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in the autumn of 1893 eighty three volunteers — chronically il
rasidents of nursing homes received Gripp-Heel preparation {am-
poules and tabiets). The patients’ clinical state was systemalical-
Iy abserved during 6 months of the epidemic season 1993/94.
Anifbody production was determined in sera samples collected
before treatment with Gripp-Heel and three and four weehs after
drug administration using the hemaggiutinin inhibition (HI) test
and neuraminidase inhibilion (NI) test. Three weeks afler the
administration of Gripp-Heel geomelric mean antibady titers
(GMTs) for hemagglutinins M1, H3 and HE were about 2 times
higher than belore treatment, In the confrol group GMTs were
nearly on the same level and the infections with the influenza
virus registered in this group. Three weeks after drug administra-
lion GMT for neuraminidase N1 was 8.5 times higher than before
drug adrninistration. while for neuraminidase N2 it was 15.4 fi-
mes higher and far neuraminidase NB it was 8.0 times higher,
The highest value for neuraminidase was ohserved for antigen
A/Beifing/32/92.

The clinical data we obtained indicate seroprotection against influ-
enza after lhe administralion of Gripp-Heel! when compared with

the cantral group.
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Jesienig 1993 r. 83 ochatnikdéw — przewlekle chorych pensjona-
riuszy domu opieki — otrzymalo preparat Gripp-Heel (ampulki §
tabletki). Slan kliniczny chorych byl systematycznie obserwowa-
ny w ciggu 6 miesigcy sexonu zacharowar 1993/94. Okreslang
wytwarzanie przeciwcial w pribkach surowicy zebranych przed

' leczaniem Gripp-+Heel oraz lrzy f cziery fygodnie pa podaniu lehu,

uiywajac tesidw zahamowania hemaglulynacii | neuraminidazy.
Trzy lygodnis po podaniu Gripp-Hael srednie geometryczne mia-
na przeciwcial dia hemaglutyniny H1, H3 i HB byly blisko 2 razy
wyZsze niz przed leczeniem. W grupie kontrolnej Srednie warto-
Sci byly niemal na tym samym peziomie oraz odpnotowano zaka-
zenie wirusem grypy. Trzy tygodnie po padaniu leku Srednie geo-
melryczne miana przaciwcial dla neuraminidazy N1 bylo 8,5 razy
wyisze niz prezed leczeniem, podezas gdy dla neuraminidazy N2
8z 15,4 razy wyisze, a dla neuraminidazy NB — 8,0 razy wyisze.
Najwyzsze warlosci miana przeciweial dia neuraminidazy slwier-
dzono dia antygenu A/Beijing/32/92,

Uzyskane dane hliniczne wshazujg na seroprofekcje przeciwko
grypie po podaniu Gripp-Heel w pordwnaniu do grupy kontrolnef.

Slowa kluczawe: grypa; odpowiedz immunologiczna
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Each year influenza and its complications account
for 10 000-40 D00 excess deaths in the United Sta-
tes. Over 80% of thase deaths oceur among the &l-
derly. Furthermaore, during some epidemics of influ-
enza A there have been approximately 472 000 extra
hospitalizations due to influenza and pneumonia. The
cost of severe influenza epidemic has been almost
12 bitlion dolars (8, 10).

Influenza appears mostly in the epidemic and so-
metimes even pandemic form. It causes high inciden-
ce of the disease and consecutively increase of mor-
tality. The most common reasans of death are cam-
plications such as pneumonia during epidemic or just
afterwards (6, 9) and aggravation of chronic respira-
tory and cardiovascular diseases. In spite of the fact
that all age groups are susceptible to flu, complica-
tions are most common among children and adults
over B3. In order to limit the number of death cases
and to reduce sacial costs of flu (massive absence)
there are preventive vaccinations carried out in many
countries in the periad preceeding the fii season (4).

The protective action is carried aut in the risk gro-
ups (senile people with chronic respiratory and car-
diovascular diseases, people staying in concantra-
tion e.g. residents of nursing homes, boarding-scho-
ols, orphanages). The society's and physicians' atti-
tude towards active prevention of flu (vaccination) is
still distrustful in spite of many entightening actions.
This situation causes that the medical warld look for
other methods of prevention against influenza infec-
tions. Basic direction of management consists in the
administration of preparations that enhance the ar-
ganism's immunity. There are many hopes concer-
ning immunostimulative vegetal extracts and home-
opathic drugs (5).

The aim of the present paper is the assessment of
humoral response and clinical evaluation in elderly
people with chronic medical condition after the admi-

nistration of the homeaopathic preparat:on Grapp Heel

Al

MATERIAL AND METHODS

Patients: The subjects were 124 chronically ill resi-
dents of nursing homes. The most common chronic
diseases (according to the case records) were ge-
neralised artheromatosis, cersbrat artherosclerosis,
coronary artheromatosis, myocardiopathy of arthe-
roscleratic origin, senile dementia, senile psychosis
and diabetas.

Inmates were randomly divided into two groups.
There were 73 (av. 68.2 years of age) subjects in the
study group and 51 in the control group. The youn-
gest was 33 years old and the oldest was 96 (mean
age 71.8). During the whole study all patients were
under medical care.

Antibody production was determined in sara be-
fore drug administration and then three and also four
weeks after receiving the Gripp-Heel preparation by
the hemagglutinin inhibition (HI) test and neuramini-
dase inhibition (NI) test, The same procedures were
carried out in the control group. The collected sera
were stored at -20°C until tests were made.

Drug: Gripp-Heel is a composed homeopathic pre-
paration producad by the German firm Heel. It consi-
sts of both vegetable {Aconitum, Bryonia, Lachesis,
Eupatorium perfofiatum) and mineral {Phosphorus)
compaonents. All components are in low concentra-
tions (D2, D11) and they fulfil all Homeopathic Phar-
macopaeia requirements. The Gripp-Heel preparation
is produced in the form of p.o. tablets and ampoules
(1.1 mi solution in the suspension of 0.9% NaCl solu-
tlon) for s.c., i.e., i.m. and in exceptional casas i.v. in-

jectians. The patlents from the study group were gi-

ven 1 amp. of the Gripp-Heel preparation i.m. (in the
brachial muscle). The treatment was continued by gi-
ving tablets for suction — 3 times & day for 14 days.
The control group was administered 1.1 ml of 0.9%
NaCl solution and placebo tablets in the same man-
ner. The following parameters were evaluated: {ocal
and general reactions (1 and 3 days after infusion).

. The patients’ clinical state was systematically obse-

rved during 6 maonths of the epidemic season (taking

incidence of diseases and death into account).

Seralogical tests: Hemagglutinin Inhibition {HN
tests were performed by a routine technique. Neu-
raminidase activity and neuraminidase inhibition (NI
tests were performed according to Aymard-Henry's
method with fetuin used as a substrate (1).

Prior to reaction, sera had been inactivated in a
water bath at 56°C for 30 min. Serological results were
measured by Hl and NI tests carried out with A/Te-
xas/36/91 (H1N1), A/Beifing/32/92 (H3N2) and B/Pa-
nama/d5/90 anligens in collected samples of sera. The
antigens mentioned above were prepared in our la-
boratory, i.e. WHO National Influenza Center, Dept.
of Virolagy, National Institute of Hygiene, Warsaw.

Serological parameters: The fallowing parame-
ters were used to express the humoral immune re-
sponse to hemagglutinin and neuraminidase:

1. The geometric mean of antihemagglutinin or anti-
neuraminidase antibodies before drug administra-
tion and after three and four weeks.

2. The mean fold increase of antihemaggiutinin or
antineuraminidase antibody titers after drug ad-
ministration.

For humeral immune respanse to hemagglutmln
additional parameters were used:

1. Protection rate, i.e. the proportion of subjects sho-
wing HAI antibody titer = 1:40 before and after drug
administration,
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2. Response rate, i.e. the proportion of subjects sho-
wing at least a fourfold titer increase after drug
administration.

Results obtained in the study group and in the con-
troi group were statistically analyzed by using the

ANOVA test.

RESULTS

There were no local or general adverse events after
injection in both groups. There were no side reac-
tions after the administration of Gripp-Heel in tablets,
During 8 months of observation, there were 4 cases
of falling into sickness in the Gripp-Heel and 11 in
the control group. There were 2 cases of acute bron-
chitis, 1 case of spastic bronchitis, 1 case of chronic
bronchitis aggravation and 1 case of dental abscess
in the control group. During the observation period
there were 5 death cases in the study group and 8 in
the placebo group. All of them were classified to be
of naturat causas.

The geometric mean titers (GMTs) in Table 1 and
Table 2 illustrate the level of HI and NI antibedy chan-
ges before the administration of Gripp-Heel and three
weeks after treatment in a group of elderly people
with chronic medical conditions as compared with
the controt group. Three weeks after administration
of the hameopathic preparation Gripp-Heel the mean
fold increase (MFI) ranged from 1.9 to 2.1, while in
the control group It was a little lower for hemaggluti-
nin H1 (1.6) and hemnagglutinin H3 (1.4), but slightly
higher for hemagglutinin HB (2.2) because of the in-
fluenza infections clinically abserved in the conirol
group. The proportion of subjects showing HI anti-
body titers = 1:40 was very low in the case of H1, but
for H3 and HB it ranged from 66% to 87%. All para-
meters used to express the humoral immune respon-
se to hemagglutinin clearly indicated that for antigen
AfBeijing/32/92 (H3N2) higher values were found

Kl

Tabie 2, Antibody respanse to neuraminidase components
of influenza viruses (H1N1, H3N2 and HB) in eldedy pe-
ople suffering from chronic diseases after administration
of homeopathic preparation Gripp-Heel in 1993 in Poland

Geomelric mean
Group antibody titer Mean
Antigen befare after | fold
\ncrease

) druy administration
AlTexas/36/91 A 6.1 57.8 95
{(HIN1) B 6.4 11.5 1.8
A/Beijing/32/92 A 5.6 B86.3 15.4
(H3NZ) B 5.8 11.0° 1.9
A 4.7 37.6 8.0

B/Panama/45/90

B 49 9.8 2.0

A — group receiving drug (n=73}
B — control group (n=51)

when compared with the control group. On the other
hiand results abtained in this study showed that pe-
ople in the control group were infected with type B of
influenza virus wiich was antigenically similar to stra-
in B/Panama/45/80.

In the case of another component, namely neura-
minidase, three weeks after drug administration GMT
for neuraminidase N1 amounted to 57.8, for N2 -
86.3 and for NB — 37.6. Mean fold increase values
were 9.5, 15.4 and 8.0, respectively. In the contral
group MF! indexes ranged from 1.8 to 2.0.

Antibody response to hemagglutinin and neura-
minidase of the influenza virus in elderly people suf-
fering from chronic diseases after the administration
of Gripp-Hee! (Fig. 1) clearly emphasized much bet-
ter response to neuraminidase glycoprotein than to
hemagglutinin. Differences of the humaral response
levels observed between the study group and the
control graup were statistically significant (p < 0.05).
The homeopathic preparation Gripp-Heel used in this
study was well tolerated both in the injected form
and in tablets.

Table 1. Antibody response to hemagglutinin companents of influenza viruses (H1NT, H3N2 and HB} in elderly peopie
suffering from chronic diseases after adminisiration of homeopathic preparation Gripp-Heet in 1933 in Poland ’

Geometric mean Proportion of subjecls
Antigen VC.-:»roup anlibody liter Mean fold protacted (%) Response
before after increase before ] after rate (%)
drug administration drug administration
AlTexas!36/91i A 2.1 4.0 1.2 . 0/73 (0) 2/73 (3) 2173 (3)
{HiN1) B 2.1 3.4 1.6 0/51 (0) 0/51 (Q) /51 (0)
AJBeijingf32/92 A 20.5 40.7 1.9 35/73 (48) 48/73 (66} 11473 (15)
{H3NZ) B 12.8 18.4 1.4 7/51 (14) 13/51 (25) 1/51 (2)
A 60.2 126.2 2.1 60/73 (82} 71073 (97) 18/73 (25)
B/Panama/dsis0 5 82,2 178.4 2.2 45/51 (88) | 51/51 (100) | 12/51 (23)

A — group receiving drug (n=73)
B — eontral group {(n=51)
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DISCUSSION made in Paland. However, according to the Institute

Elderly persaons and persons with undarlying health
problems are at increased risk for complications of
influenza. For this reason influenza vaccine is stran-
gly recommended for patients such as these. The-
refore in many paris of the world national and inter-
national health authorities recommend annual vac-
cine administration for subjects being at risk for in-
fluenza associated complications (4, 6).

Accaording to WHO and ACIP recommendations
elderly people with chronic medical conditions sho-
uld be protected against influenza infections. There
Is no doubt that vaccination ot these patients is cne
of the best ways of prevention. This is a problem for
all organizations working in health service (2).

The main contraindication for influenza vaccine is
anaphylactic hypersensitivity to eggs or lo other vac-
cine components. On the other hand there are some
groups of patients which do not want to be vaccina-
ted without any reason. A person who has a contrain-
dication for influenza vaccination may be a candidate
for amantadine, rimantadine or for other antiviral drugs

" used for prophylaxis, especially in high-risk patients —
chronically ill residents of nursing hemes. However,
currently available antiinfluenza drugs, i.e. amantadi-
ne and rimantadine cannot be used commonly for a
few reasons., One of them is that these compaunds
face rapid appearance of drug resistant mutants.

Flu spreads very quickly endangering people's he-
alth in all age groups. It is the most dangerous for
patients of high-risk groups (B, 10). There has been
no analysis of economic losses caused by influenza

of the Medicine of Labowr in LadZ, respiraiory tract

diseases arg the most common reasons of absence

(these data are presented in Table 3) (2, 9), Gripp-
Heel is a preparation that has been usad for a long
time in the treatment of viral infections, so-called in-
fluenza-like infections. Numerous tests proved the
effects of its action — 20% — 40% increase of phago-
cytosis activity (5, 11). Human volunteers and mice
studies showed its efficacy in the protection against
respiratory virusas (7, 12, 13). Due to the low toxici-

'ty of this preparation it can be an alternative for per-

sons who do not receive vaccine far different reasons.
Our studies indicate that offering Gripp-Heel to pa-
tients helps in prevention against influenza infections,
but this is more evident in the case of neuraminida-
se. Similar results were obtained in elderly people
with chronic medical conditions after vaccination
against influenza carried out In Potand in the same
epidemic season 1993/94 (3).

In effect, antibodies against the viral NA do not

' prevent the infection, but they srgnlfcantly reduce

viral replication and hence the occurence and seve-
rity of the illness (2, 4). There is no doubt that during
an epidemic of influenza elderly people with chronic
medical conditions living In nursing homes should
be protected against influenza infections. It is gene-
rally accepted that the immunological system works
less effectively in elderly people, although this opi-
nion s not shared by everyone. A lot of scientific re-
search workers try to prepare a drug which would be
effective against all strains of influenza viruses and
which would give a long lasting protection.
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Table 3. Number of employed people on sick leave in Foland in 1985-1993 (data obtained from bullelins from the Inslitute

of the Labour Medicine in todz)

Number of | Number of sick leave days due to | Number of sick leaves per 100 of Diseases of
Year reportad : employed people (sick leave index) respiratory tract

influenza

cases influenza | pneumania, bronchitis | influenza | pneumania, bronchitis | cause of sick leave
and bronchiaiitis and bronchiolitis

1985 | 2 309 875 4 535 865 G 048 795 38.20 50.90- 26.7%
1966 § 1578975 | 4705170 6 968 558 39.10 57.80 26.9%
1987 1218 292 4 8§12 295 6 831 238 39.50 56.10 26.6%
1988 628 890 2 362 921 6 085 195 20.01 51.54 24 0%
1889 | 1 642 126 4 588 511 6 544 765 38.21 55.93 26.4%
19980 BO 161 1 579 809 4 853 036 13.88 42 66 20.5%
1997 | 1968 468 | 3 289 398 5122 587 32.68 50.74 21.5%
1892 256 692 1 598 405 4 401 970 18.24 50.23 19.7%
1893 | 2706 911 4 365 906 5025 3N 52.65 60.60 21.8%

CONCLUSIONS

The homeopathic preparation Gripp-Heel is well to-
lerated in an injectable form and in tablets as well. It
did not cause any severe adverse reactions. Frotec-
tive administration of this drug decreases disease
incidence — especially of respiratory tract diseases,
reducing the risk of chronic sickness aggravation and
death. Due to the above mentioned feaiures the
Gripp-Heel preparation should be considerad a va-
luable protective agent against acute viral infections
of the upper respiratory tract (including influenza) in
persons from risk groups, especially In cases in which
no protective vaccine can be administered.
Gripp-Heel antiviral drugs can be administered
prophylactically to anyone who wishes to avoid an
influenza illness after considering the risk and bene-
fits in consultation with their healthcare provider,
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