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Abstract

This double-blind, randomized clmlcal
study- utilized: the WQMAC Osteoarthritis
Index to compire the efficacy of Zeel.
comp, (tablets) to that of diclofenac in
patients \fiith gsteoarthritis of the knee.
A total of 121" patiénts from 13 ortho-
. pedic practices were admitted to the -

- study. Therapy. consisted of either one -

- tablet. of Teel three times a day or one -
.+ 25-mg tahlethf{ﬂi_dufehac three times a
day. In bath ‘tréatment groups, significant
and clinically relevant improvements in
mobility and funéti'n'nality"ol the affected
knee joint were noted over the ten
weelts of treatment. In- addition, patients
achieved greater independence and thiss
also greater self-sufficiency. Therapy with
Inel comp, proved’ equivalent to treat-
ment with diclofenac.

[(eywm.'ds: Antihomatoxic medicine, clini-
cal study, diclofenac, homeopathy, os-
teoarthritis, WOMAC, Zeel comp.

OSTEOARTHRITIS PATIENTS REGAIN MOBILITY

Osteoarthritis Patients Regain

Mobility

A Double-Blind Study of a Homeopathic Medication

Introduction

BDiagnosis of osteoarthritis is based first
and foremost on clinical and radiological
findings; narrowing of the jeint cavity in
conjunction with increasing loss of articu-
lar cartilage is considered a clear diagnos-
te sign. In addition to other characteristic
radiological findings {(osteosclerosis, cysts,
changes in the outlines of the affected
joint), specific laboratory tests such as syn-
ovial fluid analysis may also aid in identi-
fication (1).

Definitive diagnosis of osteoarthritis is
difficuli, however, if radiological changes
the Os-
teoarthritis Criteria Subcommittee of the

are not yet evident. Hence,

American College of Rheumatology has
suggested criteria that permit an algorith-
mic approach to diagnosing this syn-
drome (1). This procedure remains unreli-
able in relating symptom severity and
functionality of the affected joint to the ex-
teni of radiological findings. Not surpris-
ingly, clinically relevant radiological
changes are evident in almost all (=90%)
individuals over 40 years of age, while
only one-third develop specific symptoms
of arthritis {1}.

For this reason, evaluations of drug thera-
pies have long included patient self-as-
sessments in the diagnostic process, since
the burden of suffering imposed by the
underlying illness is determined to a great
extent by the patient’s personality and in-
dividual life circumstances (2). From the
patient’s perspective, therefore, arthritis-
specific symptoms and functional limita-
tions are the foremost considerations in as-
sessing the impact of the illness. Measure-
ment scales such as the WOMAC Os-
teoarthritis Index and Lequesne’s index
have been developed to assess the extent

of the arthritis and its effect on the pa-
tent's quality of life (3, 4),

The results of the present study were pre-
viously published in Orthopidische Praxis
(3). The purpose of that publication was to
present overall changes in the WOMAC
Osteoarthritis Index or its three subscales
without going into detail (especially in the
functionality category).

2 w:lllung un |EVE[ gruund’ TR
1. going-up-or down stairs?, -
© 3. lying in” bied @t night?
4. -sitting or- !ymg duwn’
. 5. standlng uprlght

L walkmg duwn sia:rs?
"2 dimbing stairs?
-3c standing’ up fro

LA stand still in. an-
0

- B going shoppmg? )
C 79 putting on’secks: o stuclungs?
- 710, getting up "out of bed? :
~11.- taking off socks or. stu:lungs :
12 lying in bed?. D LU
13.- pettinginto ar: uut ul thu bnthtuh'
'I4.~smmg on a thalr'

- Trom the toilet?
14. doing-strénuols. huu_seworld
-1, doing light housework? » =~
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version)
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Tah. 2: The WOMAC Ostenarthritis Index. Changes in totaf index and pain and stiifness subindices after 2, 4, 6, and
[0 weeks of treatment (arithmetic averages for the per-protocol population, p < 0.01/Wilcoxon-Pratt test/two-

tailed. HOM = Zeel comp,, DIC = diclofenac, CR = confidence region)

The purpose of the present paper is to pre-
sent detailed results of the functionality
subscale as they relate to patients’ subjec-
tive assessment of the therapeutic efficacy
of Zeel comp. in comparison to that of di-
clofenac, one of the most frequent pre-
seribed antirheumatic drugs,

Methods

The study, conceived as a multi-center,
randomized, double-blind clinical test
with comparison of parallel groups, was
conducted at 13 locations (registered or-
thopedic practices) in correspondence
with German drug law and GCP* guide-
lines. The design of the study included an
initial run-in phase during which no an-
titheumatics or analgesics were allowed
other than acetaminophen on an as-need-
ed basis. The subsequent trcatment phase
consisted of ten weeks of therapy with ei-
ther one tablet of Zeel comp. three Himes a
day (for the HOM group} or one 25-mg
tablet of diclofenac three times a day (for
the DIC group). (For details, see (5)). Mon-
itoring examinations conducted after two,
four, six, and ten weeks included assess-
ment of arthritis-specific symptoms by
means of the WOMAC Osteoarthritis
questionnaire (see below).

Zeel comp., manufactured by Biologische
Heilmittel Heel GmbH, Baden-Baden, is a

homeopathic medication containing the
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ingredients Toxicodendron quercifolium e
summitatibis, Arnica montana, Solanum
dulcamara, Sanguinaria canadensis, and
sulfur. Studies have confirmed that Zeel
comp. is both effective and well tolerated
in patients with osteoarthritis of the knee
{6, 7). Diclofenac, the drug chosen as the
reference substance, is a nonsteroidal an-
tirheumatic drug (NSAID} that has been
the subject of many clinical studies; its
sujtability as a standard of anti-inflamma-
tory and analgesic efficacy has been amply
confirmed (2, 8, 9).

To test the efficacy of Zeel comp., arthritic
symptoms and joint functions were as-
sessed by means of the WOMAC Os-
teoarthritis Index, a validated question-
naire for use in patient self-assessment (3,
10). The WOMAC Index, which assesses
the progress of osteoarthritis of the knee,
consists of 24 questions (divided into three
subscales) that cover relevant symptoms
and functional limitations in daily life. The
first subscale includes five questions about
symptoms that cause pain, the second con-
tains two questions about symptoms of
stiffness, and the third consists of 17 ques-
tions about physical activity and restriction
of physical functions (Table 1). Patients an-
swer the guestions on a 10 cm-long visual
analog scale, with 0 represent‘ing no pain
or limitation and 10 representing severe
pain or limitation. (For details, see (5)}.

Patients
The patients included in the study were
diagnosed with mild to moderate os-
teoarthritis of the knee (ICD-10: M17.9)
and had signed a consent form. Patients
accepted into the study met the following
inclusion criteria:
1. they had suffered from ostecarthritis for
at least six months;

I

. their diagnosis had been confirmed ei-
ther clinically or radiologicalty, accord-
ing to criteria established by Altman or
Kellgren, respeclively {11, 12);

3. they had scored at least five and not

more than 16 points on Lequesne’s in-

dex of pain and functionality (4).

Patients with serious hepatic, renal, car-
diac, endocrine, and /or hematological dis-
eases, asthma, or chronic obstructive pul-
monary disease were not admitted to the
study. With
minophen on an as-needed basis, con-

the exception of aceta-
comitant therapy with other antitheumat-
ics/analgesics, muscle relaxants, anticoag-
ulants, or anti-ulcer medications was not
permitted during the study (for details,
see (5)).

Results

Efficacy

In total, 125 patients with ostecarthritis of
the knee (62 in the HOM group and 63 in
the DIC group) were admitted to the
study. Four patients were excluded during
the run-in phase {not randomized); three
already taking the test medication were
excluded from the intent-to-treat popula-
tion; and four additional patients were ex-
cluded from the per protocol population,
leaving a total of 53 patients in the HOM
group and 61 patients in the DIC group.
These two treatment groups were demo-
graphically and anamnestically compara-
ble when the study began (for details, see
(5)). In the course of the ten-week treat-
ment, clinical and significant declines in
both the overall WOMAC Index and its
pain and stiffness subindices were record-
ed in both groups in comparison to the
base values; improvement after six weeks
of therapy was comparable in the two
groups (for details, see (5)) (Table 2).
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At commencement of therapy, the groups
were also comparable with regard to
scores on the WOMAC function index,
which measures the physical functional
ability of the affected knee joint in terms
of 17 items relating especially to difficul-
ties in caring for oneself in daily life. Situa-
tions in which the affected knee clearly im-
pairs or at least limits mobility correspond
to the cardinal symptoms of osteocartiritis.
Experience indicates that the activities
“going up or down stairs” “bending over
and touching the floor” and “doing stren-
uous housework” generally cause the
most pain, and correspondingly high base
values (6.0 to 7.0} were recorded (or func-
tional impairment during these activities.
The changes in these symptoms were also
the greatest, ranging from -2.0 to -2.7. The
patients reported additional functional
limitations in situations requiring good
mobility and balance, such as “getting
inte/out from the car/bathtub”, “getting
out of bed”, and “standing up from a sit-
ting position.” To summarize the results of
therapy, significant improvement in the
functionality of the affected knee joint oc-
curred with respect to all 17 items in the
course of the ten weeks of treatment. At
the latest, equivalence was established be-
tween the two groups after six weeks
(Table 3).

Discussion
Since there is as yet no treatment for the
cause of osteoarthritis, pharmaceutical
therapy consists first and foremost of
treating the clinical symptoms. In clinical
studies conducted to prove the efficacy of
specific forms of therapy, assessment crite-
ria generally consist of subjective observa-
tions on the impact of the illness and the
medication’s effect on pain (1). NSAIDs,
considered the therapeutic standard by
some working groups, are frequently pre-
scribed for osteoarthritis (13). While the
purpose of therapeutic use of NSAIDs is to
relieve pain, preserve mobility, and mini-
mize Functional impairment, this therapy
can have damaging adverse effects {pri-
marily on the gastrointestinal tract) (14,
15). Therefore patients’ assessment of their
own state of henalth is very important in
evaluating any therapy. The often sudden
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Tah. 3: The WOMAL functionality index. Changes afier 2, 4, 6, and 10 weelcs of treatment (arithmetical average for
the per-protocol population, p < (.01 Wilcoxon-Prace test/two-tailed. HOM = Ieel comp., BIC = dicofenac, Mann-
Whitney statistic = average value, (R = confidence region)

appearance of severe pain can cause pa-
tients to avoid physical exertion and with-
draw from important daily social activi-
ties. Thus one of the purposes of therapeu-
tic measures is to reduce both the number
and the severity of pain episodes in order
to restore mobility and functionality in
everyday life.

With the help of the WOMAC question-
naire, the present equivalence study
proves that both therapy with Zeel comp.
and treatment with diclofenac achieve sig-
nificant decreases in  typical arthritis
symptoms. After six weeks of treatment,
the two groups were equivalent not only

in terms of the total WOMAC Osteoarthri-
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Tab. 3, continued

tis ITndex but also in the subindices mea-
suring pain, stiffness, and functionality.
Changes in both the total index and the
three subindices were comparable to the
results of other WOMAC-based studies of
NSATDs (e.g., tenoxicam, diclofenac) (2, 8}

The WOMAC osteoarthritis questionnaire
is an illness-specific instrument for assess-
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ing painful symptoms and functional im-
pairment of the affected knee joint (3). In
series of tests on patients, the validated
German version of the original Anglo-
American instrument performed well in
terms of its scale structure and rq]iability,
and the function scale correlated most
clearly with extension deficits, the extent
of radiological changes, and the degree of

restriction of flexion of the knee joint (10).
Earlier studies evaluating the WOMAC
Osteoarthritis Index had already indicated
clear correlations with psychosocial vari-
ables such as degree of impairment during
daily activities at home and at work and
social integration into one's family and cir-
cle of acquaintances (2, 3).

In summary, on the basis of the results of
the present study, it is safe to state that
therapy with Zeel comp. (tablets) for mild
to moderate osteoarthritis of the knee pro-
duces clear improvements in mobility and
functionality and reduces the burden of
pain. These improvements are associated
with enhanced quality of life for the pa-
tients. In this respect, Zeel comp. therapy
is equivalent to treatment with the NSAID
diclofenac.
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