wur et ler (NI IEER

atred Ti‘il‘;‘i“i‘ip}l

IisLaeastininl

INTERNATIONALE ZEITSCHRIFT FOR BIOMEDIZINISCHE FORSCHUNG UND THERAPIE

Reprinted from Biologische Medizin -
Vol. 28, No, 6, 1999, pp. 308-312

This Ieeraal s repulaciy listad by EREBASE Dvenrpts Hedicy
£ dE

and Dompiemertiary Medicing indox (AMED/CRTR]

Antihomotoxic
Treatment of Agitation,
with and without Fever,
in Children

Results of a Postmarketing Clinical Study

Rainer Gottwaild, Michael Weiser




ANTIHOMOTOXIC TREATMENT OF AGITATION, WITH AND WITHOUT FEVER, IN CHILDREN

Rainer Gottwald, Michael Weiser

‘traatment:

Antihomotoxic Treatment of
Agitation, with and without Fever,

in Children

Results of a Postmarketing Clinical Study

Imtroduction

Agitation, nervousness, difficulty in get-
ting to sleep and sleeping through, and
disturbances of general well-being in chil-
dren are often the manifestation of a diag-
nogable underlylng disease. These symp-
toms can be produced by infections such as
otitis media, bronchitis, pharyngitis, and
urinary tract infectons in particular. The
other main possible causes are odontoneu-
ralgia, tooth-eruption problems, and pain
resulting from stomach cramps and colic
caused by wind. Since infections are fre-
quently accompanied by fever, one must
consider whether or not antipyretic/anal-
gesie therapy is appropriate. The main
agents employed for this in conventional
medieine are aspirin, paracetamol, and
NSAIDs {nonstercidal antiinflammatory
drugs); their use is controversial”, how-
ever, firstly because of the possibility of
unwanted side effects and secondly
because of the view that fever can fulfil
an important function in the body by
conditioning and stmulating the immune
system - provided that a tolerable range
is not exceeded”. Nar should one under-
estimate the widespread atttude of
expectancy on the part of the parents of the
sick child, who believe that fever should be
reduced and should be treated medicinally
and who thus contribute to the high level
of use of these substances™

The primary objective of administering,
say, paracetamol as an antipyretic/anal-
gesic is symptomatic therapy to reduce the
health problems caused by the infection
and thus help the sick child feel better
mare guickly”. However, the possibility of
side effects and the impalrment of the im-
mune functions raises the question of
whether there are not perhaps other treat-
ment optons which produce comparable

therapeutic results without the above-
mentioned risks.

There is a homeopathic remedy available
for this purpese: Vibureol suppositories
for children and babies {(manufactured by
Biologische Hetlmittel Heel GmbH,
Baden-Baden/Germany), the product's
primary use being in the treatment of triv-

" ial infectons and of agitation with or with- .

out fever (Table 1}. As an earlier postmar-
keting clinical study showed, Viburcol is
employed predominantly in infectious dlis-
eases, nervous agitation and pain®. A post-
marketing clinical study undertaken in
1994 collected data on the efficacy and tol-
erability of Viburcol in the treatment of ag-
itation with and without fever under con-
ditions of routine use,

Heihedy

In line with the objectives of this postmar-
ketng clinical study, no conditions were
imposed on the participating doctors as re-
gards diagnosis and the administration of
treatrent or the nature and extent of mon-
itoring investigations, The maximal dura-
tion of ohservation was set at 4 weeks per
patient. Data on the patlents and treal-
ments, which were collected in a prelimi-
nary examination and a final examination
and in one or two optional {ntermediate
examinations, were recorded on individ-
ual case report forms. In addition te demo-
graphic data/vital parameters, the docu-
mented information included the nature of
the underlying disease and details of the
dosage of Viburcol, any other medicinal or
non-medicinal therapies, and the nature of
any accompanylng illnesses.

The therapeutic efficacy of the treatment
was evaluated on the basis of the {ollow-

ing parameiers;
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The length of time to the first improve-
ment in the symptoms

An overall assessment of the outcome
of treatment {scale: very good, good,
moderate, unsuccessful, worse).

The tolerability of Viburcol was ascer-

talned on the basis of the following para-

meters:

»  Adverse drug reactions

» An overall assessment of tolerability
(scale: very pood, good, moderate, poor):

+ Patlent compliance (scale: very good,
good, moderate, poor).

The data were subjected to statistical eval-
uation using exploratory metihods; ab-
solute and relative }’requencies and the as-
soclated 95% confidence intervals were
presented. The postmarketing clinical
study was carried out in accardance with
the "Recommendations for the planning,
performance, and evaluation of postmar-
keting clinical studies” (Bundesanzelger
(Federal Gazette) Na. 229 of 04.12.98).

Hapslis

Patients

The 36 paediatricians in this postmarket-
ing clinical study treated a total of 321
children with Viburcol. Analysis of the de-
mographic data shows that the patients in-
cluded in the study were primarily In-
fants. The patients’ mean age was 1.3
years, the range being 11 days to 12 years.
The percentages of boys and girls were
comparable; 52% girls, 45% boys {no infor-
mation an 3%). Before the diagnosis was
establshed, a general categorization of the
patlents was undertaken according to the
basic symptom: patlents with agitation
with Fever (group A), patients with agita-
tion without fever {group B). The specified
diagnoses showed that in the febrile group
infections predominated, occurring in 87%
of cases, In the non-febrile group the com-
monest diagnosis was general agitation
{349%), followed by toath-eruption prob-
Iems (22%), abdominal pain {17%), and in-
fections and other diagnoses (both with
1396) (Table 2}.

The commonest infections treated with
Viburcol were reported as: respiratory
tract infections, Influenza, otitis media, in-
testinal infections, and urinary tract Infec-
tions. The most comman prablem treated
in those with general agitation was diffi-
culty in getting to sleep and sleeping
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through, with nocturnal screaming and
hyperagility. The product was also used to
treat accompanying symptoms (agitation)
resulting from dermatological complaints
(including atopic dermatitis, exanthem,
and eczema).

To characterize the diagnosed illness and
as a parameter for ascertaining the thera-
peutic efficacy of the treatment, three indi-
vidual princlpal clinical symptoms were
identified for each patient by the doctors
at the start of treatment, The identified
symptams, with their numerical frequen-
cles, are as follows: sleep disturbances
(279%), pain {19%), fever (14%), agitation
(129), screaming/screaming fits (7%),
sweating (79}, eating and drinking prob-
lems {4%), gastrointestinal problems (3%),
breathing problems (2%), cough (1%), pru-
ritus (194}, rhinitls (1%), elevated tempera-
ture (198}, others (2%)}.

The overall severity and the nature and
duration of the lIness were to be assessed
at the start of the treatment. As regards the
severity and the nature of the Hlness, the
biggest categories in both groups of pa-
tients (group A: agitation with fever,
group B: agitation without fever) were
“moderate” (A: 66%, B: 58%) and "acute”.
(A: 88%, B; 55%). The duration of illness at
the start of the study was 1-3 days In most
cases (71%) in group A. 1-3 days was also
the biggest category in group B, though
less markedly so (41%), as durations of
4-7 days and 1-Z weeks were also relative-
ly common {20% and 26% respectively)
(Table 3).

Treatment
At the start of treatment 46% of the pa-
tients in group A (agitation with fever)
were prescribed the regular dosage recom-
mended by the manufacturer of Viburcol
{1 % 1-3 suppositories/day) and 12% were
preseribed an acute dosage {1 suppository
several times daily). A combination of the
regular dosage and acute dosage, as re-
quired, was reported for 42% of the pa-
Henis. The corresponding data for patient
group B (agitation without fevér) were as

follaws: regular dosage 66%, acute dosage |

119, combined regular and acute dosage

Fig 1: Course’ of the meait in-

- examination’;

23%. The most common dosage (46% of
cases) used in the patlents prescribed the
regular dosage was 2 x 1 suppository/day
(all patients: 1 x 1 suppasitory/day = 22%,
2x 1 = 46%, 3 x 1 = 27%, other dosages =
5%). The mean duration of treatment was
19 days (median 16 days). In graup A, the
dose was changed at the First intermediate
examination (median 6 days) In 49% of cas-
es, being reduced in 92% of these cases and
increased in the other 8%; in group B the
dose was changed in 36%, being reduced
in B6% of these cases and Increased In 14%,

12% of the patients had an accompanying
liness at the start of the treatment; the
commonest accompanying illnesses were
skin diseases, infections, and gastrolntesti-
nal complaints. With regard to the use of
additional medicinal agents or other forms
of therapy for the treatment of the diag-
nosed underlying disease at the start of -
treatment, there were clear differences be-
tween the two groups of patients, Where-
as, In patlent group A (agitation with
fever), no additional medicinal or other

(examination

35 g : tensity of the principal clinical
—0— fll patients symptoms (all symptams, arith-
3 —o— Group-A * * metle; mban, stratifled accard-
: l—p - Graup B - ing"'lq__tfpml-palieqt papula-
LI “Lion): graup A: (agitation with
z .‘2.5. : : |- -~ Fever).and group i (aghation
g ¢ withait fever), :
= 21
L "l_r'ltg_n_s!ty::" et
151 12 without. syptoms
o a - mlld
P . dorate.
e cleitiat oo Tsto D T e gnd Fimal.” .
. .examingtion - intermediate - intermediate - examination
) -2 - examimation examination G - -
L . *Fig/ 2 Dourse ‘ol the Titerisity
3.5 : e h =71 ol dhe: four:most cammanly
73"_ ZS.F.EE.PI"_S FF".!E!’-‘S--_ - mrigntlangd  specific. principal
Rt S _.__Faln;_, ) < ellrilea) symptoms: {arithinetlc
3.25 | Ji| = Reslesiness L ed’to the total
- | o= Fever’ N )
2 2 :
15
T I - T
o Il et st 2nd
* examination - intermediate.. - Intermedlate

form of therapy was used in 26% of cases,
the corresponding fgure in patlent group
B {agitation without fever) was 66%. How-
ever, these differences apply primarily to
the starting situation at the beginning of
treatment, By the 1* intermediate exami-
nation 74% of the patients in group A were
also belng treated solely with Viburcol
{group B = 80 %). In the cases where pa-
tients in group A were prescribed accom-
panying therapy with a medicinal agent,
the predominant products were mucolyt-
ics and nasal drops. In group B a wider
range of diseases was treated, so no par-
ticular categories stood out in this respect.

Therapeutic efficacy

The therapeutic efficacy of the treatment
was ascertained, firter alia, from the change
in the Intensity of Individually defined
principal clinical symptoms; the intensity
of these symptoms in the total population
decreased from 3.2 at the start of treatment
to 1.3 at the end of treatment (arithmetic
mear, scale: absent = 1, up to very severe
= 5, all symptoms together).
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With regard to the intensity of the princi-
pal symptoms at the start of treatment, the
differences between group A and group B
were only slight; there was a tendency to a
sliphtly greater reduction of symptom in-
tensity over the course of treatment in
aroup A (Fig. 1). If the four most common-
ly mentioned principal symptoms are con-
sidered individually, one finds that the
bigpest decrease in symptom intensity was
for “fever” {differenice between prelimi-
nary examination and final examination =
2.3), followed by "pain” (difference = 2.1),
and "sleep disturbances™ and "agitation”
(difference = 1.9 in each case) {Fig. 2).

The therapeutic efficacy of the treatment
was also determined on the basis of

the length of time to the frst global

g © Biologische Medizin

improvement in symptoms. Table 4 shows
that this occurred within the first 7 days
in over 88% of the patients in group A
(apitation with fever) and in over 71% of
the patients in group B (agitation without
fever).

The overall assessments of the therapeutic
results by the paediatricians show that, in
both groups, the outcome of treatment
was "good" or “very good" in over 90% of
the cases treated, The prescription of ac-
companying therapy did not have any de-
cistve influence as far as the assessmenis
of therapeutic outcome are coneerned: the
outcome of treatment was also rated as
“good” or "very good” in over 90% of the
patients treated with Viburcol alone (Table
5).

Tolerability

The tolerabllity of Viburcol was likewlse
rated favourably in the majority of cases,
being evaluated as “very good” in 32% of
patients and "good”. in 7%. Tolerability
was only rated as “poor” In 1 out of the
321 cases; increasing abdominal colic with
vomniting was reported in this patient, who
had an underlying illness of an allergic na-
ture (allergy to cows' milk); however, since
accompanying medicinal therapy was
used (Symbioflor 1+2 In the last 2 weeks
before the start of the treatment,
Pankreaplex and Carbo vegetabilis during
the treatment), assignment to a particular
product ~ if, indeed, this was a case of in-
tolerance to a medicinal agent at all - is
not possible. Another adverse drug reac-
tion (navel colic and agitation, in a patient
whose underlying illness was a febrile in-
fection of the upper respiratory tract) was
attributed to overcdlosage due to a lack of
compliance. The treating doctors rated
patient compliance as “very pgood” to
“good" in 95% of cases and as “poor” in
0.3% of cases only.

Himuagion
The postmarketing clinical study present-
ed here investipated the range of use of
Viburcol and also its therapeutic efficacy
and tolerability. The patients {children and
babies) were divided into an “agltation
with fever"” group and an “agitation with-
out fever” group, in accordance with the
Indications of the product. The common-
est diagnosis was Infection (respiratory
tract infections in particular), followed hy
general agitation, tooth-eruption prob-
lems, and abdominal pain. In many in-
stances antipyretic/analgesic therapy, e.g.

. with paracetamol, is quickly initiated - of-

ten at the insistence of the parents”. The
controversial nature of such treatment
(side-effect profile, Immunomaodulating
significanice of fever) raises the question of
therapeutic alternatives for cases in which
there is no compelling indication for an-
tipyresis or analgesia, Mildly sedative,
symptomatic treatment Is promising here,
especially for diseases that are not
amenable ta causal therapy”. A compara-
tive study in children with otitis media,
for example, showed that the specific
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symptoms improved more quickly with
homeopathic treatment than with conven-
tional treatment®,

The basic symptoms (agitation with/with-
out fever) in the tlinesses treated with
Viburcol In this postmarketing clinical
study predominantly represented acute
problems of “moderate” severity which
had been present for only a short time pri-
or to the start of treatment {< 3 days). The
nature of the documented principal elini-
cal symptoms was typical of the diagnoses
that were made, the commonest symp-
toms belng sleep disturbances, pain, fever,
and agitation. The Intensity of the princi-
pal symptoms decreased slgnificantly in
both groups of patients as the treatment
progressed. Overall, the mean intensity in
the total population fell from 3.2 to 1.3
{scale of 1-5).

In the majority of Instances, the first global
improvement in symptoms was seen in the
first week of treatment. The rapid reduc-
tion of the intensity of the symptoms s in
line with the global assessments of the
therapeutc results, which the treating doc-
tors rated as "very good” or "good” in
aver 90% of cases. This efficacy, combined
with pood tolerability and compliance,
make Viburcol a rellable remedy for the
treatment of children and babies with agi-
tation with or without fever, resulting
from things such as infection (especlally
respiratory tract infections and otitis me-
dia), tooth-eruption problems, or other
forms of pain.
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