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Brief Biography
BRIAN M. BERMAN, M.D.

University of Maryland School of Medicine
Complementary Medicine Program, Department of Family Medicine
Kernan Hospital Mansion
2200 Kernan Drive, Baltimore, MD 21207-6697
Tel: (410) 448-6871 Fax: (410) 448-6875

Dr. Berman is the founder and director of the Complementary Medicine Pro gram at the
Umversity of Maryland School of Medicine and Professor of Family Medicine, Board
certified in family medicine and pain management, Dr. Berman has trajned extensively in
acupuncture and homeopathy and has integrated these therapies into his clhinical practice
over the past 17 years. He holds a diploma in Traditional Chinese Medicine and, in
addition to being a founding member of the American Academy of Medical '
Acupuncturists, he 1s a member of the Royal Society of Medicine and the F aculty of
Homeopathy in Britain.

Dr. Berman is principal investigator of a National Institutes of Health (NIH) center grant
for the study of zlternative medicine in the treatment of arthritis and related disorders. He
is principal or co-investigator of eight research studies in complementary medicine
funded by the NIH, the Department of Defense and private foundations, mncluding a large,
multi-sjte randomized controlled trial of acupuncture in the treatment of osteoarthritis and
studies of acupuncture for acute post-operative pam and nausea and vomiting. Interested
in investigating the scientific foundation and efficacy of therapies currently outside the
mainstream of medicine and evaluating their contributicn in the treatment of chronic
ailments such as pain, Dr. Berman established the first university-based center in the
United States focusing on research, education and clinical care in complementary
medicine. He has published widely in the field and was recently awarded the
intemarional Seirin award in recognition of his contributions to acupuncture research,

Dr. Berman has served as adviser to the NIH, chawring the first advisory panel to the
National Justitutes of Health Office of Alternative Medicine (NTH-QAM) and
participating as a member of the NIH Altemative Medicine Program Advisory Council
for six years. In addition, he chaired the NIH-OAM editorial board for its 350-page
report, 4lternative Medicine: Expanding Medical Horizons. Dr. Berman also serves as
Field Coordinator for the Complementary Medicine Field of the international Cochrane
Collaboration, an organization dedicated to evaluating alt medical practices.
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Brian M. Berman M.D.
Professor of Family Medicine
Director, Complementary Medicine Program
University of Maryland School of Medicine

PRESENTATION TO THE WHITE HOUSE COMMISSION ON
COMPLEMENTARY AND ALTERNATIVE MEDICINE POLICY
- May 15, 2001

Mr. Chairman and members of the Commission, I am extremely honored to be given the
opportumity to speak with you today on the evaluation of complementary and alternative
medicine (CAM) research literature and the role of the Cochrane Collaboration, as well
as research waining for CAM practitioners and the integration of CAM research into
conventional academic health centers.

I am a board certified family practitioner and pain management specialist with extensive
training and clinical experience in a variety of CAM modalities. 1 am also Director of the
University of Maryland Compliementary Medicine Program and Principal Investigator of
2 National Institutes of Health (NIH)-funded Specialized Center of Research in CAM as
well as a PI & co-investigator on a number of NIH-funded clinical trials. As such, I am
both a clinician and a scientist. As I speak to you today I will mainly be weating my
research hat. One of the main areas of focus of our center at the Unjversity of Maryland
is the investigation of the safety, efficacy and mechanism of CAM therapies for pain-
related problems. We design and conduct original, rigorous research trials, in addition to
sysiematically distilling the best evidence available worldwide and communicating these
results to the clinical, scientific and public communities. The first half of my
presentation will address the unportance of the work in systematically reviewing the
CAM scientific hiterature.

Evaluation of CAM Research Literature apd the Role of the Cochrane _

Collaboration

The Cochrane Collaboration is an international organization founded in 1993 that
prepares, maintains and disseminates systematic, up-to-date reviews of health care
interventions. It was started in response to the challenge made by Archie Cochrane, an
eminent British epidemiologist, that people whe want to make inforraed decisions about
healthcare do not have ready access to reliable reviews of the available evidence.

The aims of the Collaboration are to provide information that is:
Evidence-based '

Easily accessible

Internationally developed

Quality controlled

Clinically useful

Periodically updated

® O o o » 0

Bnian M. Berman, M.D.
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The Collaboration is being built on nine principles:
Collaboration

Building on the enthusiasm of individuals
Avoiding duplication

Minimizing bias

Keeping up to date

Ensuring relevance

Ensuring access

Continually improving the quality of its work
Continuity

® @ ¢ ¢ 90 4 & =» »

The significance of the work of the Collaboration to medicine has been compared to that
of the Human Genome Project. Not only does it provide an invaluable service in
overcoming “the great collective ignorance about the effects of health care” (Archie
Cochrane), it also provides invaluable information to guide future research efforts.

The Cochyape Library

One of the main outputs of the Collaboration is the Cochrane Library which includes
several databases:
s The Cochrane Database of Systematic Reviews contains Cochrane systematic
reviews.
¢ The Cochrane Controlled Trials Register is a bibliographic database of controlled
trials.
» The Database of Abstracts of Reviews of Effectiveness (DARE) includes structured
abstracts of systematic reviews which have been critically appraised by reviewers.
*  The Cochrane Review Methodology Database is a bibliography of articles on the
science of research synthesis.
Reviewers ' Handbook on the science of reviewing research.
¢ Glossary of methodological terms and Cochrane jargon; and contact details for
review groups and other groupings in the Collaboration.
L& 6PC
At present there are 1081 reviews and 307,872 trials in the Reviews Database and the
Registry and 2793 abstracts in DARE, an amazing achievement for an organization that
has not yet celebrated its 8" birthday! The Library is available electronically.

The Complementary Medicine Field

- In 1996, through the interest of a number of researchers from countries around the globe
and the encowragement of Wayne Jonas (Director at the time of the NIH- Office of
Altemative Medicine), a Complementary Medicine Field was registered within the
Collaboration. The purpose of the Field is to 1) ensure the priorities and perspectives of
CAM are reflected in the work of collaborative review groups; 2) compile a database of
CAM reviews; 3) compile a registry of trials in CAM for uploading to the central
Cochrane Registry, 4) coordinate activities with relevant agencies outside the
Collaboration; and 5) comment on systematic reviews relating to CAM. The Field is

Brian M. Berman, M.D. 2
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coordinated by our Center at the University of Maryland and we now also maintain the
CAM Registry. The work of the Field has received support from NCCAM.

The Cockrane CM Field Trials Registry
The CAM Trials Registry has been a significant undertaking since it aims 1o be inclusive

of all randomized controlled trials in CAM, published or unpublished, in any language.
Many of the trials and tribulations of finding relevant studies are outlined in an article
about the CM Field published in JAMA in 1998. Challenges have included 1) the
difficulty of capturing all CAM studies through MEDLINE (and other electronic medical
database) searches due to factors such as the limited scope of practices defined by
MEDLINE as alternative medicine and the limited number of journals contaiming CAM
literature that have been indexed by MEDLINE, 2) the need to identify and search
electronic databases world-wide that may contain CAM literature, and 3) the need to
hand-search journals that are published around the world. As part of our effort to
increase accessibility of CAM literature, members of the Field have worked with the
National Library of Medicine to make recommendations to mmprove the number of CAM
journals indexed by MEDLINE and to make their Medical Subject Headings indexing
systetn more sensitive and precise for searching on CAM. There are now over 5300
randomized controlled trials and controlled clinical trials in the Cochrane CM Trials
Registry.

Criteria for Inclusion as CAM
The criteria used in our selection process with regard to CAM topics is based on the
definition of CAM developed at the April 1995 NIH, OAM Methodology Conference:

“CAM is a broad domain of healing resources that encompasses all health systems,

modalities and practices and their accompanying theories and beliefs, other than those

intrinsic to the politically dominant health system of a particular society or culture in a

given historical period. CAM includes all such practices and ideas self-defined by their

SETs as preventing or treating illness of promoting health and well-being. Boundaries

within CAM and between the CAM domain and that of the dominant system are not
~always sharp or fixed.”

However, since this definition does not necessanly guide decisions about whether an
intervention falls under the rubric of CAM, we use the definition as an inclusion cmiteria
and have developed three exclusion criteria. An intervention will be axcluded from the
Cochrane CAM registry if it meets two of the criteria:

1. Is the intervention, when practiced in this manner, at this dose, with these
patients, almost exclusively practiced by those with “conventicnal medical
qualifications™?

2, Is the intervention when practiced in this manner, at this dose, with these patients,
a recommended treatment (j.e. a significant number of standard medical or
parsmedical references refer to use of the therapy as routine)?

3. Does the intervention fail to involve any theoretical divergence with mainstream
medicine or science?

Bnan M. Berman, M.D. 3
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In Addendum 1 you will find the CAM search strategy that we have developed for
MEDLINE, which also gives an overview of therapies that Cochrane considers to fall
under the rubric of CAM. The value of this search strategy is demonstrated in the
following graph, comparing the nurber of trials captured through three differept search
strategies. The left column reflects a search of MEDLINE using just the “Altemnative
Medicine” medical subject heading (MeSH) combined with “Randomized Controlled
Trial” as a publication type. The middle column is a comprehensive MEDLINE search
using the much broader Cochrane defined Complementary Medicine thesaurus and search
strategy. The right column reflects a search using the Cochrane Complementary
Medicine thesaurus and search strategy on multiple databases as well as conducting hand
searches of non indexed journals, conference proceedings and abstracts

Sysiematic Reviews

Having identified all existing relevant literature, the next step 1s to conduct systematic
reviews which will synthesize the results of these prnimary investigations. Systematic
reviews ate concise summaries of the best available evidence that address sharply defined
climical questions. The process of conducting a review is outlined in the following steps:

1. A well-formulated question is asked

2. A comprehensive search is conducted to identify ali potentially relevant articles

3. Asticles that meet explicit, reproducible criteria are selected

4. The study design and characteristics of each trial are cnitically appraised — there
are 9 checklists and at least 25 different scales for assessing trial quality

5. The data are synthesized

0. The results are interpreted

7. A structured report is written

8. The review is updated periodically as new studies are identified

Looking specifically at steps 3 & 4, a clearly formulated question helps define the criteria
that studies must meet to be included in the review. These inclusion criteria can be

divided into five categories: 1) type of person (including diseasc, personal characteristics,
population); 2) type of intervention; 3) type of control; 4) type of outcome; 5) type of

Brian M. Berman, M.D. 4
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study design. In evaluating the quality of the studies Cochrane uses scales, such as the
Jadad and Oxman scales, with close attention paid to the recently revised Consort
statement published in JAMA, April 18", 2001. Of particular importance are the
randomization process, allocation concealment, and masking ( blinding) issues as well as
whether there was adequate follow-up and attention to drop-outs. It is well recognized
that poorly designed trials can exaggerate treatment outcomes and give misleading
information on effectiveness. Likewise, poorly conducted reviews can be misleading,
hence the emphasis on a systematic process 1o minimize error and bias.

There are now 208 systematic reviews in the Cochrane CM Field Reviews Registry. A
list is attached (Addendum 2) but reviews range from topics such as acupuncture for low
back pain, to echinacea for the prevention and treatment of the common cold.

What Use are Reviews to Js?

The value of a systematic review is that it helps keep us up to date. For consumers,
systematic reviews can help cohere conflicting results of research. Policymakers can
draw on systematic reviews when developing practice guidelines or conducting risks
assessments and economic analyses. Practitioners (already overwhelmed at the number
of journals published every year and the daunting task of synthesizing all this information
50 it is of use to them) can use reviews to answer specific clinical problems. Does this
therapy work? Is jt safe? Will it be safe and effective for my patient? Reseatchers can
use reviews to define research agendas, summarize the existing data, refine their
hypotheses and estimate sample sizes. What reviews cannot do is replace sound clinical
reasoning. Knowledge, skills, values and research evidence need to be integrated into
cach patient clinical encounter. Reviews provide the quality evidence to this mix:
evidence that is generated systematically, refined through a comments and criticisms
process, and that is kept up to date on a regular basis.

The Value of Reviews — A Brief Historv in Time

As an example of the impact a systematic review can have there is an Interesting short
tale about the history of St. John’s Wort in the U.S. St. John's Wort was until receptly a
little known herb in this country. In 1996, however, a founding member of the Cochrane
CM Field, Klaus Linde, and some colleagues published a systematic review in the British
Medical Journal showing the anti~depressant effects of St. John’s Wort. Six months later
the television show 20/20 used the review as the basis for a program. By 1997, St. John's
Wort had gone from being well below the 20 best selling herbs to being one of the top 10.
It reached the radar screen of the NIH and in 1998 they funded a multi-center Phase T
clinica) trial of St. John's Wort for severe depression. Had Linde never published his
review the latter part of this story probably would still not have happened. Most of the
literature showing the safety and effectiveness of this herb was published in non-English
journals and no-one had ever gathered tagether this information to critically appraise it
and draw out its clinical findings.

The Role of the Consumer in the Cochrane Collaboration

Brian M. Berman, M.D. 5
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The Collaboration puts a high priority on consumer input throughout all levels of activity,
from identifying importaut questions to commenting on drafts of reviews and helping
disseminate results. As a whole, the Collaboration is a highly successful mode) of
international cooperation and, especially in countries such as the United Kingdom, a
model of participatory research among consumers, policymakers, investigators and
clinicians.

Within the CM Field, our consumer representative, Claire Allen, has been very active in
helping reviewers make their reviews more consumer friendly and composing lay
summanies. These consumer related changes are timely — since 1999 all Cochrane
abstracts of completed reviews appear in MEDLINE. Claire has also been involved with
surveving consumers to identify obstacles to becoming invalved with Cochrane.

Policy Recommendations Regarding the Evaluation of Research Literature mCAM

The work of the Cochrane CM field and CAM literature evaluation has only just begun.
The effort in producing systematic reviews needs to continue and the scope of the work
and its impact needs to be broadened. Specifically, | recommend that the infrastricture
and collaborative work of the Cochrane CM Ficld be allocated on-going support allowing
for continued maintenance of the registry, and coordination of the Field. With sufficient
support the Field can increase its current work and sigificantly add {¢ its value by:
1. Increasing the availability of reviews and iheir potential value by:
a. Making them available in the offices of pelicymakers, in public libraries
and community health ceniers through on-line subscription to the
Cochrane Library. -
b. Developing executive summaries of systematic reviews that cJearly and
concisely state the results of the reviews.
¢. Developing electronic, jargon-free versions of systematic reviews with
hypertext links to allow readers with varous vackgrounds 10 access
information at different levels of complexity
d. Expanding the current CM Field web-site
(www .compmed. umme.umaryland.edu) to include access to 1eview
summanies and to include consumer-friendly information.
2. Increasing participatory approaches to research in this country to ensure
knowledge for action, in contrast to knowledge for understanding.
3. Identifying the public’s needs through working with organizations such as the
NCCAM Cleaninghouse
4. Commissioning topics for reviews so that the questions addressed and the
information developed are relevant to users of these treatments
5. Developing methadologies to evajuate non-randomized controlled trials, thus
broadening the pool of information that can be drawn from.

’ N
With support in the region o‘f&é_@, 0 a year the Field would be able to undertake an
ambitious program of gencrating and disseminating high quality information to the public

Brian M. Berman, M.D. 6
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The Challenge of Integratin Research into Conventional Academic
nstitutions and the Training of CAM Practitioners as Research

Investigators

The second half of my presentation is focused around issues relative to ensuring that
research mn CAM meets the highest scientific standards. A great deal of research is
needed in this field and to accomplish this task we must tap into the resources of our
country’s academic institutions, for the infrastructure they provide as well as their
intellectual wealth. At the same time, we need to ensure that those involved i CAM
rescalch are Khowledgeable about the Therapics they are investigating and coghizant of

theirunique paradigms,

Qur center at the University of Maryland has been in existence now for 10 years so we
are well aware of the challenges of bringing CAM research into an academic medical
setting. Iwould like to emphasize, however, that taking an evidence-based approach to
CAM has been the basis of our success in developing positive relationships within the
institution. Through research collaborations with colleagues in Departments such as
Epidemiology, Medicine and Pediatrics as well as the Schools of Dentistry, Pharmacy
and Nursing, we have built a large clmical and pre-clinical trials program. Just as
importantly, we have built up trust and respect and nurtured a common curiosity in
finding out what works and what doesn’t and how this translates to improving the care of
our patients.

Lack of knowledge and understanding of CAM among the conventional medical
community 1s perhaps one of the first challenges facing any CAM initiative in a medical
school or university. “There is still a lot of bias against CAM and unwillingness to look at
these _t—h_e_r_a@@]so, at tmes, if there is willingness, the interest can be driven more b
chasing sources of funding. This latter scenario can lead 1o the unfortunate event of a
highly experienced researcher designing and being funded for a study that is not sensitive
to the manner in which a therapy is practiced. In addition, researchers may not have a
good understanding of what are the key questions that need to be answered.

[

9 Another issue that relates to the above points is the importance of a clinica! base in order

( to build a program of clinical research in CAM. At our own center we have a fully
functioning out-patient clinic staffed by practitioners dual-trained in conventional
medicine and CAM as well as highly qualified CAM practitioners. We have found the
clinic to be vital as 2 nurturing-ground for research questions that are firmly based in
chnical reality. However, establishing a clinic of this sort within an academic medical
environment is not always welcomed or readily supported by the institution.

@Complementary medicine research has suffered from the lack of CAM practifioners who
~ are knowledgeable about research. The value of an academic-based center is the

possibility of developing a team approach 10 designing and conducting rigorous CAM
studies that draws on the expertise of methodologists, clinicians and CAM practitioners.

Bran M. Berman, M.D. 7
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Nonetheless, the role of these centers should also be to train CAM practitioners to
become skilled CAM researchers. These researchers, in turn, will ensure the future
leadership of the field.

Even with the best team and with highly skilled CAM investigators, there are many
tical issues, common to almost all research, m conducting well-designed studies.
-\‘é?l;s‘?t\there 1s the issue of limited funding resources for the type of large, multi-center
rals that are needed. Some of the many challenges then of seeing the research trials
through to their conclusion includeﬂvailability of adequate space to ryn the studies; the
large amount of paperwork required by Institutional Review Boards mn@unding bodies;
and the difficulty of keeping patients invested in the study especially if they are
randomized into an arm of the study that does not include the CAM intervention.

Recommendations

Good science is the key component to evaluating the role CAM can and should play in
the health care of Americans. In turn, education and trainin g are kev components in
creating a community dedicated to dgorous evaluation of CAM. 1 have a number of
recommendations for achieving these aims:

\1. Fund a petwork of centers of excellence at academic institutions dedicated to the

A investigation of CAM. (Work of this sort has already been siarted by NCCAM
and is creating the infrastructure necessary to support large and far-reaching
research programs as well as educate and train a growing pool of investigators
dedicated to the CAM field. The scope and number of these centers needs to
grow)

2. Encourage collaboration hetween the CAM community, government, industry,
philanthropy, and academic health centers through forged partnerships and joint
funding,

3. Fund career development initiatives that would include:

(@) Research fellowships that include didactic teaching and hands-on training

" with appropriate mentoring aimed at creating skilled CAM clinical
researchers.

@ Master’s of science degree in epidemiology with a CAM clinjeal research
wack, providing broad, rigorous training in research methods, closely
mentored research experience and a specific focus on CAM interventions

“\in a two vear curriculum.

Q) Critical appraisals traiming focused on finding and assessing the scientific

~. literature

(;1\) A national core curriculum in CAM for conventional lv trained
practitioners (including medical students, residents, pharmacists, nurses)

e\ CAM “tracks” at medical schools end in residency programs allowing

" interested individuals to focus on CAM. Ideally, both (d) and (e) would
include experiential elements: history, philosophy and clinical uses of
therapies; finding and assessing the evidence: self-care; and
methodological issues in CAM research.

Bnian M. Berman, M.D. 8
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The creation of a centralized database of curnicujum topics and
informational material to facilitate integration of CAM into existing

courses
@ Encourage the NIH to coutinue funding and expand evaluation of CAM as well as
research training initiatives.
@. Support of technology assessroent workshops.
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ADDENDUM 1

Cochrane Collaboration

MEDLINE Search Strategy for Complementary and

Alternative Medicine

Therapies which are undeniably complementary medicine but which may not be clearly described
as such in trial reports

] ACUPUNCTURE

1.1 Insertion of an acupuncture needle

1.2 Stimulation by any modality of a recognised acupuncture point

1.3 Stimulation by any means other than manusl pressure of a trigger point, defined as a locus in
a muscle of increased tendemess.

2 HOMOEOPATHY

2.1 Administration of any remedy described as homoeopathic or produced by serial dilution and
agitation

3 HERBAL MEDICINE (INCLUDES AROMATHERAPY)

3.1 Administration of any form product derived from plant or fungal materal, including essential
oi]s (aromatherapy).

3.2 Any product with fewer than 5 identified chemical constituents derived from plant sources
will be excluded. _

4. MANIPULATIVE THERAPIES: OSTEOPATHY AND CHIROPRACTIC

4.1 Any intervention brought about by the hands directly on the patient's body where the
practitioner is identified as a chiropractor, osteopath or manual therapist

4.2 Manipulation or mobilisation of anv bone

4.2.1 Treatments of 2 break, fracture or dislocation will be excluded

4.2.2 Concornitant use of genera] or local anaesthetic will be excluded

4.3 Sustained contact between the practitioners hands and the subject's cranium or sacrum.

4.4 Any technique described as cranial therapy / osteopathy, cramo-sacral therapy / osteapathy
5. MASSAGE

5.1 Any form of soft-tissue manipulation in which the intended effects are ncn-specific, that is,
they are intended to bring about general improvements in health

5.2 Use of any of the following techniques: effleurage, gentle stroking, soft-tissue manipulation,
myofascial release, sports massage, connective tissue massage, Bidegewebsmassage, caring
touch, Hellerwork, Trager, Zero Balancing, Rolfing, Structural integration, Functional
integration, Feldenkrais, Bowen therapy, neuromuscular technique, muscle energy techniques,
proprioceptive neuromuscular facilitation, contract-relax / hold-relax, post-isometric contraction,
strain counterstrain, shiatsu, acupressure, bioenergetics, manual stimulation of trigger points (see
above), mechanical massage tools.

5.3 An mtervention brought about by the hands directly on the patient’s body where the
practitioner is identified as a massage or body work therapist or a practitioner of any of the
techniques mentioned in 5.2

6. HYPNOSIS

6.1 Induction of any mental state described as hypnotic by non-pharmacological means. The state
can be induced by the subject him or herself,

Brian M. Berman, M.D. 10



e e dm e w»a bl T e TV e F el A AV e &7 T 1

6.2 Use of verbal suggestions by another whilst the subject is in a mental state thought to be
receptive to suggestion, for example, in deep relaxation ot ander anaesthesia.
7. RELAXATION AND MEDITATION TECHNIQUES
7.1 Any method in which the subject undertakes mental exercises in order to recuce mental and /
or physical arousal.

.2 Any method in which the subject changes posture or breathing in order to reduce ental and /
or physical arousa)
7.3 Use of any of the following techniques: Jacobsen, sequential muscle relexation, Mitchell
method, autogenic training, visualisation, therapeutic imagery, tai chi, ¢hi gong
8. HEALING AND THERAPEUTIC TOUCH
8.1 Attempts to bring about healing by an effort of will
8.2 Manipulation of an unspecified form of enargy or aura for healing purposes by placing hands
on or near the subject's body.
9. REFLEXOLOGY
9.1 Manual stimulation of points on the foot thought to correspond to the organs and structures of
the body
10 IRIDOLOGY
10.1 Diagnosis of disease and dysfunction in organs other than the eye by analysis of
characteristic markings of the iris.
11 ALEXANDER TECHNIQUE
11.1 Therapy designed to increase awareness and voluntary inhibition of personal habitual
patterns of tigid musculoskeletal constriction
12 KINESIOLOGY
12.1 Diagnosis of non-musculoskeleta) disease and dysfunction by looking for pattems of muscle
weakmness
13 ANIMAL EXTRACTS .
13,1 Administration of any form of product derived from animal materiel
13.2 Any product with fewer than 5 identified chermical constituents derives from anirnal sources
will be excluded
13.3 Any product used to provide specified compounds which are part of a necessary diet will be
excluded
14. CANCER OR AIDS TREATMENT
14.1 Interventions offered by any institution self-defined as alternative or unconventional or
which treats cancer or AIDS without drugs, surgery or radiotherapy

Therapies which can sowetimes be described as complementary medicine

I NUTRITION

LI Any form of supplementation with vitamins, minerals or fatty acids to treat or prevent disease
apart from:

LL1 Treatment of deficiency disease (defined as any disease caused by levels of intake of a
nutrient which are persistently lower than RDA)

LIH prevention of neural tube defects

LLII treatment of premature infants

LLIV treatment of cancer with b and d vitamin derivatives

LLV trcatment and prevention of osteoporosis with calcium vitamin D

LI VI vitamin e or essential fatty acids to treat dermatological conditions

LLVII essential fatty acids to treat or prevent cardiovascular disease

LLVII magnesium supplementation for cardiovascular disease

LLIX wreatment and prevention of measles using vitamin A
11X prevention of eye disease

Brian M. Berman, M.DD. 11
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LLX]1 prevention of cancer in those not at increased risk

LLXII treatment of ingulin dependent diabetes mellizus

LLXTI treatment of disease in developing countries

LI Elimination of any food from the diet other than when that food is not thought to cause
disease by conventionally understood allergic mechanisms or by raising or 1educing levels of an
identifiable substance in the body apart from:

LILI Treatment or prevention of cocliac disease, ulcer

LII Adherence to any of following diets: Hay. Dong, macrobictic, high fibre for weight loss,
Cambridge, vegetarian, vegan, "stone age", raw foods, essential fatty acid diet for multiple
sclerosis

N PSYCHOLOGICAL INTERVENTIONS

11T Any form of talking therapy, counselling or social support other than:

ILLI treatment of any form of rmental health problem including problem hehaviour (eg. obesity)
O.LII peer suppor: / self-help groups

ILLIII non-specific social support

I HYDROTHERAPY

1111 Bathing in water in which salts or plant products have been added

101X Bathing in water chosen because of a high-conceniration of salts

TLIII Bathing in natural springs and spas

M1.IV Bathing in altermatively wann and then cool water or hot air and cool water.

OLV Any of the following: sitz baths. wraps, hydrogalvanic baths, carbon dioxide baths,
underwater jet massage, mud packs, hyperthermia.

Coraplementary Medicine Field Search Strategy

Terms in italics are excluded

00]  tai ehitw. 016 effleurage.tw,
002 gigong.tw. D17 soft rissue manipulation.nv.
003 vogatw. 018 myofascial release.tw.
004 yoga/ (19  aston patteming.tw.

020 connective tissue massage. .
005 reflexology. tw. 021 bidegewebsmassage. tw.

(22 caring touch.tw.
006 therapeutic touch.tw. 023 hellerwork. tw.
007  spiritual healing.ov. 024 trager.tw,
008  faith healing.tw. 025 bowen therapy.tw.

026  bowen technique.tw.
“prf” is chort for “proprioceptive neuromuscular 027 nearomuscilar therspy.tw.
facilivation" a techmique used by many inanual 028 bowen work.ow.
therapists. However, it is also an abbreviatior: for a 029  muscle energy techniques.tw.
vaniety of phosghorylated compounds and for 030 neuromuscular facilitation.tw,
"primary nonfunction”, a problem in transplantation 031 shiatsu.tw.
009 pnf.tw. 031 zero balancing.tw.
010 phosphorylated. tw. 033 colfing.tw.
011 primary nonfunction tw. 034 structural integration.tw.
012 exp transplantation/ 035 functional integratior.cw.,
0132 10orilort2 03¢ acupressure.tw.
014 9not i3 037 rrigger point$.ow.

: N38  post isometric contractS.ow.

015 proprioceptive neuromuscular fucilitution hw. 039  contract relax.tw,

Brian M. Berman, M.D. 12
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040 hold rolax.tw.

04) *relaxation/

042 *autogenic training/

043  exp *hypnosis/
suggestion

044 iris diagnosis.tw.
045 irldologh.tw.

046 shark cartilage.tw.

047 exp *tissue extracts/tu
actihaemy!
cell extracts
liver extracts
pancreatic extracis

pancrediin

placental extracts
thymus extracts

048  *bees/

bee veroms are conventionally used in
"immunotherapy”.

049 oxp “boe venoms/ad,tu

050 immunotherary/

051 anaphylaxis/

052 desensitization, immunalogic.
053 S5Qor51o0r52

054 49 not S3

055 *honcy/
036 alexander technique.tw.

057 hoxsey.tw.
058 gerson.tw.

059 qi gong.tw.
060 chi kung.tw.
061 chikuog.tw.

062 doman delcato.tw.

patterning and conductive education are forms of
treatment for brain dsmaged children

063 patterming.tw.

064 exp *brain damage, chroni¢/

065 conductive education.tw,

066 (63 or 65) and 64

067 unani.tw.

068 flower remed$.tw.
069 vega tast.tw.

Brian M. Berman, M.D.
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Colonic irvigarion is an altemative medality but is
used sometimes during surgery or for the treatment of
intestinal disease

070
71
072
073
074

075
076
077

colonic irvigation.tw.
exp surgery, opcrative,’
exp intesiinal diseasas/
7) or72

70 not 73

“sensory deprivation’
restricted environmental stimulation therapy. w.
vitalism/

This bit was a mistake and is correctad nezrer the end.

078
o719
080
081
082
083
084
0835

*terpenes/ad,tu

exp Yvitamins/tu,ad
exp *retingids/tu,ad
squalene/

exp *carotene/

exp *antioxidants/
or/79-83

78 not 84

—
(%)
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Some physical therapy procedures are used in
complementary medicine
086  exp *physical therapy!
balneology
ammotherapy
baths
batks, finnish
mud therapy
cryotherapy
cryosurgery
drainage, postural
electric sttmularion therapy
electroacupuncture
transcutaneous electric nerve
stimulation
exercise therapy
motion therapy, continuous Dassive
hydrotherapy
hyperthermia, induced
ammosherapy
diathermy
short-wave therapy
ultrasonic therapy
manipulation, orthopedic
message
acupressure
photockemotherapy
kematoporphyrin photeradiation
puva therapy
photopheresis
phototherapy
color therapy
heliotherapy
ultraviolet therapy
rewcrming
thalassotherapy

These are the ones we are removing

087 exp *rewarming/

088 exp *photochemotherapy’

089 exp *postural drainage’

090 axp *crvothaerapy/

Q91 motion therapy, continucus passive/
092 exercise therapy/

093 axp phototherapy!

094 exp hyperthermia, induced’

09S  *physical therapys

Take out orthadpedic manipulation where associated
with treatment of fractured or diglocations

096 *manipulation, orthopadic/

097  exp *fractures/

098 exp *dislocations/

099 97 or 98

Take out water birth
101 *baths/

102 oxp *delivery/
103 arp *laboy/
104 1020r103
105 101 and 104

Brian M. Berman, M.D.
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106 natural childbirth/
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107 exp altemative medicine/
alternative medicine
acupuncture
acupuncture anesthesia
acupuncture therapy
acupuncture enalgssis
electroacupuncture
meridians
anthroposophy
aromatherapy
"biofeedback (psychology)”
chiropractic
color therapy
diet fads
eclecticism
alectvic stimulation therapy
electroacupuncture
ranscuaneous electric nerve
stimulation
homcopathy
“imagery (psychotherapy)”
kinesiology, applied
massage
acupressure
medicine, traditional
medicine, african traditional
medicine, arable
" medicine, unani
medicine, ayurvedic
medicine, herbal
medicine, unant
medicine, oriental vaditional

medicine, chinese traditional

shamanism
mental hesling

"mind-body relations (metaphysics)”

moxibustion
musfc therapy
naturopathy
organotherapy
tissve therapy
radiesthesia
reflexotherapy
rejuvenation
relaxstion techniques
meditation
therapeutic touch

108  osteopathic medicine/
109 ofls, volatile/

LUMEMED UMD

1

erythrina
eucalyptus
ferula
garlic
ginseng
legumes
acacla
cassia
glycyrthiza
mustard
papaver
plantago
podophylium
rauwolfia
thamnus
rhubarb
stramonium
valerian
veratrum
viseum

exp plant exwracts’

cascara

curare

drugs, chinese herbal

guaiac

“ipecac (syrup)”

podophy'lin
podophlictoxin

etoposide

psyllium

senna

tragacanth

turpentineg

112  exp plant oils/tu,ad

castor ol

com oil

cottonseed oil

croron ail

iodized oil
ethiodized oil

linseed oil

safflower oil

sesame oil

soybesan nil

Take out studies on chemistry, classification, genetics,
ultrastructure or virology of edible plants Take our
studies on plants related to food industry. Take vut
immunotherapy (which may use plant extracts)

FAlz

110 exp plants, madicinal’ 113 exp “plants, edible/ch,cl.ge, v
aloe 114 exp “ood services/
areca 115 “émmunothercpys
amica 116 or/109-112
artemisia 117 or/113-115
beiladonna f18 1161001117
cannabig
capsicum Take out cannabis and areca (bete] nurj where his is
cinchona the dissase not the treatment
coca 119 cannabis/
coichicum 120 arecs/
digitalis 121  exp *substanca use disorders/

Brian M. Bermarn, M.D. 15
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122 (119 or 120) and 121

Take out carotid and ocular massage and troatment of
PTOEEWLS 50tes

123 *carotid body/

124 Mntraoculcr pressure/

125 *glaucama/ .

126 exp *carotid arteries’

127 *decubitus ulcar/

128  carotid tw.

129 or/123-128

130 massago.tiab sh. and 129

Take our snudies which are about bees, ruther than
their therapsutic use
131 *bees/ah,ch.clem,ge gd ph.re.sl v

Take out podopyliotoxins and pancreatin which are
conventionsl drugs,

132 exp podaphyllotoxing

133 *pancreatin’

This bit does the physical therapy search
134 or/87-95,100,105
135 86not 134

Take out a variety of other things

136 -*dtetary fiber/

137 &lectric sitmulation therapy/

138 immunotherapy.tw.

139 exp fodized otl/

These bita connect up the various bits of the search.
140 is what we do wart, 141 what we don't.

140 or/1-8,14-48,54-62,66-69,74-77,85.106-
108,118,135 83
141 0r/122,130-133,136-139

Terpenes are substances derived from planis. Some,
like certain vitamins, squalene, retinoids etc. are
conventional drugs.
142 cxp “terpenes/ad,tu
canngbinoids
cannabidiol
cannabinol
tetrahydrocannabinol
carotenoids
bacteriorhodopsin
carotene
beta carotene
canthaxanthin
xanthophyil
diterpenes
aphtdicolin
dolichol
dolichol phosphates
forskolin
phorbols
phorbal esters
phytanic acid
phytol
retinoids

Brian M. Berman, M.D.
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acutretin
“etretinate
fenretinide
isotretinain
retinaldehyde
tretinoin
vitamin g
eugenol
gefarnate
menthol
norporanes
bomanes
camphor
mecamylamine
toxaphene
polyisoprenyl phasphates
dolichol phosphates
polyisopreny! phosphate sugars
polyisoprenyl phosphate monosaccharides
dolicho] monophosphate mannose
polyisopreny! phosphate oligesaccharides
pyrethring
allethrin
sesquiterperies
famesol
santonin
trichothecenes
1- toxin
trichodermiin
thapsigargin
thymol
bromthymal blue
triterpenes
glyeyrrhetinic acid
carbenoxolone
gossypol
sapogenins
oleanolic acid
squalene
143 exp *vitamins/ad, tu
144 exp “rerinoidsiad.tu
145  squalene/
146 exp *cuarotene/
147 exp “antioxidants/
148 or/143-147
149 142 not 148

150 exp *herbs’
151 140 or 149.0r 150
152 151 not 141

152 15 the total search for complementary medicine

All the folowing is the cochranz search for clinical
trials

153 randomized controlled trial pt.
134 controiled clinical trial.pt.

155 randomized controlled trials.sh.
156  random allocation.sh.

157  double blind method.sh.

16
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158
159
160
161
162
163
164
165
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single blind method.sh.
or/153-158

{animal not human).sh.
159 not 160

clinical trial.p.

exp clinical trials/

*(clinG adj25 trial$).ti,ab.

((singl5 or doubl$ o trebl$ or tripl$) adj25

(blind3 or mas

166
167
168
169
170
17

placebos.sh.
placebos.ti,ab.
random§.ti ab.
research design.sh.
or/162:169

170 not 160

Brian M. Berman, M.D.
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172
173
174
175
176
177
178
179
180
181

171 not 161

comparative stugv.sh.

exp evaluatian studies’

follow up studies.sh.

prospective studies.sh.

{control$ or prospectivd ar voluntear$).ti ab.
ot/173-177

178 not 16D

178 not (16! ar 172)

161 or 172 or 180

Combine complementary medicine and cochrane
search

182

152 and 181

17



Tl A el e S R ERC

T WL D

LUMIEMEL LMD

!

Reproied from JAMA & The Journdl of it Ametican Madical ASsccialion NOvampsr 11, 1936 Volunie 280 Capnght 1958, Amarican Meciival Assachation

Complementary Medicine and
the Cochrane Collaboration

EVERY YEAR, millions of US consumers spend billions of
dollars on alterrative and complementary medical treat-

ments.* A similar trend exists in the United Kingdom and

Australia.®* As people increasingly use these treatments,
questions arise from consumers, clinicians, payers, and poli-
cymakers as to the effectiveness of these Interventions.

The Cochrane Complamentary Medicing Field

To meet the increasing demand for evidence-based com-
plementary medictne (CM), a CM Field, funded by the Na-
tional Institutes of Health Office of Alternative Medicine, was
2stablished within the Cochrane Collaboration® in 1996. The

From the Cornplemeniary Medicine Program, Sonool of Medlaine, Linivarsity of
Maryland, Batimore (Drs E2z0 8nd Barman); Reseerch Council tor Complemantary
Veticing, L.ongon, 8nglana (Mr Vickers). and Genter kr Complamentary Madicine
Research, Techrical Univaraity, Munieh, Germany (Dr Linda),

Reprints: Jaanstte E220, PhO, Univareity of Marylanc Schary of Medicing, Kernan
Hospital Maralan. 2200 Kerman Or, Suhimore, MD 21207-8887 (e-mall:
jezro@compmed umme. ab.umd edu)

1828  JAMA, Novamoer 11, 1998—Yol 280, No. 18

goal ofthe Cochrane Collsborationisto produce, maintain, and
disgeminate systematic reviews on all topics i health care.
The CM Field focusea on CM topies. Two major products of the
Cochrane Collahoration are a database of systematic reviews
and the Cochrane Controlled Trials Registry, the laxgest reg-
istry of its kind.* Both databases are updated quarterly with
information added regularly by the CM Field.

The systematic review i3 a method par excelience for syn-
thesizing evidence on 3 given topic, and policy agencles are
increasing use of i to summarize evidence.” Cochrane reviews
are mare trangparent than other reviews? 8o that copelusions
are replicable and methods are explicit. Systematic veviews
are valuable even when the results are inconclusive because
reviews point out where knowledge gaps exiat.

Search Strategins to Retrieve Randomized Trlals of CM

Since the CM Field has been functioning, a great deal of ef-
fort has focused on laying the groundwsrk for reviews by con-

Policy Perspactives
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ptructing a database of randomized controlled trials (RCTs)
on CM topics. Cap:iring all relevant triajs in MEDLINE has
yielded surprising challenges. Tha scope of practices defined
as complementary within the CM Field is broader than those
captured ina MEDLINE search cfthe term alternative medi-
cine. For example, Chinese movement therapies such as Qigong
and Tai Chi are considered complementary therapies by the
Field's standards, but are not accessed by & hierarchical
MEDLINE search of the term alternative medicine. Simi-
larly, herbal remedies may be described by MEDLINE as plant
extracts rather than by any alternative medleine term. To aid
MEDLINE searching, a260-line MEDLINE search strategy
has been written and is available for publiz use.’
Assessments of MEDLINE sensitivity (the proportion of
RCTs identified by a MEDLINE search relative to a “gold
standard” of the known number of RCTe) huve demonetratad
that on average, MEDLINE searches yield only half of all
known trials on a given topic, with CM topics ueually seoring
below average (eg, 17% for homeopathy, 31% for Ginkgo biioba,
and 58% for acupuncture}, * The first reasen for ow MEDLINE
gensitivity may be that articles are appearing in journals not
indexed by MEDLINE. This is true for acupuncture*: and vi-
tamin C for the commaon cold.® Of approximately 18 (00 serial
medical journals worldwide, MEDLINE references about 3700
(28%). Of the 698 CM journals worldwide identified by the
Office of Alternative Medicine and the National Library of
Medicine, MEDLINE indexes 69 (10%). Collaborations be-
tween the National Library of Medivine, the CM Field, and the
Office of Alternative Medicine should soon result in increasing
the number of indexed CM journals and expanding the
MEDLINE thesaurus to include more CM search terms.
Toretrieve studies indexed in other databases, the CM Field

"1s searching hoth standard medical databases and specialized

CM databases. By mid-1998, tha Cochrane CM Trials Registry
contained more than 3500 RCTs, with only 33% identified by a
MEDLINE search for RCTs in alternative medicine and 20%
nat found in MEDLINE. Periodically, the CM registry uploads
its trials to the Cochrane Controlled Trials Registry, making
these trials available to individuals with accass to the Cochrane
Jibrary. The CM Field maintains the CM registry, adds new
trials, assists reviewers doing CM reviews, and proactively pro-
vides referances to all 40 Coehrana Collaboration reviews and
protocols that heve a CM component. A second reason for low
MEDLINE sensitivity is that articles exist in jowrnals that are
not indexed by any electronic database, Volunteers within the
CM Field are now searching by hand approximately 40indexed
and nonindexed journalsin English, German, Italian, Japanese,
and Spanigh and are reading every artlele published in these
journals back to their firat issues to locate every RCT.

Publication Blas

Acthird reason for low MEDLINE sensitivity is that studies
exist that have neverbeen fully published inany journal (“gray
literature').® Egtimates from conventional medicine show
that only about 60% of the RCTs that appear as conference
proceedings ever materialize into published journal articles.
Some obsarvationn® estimate CM gray literature tohe at Jeast
as plentiful. Complementary medicine gray literatureincludes
expected sources, such as conference proceedings and disser-
tations, and unexpected sources such as UB patents records. ™

Bayond the hard-to-find trials in the gray literature He the
even harder to find studies that do not appesr in print anywhere

JAMA, Novembear 11, 1898-—Val 280, No. 18
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and exist only in homeopathic company data files or researchers’
fle drewers.? Gray literature plus unpublished data are collee-
tively termed unpublished studies.’s Publication bias is “the ten-
dency of investigators, raviewers, and editors to differentially
submit or accept manuscripts for publication based on the diree-
tion or strength of the findings.™* To the extent that publication
bias exists, systematie reviews that omit unpublehed studies
risk overestimating treatment effects. Bias has been demon-
strated both in what investigators submit to jowrnale'® and what
conference abstracts editors accept.’” However, whether to in-
clude unpublished studies in reviews i still a source of debate®
The influence of unpublished studies in CM systematicreviewsis
being analyzed by the CM Field as part of a review of 154 CM
systematic reviews.” Until the value of including CM unpub-
lished studies can be answered mare conclusively, the CM Field
will continue to search for unpublished studies to help answer a
frequently asked question: How much evidence exists in CM?
Examining how publication bias skews the CM 2vidence is
important for the CM Field because some forms of publication
bias may be unique to CM. One queation is whether both posi-
tive and negative publication bisses exist in CM. Aaked another
way, do CM journals tend to publish results favoring CM treat-
ments and conventional medical jowmnals publish results not

favoring CM treatments?

Examining publication bias is not always straightforward. A
study by the CM Field found that studies published in Russia
and China had adisproportionately high number of statistically
sigrificant results (97% and 99%, respectively) when compared
with England (76%)." [t is not yet evident whether these high
proportions ara dua to extrerne forms of publication hias orlow
study quality, which overestimated treatment effects.'*” The
CM Field iz obtajning tranglations of these studies to examine
study quality. The qualitative results will determine whether it
i3 practical to devote efforts to the tedious task of identifying
unpublished studies,

Language Bias

Moher and colleagnes™ demonstrated that the quality of stud-
ies published in French, German, Spanish, and Italian is compe-
rable with those puliished in English. The present research of
the CM Field will extend methodologieal quality knowledge into
studies from Russla and China. Egger and colleagues® demon-
atrated that a Jangudge-related publication bias exists in which
anthors who publish jn both German and English tend to report
nonsignificant findingsin Germanand significant findings in En-
servations suggest that an additional lan-
for CM. Regardless of whether results are
significant, some CM topics are almost =xclusively published
initiallyin languagesther than English. A systematic reviewon
St John's wort for depression noted that none of the trials had
been originally published in English, although some were sub-
sequently publiehe(ﬂin English. A similar experience has been
reportad for Gingkd biloba for cerabral insufficiency,® which
suggests that for cerfain topics in CM, there may be a language-
related publieation lag time—a trend not reported for conven-
tional medicine, Trends such as this underscore the importance
ofthe CM Field's effort to ratrieva trials in ianguages other than
English and to idemiify bigses that may be unique to CM.

Quality Asmsmi: of RCTs

Asgessing study quality also may improve the validity of sys-
tematic reviews, TIT finding that low-quality studies have re-

i Policy Perspectives 1629
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Titles of Gochrane Systamatic Raviews Panmning to Complemantary Medicing
AN AR R A

Raovigwa completed
Acupunciure lor daihme
Acupynature for ficotina addiction
3ainaotherapy (aps therapy) for arthriiis
Cadbage Bavea t© reduce hraast angargemant in nursing mothers
Gerlic for \owariimo atherosclecosis
Homeepatny for gethma
Hypnosls for smoling ceseatian
Mageaqe for low-birth-walght infants
St .Jahn's wo:t Ior aeprassion
Vitamin & for tntermittent claudication
Yitamin C far the apmmaon cold

Reviews In progress
Acupunctura for owar back paln
Acupuncture for hesdache
Acupunciure for ostacarthritia
Alexandar iechnique 'or asthyna
Echvnacesa lor e common <oid
Evening Primmse Qif for premansirugl 3yndrome
Qingko bdcbe for dementa
Gingko diloba for ntermitent claudication
Marual therapy far nack pain
Manusl therapy for asthina
Marina ol supplementation for type 2 disbates mallitua
Musgic therapy for demantia
Pacma 28 for Intermittant claudication
Pygeum afioanum for benign prestatic hyperplaeia
Baogle cergala for benign proatalic hyporaiasia
Serenoa repens for banign prostatic nypermiaala
Spinal manlpulation for low dack pein
Therapeutic Touch tor wound haaling
Yaga for apliapay

peatedly ylelded exaggaerated treatment effects has been docu-
mented for convéntional medicine'™ and acupuncture® Yet,
methodological assessments are sometimes absent from non-
Cochrane Collaboration CM systematic reviews. A summary of
29 meta-analyses of mind-body techniques, for example, dem-
onsvrated that orly about half assessed study quality * Al-
though assessing study quality eannot compensate far fraudu-
lent or inaccurate reporting, it can provide edditions! validity-
relsted information to gulde reviewers’ conclusions. For CM,
quality aseeasments will previde needed answers to another
commanly asked question: How good iz the quality of CM crials®

This quality question is usually raised as en implieation that
CM trials reflect lower methodological qusality than conven-
tional medicine trials. To examine this notion, Cochrane Col-
laboration methodologists are collshorating with members of
the CM Field tc compare the methodological quality of CM
trials with conventional medicine trials on the same diseases.
Low-quality meta-analyses for analgesic interventions have
been found to be associated ivith more positive results than
high-quality meta-analyses.® The analysis of CM reviews is to
axamine whether this can be replicated in low-guality vs high-
quality CM reviews, and how conclusions of low-quality vs highe
quality CM reviews on the same topic ditfer,

Raviews Completed by the CM Fleld

The CM Field hag completed systematic reviews on acupung-
ture, magsage, homeopathy, and herbal medicine. Nineteen re-
views ere in process (Table),2 and the CM Field hag commented
on protocols of 12 planned and completed reviews.®

Conclusions

Alttoughthereis no guarantee that eysternatie reviews wiil
result in changing policy snd practice, there is increasing evi-
dence that pelicy organizations rely on systematic reviews
more thanthey have in the past”and that practitioners rely on
reviews az a primary information soturce.® It has also heen

1630 JAMA, November ° 1, 1988—vol 280, No. 16
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suggented that congumers can use reviews to guide decision
makirg.® Traditionalliterature reviews, however, have lacked
axplicit methods and have been susceptible to biases that gen-
erally tend to overestimace treatinent effects.’ Therefore,at s
time when the public ig uging CM treatments in record num-
bers and ar explicit peer-reviewed and regularly npdated sys-
tematic review method exists, it is fraperative w apply this
method to CM, The Cochrane Collaboration provides a forum
of interdisciplinary cooperation ir which to produce these re-
views that we hope will result in improved patient care.

Joaanette Ezzo, PhD
Brian M. Berman, MD
Andrew J, Vickers, MA
Klaue Linde, MD

We thank Victorls Hadhaay for arditorinl assistance.
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Message From The Field Coordinator

-
1 he Complementary Medicine {CM) Field continues to prow in supporting the Cochrane Collaboration and in
producing systematic reviews. As you will note, seven new reviews are complete and ten new reviews are in progress.
These reviews are now available through our website,

The increased access to Cochrane reviews related to CM is thanks to the hard work of our Registry Coordinator
Mac Beckner and web developer Ralph Reckly. That access as well as the indexing of Cochranz reviews on
MEDLINE will go far to increase the awareness of the Cochrane Collaboration and 1o increase research related to
CM. We still have a way to go, however. According to the World Health Organization, 70% of the world uses
complementary and alternative therapies. In keeping with that, we continue to look for ways to increase interna-
tional participation in the CM Field and to enhance the diversity of those involved. Language difficulties and
cultural norms that can present challenges in conducting systematic reviews (see article on page 2) challenge us, in
turn, to imptove any language and cultural imbalances that exist in the Field. One suggestion offered to the
Steering Group at its meeting in March 2000 was to add promoting inclusiveness to the list of Cochrane Coilabo-
ration principles. I

I look forward to the continued growth of the CM Field and certainly welcorne your suggestions on how ws
might improve and expand the Field. T

Brian Berman, Field Coordinator

|
|
i
)
|
T

Cond#cting a2 Cochrane Review
!

Who can do a Cochrane systematic rev_ie}w? In gen-
eral, there are no exclusion criteria for whojcan under-
take a review. There are some definite reuirements,
though: access to a computer, time, enthusiasm, and a
sense of adventure! All Cochrane revievwerg| are volun-
teers and while we do not commussion reviews on par-
ticular topics, we do recognize that volunteers are more
likely to be able to review a question that ’they them-
selves want answered, !

You’ll find that Cochrane has resources z!zvailable to
help in the review process. RevMan is the Cochrape
Collaboration’s software for preparing and maintain-
ing reviews in the appropriate format. Using RevMan,
the reviewer can create protocols and revievf; with text,
study characteristics, comparisons, and stu*;ly data and

A

then pertorm a meta-analysis, if appropriate. There are also
training and support resources available, both self-paced
exercises and more formal workshops. For details, visit

www.cochrane .org/cochrane/ .

INSIDE

Registry Coordinator Updaw. . . . . .. . . . .
" Consumer Update, , . . . ., .. . .
Challenge in doing Reviews

Listing of Reviews. . . . . . . .. ... . ...
VolunteerForen . . . . .
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The C

ci-mplemenmry Medicine Field Registry of Randomized Controlled Trials now
contains; approximately 5300 RCT's and CCT's. and another 5400 possible RCT’s
with nesl‘ly 1900 hard copy reports in the article archive. In June the updated regisury
was senﬂ to the New England Cochrane Center (NECC) and it will be available on
Tssue 4 of the Cochrane Librarv by searching the keyword “comproed”. Additionally,
there m‘j now 49 CM systematic reviews including 7 new reviews (see page 7) and 53
CM pmdocols registered on the Cochrane Library, with the total number of identified
reviews ';'m CM now over 200 (Linde).
|
We are continuing to execute database specific search strategies on all major biblio-
graphic databases including the Cochrane library, as well as continuing to conduct
hand searches of high prioriry CM journals. Additionally, in an effort to make the CM
field registry more accessible to consumers, researchers and healthcare providers. we
have mounted the registry so that it can be searched on the University of Maryland
Complémemary Medicine Program ({CMP) webhsite [http://
c ed.u u] Additional CM field information on the CMP
website ilncludes the CM field progress report and CM field advisory board members
along with hyperlinks to Cochrane resources. In planning for the future, we are now
evaluati?g Meerkat software as a means for managing the CM registry.

Individ wishing to obtain a copy of the registry should contact the Registry
Coordinator.

William|{ Mac Beckner

Complementary Medicine Program,

Keman Hospital Mansion

2200 Kernan Drive )

Baltimare, Maryland. 21207-6697
Email:mac@compmed,ummec.umaryland.edu
Tel: + 1/410 448 6997 Fax: + 1 410 448 6875

e Colloquium theme will highlight key methodological, logistical,
d social challenges that need to be addiessed by the Collaboradon in
otder to further its goals. The Colloquium includes plenary sessions,
‘orkshops, poster presentations and social events, providing Collabo-
:‘:lucm members with an opportunity to discuss their work and to look
at the achievements of the Collaboration. This is the first Colloquium
t}be held in a developing country and it is hoped this will focus atten-
tion on recruiting participants from the developing world and making
the work of the Collaboration more universally accessible. '

J - )
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Consumer Update

Can Complementary Medicine be Intergrated into the National Health Service in the United Kingdom?

In June [ attended the above Drug and Therapeutics Bul-
letin seminar. It was an interesting afternoon with presenta-
tions on different aspects of complementary medicine. A num-
ber of different complementary medicine R
practitioners attended, the majority from
the UK, and the afternoon generated a great
deal of discussion.

The afternoon started with David Pe- &
ter giving the Cochrane Collaboration's
definition of complementary medicine:
‘Complementary and alternative medicine
(CAM) is a broad domain of healing re-
sources that encompass ail health systems,
modalities and practices and their accom- |

panying theories and beliefs, other than those intrinsic to the

politically dominant health system of a particular society or
culture in a given historical period. CAM also includes alk
such practices and ideas self-defined by their users as pre-
venting or treating illness or promoting health and well-being.
Boundaries within CAM and the CAM domain and that of the
dominant syster are not always sharp or fixed.” This defini-
tion became a theme throughout the aftesnoon. However it
became apparent that complementary medicine {CM) has dif-
ferent meanings for different people.

Te became clear that doctors’ attitudes are changing, from
CM heing at the fringe of modern medicine to it becoming
increasingly available on the NHS. It was reported also that
adverse effects are rare, but that more primary research should
be and is being carned out (there are 49 systematic reviews of
CM in Issue 3, 2000 of The Cochrane Library'). Most of the
main complementary therapies are now covered by university
degree courses apart from ‘touch’ based therapies. However,
there scemed to be a general lack of confidence among general
practitioners to learn complementary therapies and evervone
agreed that better education and communication needs to take
place between general and cornplementary practitioners.

The second presentation by George Lewith, Senior Re-
search Fellow, Centre for the Study of Complementary Thera-
pies, University of Southampton, contirmed the view that con-
sumers want to make an informed decision about effective-
ness and side effects of CM (or, in fact, conventional medi-
cine). There was general consensus that CM is under-furided
and under-resourced in the UK and that, if used more com-
monly, it could provide cost savings to the NHS. Again, it
was emphasized that more research is needed before CM be-
comes part of the NHS provision.

Sarah Cant, Sentor Lecturer from the University of Sur-
rey, spoke at lengtk about why consumers find CM attractive.

Caipsuorers Wani to miake

an imtormeddecision

abaat elleetiy ciiess anl

“wide cifeets of OV

She suggested that consumers believe CM is more natural than
conventional medicine and they have fewer concemns about
snde effects Usually they have experienced failure from con-
il ventional practitioners and longer consul-
tations with complementary providers give
them a feeling of empowerment in their
health care decisions. Because complemen-
tary practitioners treat consumers on an in-
dividual as well as holistic basis, consum-
ers begin to have a greater understanding
of their body and its reaction to the medical
condition.
Tina Raphael, a Lecturer in health care
law and ethics, outlined the legal obligations

of practitioners noting that although some CM practitioners

are regulated, there is voluntary self-regulation for others. She
also questioned how, in the absence of evidence, a comple-
mentary practitioner can inform the consumer of all the pos-
sible risks and benefits. She discussed obstacles to integrat-
ing CM into the NHS, the need to establish efficacy and safety,
adequate training of practitioners, and the need for negotia-
tion. Tt seems that CM will only be intzgrated if it is shown to
be cost effective, if practitioners want it and if more research
is undertaken.

Last, Michael Fox, Chief Executive of the Foundation for
Integrated Medicine, reviewed the current position of the NHS
in terms of complementary medicine. He reported that £0.80
in every £100 was spent on research in CM and this needs to
be increased. He stated that the current position on regulation

'1s unsatisfactory; there are over 150 different regulatory bod-

ies for CM practitioners. One in five consumers is using CM
in the UK with the most popular therapies being Herbal medi-
cine (34%), Aromeatherapy (21%), Acupuncture (20%), Ho-
meopathy (17%), Massage (6%), Reflexology (6%), and Qs-
teopathy (4%). Approximately 49,000 CM practitioners pro-
vide a huge variety of therapies at a cost of £1.6 billion, most
of which s spent outside the NHS.

Claive Allen .
Consumer Representaive

'Informaticn on obiaining the Cochrane Library is found on
page 3.

Find synopses of Cochrane reviews wrinen for |
consumers at the Consumer Network web site: htp:/ |
/biru.memaster.ca/cochrane/cochrane/consurnerhtm

| i
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Include Dissertations in Systematic Reviews or Not?

One of the principles for systematic review is that all
unpublished data should be included, if appropriate, but
there is little information about doing so. Locating such
data takes considerable time, effort, and expense, par-
ticularly if the author has not published the study and is
no longer at the host institution. To what extent does
the inclusion of dissertation research alter the findings
or conclusions of a review?

In reviewing massage therapy for infants, we identi-
fied 17 dissertations, Almost all (13 studies) were ex-
cluded from the review, 11 because of no ot improper
randomization. Another three studies were subse-
quently published as a journa) paper. That teft one origi-
nal dissertation that was included in our review although
that one study made no difference to our review.

We also checked the Cochirane library and we found
that 24 of the 878 reviews claimed to search for disser-
tations. However, only five reviews appeared to have
identified at least one dissertation: three as an included
study and two as an excluded study. In only one review
did incorporating dissertation data affect the conclusion.

So what do we recommend? Allocate time and re-
sources to the identification, retrieval and analysis of dis-
sertations but be prepared that dissertations may not
change the findings or conclusions of the raview.

ew L. Vickers “laire Smit

Lessons Learned while Doing a Systematic Review

Although I fully support Cochrane guidelines for con-
ducting systematic reviews, there are a number of chal-
lenges that may be encountered due to the different sci-
entific cultures and reponing conventions encountered
in some countries. As an example, after I presented
preliminary data on low energy laser irradiation (LELI)
interventions in Russia at the Rome Colloquium in 1999,
I was invited by the Infectious Diseases group to review
LELI as adjuvent treatment for tuberculosis. While
searching for publications, obtaining copies, writing let-
ters to authors, and analysing the contents, 1 learned
some lessons although some questions remain unan-
swered.

Of the 18 publications of controlled studies — all in
Russian — only one staied that there was randomiza-
tion. Not one author offered explanations in reply to my
detailed letters, although one did send a letter of refusal.
Analysis of the published texts revealed that only three
publications could be considered for my review. Others
were duplicates or suspected to be duplicates. For ex-
ample, in & second publication from the same group of
researchers using similar research methods, the number
of patients was almost duplicated and some cutcomes
were the same. Without explapations from the authors
about the design, the only option available to me was to
analyse the phrases used to describe the origin of the
control group. All studies showed a significant positive

effect of LELI, almost duplicating the outcomes (pul-
monary cavities closed, perifocal infiltration reduced, no
bacterial discharge).

All these authors believe that they not only conduct
research, but that they save lives with LELI while evalu-
ating it. However, in one study two physicians described
the experimental application of LELI through rigid bron-
choscope to children 1 to 4 years of age, under narcosis,
using up to 12 procedures during one hospitalization.

Given that the quality of reporting for many of the
studies was low, researchers did not use randomization,
and authors did not reply to requests for further explana-
tions, I am left to wonder: Can I believe that the one
study where randomisation was mentioned really used
this procedure? And, if not, how much reliance can we
place upon systernatic reviews based upon studies such
as these?

iliv Vlassov

At the 8" International Cochrane Colloqiuim meeting in Cape

Town, South Africa, October 25-24, 2000, Dr. Vlassov will
present a paper entitled “Low energy lasers for ireamment
of tuberculosis.”
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- Cochrane Reviews are now listed in MEDLINE. The
source is listed as the Cochrane Database of Systematic
Reviews with the citation “(Cochrane Review)” appended
to the title. This makes it difficult to identify cochrane
reviews by searching for titles, but discussion is under-
way with the National Library of Medicine to amend the
entries. If you have questions or comments about the
MEDLINE indexing, contact Mark Starr, e-mail:
mstarr @update. co.vk.

Introduction for Chinese Editors
T P A NG A

The First National Exploratory Mecting on “Introduc-
tion to the Cochrane Collaboration and Evidence-Based
Medicine” for the chief editors of leading Chinese med;-

cal journals was held in Chengdu in April 2000.
Cochrane News, Issue 18, June 2000.

Alternative Medicine Foundation, Inc.

The HerbMed® project continues to grow and gain rec-
ognition. HerbMed® is a non-affiliated evidence-based
herbal database, providing independent scientific infor-
mation on the use of herbs for health. Researchers find it
a useful first point for tracking down RCTs for systetn-
atic reviews.

HerbMed® was chosen as Hot Pick in Science Magazine
in June 2000 and Hot Site in USA Today in July 2000.
The Western Journal of Medicine has featured the data-
base and the foundation continues to receive testimoni-
als and a record number of visitors.

We take suggestions. If you need scientific information
on a herb or herbal mixture that you would like us to
research, contact the HerbMed® project director:

Jackie Wootton, M.Ed.
Tel: 301-581-0116; Fax: 301-581-0119
E-mail: jow@amfoundation.org

o INrorsvrion:s

Symposium on Systematic Reviews

For information about the 4th Symposium on System-
atic Reviews: Beyond the Basics, contact Rochelle Seifas,
Centre for Statistics in Medicine, Institute of Health Sci-
ences, Old Road, Oxford, OX3 7LF, UK (e-mail:
r.seifas @icrf icnet.uk).

White House Commission Appointment
R e P
Dr. Waj'ne Jonas, CM Field Board Member, has been
appointed to serve as a member of the White House Com-
mission on Complementary and Alternative Medicine
Policy.

" How to Obtain the Cochrane Library )

The Cochrane Library is published and distributed by Update
Software. It is updated quarterly and is available in CD-ROM
for Windows or 3-1/2 inch disk for Windows. Subscriptions
are for one year and include current issue plus four quarterly
updates. 'The Library contains the following information:
¢ The Cochrate Daiabase of Systematic Reviews
(CDSR)
+ The York Database of Abstracts of Reviews of
Effectiveness (DARE)
¢  The Cochrane Controlled Trials Register (CCTR)
* The Cochrane Review Methedology Database
(CRMD)
Update Software: Unijted States
936 La Rucda
Vista, CA 92084 USA
Tel: 1 760 727 6792
Fax: 1 760 734 4351
e-mail: {nfo @updateusa.com

United Kingdom

Summertown Pavilion

Middle Way

Oxford OX2 7LG UK

Tel: 44 1865 313 902

Fax: 44 1865 516 918

e~-mail: update @cochrane.co.uk
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News From The CM Field Board

Publications

Berman BM, Hartnol} S, Bausell B. 2000. CAM
evaluation comes into the mainstream: NIH Specialized
Centers of research and the University of Maryland Center
for Alternative Medicine Research in Artiwitis. Complemen-
tary Therapies in Medicine 8:119-122.

Berman BM, Bausell RM. 2000. The use of ncn-phar-
macological therapies by pain specialists. PAIN 85:313-315.

Berman BM, Swyers IP, Ezzo J. 2000. The evidence for
acupuncture as a treatment for rheumatologic conditions. In
R. Panush (Ed.) Rheumatic Disease Clinics of North America.
W.B. Saunders, Philadelphia, PA.

Berman BM. Swyers, JP, Singh B, Hartnoll 5. 2000. The
debate on alternative medicine: Finding a middle ground. Al-
ternative Therapies in Health and Medicine 6(1): 98-101.

Ezzo JE, Berman BM, Hadhazy VA, Jadad AR, Lao L,
Singh B. 2000 Is acupuncture effective for the treatment of
chronic pain? A systematic review. PAIN 86:217-225.

Hondras MA, Linde K, Jones AP. Manual therapy for
asthma (Cochrane Review), In: The Cochrane Library, Issne
3, 2000. Oxford: Update Software.

Jacobs J, Jiménez M, Malthouse MD, Chapman E,
Crothers D, Masuk M, Jonas WB. Homeopathic treatment of
acute childhood diarrhea: Results from a clinical trial in Nepal.
Journal of Altemative and Complementarv Medicine. 2000;
6:131-139

Jonas WB, Dillner DK. Protection of mice from tulare-
mie infection with ultre-low, serial agitated dilutions prepared
from E_tularensis-infected tissve. Journal of Scientific Ex-
ploration. 2000; 14; 35-52,

Jonas WB, Linde, K., Ramirez, G. Homeopathy and Ar-
thritis. In: Rheumatic Disease Clinics of Narth America.
Penush, R. 5., (ed.) Philadelphia: W.B. Saunders Co., 2000;
26(1): 117-123.

Moerman D, Jonas WE. Toward a research agenda on
placebo. Advances. 2000; 16: 33-46.

Richardson MA, Sanders T, Palmer JL, Greisinger A,
Singletary SE. Complementary/alternative medicine use in a
comprehensive cancer center and the implications for oncol-
ogy. J Clin Oncol. 2000; 18(13):2505-14.

Sparber A, Jonas W, White J, Derenzo E, Johnson E,
Bergerson S. Cancer clinical trials and subject use of natural
herbal products. Cancer Investigation. 2000; 18(5). 436-439,

Tsutani K, Tsuruoka K, {trans}. Soho iryo t0 Kokuran
kyodo keikaku. Oruianataribu Medisun {Alternative
Medicine) 2000; 4(3): 64-7. [Japanese translation of Ezzo
J, Berman BM, Vickers Al, Linde K. Complementary
Medicine and the Cochrane Collaboration. JAMA 1998;
280: 1628-30.

Presentations

Berman B.

“The Umversity of Maryland Complementary and Alter-
native Medicine Program.” Harvard State of the Science Sym-
posium. Boston, MA (March 2000).

“Overview of Complementary Medicine.” Supportive Care
in Cancer. Washington DC (March 2000).

“Integration of Conventional and Complementary Medi-
cine: The University of Maryland Experience.” Association
of American Medical Colleges Council of Deans. Puerto Rice
{April 2000).

Jonas WB.

“Balancing Belief and Evidence in Alternative Madicine
Decisions™ (Workshop) 31* Annual Meeting of the Associa-
tion of Applied Psychophysiology and Biofeedback. Denver,
CO (April 2000).

*Applying Evidence-based Medicine Principles to Comple-
mentary Medicine.” 48" Annual Clinical Meeting of the Ameri-
can College of Obstetrics and Gynecology. San Francisco, CA
(May 2000),

“Complementary and Alternative Medicine: Actions and
Interactions.” 48" Annual Climcal Meeting of the American
College of Obstetrics and Gynecology. San Francisco, CA
(May 2000).

Jonas WB, Linde K. .

“Homeopathy: State of the Science”. International Con-
ference Bvidence-based Complementary Medicine, University
of Munich, Mumch Germany (April 2000).

Romoli M.

“Changes and Limits in Evidence Based Research in Acu-
puncture.” Conference sponsored by the Italian and Chinese
Ministry of Health, Rome, [taly (September 2000),

Other

Dr. Mary Ann Richardson, M.P.K., Dr.P.H., CM Field
Board Member, hds been appointed program officer for extra-
mural research at the National Center for Complementary and
Alterrnative Medicine (NCCAM), National Institutes of Health.
Dr. Richardson will direct NCCAM's oncology initiatives and
manage the growing portfolio of oncology projects. She was
previoasty Director of the University of Texas Centar for Al-
ternative Medicine Research in Cancer.

Dr, Kiichiro Tustani is handsearching two more acupuncture
journals in Japanese for the Cochrane Registry: Nihon Shinkyu
Chiryo Gakkai Shi (The Journal of the Japag Acupuncture
and Moxibustion Society) 1951-1980 and Ido no Nippon (The

mummms:.wwmmmum 1948-
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¥4 Dietary marine fatty acids (fish oil) for asthma
Feverfew for preventing migraine
b, Low level laser therapy for OA
#; Low leve] laser therapy for RA
‘¢’ Manual therapy for asthma
Nutritional supplementation in stable chronic obstructive
: pulmonary disease
Pﬁychologlcal therapies for sickle cell disease and pain

Low Level Laser Therapy (LLLT) in the Treatment of RA
(Brosseau L, Welch V et al., 2000)

Qb,]gur_ To assess the effectiveness of LLLYT in the reatment of

S_glggngn_gn_ng Randomized controlled trials of LLLT for the
treatment of patients with a clinical diagnosis of RA.

Main Reaylts: Five placebo-controlled trials with a total of 204
patients. LLLT reduced pain by 70%, reduced morning stiffness
duration by 27.5 minutes, and increased tip to palm flexibility by
1.3 cm reltive to placebo. Functional assessment, range of mo-
tion and local swelling did not differ between groups.

Feverfew for preventing migraine
(Pittler MH, Vogler BK, Emst E, 2000)

Objective: To systemarically review evidence for or against the
efficacy of feverfaw versus placebo for the prevention of migraine.
Selection Criteria; Randomized, placebo-controlled. double-blind
trials assessing the efficacy of feverfew for preventing migraine.
Main results: Four tdals met inclusion criteria and majority sug-
gested beneficial effects of {everfew comparad with placebo. High-
est quality trial, however, found no significant difference.
Conclusions: The efficacy of fevarfew for the prevention of mi-
graine has not been estblished.

LLT {continued)

Conglusions: LLLT could be considered for short-term relief of
pain and moming stiffness for RA patients. There is a need for
RCTs that investigate the effects of wavelength, treatment dura-
ton of LLLT, dosage and site of application over nerves instead of
joints on LLLT effectiveness.

ReviEws in Progress

Acupuncture for chemotherapy-induced nausea or vomiting
among cancer patients *

Acupuncture for latecal elbow pain in adults

Acupuncture for osteoarthritis *

Aerobic exarcise interventions for people with HIV/AIDS

Alexander Technique for chronic asthma

Anti-oxidan: foods or supplements for preveating cardio-
vascular disease in patients with and without ischemic heart
disease

Asthmatic exacerbations and magnesium sulphate

Behavioral treatment of ctronic low back pain

Rehavioural and cognitive interventions for faecal incontinence

* in children *

Behavioural interventions for primaty and secondary
dysmenorthoea *

Breathing exercises in asthma

Calcium and phosphate supplerncttation of human milk for
promoting growth in preterm infants

Cernilton for Bendgn Prostatic Hyperplasia

Chinsss herbal medicine for atopic eczema *

Chinese medicinal herbs far chronjc hepatitis B *

Cognitive behavicur therapy for depressed carers of people with
Alzheimer’s dicease and related disorders

Complementary therapies for acne

Cow's milk and childhood asthma

Dietary marige fatty acids in asthma control

Electrical atimulation for pressure sores

Bvening primrose oil or other essential fatty acids for
premenstrual syndrome

R
)
+
...-
‘.
.
.
'.
B
*
K
.
.
'l

B Food or supplements rich in omega-3 farty acids for prevention
of cardjovascular disease in patients with ischaemic beart

N disease

¥ Galantamine for Alzhmmer s disease

EW Gingko biloba jn derentia and cognitive impairment

Gingko biloba in intemminent claudication

Manual therapy for mechanical neck disotders

Marine oil gupplementation in NIDDM

Massage and aromatherapy for symptom telief in patients with
cancer ¥

Massage for Jow back pain *

Mind/Body Therapy for Fibromyalgia

| Noninvasive physical treatments for chronjc headache

Omega-3 fatty acids supplementation for rheumatoid arthritis

Omega-3 fatty acids for cystic fibrosis

§ PFMT and/or blofeedback for faecal incontinence

Pbytoestrogens for menopausal symptoms

PMS: Evening primrose oil

| Psychological interventions for non-ulcer dyspepsia *

Pygeum africanum for Benign Prostatic Hyperpiasia

$-adenosyl-L.-methionine for aleoholic liver diseases *

Spinal manipulation for low back pain

Tartrazine exclusion agd asthma

Therapeutic touch in wound healing

| Vitamin A for measles in children

" Viiamin B6 and placebo in premenstrust syndrome

* New for this issue
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Would You Like To Participate In The Cochrane Collaboration

Complementary Medicine Field?

Name: Country: —

Drganization:

LUMEMeE LY LML)

FRiae

Address

Phone: Fax: E-mail:

Experience:

Support Work of Collaborative Review Groups (CRGS)

___Prepare and maintair Cochrane
Complementary Madicine reviews
List topics of interest below
___Liaison berween CM Field and a CRG
___Identify and prioritize needed Cochrane
Reviews
___ Train and/or recruit reviewets
___ Other

Teli us alvout your interests.

How I Will Contribute to the Field

Identify Trials

___Hand search journals ___ Translae articles
Language (s) Language(s)

__ Other

Dissemination

___Promote The Cochrane Library

___Act as contact persen from non-Cochrane
Qrganization for CM Field

__ Dther

vkl
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ADDENDUM 2

Cochrane Collaboration
Complementary Medicine Field Systernatic Reviews and
Protocols

L.CM Field Completed Reviews

%

Linde, K., Acupuncture for chranic asthma 1996, Issue 3
| Inbst, K. Panton, 7. '
New £ Melchart, D. Acupuncrure for Idjopathic headache 2001, Issue |
Linde, K. Fischer,
?. Permar, B.
White, A. Vickers,
A, Allais, G.
New 3) Smith. CA. Acupuncrure for induction of labour 2001, Issue )
___Crowther, CA - ! ]
4) Tulder MW, Acupuncture for low back pain 1999, Jssue 1 T
van, Cherxin, DC.
Bemman, B. Lao, L.
L Koes, BW
53 White, AR. - Acupuncture for smaking ceseation ' 1997 Irsue |
ampes, H. Ermnst, ‘
. E l
6) Dennis, J. Alexander Technique tor chronic asthma | 2000, Issue 2 T
7 Evans, JR. Antioxidant vitsmir and mineral supplements 1999 fsene 4
Henshaw, K. for preventing age-1elated macular degeneration.
) Evans, JR. Antioxidant vitamin and rmineral supplersents 1998, Issue 1
L for age related macular degeneration. '
9) Nixon, S. Aerobic exereise interventions for people with 2001, Tssue 1
O'Brien, K. Glazier, HIV/AIDS
RH. Wilkins, AL.
10) MclIntosh, HM. Artemus:nin derivative for treating 1998, Jssue 2
| Olliaro, P. uncorplicated malaria
1) Mcntosh, HM. Artemisinin detivatives for treating severe 1998, Jesue 3 !
R Olliaro, P majaria |
12) Verhagen. AP Balncotherapy for rheumatoid anlritis and 1999 Jsstie 3 v‘l
Da Vet, HCW. de osteoarthritis
Bie, RA. Kessels, |
AGH. Boers, M.,
: Knipschild, PG.
( 13) Norton, C. Biofeedhack and/or sphincter exerciscs tor the 2000, Jssue 2 [
‘ Hosker, G. treatment of faecal incontinence in adults.
'L Biazzelli, M.
| 14) Wile, T. Ishani, Bera-shiosterols for benign prostatic hyperplasia | 2000, Jssue 2 T
. A. Mac Donald, R,
Stark, G. Mulrow,
'L C.lay, ] I

Brian M. Berman, M.D. 18
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135) Karjalainen. K.
Malmivaare, A. van
Tulder, M. Roine,
R. Jaubiainen, M.
Hurri, H. Koes, B

Biopsychosocial rehabilitation for upper litab
repetitive strain injuries

2000, Iysue 3

16) Holloway, B.

Breathing exercises for asthma

1998, /ssue 4

‘| Ram, FSF
New 17 Kelly, AJ Castor ot),bath and’or enema for cervical 2001, Tssue 2
Kavanagh, J priming and induction of labor
Thomas, J
18) Wilt, T. Mac Cernilton for benign prostatic hyoerplasia 1998, Jssua 2
Donald, R. Ishani,
A. Rutks, 1. Stark,
G.
New 19) Liu, JP Chinese medicinal herbs for asymptomatic 2001, Jssue 2
Meclntosh, H. Lin, caryiers of hepatitis B.
H
ew 20) Liy, JP. Chinese medicinal herbs for chronic hepatitis B | 2001, Jeswe 1
Meclntosh, H. Lin,
H.
21 Renfrew, MJ. Treatments to 1elieve breast engorgement 1999, Jssue 4
Lang, §. Mattin, L. (Previous teview title: Cabbage leaves for breast
Woolridge, MW engorgement this review has been withdrawn
see protoco] 14)
22) Price, JR. Cognitive behavior therapy for chromc fatigue 1998, Issue 3
Couper, J. syndrome in adults
23 Jones. C. Cognitive behavior therapy for schizophrenia 1999, fssue |
Cormac, I. Mota, J.
Campbell, C
24) Jepson, RG. Cranberxies for the prevention of urinary tract 1998, Jssue 4 -
Mihaljevie, L. mfections
Craig, I.
25) Jepson, RG. Cranberrics for the treatment of urinary ract 1998, [ssue 4
Mihaljevic, L. infections
Craig, J.
26)  Woods, RK. Dhetary marine fatty acids (fish oil) for | 2000, Jssue 3
Thien, FCK. asthima.
Abramson, MJ.
27 Van den Ende, Dynamic exercise therapy for theurnatoid 2000, [ssue 3
l CHM. Vliet arthritis
‘ Vlieland, TPM.
Munpeke, M.
Hazes, IMW.
28) - Melchart, D. Echinacez for the prevention and tieatment of 1999, Issue 1
Linde, K. Fischer, the common cold
. P. Kaesmayr, J.
29 Ram, FSF. Physical waining for asthma. 1999, I5s5ue |
Robinson, SM.
Black, PN,
New 30) Flemming. X, Electromagnetic therapy for the treatment of 2001, fssue 1
Cullum, N pressure sores
New 31 Flemming, K. Electromagnetic therapy for the treatment of 2001, Zssue 1
Cullum, N. venous leg ulcers
32) Pittler, MH1, Feverfew for preventing migraine 2000, Jssug 3

Brian M. Berman, M.D.
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Vogler, BK. Ernst, ]
E‘ .
New 33) Olin, J. Galantamine for Alzheimer's disease 2001, Issue 1

Schneider, L

34) Jepson, RG.
Kleijnen, I. Leng,

Garlic for peripheral arterial occlusive diseage

1997, Issue 3

o
7
€

Welch, V. Wells,
G. deBie, R. Gam,
A, Harman, K.
Mornn, M. Shea,
B.Tugwell, P,

GC.
35) Towheed, TE. Glucosamune therapy for osteoarthitis 2001, Issue |
Anastassiades, TP.
Shes, B. Houpt, J.
Welch, V.
Hochberg, MC.
) 36) Evans, JR. Ginkgo biloba extrac: for age related macular 1999, Jssye 3
degeneration i
New 37)  Little,CV. Herbal therapy for treating osteoarhritis 2001, Jssue 1 k
Patgons, T
New 3B} Little, C. Herbal therapy for treating rheumatoid arthritis 2001, fssue 1
Parsons, T.
39) Linde, K. Jobst Homeopathy for chronic asthma 1998, [ssue 3
K, A
40) . Vickers, Homoeopathic Oscillococeinut for 1999, Issue 4
AJ. Smith, C. preventing and treating influenza and
influenza like syndromes.
41) Abbot, NC. Hypnotherapy for stoking cessation 1998, Issue 2
Stead, LF. White,
AR. Barnes, J.
Emst, E.
42) Raberts, L. Intercassory prayer for the alleviation of ill 1999, Issue |
Abwed, 1. Hall, §. health
43) Jewell, D. Interventions for naugea and vormting in carly 1996, Jssue 4
Young, G. pregnancy
New 44) Campbell, K. Interventions for meating obesity in children 2001, Issue 1
Waters, E.
O'Meara, 5.
Summerbell, C _
45) Flernming, K. Laser therapy for venous leg ulcers 1998, Issue 4 T
Cullum, N.
New 46) Higgins, JPT. Lecithin for dementia and cognitive impairment. | 2000, fssue 2
b Flicker, L. _
47) Brosseau, L. Low level laser therapy for QA 2000, Issue 4 o
Welch, V. Wells,
5. deBie, R. Ganw
A. Harman, K,
Morin, M. Shea,
B Tugwell, P.
48) Brogsesu, 1. Low leve] laser tacrapy fi0 RA 2000, Issue 4

49) Hondras,
MA. Linde, K.

Jones, AP

Manual therapy for asthma.

2000, Issue 3

Brian M. Berman, M.D.
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| 50) Furlan, AD. Massage for low back pain 2000, Issue 4
Brosseau, L. :
Welch, V. Wong, J.
51) Vickers, A. Magsage to promote developmient in praterm 1998 Issue 3
Ohlsson, A. Lacy, and/or low birth weight infants
JB. Horsley, A .
New 52)  Herxheimer, Melatonin for preventing and treating jet lug 2001, Issue |
_ A, Perrie, K. -
aw 53) Koger, SM. Music therapy in demenda 2001, Issue 1
Brotons, M
54) Ferreira, IM. Nutritional supplementation 1n stable chronic 2000, Issuz 2
Brooks, D. Lacasse, obstructive pulmonary disease
Y. Goldstein, RS
35) Wilkinson, Onal zinc for arterial and venous feg ulcers 1998, Fesue 3
EAJ. Hawke, Cl. N
36) Joy, CB. Polyunsamrated fatty acid supplementation (fish | 2000, /ssuz 1
Mumby-Croft, R. or evening primrose oil) for schizophrenia
Joy, LA.
N Anie, KA; Psychological therapies for sickle cel; 2000, fssuz 3
Green, J | disease and pain
|
58) Wilt, T. Isham, 7| Serenoa repens (saw palmetto) for benign 1998, /ssue 4
A. Stark, G. Mac prostatic hyperplasia
Donald, R. Muliow,
. C.Lau, J. |
New 59)  Suresh, Superoxide dismutase for preventing | 2001, Issue |
GK.; Davis, chronic lung disease in mechanically |
| IM; Soll, RF ventilated preterm infanis
60) Beamnon, S. Speleotberapy for the treatment of asthma 2000, Issue 3
Falkenbach, A. '
! Fainburg, G. Linde,
.
i 61) Linde, K. St. John's Wort for depression 1998, Isyue 2
Muljrow, CD
62) Douglas. RM. Vitamin C for preventing and treating the 1998, Issue 1
Chalker, EB. common cold
Treacy, B -
63%) Kleijnen, I. Vitamin E for intemmittent claudication 1996 Issue 2
Mackerres, D .
64) Soares, KVS. Vitamin E for neuroleptic induced tardive 2000, [ssue 3
| McGrath, 33 dyskinesia
€53 Tabet, N, Vitamin E in Alzheimer’s disease 2000, Issue 4
Birks, J. Griroley
Evans, J. Orzel,
M.Spector, A
66) Ramaratmam, Yoga in the treatment of epilepsy 1999, Jssue 3
\ 8. Sridharan, K
| 67)  Marshall, I Zin in the treatment of the common cold 1999, Jssue 2
1 68) Mzhomed, K [ Zinc supplementation in pregnancy 1997, Issue 3

Brian M. Berman, M.D.
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IL. CM Field Protocols

1) He, L. Zhou,

Wu, B, Li, N.

COMPMED LMD

“% % =
Acupuncture for bell’s palsy

Richardson, MA.
Allen, C. Ezzo, J.
Lao, L. Ramirez,
G. Ramirez, T.
Zhang, G.

2

FPAGE

2001, Issue 1

249

Acupuncture for chemotherapy-induced nausea or
vOMiting among cancer patisnts

2000, Issue 1

3} Green, S,
Buchbinder, R.
Hall, S. Barnsley,
L. Forbes, A.
Srmidt, N.
Agsendelft. W.

Acupuncture for lateral elbow pain in adults

1999, [ssye 1

4) Ezzo,J. Hadhazy,
V. Berman, B.
Birch, S. Kaplan,

(. Hochberp, M.

|

Acupuncture for osteoarthritis

1998, Issue 3

Correia, M. Veloso,
M. Correia, C

5)

Amtioxidants for acute ¢troke

1998, Issue 3

6) Correia, M. Silva,

C. Veloso, M.

Anptioxidanis for secondary prevention after
stroke or transient ischaemic attack.

New

7) Cmell, RW. Lane,

RIM. Ross, M.

1999, Jssue 3

Antioxidant treatment for amyotrophic
latera) sclerosis / motor neuron digease

2001, Issue |

§) Hooper, L. Capps,
N. Clements, G.
Davey Smith, G.
Ebrahim, S.
Higgins, J.

Ness, A.
Riemersma, RA.
Summerbell, CD.

Anti-oxidant foods or supplements for
preventing cardiovascular disease

1999, Issue 2

S) Brazeelli, M.

Griffiths, P.

Behavioural and cognitive interventions for faecal
incontinence n children

2000, Issuz 2

10) Wilson, ML.
Mutphy, PA.
Pattison, HM.

Farquhar, CM.

=

Behavioural interventions for primary and secondary
dysmenorrhoea

2000, Issue 3

11) Snowden, HM.
Renfrew, MJ.
Woolridge, MW

Treatments to relieve breast engorgement during
lactation

2000, [ssue 2

12) Hoare, C. Leonard,

Chitiese herbal medicing for atopic eczema

2000, fssue 2

T. Williams, HC.

13) Charlesworth, G. Cognitive behavior therapy for depressed carers of 1999, I'ssue 4
Riordan, J. people with Alzheimer’s discase and related
Shepstone, L. disorders

14) Coates, P. Eady A, | Complementary therapies for acne 1999, Issue 2
E. Cove J, H.

15) Caraballosc, M.
Bonfill, X. Serra, C

Drugs for pteventing lung cancer

2000, Issue 1

15) Flemming, K.

2000, Jssue 3

Brian M. Berman, M D.

Electrotherapy for chronic wounds
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Cullum, N.

17) Fleming, K.
Cullum, N

l

Electrotherapy for pressure sores

¥

i 2000, Jssue 3

18) Flemming, K.
Cullum, N.

Electrotherapy for diabetic ulcers

2000, Issue 3

19) Ruether, A;
Bueschel, G,
Leipner, J; Linde,
K; Rostock, M;
Homeber M

Enzyroe therapy in oncology

2000, Trsue 4

20) Stnd, J. Jepson, R.
Moore, V.
Kleijnen, J. Jasco,
SM

Evening primrose oil or other essential fatty acids for
premenstrual syndrome

1998, Jestie 2

21) Kleijnen, J.

Ginkgo biloba for intetmittent clzudication

1996, Jssue 2

New

22) Birks J, Grimley
Evans J, |
Dongen M

Ginkgo biloba for dementia and impairmem

2001 Issue 2

23) Novak, F.
Avenell, A, [
Heyland, DK. |
Croa), BL. !

© Drover, JW.
Jain, M. Noble, |
D. Su, X. :

Glutamine supplementation for critically ill
adults

2000, Issue 3

24) Wilson, ML.
Murphy, PA.
Farquhar, CM

Herbal and dietary therapies for primary and
secondary dysmenorrhoea

1998, Isste 2

New

35) Benett M, Heard
R

Hypertaric oxygen therapy for multiple sclernsis

12001, fssue 2

26) Beamon, S.
Falkenbach, A.
Jobst, K.

Hydrothetapy for asthma

1999, Jssue 4

27) Blackhall K,
Appleton S

JTonisers for chronic asthma

28) Bent, 5. Tsourinas,
C. Romoli, M.
Linde, K.

|
|
|

2000 Jssue 3

Kava for Anxiety Disorder

1099, Jssue 3

29) Beamon, S.
Falkenbach, A.
Jobst, K.

Hydrotherapy for asthma

1999, Issue 4

30) Shaw, K. Turoer, J.

Maragement of Depression with Tryptophan and 5-

1999, fssue 3

Spinks, A. Del Hydroxyiryptophan
Mar, C

31) Gross, AR. Manual therapy for mechanica! neck disorders 1997, Issue 3
Hondras, MA.

Aker, PD. Peloso,
P. Goldsmith, CH.

Brian M. Berman, M.D.
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32) Lockhart-Wood, K.
Gambles, M.
Wilkinson, §

Massage and aromatherapy for symptom relief m
patients with cancer '

2000, Issie 3

New

33) Urnatia, G Bonfill,
X Del,

34) Pozo, P Pernandez
A

Neuroreflexology for low back pain

2001 Issue 2

35) Hadhazy, V. Ezzo,
IM. Berman, BM.
Creamer, P.
Bausell, B

Mind/Body Therapy for Fibromyaigia

2000, /ssue 3

36) Gresper, J.
Exderby, P.

Pharmacological treatment for aphasia
following stroke

1998, Issue 2

37) Bronfort, (3.
Nilsson, N.
‘ Assendelfi,
| WJJ. Bonter,
LM. Goldsmith,
C. Evans, R.
Haas, M.

i
!
| Whum, R.
[
l

Noninvasive physical treatiments for chxonic
headache.

1999, Issue 3

.38) Salinas, A.
Berchuk, M.
Welch, V.
Fortin, P. Shea,
B.

Omega 3 fatty acids supplementation for
rheumatoid arthnts.

!
i
1
]
]
|
|
\
|
|
i

1997, Issue 3

39) Farmer, A. Dineen,
5

Omega 3 fatty acids on glycaemic contro) of plasma
Jipids in type 11 diabetes mellitus

1997, Issue 3

40) Jum, P. Fux, C.
Hertog, MGL.
Egger, M. Emigt, E

Padma 28 (a Tibetan herbal
preparation) for intermittent claudication.

1997, Issuc &

41) Beckles Willson,
N. Blliott, TM,
Everard, ML

Omega-3 fatey acids for cysde fibrosis

2000, Issue 3

42) Lethaby, AE.
Kronenberg, F.
Roberts, H. Eden,
I

Phywesmogens for menepausal symptors

1998, Issue 4

43) Soo, S.
Moayyedi, P.
Deeks, J.
Delaney, B.
Forman, D.

Psychotherapy for nop-ulcer dvspepsia

1899, Issue 3

44) Wilt, T, [shani, A,
Mac Donald, R.
Rutks, I, Stark, G

Pygeum afticanum for Benign Prostatic Hyperplasia

2000, /ssue 2

New

45) Gambles, MA.
Lockhart-Wood, K.
Wilkinson, SM

Reflexology for symptom relief in patients with,
cancey

2001, Issue 1

46) Rembaldi, A.
Ghuud, C.

S-adenosyl-L-methionine for alcoholic liver diseases

1999, Issue3

Brian M. Berman, M.D.
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47) Wilson, ML, Spimal manipulation for primary 1699, Issue 3
Murphy, PA. and secondary dysmenorthoea
Johnson, TC.
Farquhar, CM

48) Assendelft, WJJ. Spinal manipulation for low back pair 1996, /ssue 1
Shekelle, PG.

New 49) Rees, K. Bennett, Stress management for coronary heart disease 2001, Issue |

P. Vedhara, K.

v West, R. Davey
| Smith, G. Ebrahim,

i
|
|
b

S
New 50) Szatmari, Sz Vinpocetine for cognitive impairment and dementia | 2001 Jssue 2
Whitehouse, PJ
51) O'Mathuna, D. Therapeutic touch in wound healing 1998, Issue 3

52) Iasco, SM. Castro, | Vitamin B6 and placebo in premenstrual syndreme 1998, Issue 4
AA. Atallah, AN
53) Kaur, B, Vitamin C supplementation for asthma 1 1997, Issug 3

II1. CM Field Newly Registered Titles

72001 | L4, Zi Chinese herbal medicine for chronic renal failure March, 2001

2001 Xiong, Dylan Compound red sage root (radix salviae miltiorrhiaze) | March, 2001
versus nitrate for angina - _l
2001 Zeng, Xianrong Gingko biloba exmract for acute ischaemic stroke Matrch, 2001 |
Compiled by:
University of Maryland
Complementary Medicine Program
Cochrane Collaboration

Complementary Medicine Field
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‘CAM evaluation comes into

the mainstream: NIH
Specialized Centers of
research and the University of
Maryland Center for
Alternative Medicine Research

in arthritis

B.M. Berman,' S. Hartnoll,? B. Bausell?

‘University of Maryland School of Medicine Complementary Medicine
Program, James L. Kernan Hospital, Baltimore, MD, USA

2 niversity of Maryland School of Medicine Complementary Medicine

Program, MD, USA

SUMMARY. In September of 1999 the National Institutes of Health (NIH) announced
the funding of five Specialized Centers of Research In compiementary and alternative
maedicine (CAM), bringing the total number of centers being supported to nine. The
NIH center grant model provides a tremendous boost to the scientific investigation of
CAM, nurturing an emerging field through the support of a step-wise research
program of clinical and pre-clinical trials and developmental and feasibility studies; the
building of infrastructure; and the training of a new cadre of scientific investigators in
the field. This article explains the overall objectives of the NIH Specialized Centors
program and focuses on ona of the oldest CAM research centers in the LISA, exploring

some of the challenges faced in conducting CAM re¢search while developing a center,
and some of the goals and activities of the center.® 2000 Harcourt Publishers Led

In September 1999 the National Institutes of
Health (NIH) anmounced the funding of five
Speciafized Centers of Research in complementary
and altermative medicine (CAM), bringing the total
number of centers being supparted 10 mine. These
grants are an encouraging jump-start into the new
millennium and & fittingly symbolic ending to the
last decade of the old millennium-a decade in
which CAM rescarch in the USA has experienced
a changing of the rides and a slow, burt steady,
rise in its acceptability as a target for federal
support. Each of the centers will be receiving
approximately $7.5 million in funding over the
next 5 years and is expected to conduct clinical

Camplemeaty Thargpiy in Megicne '2000), 8, | 19=122  © 2000 Harcourt Publizhers Led

and pre-clinical research; encourage developmen-
tal and feasibility studies; and educate and train 8
new cadre of scientific investigators in the field.
The nine centers are located around the country
and each will have a disease or therapy area of
focus (Table 1). Two of the centers funded last year
(Columbia University apd University of
Maryland) were previousiv funded by the NIH and
will be building on the initiatives started over the
past 4 years.

The NIH center grant model draws from the
experience of more marure Jdjsciplines and s
designed to nuwrture an emerging field through a
carefully staged research process. This process

119
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Area of Focus

Institution

Principal Investigator

Addiction
Fourdation -
Arthrids and Retated Disorders
Cardiovascular Diseases
Cardiovascular Disaases
ind Aging In African-Amenicang
Chitropractlc
Research
Craniofactal Diserdears
Cregan
Naurclogical Disordars
Pediatrics
wWomen's Healtr & Aging

Minneapaiis Medical Research
University of Marvland
University of Mickigan
Mahanshi Unlversity

Palmer Certar for Carapractic
Kaiser Fourdation Hospital.
Oregon Healtn Scierces Univarsity  Barry Oken, MD

University of Arfzona
Columbia University

Themas Kiresuk, PhD
Brian Berman, MD

Lraven Bolling MD

Robert Schnelder, MD
Witliam Maegker. DC, MPH
Alexarnder White. DDS

Fayvez Ghishan, MD
rredi Kronenbarg, PhD

includes generating information on the effective-
ness of a therapy through a rauge of methodological
dasigns, the phasing of studies leading up to large
randomized, controfled trials, and the building of
infrastructure through support of core tesources
(such as data mapagement, statistical analysis, and
administration) and the training of new investiga-
tors. Hence, a minimum of three studies aze sup-
ported under each center grant and are expected to
lead on to large, randormzed, controlled clinical txi-
als. At the same time, innovative preliminary pro-
Jects will be funded (subject to sigorous peer
review) by the centers’ development and feasibility
programs, Junior faculty end post-doctoral fellows
will be provided education and training in CAM and
research, thus growing 2 new generation of investi-
gators who are sensitive to the izsues aud challenges
particular to CAM.

The University of Maryland Center

The Center for Alternative Medicine Evajuation and
Research in Asthritis is housed within the
University of Maryland's Complementary Medicine
Program. This centar grant is a competitive refrewal
of on¢ of the initial 10 center grants awarded by the
NIH in 1995 and builds upon a research program
that is focused around pain related conditions.

While each of the CAM centers undoubtedly has its

own valuable stories to share, the University of
Maryland program, as one of the oldest centers jn
this country, wili be the focus of this articls. We will
éxplore some of the challenges we have taced in
conducting CAM research while develaping a cen-
ter, and outljne the goals for our center.

Edging into the academic arena

Everyone involved in the scientific investigation of
CAM as well as its clinical practice is aware of the
many obsiacles that have confronted this fieid in its
struggle for Jegitimacy in the medical and research
arenas. At the time that the Universiry of Maryland
CAM program was established in 199], one of the

most often voiced criticisms of CAM was the lack
of sciemific data on its effectiveness and safety.
However, at the same time, the CAM field lacked
the infrasoructure and ressarch capacity with which
1o support and foster the sorely needed studies and
trials. Most CAM practitioners themselves had little
trajning in research, nor were there sousces for the
funding of research. Our program was fortunate to
recejve core funding from 2 privaze foundation and
to find an acagemic institution open to embracing
CAM evaluation at a time when the pravalent atti-
tude to CAM in academic medical circles was char-
actenzed by hostility or distust. With these
resources at our disposal we were able to begin pilot
studies which could generate crucial preliminary
data allowing us to be competitive in applications to
funding institutions such as the NIH.

Embarking on a research program

Before starting any studies and in order to assure
ultimate usage of our limited means as well a3 iden-
ufy the most needy and/or promising areas of inves-
tigation, we drew up a strategic plan for the center
and set a research agenda. Our research agenda was
based on surveys of CAM therapy usage rates, con.
ditions identified as major public health problems,
and review of the existing CAM literaturs.! As a
result of this process we chose to focus on pain-
related condirions and to injtially examine therapies
where there was the greatest body of evidence sug-
gestng their usefulness, as well as evidence of their
usé by consumers.

Mutliiple preliminary srudies hased upon strong
theory and the empincal work of previous investiga-
tors 18 always necessary beiore a definitive study is
mounted. In our experience, following a step-wise
progression of studies (somewhat mimoring the
Federal Drug Administration guidelines for phasing
of studies) has sllowed for congsideration of method-
ological issues, such as appropriate control groups,
and other therapy-specific issues, such as appropni-
ate desage and safety, before embarking on full-
blown, Phase 3, randomized controlled trials (RCT).
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As an example of our approach, our group used the
Phase | pilat studies to test suitable outcomes mea-
surements ahd determine standardized acupuncture
treatment protocols in swdies of acupuncture for
postoperative dental pain and for osteoarthritis. On
the basis of this work we were able to successfully
compete fot some of the initial developmental grants
funded by the newly<created NIH Office of
Alternative Medicine. We then followed this work
with two Phase 2 studies: one small trial (n = 39)
comparing acupuncture (o a mock acupuncture cati-
trol (which involved no needle insertion) for acute
pain; one larger study (n = 73) comparing acupunc-
ture pius standard care to standard care alone with
osteoarthritis patienis,>* These studies ailowed us to:
1) test our hypothesis on a small, cost-effective
scale; 2) conduct 2 power calculation for a larger
al; 3) assess the feasibility of the research setting;
and 4) resolve unforeseen problems and thus design
a 80)id study protocol for the RCT. Both studies ure
now funded by the NIH at the Phase 3 stage and.
with large sample sizes and multi-site location, will
be more definitive efficacy studies. The ostenarthri-
tis study is a three arm parallel design (n =370} com-
paring ceal versus sham acupumcture versus an
education control grovp: while the dental twial is a
WO experiment, two gite study that combines ele-
ments of both Phase 2 and 3 trials.

Finding and evaluating the existing
evidence

One stumbling block we encountered early in our
ipvestigation of CAM was establishing what 15
known already. Without a thorough knowledge of
the literawire it is impossible to set a research
agenda, knaw the pertinent questions to be asked,
the study designs that are needed, or the method-
ological issuey o be confronted. Much of the litera-
ture on CAM had not been publisbed in mainstream
medical journals, was published in languages other
than English, and wss not available through tradi-
tional medical literature databases and libraries. In
our search for the literature on pain we coofronted
this problem and were able, a3 part of our first NTH
center grant funding, to compile a darabase of the
literarure in CAM and pain (CAMPAIN). We drew
from elecitonic sources worldwide as well as carry-

_ing .ont extensive hand-searching of journals and

conference proceedings. A review we conducted of
acupuncture_treatment for chronic pan problems
serves as an example of the hurdle of finding the Jit.
erature in CAM* In this study, a search of our
CAMPAIN database vielded 58% more citations
than a similar search of the National Library of
Medicine's (NL.M) Medline database. The CAM-
PAIN . database (available om our wehsite:
www.compmed.umme.umaryland.edu)  currently
containg 12 000 citations, testimony to the fact that
there is existing evidence on CAM, although it has
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just been more difficul to access than other medical
literature. Our reviews to-date, however. suggest
that the quality of the science is generally poor and
there are many gaps in cur knowledge **

At the intemational level. efforts to collect and
evaluate the CAM literature have been substantially
improved through the establishment in 1996 of a
complementary medicive (CM) field within the
Cochrane Collzboration.” The field is coordinated
through our center and we maintain a comprehen-
stve registry of RCTs in CAM which is uploaded to
the central Cochrane Libeary (which contains all
known RCTs for all of medicine}. The regisiry lays
the groundwork for collaborators worldwide to con-
duct gystematic reviews which will summarize
existing evidence  while minimizing  bias.
Furthermore, the CM field has also been working
with the NLM to identify journais and tc refine thejr
thesatrus of CAM subject headings for Medline.

Evaluating CAM in a clinical setting

Some of the greatest challenges our center has faced
has been in our clinical program. At the program’s
out-patient clinic. based at one of the University of
Maryland hospitals, we have been assessing the
value of integrating CAM therapies with conven-
tional medicine in the treatment of patients with
pain related conditions. However, generating truly
useful data from outcomes research is extrerely
difficull due to the hectic, uncontolied nature of
clinical practice. On the whole, any data geperated
is geperally less controlled than even our crudest
pilot studies. For example, it i3 difficult to employ
prospective exclusion/inclusion criteria for clinical
patients aud to administer outcomes measures Spe-
cific to a particular diagnosis in a clinical setting.
Although the clinic continues to be popular among
patients and our data shows high satisfaction levels,
developing meaningful outcomes data will continue
to be a challenge {ot our center and the CAM com-
munity in general.

On a more practical tevel, obstacles we have
faced in our clinical program have included distrust
and unfamilizrity with CAM amongst many of the
University's faculty and clinicians who have been
oppased to CAM therapies being offersd under the
Unijversity's umbrella, However, we have sought 10
huild confidence among our colleagues by offering
only those CAM therapies for which there is some

“pody of evidence to support their clinical usefulness

and safety. Over time, the clinic has offered an
excellent opportunity to build brdges through
shared patient care, and has genesated ideas for col-
laborative research endeavors. We have also had
some imeresting instances where some of our most
skeptical research collaborators have resoried to
acupuncture for relief of their own pain conditions.
Personal experience of relief has often done more to
change aititndes than objective research datat
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Other hur( we have faced have incly
staffing and reimbursement. The CAM therapists
involved with our clinic have had extensive training
in their respective fields and have been credentialed,
however, with little standardized credentialing in
most CAM professions to-date, finding suitable
practitioners has not always been straightforward.
Furthermore, lack of experience with or training in
CAM has meant that there have been few physi-
cians who can work at the clinic and coordinate
integrated progranos of care. Insurance coverage of
CAM has only recently begun to improve and,
while this obvjously creates problems in making the
clinic financially viable, it has also created prob-
lems in tracking long-term costs of CAM care.

Looking to the future

[t will be exciting to observe how each Specialized
Centex confronts the issues and challenges of CAM
evaluaiion. The NIH center grant mechanlam, with
its emphasis on rigorous scientific process, a struc-
tured progression of tesearch, innovation, as well as
training, provides the structure for CAM investiga-
tion to make huge advances iu the new millennium.
Cur center will continue with efficacy trials (e g.
one study funded by our center grant will avaluate
ind/body therapies for fibromyalgla), as well as
studies of basic mechanism involved in CAM thera-
pies (e.g. another program of reseatch involves
identifying the antagonist receptor system as wall as
the descending modulating pain pathway in the
brain stem involved in electro-acupuncture using an
animul mode] that we have pioneered in our basic
science laboratory). We will atso explore the long-

texm outcomes; patterns of health services utiliza-

tion and costs of patients who are treated by
acupuncture in the osleoarthritis RCT that is cur-
rently underway; as well as begin the investgarion
of the nse of various herbs in the weatment of
inflammation and immun¢ mediated arthritis. lp
addidon (o our own primary research, we will con-
tinue to synthesize the resulis of CAM trials in order
tc make summary judgwents regarding cifective-

’ CUMFMED UMD

3. Eqgually excinng, the Special

ter

mechanism has provided a budget of nppmxim:{{g]y
three quarters of a million dollars t fund projects
involving promising investigators outsjde our pro-
gram to continue the process that we have been
invoived with for the past decade. In this manner we
hope 0 add to the scientific body of information on
CAM and broaden the spectrum of evidence based
treatments for chronic pain problems.
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Complementary medicine and medical education
Teaching complementary medicine offers a way of making teaching more holistic

omplementary and alternative medicine is no
longer an obscure issue in medicine Cur

patients are using alternative therapies in addi-

tion to conventional care’* and sometimes do not

share this information with us. But even if they did-
would we know how best 10 advise themn about safety
issues or about the effectiveness of 2 particular therapy
for their problem? Surveys indicate that doctors and
medical students are increasingly interested in
complementary and alternative therapy,™* yet lack of
knowledge is one of the greatest barriers to its appro-
priate use, Although many medical schools and
training programmes now  include teaching on
complementary and aliernative  therapies, the
approaches are varjable and often superficial

In this issue Owen et al ask provocative questions
about our attitades and behavioy towards complemen-
tary and alternative therapy (p 154). and point out that
few of us encountered such therapy as medical students
or during later taining, Nevertheless, there are signs of
change, and Owen ¢t &l describe initiatives to include
complementary and alternarive therapy in medical edu-
catiop in the United Kingdom. Sirailar changes are
occurring in the United Swaces In 1995 a national
conference on complementary and alternative therapy

education invclving the National Instimutes of Health
recommended that complementary and alernatve
therapy should be included in nursing and medical edu-
cation. Two years later a survey of all 125 US medical
schools found that 75 of them offered some form of
sducation on complementary and alternative therapy.”

Teaching includes elective modules, core curriculum
lectures, and inclusion in problemn based leaming at
undergraduate and residency level. Institutions such as
Harvard and Stanford offer continuing posigraduate
education courses, and the universites of Maryland and
Arizona offer rescarch and clinical fellowships. Tn
addition, spectal interest groups in complemenary and
alternative thernpy have been farmed in professional
organisadons such as the Association of American
Medica) Colleges, and the Society for Teachers of Family
Medicine has issued guidelines on inchuding comple-
mentary and alternatve therapy in the curriculum for
Tesidents.’ The NIH-National Center for Complemen-
tary and Alternative Medidne recently issued funding
tnitiatives to suppor: the development of teaching on
complementary and altesnative therapy in medical, den-
tal, and mursing educaton. The centre also supports
career development and training programumes at several
of ity research centres around the country
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When in 1892 we developed a complementary and
alternative therapy curriculum at the University of
Maryland we thought it was important to present the
therapies in the context of their own philosophies and
models of health and liiness, Students and residents have
the opportunity to experience the clinical practice of
these therapies both in the community and in cur own
integrated medical clinic. We also teach stidents how to
find and evaluate the evidence for the safety and efficacy
of complementary and alternative therapies. Our goal is
to encourage the additional skills of openness, senltivity
to cujural influences and beliefs, communication, and
critical appraisal of the literarure of complementary and
alternative therapy reatments.

Nevertheless, grear heterogenelty exists in the
content, format, and requirements of complementary
and alternative therapy coarrses for medical shidents and
physicians in training, Typically, courses give an overview
of the main complemenmry and alternadve theraples
and their uzes and possible effects, but they do not teach
skills to a dinical level of competence. Dedisfons about
which complementaty and aiternative therapies to

. include in teaching will necessarily he dictated by usage
paterns and resources in one's locality However,
guidance about the main complementary and alterna-
tive therapy categories can be obuained from sources
such as the National Center for Complementary and
Alternadve Medicine (htip.'/necamnihgov). In addi-
tion, however, some general consensus needs o be

reached on the essendals of a4 core curriculum. This'

should aim to improve doctors’ knowledge of comple-
mentary and altenative therapy practces and their
place in patient care; their ability © advise and guide
patients about these therapies; their ability to refer
patients to practifoners of complementary and alterna-
tive therapy; and their knowledge of the practicalities,
such a5 credertials and legal and reimbursement issues.
Most medical schools have 2 packed asrricubumn, so
complementary and alternative therapy options tend to
be clectives with only 4 smattering of core curriculum
Jectures. Given the shift towards probler based and case
based learning, it is a realistic goal to have complemen-
- tary and altervative therapy treatment options inte-
grated into existing teaching at all levels. This highlights
the need for faculty development. Academics who are
not expents in complementary and alternativé therapy

but accept its legitimacy at some levet must gain knowl-
cdge of thé subject in order for students 1o receive this
expoaure, Complementary and alternative therapy edu-
cawrs will nced dearly 10 define their objectives and
goals and be rigorous in evaluating whether their aims
are heing met Nevertheless, unul qualification require-
ments include components on complementary and
alternative therapy it may seem an indulgence tw
curriculum cornmittees and students o dedicate drne to
complementary and alternatve therapy.

We know from research that people are drawn to
complementary and alternative therapy mostly our of a
desire for a more humanistic, “holistic” approach.®
Medical education should re-examine the emphasts it
places on the importance of the integration of mind,
body, and spirit and acknowledge the role of soctal, aul-
nwral, and environmental influences and the power of
self care and healing. Healthcare professionals,
patients, and our healthcare system can only benefit if
medical education bridges the gap with complemen.
tary and alternative therapy.

Brian M Berman professor of famaly medicne and director
Compicmentary Medicine Program. University of Maryland School of

Medicine, 2200 Kernan Drive, Baltimore, MD 21207
(bbermancompmed umme umaryland edw)
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Concerns About CAM
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Questions for the Panel on Concerns about CAM and CAM Research Panel:

What are your major concerns about CAM practices and products and about CAM research?

When addressing the need to find research methods and approaches to establish the safety and
effectiveness of CAM practices and products, in addition to data collection and clinical trial
methodology, consider how we can study the complex questions inherent in CAM such as
multiple interventions; complex systems and complex compounds; mind-body interactions;
individualization; the placebo effect; qualitative research; energy medicine; provider/patient
interaction; multiple populations including culture/race, gender, age; and so forth?

What policy recommendations can you offer regarding research on CAM practices and
procedures for the Commission’s consideration as it develops its report to the President and
Congress?



William M. London

William M. London, EdD, MPH is the president of The National Council Against Health
Fraud, Inc. He is an associate professor of health care management and the director of the
Graduate Program in Health Care Management, College of St. Elizabeth in Morristown,
New Jersey. He also has an appointment as a specialized faculty mentor in the Master of
Science in Public Health program of Walden University. Dr. London is a contributing
editor to The Scientific Review of Alternative Medicine and Aberrant Medical Practices.
He is a co-author of sixth edition of the college textbook Consumer Health: A Guide to
Intelligent Decisions and a co-author of the seventh edition of the textbook, which is
scheduled for publication in July 2001.
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Statement of William M. London

A Call to Oppose Health Fraud and Quackery Promoted as “Complementary” and
“Alternative” Medicine

Statement to the White House Commission on Complementary and Alternative Medicine
May 15, 2001

William M. London, EdD, MPH
President
The National Council Against Health Fraud, Inc.
PO Box 141
Fort Lee, NJ 07024
Phone: 201-723-2955
E-mail: ncahfi@att.net

http://www.ncahf.org

Associate Professor of Health Care Management,
Director of the Graduate Program in Health Care Management
College of Saint Elizabeth
2 Convent Road
Morristown, NJ 07960-6989
Phone: 973-290-4166
Fax: 973-290-4177
E-mail: wlondon@liza.st-elizabeth.edu
http://www _st-elizabeth.edu

Specialized Faculty Mentor
Master of Science in Public Health Program
Walden University
Minneapolis, MN
E-mail: wlondon@waldenu.edu
http://www.waldenu.edu
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Statement of William M. London
2. WHCCAM should promote opportunities for research to increase knowledge about

ciuackery/health fraud as a public-health problem associated with the “complementary” and
“alternative” medicine marketpla_ce.8

3. WHCCAM should declare that it is misleading to use the terms “complementary” and
“alternative” to refer to questionable, unproven, and disproved methods. Reliable and useful
information must be grounded in principles of consumer protection and science.

4. WHCCAM should recommend that appropriate access and delivery of healthcare be based on

principles of consumer protection and science.

Em.nbug DM et al. Unconventional medicine in the United States: Prevalence, costs. and patterns of use. N Engl J
Med 32R8:246-252,1993.

* Gorski T. Do the Eisenberg data hold up? Scientific Review of Alternative Medicine 3(2):62-69;1999.

? Angell M, Kassirer J. Alternative medicine——the risks of untested and unregulated remedies. New Engl ] Med
339 839-841,1998.

l ondon W. Alternative health (letter). The Plain Dealer Magazine. November 19, 1989, pp. 14, 32.
* Green'S A critique of the rationale for cancer treatment with coffee enemas and diet. JAMA 268:3224-3227,1992.
Jury calls the *hair test” a scam. PROBE 8(10 & 11):9:2000.
7 Garner BA. A Dictionary of Modern American Usage. New York: Oxford U niversity Press, 1998, p. 34.
¥ Jarvis WT. Quackery: The National Council Against Health IF'raud Perspective. Rheumatic Disease Clinics of
North America 25:805-814,1999.
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Statement of William M. London
Quackery: “Promoting health products, services, or practices of.questionable safety,

effectiveness, or validity for an intended purpose.” [NCAHF, 1986]

Health fraud/quacks: “Health fraud is the promotion, for financial gain, of fraudulent or
unproven devices, freatments, services, plans or products (including, but not limited to,
diets and nutritional supplements) that alter or claim to alter the human condition. Those
who promote such medical remedies that do not work or have not been proven to work
are called “‘quacks.” [The Assembly Republican Task Force on Health Fraud and the

Elderly, New York State Assembly, June 1980]

Health fraud: “The deceptive promotion, advertisement, distribution or sale of articles,
intended for human or animal use, that are represented as being effective to diagnose,
prevent, cure, treat, or mitigate disease (or other conditions), or provide a beneficial
eftect on health, but which have not been scientifically proven safe and effective for such
purposes. Such practices may be deliberate, or done without adequate knowledge or
understanding of the article.” [Compliance Policy Council of the U.S. Food and Drug
Administration. Announced in a letter trom M. L. Frazier, Director, State Information

Branch, June 18, 1993.]

Recommendations
1. The education and training of health care practitioners must address principles of consumer
protection and science. Health care practitioners must learn to recognize quackery/health

[raud associated with “complementary” and “alternative” medicine.
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Statement of William M. London
* Providing a center for communication between individuals and organizations concerned

about health misinformation, fraud, and quackery.
e Supporting sound consumer health laws.
* Opposing legislation that undermines consumer rights.
* Encouraging and aiding legal actions against those who violate consumer protection laws.
* Sponsoring a free, weekly e-mail newsletter.

NCAHF's publications rely on the following definitions:

Fraud: "An intentional perversion of truth for the purpose of inducing another in reliance
upon it to part with some véluable thing. . . . a false representation of a matter of fact,
whether by words or by conduct, by false or misleading allegations, or by concealment of
that which should have been disclosed, which deceives or is intended to deceive another

so that he shall act upon it."[Black's Legal Dictionary, 4th Edition, 1968]

Misinformation: “Untrue or misleading information.” [Webster's Seventh New

Collegiate Dictionary, 1972}

Promote: “To contribute to the growth or prosperity of; to present for public acceptance

through advertising and publicity.” [Webster's New Collegiate Dictionary, 1975]

Quack: “Anyone who promotes medical schemes or remedies known fo be false, or
which are unproven, for a profit.”” [United States House of Representatives, Select
Committee on Aging, Subcommittee on Health and Long-term Care. Quackery: A $10

Billion Scandal. Washington, DC, 1984, US Government Printing Office.]
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Statement of William M. London
* Professionals in the health sciences, academia, law and business as well as government

agencies share a responsibility to help consumers protect themselves from deception and
exploitation in health-related matters.
* The scientific process is essential for discovering truths and validating health claims and
mnformation.
* Health products and services should be:
* proved safe and effective before marketing with proponents bearing the burden of
such proot.
® accurately labeled or fully described.
e truthfully advertised.
* Asnoted in the Consumer Bill of Rights, consumers have:
¢ Therightto free and informed choice.
» The right to accurate information.
e The right to safety.
e The right to be heard.

e The right to consumer education.
Activities and Purposes

NCAHF's activities and purposes include:
* Investigating and evaluating claims made for health products and services.
¢ Educating consumers, professionals, business people, legislators, law enforcement

personnel, organizations and agencies about health fraud, misinformation, and quackery.
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Statement of William M. London
motto of The National Council against Health Fraud is: “Enhancing freedom of choice through

e
reliable information.”

____—”""/\‘
About The National Council Against Health Fraud, Inc.
The National Council Against Health Fraud is a nonprofit, tax-exempt voluntary health agency
that focuses its attention upon health fraud, misinformation, and quackery as public health
problems. It is private, nonpartisan, and nonsectarian. Its members are health professionals,
educators, researchers, attorneys, and other concerned citizens. Its officers and board members

serve without compensation.
Background History

The Council originated in 1977 as the Southern California Council Against Health Fraud, Inc.
and became the California Council Against Health Fraud in 1978. The Council became national
in 1984. It is now incorporated in California and has members in all 50 states, the District of
Columbia, and several foreign countries. Nearly all of our funding comes from membership dues

and individual contributions.
Basic Principles

NCAHF bases its claim to be a consumer organization on its founding principles derived from
consumer protection law and the scientific process. Included are the belicfs that:
e “Consumer” is not a special class but a role played by all; everyone in a free enterprise

society has a stake in maintaining high standards for health products and services.
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Statement of William M. London
According to a usage dictionary, “First, alternative may suggest adequacy for some purpose. .. ;

. . 7 . .
and second, it may suggest compulsion to choose. Questionable and dubious methods are not

adequate for their intended purposes. And consumers should not teel compelled to choose them.

Itis una}/_(}_ifiQ,b_l_e_ibr.legiﬁmate-praeﬁﬁenets_t?:me unproven methods. Medicine will never have
all the answers. Clinical judgment and innovation will always be important to the art of
delivering healthcare. However, responsible healthcare professionals do not promote unproven
methods. The promotion of unproven methods through such methods as advertising and publicity

is objectionable because it is deceptive. It violates the ethical principles of veracity and non-

maleficence.

Everyone wants alternatives, but they want genuine alternatives. Many promoters of
“alternative” medicine exploit this by calling for "freedom of choice" for consumers. What these
promoters really want is freedom from accountability to consumers. They support the concept of
caveat emptor, “let the buyer beware,” but they have a problem with the concept of caveat
vendor, “let the seller beware.” Caveat vendor provides a rationale for consumer protection laws
to compensate for the disadvantageous bargaining position consumers have in the health
marketplace. It is difficult to evaluate claims for health products and services. We are vulnerable
to mistaken perception and deception especially when we feel threats to our well-being and when
we are desperate for answers. It is important to protect consumers from both intentional and

unintentional deception. And it is also important 1o preserve truc freedom of choice. Thus, the
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Statement of William M. London
Genuine alternatives or genuinely complementary methods tend not to require the justification of

labels like “alternative” or “complementary” in marketing.

Experimental methods are unproven, but are studied responsibly with extra care given to seeking
informed consent from study participants and protecting them from exploitation. It is reasonable
for taxpayers to expect that their financial support will be used to study promising rather than
implausible methods. But many taxpayers don’t realize that alternativists do not espouse such
values. Alternativists have no problem with taxpayers supporting the study of implausible

methods.

Remarkably, NCCAM is currently funding a study of an “alternative” protocol involving enzyme
supplements and cotfee enemas. The protocol is implausible.’ had been used on a Hodgkin’s
lymphoma patient who died. Last year a jury found that the patient was 51% responsible for her
harm. The jury said that the patient was “negligent” in letting the physician treat her and for

foregoing the standard care her original doctors had recommended.®

Questionable methods are those for which scientitic evidence is insufficient to support the c-laims
made by proponents. The most implausible questionable methods are legitimately described as
dubious. (Perhaps I should add a fourth category of plausible alternatives with clear benefits and
clear risks when used for an intended purpose, but for which it is unclear whether proven
benefits outweigh the risks. Estrogen replacement therapy for postmenopausal women might

belong in this fourth category.)
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Statement of William M. London
hunches, clinical impressions, subjectivity, anecdotes, reports of best cases, legends, and so-

called “other ways of knowing,” as suflicient “proof” to justify their promotional efforts. They
tend not to value efforts to identify sources of clinical illusions and to reduce the problems of

systematic and nonsystematic errors leading to faulty conclusions.

Alternativists also value different credentials and standards of practice than most consumers
expect. “Alternative” credentials and standards of practice tend to be different in that they don’t
espouse the need for professional accountability. I believe the WHCCAM should note that this

poses a problem for consumers.

“Alternative” medicine methods generally do not allow or necessitate a choice between two or
more things, as suggested by dictionary definition number 1 above for “alternative.” Drs. Marcia
Angell and Jerome P. Kassirer, former editors of The New England Journal of Medicine have
pointed out: ““There cannot be two kinds of medicine—conventional and alternative. There is
only medicine that has been adequately tested and medicine that has not, medicine that works

.. 3
and medicine that may or may not work.”

I have proposed that alternatives be classified into three categories: genuine, eXperimental, and
———

PSR

—

- 4
questionable.
—

Genuine alternatives are backed by sufticient scientific evidence showing that the potential for

benefit exceeds the potential for harm to specific populations for specific intended purposes.
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methods. Traditionalists and true-believers cling to unsafe and ineffective methods as a matter of

faith.

=7 Tam unaware of any efforts by OAM and later by NCCAM to identify methods promoted as
“complementary” or “alternative” that should be discarded. In order to provide reliable and
useful information about complementary and alternative medicine, it is necessary to identify
methods that should be discarded. I ask that the WHCCAM to make recommendations to
accomplish this based on principles of consumer protection and science discussed later in this

paper.

Much has been written about the established institutions and systems of delivering medical care.
I think it 1s fair to note the existence of the “alternative” medical establishment which is
composed of prominent promoters, practitioners, organizations, foundations, retail businesses,
wholesale businesses, politicians, the NCCAM, the WHCCAM, and other institutions. The
“alternative” medical establishment has even extended its reach into medical schools, other
professional schools, colleges and universities, hospitals, and insurance plans. In so doing,
alternativists have increased their power and, in effect, invalidated the NCCAM definition of

complementary and alternative medicine.

“Alternative” medicine is alternative in the sense of espousing or reflecting values that are
different from those of the establishment (definition 2a above), if by establishment we mean
people who insist that health products and services be proved safe and effective —with

proponents bearing the burden of such proof—before promoting them. Alternativists often value



Statement of William M. London
complements anything else in providing benefit to health. The claim that a particular method is

complementary to anything else is misleading unless the claim can be supported by evidence. If a
method doesn’t add to the outcome then it isn’t complementary; it just adds to the cost. Few, if’
any, methods, marketed as “complementary” medicine have been shown to complement

anything else.

What Would Make “Alternative” Medicine Alternative?

The American Heritage Dictionary of the English Language, Third Edition defines alternative,
when used as an adjective, as: “1. Allowing or necessitating a choice between two or more
things. 2.a Existing outside traditional or established institutions or systems : an alternative

lifestyle. b. Espousing or reflecting values that are different from those of the establishment. ..

The NCCAM definition suggests that “alternative” medicine is “alternative” in the sense of
dictionary definition 2a. To some extent this is a fair characterization. However, “alternative”
medicine is largely “traditional” itself and it has become its own “establishment.” Promoters of
“alternative” medicine often promote traditional systems for alleged healing. Strong reliance on
tradition is one of “alternative” medicine’s biggest problems. Tradition-bound systems resist
change. Their proponents selectively seek affirming evidence while rejecting disconfirming

evidence and criticism. Proponents adhere to orthodoxy.

On the other hand, science/evidence-based medicine is iconoclastic. Medical practice changes

over time because scientifically-based practitioners learn to discard unsate and ineffective

o TR R By ATV T AT HATE: /1 1/J1 TIME: 9:46:04 PM PAGE 11 oF 14
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“unconventional.”) The study reported on a national telephone survey of the use by adults of

methods such as relaxation techniques, massage, exercise, prayer, self-help groups such as
Alcoholics Anonymous, imagery, biofeedback, and hypnosis. Many of the methods discussed in
the survey are either methods of self-care or, in contradiction to the definition used for
“unconventional medicine” in the study, are methods with established medical uses.? The study
showed that few survey respondents used commercially promoted methods such as acupuncture,
homeopathy, energy healing, megavitamin therapy, and herbal medicine. Strangely, 30% of
respondents who reported use of chiropractic didn’t actually see a provider of chiropractic

SCrVICEes.

The NCCAM definition has little 1o do with what the words “‘complementary” and “alternative”
actually mean. To refer to “complementary” and “alternative” methods is to imply that such
methods actually complement other methods or serve as alternatives to other methods. The
“complementary” and “alternative” medicine marketplace is dominated by products, services,
and regimens that have not been shown to complement or serve as a genuine alternative to any

other method for significant intended purposes.

What Would Make “Complementary” Medicine Complementary?

The American Heritage Dictionary of the English Language, Third Edition defines
complementary as: “1. Forming or serving as a complement; completing. 2. Supplying mutual
needs or offsetting mutual lacks.” (p. 386). Thus, to refer to something as “complementary
medicine” implies that it completes what some other medicine does not do on its own. However

>

just because someone refers to a method as complementary does not mean it actually
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Problems with Terminology

According to Executive Order 13147, the White House Commission on Complementary and
Alternative and Medicine shall provide a report on recommendations addressing: “(a) the
education and training of health care practitioners in complementary and alternative medicine;
(b) coordinated research to increase knowledge about complementary and alternative medicine
practices and products; (c) the provision to health care professionals of reliable and useful
information about complementary and alternative medicine that can be made readily accessible
and understandable to the general public; and (d) guidance for appropriate access to and delivery

of complementary and alternative medicine.”

In order to make these recommendations, | recommend that the Committee acknowledge that the
term “complementary and alternative medicine” implies much more than what is in the definition
of complementary and alternative medicine used by the National Center for Complementary and
Alternative Medicine (NCCAM). According NCCAM: “Complementary and alternative
medicine (CAM) covers a broad range of healing philosophies, approaches, and therapies.
Generally , it is defined as those treatments and healthcare practices not taught widely in medical
schools, not generally used in hospitals, and not usually reimbursed by medical insurance

compantes.”

The NCCAM definition is similar to the definition used for “unconventional medicine” in a
paper by Lisenberg et al,' which is often misrepresented as providing evidence that Americans
are so interested in “complementary and alternative medicine” that NIH funding of CAM

research is needed. (“Complementary” and “alternative” have far more promotional value than
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Dr. Simeon Margolis: Summary of Remarks

Let me preface my remarks by stating that [ would enthusiastically welcome any alternative and
complementary product or practice that is proven to be effective.

As you have heard or will hear from other members of the panel, the major problems with CAM are
well recognized:

Most CAM products and practices are either untested or based on unreliable research.

Nonetheless, they are aggressively promoted, usually with guarantees of success. Yet any
experienced physician knows that no treatment or procedure is always effective,

These promotions and promises mean that patients may waste money on unproven measures, —
and at the same time fail to seck medical attention and obtain medications or procedures with proven
effectiveness for illnesses that may have serious consequences.

People are urged to use CAM products because they are “natural”, apparently forgetting that
poison ivy, floods, hurricanes and tomadoes prove that natural isn’t necessarily good.

And finally, because CAM products are unregulated, patients can be subjected to serious risks. —

—-——

—

I will take one example - chelation therapy - and have included an article I have written on the
subject as a reference.

Chelation involves a course of 2 to 3 weekly, 2-hour long intravenous infusions of EDTA for a
total of 30 treatments. Based on a number of uncontrolled studies, chelation therapy is reputed to
improve the activity-related pain of coronary artery disease and peripheral vascular disease by binding
calcium and heavy metals that may cause damage by enhancing the oxidation of tissues and blood
proteins. With the exception of one small, short study, all of the CAM-based studies of chelation had
no control group. Two earlier randomized, blinded studies, done in Scandinavia and New Zealand on
patients with claudication, injected either EDTA or saline alone in a control group, Afier treatment,
there were no differences between the EDTA group and the control group in how long they could
walk on a treadmill before developing leg pain. A recent study from Canada of 80 angina patients,
reported this March at a meeting of the American College of Cardiology, found no differences between
the EDTA and control groups in how long they could walk on a treadmill before developing ischemic
changes on an ECG. BUT in all three studies patients in both the EDTA and control groups had
modest improvements in how long_they could walk before developing leg pain or angina. These
findings emphasize the importance of a control group in studies of chelation, or any other CAM product
or procedure.

In the Canadian study, patients in both groups reported on questionnaires that they had less
angina and better quality of life after the treatments. Chelation patients often feel they were improved by
the treatment; but I suspect that anyone in this audience would tell their doctors they were better, and
indeed believe they were improved, after they underwent 30 intravenous infusions and spent about
$5000 out-of-pocket.

Most distressing to me is the statement made in response to the Canadian study by Dr. Michael
Janson, past president of the American College for Advancement in Medicine, who is quoted as saying
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“I’ve been doing it for 18 years and have seen some dramatic differences. I’ve been really impressed
with it”. He also said that 75% of his patients respond and are able to walk farther and have less chest
pain. His reaction raises the concern that CAM practitioners will not accept the negative results of
scientifically valid studies and alter their practices accordingly.. If that is true, properly conducted
research by either CAM investigators or NIH-supported investigators at academic institutions will be
nothing more than a waste of time and money.

A second question we were asked to address is how valid research can study the complex
issues inherent in CAM research.
— I submit that the problems associated with CAM research are inherently no different than those
faced in other areas of clinical research. What is needed is some ingenuity, the design of carefully
controlled studies, and the willingness of investigators to roll up their sleeves and do the work.

My recommendations to the Commission are:

_— 1. CAM research requires large well-controlled studies which provides scientific evidence that
either supports or rejects the value of all CAM products, such as herbs and vitamins, as well as
procedures, like chelation and therapeutic touch. Such studies on safety and efficacy must be done
before marketing and promotion of products because it would 2é?corbitz‘mtly expensive for government @

agencies to fund such studies on every herbal product, for example, reputed to be beneficial. The

failure to carry out such studies means that the public will lose out on two scores:

First, the public will continue to waste money using ineffective and possibly risky CAM
products.

Secondly, they will not have widespread access to CAM products and practices that really are
effective. :

2. The Commission should urge Congress to revise the “dietary supplement * act of 1994 so
that the FDA has some control over CAM products and procedures,

3. Finally, the Commission and CAM practitioners must accept and act appropriately if the
results of sound studies prove that a CAM product or practice is ineffective or dangerous.

Simeon Margolis, M.D., Ph.D.
Departments of Medicine and Biological Chemistry
Johns Hopkins University School of Medicine

TOTAL P.@A3
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EDTA CHELATION
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L Terry Chappell is in private practice in Bluffton, Ohio, He
is assistant professar of family practice at Wright State
School of Medicine and is president-elect of the American
College for Advancement in Medicine.

EDTA chelation therapy is safe, effective, and more economical than
commonly used surgical treatments Jor vascular disease, This article
includes evidence of effectiveness, mechanisms of action of EDTA, a
discussion of studies that have heen done regarding the therapy, and
some brief case reports. The conclusion is that EDTA chelation thera-
Py should be a therapeutic option for vascular disease, either by itself
or in conjunction with standard protocols. (Allernative Therapies in
Health and Medicine. 1995:1(2):53. 7)

fandard treatments of coronary, cerebral, and peripher-
al vaseular disease are expensive and have high compli-
¢ation rates and significant mortality. The integration of
ethylenediaminetetraacetic acid (EDTA) chelation thera-
Py with these treatments would make themn safer and more cost-
effective and would often result in better clinical outcomes.

The following facts are supported by the literature:

* The mortality rate of coronary bypass is 4% to 10%,’ and is
even higher in elderly patients.” Common complications
are restenosis within 7 years® and significant cerebral dys-
function after the procedure.* '

* Only a limited number of vessels can be treated by angio-
plasty, and restenosis rates are a5 high as 40% within 6
months $

* A cardiac bypass procedure costs about $50,000% EDTA

Reprint requests: InnoVision ¢
899-1712. Fax (714) 362-2020,

cations, 10] Columbia, Aliso Viejo. CA 92656, Phone (300)
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CHELATION THERAPY
IS INEFFECTIVE
FOR THE TREATMENT
OF PERIPHERAL
VASCULAR DISEASE

Simeon Margolis, MD, Fh

Simeon Margolis is a professor of medicine and biological
chemistry at Johns Hopkins School of Medicine in Baltimore,
Md.

he case against chelation therapy for cardiovascular

disease (CVD) can be summarized in one sentence:

Although advocates of chelation therapy have report-

ed favorable results based on uncontrolled, usually ret-
raspective “studies,” two double-blind, randomized,
placebo-controlled, prospective trials have shown that infusions
of ethylenediaminetetraacetic acid (EDTA) are no more effective
in improving the manifestations of peripheral vascular disease
(PVD) than are infusions of a placebo.

Proponents have claimed that chelation therapy improves
liver function, memory, and vision; lowers cholesterol; relieves
symptams of arthritis, Parkinson’s disease, and multiple sclero-
sis; and reduces the incidence of cancer. The major use of chela-
tion therapy, however, has been 1o treat CVD. In at least 50
published papers, chelation therapists have reported remarkable
improvements in symptoms and objective findings following a
course of chelation treatment. Unfortunately, these reports pro-
vide no acceptable scientific evidence for the benefits of chela-
tion therapy because none of them included a control group.

In a meta-analysis Chappell and Stahl' selected 19 of 40
articles describing the effects of chelation treatment on CVD.
They concluded that 87% of the patients included in their analy-
sis “demonstrated clinical improvement by objective testing.” A
letter by Jonas? points out that this meta-analysis is fatally flawed
despite a reasonable statistical approach. The absence of a con-
trl group in all but one of the studies is sufficient to reject the
validity of the analysis. As shown in controlled studies described
below, chelation therapy does provide some objective, short-
term improvement in patients with PVD, but similar imprave-
ment occurred in the control patients. In addition to the other
weaknesses cited by Jonas, 94% of the subjects included in the

- meta-analysis (21,629 of 22,765 subjects) were from two
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chelation therapy costs about one tenth that amount.

In the last 20 years, mortality due to cardiovascular disease
has declined somewhat.” This improvement is probably due
more to lifestyle changes than to new therapeutic interventions,?

Good, clean, precise, double-blind controlled trials on car-
diovascular therapies are desirable, but because of the number of
variables, such studies are very difficult to conduct with high
accuracy, and they often conflict. None have been performed for
bypass, angioplasty, or EDTA chelation.

A preponderance of evidence shows that EDTA and other
chelating agents are effective in treating vascular disease and are
dramatically effective in certain patients. When given according
to the published protocol, EDTA is safe, with a mortality rate
that approaches zero and very low morbidity.’

EVIDENCE OF EDTA EFFECTIVENESS

Chappell and Stahl® did a meta-analysis to determine
whether correlation between treatment with EDTA and improve-
ment in vascular disease was significant. Meta-analysis is a tech-
nique that is particularly well-suited for determining the net
effect of multiple studies with somewhat different designs, and
for evaluating controversial therapies.? Of the 41 studies we
found in  literature search, 19 that were published or submitted
for publication met our criteria that objective data be listed on
individual patients with vascular disease. A total of 22,765
patients had been enrolled in these studies; 87% of them had
measurable improvemnent with treatment, and the correlation
caefficient was highly positive at .88. To ensure that there was no
type I publication bias by excluding unpublished data, a follow-
up study” on 1241 patients from 32 investigators was done. That
meta-analysis also showed a correlation coefficient of .88, and
88% of the patients improved. Our conclusion was that EDTA
was indeed effective in treating vascular disease. Using the
square of the correlation coefficient as an estimate of the vari-
ability, it was estimated that 77% of the variability in improve-
ment was due to EDTA and the rest to unknown factors. The
improvement rate of 87% is comparable to that in the primary
trials of pentoxifylline* for the treatment of peripheral vascular
disease (84%).

Several clinical studies merit special mention. Olszewer and
Carter" published g study of 2870 patients with various chronic
degenerative diseases, primarily vascular. Almost 90% of them
shawed good to excellent outcomes, They also completed a small
double-blind, crossover, controlled study* on cardiovascular
patients that was strongly positive. Van der Schaar” demonstrat-
ed that by using the double and triple product on treadmill test-
ing, almost all patients improved with EDTA treatment. Rudolph

et al™ documented consistent improvement on Doppler ultra- -

sound readings for patients with carotid artery obstruction and
recently published a case study" with retinal photographs show-
ing improvement in macular degeneration. Brittenham and asso-
ciates™ used the iron chelator deferoxamine to prevent vascylar

by the authors of the smaller of these wo studies,’ in which

COUNTERPOINT

studies.”* The size of these two studies so dominates the out-
come of the meta-analysis that the other 17 studies don't affect
the results,

Are these two large studies examples of careful clinical
investigation? Judge for yourself. In the larger study, with 19,147
subjects, which was unpublished at the time of the meta-analy-
sis, investigators apparently used only thermography to measure
improvement. Although a survey* showed that the majority of
authors and half the responding editors felt that it was accept-
able to include unpublished data in a meta-analysis, the scientif-
ic rigor and validity of this large study, which accounts for the
vast bulk of the patients included in this meta-analysis, are
impossible to evaluate. Both of these studies were retrospective,
ineluded no controls, and involved a mixture of patients with
PVD, coronary artery disease (CAD), and cerebrovascular dis-
ease, The lack of validity in lumping these three aspects of CVD
together in a meta-analysis is evident from another publication

marked improvement in 91% of patients with PVD, 77% with
CAD, and only 24% with “cerebral diseases” was reported. No
improvement was seen in the 88 patients who had suffered a
stroke at least 6 months before the initiation of treatment.

A placebo-controlled study of chelation therapy was started
in 10 patients with PVD by Olszewer and caworkers,” but after
10 infusions they noted that “some patients were improving sub-
stantially but others were not.” When the code was broken,
these investigators found that the five subjects who had not
improved were receiving the placebo infusions. Accordingly, all
subjects were then treated with 10 infusions of EDTA, and those
initially in the control group improved nearly as.much as thase
receiving the full 20 infusions. Incidentally, this raises the ques-
tion of whether 30, 20, 10, or even fewer treatments with EDTA
are needed to achieve the improvements claimed for chelation
therapy. This issue has never been carefully evaluated.

To date, three reports have described the results of two ran-
domized, double-blind, placebo-controlled studies of EDTA
chelation for treatment of PVD. The first? reported results from a
subset (30 patients) of 153 Danish patients with claudication
treated with 20 infusions of either sodium EDTA or saline. They
found no differences between the 15 treated with EDTA and the
15 control patients in angiograms, ankle-brachial indices, trans-
Cutaneous oxygen tension, walking distance, or subjective
improvement measured before, during, and after the infusions.
This paper was soundly criticized in an unsigned editorial® as a
“harsh critique™ revealing “political bias” rather than welcoming
it as the first careful, controlled study of the issue. The editorjal
suggested that the 30 patients selected for inclusion in the study
might not be representative of the whole group of 153 subjects
and that “the authors may conveniently forget to publish the
entire data.” The absence of a bibliography was deemed
“unusual.”

The results from all 153 subjects were published, along
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complications in patients with iron overload. Casdorph®* yged
technetium-99 isotope techniques that demonstrated improve-
ment in coronary and carotid disease. :

Researchers in two studies (published in three journals®®)
have claimed the studies to be randomized, well-controlied, dou-
ble-blind clinical trials; they 5upposedly did not confirm the
effectiveness of EDTA chelation treatment. Subjects in both
grouips were primarily smokers who had severe disease and were
given minimal treatment (20 sessions, instead of the 30 or 40
suggested for such patients by physicians experienced with
chelation). The fact that so many were smokers greatly limits the
usefulness of the studies. But despite the limitations, 50% to 0%
of the treated patients improved in both studjes, Sloth-Nielson
and colleagues did not follow the protocol for EDTA use estab-
lished by the American College for Advancemen in Medicine,
although they claimed to have done so. The study was criticized
in at least four journals®* and also by the Danish Council on
Scientific Dishonesty.® The tria] by Van Rij and colleagues® acty.
ally compared two chelating solutions, one with EDTA and the
other without, Intermittent claudication patients treated wich
bath solutions showed significant impravement, the former
(60%) slightly. more than the latter (59%). Since this imprave-
ment is much higher than expected in similar patients treated
with placebo,“ the study actually confirms the therapeutic effect
of chelating solutions,

Of 65 patients who weré on 2 waiting list for cardiac bypass
surgery, 58 were able to cancel their surgery after chelation ther-
apy by Hancke and Flytlje Similarly, 24 of 27 Patients awaiting
amputation were able to cance] their surgery after EDTA chela-
tion treatment. Chappell* applied these figures 1o such cases in
the United States and speculated that if chelation therapy had
been used as 2 primary treatment in 1992, 363,000 of 407,000
bypasses might have been avoided and 102,000 limbs migh¢
have been saved. The estimated direct cost savings in that year
alone would have been close to $8 billion.

MECHANISMS OF ACTION

Multiple mechanisms of action have been documented for
EDTA therapy: it decreases plaque formation and has a positive
influence on cell membrane function. Kaman and assaciates™
demonstrated the removal of metastatic calcium from rabbit
gortas. Kindness and Frackelton* showed a dramatic inhibition
of platelet aggregation ang prolongation of partial thromboplas-
tin time. Gutteridge™ identified increased effectiveness of
hydroxyl-radical Scavengers in the presence of EDTA. Rudolph et
al showed a reduction of iron with chelation treatment. Further
effects include improved lipid levels” and the restoration of elec-
tromagnetic potential across cell membranes,* Several detailed
reviews of these mechanisms have been published

Free radicals have been shown to cause ischemic cardjople-
gia after bypass.“ Grech and associates“ recently demonstrated g
marked increase in free-radical activity after primary coronary
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\

T ———

COUNTERPOINT

with 21 references. When examined 3 and 6 months after the
two courses of treatment, identical numbers of subjects in both
groups reported that thejr symptoms were unchanged or

added with the EDTA is trivial compared with the amount of
sodium in the saline ysed for bath sets of infusions, and it js not
clear why chelation would be ineffective in smokers. The major
benefits of chelation are now attributed to their antioxidan(
effect; and a recent epidemiological study" showed thar intake of
the antioxidant f-carotene reduced CAD in current and former
male smokers, but not in men who had never smoked.

The latest double-blind, randomized, placebo-controlled
trial of chelation therapy for PVD was carried our in New
Zealand.” The 32 subjects recejved 20 saline infusions each, oral
and intravenoys vitamins, and sodijum EDTA plus magnesium in
the treatment group of 15 patients. Subjects were not permitted
to smoke. No clinically significant differences were detected
between the two BTOUps up to 3 months after treatment in syb.
jective and measured walking distance, ankle/brachial pulse
indices, mood state, activities of daily living, or quality of life fac-
tors. It is Particularly instructive to note that an improvement in
walking distance was reported in 60% of the chelation group and
59% of the control group. Similar results were obtained in the
Danish study; 50% of the Placebo patients and 48% of those
treated with EDTA reported mild 1o great improvement in their
symptoms. These findings once more demonstrare the strong
Placebo effect of Mmany treatments and the questionable validity
of claims for benefits from any therapeutic approach unless a
comparison is made with some type of placebo treatment.

One wonders what kind of criticism of this study will
emerge from the advocates of chelation treatment. Perhaps the
answer is best predicted by quoting the last paragraph from the
editorial Supporting chelation therapy.’ “Our obligation as
physicians and scientists s to prove by well-planned studies thar
this technique which we use constantly in our practices is benefi-
cial to the long-suffering chronically sick people who are our
patients. Thus, and only by such measures, do we remove the

. ugly bias which stalks the subject of EDTA chelation. This is,

indeed, why ACAM [American College of Advancement in
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angioplasty in acute myocardial infarction. Since chelating | Medicine] founded its Journal, to be used 45 a proper instrument
agents can often control free-radjca] activity, they appear to be for reporting appropriate clinical and scientific studjes which
ideal agents for improving outcomes in patients with coronary Support what we are doing” (my emphasis). This last sentence does
artery disease, ' ot seem to reflect a desire 10 learn the truth about chelation

Certainly, well-designed, randomized studies on the use of therapy, and now well planned studies, not an ugly bias, have
EDTA for vascular disease should be completed. But the above shown that chelation therapy has no place in the treatment of

evidence is sufficient at this time for the off-label use of chelating PVD.
agents with informed consent. The bias frequently referred to by the advocates of chelation
therapy suggests that their “opponents” fear the potential finan-
DRAMATIC CASES cial loss associated with the cure of CVD by chelation therapy.
Physicians who offer chelation therapy often have success- My guess is that others, like myself, have no fear that conven-
fully treated patients who had had multiple surgical procedures tional treatments will be replaced by chelation therapy. Rather,
and been told that nothing remained to be done €Xceptto go | we are concerned that 3 multitude of sufferers will contipye to
home and die. I have had two patients who were Previously on spend about $5000 each out of pocket (since insurers do not
the heart transplant waiting list. After EDTA treatment, both cover the costs of chelation) for 2 treatment proven to be ineffec-
were removed from the list by their cardiologists and both Jead tive. Never mentioned is the Potential bias of the chelation prac-
active lives. Another patient, 59-year-old man, had spent 120 titioners, wha face significant financial loss if patients are finally

days per vear in the hospital for 3 years. He had a history of five convinced that chelation treatment s 2 waste of money,

myocardial infarctions, seven angioplasty procedures, and one The ball is now in the court of the proponents of chelation
bypass. He required a Meperidine injection to walk a block with- therapy. This treatment does appear to provide short-term
out chest pain. In the 2 years since EDTA treatment was begun, | improvement, although it is probably a placebo effect. The rea)
he has been in the hospital for only 2 days (for noncardiac pain). question, however, is whether chelation treatments give long-

He takes no oral medication whatsoever and he bowls and Plays | term benefits for patients with PVD or other CVD. None of the
golf for the first time in Yyears. His insurance company paid studies has yet addressed this issye. If those carrying out chela-
approximately $600,000 for functionally ineffective hospital care | tion therapy wish 1o justify the practice, their obligation is to
(although it may have kept him alive) and reimbursed none of prove by well-planned studies that this technique provides long-

the $5000 he spent op the highly successful EDTA treatment, termn benefits to the sick people who are their patients.
INTEGRATION OF EDTA CHELATION THERAPY
INTO CURRE 0TO REFERENCES ,
NTPR, C?LS . " o 1. Chappell LT, Stahl )P, The correlation between EDTA chelarion therapy and Improve-
EDTA treatment is not a magic bullet.” Physicians who yse mentin esrdiovnscular functlon: a meta-analyals.  Adv Med. 199361300160,
it must be wall-trained * The American Board of Chelation 2. Jjonas WB. Meta-analysis of EDTA chelation: Maih thet doesn't master. J Adv Med.
. O ey . 1994:7:209.111.
Therapy has 3 Tigorous certification process to identify special- 3. Olszewer T, Carter JP. EDTA chelation therapy in chronie degenerative disease, Afed
ists i i . Hypotheses. 1998;27:4). 49,
ists in the ﬁ'eld. The th.erapy is only part of a compre.henSIYe pto- 4. Hookatra P I, Gecye JL.ockst P, l, Seri iniions o g gnesium disodhum
gram that includes lifestyle changes and a continuation of ethylene diamine teirauctic acid enhance perfision in humey Cxtremities. Personal
icati i s fommunication cited in reference ),
medications that “ppear beneﬁ(_:lal' Overau' 87% Ofp E‘ltlel.)ts who 5. Cook DJ, Guyart GH, Ryon G. Should unpublished data be included in meta-analyses?
use the treatment demonstrate improvement with objective test- current comvictions and controversies. JAMA. 1893:269:2749.3753.
ing. 3 icati fand 6. Olseewer E. Carter JP. EDTA chelarion therapy: 5 tetrospective study of 2,87y patients.
Ing. Many are able to reduce r.nedlcatmns and. significantly . Adv Med. 1985219720,
Improve function. The thera Is perhaps most important for 7. Olazewer E, Sabbag FC. Carter JP" A pilot doublcbiind study of sodium-magnesiym
h £ 1 Perhap P EDTA in periph baf lur di /ghIIMnM 1990:82:173177,
t i 3 m Pheral vaacular 150858, 1350C, 8-74 - .
03¢ Who are able to avoid the risks of surgety and for those 8 Sloir-Niesen]. Guldager B, Mouritsen C, e al. Anerograph findings in EDTA chels.
who have responded poorly to standard protocals and improve tion therapy on peripheral aneriosclerasis. ey Sug 1991:162:122.125,
d i i ; 9. EDTA chelation: a rebuttal / Ady Med. 1992:5:3.5, Editorial,
'l'd matxcaﬂy with EDTA. Mﬂﬂy of the latter patients would be 10.  Guldager B, Jelnes R, Jorgenyen §J, er al, EDTA treatment of intermittent claudicatlun;
disabled or perhaps dead without the benefits of EDTA treat- # doubleblind. placebo-controlled study,J Tntern Med, 1992:231:26).267
ment. i : H 1t RimmEB, Stampfer M], Ascherio A. Giovannugei E, Colditz GA, Willery WC. Viumin
ﬂt- A few p'atxents “,?quue .b)"PaSS sur.gery, anglophs‘y‘ or E consumptlen and the risk of coronary artery hearr disegse in men, N Engl ) Mo,
other interventions despite receiving chelation therapy, 1993:328: 14501456,
H . 12. van Rl AM, Solomon C, Packer SGK, Hopklnt WG, Chelation therapy for intermitient
f Modem protocols should mdUde_EDTA the.rap Y 3 an option claudication: 3 double-blind, randomized, cantrolled trial. Circulation. 1994;80:1194.
or all types and degrees of vascular disease, This therapy should 93,
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POINT

and/or angioplasty treatment to prevent restenosis and also as a
prevention technique for
with high risk factors for cardiovascular disease and stroke.

EDTA treatment is not a substitute for the judicious use of
surgery or the appropriate use of pharmaceuticals, nor does its
use preclude the appropriate use of either when indicated. When
conscientiously applied by a trained physician in a comprehen-
sive program that includes lifestyle modification and rational
Pharmacotherapy, EDTA chelation is scientifically sound, clini-
cally effective, exceptionally safe, and comparatively inexpen-
sive. And it is compatible with other treatment modalities. What
more can be asked from a medical therapy?
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Arthur P. Groliman, M.D. — Biographical Sketch

Dr. Arthur Grollman is currently the Evelyn Glick Professor of Experimental
Medicine, Professor of Pharmacological Sciences at the State University of New York at
Stony Brook (SUNY-SB) and Director of the Zickler Laboratory of Chemical Biology. He
received a B.A. in chemistry from the University of California at Berkeley and an M.D.
from the Johns Hopkins School of Medicine. Following a residency in internal medicine
at Johns Hopkins, he conducted research from 1961-1963 at the National Institutes of
Health and served on the faculty of the Albert Einstein College of Medicine from 1964-
1974. In 1974, he became the founding Chairman of the Department of
Pharmacological Sciences at SUNY-SB and continued in this role until 2000, when he
relinquished his administrative responsibilities to devote full time to research. From

1970-1972 and again from 1994-1996, he served concurrently as Associate Dean for
Scientific Affairs.

Dr. Grollman is internationally known for work in cancer research which currently
focus on molecular and environmental carcinogenesis. He serves as Principal
Investigator for two NiH-supported Program-Projects: "Exocyclic DNA Adducts and
Oxidative DNA Damage" and "Molecular Toxicology of DNA Adducts”, and holds a
MERIT Award for "Molecular Pharmacology of Tumor and Virus Inhibitors". Under Dr.
Grollman’s leadership, Pharmacological Sciences at SUNY-SB consistently ranked
among the top five Departments of Pharmacology in the U.S. Dr. Groliman also played
a central role in establishing a Center for Structural Biology and initiated a
pharmacology major in the College of Arts and Sciences—one of only two such
undergraduate programs in the country.

Dr. Grollman has published more than 150 papers in the field of molecular
pharmacology and toxicology, including studies on active principles derived from
botanical products. He served as Attending Physician at hospitals associated with
Albert Einstein and Stony Brook and as Visiting Professor at Stanford, Johns Hopkins,
and the Weizmann Institute. He has served on many national scientific advisory boards
and recently organized a symposium sponsored by the American Association of Medical
Colleges entitled “Alternative Medicine—The Importance of Evidence in Medicine and in
Medical Education”.



Herbal Medicines: Danger and Opportunity ( & #)"?

Since the advent of the era of modern medicine, the majority of Americans have
relied heavily on prescription drugs and/or over the counter medications for relief from
symptomatic illness. The first effort by the federal government to protect consumers of
drugs took place in 1906 with the passage of the Pure Food and Drug Act, which was
prompted by journalistic exposure of false and misleading advertisements for patent
medicines. The first legislation designed to ensure safety of drugs, introduced in 1938,
was an amendment to this Act, following the deaths of children treated with
sulfanilamide, an early antimicrobial, which had been formulated as a toxic elixir. In
1962, human tragedy again resulted in new regulations when women in Europe, given
thalidomide as a sleeping medicine during the first trimester of pregnancy, subsequently
gave birth to infants with phocomelia, a rare birth defect. Legislation requiring
premarketing testing of new drugs for carcinogenicity and teratogenicity was promptly
enacted. The responsibility for monitoring safety and efficacy of drugs has been placed
on the Food and Drug Administration with funding and oversight provided by Congress
(1)

Most Americans take effective FDA surveillance for granted. Relatively few are
aware that a major change has occurred with respect to the regulation of what are now
called dietary supplements, including herbal medicine. This category comprises

products taken by more than 100 million Americans.

! f@’f% =Chinese characters for danger and opportunity which together translate as “crisis”.
? Statement to be presented to WHCCAM on May 15, 2001



The Dietary Supplement Health and Education Act of 1994 (DSHEA) now allows
botanical products to be marketed without prior testing for safety. Omission of such
protection is considered by pharmacologists, pharmacists, physicians, consumer health
advocates, regulators, and some leaders in the botanical industry to be, in the words of
one eminent pharmacologist, “an accident waiting to happen” (2).

Five centuries ago, Paracelsus wrote that “all drugs are poisons—it is a question
only of the dose”. This wisdom from the father of modern pharmacology is applicable to
this discussion of herbal medicine. Some proponents of complementary and alternative
medicine (CAM) have been quoted as saying that herbs, being “nature’s chemicais,” are
intrinsically non-toxic. Nothing could be further from the truth! Some of the world’s
most toxic substances, including strychnine, hemlock, poison mushrooms, and tobacco,
are derived from plants. The handful of plant products whose therapeutic effectiveness
is unquestioned (digoxin, morphine, quinine, etc.), exhibit exceedingly narrow
therapeutic windows. In permitting botanicals to be marked as dietary supplements
rather than as drugs, Congress regrettably has released manufacturers from the burden
of providing “proof of safety” prior to exposing a large and potentially vulnerable
population to serious adverse effects (3). In contrast, before a new drug can be
marketed or even administered to patients in clinical trials, studies on experimental
animals, followed by limited Phase | tests in human volunteers, are required. Phase |
studies explore the potential of a new drug to produce adverse effects, including drug
interactions.

Three current situations epitomize the problems inherent in permitting herbal

products to be classified as dietary supplements and to circumvent the premarket safety



testing required for drugs. The dangers associated with the herb Aristolochia fanci will
be discussed first but the story is not unique. Many other herbs are toxic (4) as
reflected in numerous reports to Poison Control Centers throughout the U.S. (5).

Aristolochia—The herb Aristolochia fanchi (also known as birthwort) has been
used since ancient times and is a component of traditional Chinese medicine.
Aristolochia is available in capsule form in the U.S. (6). This herb was reported to be
nephrotoxic as long ago as 1964; shortly thereafter, it was shown to cause cancer in
experimental animals. In 1992 in Belgium, more than 100 cases of renal failure,
requiring chronic dialysis and/or kidney transplantation, were reported (7). An
epidemiological investigation revealed that the victims, most of them young women, had
been given Aristolochia fangchi in the same weight reduction clinic. More than half of
these women went on to develop urothelial cancer (8). Despite this report—and the
banning of this herb in many European countries—Aristolochia remained on sale in the
United States. In April, 2001, nine years after the first clinical report, the FDA belatedly
wrote letters to physicians, pharmacists, consumers, and manufacturers, alerting them
to the serious danger to health associated with use of this herb (8). It is instructive to
contrast this sequence of events—where the ability of the FDA to take preventive action
against a toxic and demonstrably carcinogenic dietary supplement is constrained by the
provisions of DSHEA—with those associated with thalidomide—where the FDA acted
on European reports before the drug was released in the United States, protecting the
American public against exposure to a drug associated with irreversible birth

deformities.



Ephedra—Many dietary supplements contain ephedra alkaloids, the active
principle of a popular herb known as ma huang. Ephedra is heavily promoted for use in
weight reduction programs and for energy enhancement—a so called “thermogenic”
product or “pep pill". The safety and efficacy of products containing ephedra have not
been established and reports of their adverse effects—including permanent injury and
death—have appeared with increasing frequency since passage of DSHEA (10).
Between 1993 and 2000, the FDA received over 1,100 such reports including notices of
heart attacks, cardiac arrhythmias, hypertension, acute psychoses, seizures, and in a
few cases, death (11). More than half of these events occurred in persons less than 40
years of age. An independent study revealed that FDA records less than 1% of the total
number of adverse events resulting from dietary supplements; thus, more than 100,000
consumers may have suffered similar adverse effects over this period of time.

Why has regulatory action against ephedra not been taken? Because, under

| DSHEA, there are no provisions for manufacturers to demonstrate proof of safety or
effectiveness for any substance classified as a dietary supplement before it reaches the
consumer! In contrast to new drugs, manufacturers and distributors of dietary
supplements are not legally required to record, investigate, or even forward to the FDA
reports they may receive of injuries or iliness related to the use of their products (3).
Following release for public consumption, FD{\WQ

that a supplement is unsafe. Only then may it take action to restrict the product’s use or

to remove it from the marketplace. As documented in an important recent report from
_ \/#

the Office of the Inspector General (5), Congress has failed to allocate sufficient
bl S

resources to conduct necessary investigations. Making matters worse, in the case of
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ephedra, FDA was blocked in 1997 from mandating labels warnirlg of potential toxicity

and setting dosage limits for reasonable use.

P

Phenylpropylamine—The pharmacological effects of phenylpropylamine (PPA)
on the cardiovascular system are very similar to those of ephedra. It is instructive to
compare the handling of these two products by the FDA. A controlled study describing
hemorrhagic stroke in young women taking PPA appeared in the same issue of The
New England Journal of Medicine as a detailed report from UCSF analyzing the
adverse effects of ephedra (12). As a direct result of this study, PPA was banned by
the FDA and OTC products containing the drug were voluntarily removed by
pharmacies throughout the U.S. In contrast, the sale of ephedra herbs without
appropriate labeling to warn consumers of their inherent risks continues unchecked.

| have cited only two examples of serious toxicities resulting from the failure to
regulate dietary supplements. -Toxic effects of many other herbs have been reported (4)
and calls to Poison Control Centers to report adverse reactions to dietary supplements
have increased sharply since 1997, reaching 17,000 last year (5).

Another important safety aspect of the marketing of herbal products relates to the
lack of standardization (13). Even for commonly used herbal products the amount state
on the label often differs substantially from the amount contained in the preparation
(14). In addition, adulteration of herbal remedies with heavy metals and prescription
drugs (including steroids) is widespread. A random analysis of herbal products sold in
San Francisco, conducted by the California Department of Health, revealed that 40% of
herbs tested contained these such toxic contaminants (15). To complicate matters, it is

difficult and often impossible for an analytical chemist to determine whether a botanical



remedy contains the specific herb(s) named on the label. Good manufacturing
processes have been promised by industry but are slow in coming as they are required
by common sense but not by law. Unannounced inspections and strong penalties for
violations are required to address this present threat to public health. An effective
system for reporting adverse effects of dietary supplements as recommended by the
OIG (5) is crucial and should promptly be put in place.

Drug Interactions—The failure to regulate herbal medicine is associated with a
major risk of drug interactions. This problem can—and probably does—occur with
many herbal preparations, as recently shown for St. John’s Wort, a product used widely
in the U.S. and in Europe for the treatment of depression. The administration of St.
John's Wort concomitantly with a protease inhibitor used in the treatment of AIDS, was
shown to result in a dramatic decline in the level of the inhibitor (16). This situation is
life-threatening to the HiV-infected individual who requires protease inhibitors for
continued viral suppression. Furthermore, patients with heart and kidney transplants
receiving immunosuppressants showed signs of organ rejection after co-administration
of St. John’s Wort (17).

Follow-up investigations confirmed that a common family of P450 enzymes
involved in metabolism of these and many other pharmaceuticals is induced by St.
John's Wort. Other drugs metabolized by this pathway (designated CYP3A4) include
many of those used by the millions of Americans being treated for hypertension, heart
failure, asthma, certain infections, and other chronic diseases, conferring on this herbal
remedy—innocuous when taken alone—the ability to inactivate life-saving drugs on

which many elderly patients depend. Because the potential for drug interactions is



proportional to the number of chemical constituents present; herbals are much more
likely than single drugs to be involved in drug interactions, due to the myriad of chemical
principles they contain. The scope of this problem could be significantly reduced by
requiring premarketing safety testing.

As fhe title of this presentation suggests, there is an “opportunity” to improve the
safety of dietary supplements. Health professionals and consumers should be informed
about the dangers of herbal medicines and the need for controlled studies to evaluate
efficacy as well as safety. These issues recently have been addressed in editorials in
leading medical journals (18-19) and in a symposium sponsored by the American
Association of Medical Colleges (20). Journalists and consumer advocates have a
special responsibility to convey messages regarding drug safety to the public.

RECOMMENDATIONS

What should the White House Commission on Alternative and Complementary

Medicine recommend to the President to reduce the dangers associated with the use of

herbal medicines? | suggest the following:

1. As a matter of the highest priority, Congress should amend DSHEA so that
manufacturers of dietary supplements, including herbs and other botanicals, would be
required to obtain pre-marketing approval by demonstrating to the FDA that the product
does not present a significant or unreasonable risk of injury under conditions of uses
recommended or suggested in the label. Additionally, manufacturers should be

required to develop warning labels for consumers and to participate in good



manufacturing processes. Severe penalties would be imposed on manufacturers who

avoid or neglect this public health responsibility.

2. All recommendations contained in the OIG report should be promptly

| implemented. These actions will ensure that the FDA receives necessary information
regarding adverse reactions to herbs, botanicals, and other dietary supplements,
facilitating early detection of toxicity and disclosure of this essential information to
consumers. A modest (0.3%) increase in the FDA budget would be sufficient to effect

the recommended changes.

3. NIH should conduct randomized double-blind, placebo-controlled clinical trials
designed to test the efficacy of selected herbal medicines and, at the same time,
quantify their adverse effects. This basic information has been recently obtained for St.

John's Wort (21) and will help to establish the risk/benefit ratio.

4. Basic research should be conducted on the mechanism(s) of action and toxicity
of commonly used herbal medicines. This approach may provide leads to new drugs

and help to anticipate toxic effects.
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EXECUTIVESUMMARY

PURPOSE

ToassesstheeffectivenessoftheFoodandDrugAdministration’s(FDA)adverseevent
reportingsystemfordietarysupplementsinprotectingthe Americanconsumer.

BACKGROUND

Dietarysupplementsareincreasinglypopular.Currentlyabout60percentofAmericans
takesomeformofdietarysupplementeverydaywithoutanyapparentproblems.
Supplementsincludesubstancessuchasvitamins,minerals,botanicals,andaminoacids.
Althoughmanyofthesesupplementscanbebeneficial therearerisksassociatedwith
some.Forexample,ginkgobilobamayleadtoexcessivebleeding,vitaminAinhigh
dosagesduringpregnancymayleadtobirthdefects,andSt.John’sWortmayreducethe
effectivenessofsomeantiviraldrugs.  Unlikenewprescriptionandover-the-counter
drugs,FDAdoesnothavetheauthoritytorequiresupplementstoundergopremarket
approvalforsafetyandefficacy.Instead,itreliesmostlyonitsadverseeventreporting
systemtoidentifysafetyproblems.

FDA’sAdverseEventReportingSystemforDietarySupplements

FDA’sadverseeventreportingsystemfordietarysupplementsincludes(1)detecting
adverseevents,(2)generatingsignalsofpossiblepublichealthconcerns,(3)assessing
thosesignals,and(4)takingappropriatesafetyactionsbasedonitsassessment. An
adverseeventisanincidentofillnessorinjurythat maybeassociatedwithaproductor
ingredient. Withfurtherinvestigation,theassociationmayormaynotbeconfirmed.
Reportingadverseeventsisentirelyvoluntary,andFDAreceivesreportsfromavarietyof
sourcesincludingconsumersandhealthprofessionals.

Whenasignalofapossiblehealthproblemisgeneratedfromtheadverseeventreporting
system,FDAassesseswhetheritisanactualpublichealthproblemwarrantingattention.
FDAcanassessthesesignalsbyreviewingscientificliterature,consultingwithexperts,
reviewingclinicaldata,conductingitsownlaboratorytests,and/orcommissioningstudies.
IfFDAconfirmsthatapublichealthproblemexistsitcantakearangeofsafetyactions,
suchasissuingwarningstoconsumersandhealthprofessionals,issuingimportalerts,
requestingproductrecalls,orseizingproducts.

Thislnquiry

Inthisreport,weevaluatehowwellFDAsadverseeventreportingsystemfordietary
supplementsfunctionsasaconsumerprotectiontool. WeanalyzeddatafromFDA’s
database;reviewedFDAlaws,regulations,policies,andprocedures;reviewedseveral
adverseeventreports;reviewedrelevantliterature;andinterviewedFDAofficials,industry
representatives,andscientificexperts. Wedidnotevaluatetheinternal
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operatingproceduresofthesystem.

FINDINGS

FDA’sadverseeventreportingsystemdetectsrelativelyfewadverseevents.

Adverseeventreportingsystemstypicallydetectonlyasmallproportionoftheeventsthat
actuallyoccur.ThisappearstobeespeciallytrueofFDA’ssystemfordietary
supplements. ArecentFDA-commissionedstudyestimatedthatFDAreceiveslessthan
percentofalladverseeventsassociatedwithdietarysupplements. Amongthefactorsthat
maycontributetounder-reportingarethatmanyconsumerspresumesupplementstobe
safe,usetheseproductswithoutthesupervisionofahealthcareprofessional,andmaybe
unawarethatFDAregulatesthem. FDA’slimitedoutreachconcerningthissystem
contributestothisunawareness.

Ithasdifficultygeneratingsignalsofpossiblepublichealthconcerns.

FDAlacksmuchoftheinformationthatisnecessarytoeffectivelyanalyzeadverseevent
reportsandtogeneratepossiblesignalsofconcern.Belowwedocumentthelackof
informationbypresentingFDAdatabetween1994-1999.

Limitedmedicalinformation. FDAdidnotreceivethemedicalrecordsfor58percent
(4640180 1)ofthereportsforwhichitrequestedthem.Only20percent(5270f2,547)
ofadverseeventsreportsreceivedbyFDAcamefromhealthprofessionals.

Limitedproductinformation. FDAwasunabletodeterminetheingredientsfor32
percent(1,1530f3,574)oftheproductsmentionedinadverseeventreports. FDAdoes
nothavetheproductlabelsfor77percent(2,7520f3,574)oftheproductsmentionedin
reports.FDAdoesnothaveproductsamplesfor69percent(1300f188)oftheproducts
forwhichitrequestedthem.Productsamplesareespeciallyhelpfulbecausedietary
supplementingredientsarenotstandardized.

Limitedmanufacturerinformation. FDAreportsthatithasreceivedfewerthan10
adversecventreportsdirectly frommanufacturers. FDAwasunabletodeterminethe
manufacturerofdietarysupplementproductsfor32percent(1,1530f3,574)ofthe
productsinvolvedinreports. FDAwasunabletodeterminethecityandStatefor71
percent(6440f904)ofthemanufacturers.

Limitedinformationonthedietarysupplementconsumer. FDAwasunableto
follow-upwith2 7percent(2140f80 1 )ofthereportsittaggedforfollow-upprimarily
becausethereportslackedsufficientinformationtoidentifytheallegedinjuredparty.

Limitedabilitytoanalyzetrends.  FDAhasdifficultyanalyzingtrendsofadverseevent

reportsbecauseitslacksanadequatecomputerdatabaseforroutineanalysisandreceives
relativelyfewreports.
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FDAlacksvitalinformationtoadequatelyassesssignalsofpossiblepublic
healthconcernsgeneratedbytheadverseeventreportingsystem.

Inordertoassesssuchsignals,FD Amustdrawuponkeyinformationexternaltothe
system.ButFDA facesobstaclesinobtainingsuchinformation.Forarecentcasestudy
thatdocumentstheseobstaclesseeappendixA.

Limitedclinicalinformation. Thereissomeclinicalinformationavailableondietary
supplementsandmoreisbecomingavailableeveryday.But,thecurrentregulatory
frameworkfordietarysupplementspermitsmanufacturerstomarketasupplementwithout
premarketsafetystudies.Forthisandotherreasons,FDAhasrelativelylittleclinical
informationonparticularproducts.  Thelawrequiresmanufacturersofcertainnewdietary
ingredientstonotifyFDA75dayspriortomarketandinclude‘relevantsafety
information.However,veryfewdietaryingredientsaresubjecttothisrequirement,and
FDAhasissuednoguidanceonthetypeofsafetyinformationthatshouldbesubmitted.

Limitedinformationonconsumeruse.  FDAlacksamechanismtotrackthenumberof
consumersusingaparticularsupplement.Suchinformationcanbehelpfultodetermine
theincidenceofcertainadverseeventsintheuserpopulationandthus,theextentofthe
publichealthproblemthatitposes.

Asaresult,FDArarelytakessafetyactionsrelatedtotheadverseeventreporting
system.

Safetyactionscanbeofsignificantbenefittoconsumersafety. Forexample,basedon
FDA’sinvestigationofadverseeventreports,itfoundproductscontainingplantainwere
contaminatedwithDigitalislanata,aplantthatcancauseheartattacksincertain
individuals. FDAissuedaconsumerwarningagainstcertainproductscontainingplantain
andaskedsupplementmanufacturerstovoluntarilyrecalltheirproductscontaminatedwith
Digitalislanata.

But,betweenJanuary 1994andJune2000,wewereabletodocumentonly32safety
actionsthatFDAtookbasedontheadverseeventreportingsystem—aperiodwhenmore
than100millionpeopleweretakingsupplements. Withlimitedinformationtodrawupon
togenerateandassesssignals,FDArarelyreachesthepointofknowingwhethertakinga
safetyactioniswarranted.

Publicdisclosureofadverseeventreportscanalsobeconsideredatypeofsafetyaction.
FDAusesitswebsiteasitsmainvehiclefordisclosure. However,itswebsitehas
significantlimitations;forexample,itprovidesnoevaluationofthereports,contains
misleadinginformation,andisrarelyupdated.

RECOMMENDATIONS

OurevaluationofFDA ’sdietarysupplementadverseeventreportingsystemleadsusto
concludethatwithoutfurtherdevelopmentoftheoverallregulatoryframeworkfor
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dietarysupplements,thepotentialofthesystemtoserveasaconsumersafeguardis
inherentlylimited. Theprogramsimplycannotserveasanadequatesafetyvalveuntil
othermeasuresaretakenthatwillallowFDAtogenerateandconfirmsignalsofpossible
publichealthconcerns.

BelowweofferourrecommendationsasablueprintforactionsthatFDAcantakeovera
reasonableperiodoftime.Ithasalreadycalledforsomeoftheminitsstrategicplanfor
dietarysupplements. Werecognizethatsomeofourrecommendationswillcalifor
legislativeorregulatorychanges. Wealsorecognizethatresourcesarelimitedandthat
someofourrecommendationsmayrequireadditionalresources.

RECOMMENDATION1:Facilitategreaterdetectionofadverseevents.

RequiredietarysupplementmanufacturerstoreportseriousadverseeventstoFDA
forsomeproducts. FDAshouldexaminewhattypesofproductsoringredientsshould
fallunderthisrequirement. FD Aalreadyrequirespharmaceuticalmanufacturerstoreport
adverseeventsforallprescriptionandsomeover-the-counterdrugs.

ContractwithPoisonControlCenterstoobtaintheiradverseeventreportson
dietarysupplements. ThesecentersholdinformationthatmaybeusefultoFDA.
ReportsfromPoisonControlCentersmayprovideadditionaldatatohelpgeneratesignals
ofpossiblepublichealthconcern.

Informhealthprofessionalsandconsumersabouttheadversceventreporting
systemfordietarysupplements.ThemainwayFDAcanaccomplishthisisby
expandingitsoutreachtohealthprofessionalsandincludinginformationaboutthesafety
actionsithastaken.Otherpossibilitiesincluderequiringmanufacturerstoprovideatoll-
freenumberontheirproductlabelsorplacingFDA’stoll-freenumberonlabels.

RECOMMENDATION2:Obtainmoreinformationonadverseeventreportsin
ordertogeneratestrongersignalsofpublichealthconcerns.

Educatehealthprofessionalsabouttheimportanceofincludingmedicalinformation
inadverseeventreports. Withoutmedicalinformationabouttheallegedinjuredparties,
FDAlackscrucialinformationfordeterminingthelikelihoodthatanadverseeventwas
relatedtotheuseofadietarysupplement. WhenFD Aconductsoutreachitshould
encouragehealthprocessionalstoobtainpermissionfromtheirpatientstoreleasetheir
medicalrecordswhenappropriate.

RequiredietarysupplementmanufacturerstoregistertheirproductswithFDA.A
completeproductregistrywouldallowFDAtoinstantlyaccessalistofallofthe
ingredientsinaparticularproductanddeterminetheproductmanufacturer’snameassoon
asitreceivesanadverseeventreport.

RequiredietarysupplementmanufacturerstoregisterwithFDA. Aregistryof

manufacturerswouldenableFDAtoquicklyandeasilycontactamanufacturerwhose
productwasassociatedwithanadverseeventtoobtainadditionalinformation.
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NotifymanufacturerswhenFDAreceivesaseriousadverseeventreport.Alerting
manufacturersofadverseeventsinwhichtheirproductshavebeenmentionedwouldgive
FDAtheopportunitytoobtainmoreproductinformationfromthemanufacturer.It
wouldalsoallowmanufacturerstoreevaluatethesafetyprofileoftheproduct,including
manufacturingprocedures,inatimelymanner.

Emphasizetohealthprofessionalsandconsumerstheimportanceofprovidingaway
toidentifytheallegedinjuredparty.  WithoutthisinformationFDAmaybeunableto
gatheradditionalinformationexcludedfromthereport.

Developanewcomputerdatabasetotrackandanalyzeadverseeventreports. To
helpidentifysignals,FDAncedsadatabasethatallowsforqueryingbyingredientsaswell
asproductsandtypesofadverseevents.

RECOMMENDATION3:Obtainvitalinformationtoadequatelyassesssignals
generatedbytheadverseeventreportingsystem.

Issueguidanceonthetypeofsafetyinformationthatmanufacturersshouldinclude
inthe75-daypremarketnotificationrequirementforsomenewdietarysupplement
ingredients. FDAshouldtakefulladvantageofitsexistingauthoritytoobtainasmuch
safetyinformationaspossiblepriortomarketing.

Explorethepossibilityofamonographsystemfordietarysupplementsthatwould
containsafetyinformationonparticularingredients. Monographsarepointpaperson
particularingredientsthatcontainsafetyandefficacyinformation.Suchasystemwould
allowFDAtohaveinasystematicfashionsafetyinformationthatitcouldrelyuponto
helpmakedecisions.

CollaboratewiththeNationallnstitutesofHealthinsettingaresearchagenda
addressingsafetyissues. AnotherwaythatFDAcangainclinicalinformationisby
collaboratingwiththeNationallnstitutesofHealththatfundsandconductsresearch
relatedtodietarysupplements.

AssistindustryandtheUnitedStatePharmacopeiainstandardizingdietary
supplementingredients,particularlybotanicals.  Standardizedingredientswouldallow

FDAtohavetheconfidencethatintakingactionagainstunsafeproductsoringredientsit
isaddressingalltheproductsposingahealthrisk.

Expeditethedevelopmentandimplementationofgoodmanufacturingpracticesfor
dietarysupplementmanufacturers. Standardizedingredientsmustbecomplementedby
FDAenforcingthosestandardsthroughgoodmanufacturingpractices. Theseareessential
forFDAtobeassuredoftheprecisecontentsofeachbatchofsupplementsthatis

manufactured.
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RECOMMENDATION4:Disclosemoreusefulinformationtothepublicabout
dietarysupplementadverseevents.

FDAshouldprovidemoreusefuldataonitswebsitesothatconsumerscan,tosome
extent,evaluatethelikelihoodthattheadverseeventwasrelatedtothesupplement.
FDAcouldupdatetheinformationonitswebsitemoreregularly. FDAcouldalso
accomplishthisisbyprovidingsummarydataonthenumbersandtypesofreports
receivedbyproducttypesoringredients.Overtime,asresourcesbecomeavailableit
couldconsiderindicatingthelikelihoodtheeventwascausedbyaproduct.

COMMENTS

WereceivedcommentsonourdraftreportsfromtheFoodand Drug Administration. We
alsosolicitedandreceivedcommentsfromthreetradeassociations(ConsumerHealthcare
ProductsAssociation,AmericanHerbalProductsAssociation,andtheCouncilfor
ResponsibleNutrition)andtwopublicinterestorganizations(PublicCitizen’sHealth
ResearchGroupandtheCenterforScienceinthePubliclnterest.)Seeappendix Cforthe
commentsintheirentirety.

Onthebasisofthesecommentswemadeseveralchangesthatarereflectedinthisfinal
report.Someinvolvedminortechnicalchanges,andothersinvolvedbriefelaborationsto
clarifyandaddcontext.Intwoinstanceswemodifiedourrecommendationstotarget
themmoreeffectivelyandtominimizeregulatoryburden. Welimitedthescopeof
mandatoryreportingofadverseeventreportstoeventsthatarebothseriousinnatureand
fallunderacertainsubsetofproductstobedeterminedby FDA .Similarly,insteadof
callingforFDAtonotifymanufacturersofalladverseeventreportsitreceives,wecalled
forittonotifythemanufacturersofseriousreportsonly.

FoodandDrugAdministration

FDAreportedthatourfindingswereafairassessmentofthechallengesitfaces. Italso
agreedwiththemajorityofourrecommendations. Aspartofitscomments, itcategorized
ourrecommendationsintothreeareas:( I )tasksthatitcancurrentlyaccomplish,(2)tasks
thatrequireadditionalresources,and(3)tasksthatrequirebothlegislativechangesand
additionalresources.FDAdocumentedtheprogressithasmadeineachofthese
categories. FDAindicatedthatthemajordifficultyitfacestoimprovingthesystemisa
lackofadequateresources.

FDAismakingprogresstowardimprovingthesystemalongthelineswecallforinour
report.ManyofourrecommendationsarealreadyincludedamongFDA’stoppriorities
fortheyearaswellasinits [ 0-yearstrategicplan. WealsoencourageFDAtoseekthe
authorityitneedstorequiremanufacturerandproductregistrationandmandatory
manufacturerreportingofadverseevents.
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TradeAssociations

Thethreetradeassociationsprovidedsomesupportforourrecommendations,butforthe
mostpart,theywerehighlycriticalofbothourfindingsandrecommendations. Whilewe
disagreewiththethrustoftheircomments,theyhelpsharpentheissuesthatneedtobe
addressedaspartofanyreform.

Oneoftheirmajorcritiqueswasthatwechosenottoevaluatetheinternaloperating
proceduresofFDA’sadverseeventreportingsystem,therebyleavinguswithlittlebasis
forourbroaderrecommendations. Weagreethattherecouldbevaluetoaprocedural
review.FDAshouldbedoingeverythingitcantomakesurethecurrentsystemoperates
aseffectivelyasitpossiblycan.However,weofferstrongevidencethatthecurrent
systemisfundamentallyflawedandcannotprovideanadequateconsumersafeguard
unlessFDAisgivenmoretoolstodothejob.

Anothersignificantcritiquewasthatwefailedtoviewdietarysupplementsinthecontext
ofafood-relatedsystem. Thisfailure,theyclaim,ledustocallformoreextensive
oversight,similartothatforprescriptiondrugs.Ourinquiry focusedonhowthecurrent
systemwasfunctioningandmadeusacutelyawareofjusthowlittleinformationFDAhas
availabletodeterminewhetheradverseeventsaboutdietarysupplements(however
characterized)presentdangersignsthatshouldbeaddressed. Withoutanimproved
capacitytoobtainsuchinformation,FDAsadverseeventreportingsystemwillcontinue
tofallshortofitspotential.

Stillanothercritiquewasthatourreportreflectsanegativeviewofdietarysupplements
andfailstorecognizetheirroleasself-careproductsthatsomanyconsumersvalue. We
regretanyimplicationofsuchanegativeview.Ifthekindofrecommendationswecallfor
areenacted,wesuggestthatconsumerswouldhavemoreextensiveandusefulinformation
availabletothemontheseself-careproductsandcouldhavemoreconfidencethatan
adverseeventreportingsystemwasprovidingthemwithavaluablemeasureofprotection.

PublicinterestOrganizations

Thetwopublicinterestorganizationsstronglysupportedourreport. Theirmaincritique
wasthatwedidnotgofarenough.Onecalledforlegislativechangesthat,overtime,
wouldsignificantlyenhanceFD Aauthorities. TheothercalledforF DAtosupporta
systematicstudyofdietarysupplementsafetyandefficacy. Whileourevidencedidnot
allowustogoasfarastheseorganizationswouldlike,itdidleadustoemphasizethata
comprehensivesetofchangesmustbecarriedoutiftheadverseeventreportingsystemis
toprovideanadequateconsumersafetyvalve.
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suffers from chronic diseases.

Testimony

The recommendations that follow are intended for healthcare as it exists today, for the urgent
needs of patients without choice, providers without the right to make clinical decisions, and
payers without answers.

The origin of CPT was created by the desire to obtain utilization data for conventional medicine
techniques and procedures. The role of CPT in the eyes of the AMA was to categorize
conventional medical services in effort to objectify services rendered in the physicians office.
The license to use these codes is then purchased by the insurer and the CPT books are sold to
physicians offices. This mass distribution of CPT resulted in the creation of a standard language
used to submit information to insurance carriers. There are three main factors that have
attributed to the demise of the clinical usage of CPT, the administrative paper war associated
with CPT and the crash of managed care systems because of the misuse of CPT.

First, the clinical usage of CPT in the physicians office was severely misused and abused in the
70’s and 80’s. The crack down by Medicare’s fraud investigation unit discovered huge abuses in
the way services were reported and began to create guidelines around how long a physician
could spend with a patient with a given disease and how that service needed to be coded in order
to be paid. Once the commercial insurers caught on to this same kind of abuse, meetings began
to take place with the large insurance companies in the country and Health Maintenance
Organizations (HMO), and the advent of Managed Care resulted.

The second factor of the demise of the administrative side of health care was when the simple
use of the CPT, used to track utilization and cost data, became the tool for measuring best
practices in managed care. Actuarial firms all over the country purchased large quantities of
CPT data from many sources, and from those data decided what were the best practices in
medicine. Then, these firms sold the analyses of their data to managed care and insurance
companies who started to create software that would "kick out" claims if the ICD 9 (diagnosis
code) did not match the best practices analyses generated from the CPT data previously
collected.

Picture this..... if every physician decided to treat terminal cancer patients by significantly
changing their diet — given the way we make best practices decisions today — chemotherapy
might cease to be considered best practice. Just because the data indicate a treatment is most
widely used, it does not prove the efficacy of that treatment. CPT data should be used only as it
was intended to be used — for utilization review and not the determination of best clinical
practices. In making these data best practices guidelines, we have increased the cost of health
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care significantly by giving many patients the wrong treatments for them because it was the only
thing the insurer would cover. Using CPT to provide best practices guidelines assumes we are
all the same: That is an assumption that will continue to increase health care costs in this country
until we stop and realize that the way we capture data must change.

Finally, we must record some objectified measurement of patient outcomes and/or progress at the
encounter level to assist the payers with controlling overutilization. A potential example of how
we might do is as follows:
e The provider submits a protocol with a estimated number of treatments and specific
objective treatment goals
» For each subsequent claim, the patient indicates on a scale of 1-10 his/her perceived
rating of the current status of the presenting problem and progress towards treatment
goals
e The provider enters this patient rating on one of the “open” fields on the current HCFA
1500 form
¢ That we begin the coding of innovative treatments by starting with HCFA at the HCPCS
level and then adopt codes into CPT as their meaning and utilization are studied. This
gives the insurers time to update their systems and provide for education in the use of
these new codes and speeds up the amount of time it will takes to get these new codes
accepted by CPT/AMA.
¢ Ibelieve we should not try to replace CPT but instead to enhance its use and provide a
bridge for consumers to access therapies that cannot be coded legally today.

If no progress is being made or no improvement is shown (patient reported) then the patient
would be switched to a new treatment plan. This approach allows all of us to choose the kinds
of treatment we want to receive, patients and providers to collaborate on treatment
options, providers to responsibly innovate in the treatments they offer patients, and payers
to control cost — all better than we are now. Waste is minimized, and administrative costs are
slashed because providers no longer must generate huge volumes of paperwork to convince
payers to consider coverage for innovative treatments. Health services research at the patient
encounter level provides a valuable realworld corroboration of the results of randomized
controlled trials. It measures the appropriateness and the outcome of treatment plans to which
both the patient and the provider have agreed, with which both can willingly comply, and which
improve the odds of a positive outcome.

Best practices are only best for those patients who respond best to them. The rigidity with which
Wwe are now managing care puts physicians into ethical quandaries, and puts patients into the
predicament where they are receiving the wrong treatment plan for them because that is what is
covered by insurance.
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Questions for the Research Methodology Panel;

When addressing the need to find methods and approaches to establish the safety and
effectiveness of CAM practices and products, in addition to data collection and clinical trial
methodology, consider how we can study the complex questions inherent in CAM that require
study such as multiple interventions; complex systems and complex compounds; mind-body
interactions; individualization; qualitative research; the placebo effect; provider/patient
interaction; multiple populations including culture/race, gender, age; and so forth?

How do current methodologies need to be modified to address questions concerning energy
medicine?

How can good data on CAM procedures and products be developed?; accessed? What would a
workable progression be from early anecdotal reports to the development of good data?

What can CAM practices and products contribute to investigations where there is overlap with
conventional areas of research, e.g., wellness/health promotion and disease prevention/preventive
medicine, nutrition, exercise, chronic conditions, pain management, self care, care for the
terminally 111?

How can research collaborations between conventional and CAM institutions be facilitated?

How can communication between conventional investigators designing CAM protocols and
CAM practitioners be improved?

When studying CAM products and procedures, how often are cost-benefit analyses included?
At what point is the knowledge base sufficient to move results to clinical practice?

What policy recommendations can you offer regarding research on CAM practices and
procedures for the Commission’s consideration as it develops its report to the President and
Congress?
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and immunologic human and primaic islet zcrograft survival. Transpl. Proc, 18, 823-
830, 1986,

Hardy MA, Lau HT, Liu X. Chabuit JA, Mg A. Cytolytic tywphacytes against
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LESPONSIYONEss in rats wranslused with UV irradiated donor specific blood. Transpl.
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Transplantation 456690, 1988

14, Oluwolc SF, Chabot JA, Pepino p, Reemtsma K, Hardy MA. Mechanism of
immunological unresponsiveness induced hy UV-irradiated donor specific blood
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23. Washis T, Chabot JA, Pepino P, Tezuka K1, hardy MA. VVB irradiated bone
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34 Ditkol{ RS, Chabot J, Feind CR, LoGerfo P. Parathyioid Surgery using Monitored
Aneslhesia Care As An Alternutive to General Anesthiesia. Arerican Journal of
Surgery 172(6):698-703, Dev. 1996

35, Hagopian EJ, Chabot JA, Oluwolc SF, Benvenisty Al, Hardy MA, Allograft
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Transplantation. Transplantation proceedings ?9(1-2):382, Feb.-March 1997
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JL, Chebot JA, LoGerfo P, Stern . Endothelial-iwonocyte Activating Polypeptide
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41. Horvath KD, Chabot JA. An Aggressive Resectiona) Approach o Cystic Neoplasms
of the Pancieas. Amencan Journal of Surgery 178(4):269-74, Octoher 1999

Case Reports:

| Rlores RM, Goldstein DJ, Suug RS, Steinglass K, Weinstein §, Chabot JA.
Tiansthoracic Transdiaphragmatic Excision of Simuliansnus Lung and Adrenal
Lesions. Aunals of Thoracic Surgery 63(3), 33-5, March 1998

2 Marvin MR, Lefkowitch J, Ishak KG, Chabot JA. Long-wcrm Survival of a Young
Woman with Peripheral Cholangiocarcinoma; A Case Report. Journal of Clinical
Gastroenterology ?R(1):64-6. January 1999
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Hardy MA, Chabot 14, Tannenbaum G, T.au HT, Immunomoduladon by uitravioiet

irradiation. Prog. Clin. Biol. Res. 224:119-138, |

986

Hardy MA, Chabot JA, Tannenbawu G, Beovenusty Al Grait acceplance;
modilication of immunogenisity of the donor of the donor organ with or without host
irmuuwinsuppression. In Small Bowel Transplantation, Experimental and Clinical
Fundamentals (Ed. Hammelman and Deltz) Springer-Veriag. 1987

Tanucnbaum U, Benvenisty AT, Chabot JA, Hardy MA. Sunna or no stoma in
intestinal transplantation. In Small Bowel Tranplantation, Cxpcrimental and Clinical
Fundarentals (Ed. Hamuelman and Delt2) Springer-Verlag, 1987

Reemtsms K, Chabut JA, Pi-Sunyer FX, Weber C. Tsolation of zenogenic islets of
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Engineering and Transplantation. VCH Pullishers, 1987

Hardy, MA, Chabot JA. Alteration of pancreatic islet immunogenicity uxing
wltraviolet irradiation; synergism with peritvansplant immunosuppressiun. In
Transplantation of the Endocrine Pancreas eds. Van Schilfgaarde, R and Hardy MA.

Elsevier Press VIE:301-307, 1988

Pesnsa T, Hardy MA, Guarim |, Chabot JA, Dammacco F, Ferione S. Ant-
idictypic monoclonal antibudies to anti-HLA class If monoclonal antibodics.
Putcntial applications in the tieatment of autoimmune discases. In Recent Advances
in Autoimmunity and Turmo Immunology ¢d Dammacco F, 1690

King TC, Chabot JA, Cieller PG. Surgery Pretest: Sell-Assessment and Review.

McGraw-Hill Inc. 1992
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Chabot, JA. The Whippic Procedure - 1935 o 1993, P&S Review, 1993
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V. Chabot JA. An Ovcrview of Adenocarcinuma of
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Ration of Protein Kinase AL to Protein Kinase A [Iin Human Thyroid Cancer.
Zarkin BS, Xu DB, Obici S, Chabot JA. The Association for Academic Surgery,
Hershey, Pennsylvania, November 10-13, 1993

Ratio of Protein Kinases Al to Protein Kinase A 11 in Human. Zarkin BS, D-B Xu,
Obici S, Chabot JA, Thyroid Cancer Assoc. for Academic Surg. Hershey,
Pennsylvania November 10-13, 1993

Zarkin BE, Chabot JA, LoGerfo P. Letter 10 the Editor Solitary Thyroid Nodule
NEIM 329(5):360 New England Joumal of Medicine 1993

Libutti SK, Bessler M, Chabot JA, Bass LS, Kirsch AJ, Oz MC, Auten JS, Treat
MR, Nowygrod R. Reinforcement of high-risk anastomosis using laser-activated
protein solders; a clinical study. Low-Power Laser Applications for Laser-Tissue
Fusion. White JV, White PA, Bass LS, Editors Proc. SPIES76, 1993

Endoscopic Ultrasound in Patients with Suspected Common Bile Duct Stones Before
Laparoscopic Cholecystectomy Stevens, PD, Lightdale CI, Chabot JA, Green PHR,
Stein JA, Siegel LM, Abedi M, Garcia-Carrasquillo RJ. Departments of Medicine &
Surgery, Columbia University, College of Physicians and Surgeons, New York
Submitted to: 10% International Symposium of Endoscopic Ultrasonography.
Cleveland, Ohio October, 1995

Preoperative vs Postoperative ERCP for Suspected Choledocholithiasis in Patients
Undergoing Laparoscopic Cholecystectomy;A Randomized Trial, Stevens PD, Green
PHR, Stein JA, Lightdale CJ, Chabot JA, LoGerfo P, Abedi J, Garcia-Carrasquillo
RJ, Siegel LM, Abo SR, Rubin M, Lewis SK, Lin D, Diamond B. Gastrointestinal
Endoscopy 41, 417, 1995

_ Acute Pancreatitis in the Transplant Population. Stevens PD, Micale P, Finegold J,

Pollach E, Chin S, Lightdale DC, Green PHR, Chabot JA, Siegel L.
Gastroenterology 108, A393 1995

Acute Pancreatitis in the Transplant Population Stevens PD, Finegold J, Micale P,
Lightdale CJ, Green PHR, Chabot JA, Siegel L. Am. J. Gastroenterology
A2416157, 1995

Preoperative vs Postoperative ERCP for Suspected Common Duct Stones in Patients
Undergoing Laparoscopic Cholecystectomy: A Randomized Trial. Stevens PD,
Green PHR, Stein JA, Lightdale CJ, Chabot JA, LoGerfo P, Abedi M, Garcia-
Carrasquillo RJ, Siegel LH.  Am. J. Gastroenterology A248, 1615 1995
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10, Endoscopic Ultrasound in Patients with Suspected Common Bile Duct Stones Before
Laparoscopic Cholecystectomty. Stevens PD, Lightdale CJ, Chabot JA, Green PHR,
Stein JA, Siege] LH, Abedi M. Garcia-Carrasquillo RJ. Gastromtest Endoscopy 43,
2,Al13,852 1996

11. BRCP Before or After Laparoscopic Cholecystectomy 7 Final Results From a
Randomized Trial; Length of Stay Differences. Stevens, PD, VandeMierop F, Green
PHR, Chabot JA, Stein JA, Garcia-Carrasquillo RJ, Diamond B, Lightdale CJ.
Gastroenterology, 110-A477 1996

12. ERCP Before or After Laparoscopic Cholecystectomy 7 Final Results of a
Randomized Trial; Analysis of Negative Outcomes Van deMierop F, Stevens PD,
Green PHR, Chabot JA, Stein JA, Garcia-Carrasquillo RJ, Lightdale CJ.
Gastroenterology 110,A479 1996

13. ERCP Before or After Laparoscopic Cholecystectomy ? Final Results of Randomized
Trial; Long Term Follow-up Van deMierop F, Stevens PD, Garcia-Carrasquillo RJ,
Schmulewitz N, Green PHR, Stein JA, Chabot JA, Lightdale CJ. Gastroenterology
110,A480 1996

14. Implementation of a Standardized Multi-Disciplinary Treatment Protocol for Acute
Gl Hemorrhage Finegold J, Garcia-Carrasquillo RJ, Stevens PD, Ven deMierop ¥,
Green PHR, Battagliano M, Meyer F, Rosenberg R, Lewis SK, Rubin M, Chabot
JA, Diamond B, Lightdale CJ. Gastrointestinal Endoscopy 43,356 1996

15. Mortality, Morbidity and Cost-Related Outcomes in Acute Pancreatitis; A
Prospective Study Finegold I, Stevens PD, Huynh J, Jenders RA, Diwmond B,
Poneros J, Slotweiner P, Chabot JA, Green PHR, Lightdale CJ. Gastroenterclogy
112:A15 1997

In Press:

Stevens PD, Chabot JA, VandeMeirop F, Green PHR, Stein JA, Garcia-Carrasquillo RJ,
Siegel LM, Diamond BD, Lightdale CJ. Endoscopic Retrograde
Cholaniopancreatography Before or After Laparoscopic Cholecystectomy? A
Randomized Trial. American Journal of Gastroenterology
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John A Chabot, MD
Associate Professor of Clinical Surgery
Columbia University

| became involved with a specific alternative medicine protocol
when the director of our comprehensive cancer center, Karen Antman,
MD was asked to consider designing and running a clinical trial of its
efficacy. Dr. Antman asked me to consider running the clinical trial
because of my focus and expertise in pancreatic cancer. My initial
reaction was highly skeptical, however | agrecd to consider the trial. The
therapy consists of high dose oral pancreatic enzyme supplements, a strict
nutritional regimen with a focus on fresh fruits and vegetables as well as
several cleansing and cathartic procedures.

| reviewed the treatment provided to cleven patients in a pilot
study completed several years earlier by Nicholas Gonzalez,MD. This
group of patients lived for a significantly longer period of time than |
would expect. Patients with advanced pancreatic cancer are expected 1O
live approximately six months (median survival 5.7 mo). The median
survival in this group was 17 months. i validated the underlying disease
and reviewed records to confirm that these were advanced cases.
Although, 1 could not explain or understand the underlying mechanism of
this protocol, I chose to become involved because of the dramatic results
obtained in the pilot study.

After obtaining approval of our Cancer Comumittee and the
Institutional Review Board we opened an NCI funded randomized clinical
wial comparing the Gonzalez regimen with Gemcitabine (standard
chemotherapy for advanced pancreatic cancer). Despite widespread
publicity and a multitude of interested patients, we enrolled very few
patients in the first year. The vast majority of patients who contacted us
for information were cither ineligible due to very nasrow eligibility criteria
or declined to participate when leaming of the randomized nature of the
trial. Those people who expressed interest in the regimen in mMOost cases
would not consider chemotherapy as a reasonable treatment for their
disease. They wanted the Gonzalez regimesn or nothing. It became clear
to us that we would never enroll the 70 to 90 patients we required to draw
a valid conclusion regarding the efficacy of this treatment. We therefore
redesigned the trial to allow patients to choose which therapy they would
receive. We will still compare the Gonzalez regimen to chemotherapy
based treatment. We will carefully control the two critical variables that
predict survival in advanced pancreatic cancer patients, cxtent of discase
and ability to eat. Withouta rendomized design, however, we increase the
risk that bias will enter the study and skew our results. We expect that

F. 13
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rigorous adherence 0 protocol criteria and careful analysis of results will
allow us to draw conclusions.

Thus far, I have made threc observations: -

i. Among those people we have screened for this protocol, the bias —7
toward alternative therapy is very strong.

2. Patients who express interest in this protocol are generally healthier
than the overall population of patients with advanced pancreatic
cancer. The patients who meet the eligibility criteria are clearly
healthier than the general population of advanced pancreatic cancer
patients. —

3. The effects of psychosocial support and the availability of hope ase not
insignificant. In the absence of blinded, randomized trials, separating
these effects from physiological or pharmacological effects represents
a major challenge to clinical trial design.

o ilhat Clae LT

( b .



Vi = A i c e
ATl s e SQlxadiHL oFcl .

From: “Pollen, Geraldine (NCCAN)® <polleng@od.nih.gov>
T0: *'jacd€oolumbia.edu'” <jacs@columbia . edw>

Subject: White House Coamnigsion

pate: Fri, 20 Apr 2001 14:09:01 -0400

status: O

pear Or. Chabot:

I bope by this tima our contractor has contacted you about ywur travel and
othar logistics, and roater information.

T em sending you a draft agenda of the Carnission'e research reeting on May
15-16, and questions for the pacel on resgarch methodology on May 16. These
questions are for guidance only and should not limit your ramarks.

we ssk that each panelist speak fox 10 minutes and participate in a
discussion with the Compisgionars. Tha penel provees does not allow for
slide presentations.

we also apk that each panelist gend us by HMay 7 a sumrary of hie ramarks end
a brief porscnal biogxaphy. Those materials ave included in tbe
Comniswionars briefing books, which are sent to thew prior to the meeting.

Please let me know if you have any questions,
wa are looking forward to your participation in this meeting.
Questions for the Research Methodology Panel: (for guidance only}

wheo addregeing tha need to find methods and approachea to establish the
safety and effectivenas> of CAM practices and products, in addition to data
collection and clinical trial methodology, consider bow we can study the
cogplex questions isherent in CAM that require atudy such as mltiple
interventions; cosplex systems and complex compounds; mind-body
interactions; individualization; the placabo effect; provider/patient
interaction; maltiple populations including culture/xace, gender, age; and
s0 forth?

Bow do currant methodologies need to be wodified to address questione
concesning energy madicine?

How can good data on CAM procedures and products be daveloped?; accessed?
what would a workable progression be from early anecdotal reporte to the
development of good data?

what can CAM practices and products contribute to investigations where there
ie overlap with conventional araas of research, e.9., wellness/health
promotion and disease prevention/preventive medicine, nutrition, exercise,
chronic conditions, pain management, self care, care for the terminally il1z?

How can research collaboraticnes between convantional and CRM ingtitutions ba
facilitated?

How can comsmnication between convantional investigators designing ChM
protocole and CAM practitioners be inproved?

whan studying CRM products and procedures, how often are cost--benefit
analyses included?

At vhat point is the knowledge base gufficient to mova results to clinical
practice?

el 2 O30 LI S

Printed for "John A. Chabot, M.D." <jac4@columbia.edu>
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What policy recammendati can you oft regarding research oa CAN
practicos and procedures for tbe < | lon's consideration us it develops
its report to the President and Congrees?

2l S S3Al F.le

<<resagendad.cit>>

Garaldins B. Folleo

sanior Analyst

White Bouse Caxmisaion on
Camplementary and Alternative
Medicine Policy

Phone: (301) 438-7592

rax: (301) 480-1691

E-¥ail: pollmgzemil.mh.gov

resagenda8.rif
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Biographical Sketch of Marcia Angell, M. D, ¥ A.C.P.

Marcia Angell, M. D, 1s Senior Lecturer in the Department of Social
Medicme at Harvard Medical School. She stepped down as kditor-in-Chief
of the New England Journal of Medicine on June 30, 2000. A graduate of
Boston University School of Medicine, she trained in both intcrnal medicing
and anatornic pathology and is a board-certificd pathologist. She joined the
editorial staft ot the New England Jowrnal of Medicine in 1979, became
Exccutive Editor in 198%, and Editor-in-Chief in 1999,

Dr. Angell writes frequently in professional journals and the popular media
on a wide range of topics, particalarly medical ethics, health policy, the
nature ot medical evidence, the interface of medicine and the law, and care
at the end of life. Her critically acclaimed book, Science on Trial: The
Clash of Medical Evidence and the Law in the Breast Implant Case, was
published m June, 1996, by W. W. Norton & Company. In addition, Dr.
Angell 15 co-author, with Dr, Stanley Robbins and. later, Dr. Vinay Kumar,
of the first three editions of the textbook, Basic Pathology. She also wrote
chapters in several books dealing with ethical issucs.

Dr. Angell 1s 4 member of the Association of Amierican Physicians, the
Institute of Medicine ol the National Academy of the Sciences, the Alpha
Omecga Alpha National Honor Medical Society, and is a Fcllow of the
American College of Physicians. In 1997, Time magazine named Marcia
Angell one of the 25 most influential Americans.
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RESEARCH METHODOLOGY IN CAM
by Marcia Angell, M. D.

CAM is an umbrella term for a large number of disparatc practices based on
different theories. These include, for example, homeopathy, therapeutic
touch, naturopathy . chiropractic, acupuncture, herbal medicine, imagery,
crystal healing, and chelation therapy. They have very little in common
except for the fact that they are practiced largely 1n the absence of good
scientific cvidence to support their use.

Because CAM consists of such disparate practices, 1t makes no scnse to
imagine that we need to develop a single new research methodology for
studying them all or that this differs from the methodology for studying
standard medicine. A clinical trial of acupuncture, for example, presents
different methodological problems from a tria! of ginseng. The former
would require carcful attention to the selection of a comparison group or
groups, whereas the latter would require attention to the purification and

standardization of the product being tested In fact. the problems in studying

various CAM practices differ at least as much from cue ancther as they do
from the equally diverse problems in designing studics of standard practices.
The problems in designing trials of new cocktails to treat leukcmia are not
all that different from the problems in studying herbal remedies. And the
problems in studying fetal cell transplantation for Parkinson’s disease are
sunilar to those ol studying acupuncture.

But none of the methodological problems arc insoluble. For years, scientists
have managed to devise valid ways to study potential new remedies, and
there 1s nothing qualitatively different about CAM. We need to get on with
the job, becausc millions of people are taking remedics for which there is
Nttlc or no evidence. These remedies need to be put to the test. Tradition
and testimonials are no substitute for scientific evidence. This has been
demonstratcd repeatedly in medical history. The spectacular advances in
clinical medicine during the 20" century correlated with the acceptance of
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the need to demonstrate effectiveness scientifically and objectively. What
seems self-evidently true often proves false, and we have no choice but to
rely on the scientific method to settle the matter.

Despite some ditferences in the details of research methodology, the
overarching approach is the same for studying any potential new treatment —

“adether considered as CAM or standard medicine. The scientific method
includes formulating a hypothesis that can be tested, designing a study to test
it, collecting data, and drawing those conclusions - and only those
conclusions - that are supported by the data. 1t proved to be the only way to
gain information about the natural world - and our bodics arc a part of that
world. The scientific method was not a regional or culrural choice; it was
forced on people all over the world, because it worked.

in summary, there are not two kinds of medicine -- CAM and standard
medicine. There 1s only medicine that has been adequately tested, and
medicine that hasn’t. In general, CAM falls into the second category.
Standard medicine falls into both. Whether biologically implausible (ot
cven unpossible) remedics should be tested 1s arguable. T have come to

“Shelieve that widely used remedies should be tested for safety and
cffectiveness. cven when they are biologically implausible. If they are
shown to be effective and reasonably safe, they should be incorporated into
ciinical pracuce, regardless of whether they orizinated as CAM. But there
are no short-cuts, and there should be no free passes.

t



