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PROBIOTIC BACTERIA BASED COMPOSITION AND USE THEREOEFE '

IN THE-PREVENTTON AND/OR TREATMENT OF RESPIRATORY PA-

THOLOGIES AND/OR INFECTIONS AND IN THE IMPROVEMENT OF

THE INTESTINAL FUNCTIONALITY

* % *x Kk %

DESCRIPTION

The present invention relates to probiotic bacteria
based compositions, if necessary integrated with pre-
biotic substances, and the use thereof in the preven-
tion and/or ‘treatment of <respiratory pathologies
and/or infections and in the contemporaneous improve-
ment of the intestinal functionality, which may result
compromised from therapeutic treatments adopted for
resolving said pathological conditions.

In the last fifty years, the employ in the food field
of probiotic bacteria has gained an always increasing
importance. |

For “probiotic” it is understood to mean those living
species—s?ecific microorganisms which, when swallowed
or applied in a sufficiept number; are able to induce
in the consumer Specific functionél and beneficial ef-
fects on the state of healtﬁ of the host.

If the action of the probiotic microorganism plays a
pharmacologically active role towards pathological

forms concerning the host; the probiotic microorganism
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can be defined by the term “biotherapeutic agent”, to
testify the potential ability of supplying a valid
help to the medical therapy.

Therefore, considering that the beneficial properties
of the probiotics can be both of a general systemic
order and aimed to solve specific disorders or dis-
eases, their use concerns various applicative fields,
from the food industry to the pharmaceutical one.

In the pharmaceutical field, the probiotic bacteria
are usually employed, for example, in the prevention
and treatment of intestinal pathologies of a different
origin and néture.

The possible beneficial action of the probiotic bacte-
ria is also object of study, for example in patients
suffering from diabetes mellitus’ of type 2, chronic
autoimmune and inflammatory pathologies, tumor pa-
thologies, high serum levels of cholesterol.

However, the use of probiotic bacteria in the preven-
tion and/or therapeutic treatment of the respiratory
pathologies is not known.

In particular, the use of probiotic bacteria, in asso-
ciation, or not,'With opportune substances having pre-
biotic properties for the prevention and/or treatment
of respiratory pathologies and/or infections and, at

the same time, for the improvement and/or the regu-
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larization of the intestinal func£ionality, which can
result ébmpromised (indeed;, very often it results com-
promised) by therabeufic treatments adopted for re-
solving said pathological conditions, is not known.
Usually, the respiratory pathologies and/or infections
are treated by using the administration, sometimes
also massive and for prolohged times, of antibiotics
and/or antiinflamatories.

Unfortunately, the side effects caused by the use of
these drugs are often troublesome, harmful and weaken-—
ing for the organism.

The object of the present invention is to prevent
and/or therapeutically treat respiratory pathologies
and/or infections‘'of a wvarious origin and .nature,
without causing undesired side effects, such as those
induced by the traditional treatments with antibiotics
and/or antiinflammatories.

Another of the objecfs of the present invention is to
prevent and/or therapeufically treat respiratory pa-
thologies and/or infections of a -various origin and
nature, by simultaneously improving and/o regularizing
the intestinal functionality of the organism, often
.compromised by said pathologicai conditions.

These and other objects, which will better result from

the following detailed description, have been attained
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by the Applicant, which has unexpectedly found that a
composition including an opportune mixture of probi-
otic bacteria is able to give an adeguate response to
the problems above-pointed out.

An object of the present invention is therefore the
ﬁse of a composition including a mixture of probiotic
bacteria for the preparation of a medicament for the
prevention and/or the therapeutic treatment of respi-
rafory pathologies and/or infections, as summarized in
the appended independent claim.

Ano£her object of the present invention is a coﬁposi—
fion for the use above-mentioned, including a mixture
of probiotic bacteria, belonging to the genus Lactoba-
cillus and/or genus Bifidobacterium, whose features
are summarized in the appended independent claim.

A kit for the co-ordinated administration of said com-
" position in combination with one or more pharmacologi-
cally active substances, as summarized in the appended
independent claim, formg then a further object of the
present invention.

Preferred embodiments of the present dinvention are
summarized in the appended dependent claims.

in a pfeferred embodiment, the compositipn of the pre-
sent inventioﬁ is used for the preparation of a me-

. , :
dicament for the prevention and/or the therapeutic



WO 2006/054135 PCT/1B2005/003214

treatment of respiratory pathologies and/or infec-
tions. |

In another preferred embodiment, the composition of
the present invention is used for the preparation of a
medicament for the prevention and/or the therapeutic
treatmenf of respiratory pathologies and/or infec-
tions, with a simultaneous improvement and/or regu-
larization of the intestinal functionality of the or-
ganism.

In another preferred embodiment, the composition of
the present invention is used for the preparation of
an influenza vaccine.

In a further preferred embodiment, the composition of
the present invention includes a mixture of three pro-
biotic bacterial species, belonging to the genus Lac-
tobacillus and the genusrBifidobacterium.

In a further preferred embodiment, the composition of
the present invention additionally includes at least a
substance having prebiotic properties.

- By the term “prebiotic”, are generally shown4 sub-
stances or components of the diet (such as, for exam-—
ple, fibres), neither digestible nor absorbable b& the
organism, which,‘When arrived integral in the colon,
selectively stimulate the development and the activity

of the microbial groups beneficial for the health of
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the individual.

’The association of probiotics with prebiotic sub-
stances or foéds gives rise to compositions generally
shoWﬁ Ey the term “symbiotic”.

In another preferred embodiment, said composition ad-
ditionally includes at least another probiotic bacte-
rium.

In aﬁ additional preferred embodiment, said composi-
tion further includes at least a pharmacologically ac-
tive substance.

The compositions of the present invention proved use-
ful preferably for the prevention and/or treatment of
"the following pathologies:

- influenza like syndromes, often characterized by fe-
ver and affections at the expense of the respiratory
system (usually shown in the art with the ILI abbre-
Qiation, that is Influenza Like Illness);

-~ bronchitic pathologies of a different nature (in-
cluding tﬁose of a chronic type);

- pathologies concerning the high respiratory tree,
such as for example, laryngitis and tracheitis (gener-
ally shown in the art by the URTI abbreviation, that
is Upper Respiratory Tract Infections);

- common cold;

- cough.



WO 2006/054135 PCT/1B2005/003214

The compositions of the present invention include at
least a probiotic bacterial species.

Preferably, said. compositions include a mixture of
multiple bacterial probiotic species.

More preferably, said probiotic bacterial species are
opportunely selected among those belonging to the ge-
4nus TLactobacillus and/or genus Bifidobacterium.

In a particularly preferred embodiment, said composi-
tions include a mixture consisting of the following
three bactérial species: Bifidobacterium lactis, Lac-—
tobacillus casei subsp. rhamnosus, Lactobacillus plan-—
tarum.

Advantageously, particularly preferred bacterial
strains belonging to said mixture of three bacterial
épecies are resulted those selected from:

- Bifidobacterium lactis, ID n. LMG P-21384 (deposited
-to the Belgian Coordinated Collections of Microorgan-
isms - BCCM IMG Collection, on January 31°° 2002);

- Lactobacillﬁs casei subsp.w rhamnosus, ID n. DSM
16605 (deposited to the'DSMZ — Deutsche Sammlung von
Mikroorganismen und Zellkulturen GmbH, Braunsweig,
Germany, on July 20 2004);

- TLactobacillus plantarum, ID n. ILMG P-21021 (depos-
ited to the Belgian Coordinated Collections of Micro-

organisms - BCCM IMG Collection, on October 16
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2002) ;

.— Lactobacillus plantarum, ID n. LMG P-21020 (depos-
ited to the Belgian Coordinated Collections of Micro-
organisms - BCCM LMG Collection, on October 16
2002) ;

- Lactobacillus plantarum, ID n. LMG P-21022 (depos-
ited to theiBelgian Coordinated Cpllections of Micro-
organisms - BCCM ILMG Collection, on October 16
2002);

- Lactobacillus plantarum, ID n. IMG P-21023 (depos-
ited to the Belgian Coordinated Collections of Micro-
organisms - BCCM ILMG Céllection, on October 16%
2002) .

In aﬁother particularly pieferred,embodiment, the com-
positions of the present invention further include at
least a substance having prebiotic properties. |
Said prebiotic preferably includes carbohydrates which
are not digested and absorbed by the organism.

Said carbohydrates are preferably ‘selected from:
fructo—oligosécéharides (or FOS), short-chain fructo-
oligosaccharides, inulin, isomalt-oligosaccharides,
pectins, galacto-oligosaccharides (or GOS)[ arabinoga-
lactén, xyld—oligosaccharides (or XO0S), chitosan-o-
ligésaccharides (or COS), glucanmannan, beta-glucans,

Konjac, guar, arabic, xanthan gums, modified and re-
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sistant starches, polydextrose, D-tagatose.
Particularly preferred prebiotics are the short-chain
fructo—oli@osaccharides (for simplicity shown herein-
below as FOSs—c.c.);.said FOSs-c.c. are not digestable
glucides, generally obtained by the conversion of the
beet sugar and including a saccﬁarose molecule to
which three glucose molecules are bonded.

In another particularly preferredhembodiment, the com-
positions of the present invention further include, in
addition to the characterizing mixture, consisting of
the three bacterial ' species above-defined, at least
aﬁother probiotic bacterium.

Preferably, said additional probiotic is selected
among. the following bacterial species:

Bifidobacterium adolescentis, Bifidobacterium angula-
tum, Bifidobacterium animal;s, Bifidobacterium bifi-
dum, Bifidobacterium breve, Bifidobacterium catenula-
tum, Bifidobacterium denticolens, Bifidobacterium den-
tium, Bifidobacterium gallicum, Bifidobacterium infan-
tis, Bifidobacterium inopinatum, Bifidobacterium lon-
gum, Bifidobacterium pseudocatenulatum, Enterococcus
faecium, -Lactobacillus acidqphilué, Lactobacillus ca-
sei, Lactobacillus casei subsp. paracasei, Lactobacil-
lus delbrueckii subsp. bulgaricus, Lactobacillus fer-

mentum, Lactobacillus GG, Lactobacillus pentosus, Lac-
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tobacillus salivarius, Saccharomyces boulardi, Strep-—
toéoccus thermophilus, Lactococcus lactis subsp. lac-
tis, Lactococcus lactis subsp. diacetylactis.
Additional particularly preferred bacterial strains
belonging to said probiotic bacterial species are
those selected from:

- Lactobacillus acidophilus, ID n. LMG P-21381 (depos-
ited to the Belgian Coordinated Collections of Micro-
organisms - BCCM ILMG Collection, on January 31°t
2002);

- TLactobacillus casei subsp. paracasei, ID n. LMG P-
21380 (deposited to the Belgian Coordinated Collec-
tions of Microorganisms - BCCM LMG Collection, on
January 31°%% 2002);

- TLactobacillus pentosus, ID n. LMG P-21019 (deposited
to the Belgian Coordinated Collections of Microorgan-
isms - BCCM LMG Collection, on October 16 2002);

- TLactobacillus delbrueckii subsp. bulgaricus, ID n.
DSM 16607 (deposited to the DSMZ - Deutsche Sammlung
von Mikroorganismen und Zellkulturen GmbH, Braunswéig,
Germény, on July'20'th 2004) ;

- ILactobacillus delbrueckii subsp. bulgaricus, ID n.
DSM 16606 (deposited to the DSMZ - Deutsche Sammlung
von Mikroorganismen und Zellkulturen GmbH, Braunsweig,

Germany, on July 208 2004) .
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In another particularly preferred embodiment, the com-
positions of the present invention further include at
léast a pharmacologically active substance, so as to
be able to perform a combined actioﬁ to that exerted
by said active substances. -

Advantageously, such associlations are revealed syner-
gic, accofdingly allowing the use of relatively low
doses of pharmaceutical active substance, with a con-
siderable decrease of the possible side effects in-
duced by the administration of the drug alone. l
Preferred pharmacologically active substances are, for
example, selected from:

antibiotics, antiinflammatories, immunomodulatings,
mucolytics, antispasmodics, vitamins.

The composition of the invention are preferably formu-
lated in admixture with appropriate excipients, such
as carriers, lubricants, dispersers, flavourings,
sweeteners, stabilizers/ preservaﬁives, antioxidants,
additives, such as amino acids, vitamins, enzymes,
generally used in the formulation and the pharmaceuti-
cal art.

By mere way of absolutely non limiting example, among
the particularly preferred excipients and additives
there may be mentioned starch, tween, fragrances, such

as those of mandarin, grapefruit, strawberry, bil-
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berry, all fruits, saccharose, glucose, acesulfame,
aspartame, ascorbic acid, parabens, glutaﬁine, argin-
ine, superoxide dismutase, glutathione. "

- Particularly preferred compositions of the pfesent in-
vention are those for oral administratiénl
Typical preferred embodiments are, for example, cap-
sules, beads, solutions or suspensions ready to drink,
powders or granulates sachets (to be suspended or dis-
solved in water or non-carbonated and non-alcoholic
beverages at the time of use) or similar forms, tab-
lets, effervescent formulations.
The compositions of the prevent invention can also be
formulated in a coated, lacquered, enéapsulated or
microencapsulated form, so as to be géstroresistant.
Said composition. can also be formulated in a con-
trolled-release form, so as to selec%ively release the
active substances in the intestinal tract,&pa;ticu—
larly in the colon.
Among the preferred embodiments of the present inven-
tion, there may .be mentioned those formulations
wherein the preferred bacterial strains of the inven-
tion are preferably used in a freeze—drie& form.
The fréeze—drying of said strains, alone or in admix-
ture with opportune excipients, 1s carried out by us-

ing techniques and equipments generally employed in
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the freeze—dryiné processes of pharmaceutical and/or
?ood Compositibns.

The compositions of the present invention are prepared
in a traditional way by ﬁsiﬁg, depending on the type.
of formulation that one wishes to prepare, preparative
techniques known to the skilléd in the pharmaceutical
sector.

By way of absolutely non limitng example, a grahular
formulation, to be suspended or dissolved in water at
the time of use, will be prepared by intimately mixing
the components of the composition (active substanceé,
co-adjuvants, excipients), reducing them to the de-
sired granulometry and moisture degree, before packing
them in single dose sealed sachets.

In turn, a controlled-release composition will be, for
example, prepared by microencapsulating or microcoat-
ing the microgranulated mixture of the substances con-
stituting the formuiation with opportune mixtures of
biocompatible polymers (such as, for exa?ple, Eudragit
of different type and structure) resistant to the gas-
tric juices of the stomach and able to release said
components after a proper residence time iﬁ the gas-
trointestinal tract, or at pH values typical of the
colon. | |

The microencapsulated mixture thus obtained will be,
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for exaﬁple, used for the preparation of tablets, cap-
sules or beads, depending on the selected commercial
kind'of presentation.

As for the dosage,the bacterial speciés constituting
the mixture of probiotic bacteria characterizing the
present invention are present in a mutual weilght. ratio
between 0.1:10 to 10:1, preferably in a mutual weight
ratio between10,5:1 to 2:1, more preferably in a mu-
tual weight ratio of about 1:1.

In the particularly preferred case wherein said ﬁix—
ture of probiotic bacteria consists of the three bac-
terial species Bifidobacterium lactié>, Lactobacillus
casei subsp. Rhamnosus, Lactobacillus plantarum, said
bacterial species are preferably present in a weight
ratio of 1:1:1.

The additional probiotic, if any, is present in a
weight ratio between 0:1 to 100:1, with respect to the
total quantitative of the bacterial spécies of said
mixture; preferably, in a weight ratio between 2:1 to
15:1; more prpferably, from 5:1 to 10:1.

The additional probiotic, if any, 1is piesent in a
weight ratio between 0:1 to 10:1, with respect to thé
totai quantity of the bacterial species of said mix-
fure; preferably, in a weight ratio from 0.5:1 to 3:1.

Fach single bacterial species of said mixture of pro-
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biotic bacteria of the'presgnt‘invention is present in
a concéhtration between 1.10° UFC/dose to 1-10%
UFC/dose; preferably, from 1.10° ‘UFC/dose to 1-.10%
UFC/dose.

In a particulafly preferred émbodiment of the inven- -
tion, a granulate for oral use, packed in single dose
sachets to‘be dissolved in water before the intake is
prepared. |
By way of absolutely non limiting example, some pre-
ferred compositions of the invention are given herein-
below.

Composition A

In a single dose sachet,'S g of granulate for oral use
are introduced, containing:

a)- 0.1 g of Bifidobacterium lactis ID n. LMG P-21384,
at a concentration of 1-10** CFU/g of bacterial strain,
egqual to 2-10° CFU/g of composition;

b)- 0.1 g of Lactobacillus casel subsp. rhamnosus ID
n. DSM 16605, at a concentration of 1.10™ CFU/g of
bacterial strain, equal to 2.10° CFU/g of composition;
c)- 0.1 g of Lactobacillus plantarum 1D n. LMG P-
21020, at a concentration of 1.10' CFU/g of bacterial
strain, equai to 2:10° CFU/g of compgsition;

d)- FOS-c.c.: 3 g;

e)- glucose: 1.7 g.
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Composition B

In a single dose sachet, 5 g of granulate for oral use
are intﬁfoauced, containing:

a)- 0.5 g o:f' Bifidobacterium la‘ctlis ID n. ILMG P-21384,
at a concentration of 1.10** CFU/g of bacterial strain,
equal to 1.10%* CFU/g of composition;

b)- 0.2 g of Lactobacillus casei subsp. rhamnosus ID
" n. DSM 16605, at a concentration of 1-.1011 CFU/g of
bacterial strain, equal to 4.10° CFU/g of composition;
Jc)— 0.1 g of Lactobacillus plantarum ID n. ILMG P-
21022, at a concentration of 1.10* CFU/g of bacterial
strain, equal' to 2:10° CFU/g of composition;

d)- FOS-c.c.: 4 g;

e)- acesulfame: 04.2 g.

Composition C

In a single dose sachét, 5 g of granulate for oral use
are introduced, containing:

a)- 0.2 g of Bifidobacterium lactis ID n. LMG P-21384,
at a concentration of 1.10 CFU/g of bacterial s£rain,
equal to 4-10° CFU/g of compesition; ﬁ

b)- 0.2 g of TLactobacillus casei subsp. rhamnosus ID
. n. DSM 16605, at a concentration of 1.10*" CFU/g of
bacterial 'st‘rain,l equal to 4.10° CFU/g of composition;
c)- 0.1 g of Laétobacillus plantarum ID n. IMG P-

21023, at a concentration of 1-10*? GFU/g of bacterial
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strain, equal to 2:10*° CFU/g of composition;

d); FOS-c.c.: 3.5 g;

e)- 0.5 g of TLactobacillus delbrueckii subsp. bulgari-
cus ID n. DSM 16607, at a concentration of 1&b7 CFU/g
of bacterial strain, eQual to 1-10° CFU/g of composi-
tion;

f)- acesulfame: 0,2 g;

g)- vitamin C: 0.3 g.

In another preferred embodiment, the pharmaceutical
compositions of the present invention may also contain
one or more pharmacologically active substances.

Said pharmacologically active substances can oOppor-
tuhely be formulated in admixture with the other com-
ponents of the composition, such that they can be
taken with a single administration.

Said pharmacologically active substances can also be
formulated in a discrete packages, so as to allow an
independent administration (if necessary also in dif-
ferent times) of the components, however such that the
synergic effect is maintained, depending on the re-
quirements of the patient.

In this case, independent packages are arranged, con-
téining,the composition of the present invention and
the pharmacologically active 'substance/s; reépec-

tively.
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The diSc;ete packages above-mentioned are then,int;o—
duced in a proper kit4for allowing the patient to se-
quentially or separately take them, so as to benefit
of a opportunely qoordinated Eherapy‘depending on its
own ﬁequirements.

By mere way of example, a kit'as.the one above-men-
tioned can contain a number of sachets, or capsules,
for the oral administration of the compositions of the
present invention, in combination with a proper nuﬁber
of doses of antibiotic and/or multivitaminic complex
and/or mucolytic, sufficient for a week of therapy.

By way of absolutely non limiting example, in support
of the wide application potential of the present in-
véntion, the results of a clinical study carried out
with one of the preferred compositions of the same are
shown hereinbélow.

In a perspective study, conduced .in double-blind ran-
domized against placebo, the ability of the composi-
tion A of the present invention of improving the or-
ganism. protection and restoring a normal state of
health thereof towards the respiratory infections has
been evalqated. | |

The rational of the clinical trial cérried out con-
sists in that the medical literature data show the as-

sociation existing between the predisposition to the
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influenza like seasonal infections at the expense of
the respiratory system (ILI and ARI) and the presence
of an insufficient mucosal immunity.

In particular, what observed during the years is an
increase of the pathdiogies above-mentioned in those
subjects that, for some reasons ésuch as for example
physical stress, chronic pathologies, ageing) had a
low protection from the mucosal immunity.

The study has involved the enrolment of 237 subjects,
of which 122 treated with the preparation A and 115
treated with placebo.

The mean age of the two different samples was 35.8
(with standard deviation 15.3 years) and 34.1 (with
staﬁdard deviation 16.3 years).

To each patient .of the first group, the intake per os
of the sachet content of granulate of preparation A
(by previous dissolution in water or other kind of
non-carbonated nor alcoholic beverage) has been pre-
scribed, each morning for 30 consecutive days.

To the placebo group, the intake of the content of a
sachet containing 5 g of glucose has been prescribed
(with the sameladministration forms and posolégy).

The course of the health‘condition of the enrolled
subjects has been followed through fhe drawing up of a

daily diary, in which -those attending the study (or
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the sanitary staff put in charge éf the control) have
fépbrted the daiiy presence of pathélogies'at the ex-
pense of the respiratory system (for the month of
treatment or the two following months) .
Incidence, length and subjective gravity of the acute
respiratory infections, as well as the course of the
intestinal functionality have been examined. |
For the comparison between the frequencies of events
between the two groups, the chi-square test with the
. Yates’correction has been used, while those reléting
to length and gravity of the cases found between the
groups the ANOVA (ANalysis Of VAriance) has been used,
except for the case of non homogeneity of the vari-
ances (evaluated through the Bartlett’s test), where
it has been substituted by the Kruskall-Wallis’s test.
For the statistical analysis, the “Epi ‘Info” 'pro-
gramme, version 6.04d has been used.
At the same time as the execution of the main trial,
the validity of the defense provided to the organism
by.the symbiotic composition A has been evaluated on
another group of subjects, in good héalth and without
any pathélogies at the expensé of the respiratory sys-
tem; |
On said subjects, the gqualitative and quantitativé'

dosage of the secretion at the mucosal level of the
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'seéretory IgA has been carried out, before, during and
for 30 days after the administration of the\pomposi—'
tion A.

The experimentation has pointed out a statistically
 significant decrease'of the length of the conditions
generally considered (-1.32 days; p=0.016) and, in
particular, for those due to infections of the high
reépiratory tracts (URTI; -2.83 days; p=0.034). |
Tt has also been found a reduction trend for the other
considered pathologies categories, such as bronchitis,
influenza, coﬁmon cold, cough.
The analytical determination of the secretory Igh in
the salivary samples of the subjects treated with the
composition A has pointed out an increasing production
of the IgAs starting from the 5f_6* day from the be-
ginning of the treatment, increase which has lasted up
to about 4-14 days from the suspension of‘the same.
This data confirms the effectiveness of the symbiotic

'composition A for increasing the systemic immune de-
fences and of the mucése of the :espiratory system,
condition which, émong other things, allows to prevent
and fight infections caused by influenza and parain-
flﬁenza virus.

Also the inspection;relating'to the intestinal fﬁﬁc—

tionality (compromised by the pathologies above-
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mentioned) which, following to the intake of the sym-
biotic composition has shown an improvement 1is re-
vealed statistically significant, both in terms of re- -
duction of the swelling and in terms of the regularity
of the intestine.

These inspections point out as the regular prolonged
intake of a symbiotic pharmaceutical composition’ ac-
cording to the present inventibn is able to affect in
-a positive way the health of the organism, both in a
preventive function and in a therapeutic function, to-
wards the rspiratory pathologies and/or infections.
With respect, in particular, to the preventive aspect,
it is possible to state that the regular intake of a
symbiotic pharmaceutical composition according to the
present invention is able to effectively protect the
organism from the onset of the pathologies above-
mentioned in competition with a traditional influenza
. vaccine, however without inducing the negative symp-
toms (for example generalized discomforts, intermit-
tent occasional fever, pain in the bones and articula-
tions and allergic feactions).

Accordingly, the symbiotic compositions of the present
invention can also be used for the preparation of a’
medicament acting as an influenza vaccingl

Furthermofe, it has also been pointed out that the in-
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take of a pharmaceutical composition according to the
present invention is simultaneoulsy able to improve
and/or regularize the intestinal functionality of the

organism, often compromised by said pathologies.
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CLAIMS
1. Use of a composition including a mixture of probi-
otic bacteria, for the preparation of a medicament for
the prevention and/or the therapeutic treatment of
respiratory pathologies and/or infections.
2. Use according to claim 1, for the simultaneous im-
provement and/or regularization of the intestinal
functionality of the organism.
3. Use according to claim 1, for the preparation of
an influenza vaccine.
4, Use according to any one of the claims 1-3,
wherein said mixture consists of bacteria belonging to
the genus Lactobacillus and/or the genus Bifidobacte-
rium.
5. Use according to any one of the claims 1-4,
wherein said mixture consists in the:three following
bacterial species: Bifidobacterium lactis, Lactobacil-
Jus caseli subsp. rhamnosus, Lactobacillus plantarum.
6. Use according to claim 5, wherein the bacterial
strains belonging to said bacterial species‘are se-
lected from:
Bifidobacterium lactis,1ID n. LMG P-21384;
Lactobacillus casei  subsp. rhamnosus, ID n. DSM
16605;

Lactobacillus plantarum, ID n. ILMG pP-21021;
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‘Lactobacillus plantarum, ID n. LMG P-21020;
Lactqbacillus plantarum, ID n. LMG P-21022;
Lactobacillus plantarum, ID n. LMG P-21023.

7. Use according to any one of the preceding claims,

wherein said composition further includes at least a
prebiotic.

8. Use according to claim 7, wherein said prebiotic
is selected from: fructo-oligosaccharides, short-chain
fructo-oligosaccharides, inulin, isomalt—oiigosaccha—
rides, pectins, galacto-oligosaccharides, arabinoga-
lactan, xylo-oligosaccharides, chitosan—oligosacchari-
des, glucanmannan, beta-glucans, Konjac, guar, arabic,
xanthan gums, modified and resistant starches,
polydextrose, D-tagatose; preferabiy, short-chain
fructo-oligosaccharides.

9. Use according to any one of the claims 5-8,

wherein said composition further includes at least a
probiotic selected among the bacterial species:
Bifidobacterium adolescentis, Bifidobacterium angula-
-tum, Bifidobacterium animalis, Bifidobacterium bifi-
dum,. Bifidobacterium breve, Bifidobacterium catenula-
tum, Bifidobacterium denticolens, Bifidobacterium den-
tium, Bifidobacterium gallicum, Bifidobacterium infan-
tis, Bifidobacterium inopinatum, Bifidobacterium lon-

gum, Bifidobacterium pseudocatenulatum, Enterococcus
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* faecium, Lactobacillus acidophilus, Lactobacillus ca-
sei, Lactobacillus casel subsp. paracasei, Lactobacil-
lus delbrueckii subsp. bulgaricus, Lactobacillus fer-
mentum, Léctobacillus GG, Lactobacillus pentosus, Lac-
tobacillus salivarius, Saccharomyces boulardi, Strep-
tococcus thermqphilus,'Lactococcus lactis subsp. lac-
tis, Lactococcus lactis subsp. diacetylactis.

10. Use according to claim 9, wherein said probiotic
is selected from the following bacterial strains:
Lactobacillus acidophilus, ID n. LMG P-21381;
Lactobacillus casei subsp. paracasei, ID n. LMG P-
21380;

Lactobacillus pentosus, ID n. LMG P-21019;
Lactobacillus delbrueckii subsp. bulgaricus, ‘ID n. DSM
16607;

Lactobacillus delbrueckii subsp. bulgaricus, ID n. DSM
16606.

11. Use according to any one of the preceding claims,
wherein said composition further includes at least a
pharmacologically active substance.

12. Use according to claim 11, wherein said bharmaco—
logically active substance is directly present in ad-
mixture with the other components of said compositioﬁ
or 1is formulated and packaged separately from the

same.
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13.. Composition for one of the uses described in any
one of the claims 1-3, including a mixture of probi-
otié bacteria consisting in the following three bacte-
rial species: Bifidobacterium lactis, Lactobacillus
casei subsp. rhamnosus, Lactobacillus plantarum.

14. Composition according to claim 13, wherein the
bacterial strains belonging to said bacterial species
are selected from: |

Bifidobacterium lactis, ID n. LMG P-21384;
Lactobacillus casei subsp. rhamnosus, ID n. DéM 16605;
Lactobacillus plantarum, ID n. LMG P-21021;
Lactdbacillus plantarﬁm, ID n. LMG P-21020;
Lactobacillus plantarum, ID n. LMG P-21022;
Lactobacillus plantarum, ID n. LMG P-21023.

15. Composition according to any one of the claims
13-14, wherein said composition further includes 'at
least a prebiotic.

16. Compoéition according to claim 15, wherein said
prebiotic 1is selected from: fructo-oligosaccharides,
shbrtjchain fructo-oligosaccharides, inulin, isomalt-
oligosaccharides, pectins, galacté—oligosaccharides,
arabinogalactan, xylo—dligosaccharides, chitosan-
oligosaccharides, glucanmannan,. beta-glucans, Konjac,
guar, arabic, =xanthan gums, modified and resistant

starches, polydextrose, D-tagatose; preferably, short-
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chain fructo—gligosaccharides.

17. Composition according to any one of the claims
13-16, wherein said composition further includes at
least a probiotic selected among the bacterial spe-
cies:

Bifidobacterium adolescentis, Bifidobacterium angula-
tum, Bifidobacterium animalis, Bifidobacterium bifi-
dum, Bifidobacterium breve, Bifidobacterium catenula-
tum, Bifidobacterium denticolens, Bifidobacterium den-
tium, Bifidobacterium gallicum, Bifidobacterium infan-
tis, Bifidobacterium inopinatum, Bifidobacterium lon-
gum, Bifidobacterium .pseudocatenulatum, Enterococcus
faecium, Lactobacillus acidophilus, Lactobacillus ca-
sei, Lactobacillus casei subsp. paracasei, Lactobacil-
lus delbrueckii subsp. bulgaricus, Lactobacillus fer-
mentum, Lactobacillus GG, Lactobacillus pentosus, Lac-
tobacillus sali?arius, Saccharomyces boulardi, Strep-—
tococcus thefmqphilus, Lactococcus lactis subsp. lac-
tis, Lactococcus lactis subsp. diacetylactis.

18. Composition according to claim 17, wherein said
probiotic is selected from the bacterial strains:
Lactobacillus acidophilus, ID.n. LMG P-21381;
Lactobacillus casei subsp. paracasei, ID n. LMG P-
21380;

Lactobacillus pentosus, ID n. LMG P-21019;
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Lactobacillus delbrueckii subsp. buigaricus, ID n. DSM
16607; |

Lactobacillus delbrueckii subsp. bulgaricus, ID n. DSM
16606. .

19. Composition according to any one of the claims
13-18, wherein said composition further includes at
least a pharmacologically active substance.

20. Composition according to claim 19, wherein said
pharmacologically active substance i1s directly present
in admixture with the other components of said compo-
sition, or is formulated and packaged separately from
the same.

21. Composition according to claim 13, wherein said
three bacterial species of said mixture are present in
a mutual weight ratio between 0.1:1 to 10:1; prefera-
bly in a mutual weight ratio between 0.5:1 to 2:1;
more preférably in a ratio of about 1:1.

22. Composition according to claim 13, wherein each
single bacterial species 1s dosed in a quantity be-
tween 1.10° UFC/dose to 1.10** UFC/dose; preferably,
from 1-10° UFC/dose to 1-10' UFC/dose.

23. Composition according -to any oné of the claims
15-16, wherein said prebiotic is present iﬁ a weight
ratio'between b:l to 100:1, based on the total quan-

tity of said three bacterial species; preferably, in a
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weight ratio between 2:1 to 15:1; more préferably,
from 5:1 to 10:1.

24. Composition according to any one of the- claims
13-23, including a granulate for oral use, containing:
a)- 0.1 g of Bifidobacterium lactis ID n. MG P-21384,
at a concentration of 1.10% CfU/g of bacterial strain,’
equal to 2:10° CFU/g of composition;

b)- 0.1 g of Lactobacillus casei subsp. rhamnosus 1D
n. DSM 16605, at a concentration of 1.10" CFU/g of
bacterial strain, equal to 2-10° CFU/g of composition;
c)- 0.1 g of Lactobacillus plantarum ID n. IMG P-
21020, at a concentration of 1-10*' CFU/g of bacterial
strain, equal to 2:10° CFU/g of composition;

d)- FOS-c.c.: 3 g;

e)- glucose: 1.7 g.

25. Composition according to any one of the claims
13-24, furtherliﬁcluding at least a pharmacologically
active substance, wherein said pharmacologically ac-—
tive substance is directly present in admixture with
the other components of said composition or is formu-
lated and packaged éeparately from the same.

26. Kit including, as componeﬁts:

- at least a composition according to any one of the
claims 13-24;

- at least a pharmacologically active substance;
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separately packaged, for the independent, consecutive

or not, administration of said components.
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BOR THE PURPOSES OF PATENT PROCEDURE
Deutsche Sammlung ven
Mikroorganismen und

Zellkulturen GmbH 2
©

INTERNATIONAL FORM

ANIDRAL S.R.L. PCT/IBOS 7089214

Via Pietro Custodi 12 »
RECEIPT IN THE CASE OF AN ORIGINAL DEPOSIT

28100 Novaza issued pursuant fo Rule 7.1 by the .
Ttal INTERNATIONAL DEPOSITARY AUTHORITY
y identified at the bottom of this page

1 IDENTIFICATICON OF THE MICROORGANISM

Tdentification reference given by the DEPOSITOR: d Accession number given by the
. INTERNATIONAL DEPOSITARY AUTHORITY:

LR 04 .
' pem 16605 4 .

II. SCIENTIFIC DESCRIPT[ON AND/OR PROPOSED TAXONOMIC DESIGNATION

The microcrganism identified under L above was accompanied by:

(x) ascientific description
(%) . a proposed taxonomic designation

(Meark with a cross where applicable).

I, RECEIPT AND ACCEPTANCE

This Tnternational Depositary Authority accepts the microorganism identified under L above, which was recefved by it on 2004-07-20
. (Date of the original deposit)'. . ‘ . ' .

.

IV. RECEIPT OF REQUEST FOR CONVERSION

(date of original deposit)

The microorganism identified under I above was received by this International Depositary Anthority on
(date of receipt of request

and a request to convert the original deposit 1o a deposit under the Budapest Treaty was recéived by it on
for conversion). ' .

V. INTERNATIONAL DEPOSITARY AUTHORITY

7

Narne: DSMZ-DEUTSCHE SAMMLUNG VON Signature(s) of person(s) heving the power to represent the
MIKROORGANISMEN UND ZELLKULTUREN GmbH Tntemational Depositary Aunthority or of authorized official(s):

Address:  Mascheroder Weg 1b ' ‘
; D-38124 Braunschweig V A} _ é
- é_

Date: 2004-07-26

| Where Ruule 6.4 (d) applies, such date is the date on which tt;c status of international depositary authority was acguired.
Form DSMZ-EF/4 (sole page) 12/2001 : ‘ ‘
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DSNZ

Deutsche Sammlung von

Mikreorganismen und

Zellkulturen GmbH ,‘é‘%
A 4

INTERNATIONAL FORM
ANIDRAL S.R.L.
Via Pietro Custodi 12
28100 Novara -
i VIABILITY STATEMENT °
Ttaly {ssued pursuant to Rule 10.2 by the
INTERNATIONAL DEPOSITARY AUTHORITY
identified at the botiom of this page
L DEPOéTTOR I ﬂ)_EN’I'IFTCAﬂON OF THE MICROORGANISM
Name: ANIDRAL SR.L. Accession number given by the
Via Pietro Custodi 12 INTERNATIONAL DEPOSITARY AUTHORITY:
Address:
28100 Novara
DSM 16605
Ttaly
Date of the deposit or the transfer’:
2004-07-20
IIL VIABILITY STATEMENT

On that date, the said microorganism was

(%) viable

(P no longer viable

The viability of the microorganism identified under II above was tested oh

2004-07-21

IV. CONDITIONS UNDER WHICH THE VIABILITY TEST HAS BEEN PERF ORMED*

V. INTERNATIONAL DEPOSITARY AUTHORITY

Name: DSMZ-DBUTSCHE SAMMLUNG VON
MIKROORGANISMEN UND ZELLKULTUREN GmbH

Address:  Mascheroder Weg 1b
D-38124 Braunschweig

g

Signature(s).of person(s) having the power to represent the
International Depositary Autharity or of authorized official(s):

U Loeds

Date: 2004-07-26

! . Tndicae the date of original deposit or, where a new deposit or a transfer has been made, the most recent relevant date (

of the transfer).
2 Tn the cases referred to in Rule 10.2¢2) (ii) and (ifi), refer to the most recent viability test.
3 Mark with a cross the applicable box.
4 Till in if the information has been requested and if the results of the test were negative.

Form DSMZ-BP/9 (sole page) 12/2001

daté of the new de;;osit or date
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print It out, sign it, and send to the DSMZ)

{Flf out the details on the screen, .
’ BUDAPEST TREATY ON THE INTERNATIONAL
RECOGNITION OF THE DEPOSIT OF MICROORGANISMS . @@ MZ
Deutsche Sammlung von
Miki i
FOR THE PURPOSES OF PATENT PROCEDURE } Z;"L'::J?E::?;g:"d s,

STATEMENT IN THE CASE OF AN ORIGINAL DEPOSIT

pursuant lo Rute 6.1

To , To be filled in by the Depositary Authority
DSMZ-DEUTSCHE SAMMLUNG VON )

MIKROORGANISMEN UND ZELLKULTUREN GmbH " DSMZ-Accession Number :
Mascheroder Weg Ib )

D-38124 Braunschweig . Dale eultire received:

GERMANY

BACTERIA/FUNGI '
THE BUDAPEST TREATY THE MICROURGANISM IDENTIFIED HEREUNDER

THE UNDERSIGNED HERERY: DEPOSITS UNDER
D SPECIFIED IN RULE 8.1° .

AND UNDERTAKES NOT TO WITHDRAW THE DEPOSIT FOR THE PERIO

I IDENTIFICATION OF THE MICROORGANISM R
' ' " The cullure 10 be déposited is :

N s T E 3
Tdentification reference™
)

LR 04 - Xw&p'urecul-turc o I C ,

1

Taxonamic designation : i a Iiixddre oF micPoorganisms
(sctobacille cpl sthep. rbamno@Us .
1. CONDITIONS FOR CULTIVATION | e 0°

pH ‘before sterilisation: j,OO ol @ Y

Sterilisation (S minat ’ Z..?A._ c

pH afier slerilisation: _@_{5 + O[Z

Mediumn: . y

NRS kb )
Dilers ek 23830

! Oxygen relationship:

() aerabic

Y4 microserophilic
A .

o 0, obligate anaerobic

Specific gaseous requirements:

o

Incubalion temperalure: . gi} ¢
Incubalion lime: /ﬁ: + { hours '
Short term storage at: 5 o

C_Acaegs.

Interval of \ransfer: s

oig 1o risk group 1 or 2, according o the counci) directive 2000/54/EEC

on the protection of workers from risks related to exposure 1o biclogical agents at work (OF No L 262/21 of 13.10.2000) and can be
classified as S1 or S2 organisms according 10 ~Gesetz zur Regelung der Gentechnik” (BGEL 1, pp. 2067-2083 of 21.12.1993), last changed on
16.08.2002 (BGBL. 1, pp. 3220-3244) and according to EEC Directive 2000/54/EC on the Protection of Workers from Risks Related 1o

Exposure to Biological Agems at Work (OF No. 1262, pp. 21-45 of 18.09.2000).

f the undersigned converts into a deposit under the Budapest Treaty the deposit of a microorganism thal be
with the same deposiary insitution either before (Rule

' The DSMZ oﬂy accepts for deposit microorganisms which bel

2 - ’ -
This form may also be used i
or his predecessor in tite has already deposited, ouside the Budapest Treaty,

6.4()) or afier the acquisition by that instimtion of the staws of inernational depositary authority.

3
Nurober, symbols etc., given 10 the microorganism by the depositor.

« . . e . - > . .. P . .
It is swongly recommended 10 indicate ibe :zxonomic designanion and/or scieniific descripton (see under VII.) of the microorganism.
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FOR THE PURPOSES CF PATENT PROCEDURE

Deutsche Sammlung von
Mikraorganismen und

PCT“B 85 | U 3 1 1 i Zellkuftiren GmbH

INTERNATIONAL FORM
ANTDRAL SR.L.
Via Pietro Custodi 12 '
RECEIPT IN TEEE CASE OF AN ORIGINAL DEPOSIT
28100 Novara issued pursuant to Rule 7.1 by the
Tt i : ' INTERNATIONAL DEPOSITARY AUTHORITY
aLy identified at the bottom of this page
L IDENTIFICATION OF THE MICROORGANISM
Tdentification reference given by the DEPOSITOR; ‘ Accession numbef given by the
INTERNATIONAL DEPOSITARY AUTHORITY:

'LDB 01
DSM 16506

1. SCIENTIFIC DESCRIPTION AND/CR PROPOS;ED TAXONOMIC DESIGNATION

The microorganism identified under L ebove was accompanied by

(x) ascientific description ,
(x) =proposed taxonomic designation

(Mark with 2 cross where applicable).

1ML RECEPT AND ACCEPTANCE 1

This International Depasitary Authority accepts the microorganism ideritified under L above, which was teceived by it on 2004-07-20
(Date of the original déposit)'. ;

V. RECEIPT OF REQUEST FOR CONVERSION

The microorganism identified under [ above was received by this International Depositary Authority on (date of original deposit)

and a request to convert the original deposit to a deposit under the Budapest Treaty was received by it on (date of receipt of request
for conversion).

V. INTERNATIONAL DEPOSITARY AUTHORITY -

Name: DSMZ-DEUTSCHE SAMMLUNG VON Signature(s) of person(s) having the power to represent the
MIKROORGANISMEN UND ZELLKULTUREN GmbiL Internationa) Depositary Authority or of authorized official(g):

Address: ‘Mascheroder Weg 1b :
D-38124 Braunschweig ) V é/ —
' ' - &

Date: 2004-07-26

! Where Rule 6.4 (d) applies, such date is the date on which the siatus of international depositary aufhority was acquired.
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Mikroorganismen und
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mrervaTionanror PCTZIB 83 103214 &
ANIDRAL SR.L.
Via Pietro Custodi 12
28100 Novara

VIABILITY STATEMENT
Ttaly issued pursuant io Rule 10.2 by the )

INTERNATIONAL DEPOSITARY AUTHORITY

identified at'the bottom of this page
1 DEPOSTTOR I PENTFICATION OF THE MICROORGANISM
‘Narﬁe: ANIDRAL S.RL. Accession number givén bythe L

INTERNATIONAL DEPOSITARY AUTHORITY:

Via Pietit Custodi 12

Address: ; ot
: 28100 Ny e i
ove DEM 16606
Ttaly
Date of the depdsit ot the transfer':
2004=07-20
I, VIABILITY STATEMENT

The viability ofthe microorganisin identified undér 1T above was iested on
On that date, the said microorganism was

(%P viable

(7 no loriger viable

2004-07-21

P

IV. CONDITIONS UNDER WHICH THE VIABILITY TEST EAS BEEN PERFORMED?

V. INTERNATIONAL DEPOSITARY AUTHORITY

Name: DSMZ-DEUTSCHE SAMMLUNG VON
MIKROORGANISMEN UND ZELLKULTUREN GmbH

Address;  Mascheroder Weg 1b
D-38124 Braitschweig

Signature(s) of person{s) having the power to represent the |
Tnternational Depositary Anthority or of anthorized officizl(s):

. -ML"@ |

Date: 2004-07-26

! Indicate the date of ariginal deposit or, whero 2 new
of the transfer).

deposit or & transfer has been made, the most recent relevant date (date of the new deposit or datr

2 In the cases referred to in Rule 10.2(a) (if) and (iii), refer to the most recent viability test,

3 Mark with a cross the applicable box.

4 Fill in if the information has been requested and if fhe results of the test were negative.

Form DSMZ-BP/9 (sole page) 12/2001
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(Filleout the detalls on the screen, print it ou
‘ BUDAPEST TREATY ON THE INTERNATIONAL

RECOGNITION OF THE DEPOSIT OF MICROORGANISMS )
FOR THE PURPGSES OF PATENT FRO CEDURE

STA'i‘EMENT IN THE CASE OF AN ORIGINAL DEPOSIT PC‘/‘IB ﬁ 5 } B 3 2 1 l}u’—

pursuant to Rule.6.1

PCT/IB2005/003214

DSNZ

Deulsche Sammlung von
Milksoorganismen und
Zellkulturan GmbH ,A

To
DSMZ-DEUTSCHE SAMMLUNG VON
MTKROORGANISMEN UND ZELLKULTUREN GmbH DSMZ-Accésiion Nurber :
Mascheroder Weg 1b . )

D-38124 Brdunschweig " Date tultvie received:
GERMANY .

—
To be filled in by the Depositary Authority

BACTERIA/FUNGI "'

PHE UNDERSIGNED HEREBY DEPOSITS UNDER THE BUDAPEST TREATY THE MICROORGANISM IDENTIFIED HEREUNDER
2

AND UNDERTAKES NOT TO WITHDRAW THE DEPOSIT'FOR THE PERIOD SPECIFIED IN RULE 8.1

P T

I IDENTIFICATION OF THE MICROORGANISM L

P T S N S v

* - The calure to be deposited Is -

.Idcntiﬁc‘étion} ‘r'efgisncc ‘d
- @a pure culture

Taxcnomic designation s ' a mixlufe of mictoorganisms”
LA ga

(ectiacllos clolleckil ghep- bilgiers

5
)

L. CONDITIONS FOR CULTIVATION : L

OF

'

Medium: ) .
ng 5@5&/’ : _ . 51crilisaﬁon_l__5_nﬁn al
.DLLE'O f‘@—[” 283 8‘ 30 . . . . ‘ pH afiér slerilisation: _61_,5

Osxygen relationship:

() aerobic

X microserophilic

() obligate anaerobic

Specific gaseous requirements:

pH before starilisation: %‘,OQ o ') ,2

2 e
0,2

Incubaiion temperalure:

Incubalion lime:

EX
= 4 howrs

Shorl term storage at: g ¢
Interval of ransfer: $-% days
Jong 1o isk group 1 or 2, according 1o the council directive 2000/54/EEC

' The DSMZ only accepts for deposit microorganisms which be!
biological agems at work (O No L 262121 of 13.10.2000) and can be

on the profection of workers from risks related 10 £Xposuze 10
classified a< 1 or §2 organisms according to «Gesetz zur Regelung der Gentechnik"
16.08.2002 (BGBI. I, pp:-3220-3244) and according to EEC Directive 20

' Exposure 10 Biglogical Agents 2t Work (O No. 1262, pp. 2345 of 18.09.2000).

2 This form may also be used if the undersigned converts into 2 deposit under the Budapes. Treaty the deposil

or his predecessor in title has already deposited, ouside the Budapest Treary,

6.4(d)) or aficr the acquisition by that instriion of the statas of nternaiional depositary avthoricy.

3 .
Number, symbols eic., given 10 he microorganism by the depositor,

‘ Juis swongly recomme

Bl . . Ty . - s '
M arle with 2 rrnce if additiona) information s efven on an acached sheet

(BGBI. I, pp. 2067-2083 of 21.12.1993}, Iast changed on
00/54/EC on the Protection of Workers from Risks Relatzd to

of a mitroorganism that he

with the same deposilary instirtion either before (Rule

nded 10 indicate the mxonomic designation and/or scientfic descripian (see upder VII1.) of e microorganism.

FOR PATENT PURPOSES ONLY!
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SES OF PATENT PROCEDURE

DSZ

Deutsche Sammlung von

Mikroorganismen und
Zellkulturen GmbH ﬁ

INTERNATIONAL FORM
ANIDRAL S.R.L.
Via Pietro Custodi 12 .
. RECEDPT IN THE CASE OF AN QRIGINAL DEPOSIT
28100 Novara issued pursunt to Rule 7.1 by the
INTERNATIONAL DEPOSITARY AUTHORITY

Itﬁly - identifisd at the bottom of this page

L IDENTIFICATION OF THE MICROORGANISM

Accession number given by the -

Tentification roference givén by the DEPOSITOR: : A
INTERNATIONAL DEPOSITARY AUTHORITY:

LDB 02
DSM 16607

I. SCIENTIFIC DESCRIPTION AND/OR PROPOSED TAXONOMIC DBSIGNA’HON

The microorganism ideéntified under I above was accompanied by:

{x) sascientific description
(x) aproposéd taxonomic designation

(Mark with a cross where applicable).

IIL RECEIPT AND ACCEPTANCE

This International Depositary Authority acc'c'pts the microorganism idéntified under I above, which was rcccivc'd'by iton 2004-07-20
(Dats of the original deposit)’. B ‘

TV. RECEIPT OF REQUEST FCR CONVERSION

(date of original depasit)

The milcroorganism identifiéd under I above was recetved by this International Depositary Authority on
(date of Teceipt of request

and a request to convert the original deposit to a depésit under the Budapest Treaty was received by it on
for conversion). .

V. INTERNATIONAL DEPOSITARY AUTHORTY

Signatare(s) of person(s) having the power to represent the -
International Depositary Anthority or of autharized official(s):

L U,e_/é.

" o ’ Date: 2004-07-26

¥

Name: DSMZ-DEUTSCHE SAMMLUNG VCN
MIKROORGANISMEN UND ZELLKULTUREN GmbEl

Address: Mascheroder Weg 1b
D-38124 Braunschweig

! Where Rule 6.4 (d) applies, such date is the date on which the status of international depositary authority was aoquired. 4
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BUDAPEST TREATY ON THE INTERNATIONAL
RECOGNITION OF THE DEPOSIT OF MICROORGANISMS

FOR THE PURPOSES OF PATENT PROCEDURE .
Deutsche Sanmlung von

Mikroorganismen und
Zellkulturen GmbH

A
INTERNATIONAL FORM
ANIDRAL SR.L.
Via Pietro Custodi 12
28100 Novara
VIABILITY STATEMENT
Ttaly jssued pursuant to Rule 10.2 by the
INTERNATIONAL DEPOSITARY AUTHORITY
identified at the bottom of this page
I DEPCSITOR I, IDENTIFICATION OF THE MICROORGANISM
Name: ANIDRAL SR.L. Accession mumber given by the
Via Pietro Custodi 12 INTERNATIONAL DEPOSITARY AUTHORITY:
Address: $100 N ' :
28100 Novera DSM 16607
[taly
Date of the deposit or the transfer':
2004-07-20
. |IIL VIABILITY STATEMENT
The viability of the microorganism identified under 11 above was tested on 2004-07-21
On that date, the said microorganism was N
(%) viable
(¥ nolonger viable
IV, CONDITIONS UNDER WHICH THE VIABILITY TEST HAS BEEN PERFORMED*
¥/, INTERNATIONAL DEPOSITARY AUTHORITY
Name: DSMZ-DEUTSCHE SAMMLUNG VON Signature(s) of person(s) having the power to represent the
MIKROORGANISMEN UND ZELLKULTUREN GmbH International Depositary Authority or of suthorized oificial(s):
Address:  Mascheroder Weg 1b .
' D-38124 Braunschweig V 4) . .
A NP
Date: 2004-07-26

]

! Tndicate the date of original deposit or, where a new deposit or a transfer has been made, the mast recent relevant date (date of the new deposit or dat

of the fransfer).

2 Tn the cases referred to in Rule 10.2(z) (ii} and (ifi), refer to the most recent viability test.

: Mark with 2 cross the applicable box.
4 ¥ill in if the information has been requested and if the results of the test were negative.

Form DSMZ-BE/9 (sole page) 12/2001
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IFill out tie details on the screen, print it out, sign jt, and send to the DsSMZ)
BUDAPEST TREATY ON THE INTERNATIONAL -
' RECOGNITION OF THE DEPOSIT OF MICROORGANISMS @@ MZ
Deutsche Sammiung von
Mikraorganismen und

FOR THE PURPQSES OF PATENT PROCEDURE Zellkulluren GragH

STATEMENT IN THE CASE OF AN ORIGINAL DEPOSIT

pursuant fo Rule 6.1

To To be filled inbby the Depositary Authority

DSMZ-DEUTSCHE SAMMLUNG VON S

IKROORGANISMEN UND ZELLKULTUREN GmbH DSMZ-Acchssion Numbér ©

Mascheroder Weg Ib
" D-38124 Braunschweig Dale culluré received:

GCERMANY

BACTERIA/FUNGI "'

. THE UNDERSIGNED HEREBY DEPOSITS UNDER THE BUDAPEST TREATY THE MICROGRGANISM IDENTIFIED HEREUNDER
_AND UNDERTAKES NOT TO WITHDRAW THE DEPOSIT FOR THE PERIOD SPECIFIED INRULES.1® '

L IDENTIFICATION OF THE MICROORGANISM o
Identification reference” Thé cullure lo be deposfled is :

/ ' '
[ h&% ©Z : . é‘%p\m‘: cultare

{ ) a misdure of injcroorganfsms

| Taxonomic designation:

[,'aé\‘a\;p@m\\ug dalhue dLil Aub, Htx\gra\régg ] e e
T CONDITIONS FOR CULTIVATION ) R
preforesterIlIsatjcn: I 7_.@0 j '9 i) Z

Medium: .
- H Te] S BY‘OT‘" — : : | | Sierilisation _/Z__S_‘min at xM *c
B\ ?CO \{Qp.\, 2%4 :'Z)C) PH afier sterilisation: ELg j: Oglz‘

Oxygen relationship:

Q_aeﬁnhic

\,Lg)/mltroaerophmc
fmrdy

) obligate anaerobic

Specific gaseous fequirements:

Tncubation lemperature: 3_,% °c
Incubation lime: . __/ig’ L'LQUJ\E .._L\/f
Short'term storage at: _5 *'C ’
Interval of lransfer: 5-3 daveg

1 or2, according 1o the councll directive 2000/54/EEC

deposit microorganisms which belong 10 1isk group
No L 262/21 of 13.10.2000) and cas be

on the prowcﬁnn' of workers from risks relaied 10 £XpOSVIE 10 biological agents at wark (OF
classifiad as S1 or S2 orgasisms according to «Geselx zur Repelung der Gentechnik” (BGBL'L, pp- 2067-2083 of 21.12.1993), last changed on
ding to EEC Directive 2000/54/EC on the Protection of Workers from Risks Related 10

16.08.2002 (BGBL. I, pp- 3220-3244) and accor
Exposure 10 Biological Agents al Work (OF No. 1262, pp. 21-45 of 18.09.2000).

This form may also be used if the undersigned converts into a deposit under the Budapest Treaty the
ot his predecessor in title has already deposited, onside the Budapest Treaty, with the same depositary instimdon ejther

6.4(a)) or afier the acquisition by that instimton of the staws of intemaliona) deposiary audherity. .
the depositor,

The DSMZ only sceepts for

deposit of 2 microorgznism that he
before (Rule

Nursber, symbols etc., given W@ the microorganism by
1 s swongly recommended 0 indicaie the mgonomic designation and/or scientific description (se¢ under VIL) of the microorganism.
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LMG-COLLECQ N

Budapest Treaty on the Internatlonal Recognition of the Deposit of Mlcroorganisms for
the Purposes of Patent Procedure

Recelpt In the case of an orlginal depaosit Issued pursuant to Rule 7.1 by the
International Depositary Authority BCCM/LMG ldentifled at the bottom of next page

To: Name of the depositor ! Laboratorio Microbiologice Grana Provolone SRL

Address : Via P. Custodi N. 12
I-28100 Nowvara
Italy

l. ldentification of the mlcroorganism:

1.1 ldentification refsrence given by the deposltor:

Lactobacillus pentosus 9 /1 ei

1.2 Accession number given by the International Depositary Authorlty:

IMG P~21019
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DELIIAIMN W Wil L b bdf i bl I IO e ram e e e e e ——
ima-coLLECTIOl_ 01-105 !
Page 2 of Form BCCM/LMG/BP/4/............. .. Recelpt in the case of an original deposit

It Sclentific description and/or proposed taxonomic designation
The microorganism identified under | above was accompanied by :

(mark with a cross the applicable box(es)):

E] a scientific description

= a proposed taxcnomic designation
{i. Recelpt and acceptance

This Internat'lonal Depositary Authority. accepts the microorganism Identified under
| above, which was received by it on (date of original deposit)

October 16, 2001

Iv. International Deposltary Authority

Belglan Coordinated Collections of Microorganisms (BCCM)
Laboratorium voor Microbiologle - Bacteridénverzameling (LMG)
~Unlversiteit Gent -

K.L. Ledeganckstraat 35

B-3000 Gént, Belgium

Signature(s) of person(s) having the power to represent the international Depositary Authority or
of authorized official(s): .

Dr. D. Janssens, curator IDA

Date : October 30, 2001
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LMG-COLLECY{ N
Page 1 of Form BCCM/LMG/BP/S/. 01 105 anbllrty statement

'

Budapest Treaty on the International Recognltlon of the Deposit of MlcroorganISms for
the Purposes of Patent Procedure

Vlablllty statement Issued pursuant to Rule 10.2 by the International Deposiary
Authority BCCM/LMG Identitied on the following page

International Form BCCM/LMG/BP/o/017105 ...

To: Party to whom the viabliity statement is Issued:

Name ! Laboratorio Microbiologico Grana Provolone SRL
Attn: Luigi Dell'era

Address ! via P. Custodi N. 12
' 1-28100 Novara
Italy
l. Deposltor:
11 Name ! Laboratorio Microbiologico Grana Provolone SRL
1.2 Address I via P. Custodi N. 12
I-28100 Novara
Italy

. Identification of the mlcroorganism

.1 Accession number given by the International Deposltary Authority:

MG P-21019

2 Date of the original deposit (or where a new deposit or a transfer has been made, the mos!
recent relevant date)

Octobexr 16, 2001
e Viabllity statement.

The viabllity of the microorganism Identifled under 1l above was tested on
October 17, 2001

(Give date. In the cases referred to in Rule 10.2(a)(ii) and (iii), refer to the most recent vigbil'rty test).

On that date, the sald microorganism was: (mark the applicable box with a cross)

viable

O no longer viable



BELWlAN VWWN T LB Wwidblkblw i Wi W l‘ll'llv-‘u\-r‘.‘_r— PCT/IB2005/003214
LMG-CCLLECTIO 01-105 -~
Page 2 of Form BCCM/LMG&/BP/4/.....cooeevn Receipt in the case of an original depost]

. Sclentiflc description and/or proposed taxonomic designation
Thé microorganism identified under | above was accompanied by :
(mark witlj a cross the applicable box(es)):
E] . a scientific description

F a proposed taxonomic designation
ill. - Recelpt and acceptance

This International Deposifary Authority accepts the microorganism ldentified under
| above, which was received by it on (date of original deposit)

October 16, 2001

V. International Depaositary Authority

Belglan Coordinated Collections of Microorganisms (BCCM)
Laboratorium voor Microbiologie - Bacteriénverzameling (LMG)
. Unlversitelt Gent '

K.L. Ledeganckstraat 35

B-9000 Gént, Belgium

Signature(s) of person(s) having the power to represent the International Depositary Authority or
of authorized official(s):

Dr. D. Janssens, curator IDA

Date : October 30, 2001



a5 Y e e e Lo e e o a—— e s

LMG-COLLECTIO

PCT/IB2005/003214

Page 2 of Form BCCM/LMG/BP/Q/.Q.l....l..C.).E.... Viability statement

Conditlons under which the viability test has been performed:

(Fill in if the information has been requested and if the results of the test were negative).

International Depositary "Authority

Belglan Coordinated Collections of Microorganisms (BCCM)
Laboratorium voor Microbiologle -~ Bacteriénverzameling (LMG)

Universiteit Gent’
K.L. Ledeganckstraat 35
B-9000 Gent, Belgium

Signature(s) of person(s) having the power to represent the International Depositary Authority or
of authorized official(s)

Dr. D. Janssens, curator IDA

Date . October 30, 2001
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BELGIAN COO[ )INATED COLLECTIONS OF MICROOR{ NISMS - BCCM
LMG-COLLECTION 01-106
Page 1 of Form BCCM/ALMG/BP/4/..cveecee... Receipt in the case of an original deposit

Budapest Treaty ‘on the International Recognition of the Deposit of Microorganisms for
the Purposes of Patent Procedure )

Receipt in the case of an original deposit Issued pursuant to Rule 7.1 by the
international Depositary Authority BCCMW/LMG Identifled at the bottom of next page

International Form BCCM/LMG/BP/4/..0L7106...

To: Name of the depositor ! Laboratorio Microbiologico Grana Provolone SRL
Address : via P. Custodi N. 12
' I-28100 Novara
Italy

. Identification of the microorganism:

11 ldentification reference giv,e_n by.the depo‘shpr:

Lactobacillus plantarum 776 /1 bi

1.2 Accession number given by the International Depositary Authority:

LMG P-21020




PCT/IB2005/003214
BELGIAN Coorbi _tep cotlLecTions of microorcanflls - Bccm
LMG-COLLECTION
Page 2 of Form BCOM/LM@/BP/4/.2172 92 . Receipt in the case of an original depod

Il Sclentific description and/or proposed taxonomic designation
The microorganism identified under'l above was accompanied by : |
{mark with a cross the applicable box{es)):
K] a scientific description

53| a proposed taxonomic designation
Hl. Receipt and acceptance

This International Depositary Authority accepts the microorganism identified under
| above, which was recelved by It on (date of original deposit)

October 16, 2001

1v. International Depositary Authority

Belglan Coordinated Collections of Microorganisms (BCCM)
Laboratorium voor Microbiologie - Bacterl&nverzameling (LMG)
Unlversiteit Gent

K.L. Ledeganckstraat 35

B-3000 Gent, Belgium

Signature(s) of person(s) having the power to represent the Intemnational Depositary Authority or
of authorized official(s):

Dr. D. Janssens, curator IDA

Date : October 30, 2001
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BELGIAN COQ™ [NATED CULLEUIIUND UPF IO N gm e — i
LMG-COLLECTTON
page 1 of Form BCCM/LMG/BR/9/...02 7108 Viability statement

Budapest Treaty on the International Recognition of the Deposlt of Microorganisms for
the Purposes of Patent Procedure

Viabllity statement issued pursuant 'tc Rule 10.2 by the International Deposhtary
Authority BCCM/LMG ldentlfled on the foliowing page

International Form BCCM/LMG/BPISI..C.).l.."..l.QE....
To: Party to whom the viabllity statement Is Issued:
Narme ! Laboratorio Microbiologico Grana Provolone SRL
Attn: Luigi Dell'era
Address } via P. Custodi N. 12
*1-28100 Novara
Italy
I. Depositor:
L1 Name * Laboratorio Microbioclogico Grana Provolone SRL
1.2 Address : via P. Custodi N. 12
T-28100 Novara
Italy
I, Identification of the microorganism

1.1 Accession number given by the Internatlonal Depositary Authority:

LMG P-21020

1.2 Date of the original deposit (of where a new deposit or a transfer has been made, the mos
recent relevant date)

October 16, 2001
.. Viability statement.

The viabllity of the mlcroorganlsm‘ldentlﬂed under Il above was tested on
October 17, 2001

(Give date. Inthe cases referred to in Rule 10.2(a)(ii} and (iii), refer to the ~most. recent viability test).

On that date, the said microorganism was: (mark the applicable box with a cross)

viable

O no longer viable



PCT/IB2005/003214
BELGIAN COORD(™ L\TED COLLECTIONS OF MICROORGAN IS - BCCM

LMG-COLLECTION 01106
Page 2 of Form BCCM/LMG/BP/9......-........ Viability statement .

Iv. Condltions under which the viabillty test has been performed:

(Fill in if the information has been requested and if the results of the test were negative).

V. International Depositary "Authority

Belgian Coordinated Coliections of Microorganisms (BCCM)
Laboratorium voor Microbioiogle - Bacteriénverzameling (LMG)
Universitelt Gent

K.L. Ledeganckstraat 35

B-2000 Gent, Belgium

Slgnature(s) of person(s) having the power to represent the Intemational Depositary Authority or
of authorized official(s) :

\

Dr. D. Janssens, curator IDA

Date . - October 30, 2001
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BELGIAN COOQINATED COLLECIIUNG Ur lﬁl\anuunUsqu-u C e
LMG-COLLECTTON 01-107 BO05 /70312
Page 1 of Form BCCM/LMG/BP/4/...- 000 Receipt in the case of an original sBGH 14

Budapest Treaty on the International Recognition of the Deposit of Microorganisms for
’ the Purposaes of Patent Procedure :

Recelpt In the case of an original deposit Issued pursuant to Rule 7.1 by the
International Depositary Authority BCCM/LMG Identifled at the bottom of next page

" International Form BCCM/LMG/BP/A/..O.%.—.}.P.?.....

To: Name of the depositor * TLaboratorio Microbiologico Grana Provolone SEL
Address : Via P. Custodi N. 12
I1-28100 Novara
Italy

1. - Identification of the microorganism:

11 Identification reference given by the depesitor:

Lactobacillus plantarum 476LL 20 bi

1.2 Accession number given by the International Depositary Authorlty:

MG P-21021
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BELGIAN COORDE“{'ED COLLECTIONS OF MICROQRGANIIS - BCCM

LMG-COLLECTION™

Page 2 of Form BCQM/LMG/BP/M ................ Receipt in the case of an original depqs'[gT/‘B 05 103914 l*‘

.

V.

Sclentlfic description and/or proposed taxonomic designation

The microorganism identified under | above was accompanied by :

(mark with a cross the applicable box(es)):
K] a scientific description

a proposed taxonomic designation
Recelpt and acceptance

This International Depositary Authority accepts the microarganism identlfled under
| above, which was received by it on (date of original deposit)

October 16, 2001

International Depositary Authority

Belglan Coordinated Collections of Microorganisms (BCCM)
L.aboratorium voor Microbiologle - Bacterlénverzamellng (LMG)
Unlversitelt Gent '

K.L. Ledeganckstraat 35

B-9000 Gent, Belgium .

Signature(s) of person(s) having the power to represent the Intemational Depositary Authority or

" of authorized official(s):

Dr. D. Janssens, curator IDA

Date October 30, 2001
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BELGIAN COOE_'NATED JCOLLECTIUND Ur MILHUURU———a0is © oo
LMG-COLLECTlUN 01-107 )
Page 1 of Form BCCM/AMG/BP/S/ ......oocueven. Viability statement

Budabast Treaty on the International Recognition of the Deposit of Microarganisms for
the Purposes of Patent Procedure

Viabllity statement Issued pursuant to Rule 10.2 by the International Deposltary
Authority BCCM/LMG Identifled on the following page

international Form BCCM/LMG/BP/9LOITEOT ..

To: Party to whom the viability statement Is Issued:

Name ! Laboratoric Microbiolegico Grana Provolone SRL
Attn: Luigi Dell'era

Address ! via P. Custodi N. 12
. +1-28100 Novara
Italy
I Deposiltor:
11 Name : Laboratorio Microbiologico Grana Provolene SRL
1.2 Address P via P. Custodi -N. 12
I-28100 Novara
Italy
R identiflcation of the microorganism

.1 Accession number given by the International Deposltary Authorlty:

LMG P-21021

1.2 Date of the origiﬁal deposit {or where a new deposit or a transter has been made, the mos
recent relevant date)

October 16, 2001
IR Viabllity statement.

The viablilty of the microorganism Identified under Il above was tested on
Octobexr 17, 2001

(Give date. In the cases referred to in Rule 10.2(a)(ii) and (iif), refer to the most recent viability test).

On that date, the sald mlcroorganlsm. was: (mark the applicable box with a cross)

viable

O no longer viable



PCT/IB2005/003214
BELGIAN CQORD \TED COLLECTIONS OF MICROORGAM ks - BCCM
LMG-COLLECTION

1V, Conditions under which the viabliity test has been performed:

(Fill in if the information has been requested and if the results of the test were negative).

V. International Depositary Authority

Belglan Coordinated Collections of Microorganisms (BCCM)
Laboratorium voor Microbilologle - Bacteriénverzameling (LMG)

" Universlitelt Gent
K.L. Ledeganckstraat 35
B-9000 Gent, Beiglum

Signature(s) of person(s) having the power to represent the Intemational Depositary Authority or
of authorized official(s) :

Dr. D. Janssens, curator IDA

Date : October 30, 2001
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RELGIAN COOH WATED COLLECTIONS OF MICROORG )ISMS - suum
LMG-COLLECTION
Page 1 of Form BCCOMLMG/BP/4/.01-1.08.. Receipt in the case of an original deposit

Budapest Treaty on the International Recognltion of the Deposit of Mlcréorganlsms for
the Purposes of Patent Procedurs

Recelpt In the case of an original deposit issued pursuant to Rule 7.1 by the
International Depositary Authority BCCM/LMG Identifled at the bottom of next page

International “Form BCCM/LMG/BP/4/.217108...
To: Name of the depositor : Taboratoric Microbiologico Grana Provolone SRL
Address : Via P. Custodi N. 12
I-28100 Novara
Italy
l. - |dentification of the microorganism:
A \dentification reference given by the depositor:

T

Lactobacillus platarum PR ci

1.2 Accession number) given by the Internatienal Depositary Authority:

LMG P-21022




PCT/IB2005/003214

BeLGIAN CooRDl WED COLLECTIONS OF MICROORGANmmS - BCCM
LMG-COLLECTION

I Sclentific description and/or proposed taxonomic designation
The micmorganism identified under | above was accompanied by :
{mark \}mh a cross the applicable box(es)):
& a scientific desqription

I3 a proposed taxonomic designation
1. Recelpt and acceptance

This International Deposit‘ary Authority accepts the microorganism Identified under
I above, which was recelved by it on (date of original deposit)

October 16, 2001

1IV. International Depositary Authority

Belglan Cceordinated Collections of Mlcroorganlsms (BCCM)
Laboratorium voor Microbiologie - Bacterlénverzamellng (LMG)
Universiteit Gent

K.L. Ledeganckstraat 35

B-9000 Gent, Beigium

Signature(s) of person(s) having the power to represent the lntematlonal Depositary Authority or
of authorized official(s):

1%

Dr. D. Janssens, curator IDA

Date : October 30, 2001



PCT/IB2005/003214

BELGIAN COOf_ NATED COLLECTIONS OF MICROORATJISMS - BCCM
LMG-COLLECTION

Budapest Treaty on the Internatlonal Recognition of the Depasit of’ Mlcroorganlsms for
the Purposes of Patent Procedure

Viabllity statement Issued pursuant to Rule 10.2 by the International Depositary
Authority BCCM/LMG Identlfled on the following page

lnterna tlonal Form BCCM/LMG/B P/s ................

To: Party to whom the viabllity statement s Issued:

Name * Laboratorioc Microbiologico Grana Provolone SRIL
Attn: Luigi Dell'era

Address ! via P. Custodi N. 12
*I-28100 Novara
Italy
I. Depositor:
.1 Name ! Laboratorio Microbiologico Grana Provolone SRL
1.2 Address ! Vvia P. Custodi N. 12
I-28100 Novara
Italy

1. Identification of the microorganism

.1 Accession number given by the International Deposltary Authorlty:

IMG P-21022

1.2 Date of the ongmal deposit (or where a new deposrt or a transfer has been made, the mo
recent relevant date)

October 16, 2001
.. Viability statement.

The viabllity of the microorganism Identlfied under Il above was tested on

October 17, 2001
(Give date. In the cases referred to in Rule 10.2(a)(ii) and (jii), refer to the most recent viability test).
On that date, the sald microorganism was: (mark the applicable box with a cross)
viable

O no longer viable °



PCT/IB2005/003214

BELGIAN COORD(_ATED COLLECTIONS OF MiCROORGANMS - BCCM
LMG-COLLECTION

v, Condltions under which the viability test has been performed:

(Fill in i the information has been requested and if the results of the test were negative).

V. International Depositary Authority '

Belglan Coordinated Collections of Microorganisms (BCCM)
Laboratorlum voor Microblologie - Bacteri2nverzameling (LMG)
Universiteit Gent

K.L. Ledeganckstraat 35

B-9000 Gent, Belglum

Signature(s) of person(s) having the power to represent the International Depositary Authority or
of authorized official(s) : :

Dr. D. Janssens, curator IDA

Date - October 30., 2001
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BELGIAN VU INAIEY COLLECIIUND U MlthUH‘_"ﬂDMD - DU
LMG- COLLE(;;) 01-109
Page 1 of Form BCCM/LMG/BP/4/ —.. RBeceipt in the case of an original deposit

Budapest Treaty on the International Recognlition of the Deposit of Mlcroorganisms for
the Purposes of Patent Procedure

Recelpt In the case of an original deposit Issued pursuant to Rule 7.1 by the
International Depositary Authority BCCM/LMG Identifled at the bottom of next page

International Form BCCM/LMG/BP/4/..017109...

To: Name of the depositor . ILaboratoric Microbiologico Grana Provolone SRL

Address : Via P. Custodi N. 12
I-28100 Novara
‘Italy

Identification of the microorganism:

L1 Identification reference given by the depasitor:

Lactobacillus plantarum 776 /2 hi

1.2 Accession number given by the International Depositary Authorlty:

LMG P-21023




— PCT/IB2005/003214

BELGIAN COORDINAT=D COLLECTIONS OF microorGanisl_ ' - BcCcm
LMG-COLLECTION
Page 2 of Form BCOCMALMG/BF/4/..01=109. Receipt in the case of an original deposit

i Sclentific description and/or proposed taxonomic designation
The microarganism identified under | above was accompanied by :
(mark with a cross the applicable box(es)):
=] a scierrﬁﬁc description

S a proposed taxonomic designation
lil.  Receipt and acceptance

This International Deposifary Authorlty accepts the microorganism Identified under
| above, which was received by It on (date of original deposit)

October 16, 2001

V. International Depositary Authority

Belgian Coordinated Collections of Microorganisms (BCCM)
Laboratorium voor Microblologle - Bacteriénverzameling (LMG)
Universltelt Gent

K.L. Ledeganckstraat 35

B-3000 Gent, Belgium

Slgnature(s) of person(s) having the power to represent the International Depositary Authority or
of authorized official(s):

Dr. D. Janssens, curator IDA

Date : October 30, 2001
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tma-cotLectT{_N o
Page 1 of Form BCCM/LMG/BP/9/.01=102.. Viability statement

Budapest Treaty on the International Recognitlon of the Deposit of Microorganisms for
the Purposes of Patent Procedure

Viabllity statement issued pursuant to Rule 10.2 by the International Depositary
‘ Authority BCCM/LMG Identifled on the following page

International Form BCCM/LMG/BP/9/..017102...

To: Party to whom the viability statement Is Issued:

Name ! Laboratorio Microbiologico Grana Provolone SRL
Attn: Luigi Dell'era

Address ! via P. Custodi N. 12
»I-28100 Novara
Italy
l. Depositor:
i1 Name I Laboratorio Microbioclogico Grana Provolone SRL
1.2 Address P via P. Custodi N. 12
I-28100 Novara
Italy
. Identification of the microorganism
.1 Accession number given by the International Depositary Authority:

IMG P~ 21023

1.2 Date of the driginal deposit (or where a new deposit or a transfer has been made, the mos
recent relevant date) :

" October 16, 2001
.. Viability statement.

The viabillty of the microorganism identifled under 1l above was tested on
Octobexr 17, 2001

(Give date. In the cases referred to in Rule 10.2(a)(ii) and (iii), refer to the most recent viability test).

On that date, the sald microorganism was: (mark the applicable box with a cross)

viable

O no longer viable



PCT/IB2005/003214

BELGIAN COORDIN™YED COLLECTIONS Ur MiLHUUnGAN=S - Swwm
LMG-COLLECTION -
Page 2 of Form BCCM/LM@&/BP/e/ 027102, Viability statement

IV. Conditions under which the viabllity test has been performed:

(Fill in if the information has been requested and if the results of the test were negative).

V. International Depositary ‘Authority

Belglan Coerdinated Collections of Microorganisms (BCCM)
Laboratorlum voor Microblologie - Bacteriénverzameling (LMG)

Universiteit Gent '
K.L. Ledeganckstraat 35
B-9000 Gent, Belgium

Signature(s) of person(s) having the power to represent the Intemational Depositary Authority or
of authorized official(s)

IS

Dr. D. Janssens, curator IDA

Date . October 30, 2001



PCT/IB2005/003214

BELGIAN COORDIMATED COLLECTIONS OF MICRCORGANISMS - BCCra
LMG-COLLECTIONM 02-111 . ‘
Page 1 of Form BCCM/LMG/BP/4/.._ 7. .. 7. Receipt in the case of an original deposit

Budapest Treaty on the International Recognition of the Deposlt of Microorganisms 1
the Purposes of Patent Procedurs

Recelpt [n the case of an original deposit Issued pursuant to Rule 7.1 by the
International Depositary Authority BCCM/LMG Iidentifled at the bottom of next page

International Form BCCM/LMG/BP/4/. O2ntil

To: Name of the depositor ! Anidral Srl

Address : Via P. Custedi N. 12

28100 Novara - Italy

I. ldentification of the microorganism:

1.1 Identification reference given by the depositor:

1814/3 aiai

1.2 Accession number given by the Internatl.oﬁal Depositary Authority:

LMG P-21380




PCT/IB2005/003214

BELGIAN COORDINATED COLLECTIONS OF MICROORGANISMS - BCCM
LMG-COLLECTION
Page 2 of Form BCCMWLMG/BP/A/ ..ovoemenens Receipt in the case of an original deposit

1. ' sclentific description and/or proposed taxonomic designation
The microorganism identified under | above was accompanied by :
(mark with a cross the applicable box(es)):
a scientific description

il a pfoposed taxonomic designation
1l Recelpt and acceptance

This International Deposliary Adthorlty accepts the mlcroorgénlsm identified under
| above, which was recelved by It on (date of original deposit)

January 31, 2002

v. International Depositary Authority

Belglan Ccordinated Collections of Microorganisms (BCCM)
Laboratorium voor Microblologle - Bacterlénverzameling {LMG)
Universitelt Gent

K.L. Ledeganckstraat 35

B-9000 Gent, Belgium

Signature(s) of person(s) having the power to represent the Irternational Depositary Authority or
of authorized official(s):

Dr. D. Janssens, Curator I.D.A.
Date : February 14th, 2002



PCT/IB2005/003214

BELGIAN COORDINATED COLLECTIONS OF MICROORGAN!SMS - BCCM
.LMG-COLLECTION
Page 1 of Form BCCM/LM&BP/9/..02-1 1.1, Viability statement

Budapest Treaty on the International Recognition of -the Deposit of Mlcroorgaﬁ[sms for
the Purposes of Patent Procedure

Viabllity statement Issued pursuant to Rule 10.2 by the International Depositary
Authority BCCM/LMG Identifled on the following page

International Form BCCM/LMG/BP/9s.027111

To: Party to whom the viability statement Is Issued:
Name ! Dr. Cesare Schiavi ~ Amministratore unico
Address - ! Apidral Srl

Via P. Custodi N. 12
28100 Novara - Italy

I. Deposlitor:
1.1 Name : Anidral Srl
.2 . Address : Via P. Custodi N. 12

28100 Novara - Italy

11, ldentification of the microorganism

il Accession number given by the International Depositary Authority:

G P-21380

1.2 Date of the original depasit (or where a new deposit or a transfer has been made, the mx
recent relevant date)

January 31, 2002
Nl Viabllity statement. '
The viability ‘of the microorganism Identified under i above was iested on

January 31, 2002
(Give date. In the cases referred to in Rule 10.2(a)(ii) and (Iii); refer to the most recent viability test).
On that date, the sald mlcroorganism was: (mark the applicable box with a cross)

viable

(:] no longer viable



PCT/IB2005/003214

BELGIAN COORDWNATED COLLECTIONS OF MICROORGANTSMS - BCCM .
LMG-COLLECTION
Page 2 of Form BCCMAMG/BP/9/...0271 1L viability statement

V. Conditions under which the viabllity test has been performed:

(Fill in if the information has been requested and i the results of the test were negative).

V. International Depositary Authority

Beiglan Coordinated Collections of Microorganisms (BCCM)
Laboratorium voor Microblologie - Bacteriénverzameling (LMG)
Universiteit Gent )

K.L. Ledeganckstraat 35

' B-9000 Gent, Belgium

Signature(s) of person(s) having the power to represent the Iinternational Depositary Authority or
of authorized official(s) : .

Dr. D. Janssens, Curator I.D.A.

Date February 14th, 2002



. . PCT/IB2005/003214
BELGIAN COORDI!‘ 'ED COLLECTIONS OF MICROORGANN"S - BCCM
LMG-COLLECTION 02-112 ,
Page 1 of Form BCCM/LMG/BP/4/................ Receipt in the case of an original depo!

Budapest Treaty on the International Recognition of the Deposit of Microorganisms for
the Purposes of Patent Procedure

Receipt In the case of an original deposlt Issued pursuant to Rule 7.1 by the
International Depositary Authority BCCM/LMG Identifled at the botiom of next page

‘International Form BCCM/LMG/BP/4/02 112 .
To: Name of the depositor . Anidral Srl
Address : Via P. Custodi N. 12
" 28100 Novara - Italy
I. Identification of the microorganism:
11 Identification reference given by the depositor:
192n/1 aiai
i.2 Accession number given by the International Depositary Authority:

IMG P-21381




PCT/IB2005/003214

BELGIAN COO INATED COLLECTIONS OF MICROORA_NsMS - BCCM :

LMG-COLLECTION

02-112

Page 2 of Form BCCM/LMG/BP/4/....c..ocvvve. Receipt in the case of an original deposit

1L

Sclentific description and/or proposed taxonomic designatioPCT/IB 05 f 3 7 1,
The microorganism identified under | above was accompanied by :

(mark with a cross the applicable box(es)):

B a scientific description

" aproposed taxonomic designation
Receipt and acceptance

This International Depositary Authority accepts the microorganism Identifled under
| above, which was recelved by it on (date of original deposit)

January 31, 2002

International Depositary Authority

Belglan Coordinated Collections of Microorganisms (BCCM)
Laboratorium voor Microbiologle - Bacteridnverzameling (LMG)
Universiteit Gent

K.L. Ledeganckstraat 35

B-3000. Gent, Belgium

Signature(s) of person(s) having the power to represent the International Depositary Authority or
of authorized official(s): .

Dr. D. Janssens, Curator I.D.A.
Date : February 14th, 2002



BELGIAN CGORD‘.“ATED COLLECTIONS OF MlCROORGAhwlAS - BCCM

PCT/IB2005/003214

LMG-COLLECTION
Page 1 of Form BCOM/LMG&/BP/Y/..25 02 Viability statement PCT/IBUS 1 U3214

02-112

Budapest Treaty on the Internatlonal Recognition of the Deposit of Microorganisms for

To:

.

the Purposes of Patent Procedure

Viabllity statement issued pursuant to Rule 10.2 by the International Dépositary

. Authority BCCM/LMG Identified on the following page

International Form BCCM/LMG/BP/9/.02=z112....

Party to whom the viabllity statement Is Issued:
Name ! Dr. Cesare Schiavi - Amministratore unico
Address ! BAnidral Srl

Via P..Custodi N. 12
28100 Novara - Italy

Depositor:
1.1 Name : Anidral Srl
L2 -Address . via P. Custodi N. 12

28100 Novara - Italy

ldentlfication of the microorganism

1.1 Accession number given by the International Depositary Authority:

LMG P-21381

2 Date of the original deposit (or where a new deposit or a transfer has been made, the most
recent relevant date)

January 31, 2002
Viability statement.

The viability of the microorganism Identified under Il above was tested on
January 31, 2002

(Give date. In the cases referred to in Rule 10.2(a)(ii) and (iif), refer to the most recent viability test).

On that date, the sald microorganism was: (mark the applicaple box with a cross)

A viable

| no longer viable



PCT/IB2005/003214

BELGIAN COO NATED COLLECTIONS Ur MICHUUNYG  1owmd - Buom
LMG-COLLECTTUN
Page 2 of Form BCCM/LMG/BP/9/ ... Viability statement

Condltlons under which the viability test has been performed:

(Fill in if the information has been requested and if the results of the test were negative).

International Depositary Authority

Belgian Coordinated Coliections of Microorganisms (BCCMN)
Laboratorium voor Microbiclogle - Bacteriénverzameling (LMG)
Unlversiteit Gent

K.L. Ledeganckstraat 35

B-9000 Gent, Belgium

Signature(s) of person(s) having the power to represent the Intemational Depositary Authority ol
of authorized official(s) :

ne

-

Dr. D. Janssens, Curator I.D.A.

Date - 1 February l4th, 2002




PCT/IB2005/003214

BELGIAN COOl _IMATED COLLECTIONS oF MiCROORAIISMS - Bccm
LMG-COLLECTION

Budapest Treaty on the International Recognitlon of the Deposit of Microorganisms for
the Purposes of Patent Procedure

éecelpt In the case of an original deposlt Issued pursuant to Rule 7.1 by the
International Depositary Authority BCCM/LMG Identifled at the botiom of next page

International Form BCCM/LMG/BP/47.927113
To: Name of the depositor I Anidral Srl
Address : Via P. Custodi N. 12
28100 Novara - Italy
L. ldentification of the microorganism:
I.1 Identification reference given by the depostitor:
324/3 aiai
1.2 Accession number given by the International Depositary Authorlty:

LMG P-21384




PCT/IB2005/003214
BELGIAN COORDil TED COLLECTIONS OF MICROORGANI _ls - BCCM:
LMG-COLLECTION '

Page 2 of Form BCCMILMG/BP/4/. 927112, Receipt in the case of an original deposit

I Scientific description’ and/or proposed taxonomlic designation
The microorganism identified under | above was accomganied by :

{mark with a cross the applicable box{es)):

= a scientific description
S a proposed taxonomic designation
. Receipt and acceptance

This International Depositary Authority accepts the microorganism Identlfied under
| above, which was received by It on (date of original deposit)

January 31, 2002

1v. lnternatlonal Depositary Authority

Belglan Coordinated Collections of Microorganisms (BCCM)
Laboratorium voor Microblologie - Bacteriénverzameling (LMG)
Universiteit Gent' ‘

K.L. Ledeganckstraat 35

B-9000 Gent, Belgium

. Signature(s) of person(s) having the power to-represent the International Depositary Au{hority or
of authorized official(s): . .

-

~ Dr. D. Janssens, Curator I.D.A.
Date : February 14th, 2002



PCT/IB2005/003214

BELGIAN COORDINATED COLLECTIONS OF MICROORGANISMS - BCCM
LMG-COLLECTION

Budapest Treaty on the International Recognltion of the Deposit of Microorganisms for
the Purposes of Patent Procedure

Viability statement Issued pursuant to Rule 10.2 by the International Depositary
Authority BCCM/LMG Identlfled on the following page

International Form BCCM/LMG/BP/e/ 027112 .

CTo: Party to whom the viability statement Is Issued:
Name ! Dr. Cesare Schiavi - Amministratorxe unico
Address - anidral Srl

via P. Custodi N. 12
28100 Novara - Italy

1. Deposltor:
1.1 Name : Anidral Srl
1.2 Address : Via P. Custodi N. 12

28100 Novara - Italy

1L ldentlfication of the microorganism

.1 Accession number given by the International Depositary Authority:

LMG P-21384

1.2 Date of the original deposit (or where a new deposit or a transfer has been made, the mo
recent relevant date)

January 31, 2002
.. Viability statement.

The viabllity of the microorganism Identifled under I above was tested on
January 31, 2002

(Give date. In the cases referred to in Rule 10.2(a)(ii) ard (iii), refer to the most recent viability test).

On that date, the said microorganism was: (mark the applicable box with a cross)

- viable

I no longer viable



) PCT/IB2005/003214
BELGIAN COORD‘ \TED COLLECTIOMNS OF MICHOORGAE“S - BCCHM
LMG-COLLECTION

pPage 2 of Form BCCM/LMG/BP/Q/ Viabilrty statement

|V. Conditions under which the viability test has been performed:

(Fill in if the information has been requested and if the results of the test were negative).

V. International Depositary Authority

Belglan Coordinated Collections of. Microorganisms (BCCM)
Laboratorium voor Microbiologie - Bacteriénverzamenng (LMG)
Universitelt Gent

K.L. Ledeganckstraat 35 X i

B-9000 Gent, Belgium

signature(s) of person(s) having the power to represent the Intemational Depositary Authority or

of authorized official(s) :

“

Dr. D. Janssens, Curator I.D.A.

Date :  February l4th, 2002
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