SUMMARY

Between October 2004 and February
2005, 100 school children aged 2- 6
years, following free choice pediatric
care in 4 pediatric consulting clinics
operating within the National Health Ser-
vice (ASL 2 - Milan) underwent a random
preventive therapy with flu vaccine
(no.45), Guna®-Flu (no.45), or both
(no.10). The number of untreated chil-
dren in the control group was 76. The
trial highlights the non inferiority of the
homeopathic Guna®-Flu treatment vs the
reference conventional therapy having
an important role against influenza and
parainfluenza infections that can be ex-
plained by the immunoprophylactic ac-
tivity of the homeopathic medicine even
in cases of frequent antigenic drifts pe-
culiar to the influenza virus.

The data concerning the synergistic ef-
fect deriving from flu vaccine + Guna®-
Flu are particularly interesting. Moreo-
ver, both immunoprophylactic protocols
show a considerable reduction in anti-
biotic therapy recurrence, absence from
school and from work (relatives) and evi-
dent case history seriousness in non re-
sponders. Guna®-Flu tolerability was to-
tal. During this trial only one case of vac-
cine adverse reaction was registered.
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COMPARATIVE EVALUATION
OF GUNA®-FLU vs VACCINE
FOR THE PREVENTION OF
INFLUENZA SYNDROME IN

PEDIATRICS

— A PROSPECTIVE, MULTICENTRIC, RANDOMIZED,
CONTROLLED CLINICAL TRIAL

INTRODUCTION

Influenza is an epidemic disease, its
etiological agent belongs to the viral fa-
mily Orthomyxoviridae.

The influenza viruses are classified from
the serological aspect into types A, B
and C according to the antigenicity of
the core proteins.

Type A viruses, in turn, are subdivided
into subtypes according to the hemag-
glutinin (HA) and neuraminidase (NA)
surface antigens.

In aquatic birds, the main reservoir of
the influenza virus, 15 HA and 9 NA
subtypes of influenza virus type A have
been found: only 3 of these (H1NT,
H2N2, H3N2) are associated with hu-
man disease.

The influenza virus, like all RNA viru-
ses, is characterized by great antigenic
variability, which is manifested espe-
cially in type A:

Antigenic shift is defined as a particu-
larly frequent type of genotypic rear-
rangement, in which one or more seg-
ments of the viral genome are replaced

by the corresponding segment(s) of the
influenza viruses of the avian infection
reservoir (pigs are also a reservoir of in-
fluenza virus); this usually happens in
the case of a pandemic, as in 1957 and
1968.

Antigenic drift is a type of slighter anti-
genic variation, which usually manifests
in inter-pandemic periods within a sin-
gle subtype; it consists of the replace-
ment of a limited number of amino acid
residues in the antigenic sites of the HA.

It should be borne in mind that the va-
riants of the influenza virus can produ-
ce epidemics when the HA has been
modified in such a way that the virus
can avoid being neutralized by a suffi-
cient number of people. In this case, the
antigenic variations must occur in at
least 2 antigenic sites of the HA mole-
cule.
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INFLUENZAL SYNDROME

Acute respiratory disease caused by infection by
influenza viruses: the disease involves the upper
and/or lower respiratory tract; it is often accom-
panied by systemic signs and symptoms such as
fever, headache, myalgia and lack of energy.

RRI (RECURRENT RESPIRATORY INFECTIONS)

Infections of the upper and lower respiratory tract
occurring with a frequency greater than 1 episode
per month in the period of maximum exposure

TAB. 1
Definition:
Definition:
(November-April).
EPIDEMIOLOGY

The influenza virus infects a variable
percentage of the world's population
each year (on average hundreds of mil-
lions of persons). An epidemic is defi-
ned as an infection of ~ 15-20% of the
population and a pandemic occurs
when 50% of the world's population is
affected within the space of 1-2 years.
- In Western countries, 25% of children
aged less than 1 year and 18% of chil-
dren aged between 1 and 4 years are af-
fected by influenza or para-influenza in-
fections characterized by inflammation
of the upper or lower respiratory tract,
tonsillitis, otitis, or enteritis.

These infections are relevant for epide-
miological and economic reasons (be-
cause of the healthcare expenditure in-
volved) and for social reasons (because

TAB. 2

of the days lost from school or taken off
work by the parents).

DEFINITION, ETIOLOGY,
COMPLICATIONS, DIAGNOSTIC
COURSE

Influenza is an acute respiratory dis-
ease characterized by an incubation
period of 48-72 hours, involving the
upper and/or lower respiratory tract
and often accompanied by systemic
signs and symptoms such as fever,
headache, myalgia and lack of energy
(TAB. 1).

In adult patients, the viral titres in rhi-
nopharyngeal washings usually fall to
minimal levels from the 5th day. Con-
sequently, adults can transmit the in-
fection for 4-5 days.

SUBDIVISION OF THE PATIENTS

® Group A: Anti-influenza vaccine (n=45)

® Group B: Guna®-Flu (n=45)

® Group C: Guna®-Flu+ anti-influenza vaccine (n=10)

® Group D: No treatment — control (n=76)

Children aged < 6 years are known to
be more sensitive to viral attack be-
cause of their immune system imma-
turity. This involves more frequent
contraction of influenza or influenza-
like illness and lasts longer compared
to the adult patient who is characte-
rized by a mature immune system.
Immune immaturity is dependent on
3 factors:
- Immune virginity
- Functional immaturity of the immu-
ne system
- Immunodepressant action produced
by viral infections.
Greater sensitivity to infection is in-
creased by any early admission of the
child to a child community (day nur-
sery, kindergarten) where the virus
can spread via an airborne route.
A child's exposure to passive smoke
(especially by smokers in the family
environment) can favor the develop-
ment of respiratory tract infections, as
can environmental pollution, espe-
cially in urban and industrial areas.
According to WHO instructions, the
influenzal syndrome is diagnosed
when the following conditions are
met:
¢ Sudden rise in temperature (> 39°C)
e Onset of muscle and joint pains
* Respiratory symptoms (pharyngo-
laryngodynia, rhinorrhoea, cough,
dyspnoea) associated with inflam-
matory phenomena that develop in
the course of the infection: pharyn-
gotonsillitis, rhinitis, tracheitis,
bronchitis (the latter more frequent
in children up to 5 years of age).

The most common complications of in-
fluenza are otitis media, bacterial sinu-
sitis and secondary bacterial pneumo-
nia caused in most cases by Staphylo-
coccus aureus, Streptococcus spp, Hae-
mophilus influenzae.

- The fundamental diagnostic phase for
the presence of suspected influenzal
syndromes consists of the recent medi-
cal history and general physical exami-
nation.
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THE STUDY

This clinical study centered upon pre-

ventive treatment of influenza and in-

fluenza-like symptoms with the anti-in-
fluenza vaccine, Guna®-Fluor both.

Having considered the aspects concer-

ning the genetic lability of the influen-

za virus described above:

e The vaccine stimulates a response of
the antibody type possessing speci-
ficity and memory. This involves mi-
nor preventive efficacy in the pre-
sence of antigenic shift or drift.

e Guna®-Flu evokes a response of the
cell-mediated type (cytotoxic T
lymphocytes and Natural Killer
cells) primarily, producing specific
and non-specific cytolysis of the in-
fected cells, thus bypassing the pro-
blem of the antigenic variability of
the influenza virus.

The data published in the international

literature are in line with our thesis.

The vaccines have an average efficacy

of 68% (with confidence intervals

between 49% and 79%).

This is due to the specific action against

®

Compliance (child)
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TAB. 3

First page 0 and
last page () of the
Mother's diary,

a. Guna®-Flu: Poor O which includes 7
items relating to 8
Adequate D
conditions (rhinitis,
Optimal U otitis, tonsillitis,
b. Anti-influenza vaccine: Poor D pharyngitis,
tracheitis,
Adequate D .
bronchitis,
Optimal o bronchopneumonia,
enteritis) and 2
symptoms
Adverse reactions (vomiting
t
a. Guna®-Flu: headache),

If yes, what:

b. Anti-influenza
vaccine:

If yes, what:

the two influenza viruses A and B.

In adults, the average effectiveness of the
vaccines for the outcome “influenzal
syndrome” is much lower (~ 12% with a
confidence interval between 6% and
18%) since their preventive action is tem-
pered by the concomitant presence of nu-
merous other pathogenic agents that cau-
se the influenza syndrome.

Vaccination does not protect against in-
fluenza viruses of a different strain from
that of the vaccine or against other vi-
ruses that cause respiratory diseases
with symptoms similar to those of in-
fluenza. There are over 200 antigeni-
cally distinct viruses responsible for in-
fluenza-like illnesses (ILI): Rhinovirus,
Coronavirus, Respiratory Syncytial Vi-
rus, Meta-Pneumovirus, Para-Influenza
Virus, Adenovirus.

Virologists and infectiologists themselves
recognise that one of the limits of inacti-
vated anti-influenza vaccines employed
is represented by the incomplete stimu-
lation of the immune system, in particu-
lar, of mucosal and cellular immunity.
Although the percentage of secondary
undesirable effects after inoculation of

assessment of the
treatment and any

adverse reactions.

the anti-influenza vaccine is very low,
the following phenomena are observed:
- Local: skin reactions of brief duration
(max. 48 h) such as erythema, swelling,
tenderness.

- Systemic: (possible in individuals who
have not been in contact previously
with the influenza virus) such as fever,
headache, myalgia, chills, all symptoms
of the influenza type, which can occur
in attenuated form 6-8 h after vaccina-
tion and last up to 48 h.

STUDY AIMS

The present clinical study had 4 main

aims:

e To demonstrate the efficacy of ho-
moeopathic treatment in the pre-
vention of the influenza syndrome
in the pediatric age group.

e To demonstrate the non-inferiority of
homoeopathic treatment compared
to conventional treatment.

e To demonstrate the lesser use of an-
tibiotic therapy in the group treated
with the homoeopathic medicine or
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TAB. 4

ODDS RATIO (OR)

Definition:

Odds Ratio is a measure of association.

O Ifitis > 1, it indicates a positive association
with the disease (poor protection from the
disease in question).

O Ifitis < 1, it indicates a negative association
with the disease (protection from the disease

in question).

TAB. 5

CONFIDENCE INTERVAL (CI)

Definition:

The confidence interval expresses the margin of
statistical likelihood of the data.

— Cl 95% means that the data can be expected in
95%, and are very highly significant.

with the vaccine compared to the
untreated control group.

e To demonstrate the absence of ad-
verse reactions to the homoeopathic
treatment.

For this purpose, a prospective, multi-
centric, randomized, controlled study
was prepared in a population of 176
children under the care of a general pe-
diatrician in 4 pediatric clinics opera-
ting within the National Health Service
(ASL 2 in Milan).

The period of the study was from Octo-
ber 2004 to February 2005.

RATIONALE OF THE STUDY

The rationale of the study and its

TAB. 6
OR = Odds Ratio
Cl = Confidence

Interval

Anti-influenza
vaccine group (A)

Guna®-Flu group (B)

Guna®-Flu +
anti-influenza
vaccine group (C)

comparison of preventive measures
such as the anti-influenza vaccine
and a homoeopathic immunostimu-
lant is based upon the consideration
that the influenza virus is characte-
rised by high antigenic variability,
which is manifested as frequent shift
or drift, which renders the antibody
response induced by the vaccine par-
tially ineffective.

PATIENTS AND METHODS
m INCLUSION

Children who experienced at least 4
influenzal episodes or RRI (recurrent
respiratory infections) in the year pre-
ceding the study and in the same pe-

MORBIDITY

OR (95% Cl)
0,22 0,10 0,45
0,38 0,16 0,89
0,11 0,04 0,33

riod of observation (October-February).
- At time zero of the study, all the in-
cluded children were in good health.

B INCLUSION CRITERIA

176 children attending the 4 participa-
ting paediatric clinics who met the fol-
lowing requirements were included in
the study:

- Aged between 2 and 6 years

- Attending school

- Inclusion also of allergic individuals.

B EXCLUSION CRITERIA

Excluded were children

- with major immunodepression

- with ongoing immunosuppressant
treatment.

W SUBDIVISION OF PATIENTS

(TAB. 2)

Group A (n = 45): treatment with
anti-influenza vaccine

Group B (n = 45): treatment with
Guna®-Flu

Group C (n = 10): treatment with
Guna®-Flu + anti-influenza vaccine
Group D (n = 76): no treatment
(control group).

B THERAPEUTIC PROTOCOLS

» Group A: VAXIGRIP® Bambini Split
(antigens  A/New Caledonia/20/99
(HTNT1)-IVR-116: A/Moscow 10/99
(H3N2) A/Panama 2007/99 (RESVIR
17); B/HongKong/330/2001/B/Shang-
dong 7/97).

The vaccine complies with WHO re-
commendations for the northern hemi-
sphere and with the EU guidelines for
the 2002-2005 seasons.

- children 6-35 months: 1* dose: 0.25
ml - to be repeated after 4 weeks at the
same dosage (if first vaccination)

- children over 35 months: 1+ dose: 0.5
ml - to be repeated after 4 weeks at the
same dosage (if first vaccination).
Route of administration: i.m. or deep
s.C. injection.



P Group B: Guna®-Flu

children 6-35 months: 1/2 monodose
per week for 8 consecutive weeks;

- children over 35 months: 1T monodo-
se per week for 8 consecutive weeks.
Route of administration: sublingual.

P Group C: GUNA®-FLU + ANTI-IN-
FLUENZA VACCINE.

» Group D: no treatment (CONTROL).
m FOLLOW UP

During the observation period, data

were collected on the possible deve-

lopment of: rhinitis, otitis, tonsillitis,

pharyngitis, tracheitis, bronchitis,

bronchopneumonia, enteritis, vomi-

ting, headache; for each of these con-

ditions, the data indicating efficacy

were recorded in the mother's diary

(TAB. 3):

— Number of days of fever

- Maximum temperature recorded

- Number of days absent from school

- Number of days absent from work of a
parent

- Use of antibiotic therapy.

TAB. 8

- Diseases recorded

—
o 2
in the group treated E
with anti-influenza o
=
vaccine. 9
OR = Odds Ratio &
CI = confidence s 1
interval 2
19)
=
2 ol
o
0
Rhinitis Otitis
TAB. 9
- Diseases recorded = g
(5}
in the group treated =
o
with Guna®-Flu. =
=
OR = Odds Ratio 2
Cl = confidence @ a
21
interval e T
(9]
[
O
=
o
T
o

Rhinitis Otitis

Tonsillitis Pharyngitis Tracheitis Bronchitis ~ Broncho-

PHYSIOLOGICAL REGULATING MEDICINE 1/2007

CONTROL GROUP (76 patients)

93

77
68

37

NUMBER OF DISEASE EVENTS

Rhinitis Otitis

Tonsillitis  Pharyngitis Laryngitis Tracheitis Bronchitis  Broncho-

80

37

29 33

11
4

Enteritis Vomiting Headache

pneumonia

Disease/symptom

TAB.7

Untreated control group. Number of events per single disease considered.

Because of the characteristics of this group, it is not possible to calculate the OR or CI.

GUNA®-FLU

Guna®-Flu is a complex homoeopathic
medicine composed of Aconitum na-
pellus 5C, Belladonna 5C, Echinacea
3C, Vincetoxicum 5C, Anas barbariae
hepatis et cordis extractum 200CK, Cu-
prum 3C, Influenzinum 9C, saccharo-
se g.s. 1 g. In Guna®-Fluthere are 2 dis-
tinct remedy actions:

OR ANTI-INFLUENZA VACCINE GROUP (Cl 95%)

: I

T

Enteritis
pneumonia

OR GUNA®-FLU GROUP (CI 95%)

Tonsillitis Pharyngitis Tracheitis Bronchitis Broncho-  Enteritis

pneumonia

1) Remedies for immunostimulation
2) Remedies for control of symptoms.

1) Remedies for immunostimulation

Effective remedies for immunostimula-
tion are: Anas barbariae 200CK, In-
fluenzinum 9C, Vincetoxicum officina-
le 5C.

— Anas barbariae 200CK

This is obtained from an autolysate of
duck liver and heart.

Influenza viruses find a reservoir in the
heart and liver of this bird species, a
healthy carrier of the influenza viruses in
inter-epidemic periods.

The homoeopathic preparation of these
tissues that are vehicles of specific anti-
gens causes them to be fully assimilable
to the nosode (indirect nosodotherapy).

— Influenzinum 9C

This is the nosode of influenza.

The rationale for its use in Guna®Flu
follows the rule of current etiological re-
semblance. Its action mechanism is as-
similable to that of active homoeopathic
seroprophylaxis, which makes it useful
in treatment as well as prevention.

- Vincetoxicum officinale 5C
Induction of non-specific immunosti-
mulation through an increase in ma-
crophages, T-lymphocytes and poly-
morphonuclear cells.
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In the nucleus of remedies for immuno-
stimulation it is possible to identify 2 sub-
nuclei (FIG. 1):

The first, formed by Anas barbariae
and Influenzinum, works by stimu-
lating specific cell-mediated immu-
nity: T-helper lymphocytes and cyto-
toxic T-lymphocytes (the latter pro-
duce specific cell lysis in cells in-
fected by the influenza virus) and
non-specific cell-mediated immu-
nity: NK (Natural Killer) cells.

The second, consisting of Vincetoxi-
cum officinale, works by stimulating
non-specific humoral immunity
(network of cytokines, y-interferon
and lysozyme in particular).
Synergy of action is assumed for Anas
barbariae and Influenzinum and comple-
mentarity for these with Vincetoxicum.
—The higher dilutions for the remedies of
this nucleus are expressed in Anas bar-
bariae and Influenzinum as pathogenic
viral strains - obviously made non-patho-
genic by the homoeopathic preparation
- and the lower one in Vincetoxicum, as
vegetable of very low toxicity.

USE OF ANTIBIOTICS

OR

Anti-influenza 0.53
vaccine group (A) ’

Guna®-Flu group (B) 0,56

OR GUNA®-FLU + anti-influenza vaccine (Cl 95%)

DOES NOT PROTECT
-1 N

PROTECTS

0

Rhinitis Otitis

2) Remedies for control of symptoms

(FIG. 2)

The remedies that work in this direction
are: Aconitum 5C, Belladonna 5C, Echi-
nacea angustifolia 3C and Cuprum 3C.

Tonsillitis  Pharyngitis Tracheitis Bronchitis ~ Broncho-

o1

Guna®-Flu.
- Remedies for
immunostimulation.

ANAS
BARBARIAE
200CK

OFFICINALE 5C

GUNA®-FLU
REMEDIES FOR IMMUNOSTIMULATION

Subnucleus of
SPECIFIC
IMMUNITY

- cytotoxic
T-lymphocytes

- helper
lymphocytes

VINCETOXICUM

Subnucleus of
NON-SPECIFIC
IMMUNITY

- Lysozyme
v-Interferon
- Cytokines

TAB. 10

- Use of antibiotics in
the 2 groups

(C1 95%) compared (A, B).
OR = Odds Ratio

0,49 0,58

CIl = confidence

interval

0,52 0,60

TAB. 11

- - Diseases recorded
in the group treated
with Guna®~Flu +
anti-influenza
vaccine.

OR = Odds Ratio

Cl = confidence

interval

Enteritis
pneumonia

These homeopathic remedies are indi-
cated in the initial phases of the inflam-
matory process (neurogenic and vascu-
lar phase) and in the acute febrile epi-
sode in particular.

This means that Guna®-Flu is indicated
also in the treatment of influenzal and
para-influenzal symptoms and not only
in the prevention of the influenza
syndrome and colds.

The presence of these remedies also has
a precise rationale from the point of
view of synergy with the remedies of the
nucleus of immunostimulation.

STATISTICAL ANALYSIS AND
RESULTS

Results were drawn up and analysed ac-
cording to the Odds Ratio model of
analysis (TAB.4), taking into account the
Confidence Interval (TAB.5).

This model of statistical analysis allows
assessment of the non-inferiority of Gu-
na®-Fluvs. anti-influenza vaccine in the
prevention of the influenza syndrome
and colds since the result expresses the
significance of positivity or negativity of
preventive efficacy absolutely and not
as a percentage scale of efficacy (TAB. 6).
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GUNA®-FLU

REMEDIES FOR CONTROL OF SYMPTOMS

CUPRUM 3C
Myalgia
Anti-inflammatory
and antiseptic action
acc. to Oligotherapy

=

e

Guna®-Flu.
- Remedies for
control of
symptoms

DISCUSSION

viral drift; cell-mediated immunostimu-
lation capable of providing effective co-
ver by Guna®-Flu even in the case of vi-
ral drift (TAB. 11). [ |

In this study, both protective measures
considered showed clear preventive ef-
ficacy in the treated children compared
to the control group (TAB. 7).

In particular, each protective measure
showed greater preventive affinity for
some clinical pictures of the influenzal
syndrome (TAB. 8, 9).

The percentage of episodes of acute
respiratory infections treated with
antibiotics was reduced drastically from
65% to 40% in the treated groups
(TAB. 10).

No side effect was recorded in the chil-
dren included in the Guna®-Flu group.
The compliance of children and their
parents with the homoeopathic medici-
ne was optimal.

A point for reflection for any future trials
of Guna®-Flu vs. anti-influenza vaccine
is the fact that there is a possibility of
therapeutic overlap between the two
medicines, which is plausible in relation
to their mechanism of action: antibody
immunostimulation possessed of speci-
ficity, memory and very high selectivity
for the vaccine but “defenseless” toward
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