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Introduction over the acceptance of ther0andover 71 years totalled 3.2%

reparations on the market shouleéach. The age structure of the men
From July 1993 to November 199{J

) e gained in particular with children.was classified with an average age
a total of 63 patients were teste

: of 35.9 + 23.2 years similar to the
by 9 [_)_octors pracUce_zs S Genera|n accordance with the structure oivomen with 34.0 = 19.7 years.
Practitioners, 3 Intermsts a_nd 1 Earthe investigation exclusive Height varied between 69 and 194
Nose and T hroat SpeC|aI_|st) N a‘Qllescriptive statistical proceduressm with an average of 157.1 +27.1
obs_erv_atlon study W_'th th_e were drawn. The application ofcm. Body weight lay between 9.5
appllcatlon of the preparation S€M€3nductive methods were notand 103 kg with an average of 60.0
nggr_san !N the following indicated. An “intention to treat” + 22.4 kg.

administration forms: _capsules, ssessment was carried out, i.e. all

tablet_s, drops,_ sgppqsﬂones an(Eatients were considered who hadiagnosis and Accompanying
solution fqr Injection. Th_e received at least one dose of th®iseases

h(_)meopathlc t_e_st preparation, . i~2ment.

Nigersan com_prlsmg_of t_he 3rd o The prescription of the diagnosis to
the 7t.h deplmal d|Iut|ons_ of Participating Patients be treated was to be entered into
Aspe_rglllus_nlger each according to the Study protocol. It was herewith
administration dosage 63 patients (34.9% men and 65.1%et out that Nigersan corresponding

. . women) took partin the study. Theto Isopathy in a very wide area of
ngers_an d_rops Co_nt"_i'nage of the patients varied betweenpplication be applied and the
Aspergillus niger D5 dil. in 1 and 79 years with an average gbreferred use dependent on the age

accordance with Prescription34_7 years and a standard deviatioaf the patients.
5a HABL.

1 ampoule of Nigersan solution AGEGoups
for injection contains 1 ml
Aspergillus niger D5
(Aspergillus niger D6 and
Aspergillus niger D7) aquos. dil.
in accordance with Prescription
5band 11 HAB 1.
1 Nigersan tablet contains 25(
mg Aspergillus niger D5 trit. in
accordance with Prescription 6
HAB 1.
1 Nigersan capsule contains Years
330 mg Aspergillus niger D4 trit.
in accordance with Prescriptionof 21.0 years. A quarter of the pawwhilst Nigersan was mainly applied
6 HAB 1. _ tients (25.8%) were under 12 years the younger patient groups under
1 Nigersan suppositoryofage. 6.5% of the patients were12 years with defence weaknesses,
contains: 0.2 g Aspergillus nigeraged between 13 and 20, 4.8% afhinitis, bronchitis, angina and
D3 trit. in accordance with the patients were aged between 2deurodermatitis, patients in the over
Prescription 6 HAB 1. and 30 and between 31 and 4@2 age group stood in the
made up 9.7% of the patientsforeground with diseases such as
The aim of the observation was toApart from the under 12 age grouphypertonia, mycosis, lymphatism
establish the actual application of thehe age group between 41 and 5@nd bronchitis. Collected findings
preparations and their tolerancavas the largest with 32.3% of pa-were carried out each before and
under conditions in every-daytients. The age group between 54fter completion of the treatment and
practice, moreover that recognitiorand 60 was 14.5% and from 61 taaccompanying therapies to be

Percent

caBtiBR3Y

T \|—| T T T \I_l T |_|
<12 12-20 21-30 31-40 41-50 51-60 61-70 >70
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Percent

Duration of Com plaint

/ >36
<36

Duration of the medium term

therapy in children (< 12 years) was
on average 77.7 + 82.4 days,
comparable with the adult group
with a medium term therapy of 63.8
+ 61.4 days. With over a third of

the adult patients (=34.8%) the brief
therapy of up to 25 days was
predominant whilst a therapy period
between 25 and 50 days with the

M onths children was the maximum

>12 expression available in 37.5% of all
cases.

years

years

P atients

: Dosage
documented in a survey form. cations.

In order to obtain a measuremenPosage and Duration of The dosage was prescribed for the
of chronic diseases it was asked ifreatmment relevant form of administration

the study protocol, how long theTime of Consultation and according to the package insert

disease or discomfort has been iPuration of Treatment with:

existence. Whilst doing this a timeCorresponding to the nature of ap-

span of less than 6 months to 1 yeaplication observation no rigid time

up to 3years and over 3 years Wds  Duration of Total Patients< 12 Patients> 12

laid down. The duration of Complaint Patient Population Years Years

complaints of less than 6 months  (Months) (%)

accounted for 8 patients (13.3%)j (%) (%)

11 patients (18%) between 6 and <6 131 133 133
) 12 180 156 200

12 months and for 12 patients >% 197 156 33

(19.7%) up to 3years. Almost half <3%6 492 556 33

the patients (30 patients = 49.2%). . . , :
suffered discomfort for over 36?Imlt was laid down for a final ex- Nigersan Drops

_ ils f Iamination which was carried outinFor oral intake: 1 x 8 drops daily
e, There ere Mo el 0] e span btween  and 52 caeloe medines
age group almést a third of a”with an average of 66.4 + 67.6For inhalation: 2-3x daily inhale
patients Sl;ffered discomfort fo rdays. Particularly noticeable here0- 30 drops

longer than 36 months respectivelyOIOI girl and a 392 day therapy of ) 1 x daily 5-10 drops atthe

making chronic diseases stand in thgo year old woman.
foreground of the therapy with the
Nigersan preparation group.

Duration of therapy

>100 [EEE——
76 -100 h

51-75
25 - 50 1
<25w

0 10 20 30 40 50

Percent

Of the 63 patients included in the
study, 10 patients (5 patients < 11
years, 5 patients > 12 years) wer
previously treated with Nigersan. In
this connection it was arrived at tha
the main use of capsules and drog
were tolerated without any compli-

W>12years

Dlays

Od<12years
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location of the complaint or 12 age groups. The dosage of theapsules, 1 patient with tablets and
massage into the crease of th@rops for inhalation was almost 4-1 patient with drops for oral intake.
elbow. fold increased with the adult groups3 of the patients were prescribed
in comparison with the children’s with drops for oral, topical and
b) By injection treatment; on group, however, this statementis nanhalation application. In addition
injection free days 2 xweekly ~ secure as only 3 patients in the adutb oral application with each patient,
5-10 drops groups had received drops for inthe drops were also applied topi-

halation. cally and inhaled. Topically admin-
Nigersan Solution for Injection
2X vyeekly i_nject 1.0 mleitherim., 744 Population
S.C.,I.C., Or I.V. MedumnDose MininmumDose MaximumDoe
Nigersan Tablets % % %
Daily 1-3 tablets to be taken with Capues 19-11 1 5
some fluid either after supper or Tad€ts 14-07 1 3
mornings, two hours before break Draps(ard) 76-13 5 10
fast. Drops(topicel) 65-24 2 10
Drops(intee 156-143 3 40
Nigersan Capsules Syppositories 10 1 1
Inetion(n) 16-05 1 2
Daily 1-3 capsules either before
breakfast or evenings before bedAll Patientsunder 12 Years
time to be taken with some fluid. MediumDose | Minimum | Maximum | No. of Pdtients
Dose Dose
Nigersan Suppositories % % % %
Drops (ord) 74-11 4 5 9
1 x daily before bedtime 1 supposi:2rops (topical) 62-23 > 8 8
tory to be inserted rectally. Drops (inele) 83-72 3 24 6
Suppostories 10 1 1 1
With reference to the dosage forms,
10 patients were prescribed capAll Patientsover 12 Years
sules, 19 patients with tablets, 14 MediumDose |  Minimum | Madimum | No. of Pdients
patients with drops for oral intake Dose Dose
10 patients with drops for topical % % % %
application, 9 patients with drops for Capsules 16-05 1 2 9
inhalation, 10 patients with supposii Talets 14-07 1 3 19
tories and 12 patients with the sofDrops (ord) 78-16 5 10 5
lution for injection. Multiple entries | Drops (topical) 75-25 5 10 2
were necessary if various adminisprops (inhde) 30.0-141 10 40 3
tration forms were to be combinedfg poosiories 10 1 1 9
The tables_ below show the medlu_ njection i 15-05 1 > T
dosage with respect to the admir

istration form. Injection volumes
were administered for one wee

were prescribed to the relevant dail
dosage.

Nothing else was substantially ad_rotation, in addition to the injection

ministered for the under and ove
Semmeawe s nstitut GmbH

Besides the mono-therapy with onestered drops by each patient were
administration form, two or even further combined with tablets and
and the remaining dosage formdhree administration forms were alsa:apsu_les respectlve_ly and 1 patient
>(;ombined into the therapy. Becauseombined tablets with drops for in-
the injection was applied in weeklyhalation.

free time 7 patients were prescribed’ here was a clear difference in both
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age groups in the extent of the com
bination of the dosage forms. The
under 12 age group were mainly
administered with drops for oral in-
take, topical application and for in-
halation combined, whilst all other
combination types were applied
with the patients in the over 12 age

group.

Comparison with Previous
Therapy

10 patients had already received
therapy with one or several
administration forms of Nigersan
within the last five years. Although
this group was very small, both the

patient groups of the First and

Opinion to Tolerance

Patient
Group

Patients Opinion

Doctors Opinion

Very Good
Good %
%

M oderate

Poor
% %

Very | Good
Good %
%

M oderate
%

Poor
%

All patients 57.8 35.9

6.3 66.7 30.2

3.2

o

First User 51.9 40.7

60.4 35.8

3.8

Multiple 90.0 10.0

User

0
7.4 0
0 0 100.0 0

0

oo

Multiple Users were compared with
respect to effectiveness and toler
ance. From the data on tolerance
the possibility of tendencies towards
sensitisation from the pharmaceuti-
cal effective components should be
possible.

Opinion to tolerance by multiple
application was substantially better
than that of a single application.
Patients in the Multiple Users group
gave an overall assessment of "ven
good” and "good” and 100% of the
doctors gave an assessment ¢
"very good”. The designation of

"very good” tolerance was

Percent

Doctors Opinion to Tolerance

very good good

poor

FrstUser

All patients

Multiple User

Semmeawe s nstitut GmbH

Verlag f r experimentele Onkologie GmbH « 27316 Hoya « Germany




substantially more pronounced in . . .
this group than with the total Patients Opinion to Efectiveness
average. Fromthis data, itis show
that there was no potential of ar 70
exposure to danger regarding
sensitisation to patients through th 60
pharmaceutical effective componen 50
of Aspergillus niger. = P
. . % 40 B Fir st User
The Multiple Users judged the] & 3g _
. . . . o O Multiple
effectiveness in keeping with the
trend better in the assessment "ver 20
good” than the First Users, just a 10 1|
no multiple user gave an assessme
of "'moderate” and "no effect”. The Y
duration of the therapy is also verygood good moderate e
distinguished by the Multiple User
Opinion to Effectiveness
Patient Patients Opinion Doctors Opinion
Group
Very Good | M oderate | Poo Very Good | M oderat | Poor
Good % % r Good % e %
% % % %
All patients 15.9 50.8 23.8 9.5 17.5 50.8 25.4 6.3
First User 11.3 49.1 28.3 11.3 11.3 50.9 30.2 7.5
M ultiple 40.0 60.0 0 0 50.0 50.0 0 0
U ser
with an average therapy duration of
Doctors Opinion to Hfectiveness 59.2 £ 30.9 days, a reduction of
14% compared with the average.
The First Users were treated for an
0 average of 67.4 £ 72.6 days.
50
Lo Effectiveness and Tolerance
E O All patients
E 0 B Fir st User Assessment of Effectiveness
i O Multiple by Doctor and Patient
20
In a closing assessment, doctors
10 and patients were asked to judge
[. the effectiveness and tolerance. The
0 effectiveness could be assessed with
verygpod good noderate fpoor "very good” "good” "moderate” or
"no effect”. In addition the doctors

Semmewes-I nstitut GmbH
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Duration of Therapy

Multiple User I

First User |

Total I

54 56 58 60 62 64 66 68 70
D ays

were asked according to the pa-
tient’s compliance to usage, so that

it could also be classified with "very
good”, "good”, "moderate” or
"poor”. 15.9% of patients ex-
pressed effectiveness with "very

good”, 50.8% with "good” whilst 70

Patients Qpinion to Bfectiveness

23.8% expre_ssed only "moderate 0 —
and 9.5% with "no effect”. The
doctors assessment to effectivene 0
was just as positive as with the E 40 DAl Patients
patients. 17.5% of patients wer¢ 2 B>12years
classified with "very good”, 50.8% i €0 O<12years
with "good”, 25.4% with 20 -
"moderate” and 6.3% with "no 10 -
effect”. :I:L
O i
Application behaviour (N=58) was verygood good moderate no effect
judged by 34 patients with "very
good”, "good” by 21 patients and
"moderate” for 3 patients as
reported through their doctor. With
Opinion to Effectiveness
Patient Patients Opinion Doctors Opinion
Group
Very Good | M oderate No Very |Good | Moderate| No
Good Effect Good Effect
% % % % % %
% %
All patients 15.9 50.8 23.8 9.5 17.5 50.8 25.4 6.3
<12 Years 13.0 47.8 28.3 10.9 13.0 52.2 28.3 6.5
> 12 Years 25.0 62.5 6.3 6.3 31.3 50.0 12.5 6.3
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60

Doctors Opinion to Effectivenesss

50

40

30

Fercent

20

10

very good

good

moderate

noeffect

ElAll Patients
BE>12years

O<12years

it 94.8% of all those patients in-
volved in the study confirmed "very
good” and "good” compliance. This
was only "moderate” for two pa-
tients and "poor” for none of the
patients.

Opinion of Tolerance by
Doctor and Patient

To conclude the examination, ar|
assessment to tolerance wa

Percent

Patients Opinion to Tolerance

80

WJ
60
50+
40
30+
20+

/\

10 ~ >12years
submitted from doctors and patient: 0- <12years
whereby a judgement of "very F K P - All Patients
good”, "good”, "moderate” and xRk 8
"poor” could be chosen. 57.8% of 3 k:
patients and 66.7% of doctorg :
classified the tolerance with "very
good” whilst 35.9% of patients and
30.1% of doctors confirmed a
"good” tolerance with Nigersan. A Opinionto Tderance
"moderate” tolerance was given by paiat Patierts Qpinion Doctors Oginion
6.3% of patients and 3.2 % of, Gow
doctors. No patient or doctor gave Vay | Good| Modaate| Foor | | Vary | Good| Moderate| Roor
a classification of "poor”. CGood | % | % | % | |CGod| %) % | %

% %
Tolerance was by far more posi-AII peliets 578 | 9 63 0 G7 |01 32 0
<I2Yeas | "3 |[370| 87 0 609 | 48| 43 0
tively assessed by doctors and pa>12 Yeas 06 | 04 0 0 875 | 125 0 0
Semmelweis-| nstitut GmbH
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patient also complained of pro-

Doctors Opinion to Tolerance longed fatigue over a five day pe-
riod. After daily administration of

—_— two Nigersan capsules a 28 year old

100 / female patient complained of a gen-
W eral weakness between the 3rd and

801 11th day of treatment which after-
60 wards disappeared. The doctor

Percent indicated a connection with the

401 Nigersan therapy as improbable.

20 | Circa two minutes after the insertion
<12years of a suppository, a 79 year old male

0- >12years

patient always complained of
perianal itching and heat sensation
for a duration of 10 minutes after
which no further discomfort was
experienced. Side effects were
reported in 4 cases. Fever was
reported with a 7 year old girl who
tients in the under 12 age group thathis patient was also receivingreceived therapy for chronic rhinitis.
with the over 12 age group. Notherapy for a gynacological indica-With two girls aged 4 and 5 a
assessments of "moderate” otion. Two patients aged 48 and 5@hicken pox infection was reported
"poor” were given, but only "very with Morbus Bechterew diseasewhich was then further treated by
good” and "good”. 70.6% of both showed irritation at the pointconventional means. A side effect
patients and 87.5% of doctors in thef needle insertion (i.m.) betweenof recurring infection was reported
younger age groups indicateche 4th and 21st and 35th day ofvith 1% year old boy who received
tolerance as "very good” and by thetreatment respectively which, how-therapy for a recurring influenza
over 12 age groups this assessmeaver, both improved without anyinfection and sleep disturbances.
was indicated by only 54.3% of further measures being taken. BeThe suitability of this information
patients and 60.9% of the doctorstween the 3rd to 8th and 10th treatmust be questioned. After
ment days respectively, both patientassessment of all data, side effects
complained of an increased stiffnesare to be reduced to reactions at

Al patients

qood

-
a
o
o

wery qood

modeorake

Side Effects and of the joints and pain. These musthe point of needle insertion by
Discontinuation of the Therapy be classified as a primary deterioinjections . All other data bear no

ration. relation either to the suitability or are
The therapy with Nigersan was not not to be brought into connection

discontinued by any of the patientsA 44 year old female patient hadwith the Nigersan therapy.
However 8 cases of side effectsrritation at the point of injection

were reported and are more closeligetween the 3rd and 11th day ofn total, no extreme dominant
interpreted as follows: A 48 yeartreatment which disappeared againeactions appeared. All those side
old female patient complained ofwithout any additional measureseffects reported were completely
tiredness and sweating between thigeing taken. One hour after an i.vreversible.

6th and 11th day of treatment withinjection, a 50 year old male patient

capsules., however these symptomsxperienced sweating lasting for twvaSummary

disappeared again without any furto three days which disappeared

ther therapy. A connection with theagain without any further therapy.From July 1993 to November 1999
Nigersan therapy was ruled out aThe day after the injection thisa total of 63 patients were tested
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by 9 Doctors practices (5 Generabnd bronchitis were predominant.These were mostly all without ad-
Practitioners, 3 Internists and 1 EarAccompanying therapies were taditional therapy and completely re-
Nose and Throat Specialist) in arbe documented in the survey formversible. A connection with the
observation study with the Nigersan therapy could only be
application of the preparation serie§ he duration of the medium termmade up in only 3 of the cases
Nigersan in the following therapy for children (<12 years)where irritation at the point of needle
administration forms: capsules,was on average 77.7 + 82.4 daysnsertion occurred. Tolerance and
tablets, drops, suppositories ang@omparable with the adult groupeffectiveness in the under 12 age

solution for injection. medium term therapy with 63.8 tgroup was substantially more
61.4 days. positively judged as with the over
12 age group.

The age of the patients variedProgress of the treatment was in

between 1 year and 79 yearseach case determined at the

Almost a quarter of the patientsbeginning and end of the therapy. Werdorf ,19. February 2001
were under 12 years of age.

Nigersan was applied according tcApproximately two thirds of the Dr. Reiner Heidl

isopathy in a very broad area ofpatients and doctors (66.7% and

application, whereby the preferreds8.3%) described the effects of the

use was dependent on the age ¢featment as "very good” and

the patients. Inthe younger patientgood”. Tolerance was judged by

group under 12 years, Nigersan wa83.7% of the patients and 96.8%® Copyright by Semmelweis-
mainly applied with defence of doctors each with "very good” Institut GmbH 27318 Hoya ,

weaknesses, rhinitis, bronchitis, anand "good”. There was no breakGermany

gina and neurodermatitis. Inthe ovein the study. No serious side effect%\II Rights Reserved
12 age group diseases such asere observed. Side effects and g
hypertonia, mycosis, lymphatismintolerance were documented.
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