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INTRODUCTION

Bronchial asthma, the most frequent
pathological chronic condition of child-
hood, is among the main chronic dis-
eases responsible for child hospitaliza-
tion and school absence, which results
to be 3 times greater than that of unaf-
fected children.

40% of asthmatic children have sleep
disorders (one to two nights per week)
that can cause a decrease in the learn-
ing performance.

– Asthma is a frequent and important
disease for the pediatrician; according
to several statistics, on average 1 in 10
school-age children is affected. 

The asthmatic condition greatly affects
both the child and the family, since this
disease strongly conditions the quality
of life of the whole family.
– Asthmatic children are not only sub-
ject to a considerable number of
scholastic absences, but they often re-
sult unable to perform sports activities
regularly and are limited in their daily

The enrolled patients were affected by
mild intermittent/persistent bronchial
asthma and moderate asthma (mild and
moderate degrees). Most patients (22/28)
tested positive for dust mites, Parietaria,
Gramineae and mould. The remaining pa-
tients did not have any allergy.
All the children were treated with GUNA-
IL 12 4CH + GUNA INF GAMMA 4CH + GU-
NA-MATRIX + CITOMIX®. 
GUNA-ALLERGY-PREV has been added
specifically to the allergic patients.
The whole group was recommended a
naturally basic diet and to rebalance the
gut flora.
The patients have been clinically evaluat-
ed at the end of 1-2-3 months of therapy,
according to specific trend. They were
given a clinical diary to fill out at home,
which covered different related symp-
toms and treatments.
In the children who followed preventive
conventional treatments the established
therapy has been maintained for 1 or 2
months, in relation to the clinical evolu-
tion and the number of drugs adminis-
tered. Once the symptoms were stabi-
lized, the conventional drugs were grad-
ually suspended. Conventional treatment
was maintained in case of need.
The patients have been evaluated for a
period ranging between 12 and 24
months, testing the clinical trend before
and after the beginning of the low dose
treatment for equal periods of time.
The results are the following: 
after 1 month of low dose treatment, the
use of conventional drugs has been re-
duced or suspended. After 2-3 months,
basically no patient was administered
conventional treatment; conventional
treatment was used only for brief periods
due to bronchial asthmatic episodes.
All patients had an important improvement
of the symptoms and their frequency.
This therapy has proved to be without
negative side effects and it seems to be
an excellent and advantageous therapeu-
tic method for the balancing of the Th1-
Th2 cells ratio.
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ASTHMA, CITOMIX®, GUNA-ALLERGY-
PREV, GUNA-MATRIX, GUNA-IL-12 4CH,
GUNA-INF GAMMA 4CH, PHYSIOLOGICAL
REGULATING MEDICINE, CYTOKINES
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routine because of the excessive protec-
tion of their family. Moreover, parents
miss many working days to assist chil-
dren in the clinical activity of the dis-
ease and for the controls that it involves.

The implications on the whole commu-
nity are very important, both in terms of
quality of life and health care costs.
The WHO regards asthma as one of the
main public health problems in the
world.

– Despite the important progresses in
the knowledge of the inflammation
pathophysiology and of the immune
mechanisms of the tissue, leading to the
realization of new drugs, the incidence
of asthma in children is still increasing. 

CHILDHOOD ASTHMA 
− NATURAL HISTORY

Asthma is a chronic inflammatory dis-
ease in which the inflammation of the
Respiratory Tract determines and is de-
termined by bronchial hyperreactivity to
a great number of triggers.
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– In turn, this reaction generates an ob-
struction of the Respiratory Tract (that in
normal conditions is completely re-
versible) and which causes the typical
symptoms of asthma: cough, breathless-
ness, and dyspnoea. 
Although the symptoms are easily rec-
ognizable, these do not represent the
fundamental aspects of the disease.

The basis of this pathology is given by
inflammation of the Respiratory Tract,
responsible of the hyperreactivity of the
disease.

The obstruction to the air passage is
caused by bronchoconstriction,
bronchial edema, hypersecretion of mu-
cus and inflammatory cell response, in-
cluding eosinophils, key cells of the dis-
ease. 
The symptoms represent just the tip of
the iceberg of the inflammatory process.

Despite inflammation is the pathogenet-
ic agent of asthma, in children the on-
going changes and the different stages
of maturation of the organs, of the lungs
and of the Immune System in particular
should be considered.

A child’s lung is not the lung of a small
adult.

There are physiological aspects that ex-
pose children to greater risks, in partic-
ular the reduced diameter of the organs
of the respiratory tract that may be more
easily obstructed by inflammatory exu-
dates.

There are other physiological aspects to
consider, including a reduced rib cage
and less elasticity of the Respiratory
Tract. 

Lung growth during childhood is of
paramount importance in the expres-
sion of asthma in children. 
–The forced expiratory volume in a sec-
ond (FEV-1) varies with age.

Lung function increases in the early
childhood, until reaching the maximum
level at the beginning of adulthood.

This causes the respiratory symptoms to
decrease in late childhood as a result of
the lung tissue growth.

– During growth, the tendency in asth-
matic children to “recover” one’s con-
dition could be the result of the increase
of the pulmonary function, not neces-
sarily the result of a change in the aller-
gic response of the Respiratory Tract.

However, the fact that asthma in chil-
dren reduces lung development can
have important consequences in the
course of life; the decline expected dur-
ing elderly life “begins” from a lower
FEV-1 level. 

In the patient suffering from asthma, the
Respiratory Tract is characterized by an
accentuated reactivity (bronchial hyper-
reactivity) which leads, by the action of
triggering factors (allergens, exertion,
sudden variations in temperature of the
inspired air) to a rapid and sudden de-
terioration of the respiratory capacity
(asthma attack).

– During the asthma attack it is pro-
duced an edema of the mucosa and the
smooth muscle in the airways gets con-
tracted (bronchoconstriction) resulting
in a decrease in the flow of air into the
lungs (“air hunger”).

The state of inflammation of the airways
which characterizes asthma leads to a
tissue remodelling that is established
slowly but irreversibly, causing smooth
muscle thickening (muscle hyperpla-
sia), swollen glands that produce mucus
(glandular hyperplasia), formation of
new blood vessels (neoangiogenesis),
collagen deposition, thickening of the
epithelial basement membrane and re-
duction of the elasticity of the Respira-
tory Tract wall, which results in a weaker
and weaker response to therapy.

– If not treated properly, asthma leads to
irreversible obstruction of the airways.
Considered these issues, it is evident the
importance of early diagnosis and ther-
apy of asthma. 

RISK FACTORS

The risk factors of asthma can be divid-
ed in individual factors and environ-
mental factors.

– Among the individual factors there is
genetic predisposition: the probability
of developing allergic asthma for those
who do not have allergic parents is 5-10%;
for those who have an allergic parent
the probability is 25-50%; it rises to
75% when both parents are allergic.
Among the risk factors there is also
atopy, the predisposition to a higher IgE
synthesis.

Hyper-responsiveness of the airways al-
so plays an important role.

– Among the environmental factors
there is the massive presence of aller-
gens and air pollution (both direct ac-
tion, irritating for mucous membranes
and as co-allergic factor, as a complex
allergen is formed).
Respiratory infections play an important
role; the lack of sufficient contacts with
viruses and bacteria in the early years of
life causes reduction of Th1 lympho-
cytes and consequent increase in Th2
lymphocytes.

Th1-Th2 BALANCE

The conclusions presented by recent
studies on the changes in the develop-
ment of immune functions during the
first and second childhood help in the
diagnosis and provide the explanation
of the increased incidence of bronchial
asthma in these periods.

– In the fetus and in the newborn the Im-
mune System favours a Th2 response (in-
crease in IgE and eosinophilic activation).
Contact with viruses and bacteria in the
early years of life stimulates the Th1 re-
sponse (delayed reactions of hypersen-
sitivity) to the detriment of the Th2 re-
sponse, shifting the Th1-Th2 balance to-
wards a greater importance of Th1 (inhi-
bition of atopic reactions) (FIG. 1). 
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ASTHMA AND THE IMMUNE 
SYSTEM

Asthma is a chronic disease character-
ized by 3 main events that occur in the
respiratory tract: 1) partially reversible
obstruction of the lower Respiratory
Tract; 2) increase of bronchial reactiv-
ity to different stimuli; 3) inflamma-
tion.

– It is supposed that bronchial reactivity
has a genetic basis.

Initially transitory, bronchial hyperreac-
tivity is supported by a continuous stim-
ulation (constant presence of triggering
factors such as allergens, pollutants, in-
fections) that evolves into a permanent
state of hyperreactivity. 

While bronchial reactivity has always
been considered the clinical character-
istic of asthma, inflammation of the Res-
piratory Tract represents the key marker
of this disease.

Since the early studies, evidence that in-
flammation is one fundamental compo-
nent of asthma has been given by autop-
tic findings.

FIG. 1

Histopathological findings demonstrate
bronchial infiltration by eosinophils,
mast cells and lymphocytes. 
Mast cells and eosinophils secrete a
wide range of mediators that lead to tis-
sue inflammation.
Other cytotypes such as lymphocytes,
macrophages and epithelial cells pro-
duce other soluble factors (cytokines)
that mediate inflammation in asthma.

– The Respiratory Tract is infiltrated by
neutrophils and eosinophils, degranu-
lated mast cells resulting in the thicken-
ing of the epithelial basement mem-
brane and in the occlusion of the
bronchial lumen by the mucus.

The bronchial smooth muscles produce
hyperplasia and hypertrophy, as well as 
hypertrophy of the calciform cells.
These findings are also characteristic of
mild forms of asthma, though varying
according to clinical severity.

Most of the cells of the Respiratory Tract
are activated and release preformed or
recently synthesized chemical media-
tors, substances that play a direct role in
the disease.

In the bronchoalveolar washing fluid

With the maturation and exposure to
microbial pathogens (in particular bac-
terial), the stimulation of Th1 lympho-
cytes occurs, restoring the Th1-Th2 bal-
ance.

– Recent research on asthma and on
the causes of allergies, considered en-
vironmental exposure in early child-
hood. 
It is interesting to focus that some envi-
ronmental exposure, which once were
considered a cause and an aggravating
factor, could be “protective” if consid-
ered by the perspective of atopy and
asthma.

In fact, although clearly beneficial, the
reduction to daily exposures to
pathogenic, bacterial and parasitic
agents during childhood can reduce the
“protective” effect of such infections
against atopy and asthma.

Excessive hygiene produces the same
result; moreover, the greater the number
of children in the same family, the lower
the probability that the younger children
are affected by allergic bronchial asth-
ma.
– Special eating habits can induce
greater predisposition to asthma; exces-
sive use of drugs (e.g. antibiotics), the
presence or absence of parasitic infesta-
tions and tobacco smoke can increase
the incidence of this pathology.

Following to the exposure to various in-
fectious antigens during early childhood
and with the maturation of the Immune
System, the latter moves towards the
Th1 cytokine profile, in most cases. 
Th1 cytokines facilitate normal “non-al-
lergic” reactions to the common envi-
ronmental exposures.
In the last decades the successes ob-
tained in the field of hygiene and public
health have led to complete prevention
of many childhood infections.

It is theorized that the relative ab-
sence of infectious antigenic expo-
sures shifts the Th1-Th2 balance to-
wards the Th2 cytokine profile.

CHILDHOOD PRE-ADOLESCENCE

FAVOURABLE FACTORS
− Healthy parents
− Appropriate hygiene
− Healthy environment
− No use of drugs

UNFAVOURABLE FACTORS
− Ill parents
− Inappropriate hygiene
− Environmental pollution
− Diseases, surgeries
− Use of immunosuppressive drugs 
− Early childhood vaccines 

Immune immaturity

Immune maturity

Allergic pathologies

Autoimmune pathologies
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and in the bronchial secretions there
is an abundance of chemotactic
chemokines as well as of cytokines that
mediate inflammation.

From a purely inflammatory point of
view, T helper 2 (Th2) lymphocytes play
a fundamental role in the development
of asthma because they stimulate the
presence of eosinophils and the produc-
tion of immunoglobulin E (IgE) by the B
lymphocytes.

T lymphocytes are responsible for the
reactions of cell-mediated immunity
(activation of macrophages, Natural
Killer cells, cytokines), while B lympho-
cytes are responsible for humoral im-
munity reactions through the produc-
tion of antibodies (immunoglobulins).

Both eosinophils and IgE are fundamen-
tal elements in the process of inflamma-
tion given by allergy.

Insufficient contact with viruses and
bacteria in early childhood, a condition
that could occur when children live in
a too much protected environment from
a hygienic point of view, would prevent
the establishment of a correct balance
between Th1 and Th2 lymphocytes (hy-
gienist hypothesis).

Th cells are divided into two subsets dis-
tinguished according to the cytokines
produced:

– Th1 → IL-2, IL-12, IFN-gamma, and
TNF-beta; 
– Th2 → IL-4, IL-5, IL-6, IL-10, and
IL-13 (FIG. 2).

It is not clear if, and to what extent, the
antigen nature can affect the quality of
the response to produce an imbalance
of the Th1 or Th2 phenotype.

– Th1 cells induce responses of delayed
hypersensitivity and promote the activa-
tion of specific cytotoxic lymphocytes
(CD8 + T cells and Natural Killers) for
the secretion of IL-12 and IFN-gamma.

– Th2 cells are necessary for the differ-
entiation and proliferation of the B cells,
Their production of IL-4, IL-5, IL-6, IL-
10, and IL-13 induces the differentiation
of B lymphocytes in plasma cells; the
production of IL-4 activates mainly the
IgG-IgE switch (FIG. 3).

In contrast to the pro-asthma effects of
Th2 cytokines, treatment with Th1 cy-
tokines such as IFN-gamma decreases
the recruitment of eosinophils during
the allergic inflammation.

The molecules that can decrease IgE
levels (lowering the production of Th2
cytokines and increasing the production
of Th1 cytokines) can modulate allergic
reactions.

Based on this assumption several stud-

ies, in vitro and in vivo, have tested the
capacity of IL-12 to decrease the synthe-
sis of Th2 cytokines.
In all experiments, it has been demon-
strated that IL-12 influences allergic in-
flammation and bronchial hyperreactiv-
ity.

– Recently some studies have shown
that treatment with IL-12 decreases IgE
production in vivo and in vitro and that
it has strong immunomodulatory effects
on pulmonary inflammation.

These observations provide additional
evidence in favour of the importance of
the Th2-polarized cells and the rele-
vance of associated cytokines in the in-
duction and maintenance of the inflam-
matory events of the Respiratory Tract in
the asthmatic patient.

To date, the control of mediators re-
leased by mast cells and eosinophils has
been considered the main way to inhibit
allergic reactions.
The data here presented suggest that the
ability to control the T cell activation af-
ter stimulation by the allergen can lead
to a therapeutic approach that can con-
trol asthma.

– These evidences indicate a new way
to clarify the pathophysiology of asthma
suggesting also an innovative therapeu-
tic approach through the rebalancing of
the cytokines responsible of allergic-in-
flammatory reactions of the Respiratory
System.

CYTOKINES, INFORMATION AND
LOW DOSE

The Immune System is composed of
cells whose functioning depends on
their communication that takes place ei-
ther by direct contact or through cy-
tokines and chemokines, a true network
for the organism.

These molecules are active within a
complex communication network and
reflect and support different immune re-
sponses.

FIG. 2

Cell-mediated immunity

Humoral immunity
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The chemical and biological character-
istics of the antigen, and the circum-
stances in which it meets the host, influ-
ences the type of System response
through the activation of specific sub-
groups of T helper lymphocytes (Th). 
In turn, Th lymphocytes organize the
immune response producing specifics
cytokines.
Furthermore, certain types of diseases
are characterized by the involvement of
specific cytokines.

– In response to viruses, bacteria, tu-
mors and transplants, the subgroup Th1
is activated. 
This subgroup, which can be identified
for the production of IL-12 and INF-
gamma, enhances the cellular defence
(cytotoxic lymphocytes, macrophages),
stimulating the synthesis of proinflam-
matory cytokines (IL-1, TNF-α, IL-6).
Otherwise, soluble antigens and para-
sites determine a Th2 lymphocyte re-
sponse, which can be identified for the
production of IL-4, IL-5 and IL-10, rein-
force the humoral defence and induce
the activation of eosinophils and of ba-
sophils.

There are other subgroups of T lympho-
cytes with complex regulatory func-
tions, which can be recognized for the
production of typical cytokines. 

– Th1 cytokines are produced by lym-
phocytes themselves, but mostly by ac-
tivated macrophages. They are pro-in-
flammatory because they promote the
recruitment of immune and inflamma-
tory cells on the site of the lesion.
Th2 cytokines are anti-inflammatory
because they can fight the action of the
pro-inflammatory ones. 

Th3 type cytokines are regulatory.

The secretion of cytokines is a self-lim-
ited phenomenon that contributes to the
defence organization and that finishes
with the accomplishment of an effective
immune response.

In some conditions, some cytokines are
over-expressed in quantity (as in sepsis

for macrophage cytokines and in ana-
phylaxis for Th2 cytokines) or in dura-
tion (as in chronic inflammatory dis-
eases and granulomatous diseases).

In such cases the toxic effects of these
molecules exceed their usefulness in the
organization of the immune response.
The use of cytokines at pharmacological
doses has caused serious side effects, in-
cluding heart arrhythmia and death.

Therefore, the use of low dose, appro-
priately activated, cytokines has been
devoted great attention in order to avoid
the side effects typical of pharmacolog-
ically-active high doses. 

The attention of Physiological Regulating
Medicine (PRM) has focused on the role
of messenger molecules who act as
medicines; they help an ill organism to
return to the original physiological con-
ditions thanks to the oral administration
of low and physiological doses of acti-
vated messenger molecules.

In this way PRM is essential in the care
of children. Through the use of low-con-
centration cytokines, the normal physi-
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IL-4, IL-13
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FIG. 3

ological functions of the organs defend-
ing the organism can be restored, with-
out attacking them, as conventional
drugs, but stimulating them to greater
reactivity.

In a disturbed biological balance,
such low-dose SKA (Sequential Ki-
netic Activation) medicines convey
information to rebalance the cell ac-
tivity. 

The most critical point of conventional
therapies which are currently being
used lies in their inability to act on the
aetiology which unites all allergic
atopic diseases, which is the imbalance
of the Th1-Th2 response.

The use of a therapy based on cytokines
produced by the Th1 lymphocyte sub-
population (such as IL-12 and IFN-gam-
ma), designed to counteract the over-ex-
pression of Th2 cytokines, represents the
most advanced pharmacological ap-
proach in the field of clinical application
of the principles of immune therapy.

– Starting from these considerations,
some trials have been recently launched
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same concentration in which they are
present in transmembrane receptors and
in the extra-cellular matrix (ECM)],
favours the Th1 response and restores
the balance Th1-Th2.
Because different cytokines can have
different effects on the same cell, that is
a cytokine can antagonize the effect of
another (e.g. IL-4/INF-GAMMA), in
Physiological Regulating Medicine are
used the antagonistic cytokines to con-
tain the biological effect, not different
dilutions of the same cytokine.
– In pathological conditions it is ob-
served an imbalance; for example, in
acute inflammatory diseases the Th1
“part” is preeminent. In such cases the
therapy consists in “increasing” the Th2
part (IL-4, IL-10, TGF-BETA) to rebal-
ance the immune balance.

• In allergic diseases the Th2 part is pre-
eminent; in these cases the therapy con-
sists in increasing the Th1 part (IL-12,
INF-GAMMA). 

To sum up, the use of GUNA-IL-12 and
GUNA-INF GAMMA in physiological
dilution 4CH, is able to produce the
Th2-Th1 rebalance.
At the same time, Th1 interleukins are
able to inhibit the secretion of Th2 inter-
leukins (FIG. 4).

– GUNA-MATRIX

The use of this medicine finds a precise

rationale because the ECM plays a key
role in all inflammatory processes: the
storage of allergens in the ECM deter-
mines a high level of reactive hypersen-
sitivity in the target tissue.
The detoxification of the ECM repre-
sents, therefore, the keystone for main-
taining or restoring health.
The delicate systems that regulate the
balance health-disease are in the ECM:
it is here that, through the cytokines and
the neural and endocrine components,
PNEI information is carried in order to
coordinate and control functions.
The modifications of the ECM influence
the cellular dynamics: here a great
amount of information can be stored
and transmitted to the cells as instruc-
tions for their physiological function-
ing.
–Transferring messages from a system to
another may be hampered, inhibited
or modified, with consequent alteration
of the System itself.

– GUNA-MATRIX acts on the ECM
(mesenchymal draining).

– CITOMIX®

– The action of CITOMIX® can depend
on non-specific effect in controlling in-
flammation of the Respiratory System
and can be connected to the ability to
influence the release of radical super-
oxides (reducing it) in the granulocytes
of the peripheral blood.
50-80% of all the affected cells by an in-
flammatory reaction are granulocytes;
with the migration to the inflammatory
outbreak, these release elastase, colla-
genase, phosphatase, lipase, etc.
The released enzymes damage the sur-
rounding tissue and increase the inflam-
matory process.
The same enzymes exert stimulation on
fibroblasts and promote repair of the
damaged tissue, which leads to a fibrot-
ic modification of the lungs.

– GUNA-ALLERGY-PREV

GUNA-ALLERGY-PREV is a PRM
medicine designed for effective specific
and non-specific desensitization for the

Th0

INF-γ
IL-12

IL-4

Th1 Th2
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T

INF-γ
IL-12

4

2

IL 4

Th1

INF γ IL 4

Th2

IL-4

STIMULATES STIMULATES

INHIBITS

FIG. 4

and concluded in order to investigate
the feasibility and effectiveness of a
therapeutic intervention based on Low
Dose Medicine for allergic diseases,
above all pediatric ones.

– In vitro it has been shown that some
Th1 SKA-activated low dose cytokines
(in particular IL-12 and IFN-gamma),
modulate the expression of the Th2
overexpressed cytokines in order to re-
balance the response Th1-Th2.

MATERIALS AND METHODS

Following what above presented, it has
been proposed for 28 pediatric patients
suffering from bronchial asthma a treat-
ment with low dose SKA cytokines and
low dose medicines.

– The medicines used in the study are
biological (physiologically present in
the body) low dose molecules, draining
medicines that act on the Immune Sys-
tem, promoting the specific and non-
specific desensitization to the most
common allergens causing respiratory
diseases. 

– GUNA-IL-12 and 
GUNA-INF GAMMA 

– The use of GUNA-IL-12 and of GU-
NA-INF GAMMA in physiological con-
centration 4CH [corresponding to the
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most common and widespread airborne
allergens and for a prompt modulation
of the inflammatory symptomatology
(conjunctival burning, hyperlacrima-
tion, photophobia, itching and nasal
obstruction, serous rhinorrhoea,
headache, cough, asthmatic crises).

In PRM therapy of childhood asthma,
there are four basic pillars:
• Draining of the ECM.
At this stage it is important to use GU-
NA-MATRIX and CITOMIX®. 

• Induction of the immune tolerance,
through the administration of low dose
allergens (GUNA-ALLERGY-PREV).

• Production of the Th2 → Th1 switch,
in order to restore the immune balance;
in this way we act at the origin of the
clinical manifestation.
Th1 interleukins inhibit the secretion of
interleukins Th2 (GUNA-IL-12 and GU-
NA-INF GAMMA in physiological dilu-
tion 4CH).

• Basic therapy with CITOMIX® that de-
termines non-specific stimulation of the
Immune System.

�This clinical trial included 28 patients,
aged between 4 years and 2 months
and 13 years.
Patients were affected of allergic and
non-allergic bronchial asthma, or pre-
sented recurrent bronchial obstruc-
tion.

15 children, patients in specialized cen-
tres, had been tested for functionality of
the Respiratory System according to
age; all patients had performed cuta-
neous allergy tests (skin prick test) for
the most common airborne allergens.

The analysed children were: allergic to
Graminaceae and/or to Parietaria (Pari-
etaria officinalis) (6); allergic to mites
(4); positive to skin prick tests for
Graminaceae and mites (9); positive
for Gen. Alternaria (3); negative to skin
prick tests (6) (of these 3 presented
documented stress-induced asthma)
(TAB. 1). 

– In most of the patients, the persistence
of symptoms and the clinical character-
istics of the disease had made it neces-
sary an ongoing therapy with inhaled
corticosteroid, corticosteroid associated
with long-acting bronchodilator and/or
with Montelukast. Only 3 patients had
been firstly suggested a therapy with
low dose interleukins. 
19 patients presented symptoms typical
of persistent-mild asthma and the re-
maining 9 patients presented symptoms
typical of persistent-moderate asthma
(classification by GINA) (FIG. 5, TAB. 2).

Patients have been monitored for pe-
riods ranging between 12 and 24
months.
The observation period has been divi-
ded in two overlapping periods for du-
ration; for each of these it was calcula-

ted the number of bronchial obstruction
episodes.
The first period covers the one prior to
the treatment with interleukins, in
which the patient was treated with con-
ventional drugs or no preventive the-
rapy.
In the second period, conventional
drugs were initially associated with In-
terleukin and the low dose therapy.

Considering all patients (28): 10 were
in continuous treatment with inhaled
corticosteroids; 4 associated Montelu-
kast with the therapy with inhaled cor-
ticosteroids; 6 were treated exclusively
with Montelukast; 5 were treated with
inhaled corticosteroids associated with
long-acting bronchodilator; 3 were not
following any therapy at enrolment
(TAB. 3). 
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Symptoms Night 
symptoms

FEV1 or PEF

STEP 4
Severe

Persistent

STEP 3
Moderate
Persistent

STEP 2
Mild

Intermittent

STEP 1
Intermittent

Continuous
Limited physical 
activity

Daily attacks 
limiting the 
activity

> 1/week 
but < 1/day

< 1/day
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> 2/month

≤ 2/month

FEV1 ≤ 60% expected
PEF variability > 30%

FEV1 ≤ 60-80% expected
PEF variability > 30%

FEV1 ≥ 80% expected
PEF variability 20-30%

FEV1 ≥ 80% expected
PEF variability < 20%

FIG. 5
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The change of therapy was determined
by the fact that the clinical situation was
not stabilized (50%); the other 50% de-
cided to change therapy for poor confi-
dence in the conventional medical ther-
apy and fear of side effects.

– The clinical course was evaluated on
the basis of the data entered in a month-
ly clinical diary regarding symptoms
and therapies (TAB. 4). 
Patients were administered the Inter-
leukins; for the first period (1-2 months)
the ongoing conventional therapy has
been maintained; when the clinical
condition resulted stable, anyway never
before the completion of the first month
of therapy, the conventional therapy
was suspended.
For the patients who took two drugs, the
suspension took place gradually, inter-
rupting a drug first and, after about an-
other month – along with the stabiliza-
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antihistamines and cortisone taken oral-
ly.
– The decrease in the use of bron-
chodilators was significant.
Patients on average used bronchodila-
tors 11 days/month; in the first 45-50
days this number dropped to 6
days/month, and was reduced to 3
days/month after 3 months of therapy
(TAB. 5).

In 2 patients the interruption of the cy-
tokine-based therapy caused, after 3-5
months, new bronchial obstruction
episodes (their parents then decided to
resume the low dose treatment). 
No patient stopped spontaneously the
therapy.
Generally, the average number of
bronchial obstruction episodes in the
months before the beginning of the low
dose therapy was 6.7; during the low
dose treatment the number fell on aver-
age at 2.5 (TABs. 6, 7, 8). 

DISCUSSION 

The results of this trial can be explained
by the principles of Physiological Regu-
lating Medicine.
The conclusive evaluations are given by
the doctor’s opinion and feedbacks from
the patient and his/her family. 
From a clinical point of view the final
evaluation is positive: a clear reduction
in symptoms was objectively recorded
in all the analysed patients. 

This determined the reduction of the
bronchial obstruction episodes in each
patient, with a decrease in the number
of children’s school absences and their
parents’ work absences.
It was possible to reduce the administra-
tion of conventional antiasthmatic drugs
and bronchodilators.
It has also to be mentioned that children
referred a clear sensation of improved
well-being, both physically and psycho-
logically, which was confirmed by par-
ents.

– Compliance was excellent because,
apart from the proven clinical result, the

TAB. 3

tion of the symptoms – the second one
was also suspended.

For all the enrolled patients the ther-
apy consisted in: GUNA-IL-12 4CH,
GUNA-INF GAMMA 4CH, CITO-
MIX® and GUNA-MATRIX.
This therapy was integrated with GU-
NA-ALLERGY-PREV if the asthma
was due to an allergic pathology (22
patients).
− The therapy was implemented in
cycles of 3-6 months and resumed
during the expected critical periods.

RESULTS 

After 2 months of therapy the number of
bronchial obstruction episodes de-
creased in all the patients, with a radical
reduction in the use of bronchodilators,
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parents were reassured by the fact that
the therapy was effective, well tolerated
and without side effects.

CONSIDERATIONS AND 
CONCLUSIONS

Childhood bronchial asthma is one of
the most common pathologies and rep-
resents one significant cause of human
and social costs, with remarkable im-
pact on daily activities and on the chil-
dren’s quality of life as well as that of
their families.

Most of the patients included in the
study started the PRM therapy because
their parents were worried of the side ef-
fects given by the conventional drugs
and/or because the ongoing conven-
tional therapy was poor in controlling
symptoms.

– What motivated to continue the pro-
posed therapy was the significant reduc-
tion of bronchial obstruction episodes
with evident clinical improvement. 

The comparison with conventional ther-
apy highlights:
1) minor use of the antihistamines;
2) lower use of cortisone inhalers;
3) lower use of beta2-agonist.

The PRM therapy resulted in a good dis-
ease control, a good quality of life, with
very few school absences.

After the first month of PRM therapy the
use of conventional drugs was greatly
reduced until complete elimination. The
asthmatic crises decreased significantly.

The results were very satisfactory, both
for the reduction of the symptoms and
for the total lack of collateral effects, as
well as the excellent compliance.

It is believed that the use of IL-12 4CH
and of INF-GAMMA 4CH SKA, together
with the draining therapy, represents an
interesting therapeutic novelty in the
treatment of childhood bronchial asth-
ma.

TAB. 4

– Physiological Regulation Medicine of-
fers innovative therapeutic tools, and
thanks to the physiological dilution
(4CH) allergic diseases and asthma in
children can be treated with higher
serenity.  �
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