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I, Introduction

Homeopathic drugs have become
increasingly popular in recent years,
possibly as a result of the renewed
interest in the use of natural medi-
cines. Contrary to popular belief, how-
ever, homeopathic drugs are not nec-
essarily herbal drugs or natural drugs.
Rather, the distinguishing characteris-
tic of homeopathic drugs is that they

derive their therapeutic effect from the _

“Law of Similars.” Simply stated, the
“Law of Similars” holds that certain
disease symptoms .nay be relieved if
patients are given small doses of sub-
stances that have been found, at higher

dosage levels, to produce similar dis-

ease symptoms. 1 other words, sub-
stances that may harm a healthy per-
son when given in large doses may
cure a sick person when given in
smaller doses.

Ever since the principles of home-
opathy were first established in Ger-
many in the late 18th century, homeo-
pathic medicines have been widely
used and generally accepted in the
mainstream medical community
throughout Europe’, especially in Ger-
many and France. In the United States,
however, the acceptance and popular-
ity of homeopathy has fluctuated
widely.

Homeopathy was first introduced
to the United States in the late 1820s
and obtained wide popularity after the
Civil War. By 1900, it is estimated that
there were over 20 homeopathic medi-
cal schools (now there are none) and
over 9,000 homeopathic physicians in

the United States. The popularity of
homeopathy subsequently waned,
however, partially due to the opposi-
tion of the American Medical Associa-
ton {which was founded in 1847 in
response to the founding of the Ameri-

can Institute of Homeopathy in 1844).

The primary impetus that led to the
virtual demise of homeopathy, how-

ever, was the emergence of the allo- -

pathic pharmaceutical industry. Allo-
pathic drugs, currently the most
widely used drugs throughout the
world, produce pharmacological ef-
fects that counteract symptoms or dis-
eases. These allopathi synthetic medi-
cines (particularly an«biotics) became
increasingly popular in the late 1930s.
Subsequently, major national and mul-
tinational pharmaceutical companies
focused their attention on new classes
of allopathic therapeutic agents (e.g.,
analgesics, oral hypoglycemics, anti-
hypertensives, antiemetics, antitus-
sives, diuretics, H2 blockers, etc.). In
the frenzy to produce new allopathic
agents, homeopathy was eclipsed and
dramatically lost popularity. In fact, it
is estimated that by the early 1970s,
the entire homeopathic pharmaceuti-
cal market in the U.S. comprised less
than $10 million in sales. No medical
or pharmacy schools in the U.S. taught
homeopathic concepts, and the num-
ber of homeopathic physicians de-
creased dramatically to a few hundred.

During the last 20 years, however,
the American public has exhibited re-
newed interest in homeopathic medi-
cabions. This interest has been prima-

rily fueled by the demand by consum-
ers for safe “natural” products. A sec-
ondary impetus that has led to the re-
newed interest in homeopathy by con-
sumers was the modification of the
federal Food, Drug and Cosmetic Act
of 1938 (FDCA),? in 1976, regarding
vitamins, minerals and-herbal prod-
ucts.

As a result of these developments,
it is currently estimated that between
£100-200 million of homeopathic drug
products are sold in the United States
e=ch year. The 1995 Directory pub-
lished by the National Center for Ho-
meopathy lists over 500 homeopathic
practitioners in the United States.

In 1988, as a result of this recent
surge in popularity, the Food and Drug
Administration (FDA) began to regu-

‘late homeopathic drug products more

stringently. If anything, increased
regulatory scrutiny has served to ben-
efit the homeopathic pharmaceutical
industry since consumers and health
professionals have become more aware
of the overall positive safety profile of
homeopathic drugs.

II. The Founding of
Homeopathy — Favorable
Safety Profile

The practice of homeopathy was
founded by Samuel Hahnemann
(1755-1843) in the late 18th century.
Hahnemann observed that Cinchona
bark (the source of quinine) was an
effective remedy for malarial fever.
This led him to postulate a method of
treatment based upon the concept of



“like cures like” {the Law of Similars).
In order to test the theory, Hahnemann
conducted an experiment. While
healthy, he took large doses of Cin-
chona bark and observed the results.
Hahnemann soon developed the
symptoms of malarial fever. From this
experiment, Hahnemann opined that
the “Law of Similars” was applicable
and that the same substance that
causes symptoms in‘a healthy person
may relieve such symptoms in an un-
healthy person. The seeds of home-
opathy were planted.

After further experimentation,
Hahnemann and his colleaguies soon
observed, somewhat surprisingly, that
infinitesimal potencies of homeopathic
medications (very dilute dases) are
more effective than less dilute medi-
cations. This powerful conclusion is a
fundamental principle of homeopathy
and is responsiyle for the favorable
- safety profile of homeopathic drugs.
There are very “:w published reports
of homeopathic drug adverse events.

Homeopathic drug productsthere-
fore appear to be safer than most allo-
pathic drug products. While it is be-
lieved that homeopathic drugs stimu-

late natural defense mechanisms,? al-.

lopathic drugs produce pharmacologi-
cal effects that counteract symptoms

"or diseases. Unlike homeopathic
drugs, therefore, allopathic drugs
cause clearly defined chemical reac-
tions within the body -which are more
likely to cause side effects.

. III. Basic Principles of

Homeopathy .

As noted, the essential principle of
homeopathy is the “Law of Similars.”
According to this principle, the same
substance that can cause specific symp-
toms in healthy people may relieve
such symptoms if given in a small
dose. Homeopathic drugs are there-
fore tested in “provings” that are de-
signed to see how a substance affects
healthy people. For instance, if a sub-
stance is found to induce nausea in
healthy people when given in large
doses, this substance may prevent nau-
sea when given in small doses. Over
the years, huncdreds of substances have
been tested in such “provings.”

The second major principle of ho-
meopathy is the principle of the infini-
tesimal dose. Since homeopathic sub-
stances will actually cause symptoms

when given in a large dose, it is critical -
that the substances are substantially

diluted before they are given to a pa-
tent.

The third major principle of home-
opathy is that treatment should be in-
dividualized. Homeopaths believe that
each homeopathic drug preduct acts
differently in different people. Conse-
quently, homeopathy is premised
upon the belief that there is a unique
cure for each person. Even though a
number of homeopathic medications
are typically available to treat a gen-
eral allment, each medication will have
a different “symptom picture.” In or-
der to choose the appropriate homeo-
pathic drug product, one should de-
termnine which “svmptom picture”
best fits one’s symptoms.

IV. Preparation of

- Homeopathic vrug Products

Although homeopathic pharmaceu-
tical companies have slightly different
methods for diluting their drug prod-
ucts, the following procedures are in-
dicative of the general approach. First,
the base preparation, or “mother tinc-
ture,” of the homeopathic drug is pre-
pared (which may be derived from
plants, animals, and/or minerals).
Then, the “mother tincture” is gradu-
ally diluted in a solvent (usually water
and/or alcohol) and vigorously shaken
(causing molecular agitation, or “po-
tentization”). The dilution process is
typically repeated a number of times
before the homeopathic medicine is
reacly for use. Over the years, it has
been found that a more dilute homeo-
pathic drug is more potent than a less
dilute drug. This counter-intuitive re-
sult is reflected in the homeopathic
dilution terminology. Homeopathic
drugs are diluted according to one of
two scales: decimal (“X") or centesi-
mal (“C"). Although this sounds con-
fusing, it is relatively easy to under-
stand.?
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V. Effectiveness of
Homeopathic Drug Products

There is no widely accepted scien-
tific rationale that explains how ho-
meopathic drugs achieve their posi-
tive effects. Although it has been theo-
rized that homeopathic drugs stimu-
late innate natural defense systems, the
precise mechanism of action for this
effect is unknown. Some scientists have
speculated that electromagnetic signals
or energies are transferred in the di-
luted homeopathic preparations (re-

_ taining a “memory” of the “mother

tincture”), thereby trigzering responses
in the body. -

Based upon the absence of a scien-
tific explanation for the effectiveness
of homeopathic drug products, some
have argued that homeopathy is noth-
ing more than an elaborate “placebo

seffect” In other words, the critics of

homeopathy contend that homeo-

pathicdrug products are effective only

because patients believe they are ef-
fective. These critics believe that pa-
tients taking homeopathic drug prod-
ucts would show the same improve-
ment in symptorns if they were given
sugar tablets with no active ingredi-
ents (placebos).

A number of studies, however, have
found that homeopathic drug prod-
ucts are more effective than placebos.
In one study, for instance, scientists
compared the effects of a homeopathic
preparation of mixed grass pollens
{"30C") with placebo in 144 pabients
with hay fever. The scientists found
that patients taking the homeopathic
preparation showed a greater im-
provement in symptoms than those
taking a placebo.” Similarly, in a sepa-
rate study, 28 patients with allergic
asthma were given a homeopathic
drug product ( “30C") or placebo. The
scientists again found that the homeo-
pathic drug product was more effec-
tive than the placebo.

Perhaps the most significant homeo-
pathic effectiveness study was con-
ducted in 1991. Researchers conducted
a meta-analvsis, reviewing 107 homeo-
pathic drug trials that were printed in
96 published reports. The researchers
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found a positive trend: of the 103 trials
with interpretable results, 81 trials sug-
wesied that homeopathic drugs are ef-
fortive while 24 cueeeeted they arein-
eifective. The researchers concluded
that although the results of their analy-
sis may be complicated by publication
bias, and although a number of trials
were of low methodological guality,
there nevertheless is evidence in sup-
part of the effectiveness of homeo-
pathic drugs.”

VI. FDA Regulation of
Homeopathic Drug Products

A, Statutory References

Official legal recognition of homeo-
pathic drugs in the United States may
be attributed to the principal author of
the FDCA, Senator Royal B. Copeland,
M.D., a homeopathic physician. The
FDCA provides that the term “drug”
includes “articles recognized in the of-
ficial Homeopathic Pharmacopeia of
the United States.”® Homeopathy
therefore receives special status under
the FDCA.

Homeopathic drug products are
also mentioned in other parts of ‘he
FDCA. Section 501° - relating to adul-
terated drugs - provides in subpart (b)
that a drug is deemed to be adulter-
ated [i]f it purports to be or is rzpre-
sented as a drug the name of which is
recognized in an official compendium,
and its strength differs from, orits qual-
ity or purity falls below, the standards
set forth in such compendium.” That
subpart also provides that:

Whenever a drug is recognized in
both the United States Pharmacopeia
and the Homeopathic Pharmacopeia
of the United States it shall be subject
to the requirements of the United States.
Pharmacopeia unless it is Iabeled and
offered for sale as a homeopathic drug, in
which case it shall be subject to the
provisions of the Homeopathic Phar-
macopeia of the United States and not
to those of the United States Pharma-
copeia. (Emphasis added.)

Section 502 of the FDCA'® - relating
to misbranded drugs-also recognizes
the Homeopathic Pharmacopeia of the
United States. That section also con-

lains hwo homeepathic provisos com-
parable Lo the language found in Sec-
tion S0 Accordingly, drugs Lhat are
recocnivedin the official Homeopathic
Pharmacopein are not adulterated
when they are manufactured in accor-
dance with FPharmacopeia specifica-
tions, nor are they misbranded when
they are labeled in accordance with
the labeling provisions of the Pharma-
copeia.

B. Regulatory Distinctions From
Allopathic Drugs

The FDCA defines “drug” to in-
clude both homeopathic and allopathic
substances, A “drug” is defined as in-
cluding “articles intended for use in
the diagnosis, cure, mitigation, treat-
ment, or prevention of disease in man
or other animals..and articles (other
than food) intended to affect the struc-

ture or any function of the body of -

man or other animals.”!! FDA, how-

ever, has opted to regulate homeo-

pathic drugs differently than allopathic
drugs. FDA has issued a “Compliance
Policy Guide” (which is discussed, in-
fra Section VI.C) that outlines FDA's
method of regulating homeopathic
drugs.

Allopathic drugs that are classifiz'l
as “new drugs”'? (meaning they have
not been widely used and are not gen-
erally recognized as safe and “effec-
tive”) may not be marketed unless they
are found by FDA to be both safe and
effective. In order for FDA to make
this determination, a company must
submit, and FDA must approve, a
costly “new drug application”
(NDA).® These applications contain
the results of safety and efficacy stud-
ies that support the marketing of a
specific drug product. It has been esti-
mated that it costs the allopathic drug
industry between $300-400 million to
obtain FDA approval of a new chemi-
cal entity “new drug.”

A homeopathic drug, on the other
hand, may be marketed without FDA
making a determination that the drug
is safe and effective; homeopathic
drugs may be marketed without fol-
lowing FDA’s NDA clearance proce-
dures. FDA justifies its regulatory dis-

tinction between allopathic and ho-
meopathic drugs upon the relative
positive safety profile vl homeopathic
cimgs.

FDA's regulatory distinction be-
tween homeopathic drugs and allo-
pathic drugs also extends to its mecha-
nism for regulating the sale of over-
the-counter (OTC) drugs (drugs that
may be purchased without having to
obtain a prescription from a health pro-
fessional). Under FDA's OTC Drug
Monograpli System, specificallopathic
OTC drug ingredients are reviewed fo
see whether they are generally recog-
nized as safe and effective for their
specificindicaton. lf an allopathic drug
ingredient is not listed in a relevant
OTC monograph, the ingredient may
not be included in an OTC drug un-
less an NDA is submitted and ap-
proved by FDA. Homeopathic drugs,
however, are not part of the “OTC Re-
view” and therefore OTC homeopathic
drug ingredients do not need to. be
listed in an OTC monograph.™

In 1994, a number of physicians and
interested parties submitted a formal
Citizen Petitior” to FDA, requesting
that FDA regulate homeopathic drugs
in the same manner as allopathic
drugs.!® This 2-page Citizen Petition
contains 3 exhikits and 42 signatures,
but fails to present a coherent argu-
ment in favor of -a modification in
FDA's policy toward homeopathy. Not -
surprisingly, FDA has not attempted
to alter its regulatory position regard-
ing homeopathic drug products based
upon this Petition.

C. Homeopathic Drug
“Compliance Policy Guide”

At one point in the mid-1970s,
FDA dismissed homeopathy as a dy-
ing medical practice. Consequently,
FDA attempted to remove all of the
FDCA'’ s references to homeopathy in .
a bill known as the "Drug Regulatory
Reform Act of 1978.” Although this
bill passed the Senate, Congress ad-
journed before final action on the leg-
islation was complete. After realizing
the bill was not likely to be passed,
FDA reached a compromise with the
lhomeopathic community. FDA agreed




to support the status quo regarding
the wording of the FDCA (including
the references to homeopathy), but
also indicated its intent to establish an
official homeopathic policy statement.

In 1988, after 10 years of negotia-
tion with homeopathic physicians,
pharmaceutical manufacturers and lay
groups, FDA issued a Compliance
Policy Guide (CPG) (an official en-
forcement policy statement) that for-
mally establishes the manner in which
homeopathic drugs are regulated.”
Despite the CPG, homeopathic drugs
are still regulated less stringently than
allopathic drugs.

The CPG provides that homeo-
pathic drugs may only contain ingre-
dients that are generally recognized
as homeopathic. Such recognition is
most often obtained via the publica-

tion of a monograph in the HPUS.

However, as long as other official
" documentation exists in support of
general recognition, a homeopathic
drug ingredient does not necessarily
have to be recognized in the HPUS. In
recent years, very few new homeo-
pathic ingredients have been added
to the HPUS. FDA has also noted that
a product’s compliance with a HPUS
monograph does not necessarily mean
that it has been shown to be safe an
effective. )

According to the CPG, and in ac-
cordance with established FDA prin-
cipals regarding allopathic drugs, a
homeopathic drug may only be mar-
keted without a prescription (OTC) if
it is intended .solely for self-limiting
disease conditions amenable to self-
diagnosis (of symptoms) and treat-
ment. Other homeopathic drugs must
be marketed as prescription products.
In addition, if an HPUS monaograph
states thata drug should only be avail-
able on a prescription basis, this crite-
ria will apply even if the drug is in-
tended for a self-limiting condition.

The CPG also provides that FDA's
general allopathic drug labeling, re-
quiremenls are alsu applicable 1o ho-
meopathicdrugs. The labeling require-
ments for homeopathic drugs include,
but are nol imited to, the following:

1. Each product must bear the name
and place of business of the manufac-
turer, packer, or distributor;

2. Each product must list all active
ingredients, including the level of di-
lution;

3. Each product must bear an es-
tablished name, which must be in En-
glish but may also be listed in Latin;

4. Each prescription product must
contain the following legend: “Cau-
tion: Federal law prohibits dispensing
without a prescription.”

5. Each OTC product must bear
adequate directions for use;

6. Each OTC product must bear at
least one major OTC indication for use
(this requirement has been problem-
atic for the homeopathic industry since
single ingredient homaopathic drug
pirducts are typically indicated for a
“symptom picture” rat er than a spe-
cific indication-i.e., cough or cold.

- Nevertheless, the homeopathic in-
dustry has doneits best to comply with
this requirement. Compliance is easier
for multiple ingredient products since
the appropriate indication is deter-
mined based upon the overlap of the
“symptom pictures” of each ingredi-
ent).

In addition, all firms that manu-
facture, prepare, compound, or other-
wise process homeopathic drugs must
register their drug establishments with
FDA and must also “list” their drugs
with the agency.™ The “listing” re-
quirement has been applied in a con-
troversial manner by FDA: the agency
has refused to list certain homeopathic
drug products if it believes other ho-
meopathic regulatory requirements
have not been met. Homeopathic
drugs must also be manufactured in
conformance with “current good
manufacturing practices” (regulatory
requirements relating to the melthods
used in, amd the facilities used for, the
manufaciure of drug products). Due
to their unique nature, homeopathic
drugs are exempt from FDA's require-
ments for expiration date labeling,
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D. FDA Lnforcemenl Aciivity
and Rule Making Regarding
Homeopathic Drug Products

For most of its existence, FDA has
been suspicious of the homeopathic
pharmaceutical industry and has ex-
hibited a strong ant-homeopathic bias.
Since the publication of the CPG, FDA
has increased its regulatory scrutiny
of homeopathic drug products.” FDA
has a number of options available to
challenge the marketing of homeo-
pathic drug products, including the
following three common areas of fo-
cus:

1. Ingredient Violations-Homeo-
pathic drug products must contain in-
gredients thatare generally recognized
as homeopathic. Otherwise, products
may not be marketed as homeopathic.
In addition, a product that contains a
combination of non-homeopathic ac-
tive ingredients and homenpathic ac-
tive ingredients also may not be mar-
keted as homeopathic.®

2. Prescription Labeling Violations-
Homeopathic drug prodt ismay only
be marketed OTC if they are intended
to treat a disease or symptom that is
selfHimiting and amenable to self-di-
agnosis and treatment by the laity.
Consequently, homeopathic drug:
products that are intended to treat dis-
ease symptoms such as cardiac
arrhythmias® and lymphatic disor-
ders™ may nol be marketed OTC.
These products may only be used un-
der the supervision of an appropri-
ately licensed health care professional.

3. Parenteral Homeopathic Drugs-
FDA has alleged that homeopathic
parenteral (injectable) drug products
must be manufactured in accordance
with the sterile manufacturing stan-
dards applicable to allopathic drugs.
FDA has refused to permit the impor-

_ttion of homeopathic parenteral drug,

products that do nol meet these re-
quirements.

There are no special enforcement
mechanisms or procedures that apply
tohomeopathic druy producs. (DA
decides to initiate an enforcement ac-
ton against a homeopathic drug prod-
uct, it will follow the same enforee-
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ment procedures that are used for al-
lopathic drug products. Possible FDA
actibns include a product seizure, is-
suance of an injunction, initiation of a
criminal action, and, whereapplicable,
border detentions and the refusal of
entry into the United States.

The homeopathic pharmaceutical
industry has been actively involved in
FDA rule making initiatives. For in-
stance, FDA recently issued a final
regulation that requires the disclosure
of alcohol levels in OTC drugs.™ Based
upon comments submitted by the ho-
meopathic industry, however, FDA
agreed that certain labeling require-
ments will not apply to homeopathic
drug products until FDA researches
the issue in greater detail and obtains
maore detailed comments from inter-
ested parties. The homeopathic phar-
maceutical industry has also claimed
an exemption from FDA's tablet im-
printing regulations™ for medicated
pellets (which are processed without
compression, making imprinting im-
possible).

VII. The Homeopathic
Pharmacopeia of the United
States

The HPUS was first pubi‘shed in
1897 and is still updated reguiarly. The
HPUS was initially publishe by the
Committee on Pharmacy of the Ameri-
can Institute of Homeopathy and is
currently published by the Homeo-
pathic Pharmacopeia Convention of
the United States (HPCUS), a private,
non-profit entity organized exclusively
for charitable, educational, and scien-
tific activities. HPCUS has established
a number of committees, including the
Council on Pharmacy (COP), which is
responsible for making recommenda-
tions to the Board of Directors regard-
ing all issues not related to individual
monagraphs.

As noted, the HPUS is an official
publication that is cited in the Federal
Food and Drug Laws and the CPG.
The HPUS contains hundreds of
monographs for homeopathic ingre-
dients that have been found by the
FPCUS to be both safe and effective.
Each monograph contains: the name

111

of the ingredient, the chemical formula
and molecular weight of the ingredi-
ent, a description of the ingredient (i.e.,
colar, solubility, toxicity, ete), prepa-
ration requirements, and appropriate
dilution levels for prescription and
OTC use® The HPUS also contains
general standards for the preparation
of homeopathic drugs.

For safely reasons, the FIPUS also
requires certain homeopathic drug
products to be marketed only via a
prescription-regardless of the indicated
use of the product. Specifically, those
products that utilize toxic “mother tinc-
tures” are usually limited to prescrip-
tion use at lower levels of dilution.

[n order for a drug to be eligible for
inclusion in the HPUS, the HPCUS
must have determined that the drug is
safe and effective, the drug must be
prepared -according to the specifica-
Hons of the HPUS, and the submitted
documentation must be in the proper
format as required by the HPUS.

[n addition, the drug must meet at
least one of the following four criteria
regarding. afficacy:

1. The therapeutic use of the drug
must be established by a “proving”
that is a-ceptable to HPCUS (this is
the most common method used to es-
tablish the efficacy of a homeopathic
drug product. The homeopathic indus-
try has recently been debating the ex-
act requirements ofa “proving”);

2. The therapeutic use of the drug
must be established througn published
documentation that the substance was
in use prior to 1962 (this grandfather
provision was designed to deal with
older, well-established homeopathic
products);

3. The therapeutic use of the drug
must be established by at least two
adequate and well controlled double-
blind clinical studies using the drug as
the sinzle intervention (it was never
intended for this option to be exten-
sively utilized by the homeopathic in-
dustry-this is the standard approach
for establishing the efficacy of allo-
pathic drug praducts); or

4. The therapeutic use of the drug
must be established by: (a) data gath-
ered from clinical experience encom-
jpassing the symptom picture, pre- and
post- treatment, including subjective
and any available objective symptoms;
or (b) data documented in the medical
literature subjected to farther verifica-
tion.

Ifa company believes a drug should
be included in the HPUS, the com-
pany may submit a proposed mono-
graph to HPCUS. The monograph is
then submitted to the Monograph Re-
view Committee (MRC). The MRC is
primarily responsible for reviewing
submissions for: 1) nomenclature; 2}
biological classification; 3) chemical
formulae; 4) molecular weight descrip-
tions; 5) range and habitat for botani-

-cals-and zoologicals; 6) dosage levels;

and 7) preparation, and classification
issues.” The MRC then recommends
that the monograph be approved, de-
ferred, or not approved. MRC recom-
mendations are subject to public com-
ment.

After puklic comments are received,
the Pharmac ypeia Review Committee
(PRC) convenes. The PRC is respon-
sible for: 1; reviewing MRC recom-
mendations; 2) performing an in-depth
review of references; and 3) ensuring
the adequacy of the symptom picture
and/or proving according to HPCUS
guidelines and HPUS eligibility crite-
ria.¥ The PRC also makes a recom-
mendation to approve, defer, or not
approve the monograph.

If the PRC recommendations con-
cur with the MRC recommendabions,
the monograph is sent to the Board of
Directors for final review. If the PRC
and MRC recommendations do not
concur, a joint MRC/PRC meeting is
held to resolve the differences. The
Board of Directors then makes its final
decisions, which are recorded in the
official minutes of the HPCUS. Ap-
proved monographs are published in
the HPUS,
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VIII. Regulation of
ITomeopathic Drug Products
in Europe

Thelaws and regulations applicable
to homeopathic drug products in Eu-
rope are exceedingly complex. This
complexily is, to a large extent, a re-
sult of the two-liered regulatory sys-
tem in Europe.® European Union (EU)
directives apply to all Member States,
and each Member State also has its
own laws and regulations applicable
to homeopathic products.

In addition, some Member States,
such as the United Kingdom, France,
and Germanry, have their own Pharm-
acopeias that serve similar functions
as the HPUS. These Pharmacopeias
contain manufacturing and process-
ing requirements, as well as detailed
monographs for specific homeopathic
ingredients. Because the Pharm-
acopeias in the various Memher States
have not been harmonized, the ho-
meopathic pharmaceutical industry
must adhere to different requirements
in different nations. "

This complexity has created diffi-
culties for the European homeopathic

industry since the present system does

not provide for a centralized approval
procedure. Homeopathic drug prod-
ucts are therefore treated differently
than technologically advanced medici-
nal products, which are subject to a
new centralized approval procedure
coordinated by the European Medi-
cines Evaluation Agency (EMEA).?
Asa result of this complexity, there
has been no attempt in this article to
provide a detailed analysis of Euro-
pean laws and regulations applicable
to homeopathic drug products. Rather,
the following discussion primarily
summarizes the principal components
of the most recent EU homeopathic
directive (Council Directive 92/73/
EEC) and outlines aspects of this di-
rective that have been targeted for
change by the European. Project Group
on Council Directive 92/73/EEC
{(Project Group).' In addition, as an
example of country-specific regulation,
this section briefly reviews the gen-
eral approach used in Germany to
reguilate homeopathic drug products.

A. Homeopathic Council
Directives
1. Background

Prior to 1992, homeopathic drug
products were principally regulated
in Europe according to Council Direc-
tive 65/65/EEC (which was eslab-
lished in 1965) and Council Dircctive
75/319/EEC {which was established
in 1975). Directive 65/65/EEC estab-
lishes the general framework for the
regulation, and approval, of all me-
dicinal products in Europe. Directive
75/319/EEC supplements the above
Directive and is designed to ensure
the free movement of proprietary me-
dicinal products throughout Europe.
Directive 75/319/EEC authorizes a
Member State to prohibit the sale of a

medicinal product, including a homeo- -

pathic product, if the product is Jack-
ing in therapeutic efficacy.”* Direc-
Hve 75/319/EEC also establishes the
Commi' “ze for Proprietary Medicinal
Products {CPMP), which is responsible
for giving an opinion as to whether a
particular proprietary medicinal prod-
uct complies with Directive 65/65/
EEC*®

2. Council Directive 92/73/EEC

In 1992, Council Directive 92/73/
EEC (1992 Directive) was established
in order to provide a simplified mecha-
nism for certain homeopathic drug
products to be marketed in Europe.
European trade associations, such as
Germany’'s Bundesfachverband der
Arzneimittel-Hersteller E.V. (BAH)
and its pan-European counterpart, As-
sociation Europeenne des Specialites
Pharmaceutiques Grand Public
(AESGP)," were actively involved in
the drafting of the 1992 Directive.* The
1992 Directive does not replace the pre-
vious Directives but rather supple-
ments them by permitting a Member
State to adopt a simplified registration
process. According to this simplified
process, the manufacturers of certain
homeopathic drug products are not
required to prove that their drug prod-
uct is therapeutically effective.™

Member States are not obligated to
establish a simplified homeopathic reg-
istration procedure and may continue
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to require proof of therapeutic efficacy
for all homeopathic products.® Some
Member States, such as Germany, uti-
lized a simplified registration proce-
dure even before the 1992 Directive
was enacted.

The Directive distinguishes between
homeopathic drug products that con-
tain therapeutic indications (i.e., are
labeled to affect certain symptoms or
disease states) and those that do not
contain such indications. Homeopathic
drug products that contain therapeu-
tic indications may not utilize the sim-
plified registration process. Homeo-
pathic products that are not Jabeled
with a therapeuticindication, however,
are eligible to use the simplified pro-
cess.

Specifically, the 1992 Directive pro-
vides that a homeopathic medicinal
product is only eligible for the special
simplified registration procedure 1f:

1. No specific therapeutic ir ca-
tion appears on the labeling of the' me-
dicinal product or in any information
relating th -reto;

2. The product is administered
orally or externally;

3. There is a sufficient degree of di-
lution to guarantee the safety of the
medicinal product. In particular, the
product may not contain more than 1
part per 10,000 of the mother tincture
or more than 1/100th of the smallest
dose used in allopathy with regard to
active principles whose presence in an
allopathic medicinal product resultsin
the obligation to submit a doctor’s pre-
scription.¥

If a homeopathic drug product is
subject to the simplified registration
procedure {(which does nat require
proof of efficacy), the product must
bear required labeling. For instance,
the product must contain the scientific
name of the ingredients and the label-
ing must clearly provide that the prod-
uctisa “homeopathic medicinal prod-
uct without approved therapeutic in-
dications.” The labeling must also con-
tain additional information such as the
degree of dilution, method of admin-
istration, manufacturer’'s batch num-
ber, etc. A warning advising the user
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ta consult a doctor if the symptoms
persist during the use of the medicinal
product is also required.™

Arcording to the Furepean Com-
mission, ten Member States have al-
ready transposed the 1992 Directive
into national law: Germany, France,
United Kingdom, Denmark, Ttaly, Aus-
tria, Sweden, Greece, Spain and Fin-
land. Most Member States are expected
to adopt a simplified registration pro-
cedure.

3. Project Group Proposals
Regarding Directive 92/73/EEC

The Project Group, representing
13 Member States, has made a num-
ber of recommendations (which are
currently being reviewed and consid-
ered) to modify the 1992 Directive, in-
cluding:

1. The Directive should be modi-
fied to permit the use of trade names
for homeopathic drug products. Ho-
meopathic products currently must
exclusively use the scientific name of
their ingredient(s). This requirement
is unnecessary since consumers will
not be confused if a homeopathic drug
product contains a trace name. Fur-
thermore, the requirement may catuse
confusion with regard to homeopathic
products that contain multiple ingre-
dients;

2. The Directive should not limit
the use of the simplified registration
procedure to orally and externally ad-
ministered preparations. This limita-
tion unnecessarily prejudices tradi-
tional pharmaceutical forms such as
injectables;

3. The Directive is being interpreted
by some Member States to mean that
homeopathic drug products prepared
at dilutions lower than I part per 10,000
of the mother tincture may not utilize
the simplified registration procedure.
This interpretation is inaccurate since
the restriction was only meant to ap-
ply to prescription homeopathic prod-
ucts;

4. The reference to “mather tinc-
ture” should be altered to refer Lo
“mother substance.” In this manner,
insoluble substances will be included;
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5. The ruference to the “smallest
dose used in an allopathic medicine”
should be altered to refer to the "usual
dose.” This change is necessary since
it is difficule to determine the actual
smallest allopathic dose;

6. The disclaimer, “homeopathic
medicinal product without approved
therapeutic indications,” should notbe
required since it is unnecessary, re-
dundant, and discriminates against the
homeopathic drug indusiry; and

7.The warning that a user consult a
doctor if symptoms persist “during
the use of the medicinal product” dis-
criminates against homeopathic drug
products. This warning is not requirec
on allopathic drug products and, more-
ovar, there is no correlation bebween
the course of homeopathic treatment
and the persistence of symptoms dur-
ing the use of the proctuct.

B. Brief Overview:
Regulation of Homeopathic
Drug Products in Germany

According to the German drug law,
which was revised in August, 1994, a
homeopathic drug pr. duct may be
lawfully marketed in one of two ways:
1" simplified marketing registration
i.r products that do not make thera-
peutic claiins) or 2j marketing au-
thorization (for products that make
therapeutic claims).* Simplified mar-
keting regisiration is the more com-
mon approach, particularly for single
ingredient remedies (in which case ho-
meopaths will know how to prescribe
the product, and a therapeutic claim is
not necessary). However, for multiple
ingredient remedies, marketing autho-
rization is the preferred route since
the therapeutic use may be unclear-
even for homeopaths.

The German simplified marketing
registration procedure is very similar
to the procedure outlined in the 1992
Directive. In fact, the German proce-
dure pre-dates the Directive and was
the model on which it was based. As
with the 1992 Directive, simplified reg-
istration is only available if the ho-
mueopathic drug product does not con-
tain a therapeutic indication. However,

the German procedure differs from t:
1992 Directive’s procedure in that o
homeopathic product may use the siin-
plified procedure even if it bears o
trade name.

The marketing authorization pro-
cess is more complex. For drugs that
are not new chemical entities, and
therefore their effects and side effects
are well known {as with the vast ma-
jority of homeopathic drug products),
“scientific documents” may be pre-
sented to the Federal Institute for
Drugs and Medical Devices (Institutc?
{formerly known as the Bureau o
Health or BGA) for reyiev\!. The Insti-
tute then reviews these “scientific
documents” (which may include clini:
cal trials, articles, “provings,” et
and may send the documents to v
of two Commissians that were estab-
lished to evaluate homeopathic sub-
missions-Commissions C and D,

Commission C is responsible for re-
viewing anthroposophic homeopathic
drug products," while Commission 1.}
is responsible for reviewing all oth.r
homeopathic products.” Commissic
D is primarily responsible for revivi -
ing requests to prolong the marketin,
authorization of homeopathic produt -
that were on the market . or to Janu:
ary 1, 1978 (when the German Di
Law came into effect). Tr 2 membuy
of these Commissions are experts =
the field of homeopathy and are -
sponsible for evaluating homeopat::
medicines to determine whether the-
are safe and effective.

The Commissions then provide t:
Institute with their recommendati: -
The Institute, however, is under .
obligation to follow these recomm »
dations. In recent years, the hon
pathic pharmaceutical industry -
found it very difficult to obtain o -
keting, authorizations from the b °
tute. The Institute has establish.
very high hurdle for scientific d
mentation, and has therefore :.
many products off the market.

IX. Conclusion

For most of the past 40 years, |
premised its regulatory position
garding homeopathic drug prov
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upon the belief that homeopathy is a
dying medical practice. In fact, as late
as 1978, FDA supported a bill that at-
tempted to terminate the special legal
status of homeopathic drug products
under the Federal Food and Drug
Laws. When the legislative effort
failed, FDA began to formulate a regu-
latory policy that would be applicable
to homeopathic drug products. FDA’s
legislative defeat therefore paved the
way for the promulgation of the 1988
Compliance Policy Guide.

The homeopathic market is cur-
rently flourishing due to increased
consumer demand for safe and effec-
tive health products that do not cause
side effects. In fact, the homeopathic
industry is believed to have grown
ten-fold in the last 15 years. Neverthe-

less, during this period of rapid -
growth, FDA’s enforcement of its ho-
meopathic regulatory requirements -

has been extrem~'y variable.

In some cases, FDA has legitimately
become involved in serious homeo-
pathic industry issues. For instance, it
is well known Jat some companies
attempt to introduce illicit and bogus
drug products into the marketplace
by referring to these products as “ho-
meopathic.” These outlaw companies
cause significant concern for federal
regulators. the homeopathic industry,
and consi mers. FDA has therefore
been actively involved in brying to
eliminate this thinly veiled “homeo-
pathic facade.”

In other situations, however, FDA
enforcement has been questionable.
For example, a number of homeo-
pathic border detentions by FDA have
appeared to be baseless, These deten-
tions have been grounded more in
FDA's general suspicion of homeopa-
thy, rather than in any legitimate regu-
latory problems. In addition, FDA in-
spections of homeopathic manufactur-
ing facilities have been particularly
demanding in recent years and have
been followed by unreasonable de-
mands for manufacturing and/or la-
beling changes.

FDA has also refused to list certain
homeopathic drug products, even
though FDA's “listing"” regulations do

not appear to authorize this practice.
In addition, in some instances FDA
has delayed the issuance of “certifi-
cates of free sale” {documenting com-
pliance with U.S. regulations) for over
a year. FDA uses the request fora “cer-
tificate of free sale” as an opportunity
to scrutinize homeopathic labeling and
other regulatory requirements. These
actions may be indicative of FDA's
long-standing bias against homeo-
pathic products.

As demonstrated by the above ac-
tions, it is unlikely thal the chasm of
suspicion between the homeopathic
industry and FDA will be bridged un-
less both parties deal rationally with
regulatory problems created by the
rapid growth of homeopathic drug
praducts in the Uniled States.

In Europe, even though homeo-
pathic drug products are more widely
accepted, regulatory issues are still in
a state of flux. Confusion appears to
result from the lack of harmonization
between Member States, as well as the
difficulty in applying recently enacted
Council Directives.

In the United States and Europe,
homeopathic drug products are sub-
ject to a constantly changing stream of
regulatory requirements. The homeo-
pathic pharmaceutical industry is still
learning how to navigate this stream
in an effective manner. Future devel-
opments will assuredly lead to further
regulatory changes, but it is unclear
whether the tide will change for the
better or worse.
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