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GUEST EDITORIAL

All Evidence Is Equal, but Some Evidence Is More Equal
than Others: Can Logic Prevail over Emotion in the
Homeopathy Debate?

IRIS R. BELL, M.D., M.D.(H.), Ph.D.

In his classic political satire Animal Farm,' George Or-
well described a fantasy world in which having total
power gradually corrupts and distorts the initially idealized
societal commandments articulated by the farm animals who
have successfully risen up against a common enemy (i.e.,
the farmers, or people). In the end, the commandment that
“all animals are equal” drifts into “all animals are equal, but
some animals are more equal than others.” Unfortunately,
allopathic medicine (i.e., conventional mainstream medicine
in its politically dominant position) has reached an analo-
gous juncture in its history of considering evidence. The re-
cent Shang et al. meta-analysis study? (see also special sec-
tion pp. 779-785 in this issue) and the accompanying
editorials pronouncing the “end of homeopathy” and the
“growth of truth”* in the prestigious British journal The
Lancet expose an Orwellian selectivity and bias in consid-
ering facts, as well as an illogic, under the aegis of “evi-
dence-based medicine.” The Shang et al. paper concluded
that “the clinical effects of homeopathy are placebo effects”
on the basis of 8 unspecified homeopathic studies and 6 un-
specified conventional (allopathic) studies out of an origi-
nal total of 110 studies of each type on the same variety of
conventionally diagnosed conditions.

The Lancet’s editorial stance raises grave concerns about
logic, fairness, and rationality in The Lancet’s interpretation
and use of the evidence, for several reasons: First, the sub-
analysis on which the main conclusions are based did not
specify which 8 papers of the original 110 homeopathic or 6
papers of the original 110 allopathic papers were used. This
lack of reporting transparency and precision is typically not
tolerated for allopathic medical reports. For instance, the Con-
solidated Standards of Reporting Trials (CONSORT) state-
ment requires a full disclosure of outcomes of all initially en-

rolled patients in a detailed flow chart®; but the lack of com-
parable details was tolerated for the identity of the small num-
ber of actual studies used for the Shang et al. meta-analysis
conclusions.

Second, the Shang et al. paper is one meta-analysis out of
several published meta-analyses (the others have been largely
favorable to what they claim is “homeopathy”),®8 based on
an incomplete and not up-to-date selection of extremely het-
erogeneous randomized controlled trials (RCTs) encompass-
ing multiple different allopathic diagnoses and using inter-
ventions that are only sometimes considered homeopathic by
homeopaths. For example, isopathy (using a homeopathically
prepared specific agent that triggers specific local symptoms)
is not homeopathy by definition,” but it has been included in
most meta-analyses of homeopathy. A single remedy chosen
on the basis of an allopathic diagnosis without regard to its
homeopathic indications is not homeopathy®; but numerous
allopathically “high quality” RCT studies that enter meta-
analyses, such as that of Shang et al., ignore this major prob-
lem in external ecologic validity. Furthermore a remedy acts
homeopathically only when it is homeopathic in its pattern
of effects on an individualized basis (i.e., similar but not iden-
tical to the pattern of global and local disease in the patient
as a whole), an issue for population validity.

An incorrectly chosen remedy for a patient (a not un-
common occurrence in clinical reality) is also not homeo-
pathic and therefore constitutes an inactive “active” inter-
vention that degrades the average outcome of the active/
verum group. No RCT studies of homeopathy, and thus no
meta-analyses, have as yet accommodated this ecologic va-
lidity issue in their designs other than sometimes requiring
high homeopath confidence ratings in remedy choice as an
inclusion criterion.'® The problem of incorrect remedy se-
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lections is an issue for the quality of homeopathy in clini-
cal practice, but the proper scientific response should be to
seek ways to improve clinical practice through research
(e.g., to seek objective physiologic and patient-centered trait
predictors of future responsivity!!), rather than to discard
the field as a whole.

Third, the Shang et al. paper is methodologically flawed
even within the allopathic framework (see Aickin [pp.
755-757] in this issue). Therefore, logically, the Shang et
al.? paper is not the final word on the entire research liter-
ature on homeopathy. In other areas of medical research, the
notion that any paper—especially one meta-analysis of se-
lected clinical studies—offers the final word on a topic is
usually treated as scientifically risky if not unfair, illogical,
and irrational.!?> As outlined below, there are many studies
in the basic science, preclinical, and clinical literatures sug-
gesting that homeopathically prepared remedies are not in-
ert and that homeopathic care as an intervention is safe and
effective for many patients. Apparently, The Lancet’s view
is that the conservative interpretation of a single review of
only some of the “evidence” is unnecessary when the topic
is homeopathic research.

Fourth, meta-analyses, even good ones, rely on quality
ratings of internal validity of randomized controlled trials
designed to test conventional drugs with specific effects on
specific disease mechanisms.!? No quality ratings of the
homeopathy used in each study, such as ecologic validity,
were used in the Shang et al. meta-analysis.> (Was homeo-
pathic treatment provided in a clinically typical methodol-
ogy? Were the outcomes of homeopathy in the study based
on the prescribing skills of a single homeopath or of multi-
ple well-qualified homeopaths? Were the homeopaths
highly confident of their remedy selections? Were typical
global and multiple local homeopathic outcomes systemat-
ically assessed in the study?) That is, “high quality” studies
were judged solely in terms of their conventional strengths
in testing a given intervention (i.e., homeopathy), as though
it were a biomedical drug with a disease-specific action.

PLAYING BY THE RULES: WHOSE RULES?

In terms of external validity, the fundamental principles
of homeopathy are that the treatment addresses the patient’s
entire pattern of problems at once in a patient-specific but
not disease-specific manner.'* Homeopathic outcomes are
different from those in conventional medicine; homeopaths
report global and hierarchically organized multiple, multi-
dimensional changes at local (body part) levels.!#!> Thus
the very nature of homeopathy, similar to another complex
whole system of complementary and alternative medicine
(CAM), acupuncture,'6-1° is inherently nonspecific. Non-
specific does not mean biologically inert; that is, nonspeci-
ficity is more than a simple “placebo” effect.?’ Shang et al.?
stated in their methods section that they randomly chose only
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one outcome from each study for their analysis if multiple
outcomes were reported. By itself, this methodological er-
ror weakens the fairness of the comparisons between the
homeopathic and allopathic studies. To infer from the data
that homeopathic remedies do not exert disease-specific ef-
fects (i.e., that they are not allopathic drugs) is consistent
with the claims of homeopathic clinicians and the concep-
tual principles of the field; but such a conclusion only high-
lights the need to design clinical studies of homeopathy that
reflect the philosophical underpinnings and clinical practices
of homeopathy rather than those of allopathy.

An analogy for a conventional drug would be to test the
effects of penicillin for all patients with symptoms and signs
of an apparent infection. The design quality of the studies
would otherwise be excellent. However, penicillin will not
work for patients with viral infections or bacterial infections
that are resistant to its effects or for persons with fevers from
other, noninfectious causes. Thus this drug might show ben-
efit only for a subset of patients with symptoms of infec-
tions (i.e., the ones with true penicillin-sensitive infections).
How would penicillin fare in a meta-analysis of studies av-
eraging all patients together, evaluating only internal but not
external ecologic or population validity, and ignoring the in-
trinsic nature of penicillin in benefiting certain patients?
Variable luck of the investigators in recruiting patients with
penicillin-sensitive infections in a given study as well as
publication bias in medicine generally to favor publication
of positive rather than negative results would likely lead to
a current scenario from the Shang et al.? paper—that is, the
publication of a small number of “high quality” positive
studies but the rejection of penicillin for treatment of infec-
tions in general on the basis of the meta-analysis. Propo-
nents would insist that penicillin is nonetheless very help-
ful for certain patients with the “right” infections and
skeptics would scoff at the argument. But the proponents
would be correct: penicillin is very helpful, but only for pa-
tients in a target population whose disease conditions match
the capacity of the drug to act for them.?!->> Thus, goes the
situation for homeopathy.

In short, conventional mainstream medicine has defined
the game, the rules, and the interpretation. At a practical
level, the antipathy toward homeopathy in the clinical re-
search funding world and the historical focus of homeopaths
on clinical care have combined to leave homeopathic re-
search without a sufficient number of funded investigators
and with a research approach in only the earliest stages of
development.?> Those researchers who have performed
homeopathic clinical studies have consciously or unwit-
tingly agreed to evaluate their field by allopathic rather than
homeopathic rules.

What if allopathic drugs were held to the non—disease-
specific outcome standards routinely reported in homeopa-
thy? Would allopathically treated patients, like homeopath-
ically treated patients, report better overall well-being,
greater energy, and improvement in multiple symptoms
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(some of which they had forgotten to mention), with shifts
in multiple mental, emotional, and physical problems toward
recovery from a single agent with minimal side-effects and
low cost? Does allopathy mobilize the same patterns of pa-
tient-wide, whole system changes that homeopaths report?%3
Future studies comparing homeopathy with allopathy need
to level the playing field by evaluating for outcomes from
both an allopathic and a whole-systems,?*2% homeopathic
point of view.?

THE EVIDENCE BEYOND SHANG ET AL.

The Lancet editorial® expresses the usual opinion of skep-
tics that homeopathy is “absurd” because of the dilution fac-
tor of some of its medicines (remedies) beyond the
Avogadro number (i.e., it must follow that remedies are bi-
ologically inert in living organisms). This is an opinion that
is without supporting evidence. This editorial ignores the
fact that homeopathic remedies are prepared not only with
dilution but also with vigorous shaking or succussion. The
basic science data suggest that it is the succussion that makes
a key difference between an active versus an inactive agent
in homeopathy. The actual replicated basic science system-
atic evidence from different, independent laboratories is that
homeopathically prepared remedies beyond the Avogadro
number differ from remedy-free solvent controls in their
measurable properties, including calorimetry,?®->° thermolu-
minescence,’” and optical emission characteristics.’! The
findings challenge the assumptions of high-school chem-
istry, but not those of modern materials science.” Prior re-
search suggests that homeopathic basic science studies are
prone to contaminants and confounds for which careful rig-
orous controls are needed? but not that the remedies are
inert.

Moreover, the preclinical evidence from multiple differ-
ent, independent laboratories is that homeopathically pre-
pared remedies have biologically measurable effects both in
in vitro and in vivo animal studies.?3-3¢ For example, the fa-
mous controversial Benveniste3” paper in Nature showing
ultradilutions of immunoglobulin E antiserum-modulated
basophil histamine release3® was promptly attacked via eval-
uation by a “quackbuster” magician and his colleagues. A
recently published European multisite study with improved
objective technology has now demonstrated that ultradilu-
tions of histamine do modulate basophil activation.’® The
Lancet’s editorial® and Vandenbroucke* commentary made
no mention of this fact.

In addition, laboratories in many different countries have
demonstrated that homeopathically prepared remedies exert
measurable effects in animals.3>3% In isopathic research, an-

*Roy R, Tiller W, Bell IR. The structure of water: The materi-
als science perspective. (Submitted for publication.)
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imals experimentally poisoned with arsenic show greater
ameliorating effects on biologic toxicity under treatment
with homeopathically prepared (diluted and succussed) ar-
senic than with placebo controls.**~43 Homeopathically pre-
pared glutamate has protective effects for rat neurons in cell
culture when used isopathically for experimental glutamate
toxicity.** Sleep electroencephalographic patterns of ani-
mals differ from controls after ingestion of one of two dif-
ferent homeopathically prepared remedies (i.e., Coffea
cruda,” and Nux vomica*®*" that are reported to exert ef-
fects on human sleep in clinical settings. Cataleptic effects
of haloperidol increase as a function of concomitant treat-
ment with ultra dilutions of various homeopathically pre-
pared remedies in animals.*® Ultradilute acetylsalicylic acid
produces significant differences from controls in a laser-in-
duced thrombus formation model system.**-° In vitro and
in vivo animal study effects do not necessarily translate into
clinical efficacy but they do indicate that homeopathic reme-
dies are active agents.

Even the highly touted “negative” clinical study on dust
mites prepared as a homeopathic remedy but prescribed iso-
pathically, not homeopathically (i.e., not in accordance with
actual homeopathic practice) to adults with asthma demon-
strated different dynamic patterns of global disease, lung
function, and mood responses to the verum remedy com-
pared to the placebo.’! Homeopathically prepared dust mite,
prescribed isopathically in the latter study, did not act in the
same manner as did the placebo.? Skeptics can rush to judg-
ment that the net lack of clinical benefit in the study justi-
fies rejection of the field of “homeopathy” (actually, by
logic, this lack may support rejection of the clinical inter-
vention of isopathy with dust mite in adult asthma, but of-
fers no data on the field of homeopathic treatment per se),
or open-minded scientists can look at the nonlinear dynamic
findings from the remedy and wonder why.>3 Moreover, this
laboratory has shown that verum individualized homeo-
pathic remedies in fibromyalgia patients produce electroen-
cephalographic pattern changes not seen with placebo un-
der double-blinded conditions.>*> In short, the evidence is
that homeopathically prepared remedies exert nonlinear dy-
namic effects on organisms different from those of conven-
tional drugs. The Lancet editors? are willing to end home-
opathy on the basis of the conclusions of a single flawed
meta-analysis paper? that concludes a publication bias within
a highly selected subset of the clinical literature but that
overlooks the far larger body of scientific evidence sug-
gesting that homeopathic remedies exert effects different
from those of placebo.

The clinical evidence from numerous observational stud-
ies on hundreds to thousands of patients in different coun-
tries has consistently demonstrated that homeopathy bene-
fits the majority of patients who receive it for a wide range
of conditions and shows an excellent safety record.’*-%¢ In
some studies®”-%* although not all,®® homeopathy also gen-
erates significant cost savings via reduction in reliance on
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conventional symptomatic drugs. When conventional med-
ical researchers discuss conventional drugs, these scientists
now argue that well-done observational studies have valid-
ity in the world of evidence!3%7 (e.g., in journals as presti-
gious as The New England Journal of Medicine®®). A cen-
tral point is that observational data in conventional medicine
are often more relevant to effectiveness in everyday clini-
cal practice (external ecologic validity) than are the ran-
domized controlled trial (RCT) efficacy studies that focus
on idealized replicable drug testing in uncomplicated pa-
tients (internal validity). However, in view of the fact that
the observational data on homeopathy are consistently fa-
vorable to the field, mainstream skeptics would dismiss the
body of observational findings in homeopathy as an inferior
and unimportant form of data.

The Shang et al. paper? also made no comparison of safety
issues. In the allopathic world, the evidence shows that even
correctly prescribed conventional medications cause exten-
sive morbidity and mortality® (although the extent of the
latter findings also have been challenged as a flawed meta-
analysis.”? In the face of such data, it is inaccurate, and po-
tentially harmful to patients seeking options, to conclude that
allopathic medicine has been demonstrated to be superior to
other forms of care,* especially complex systems with long
historical traditions of benefit and safety.

INDIVIDUAL DIFFERENCE FACTORS IN
CLINICAL OUTCOMES RESEARCH

Is homeopathy some sort of panacea for all patients with
all types of problems? Of course not. The evidence suggests
that certain individuals are more inclined to use homeo-
pathy (and other systems of CAM).”! Initial data also indi-
cate that some individuals with particular electroencephalo-
graphic responses to the first test dose of a remedy may be
more likely to benefit.!! The individual differences may
stem more from the nature of the person such as genetically
based personality traits’!7? and accuracy of the pattern
matching between the remedy and the unique symptoma-
tology of the patient,'*73 than the nature of the allopathic
disease label. Patient recruitment in homeopathy studies fol-
lowing the conventional design model for pharmaceutical
RCTs draws from the general pool of patients with a given
disease label without regard to the target population of pa-
tients with a preference for and a capacity to respond to
homeopathy. Few RCTs on homeopathy to date have re-
cruited and then randomized the subset of potential respon-
der patients?!-?>73 to active versus placebo groups. Poten-
tial responders might be prescreened, for example, by both
personality tests’? and electrophysiological testing!! before
randomized treatment.

Thus, the evidence indicates that the subject selection pro-
cedures of allopathically designed RCTs of homeopathy are
a potentially inaccurate reflection of the real-world clinical
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population of persons who end up in homeopathic treatment.
The proper question is not a broad public health policy ques-
tion that an RCT can answer!? (i.e., does homeopathy work
for everyone with a specific allopathic diagnosis on aver-
age?. Rather, the proper question is patient-centered at an
individual level (i.e., is homeopathic treatment more effec-
tive than placebo in a specific patient who has the testable,
prescreened potential to respond?).”3

As consumer interest in complementary and alternative
medicine continues to grow,’* mainstream medicine has de-
manded that CAM researchers provide evidence for specific
efficacy (where conventional drugs shine), with a secondary
emphasis on safety, cost, or effectiveness data (where CAM
may have its greatest advantages). At face value, evidence-
based medicine is a reasonable and desirable goal for prac-
tice. Basing clinical care solely upon “expert” opinion and
bias is fraught with potential risk of using ineffective or dan-
gerous therapies.

The problem with evidence-based medicine derives not
from the ideal definition and intent but rather from the ac-
tual application of the concept. Evidence-based medicine is
defined as “the judicious use of the best current evidence in
making decisions about the care of the individual patient.
Evidence-based medicine (EBM) is meant to integrate clin-
ical expertise with the best available research evidence and
patient values.””> A large convergent body of research lit-
erature suggests that mainstream clinical practice itself does
not live up to expectations in terms of RCT-derived, “evi-
dence-based” efficacy standards.”6-34

Research has shown that conventional physicians in prac-
tice or in training often cannot and do not follow evidence-
based practice recommendations in the real world. Physicians
report that they cannot determine from reading studies on large
groups of patients with no comorbidity or who are taking con-
comitant drugs when and how the average findings from an
idealized efficacy study on a single drug might apply to the
specific, typically complicated individual patients who are con-
sulting them. Logistical issues, dosage adjustments for side-
effects, comorbid conditions, potential drug—drug interactions
in polypharmacy, patient preferences and cultural beliefs, phar-
maceutical company influences on patients and physicians,
economic considerations, patient access and adherence, pa-
tient—provider relationships, and numerous other factors con-
verge to determine the effectiveness of a treatment in real-
world practice. The practical test of the value of an intervention
for an individual patient is in its effectiveness as practiced in
full context, not in efficacy-based RCT studies.

CONCLUSIONS

Overall, as several investigators have commented, con-
ventional medicine itself needs a much more extensive re-
search literature on individualized treatment planning and
on individual differences in response to treatment, to fill out
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a more usable and rational evidence base to guide patient
care.®> Homeopathy, as a complex intervention, has impor-
tant lessons to teach clinicians and researchers with regard
to issues in individualized treatment, patterns of outcomes,
and even the nonlinear dynamic processes of healing in the
patient as a whole system.!>8¢ The body of scientific evi-
dence on homeopathy extends far beyond the limitations of
the Shang et al.? study. The data in the literature show that
a number of curious—and sometimes clinically beneficial—
phenomena can occur during homeopathic treatment.?* It be-
hooves the medical and scientific community to reassess its
biases and to look in a far more balanced and thoughtful
way at all of the evidence.!>3788
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