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Ahstract

This prospective study collected data
on modes of application, efficacy; and
tolerance of Zeel® administered via
periarticular injection. - In all, 48
established orthopedists took part in
the study, treating a total of 643
patients with gonarthritis, arthritis of
the lnee. The majority of patients
received twice-weeldy periacticular
njections of one ampule of Zeel® for a
period of 4-6 weelcs.
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Results

Over the course of treatment, initial
pain, pain after exercising, continuous
pain, and joint stiffness decreased lin-
early in the majority of patients.
Upon conclusion of treatment, 81% of
patients achieved positive therapeutic
results. . Zeel® was well tolerated, even
in combination with concomitant

drug therapies.

Introduction

Because subjective experiences of pain
and other symptoms vary gready from
person to person, patients suffering from
degenerative ' rhenmatic joint disorders
{archrids) first seek the help of orthape-
dists or family practitioners at widely dif-
fering stages in the development of
symproms. The frst clinical signs of
possible arthritis are fleeting pains in a
joine or muscles after moderate exercise
or exposure to damp cold. Symptoms
that occur during movemenr, such as
pain due to warm-up, fatigue, or exer-
tion, are typical and are often combined
with a feeling of stiffness.

As a general rule,: orthopedic treat-
ment of arthroses (and gonartheiris in
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particular) tends to be conservative or
minimally invasive. The choice of con-
servative forms of therapy for knee
arthritis includes electrotherapy, topical
treatments, hydrotherapy, and physical
therapy. In addition, mechanical ortho-
pedic aids can often be helpful. However,
these forms of therapy alone do not
always achieve the desired degree of suc-
cess; frequently, intra-articular injections
of medications to improve intra-articular
tssue nourishment are implemented.
Among physicians, however, there are

_ different views on the relative risks and
_benefits of intra-articular~ injection.

Many~physicians liesitate to administer
such injections because of theisks, espe-
cially the danger of infecrion.™

The primary goal of the current
prospective study was to answer the
question of whether gonarthritis can be
weated both reliably and with. goed tal-
erance by means of periarticular injec-
vons of Zeel®. Zeel® {manufactured by
Biologische * Heilmittel Heel ‘GmbH,
Baden-Baden)- is a homeapathie combi-
nadon preparation thar improves joint
function, relieves ardenlar and museular
pain, and has a regenerative effect on
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fibrous rissue. It also has an anti-inflam-
matory effect. A randomized clinical
study has already confirmed the rhera-
peutic efficacy of this homeopathic med-
ication when administered to knee
arthritis patients via intra-artieular injec-
tion.?

Methods

Implementation

Because a_prospective study is 2 moni-
toring study intended to gacher informa-
tion abour the use of approved or regis-
tered drugs, and because such a study
typically attempts 1o avoid influeticing
the individual physician-padent reladon-
ship any more than necessary, no more
comprehensive criteria for inclusion or
exclusion were defined. (For parsraeters
of the study see Table 1). This way of
proceeding was also intended to assure
that the patient population was as unse-
lected as possible. o

The prospective study was struceured
to monitor the course of treatment - i.e.,
at each visic the physicians were to assess
the severity of the primary clinical sytnp-
toms of gonarthritis (stiffness of the knee
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joint, pain during Warm-up Or exercise,
continuous pain).- (Scale: 0 = no symp-
toms, 1 = mild, 2 = moderate, 3 =

severe). 1The success of treatment was
evaluated by the physmla.ns on the basis

of two criteria:

a) the point in ctime when peneral
improvement  in  symproms
occurred

b) overall assessment of the therapeudic
results achieved

(Scale: very good = complete freedom
from symptoms; good = noticeable
improvement; sacisfactory = slighe
improvement; no sucgess = Symploms
remained the same or worsened.)
addition, patent tolerance of Zeel® was
to be evaluated upon completon of
wearment. {Scale: excellent, good, mod-
erate, and poor) Undesired incidents
were to be reported on a separate ques—
tionnaire.

Processing and statistical evalnation
of data

Although in individual cases certain
'1formaucm was missing (e.g., gender,
ge, off occupational degrees of physical
ctivity), all 643 of the cases recorded
rere suitable for statistical analysis.
¥ith the help of the compurter program
{EEFORT  (IDV/Gauting Co.); the
scorded data were compiled and
escriptively evaluated. The degrees of

averity recorded at each office visiton a .

zale of 0-3 with regard to each symptom
stiffness of the knee jeint, pain during
varm-up and exercise, and continuous
rain - Were totaled and the resu.ll:mg val-
tes divided by the number of pauents o

deld collective symptom scores per visit .

ind per symptom. These score values
were then ana.[yzed for strueture by
means of regression analysis. The result-
ing correlation -coefficient (r) is a mea-
sure ‘of the" relauonshjp between two

variables (m this case symprom ‘severity
-and frequency of treatment): The closer: |-
the correlation® coefficient is ta 1; -the
“more linesdr is.the- relationship - berween -

the two vnnab]es (r =0 mdlcates no rela—
uonshlp) : o :

Thls statlstu:ﬂ evaluatlon wns l:arned
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out for r_he following samples:
* toral group

* patients receiving this treatment as
their only form of therapy

* patients receiving' concomitant
N o

external theraples
* patients receiving both pharmaceu-
tical and external concormrant rher—

aplcs
. pauents receiving concomitant
pharniaceutical therapy
Results -
Patient demographics

The patients admitted to the sudy
were primarily. women (58%) and peo-
ple aver 51 years old. Typically, their
symptoms had persisted for more than a
year before admission to the study. The
majority of patients were suffering from
moderate  (46%) o severe (279%)

 gonarchritis (Table 2). Siiffness of the
knee joint was present in 63% of the
 patients, while pain during exercise was
~experienced by 95% of the padents, pam

. du.nng warm-up by .80%, and continu-
_ous pain by 56%. Local signs of inflam-

“mation in the knee (warmth, pain, red-
. mess, joint cxudnte) were. chagnnscd in 4
--out of 10 patients on initial examination.

- In*65% of the patients, - degencraive

:'damagc (due to obesity, heavy physical |

"labor, of, sports, for cxamplc) was, hsted

Tib. 2: Characteristics of the patient papu&ztzan (n = 643; n.r. = not reported)

as the primary cause of the archritis.
Other frequently listed causes were age-
related changes and changes due to
merabolic disorders, as were secondary
joine deformations such as those result-
ing from inflammarory joint diseases.

A total of 78% of the parents had
already received pharmaceutical and/or
external therapy prior to admission to
the study. Among the most frequenty
used pharmaceuticals were NSAIDs, cor-
ticosteroids, other antirheumarics, and
Zeel® B The dominant forms of consers

vative therapy were electrotherapy a.nd .

trearment w1[h cold pacls.

Treatment thh Zeel®

Sixty percent of the patients were
given two periarticular injections per
- week, while 26% received -one injection
per week and 11% received three injec-
tions per week. In 67% of cases a single
ampule (2 ml) of Zeel® was administered
at each injection. In 46% of cases, the
Zeel® was combined with a local anes-
thetic. Duration of therapy varied, rang-
ing from <1 week to >12 weeks, with the
largest number of patients (42%) being
treated for a peried of 4-6 weeks. The
m;ectlons of Zeel® were the only thera-
peutic measure u:upicmentcd for 49% of
-the pauants. For the remaining 51%,

' concomitant pharmaceuncal therapy.

(mainly NSAIDs, corticosteroids, other
“antitheumatics, Zeel® in tablet form or as
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an ointmenr) andfor external therapies
(mainly electrotherapy and treacment
with cold packs) were implemented
. (Table 3). Concomitant therapies were
most frequently implemented in the case
of parients whose illness had been judged

a5 scvere Lo Very severe.

The degrees of severity of clinical
symptoms reported at the beginning ‘of
treatment {base values for visit 1) make it
clear that for most patients, pain during
exercise figured most prominently, . fol-
lowed by pain during warm-up, stiffness,
and continuous pain (Figure 1}. The lin-
ear decrease in symptoms presented in
the Figure signifies thar the deprees of
severity of these four clinicil symproms
declined as the duration or frequency of
treatment increased. This linear rela-
tionship .between’ change in. symproms
and duration of trearment held good for
all padients, with and withour concomi-

tarit therapies (Table 4).

Re.:u.lts of therapy

Evaluating the criterion “point in time
when global improvement of symproms
first occurred” revealed that global
improvement oceurred in 40% of the
pariénts after only 1-4 injections and in
an addidonal 429% after 53-8 injections.
These estimates are confirmed by the
overall assessment of the therapy provid-
ed by the physicians ar the conclusion of
trearment:’ freedom’ from symproms in
15%, significant improvement in symp-
toms in 41%, and slight improvement in
25% of the patients (Table 5).

The lower success rates shown in Table
5 for the group that received concomi-
tant medication can be explained by the

R
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Fig. 1: Change in the symptom score for the entire patient populution as a function af num-
ber of visits or frequency of treatniont,

fact thar patients wich severe ziid . very
severe symptoms were the ones most
likely to be treated with additional med-
icadong,and tha the prognosis for this
group was therefore worse from the start,
This becomes evident when the thera-
peutic results achieved are sorred accord-
ing to inidal degree of severity of the
patients’ archrits {Table 6).

i
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Whereas in cases of mild to moderate
arthritis, significanc improvement or
even complete freedom from symproms
was achieved in 60-70% of the patignts, _
the corresponding success rates for
patients with severe and very severe
forms of the illness were strikingly lower,
at 28-45%. '
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Tolerance

Undesired incidents occurred in a rotal
of 5 patients, or 0.8%. In comparison to
the total number of injections adminis-
tered (5,531), this yields a fgure of
0.09% undesired results. The docu-
mented incidents consisted exclusively of
local signs of inflaimmarion around the
knee (warmth and pain in 4 cases each, 2
cases of redness, and 1 case of joint exu-

date).

in 4 of these 5 cases, anti-inflammato-
ries and :malgc:su:s were prescnbcd in

addition to conservarive creatment with
ice. In all 5 cases, the undesired results
were reversible. These incidents resulted
in discontinuation of treatment in 2
cases, Overall, the physicians assessed
general patent tolerance of Zeel®
excellent to good in 94% of the cases, as
moderare in 5%, and as poor in only
1%.

Discussion

The primary goal of the present
prospective study was to answer the
question of whether gonarthritis can be
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Tib. 6: Overall assessment of therapy as a function of the degree of severity of the /eﬂee

arthritis (figures in percent)

rreated reliably and with good tolerance
using periarticular injections of Zeel®. To
answer this question, dara on the trear-
ment of a roral of 643 ponarthris
patiens were compiled and analyzed.
The age (73% more than 50 years old)
and gender distribution (58% women)
in this patient population confirm. the
experience that older persons and espe-
cially women tend to suffer from degen-
erative joint symptoms. The main causes
of arthritis named by this study (degen-
eration, aging, metabolic disorders) are
typical of this illness. The data confirm
that the patdents taling part in chis
pmspecmve study constituted a represen-
tative sample with regard o both eticlo-

gy and age/gender discribution.

To permit us to judge the success of
the treatment, degree of severity of each
of the four most important clinical
symptoms of arthritis (stiffness in the
Inee joint, pain during warm-up, pain
during exercise, contnious pain) was
assessed individually and on an ongoing

‘basis by the physicians dr each office

visit. The ‘numerical  tesults of ‘their
observations confirm' thar scores for all

- four symptoms declined noticeably and
‘in a lincar fashion over the course of

treatment. As a rule, the clear sympto-
matic improvement that was observed
was achieved ar an average treacmne fre-
quency of two injections pér wéek (one
ampule per injection) for a perlod of 4-6
weeks. In this context, it is worth noting
that 49% of the parients received Zeel®
as their only therapy. As a resulr, we can
give an aflirmative answer to the ques-
tien of whether it is possible to treat
gonarthritis reliably with periarticular
Zeel® Thisis especially true in mild w0
moderate  cases of che illness.
Incidentally, this prospective study con-
firms the results of Porrafki’s study inves-
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Tab. 7: Rflaﬂam)ﬁaﬂ between cbange in .g:mptoms (a'egree af severity) and. ﬁeqnenq af apphmnan in arthritis (7 = correlation raqﬁf
cmzt) a comparison of the results of three prospective :tudte.r (’see rq’i’reme 5 ; %see reference 6; “see the present study)
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tigating the possibility of using Zeel® P
for periarticular therapy of arthritis.*

Comparing the correlation coefficients
resulting from this seudy with correla-
dons derived from equivalent prospec-
tive studies on Zeel® P! and Zeel® con-
firms that periarticular and intra-articu-
far administration are of equal therapeu-
tic value (Table 7). Thus periarticular
treatment of archritis with Zeel® can be
implemented as an aleernarive to inkra-
articular administration.

The results of tlhie present prospective
study are also of interest in view of the
criticism thar has been leveled at intra-
articular administration. For years, the
risk/benefit ratio of this mode of applica-
tion has been seen as unfavorable from
various points of view. This criicism is
nat jusiified, however, as empirical stud-
ies by Anders’ and Bernau™ demon-
strate. Borh authors come to the conclu-
sion thar the prabability of srticular
empyema resulting from intra-wticular
administration amounts to only 0.034-
0.035% {1: 34,000 w 1:35,000).
AbsolucE preiequisites for the implemen-
tation of intra-articular apphcqtmn,
however, arz absolute certaincy, thar the
treatment is indicated and olserving
strict standards of hygiene:" These stan-
dards were published as early as 1988 by

" the German Society for Orthopedics and

Traumatology and by the Professional

Assaciadon of Orthopedic Physicians."”
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