Revista Internacional de Investigacion y Terapeuticas Biomédicas

Translated from Medicina Biologica
Yel. I3, No. 4, 2000, pp. 109113

Treatment of
Osteoarthritis of the
Knee with Zeel T

Rainer Gottwald and Michael Weiser




TREATMENT OF OSTEOARTHRITIS OF THE KNEE WITH ZEEL T

Rainer Gattwald and Michael Weiser

i Summary : :

o' a drug: mnmtnrlng study I00 patlents

?"_'were treated: for “osteoarthritis of the
lenee with- the humeupathlc remedy Zeel

T (lnjection sn[utmn) The duration of -
'treatment ranged from-2 to:B weels:

-'.(97% of ‘the’ patlents) with 2 maximum -

- fora 4—6 Weelcs treatment (58%) The
_ma]urlty of: pat:ents reveale:f fast im-:
: pruvement of

nlf'rdntiy and in:
o lation- cneﬁ'ctents showed g hlgh cnrrela-
-+ tion” between the: number of injections

- and the- relif: in symptnms : The general :

e icacy of the: treatment was: assessed
by t_he___:nvestlga___t_nrs_ as__v_ery good’ or'”

. ‘goad" in-T0% the ‘cases; The tuler"abi]i'ty -
assessment nf lee! T by the mvestlgaturs -
5 was excel]ent ar: guod' in: 92% ‘of. the -

Pl cases.

- Key words: Ostesarthritis of the knee,
- drug monitoring study, Zeel T-

he_'ymptnms with T6%
:-:-repnrtmg |mprnvement after 6 injections.
"'-'ZThe ‘dlinical” syrnptoms were reduced sig-
1 lingar” manner. Corre-.

Treatment of Osteoarthritis of the

Knee with Zeel T

Introduction

Besides cardiovascular diseases, rheumatic
diseases are among the most frequent
chronic illnesses nowadays with increas-
ing incidence due to growing life ex-
pectancy, unhealthy life habits like lack of
exercise, overstrain, imbalance of joint
function and overweight. Numerous dif-
ferent types of such diseases exist, but
they all include one predominant common
symptom: pain.

Osteoarthritis of the knee (gonarthrosis) is
a heterogeneous condition caused by de-
generative processes and can lead to irre-
versible and progressive damage of the
joint cartilage and bone. Therefore os-
teoarthritis af the knee is a leading cause
of chronic disability in many countries
with numerous consultations in the prac-
tice of general practitioners and orthope-
dists, particularly by elderly patients. The
incidence and prevalence of osteoarthritis
of the knee increases with age, with a
strong increase beginning around age 50
(1). Tt is obvious, that the chronic character
of the disease in combination with the in-
tensity of the leading symptom “pain” sig-
nificantly contributes to costs in public
health and is a frequent reason for days off
work.

According to the multifactorial causes for
the dcg-enera tion processes, cure or signifi-
cant alteration of the underlying disease is
not possible in most cases (2). Therapy for
osteoarthritis of the knee is therefore pri-
marily directed at decreasing pain and in-
creasing joint function (3). Pharmacologi-
cal and physical interventions, as well as
general measures (eg. weight reduction)
are often combined in the medical man-
agement of osteoarthritis of the knee to re-
lief at least modestly the pain symptoms (4).

Conventional pharmacological therapy is
mainly based on the administration of
nonsteroidal  anti-inflammatory  drugs
(N5SAIDs), analgesics, and corticosteroids,
NSAIDs have demonstrated efficacy in
clinical trials (5) but significant gastroin-
testinal complications have been observed
in conjunction with the use with these
compounds. Chronic NSAID use frequent-
ly leads to irritations of the mucosa of the
gastro-intestinal tract. Lesions, ulceration
and bleeding are serious side effects (6).

A safe and effective treatment of os-
teoarthritis of the knee has been achieved
with the homeopathic remedy Zeel. This
could be demonstrated by several drug
monitoring studies and clinical studies ac-
cording to GCP guidelines. Comparative
trials versus Diclofenac and hyaluronic
acid revealed equivalent efficacy of Zeel
with the comparators and excellent safety
results (7-11). Zeel is a homeopathic com-
bination preparation (manufactured by Bi-
ologische Heilmittel Heel GmbH, Baden-
Baden, Germany). Recently, a prospective
drug monitoring study was conducted in-
cluding 100 patients whose results are re-
ported here. The intention was to ascertain
further data on the therapeutic potential of
Zeel T (injection solution} under condi-
tions of daily routine treatment (Table 1),

Methods

According to the character of the siudy,
the investigators were free to enter any pa-
tient suffering from osteoarthritis of the
knee without any further inclusion or ex-
clusion criteria, to reflect the real treat-
ment situation of the patients. The respec-
tive study data was ascertained during a
screening and a termination visit of the pa-
tient, and entered into a specific patient
document form.
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Tab. |2 Constituents and pharmacolugical/clinical notes of the single constituents of Zeel T (injection solution).

During the screening visit, the following
data was compiled: demographic data, vi-
tal signs, risk factors, concomitant dis-
eases, pre-duration of the examined dis-
ease, determination of the affected knee
joint (in the case that both knee joints were
affected, only the one which caused most
pain was assessed), possible pre-treatment
{medical/physical), and cause for the os-
teoarthritis.

To document baseline data for the assess-
ment of efficacy, the intensity of the com-
plaints (foint stiffness, starting pain (pain
upon onset of movement), pain on exer-
cise, and permanent pain) was assessed
according to the following 4-point rating
scale: none, slight, moderate, severe. Dur-
ing the course of the drug menitoring
study the investigators continuously had
to assess the intensity of the symptoms af-

ter each injection treatment.

Further data was ascertained with regard
to the mode and planned number of injec-
tions per week, the planned number of
ampoules per injection, possible concomi-
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tant treatment (medical/physical), and oc-
currence of side effects.

For efficacy assessments the patients and
the investigators assessed the efficacy of
the treatment according to a 5-point rating
scale: very good (no more complaints),
good (significant improvement), moderate
(slight improvement}, without success (no
change) or deterioration. For tolerability
assessments by patients and investigators
a 4-point rating scale was used: very good,
good, moderate or bad.

Results

Patients
In total, 100 patients suffering from os-
teoarthritis of the knee took part in this
study (78% females). According to the
character of the disease, the majority
(68%) of the patients was older than 60
years of age. For more than half of the pa-
tients, specific risk factors were identified
(overweight for 55% of the patient popu-
lation). Concomitant diseases occurred in
58%, in particular hypertension, osteo-

KNEE WITH ZEEL T

porosis, diabetes mellitus, and ischemic
cardiopathy.

It became obvious from the documenta-
tion of the pre-duration of the disease, that
in most cases the ostecarthritis of the knee
was chronic and was lasting for several
years (69% of the patients had such specif-
ic complaints for more than 2 years). Both
knee joints were affected in 12% of the pa-
tients. When presenting to the investigator
the intensity of the patients symptoms was
moderate or severe in 68% of the patients
treated. Very severe complaints still oe-
curred in 19% (slight complaints: 9%, no
data available: 4%), Multiple symptoms
were reported from the patients concern-
ing the osteoarthritis disease: pain on exer-
cise (97%), starting pain (92%), stiffness
(74%), and permanent pain (67%)}.

The investigators were asked to specify
the reasons which presumably caused the
complaints in conjunction with the dis-
ease. Wear and tear was documented most
often (81%), followed by congenital dys-
plasia (22%), joint deformity (14%) and en-
dogenous disorders (8%) (Table 2).

Only 9% of the patients did not have any
pre-treatment before they entered the drug
monitoring study, The majority of the pa-
tients was pre-treated either medical
{16%), physical (7%), or both, medical and
physical (68%). In the case of a medical
treatment, NSAIDs, chondroprotectives
and corticosteroids, and in the case of a
physical treatment electrotherapy, bal-
neotherapy and therapeutic exercise were

prescribed most frequently.

Treatment
The mode of application of Zeel T was al-
most uniform. [n all of the cases the inves-
tigators injected Zeel T periarticularly. The
planned regular interval of injeciions was
2 injections per week (86%). With regard to
the number of ampoules which were in-
jected per visit, 1 ampoule/injection (71%)
was preferred. The duration of the treat-
ment with Zeel T predominantly was 4-6
weeks (58%). Almost % of the patients
(72%)
without any further concomitant medica-

received Zeel T as monotherapy
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tion. In the case, that a co-therapy was
considered, this was a physical therapy
(68%) rather than a medical (28%} or com-
bined medical and physical (4%).

Efficacy parameters

At each visit of the patients, before inject-
ing Zeel T, the investigators assessed the
specific symptoms associated with the os-
teoarthritis disease: pain on exercise, start-
ing pain, stiffness, and permanent pain.
The intention was to continuously evaluate
the intensity of the specific symptoms dur-
ing the course of the treatment. Pain on ex-
ercise and starting pain were the most
prominent symptoms at study starl. The
evaluation of the intensity of the symp-
toms revealed a linear reduction, depend-
ing on the frequency of application. After
10 injections, each of the parameters was
significantly improved (Fig. 1). This was
also documented by the calculation of cor-
relation coefficients demonstrating a high
and direct correlation between the frequen-
cy of application and the improvement in
the intensity of symptoms (Table 3).

The time-point of first significant improve-
ment of the symptoms was assessed as one
of the further parameters to ascertain the
therapeutical potential of Zeel T. Accord-
ing to the results mentioned above, the
highest percentage of patients was ob-
tained already after 2 to 5 injections (67%),
with a maximum after 5 injections (22%).
In total, for 89% of the patients significant
improvements were reported during the
course of the injection series.

The therapy was assessed {investigatars/
patients) as very good in 23% / 24%, good
in 47% / 37%, and moderate in 19% / 24%
of the cases. Therefore, it was stated by the
investigators, that the therapy result was
clinically relevant in 84% of the cases,

Tolerability
The patients compliance was excellent,
considering the fact, that the therapy con-
sisted of 10 successive injection applica-
tions. 96% of the patients terminated the
treatment according to the lreatment
scheme. Side effects were reported for 2
patients, who complained about painful
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Tab, 2: Baseline parameters of patients entered into the drug menitoring study (N = 100)

injection procedures. The tolerability of
Zeel T was assessed as very good by 79%
and as good by 13% of the investigators
(no data available: 8%). The results ob-
tained from patients assessment were as
follows: very good = 65%, good = 26%,
moderate = 6%, bad = 1% (no data avail-
able: 2%).

Discussion
The incidence and prevalence of os-
teoarthritis of the knee increase with age.
The disease is a leading cause of chronic
disability and often associated with severe
and progressive pain conditions. A causal
therapy seems not to be possible up to
now, therefore drug therapy and physical

treatment of osteoarthritis is primarily
directed towards relief of pain and func-
tional limitations. The most frequent
medical approach is the use of analgetics
and nonsteroidal anti-inflammatory drugs
(NSAIDs) to provide short-term pain re-
lief, Long-term treatment with currently
used NSAIDs significantly increases the
risk of severe gastrointestinal side effects
like lesions, ulceration and bleeding due to
the known gastrotoxic potential of these
compounds. Better tolerability seems to be
possible with specific COX-2 inhibitors,
but experiences with long-term treatment
are still lacking,

The drug monitoring study reported here
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Figure 1: Change in the assessmient of synptoms during treatment {nu. of injections). No symptom = @, slight
symptom = |, moderate symptom = 1, severa symptom = 3
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Clinical symptoms -
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Tab. 3: Correlation between the changz in the assessment of the dinfcal symptoms and the Trenuency of injections
(improvement by 10 injections during the study course, r = correfation cosfficient)
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was performed to obtain additional data
on the efficacy and tolerability of the
homeopathic remedy Zeel T in the treat-
ment of osteoarthritis of the knee under
the conditions of daily routine practice.
Several studies have already been per-
formed with Zeel I’ and Zeel comp.,
preparations with similar compositions to
Zeel T. Very recently, a clinical randomised
ccr
guidelines was performed, which revealed

multicenter-study according to
that the clinical efficacy capacity (evalua-
tion of the WOMAC osteoarthritis index)
of Zeel comp. was equivalent to Di-
clofenac (7)., Another randomised clinical
study (8) compared Zeel comp. and
hyaluronic acid. Also in this study, equiva-
lence was obtained with regard to pain re-
lief between the homeopathic remedy and
the standard drug. In addition to the ran-
domised clinical studies, several drug
monitoring studies were performed and
demonstrated the excellent therapeutic ef-
fects of Zeel in the treatment of patients
with osteoarthritis of the knee (9-11).

The results of the earlier investigations
could be confirmed in this drug monitar-
ing study. As expected, the majority of
patients in this study was female, older
than 60 years of age and suffered from
chranic osteoarthritis with a pre-duration
of several years and marked pain condi-
tions. To characterise the efficacy poten-
tial of Zeel T injection solution, the most

[ Biotogische Medizin

relevant clinical symptoms were used:
pain on exercise, starting pain, permanent
pain and stiffness. A series of 10 injections
resulted in clinically meaningful im-
provements, It was demonstrated that the
symptoms were reduced significantly and
in a linear manner. Correlation coeffi-
cients showed a high correlation between
the number of injections and the relief in
symptoms.

The data also revealed that a therapy with
Zeel T resulted in a considerable fast im-
provement of the symptoms, with 76% of
the patients reporting improvement al-
ready after 6 injections. Considering the
fact, that a frequency of 2 injections per
week was preferred, a 3 weeks therapy
with the homeopathic remedy leads to re-
markable improvements in the patients
conditions. The benefits of a treatment
with Zeel T was also reflected by the in-
vestigators and patients positive general
assessment of efficacy. Besides the satisfac-
tory efficacy results, the tolerability of the
remedy was assessed as very good or
good in more than 90% of the cases with

excellent compliance of the patients.

Zeel T (injection solution) therefore can be
considered as a valuable remedy for the
treatment and disease control of os-
tecarthritis of the knee based on many
years of medical experience.
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Composifion: Injection Solution; 2.2 ml cont.: Exir. {1:16) of Garlilago suls, extr. {1:10) of Funiculus umbllicalis suis, exir. {1:30) at Embrye suis,
exir. {1:10) of Placenta suls 22 ng each; Rhus ioxicodendren B, Arnica O 0.22 mg each; Dulcamara 8, Symphytum 0 22 yg each; Sanguinara 8 33
pn; Sulfur 1 (=04} 39.6 pg; Nadidum, Coenzyme A, Acidum alpha-liponicurm, Natrium diethyloxafacelicum 0.23 ng each. Taklels: 1 tablet cont.: Extr.
(1:10) of Carlifago suis, extr. (1:10) of Funicules umbiicalis suis, exir (1:30) of Embryo suis, exir. (1:10) of Placenta sufs 0.3 pg each; Ahes toxi-
codendran @ 0,108 mg, axtr, fler. Armicae (spir. 1ld. 1:1} 0.06 my; Dulcamara 0 3 pg; Symphytum £ 0.03 pg; Sanguinaria 0 4.5 pg: Sultur 85,4 pg;
Acidum silicicum colloldale 3 ng; Madidum, Coenzyme A, Acidum alpha-liponicim, Hatrivm diethyloxalacelicum 0.03 ng each. Ointment: 100 g vont:
Cartifago suis D2, Funiculus ambilicalis suls D2, Embryc suls D2, Placenta suis D2 00014 each; Ahus toxicodesdren B2 0.270 g; Arnlca montana
02 0,300 ¢; Solanum dulcamara 2 0.075 g; Symphyturn 08 8.750 g; Sanguinaria camadensis D2 £.225 ; Sullur D6 0,270 g; Nadidum D&, Goenzym
A D&, Acldum alpha-liponicsm DB, Natzium diathyloxalaceticum DB £.040 g each; Acidum silicicum 06 1.008 g. Qintment base: Hydrophllic alat-
menl cnnlnmmg emul..iiymﬂ EEfyLﬁﬂar)' alcohol, ethannl, purified water, viscous paraftingd white vaseling, prasarved wilh 12,8 vol.-% elhianol.

rihritic d ion (particularly of 1he knee) palyarthrosis, spondylarihrosis, s:apulnhumaml periarthrosis. Gonlraindicalions:
Injection Sohdian, Tablats: Hypersenshivity to botanicais of the Compositag family or 1he genus Ahes of 1he Anacardiaceas family. Olntment:
Hypersensilivity to arnica, the gerus Rhus of the Anasardiaceae family and constituents al the inlmant base. Side effecls: Gintment: In rare cases,
gllergic skin raactions may occur.
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