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[lergic rhinitis, called hay fever when occurring sea-

sonally, isasignificant problem in many parts of the
world. In thisissue of The Annals, Kim et al.! present the
results of asmall, randomized, double-blind, placebo-con-
trolled study involving 34 subjects and testing the efficacy
of a homeopathic remedy in treating seasonal alergic
rhinitis. Three standard quality-of-life measures were used
to compare homeopathy with placebo. The main measure-
ment was the salf-administered Rhinoconjunctivitis Quali-
ty-of-Life Questionnaire (RQLQ) recording 28 items with
responses on a 7-point Likert scale. Associated items were
combined into 7 domains representing symptoms of rhini-
tis, and the average of the 7 symptoms was taken to repre-
sent the overal quality of life. A second measurement
recorded work productivity and activity impairment
(WPAI) in 4 separate domains. Finally, subjects reported
subjectively on their overall health via the widely used
health-related quality-of-life measure Medical Outcomes
Study Short Form-36 (MOS SF-36). This consists of 36
items that were summated and averaged into 9 domains.
The authors summarized their study results by saying,
“Preliminary findings indicate potential benefits of the
homeopathic intervention in reducing symptoms and im-
proving quality of life in patients with seasonal alergic
rhinitisin the Southwestern US.”

The study is rigorous when evaluated according to
Jadad et a.'s? well-recognized scale for assessing the qual-
ity of randomized controlled trids. This 3-item tool scores
Kimet a.’sstudy at 5 out of amaximum of 5. The method
of randomization was explicitly stated, giving 2 points.

Author information provided at the end of the text.
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The abgtract stated that the study was double-blind and the
methods indicated that the 2 sprays were identical, again
giving 2 points. The number of people who withdrew from
the study was stated aong with their reasons for withdraw-
ing, giving the maximum of 1 point.

See dso page 617, DOI 10.1345/aph.1E387.

However, problems arise when examining the nature of
the intervention tested. The particular form of homeopathy
used in The Annals’ study is called isopathy. This differs
considerably from classica homeopathy, and some home-
opaths do not recognize the approach as constituting
homeopathy. Mitchell Fleisher,® a member of the clinica
faculty at the Nationa Center for Homeopathy, wrote re-
garding another isopathy study that isopathic products
(called isodes) are not administered according “to the fun-
damental principles of homeopathy and therefore would
not be expected to work.”

Homeopathy can be divided into at least 4 different
types that should be differentiated in any discussion of the
topic. In addition to isopathy, thereis clinical homeopathy
(using the same remedy for people with a similar condi-
tion), complex homeopathy (using fixed combinations of
remedies for people with similar conditions, and classica
homeopathy, which is the most widely used approach for
chronic diseases.* Centrd to thislatter gpproach isthe col-
lection of detailed descriptions of the patient’s physical,
emotional, and menta symptoms. The correct homeopath-
ic remedy isthen chosen as one that most closely €elicits
the same constellation of symptomsin a healthy person.
Isopathy differs fundamentally here because the allergen
will not elicit any symptomsin a healthy non-alergic per-
son and therefore fails the classical homeopathic rule cited
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by Kim et d. of smilia smilibus curentur (like cureslike).
According to Fleisher, this step is“of utmost importance
when treating complex diseases such as asthmaand aler-
gic diatheses.”®

In contrast to Kim et ., an earlier study acknowledged
that isopathy “is not usual homoeopathic practice, but of-
fers atestable model for differentiating between infinitesi-
mal homoeopathic dilutions and placebo.”® These authors
raise another crucia digtinction that Kim et d. failed to ad-
dress. Homeopathy is controversial because of the under-
lying belief that greater dilution conveys greater potency of
remedies. The study’s introduction uses the example of a
1X dilution containing 0.1 g/mL crude medicina sub-
stance. Such a concentration would be completely normal
in a conventional pharmaceutical setting. Yet it fails to
draw attention to the more usual homeopathic practice of
using extremely diluted preparations. All of the earlier
placebo-controlled isopathy studies used a 30C dilution.>”
At this concentration (roughly 1 x 10 mg/mL), Avo-
gadro’'s number has been exceeded, and not one molecule
of theinitial allergen would be expected to remain in the
solution. Yet this is the sort of concentration at which
homeopathy is said to be effective, which iswhy it is so
controversid.

Kim et a. referenced a series of 4 trials as precedent for
their study of mixed allergens in homeopathic isodes for
alergic rhinitis.® Three studied alergic rhinitis and the
fourth evaluated asthma, with al producing statistically
significant benefits (athough with relatively small sample
sizes of 39, 144, 28, and 51 subjects). However, results
from other researchers have not been positive. A placebo-
controlled study with 66 patients with hay fever found no
benefit at the study’s endpoint, although some benefits
were apparent at midpoint.” Lewith et a.® used the largest
sample to date (242 subjects) and failed to demonstrate
significant benefits.

Since all of these studies used 30C homeopathic reme-
dies, Kim et a.’s switch from 1 x 10%° mg/mL to 1 x 10°®
mg/mL dilution represents a dramatic change and should
have been justified. The only implicit justification given
wasthat al x 10 wt/vol dilution is a standard immuno-
therapy dose. However, conventiona immunotherapy uses
these concentrations in injections, raising questions about
the validity of comparing this study with immunotherapy.
At the same time, its connection with classical homeopa-
thy, or even the previous isopathy literature, is tenuous at
best.

Problems regarding the nature of the test remedy do not
address the findings that significant improvements were
reported. These require closer examination of the tatistica
analysis. The 3 questionnaires were administered to each
subject at baseline and 4 weeks later. The differences be-
tween baseline and pogt-treatment measurements were ob-
tained for each subject. The average and standard devia-
tion were recorded for each domain. The differences be-
tween the domains at the beginning and end of the study
were measured and tested for significance using Student’s
paired t-tests of mean differences.
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The so-called “ Student t-test” was devised in 1908 by
William Gosset to tackle the problem of small sample
comparisons. At the time, Gosset was working in the
Guinness brewery in Dublin, and his conditions of em-
ployment resulted in his being unable to openly claim
credit for his findings. Hence, he styled himself with the
name Student.® Gosset’s t-test is predicated on 2 assump-
tions: that the data are measured on a continuous scale and
that they come from anormal distribution.

The Likert scaleis neither continuous nor normal. It is
an ordinal measure used to assess feelings, opinions, and
attitudes. It presents a set of attitudes, and subjects are
asked to express agreement or disagreement on a discrete
scale. Each degree of agreement is given aranking. Even
though data measured on a Likert scale are far from con-
tinuous, it is common practice in the socid sciences to ap-
ply t-tests. In defense of Kim et a.’s use of t-tests, it could
be argued that the domains or summated scales used,
which consist of summing and averaging a set of associat-
ed items, are less discrete than the variable that would have
been obtained if single items had been analyzed.

The t-test is robust in the sense that small departures
from normality do not affect the validity of the results.®
However, t-tests may yield inaccurate results, and the sta-
tistical significance may be less than that reported if the
data are nonsymmetric or skewed. Studies with samples as
small as those used here (18 in the homeopathic group, 16
in the placebo group) should therefore provide frequencies
and bar chartsto allow examination for skewed results. A
coefficient of skewness of the data could aso be recorded.
In cases where measurements were not deemed to be suffi-
ciently symmetric, the nonparametric Wilcoxon signed-
rank test for paired comparisons would have been a better
alternative. Other descriptive statistics, such as minimum,
maximum, median, and interquartile range, would improve
our understanding of the data.

While the authors report that they estimated their sam-
ple size using 80% power to detect an actual change of
30% improvement, such caculations are based on norma-
ity assumptions that are not applicable to Likert scales.
Since the samples are small, it is unlikely that the power
clamsarevalid.

Other data that could have been reported to alow a
clearer, more trangparent understanding of the significance
of the results include the means and standard deviationsin
MOS SF-36 and an overall average representing the tota
symptoms—as was given for the RQLQ domains. The au-
thors do not report Cronbach’s a coefficient for internal
consistency and reliability of the domains, but may have
justified this since these scales have previoudly been vali-
dated.

The results from the t-tests should be looked upon asin-
dications of possible differences or trends rather than defi-
nite results, with further investigation needed for confirma:
tory analysis; indeed, the authors themselves make this
reservation. The tentativeness of any conclusion is addi-
tionaly warranted when the overall results are examined.
In the 2 self-administered questionnaires (RQLQ, MOS
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SF-36), the mean changes are positive for al domains for
both the homeopathic and placebo groups. The authors
conclusion that “scales from the RQLQ, MOS SF-36, and
WPAI questionnaire showed significant positive changes
from baseline to 4 weeks in the homeopathic group com-
pared with the placebo group” does not give the full pic-
ture since significant positive changes, abeit fewer, were
also observed in the placebo group, and many of the
changes observed in the homeopathic group are not signif-
icant.

Genera concerns about the gppropriate design and and-
ysis of homeopathic trials have been documented. One
meta-anaysis concluded that the results of homeopathy tri-
als could not be explained solely on the basis of a placebo
effect.’® However, when the same authors reexamined the
same data, they found “clear evidence that in the study set
investigated more rigorous trials tended to yield smaller ef-
fect.” They concluded that bias was the most plausible
explanation.

Kim et d. present us with another small tria with some-
what significant results. Technica questions about the ap-
propriateness of the statistical analysis aside, more practi-
cal questions must be raised about the clinica significance
of the results. The biggest question is, just what did the re-
searcherstest? The nasal administration of allergens for
only 4 weeks is not conventional immunotherapy.*? The
dose used was in the same range as that used parenterally
in immunotherapy, which isimmensely higher than that
used in previous isopathy studies and takes the remedy out
of clearly homeopathic concentrations. Classical home-
opaths will also question the lack of detailed symptom col-
lection and treatment not being individualized. Whatever
caused the aleged benefits reported here should not be
caled homeopathy.
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