephedrine, pursuant to provisions of the 1971 Convention.

% 63 Fed. Reg. 49506 (September 16, 1998).
7 64 Fed Reg. 1629, 1630 (January 11, 1999).
® Id.
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A. If the UN Erroneously Schedules Ephedrine, the Will of Congress Should be
Followed Domestically and the U.S. Should Exempt Itself from Implementing
This Regulation

Under Article 3, paragraph 2 of the 1971 Convention, a preparation may be exempted from
certain control measures if it is compounded in such a way that it presents little or no risk of abuse
such that the substance cannot be recovered from the preparation in a quantity liable for abuse. The
DSSSC believes that dietary supplements containing herbal ephedra are compounded in such a way
that they cannot be easily and practically used in the illicit manufacture of a controlled substance (if
they can be used at all) and thus present at most a negligible risk of being used as a precursor
chemical. Furthermore, as explained throughout this document, such preparations pose no risk of
“abuse.”

B. Parties May Elect Not to Apply Certain Provisions of the Convention

In the alternative, under Article 2, paragraph 7 of the 1971 Convention, a party may decline
to implement certain provisions in the applicable schedule upon notice to the Secretary-General of
“exceptional circumstances.” The DSSSC believes that based on the safe and beneficial use of
dietary supplements containing herbal ephedra and the unfounded, extreme restrictions that would
result from including herbal ephedra in any scheduling of ephedrine, “exceptional circumstances”
would demand that the United States notify the Secretary-General that it is not in a position to
implement all provisions of any scheduling imposed on ephedrine.

VIII. Conclusion

Scheduling of ephedrine or herbal ephedra under the 1971 Convention is misguided and
unnecessary. The factual record for ephedrine does not support the conclusion that the substance
should be scheduled as a controlled substance under the 1971 Convention. There is insufficient
evidence of widespread abuse of ephedrine in the U.S. or globally to justify its international
regulation as a controlled substance. While forty-six countries reported to the WHO that ephedrine
is used therapeutically for medical purposes, only the U.S. and Costa Rica reported any ephedrine
“abuse.” As noted, however, the term “abuse” appears to have been misused.

In any event, sufficient controls are currently available in the U.S. and throughout the world
to address any problems associated with ephedrine in an appropriate manner. The 1988 Convention
provides sufficient mechanisms to control ephedrine use, and in the U.S. ephedrine is regulated as a
“listed chemical” subject to significant regulatory controls.

If, however, ephedrine is added to any schedule of the 1971 Convention, herbal ephedra and
dietary supplements containing herbal ephedra should not be scheduled. There is no evidence that
herbal ephedra produces a state of dependence or addiction. Herbal ephedra and dietary
supplements containing herbal ephedra are simply not “abused.” Therefore, herbal ephedra and
dietary supplements containing herbal ephedra do not meet the criteria required for scheduling
under the 1971 Convention, and should be excluded from any scheduling that may be imposed on
ephedrine.

13



Importantly, potential use of a substance of as a precursor should not be considered in a
scheduling decision under the 1971 Convention, the purpose of which is to address the abuse
potential of a substance. The 1988 Convention is the proper means to address precursor use, and
this Convention already includes ephedrine as a regulated substance. Nevertheless, even if potential
precursor use is mistakenly considered in the decision to schedule ephedrine under the 1971
Convention, there 1s little credible evidence indicating that herbal ephedra, particularly when present
in low levels in dietary supplement products, is used as a precursor in the illicit manufacture of
methamphetamines. DEA’s suspect data regarding the alleged seizure of herbal ephedra products as
potential precursor material should not form the basis for the U.S. to determine that herbal ephedra
is in fact successfully used in the manufacture of methamphetamines. The evidence indicates that
using herbal ephedra and dietary supplements containing herbal ephedra to synthesize
methamphetamines is chemically difficult, if not impossible. Furthermore, the U.S. has a regulatory
scheme in place to adequately address any legitimate concerns regarding the precursor use of a
substance. Consequently, unfounded concerns regarding the use of herbal ephedra in the
manufacture of methamphetamines does not justify scheduling the substance under the 1971
Convention.

In addition to the scientific factors supporting the exclusion of herbal ephedra, the CND
may take into consideration economic, social, legal, administrative, and other relevant factors when
determining whether to add ephedrine to Schedule IV of the Convention and whether to exclude
ephedra from the Schedule. The DSSSC urges the United States to consider the impact of
restricting the access of millions of consumers to herbal ephedra and products containing herbal
ephedra. The proposed scheduling would have a devastating impact on hundreds of thousands of
businesses - the manufacturers, distributors, and retailers of lawful dietary supplement products
containing herbal ephedra. The DSSSC believes that the United States should support efforts to
distinguish herbal ephedra, and products that contain herbal ephedra, from pure ephedrine. Even if
restrictions are imposed upon ephedrine, such restrictions should not be imposed upon herbal
ephedra and dietary supplement products that contain herbal ephedra.

Respectfully submitted,

[ _NUNIRI -~

Stuart M. Pape
James R. Prochnow
Dantel A. Kracov

-

Counsel to the Dietary Supplement Safety

and Science Coalition
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Ml., ’
US. SMALL BUSINESS ADMINISTRATION
WassuncTon, D.C. 20416

T Re: Initial Regulatory F‘lcdbility Analysis of the Proposed Rule for Dietary o
B Supplements Containing Ephedrine Alkaloids, 62 Fed Reg. 30,678 &
(Je 4, 1997); Docket No. 95N-0304 .

Dear Dockets Management Clerk

_ On June 4, 1997, the Food and Drug Administration (FDA) poblished 3 notice of
cphedrine alkaloids (from botanical sources rather than pharmaceutical sources). Because
of the bolidsy scason and the Office of Advocacy’s unexpected participatioa in pending
Inigation of agencies’ compliance with the Regulstory Flexibility Act (RFA), ! the Office of
Advocacy was pot able 1o file these important comments in 3 timely fashion.

Under the proposed regulation, 2 dictary supplernent would be considered adulterated if it
coatains $ milligrams or more of cphedrine alkaioids per serving, oc its labefing suggests
or recommends conditioes of use that would result in intake of 8 mg or more in 2 6-hour
period oc a total daily intake of 24 mg or more of ephedrine alkaloids. In addition, the
new reguiztioa would require that the iabel of dietary supplements that contein ephedrine
alialoids state the following: 1) “Do not use this product for more than 7 days™ ; 2)
“Taking more than the recommended serving may resuk m beart attack, stroke, setarre or
dexth™; and 3) other specific waming statements. Finally, the proposed regulation would
proliba- 1) the use of epbedrine alkaloids with ingredients that contsin substances ke
caffeine known to have a stimulant effect; and 2) habeling claims that require long-term
mtake to aciueve the purported effect. Tihas massive regulation is designed to address
certain incidents of diness, myury and death purportedly associsted with the use of &ictary
The Office of the Chief Counsel for Advocacy of the US. Simall Business Administration
was created i 1976 to represent the views and interests of smsil business ia federal policy
making activities? The Chief Counsel participstes in riemakings when he deems it

! Regniaory Flexihility Act, 5 U.S.C. § 601, as amended by the Small Business Regulatory Eaforcement

Fairnesx Act, Pob. L. No. 104-121, 110 Stat. $66 (1996).
?Pub. L. No. 94-305, 90 Stat. 6638 (codified as amended in 15 US.C. §§ G34a-2. 637).
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necessaTy to easure proper representation of small business interests. In addition to these
(RFA), and works with federal agencies to ensure that their rulemakings demonstrate an
analysis of the Enpact that thefr decisions will have on small businesses.

In order to get to the argument of whether the FDA hes compbed with the RFA
expeditiously, the Office of Advocacy will assame srguendo that FDA has the statytory
authority to promulgate this rule > Upoa publisking in the Federal Register a proposed
rule, §§ 603 and 605(b) of the RFA require that an agency hesd must either certify that 2
proposed rule will not have 2 significant economic impact o a substantial mrmber of small
entities, Or prepare an initial reguistory flexibility snalysis (IRFA). Having determined that
the rule would bave 3 significant economic impact, FDA correctly chose the option to
pecform an IRFA. However, as explained below, FDA bas done an insdequate job of
analyzing the impact of the reguiation on small entities snd in identifying and analyzing
less burdensome alternatives. In additior, FDA committed several other procedural
errors inciuding faifing to observe the notice end comment requirements of the
Administrative Procedare Act (APA). SU.S.C. § 553.

L Number of Entities Affected

In arder to determine the impact of aay regulation, an 2gency axust make s rexsonable
effort 1o iderxify the type and nxmber of entities Bkely to be zffected by the regulation.
This process of learning sbout the regulated industry not caly helps the agency
determine whether to certify a rule for regnlatory flexibility purposes, it also helps the
agency develop an analysis of impacts and choose appropriste reguistory alternatives
that minimize economic burden.
In the instant case, those indastries Ekely to be impacted inclode distributors
(wholesalers and retxilers) and manufacturers of epbedrine alkaloids. FDA estimates
MMnbamNOndSOWMmmmmm
alkaloids, * nd.aﬁzendofthepuposadmk,FDAmModywmn
businesses will be impacted.’ This is a curious number because the Office of

3 The Dictary Suppicsncat Health and Education Act (DSHEA), Pub. 1. No. 103417, § 2(13), 108 Stac.
4323, 4326 (199¢), placex specific Emits on bow FDA can negelate or caforos againet detary
suppicecogs FDA bebieves sre masxfe or adniecased. Specifically, DHEA requires the YDA o prove
adnirration on 3 prodact-by-prodect besis cather thas designate by reguiation whes a class of detary
suppicmcots containing ephadrine alialoids are adultrrated wadey the Food, Drug and Cosmetic Act, 21
US.C. § 3420(1). The Office of Advocacy beficves that there is coasiderable mexit to the arpument that
FDA does not have the antharigy i the nstant relemaking to decignate by regalation that all Getary
sappiements containing cphedrine alkaloids arc adoleraged

“ 62 Fed. Reg. 230,710,

362 Fed. Reg 230,712, hmnm-uwdmmmu
agency relied on the esthnutrs appearing in the final rele on suritional labcling and on srvey data. The
cstimated mteber of dictary suppiesnent masufscharers in the mstritiopsl habefing reic was between 500
and 250 icms, with 935 percest of those firmss classified 23 small besiaccsex. The proportion of
mannfacoerers prodeciag prodocts containing cphedrine alkaloids was not revealed is the matritional
sapplement rale, but two macket sarveys identified 85 msonfactarers and distributors of dietary
mm«mmm_wxu”mmmu
metritiona) labefing rele, the ageacy adived at the figare of 30 goall fioms (9% of 85 firmas equals 30
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Advoacyrecuvadl”hun:ﬁmmn&saﬂxmﬂdymbcnpwad&wdyby
the proposed regulstion—double the mumber estimated by FDA. Surely, the letters
received by the Office of Advocacy represent a mere fraction of the mumber actually
impacted. The Office of Advocacy is also gware that many ephedra products are sold
by tens of thousands of home-based distributorships that are part of oudti-level
marketing companics. Many of these businesses, although part of a larger parent
company, sy nevertheless be mdependently owned and operated and considered to
be “small business concerns™ under the Smsfl Business Act ¢
FDA should develop an outreach strategy to obtain more reliabie industry data.
[ndustry trade associations are typicslly a good starting place. In fact, FDA is
obfigated under § 609(a) of the RFA to engage in outreach efforts to ensure small
busmess participation in the rulemaking process. In other words, § 609 requires
agencies t0 do mare than publith a notice of proposed rulemaking in the Federal
Regider, and may inchude such strategies as direct notification of interested small
entities.

IL Cost-Benefit Analysis
The discnssion below paints & clear picture cfFDA’s failure to comply with the RFA.
The beart of the RFA is the requirencat for an econoasc impact analysis to determine
the impact on small businesses and the requirement for proposing and snalyzing less
burdensome reguistary alternatives and explicitly stating the reasons for accepting oc
rejecting the alternatives presented. ' When an agency reliés on faulty data in its
analysis—as in the instant case—the result is 3 flawed analysis with inflated benefits
Based on the information gicaned directly from the docket and the proposed rule, and
from the accounts of industry experts, the Office of Advocacy opines that the benefits
of the instant proposed rule are much lower than FDA’s estimates—by FDA'’s own
admession, possibly cven zero. Stmply, FDA’s data do not demonstrate the need for
the reguiation. Having acknowledged thet the rule will have a significant economic
impact on a substantial mumber of small entities, FDA bad a duty to analyze accuggtely
theunpwtofnspnpodmddupapmmdnorym

. A Sceatific Evidence?

FDA dites as the reason for its proposed rule, “verious illnesses and injuries, including

muitrple deaths, associated with the use of detary supplement products that contain

epbedrine alkainids and the agency’s investigations and analyses of these illnesses and
mjories” 62 Fed. Reg. 2t 30,678. FDA, bowever, relies on adverse event reports (AERs)

_ to suffice as evidence of the need for the reguiation.

firms). The souece and dase of the market data is not ciear. Mareover, FDA asanues that the estimates in
the antritional babeling final rulc regarding the anmber of mansfacrers carvesponds w the information
collected in the market dazs with regard o manufactaress agd &stribwtors.

¢ See 15US.C. § 82X



bymmmmAmMAmsmnuﬁauemofdanm
which to draw conchisions regarding the health effects of a particular substance. In the

proposed rule, FDA acknowicdges that

“a possible source of serious erTor in evaluaring observational dara, such as that found
in FDA’s postmarketing surveillance system, is the potential for insppropriately
assuring that a cause and effect relationship exists between 2 perticular exposure and
to the exposure,”™ and that “many of the AERs did aot provide enough information to

. adequately evaluxte . . . {causality]” 62 Fed. Reg at 30,689-90.

In mmnerous other instances within the docket the agency cites the unrefiability of AFRs.
For mstance, Docket Volz. 190 and 263 which catalogue the AER reports cootain certain
m’m’ m-

The evaluation of data in (a] passive surveillance reposting system . . . is limited by

several recognized fectors .

e Because reporting is vohmtary, adverse events may occur which are not reported,
and are therefore not in SNVAEMS [Office of Special Nutritionals Adverse Event
Moaitoring System)

e A singie case may be reported more than ooce, inflating the number of reports in
the system . .

o ‘I'haesnomdmumgumbem:hmdmam
product, or ingredient in 2 product

¢ An cvent may be related to or modified by an underlying discase or condition, to
other products which sre taken concurently, or the event may have occarred by
chance st the szme time the suspected product was taken

e Acaxmisted case reports cannot be used to calculste incidents or estimates of
product risk. They must be carefully interpreted as reporting rates, and not as
ocourrence of incidence rates. The length of time that & product has been
marketed, the market share, expericace and sophistication of the populanion using
the product or evaluation of the adverse event, publicity about an adverse reaction,
and regnistory actions are all factors that influence the probability that an adverse
event will be reported. Comparisons of product safety cannot be directly obtained
from these data.

With regard to the last descisimer on accummlated case reports cited sbove, FDA ignores
its own wamning. That is, FDA states that between 1993 and 1996 it received “2 rapidly
escalating momber of AERs associated with the use of dietary supplements, some thet
coutzined epbedrine afkaloids, some that did not.” 62 Fed. Reg at 30,680. Based oa this
“smalysis,” the agency concindes that increased AERS transiate to mcreased risk to the
generdd population. FDA, bowever, does not attempt to offer any other explanation for
increased reports. Increased exposure is not the ssme as incressed risk. For instance,
increases in the mmmber of people using such products could be a factor in increased
reports. FDA'’s flswed “analysis” is misieading for reasons slready acknowledged by
FDA, and for other common sense reasons outfined bdow.



FDA never establishes 2 basefme for its snalysis. In other words, FDA does not provide
any infornation on the percentage of individusls in wham the purparted side effects would
occur paturally or randomly. General symptoms ke increased heart rate, elevared blood
mmmem&&h&gmmdw&gh&gm
over-the-counter (OTC) product ke Dexarrim’ or Actifed”, Estening to a screaming
toddler oo an airplane, or 2 bad day st wock. It would be easier to establish 2 causal
relationship, for instance, if a higher than normal percentage of the population developed
less commaon symptoms or diseases Rloe Creurzfeldt-Jakob disease (2 buman variant of
“mad cow discase™) afier consuming contaminated beef.

Also, the AERs contsined in volumes 190 and 263 of the docket are inherently
incoaciusive and lacking in vital data, and 00 ressonsbie persom could draw sy coochsion
ephedyine alkaloids were the cause of the reported iliness. There is no way o traly
determine, for mstance whether 3 particular reaction, if ia fact cxused by a dietary
suppicmest, was doe to g defiberate overdose or precxisting medical condition. Based on
information assembled by the industry (st great expense and effort), out of 920 reports’,
662 (spproximatcly 72%) of the AERs lack medical recosds, and over 123 (approximately
13%) AERs list products for which there is no indication that the product coatains any
epbedrine alkaloids. In total, the industry experts cited 784 (approximatcly 85%4) AERs
that were lacking vital data ™

In addition to the fack of data in the AER repocts, indastry experts who carcflly reviewed
The experts found cases where adverse events occurred absent the use of an cphedra
procuct, caset where no adverse effect was fisted, events medically unrelated to ephedrine
ingcstion, and other bizaore reports Rice a case where a patient became pregnant though
using an implanted birth coatrol device."! These reports have no rational relationship to
the safety oc efficacy of epbedrine alkaloid products.  If the industry accounts of the
AERs are accunate, then the Ofice of Advocacy can only conciude that FDA never

? The active ingredicnt im Dexatzin is phenylpropasalamsine (PPA) with a daily recommeaded dotage of
75-mg h is s amphetasrine-tike substance that discepts bunger signals to the braia. Certain individuals
who inpest PPA through weight lous or OTC coid products may expericnce norvonsess, Bmmca,
insnermia, headaches and clevated biood pressare. These warnings are on the product kabels, yet FDA is
umumummummuynnnbauwm

* One of the active ingredests in Actifed is pacsdockpodrine hydrochloride with a daily recommended
dosage oot © exceed 240 mg. According W the product kabel, sune poople sy cxpezicace “servoomess,
dizrimess, or shecplessacss.” -
? The 920 repoxts should be placed i the comsext of billons of doses of dictary supplemeuts taken by

consoners over the past couple of yoars. FDA states that they bave collecsed over [25 dictary suppicment

progncts habelod as containing a knowa sourcs of ephedcine slialoids daring the pust twe years. Sae 62
Fed Reg 3t 30,679, Pvea if only one billion doses had been takem, i would amouut % anly .0000009%

of doses comsaened that resuised in 2 report. Stistically, spesking, it is vary possible that ax cven higher

parcentage of the general popaistion would have died of experieaced gencral symptoms resernbling those

associated with the reporied events coatxined in the AFRL

. '* Sarfight’s and Natracentical's Comments © FDA's Proposed Rule os Dictary Suppicments Containing
MM(‘V& D) at 46 (December 2, 1997),

Id. s £7-49.



checked or approved the individual reports prior to their inchusion m the docket. In any
event, the industry experts conchuded that thexre were “no desths or serious injuries from
coasumption of ma buang at levels approaching 25 mg per serving taken four thmes per
day, even for profonged periods.™ ™
Finally, the dxtx snd/or snudies primarily refied upon by the agency deal with the
pharmaceutical equivalent of ma busng (botamical ephedra). FDA stxtes:
the agency was not able to find definitive evidence to evaluste whether ephedrine
alkaloids from botanical sources sre metabolized differently than those from
pharmaceutical sources, and i the sbsence of more directly relevant datz for dietary
supplement products, the agency considered it appropriste to rely oo evidence from
botanical sources. 62 Fed. Reg. at 30,682
There is an inappropriate lexp of logic involved in ssauming that botanical sources (ma
buang) contaiting mixtures of cpbedtine alkaloids are the xame as & single cphedrine
alkaloid found m pharmaceutical derivations. There is a0 evidence, for instance, that
botanical and pharmecentical derivations have the same potency or that they are
metabolized i the body the same way.-
B. Methodology of FDA"s Anslysis

Assuming FDA’s data were accurate, the agency again deperts from requirements of the
RFA by failing to explain filly the process of its analysis of benefits. Specifically, the
agency’s claims regarding fives saved and the climination of sesious mjuries are
m:bmad. Tabie 6 i3 used to sumenarize estimated benefits m terms of nsk

reduction

In Table 6, titled, Estimated Value of Anmal Risk Reduction From Proposed Actions,
FDA BEsts six columns: 1) Type of adverse event 2) Annual reported cases, 3) Estimated
annual casex, 4) Reduction in estimsted anmual cases, 5) Value of estimated risk reduction
per case ($ thousands), and 6) Value of estimsted risk reduction ($ milbons). The totals
for each cobumn are based oa the combined msmber of deaths, serious cardiovascular
system events, etc. as they relate to each colamn.

s The source of the data for annual reported cases is cohnna two is aot apparent. FDA
states that the aumual reported cases are based oa the average number of adverse event
reports per year between January 1993 and June 1996. The total for this colurmm is
174. IfFDA is refying on the misicading and incomplete AERs sppeating in the
docket, the total for this cohxmn should be much lower—maybe even zero. IfFFDA is
relying on some other duta source, then that source should be revealed.

The estimated annnal cases in column three—1,110—are bazed oa a pumber of
Peculiar assumptions. The agency assumes that $0% of the AERs involving the
consumption of dietary supplements suspected of containing epbedrine alkalotds are
actually related to the consumption of dietary supplements, that $0% of the

2d at 0.
 Table € is reprodnced in Appendix B of this docasent.
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actually conmain ephedrine alkaloids, * and 10% of adverse events to the dGetary
supplements are repocted.  The agency, bowever, sdmits that “considerable uncertamry
exsts with respect to the vahdity of the assumptions on which this estimate is based ™
62 Fed. Reg. a2 30,708. FDA provides oo information regarding the basis of thetr
assumptions.

e The values of estimated risk reduction per case in column five are based on 1988 data
that estimates the vahse conszmers place oa reducing risk of 1) scute CNS and bver
or kidney changes, 2) chronic CNS system impairment, god 3) beart disease and
stroke. The dollar values were then coaverted from 1938 to 1996 consumer indices.
The values coasumers place on reduced risk per case is inelevant if the risk does not
exist. In other words, if there is no proven risk, then there is 00 risk to reduce and
there is no beneft. The same is true for the figures m colomn six—vakse of estimated
risk rednction—since they rely ou the data in colommns four snd five. Moreover, if
mhmm(whé:vﬁsuﬁhe,nduﬁngmdmﬁugm:)wm then
50 does column six.

In the instans case, the faudty data, Wd&maﬂoﬁsm
errors all contributed to the Gty saalysis—en analysis that overestimates the benefits and

undermines the entire rulemaking.
C. I[make Restrictions

FDA proposcs dosage Emits by restricting the per serving amount and frequency, zad also
pmpossﬁnma:the&rmouofm The sgency proposes that § mg be the maximum
serving/dose for dietary supplements *  Products with higher dosage amounts will be
considered adulterated under the proposal Hnmthuts-omchordanto
support any of the proposed restrictions.

FDA reiies on a study of cphedrine in 20 mg per sexving dosages to szpport its 8 mg
restriction, but there is a fourfold problem inberent in relying on this dsta. Frst, the study
does oot imvolve botanical sources of cpbedrine alkaioads. Second, the agency does not
adequately address how it concluded that 3 mg was an appropriate amount when the study
reficd on 20 mg domges. Third, the 20 mg study did not apply to the general population,
but to the mochidly obese—who are generally at higher risk for bealth problems. Fourth,
the 20 mg study dealt with testing the effectiveness of the dosage and not its safety. .
FDA then tries to buttress its $ mg dosage requirement by referencing postmatketing
surveillance data. The agency “{amlyzed] the ephedrine alkaloid levels in the small

mammwmumwmmm
cvemunuadowrtothew The levels were found to range from 1 to S0 mg per

™ The 0% figure was dowrmined by FDA 28 follows: “the proportion of rrporied adverc cvests

asyociesed with Getary suppicents that iwvolve sappicmcats containiag cphedrine alkaloids is probehly

mﬁdwm Within this range, FDA beticves the most Jikely valme is around 80 percest
= (Emphasis added), 62 Fed. Reg. 230,707,

"Qﬁd.lgnn.m-ﬂ

¥ Jd %230,693.



serving.  This information does not necessarily suppoct the agency’s proposition that doses
exceeding 8 mg are harmfidl because there is no way 1o know whether there were
deliberate overdoses, whether consumers were taking products marketed as substinstes for
illegal drugs, whetber the reported reactions were related to some other cause, etc.

Io addition, the agency admits that, “{gfiven the available evidence, it is difficalt to
ascertain whether there is a threshold level of epbedrine alkaloids below which the general
populsation and susceptible individuals will not expericace serious adverse events.”™ 7 The
agency goes on to say that, “Ttjbe evidence does not exist to establish a safe level ™™ &
~ seems that the coaverse could also true based on the proposed rule as written. That is, &
maximum safe level cannot be determined either. The data presented by the agency does
not prove the need for any per serving restriction. In fact, FDA states that “all that cen be
said concerning the proposed potency Exmits is thet they may reduce ths expected mmmber-
of adverse events by between pere to $0 percent. ™™ I the FDA canaot demonstrate the
Iack of safety of a product, then, given the statutocy burden of proaf for dietary
awmﬁutbmhﬁbmﬂm&em

Sanglar arguments can be made against FDA's proposed frequency and duration
restrictions. The agency proposes 1 lsbel staternent probibiting clatms related to weight
loss and coacomitantly placing s 7-dsy mit on the use of epbedrine alkaloids with &
muximom duly intake of 24 mg (three 8 mg doves per day). Many of the sffected

the durstion requirement. In fact, if s distributor stocks mainly weight loss supplements,
gencrally be takom for 2 loager period i arder to be effective. To avoid unnecessary
burden on the industry, thoughtfiil attention mmst be given regardmg the basis for the
duration requrement.

The agency states that its data shows that “Jong-term ase of . . . ephedrine alkaloids, even
at relatively low levels, is related 1o serious adverse events, inchading cardioaryopathy and
myocardial pecrods ™™, 2 However, the presence of ephedrine alkaloids in the body is not
dispositive of the fact thet cardiomyopathy was the resuit. Refiance on  AERs to prove
cardiomayopathy is mappropriate because of he prevalece of the disease in the general
population. According to the Montgomery Heart Foundation for Cardiomyophathy,
approximately one in 500 people carTy an altered gene that can canse certain forms of the
discase. Therefore, many who suffer or dic from this disease, contracted it genetically.
Others contract it through mfection, endocrine disosders, metsbalic disorders or other

T

' /d = 30.,694.

1 /d 230,707 (cxaphasis added).

®Jd st 30,695.

3 Cardicmyopabty is & strecsual of faactional abaocmality of the heart smascic, causing weakening of the
heart susscle amd subscaoest ipabilicy of he beat  pumap blood cfficiently.

B The Montgnmery Heart Foundstion for Canfiomsyopatky is the only acgamization in the country whose
peimary focos is cardicmwyopathry, and is the sole advocate for ressasch in the trentment of the discase as

well 2¢ 3 chestinghouee for coxrent information o the ssbycct.



unknownumu. The agency has not identibed any test or assay to prove dispositively
that azty reported incidents of cardionryopethy truly are due to long-term use of ephedrine
alkzloids In fact, fterature ca the sobject sugpests that no such test exists.

D. Labeimg Langirage
sttement, “Do not use this product for more than 7 days,™> ciearly would eliminate the

* produoct for use as 2 weight joss supplement as discussed exrfier. However, as discussed
above, no scientific evidence supports the statement. FDA'’s rationale for this statement

is that weight loss ciaims, for instance, promote excessive conamnption. However, it ts
aot at all clear bow weight loes cisims can be differentisted from any other beneficial

effect, or why benchicial effects antomatically entice consumers to exoeed the
mﬂddongg

Sinilarly, the proposed “death™ waming is unsubstantisted The statement, “Taking more
than the recommended serving may case beart attack, stroke, setzare, or death ™ is at
best, an over statement-—at jeast based on the scientific evidence presented by FDA. In

* addition to the fack of scientific evidence, FDA’s actions in the case of the dexth warning
seem arbitrary and capricious beczuse no such warning asppears on over-the-counter

(OTC) ephedrine products (pharmaceutical derivations). There is the appearance that
FDAuubmuiymdingo&meMmy&rm‘um

1f any label atement were 10 be required, the Office of Advocacy recommends label
Statements simalar to those currently found on OTC epbedrine products.

III. Unfimded Mandates Act

The agency apparently has also overiooked the requirements of the Unfinded

Mandates Reform Act (UMRA)™, which, as of 1995, applics not only to states, but
aiso to private mdustry (tnchuding ol sizes of businesses). UMRA, thercfore, apphes

m the case of a federal prvate sector mandate where the aggregate estimated amounts
that the private sector will be required to spend in one year in order to compiy with the
mandate exceeds $100 milion. I the sgency bad pedformed an adequate analysis, it
would have been apparent that the economic impact of the imstant rule would pnpose
in excess of $100 milhon i costs to the industry. '

When UMRA applics, an agency must issue 2 written statement coataining specific
infornatioa and the agency shall also “identify and consider a reasooahle number of
regulstory alternatives and from those alternatives select the least costly, most cost-
effactive or least burdensome alternative that achieves the objectives of the rule.™>
Amoug other things, an agency's written statement must contzin the following:

B 62 Fed. Reg 32 30,718,
2 Pub. L Na_ 1044, 109 Stat. 4% (1999), (codified a3 amended in 2 US. C. §§ 1501-71 (Supp. 1996)).

B2USC 2§ 1595a)



o aquahtative and quantittive assessment of the anticipated costs and benefits of
the federal mandate incloding the costs and benefits to the private sector, as wed
as the cffect of the federal mandate oa beaith, mfety, and the natural enviroomen
estimates by the agency, if and to the extent that the 2gency determines that
accurate estimates are reasoaably feasible, of the fisture complhance costs; and an
disproportionate budgetary cffects of the federal mandate upon any particudar
regions of the nation or particular segrents of the private sector; and
o estimates by the agency of the effect on the national economy, such as the effect
oa productivity, economic growth, full employment, creation of productive jobs,
and imernational competitiveness of U.S. goods and services.

There was no such written statement in the instant rulemaking because the agency &
oot even identify Unfinded Mandates a3 an issuc.

The burden of achicving rednced economic impact for businesseg subject to 2
regulation is higher in the case of UMRA than for the RFA. That i, the RFA require
only that agencics endesvor to reduce economic borden where possible by carefully
analyzing and selecting less burdensome alternatives in the scheme of the agency’s
describing the requirements of UMRA—the “Jeast burdensome alternative”, for

example.

1t is the opinion of the Office of Advocacy that the instant rule is not the least costly,
most cost-cffective or least burdensome alternative for ressons previously expressed.
Ia addition, the agency has aot provided any explanation (as required by UMRA) as t:
wity it bas not compiied with the requirements.

The APA requires an agency to publish 2 notice of proposed rulemaking in the
Federal Register and to provide the public with an opportunity to comment. 5 U.S.C.
§ 553. The potice and comment requiremnents of the APA serve three distinct

purposes.
[fhrst, notice improves the quality of agency rulemaking by ensuring that agency
regolations will be “tested by exposure to diverse public comuments; Second, notice
and the opportonity to be beard are an essential component of “faimess to affected
parties.” Third, by giving affected parties an opportumity to develop evidence in the
record to support their objections to a rule, notice enhances the quality of judicial

705 F2d 506, 547 (D.C. Cx.

Bﬂ)(mmmd). Mnstmormdy the notice must “provide sufficient detadl
Mrmmkﬁhr*mmmmdmwmm
0. v. Browner, 16 F3d 1246, 1268 (D.C. Cir. 1994), cert.

musanamx Furthermore, an ageacy:

10
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specificity. Otberwise, interested parties will not know what to comment o, and
~ potice will pot lead to betier-informed agency decision-making. [d at 1268.
In this case, FDA failed to establish & record upon which the public and affected
entities couid comment. There saxply is not enough relevant mformation or data m
the mstant rulemaking for there to be adequate notice to the public regarding the hikely
mapact of the regulation.
Moreover, the method in which the record was updated and cocrected piaced a great
bwducnthmemammdeuphtbadmmmdonﬁkame
agency ™ Although the comment period was extended while adpistments were made
to the record, the new materials sppareatly were lumped together with the original
documents making it impossible to determine which materiais were new. It was
necessary, therefore, to undergo the expensive and time coanuming task of reviewing
the entire record to find the new information.

V. Other ARkermatives

FDA proposes implementation of the rule 130 days after pubBication of the final rule ¥
This seems unreasonable. The 2geacy did oot consider any alternative length of time
for implementation. FDA does reference the fact that businesses were given 18
maonths to comply with the regulstion for nutrition labefing of dietary supplements @
but did not cxpiain why 6 months was an adequate period of tane in the instant case.
FDA should extend the length of tine for compiance. The time required for
reformmlation of maay products and printing new labels may be considerable and
should be a major considerstion.  The Office of Advocacy saggests a period of not
less than one year, but we defer the to the judgment and expertise of the industry if
they determine that a period longer than one year is needed to comply.

V1L Conchision

Under no circumstances would the Office of Advocacy support say business, small or
otherwise, that produces or sells mishranded or adulterated products to conauners.
However, it is not dear why this rule will accomplish more than adequately enforced
Lrws already m existence.  Carrently, unsafe or adulterated products that harm
coasumers may be seized or removed from thie stores under FDA'’s present authority.
Moreover, false ciauns in advertising can be addressed oa 3 case-by-case basis by the
Federal Trade Commession. These alternatives warrant grester analysis.

* Under § 609(a)(5) of the RPA,
“when anry rule is promuigated which will have 2 significant ecomomic impect on a sahstantial sumber of
small entitics, the head of the ageacy . . . with sastesy responsibility for the prozmigation of the rele
shall sssure that soall catitics have beea gives an opportamity © perticipste i the ralemsking for the rule
through the reasmahie wee of techeaiques sach 25— . . . the adoptioa or modification of ageacy procedoral
rules 1 reduce the cont ar complexity of participation in the relemaking by smafl cntithes ®
? €2 Fed Reg. 2 30,709,
® Sor 60 Fed. Reg. 67,184 (Decomber 28, 1995).

11
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The Office of Advocacy reafizes that industry datz snd concinsions regarding this oc
any other proposed rule many be somewhat skewed or seif serving, but the
inforrmation provided by the industry in this instance is 30 compelhing and 3o different
from the Information provided by FDA, that the agency needs to address these serious
concesns before pabiishing a final rule. FDA can accomplish this anly through betzer
The agency’s claims regarding market faihure and adverse event reports have 5o basis
n science.  Similarly, the dosage restrictions in the nstant casc hsve no scientific basis
and practically probibit small exsity participation in frec markrt competiion. Without
. more specific scicntific evidence sad analysis, to require aything mare than label
wamings about possible reactions or drug interactions would Ekely be in violation of
the Regpistory Flexibility Act, the Administrative Procedure Act, the Unfanded
Mandates Act and Exscutive Order 12,366.

Sencerely,

: %&m Menalid, L0084

Asst. Chief Counsel for Advocacy

12
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& ANALYSIS PERFORMED BY:

DR I R R

April 8, 1988
Test Report No. C8-0730
Page 1 of 1

Merabglife Internationa! Inc.
5070 Santa Fe Street
San Diego, CA 92109

Attn: Mike Ellis

One case of Metabolife Dietary Supplement 356 was received March
23, 1998, The label listing the ingredients in this product is attached.

It was requested that we attempt ¢ preduce methamphetamines from
the Metabolife Dietary Supplement using the “street” method published
in The Journal of Forensic Scisnces, Vol, 40, No. 4, July 1995,

The teblets were initially analyzed for ephedra content by High
Performancae Liquid Chromatography (HPLC). Each tablet was found to
contain 13.1 mgitablet on average of ephedra alkaloids.

The contents of the 12 botties of Merabolife Dietary Supplement 356
were ground resuhting in approximatety 1.3 kg of starting material
{13.7 g ephedra alkaloids). The material was extracted into methanol
and the extract wes reactad with rad phosphorus and hydriodic acid for
five hours. The resulting mixture was basified and extracted into fracn.
The freon was then acidified using hydrogen chioride gas. This should
have resuited in the production of methamphetamine crystals, however
it formed 2 black tar like materisl. The material was tested by Gas
Chromatography/Mass Spectroscopy (GC/MS) and found 10 contain
mostly ephedra slkaloids and caffeine, the presence of
methamphetamine was not detected.

The procedure described sbove was performed according to the methad
published in The Journal of Foransic Sciences, Vol. 40. No 4, July
1995, ttled “Ephedra’s Role As a Precursor in the Clandestine
Manufacture of Methamphetamine” by K.M. Andrews. Based on our
snelysis, it does not appear that this published method can be used to
make methamphetamine from Metabolife’'s Dietary Supplemant 356,

REPPRT REVIEWED BY:

Nicole M.
Chemist

Hauser Laborarones. Ths report mJy be cogied only in & enlirety

Hauser Lebaratory Servicas » 5555 Airpont Bive. ¢ Bouv'ger, CO 80301-2339 « Ph: (800) 2¢1-2322 » FAX; (303) 441-58

Hauser €nginearing Servicas » 4750 Nautius Ct. So. « Boulder, CO B0301-3240 = Ph: {303) 581-C079 « FAX: (303) $31-0195
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