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Frevention and Treatment of allex rgic Diarrhoes

Thizs invention relates to the prevention and treatment of

allergic diarrhoes.

&y

Background of the Invention

Te this day diseases causing diarrhoega remain major global
health threats. Diarrhoea severely influsnces the quality of
10 life of patients all over the world and may pose &

particular threat to the survival of infants and children as

-

well as the elderly and patients lacking the means <

compensate dehydration and a severe losg of minerals.

15  Ag =uch, acute diarvhoea is a common cause of death in

A

developing countries and the second wmost common cause OF

infant deaths worldwide.It causgs an estimated 5 million

A

deaths in children under 5 vyears of age. The c¢ost of

o ..
5oty

duak

managenent of diarrhoea is a major drain on increasingly

. wileny

20 burdensd healthoare budgetsg.

43

Diarrhosa can have a number of differesnt causes such as
.uziection mwhlﬁh Q(}mp}:igg ﬁ arrhioes caussed b"sf rabtavi *f"ugﬂ ’
inflammation, allergy and nutritional ilmbalance resulting in

the most commeon types of diarvhoea including for example

N
L&

gecretory diarrhoea, osmotic diarrhoea and motllity-related

diarrhoea. If the diarrhoea can not be treate d]by'caugatiVQ;

.....

meang for example by evadicat iont of the pathogen, the type

of diarrhoea rather than the underlying cause dictates the

30 symptomatlic treatment.
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In the last few decades, ths use of propiotic bagteria has

gained considerable attention as a safe and accessidble form

of treatwment for gastrointestinal digeasesg. Probiotics were

succesgfully uged for the management ¢f diaxrhoea caused by

viral infections for example with rotavirus. Bacteri a that

have been sumployed for intervention in cases of diarrhoea of

viral origin belong to the ge enera ILactobacillus and

Bifidobacteriws. The therapeutic capacity of certain

probiotic bacteria against rotavirus-induced gastroenteritis

Gﬁ

;r,:},a‘

has bkeen attributed to their ability to stabilise anc

3

reinforce  the - mucosal barrier, the  pyoduction

e €

£

antimicrobial substances and the stimulation of the local

antigen-specific  and non-specific  iwmune  responses.

Significant differences have been noted with regard to the

effectiveness and mode of action of different strains.

j =

For example, in the early 1990's, Saavadra et al observed

-m

rhat administration of a combination of Bifidobacterium

rig and Streptoceccus thermophilus reduced the incidence

of diarrhoea and votavirus ghedding in 29 children followed

over 18 months in a chronic care ward in a U8 hospital

(Saavedra et al, The Lancet 344, 104 £:1884) ., Howsver, less
clear vesults have been obtained in other trials wusing
Bifidobacteria {(Thibault et al, J§ Ped Gastro Wuty 33,

147:2004) .

More recently, it was discovered that B Bifidobacterium brave
ONCM T-23865  (NOC2950) can be used to treat or prevent

s R

diarrhoea caused by yotaviral infection (EP 08172263.97) .
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Cther than in rotavirug-induced diarvvhoea -  where the
symptons arezﬁauged.by a pathogen - people that suffer from

allergic diarrhoea, in particular fs@é.allﬁrgyf may react to

certain foods as if they were laxatives.

N
»
»

Food allergies represent a significant health problem of
cur society today. They affect all age groups, but in
ar children. Around € to 8 parcant of all children
suffer from at least one food allergy. Adults are sliightly

1ﬁ8$ affected than children, but still arcund 4 percent of

Additional to patients with confirmed food allergy there is

a large mumber of people, up to 35%, sulfering frowm
hypersensitivity to one or morve food allergens (Rona,R.J.

ot al., 2007, J. Allergy Clin. Immunol. I20: 638-646).

Prolonged allergic diarrhoea may weaken a pabtisnt, cause
gerious dehydﬁatién. and losg of -min@xals, such as for

body with all necessary nutritional compounds difficonlt.

.........

Allergic diarrhoesa is usually treated taday by aveidance of

the food allergen and/or symptomatic by wrehydration an

mineral uptake, which might pose a sonsiderabhie disturbancs
of quality of live and cost to the health care gystewm. It

wold, rherefore, be desirable to have availabls

e

compogition, that allows to prevent the aoourrence ©f

{113

1lergic diarrhoea and/or treat allergic diarrheaa and which
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ig safe to be admin;s*ered.~w1th@ut.‘siﬁe affocts, and

{1

for compositions with effective anti-allergic dJdiarrhosa

activity and which are suitable for incorporation into

vroductes for consumption by infants and YOUry children, for

exanpie.
It wag conseguently the cobject of the present invention to
improve the state of the art and to provide the art with a

L QO

composition that satisfies thege needs.

The ©present inventors have surprisingily found  that

Bifidobacterium breve CNOM I-3863 (NCC2950) achisves the

object of the present invention.

Ag it iz more and more emerging, a specific health Yenefit

of probiotic bacteria is usually not something that can be

predicted on the basis of bacterial species.

More spegifically, the gpresent inventers have digcovered

J"' -

rhat a particular strain of Bifidobacterium breve originally
isolated from human milk, B. breve CNCM I1-3865 (NCC2950), is

highly effective in the prevention and treatment «f allergic

dlarrhoea. int&restinglyf it retains this activity even when

%

11 replicating form.

.
”5
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Bifidobacterium breve CNCM 1I-3865 (NCC2950) was deposited on 10
January 2008 with the COLLECTION NATIONALE DE CULTURES DE

MICROORGANISMES, INSTITUT PASTEUR, 25 rue du Docteur Roux, F-75724

PARIS Cedex 15, France under the Budapest treaty.

Notably, Bifidobacterium breve CNCM I-3865 (NCC2950) was also shown

to be active against diarrhoea caused by rotaviral infection.

Hence, Bifidobacterium breve CNCM I-3865 (NCC2950) 18 an
exceptional compound that 1s active 1n treating or preventing

diarrhoea of different causes, namely allergic and rotaviral

diarrhoea.

Accordingly, 1in a first aspect, the present invention provides a
composition comprising Bifidobacterium breve CNCM I-3865 (NCC2950)

for treating or preventing allergic diarrhea.

In a second aspect, the present invention provides the use of
Bifidobacterium breve CNCM I-3865 (NCC2950) 1in the manufacture of a

composition for the prevention or treatment of allergic diarrhoea.

In a third aspect, the present invention provides a method of prevention
or treatment of allergic diarrhoea comprising administration to a subject
in need thereof a therapeutic amount of Bifidobacterium breve CNCM I-3865

(NCC2950) .

A composition according to the present disclosure may be a supplement
that includes from 10° to 10" cfu of Bifidobacterium breve CNCM I-3865

(NCC2950) per unit does.
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To test the in vivo effect of Bifideobacterium breve CNOM I-

3865 (NCC285 0} in prevention - of allexgic diarrhes

2 MOUEE %Oﬁél ot alm?l 1c dlarxﬂeaiwag used {B andt E.R @*

ey d;.a

al. JCI 2003; 112{11): 1666-1667). Following sensitismation

(2 intraperitoneal injections of Owvalbumin {OVA} and

aluminium potassium sulphate at an interval of 14 days;

days ¢ and 14} male Balbk/c wmice were orally challenged with

OVA for € times {days 27, 29, 32, 34, 3€, 38} resulting in

transient clinical symptoms {diarrhoss) and changes of

immune parameters (plasma concdentration of total IgE, OVA

.:speawfmi IgE, mouse mast cell protease 1). Bifidobacterium

brave CNCM I-3885 [(NCC2950) was administersd by gavage 4

days 11, 12, 13 and 14) and during the challenge pariocd

(days 23 Lo 38 }odin a daily bacterial doge of around 1 o

- %

colony forming units (ofu) /mouse.

3xiéf D$8CEiptiQn‘Qf:§hg Erawingg.

Figure 1 shows the wmedian diarrhea scoxes cbasm red in OVA-

sensitized wmice challenged either with saline or OVA ox

challenged with QVA following treatment with live

Bifidobacteriun breve CONCM I-3865 (NCC2950). (Median

Dl
~ Tl

RobustSD; 3™ challenge: Saline = 0 + 0, OVA = 1 £ 1.19%;

NOC2950 live = 1 + O; 4™ challenge: Saline = ¢ 3 0, OVAa

| o i i e N oM m wa ”ﬁﬁ_“ﬁ 7 2 o

0 & 0, OVA

H
(s3
H-
(B
H
)
P
()
&0
LD
¥
-

3y - - - 2T A 3

ﬂh&ll@ﬁﬁ&: Saline = ¢ ¢ 0O, OVA = 5 g 0.6; NCC2B350 live = 2

!

2 Y
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Detailed Description of the Invention

Since children or infants are in particular affected by

t”i’

fcod allergies, the composition of the present invent

may be intended for children and/or infants. According tc'::
che definitions appearing in Article 2 of the European
Commigsion Directive 2006/141/EC of 22 December 2008 oun

infant formulas and follow-on formulae fInfantse® are
children undeyr the age of 12 wnonths and voung children are

children between 1 and 3 years of age.

The term “children” comprises the age groups from 1 to 14

VYaaI's .

of course, the compositions of the present invention may
also be used for teenagers (15-17 years) or adults {18

YEAYrs oY older) .

Probiotic®  meang  wmicrobial cell  preparations o
components of wicrobial cells with a teneficial eifect on
the health and well-being <¢f the host (Salminen 8,

Duwehand A. Benno Y. et al “Probiotics: how should they be

defined” Trends Food Sci. Technol., 19%2:10 107-10}.

All percentages are by weight unless otherwige stated.

The  compositions <¢f the Qresent inventicn may be
administered to any subject in need thereof.

R

e  animals, in

These subjects may be humans or may

particular pet aninmals. The subjects m ay belong to any age
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The compositions <«f the present invention  compriss
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group, for example to infants, young children, c<hildren,

teenagers or adults.

Bifidobacterium breve C(NCM I-~3865 {NCC2950) in an amount

sufficient to at least part 1aily treat allexrgic diarrhosa,

an  amount adeguate to accomplish +this is defined azg *a

therapeutically effective dose®. Amountzs ef fﬁective fa:n. thisg
gkill in the art such as thezseveri ry ©f the dissase and the
weight and general state of the consumer and the effect of

the COmQDQ‘LiﬂW matyix.

In prophylactic applications, Bifidobacterium breve CNOM I-
1865 (NCOC2950) is administered to a conguner susceptible to

. -

or otherwise at risk of allergic diarrhoea in an amount that

is sufficient to at least partially veduce the xisk of

daveloping allergic diarrhoea. Such an amount is defined ta

be *“a prophyvlactic effective dose”. Again, the precise

amounts depend on a number of patient specific factoys sugh

as the patient's state of healith and wezqh*“ and the =ifsct

of the composition matrix.

gkilled in the art will be able to aﬁjust-'gha;

A0

\.

therapeutically effective doss andf/or the prophylacti

effective dose ap§xdpriatelyf

in geperal the composition of the present invention contains

Eifidobacterium  breve  CNCM  I-38&5 (NCC2950) in &
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therapeutically effective dose and/oxr in a prophylactic

effactive dose.

The probicotic Bifidobacterium breve CNOM I-3865 (NCC2250)

Ly

may be administersd to the s.ubfecrt ag a :Oﬂ?@sl tion, for

it wmay be oonveniently administered in an infant feeding

formula, a follow-on formula or a growing up milk

10 Typically, the Bifidobacterium breve CHNCM I-3865% (NCCZ950)
may be administered in an amount equivalent to betwesen 107

and 107 cfu/g {(dry weight vagis), mors preferably between

107 and 10Y ofu/g.

1§ The

1§3.

expression  “amount eguivalent to” includes the

pCSglblllzles that the bacteria are live, non-replicating ox

dead. In other words, the gquantity of bacteria is expressge

£,
Qa

\i.

in texms of the colony forming abllity of that guantity of

hacteria as if all the bacteria wers alive irrespectiviy of

20  whethet they are, in fact, alive, non-replicat cing or dead,

or a mixture of any ov all of these gtates.

- S . . . D i o m N T P M\ -"\ . M' A Ep. U |

R}
t
oy
45
3
(T
in
(D
v

even wore preferably at least 38%, even m@re-§re£erre@ all

.t.“'):

of the Bifidcbacterium breve CNCM I-3865 (HCC2950} are non-

Il
&.I. A-ﬂ

replicating.

¥or this purpose the may be rendeved non~replicating by any

ﬂ?

method known to those of skill in the art. The technologies

Vs
<

described in the literature to rendey probiotic strains none



CA 02761238 2011-11-07

WO 2010/130661 PCT/EP2010/056292
10

replicating include for example lLisab-treatments, -

irradiation, UV light or treatwment by chemical agents, =such
as formalin or parafcrmaldehyde. Preferved are methods that
rTeguire el addition of agents. ™ pal“":; iculay for
5 preparations Lontalnlmq milk or miik compounds, heat
treatments ave preferred, since they are caxried out anyway

to veduce bacterial locads. This way, 0 extra process shep

will ke reguired.

1 Non-replicati ing probiotic micro-organisms have the advantage

that they are far easier to handls than theiy live
counterparts, Additionally, they are more gtorage stable ana

need less stringent packaging conditions.

¥
w.
w

frm b
)

Nomn-replicating probiotic nmicro-organismg would allow to

todibaaibani bt o die s 2o e R ok A it

develop a large variety of Zunctional foods which by their

nature do not allow the addition of live probiotics without

additional msasures to protect them. This plays a roie 1or

example in the provision of cereal bars, frmat juices, URT-

2 drinks, shelf stavble drinks, etc,

Furthermore, for example in immuno-compromised customers,

rthe use of live probiotics wmight be limited due te a

potential risk to develop bacteremia. Nun-viable problotics

are also far better tolerated by immuno-compromised people.

g

additionally, the provision of nen-replicating probiotic
micro-organisms allows the hot reconstitution, e.g., of

powdered nutriticnal compesitions.
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“Won-replicating” means that no viable cells and/or colony

forming wunits ocan be detected Dby classical plating

methods. Such classical plating methods are summarized in
the microbiclegy book: James Monrce Jay, Martin J.
3 Loessner, David A, CGolden., 2005. Modern food micycbiclogy.

7th edition, Springer Science, New York, ¥.Y. 780 p.

Typically, the absence of viable cells can be shown as

follows: no visible colony on agar plates or no turbidity

1

in _,,;Lquma growth medium affeyr inoculation with different

‘i}, ;

{

¢ concentrations of bacterial preparations {‘non

f@fliﬁating’ aamples) and incubation under appropriats

(4

condivions {(sercobic and/or anasrobic atmosphere for atb

least 24h).

15 Prebiotios may be added to the composition. Prebiotics may

d

support the growth of B.Lflda.@aat‘e?*imr breve CNOM [-386%

(NCC2950) . Prebiotics way alsc act synergistically with

other wiable probiotic bacteria, that may be present in

the composition, or with beneficial bacterisa in ths

«prepbiotic” means non-digestible focd substances that
promote the growth of 'prahiﬁiics ot health promoting
picro-organismg 1in the intestines. They are not broken
715 down in the gtomach and/or upper intestling o abgsorbed in

rhe ©I tract of the person ingesting them, but they are

fermented by the gagtrglnue stinal micryobiota ami;’ oY DY

.

probictics. Prebiotics are for example defined by Glenn R,

Gibson and Marcel B. Roberfroad, D1~ta§y-MO@&iatian~Qﬁzthe
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uman  Colonic Microbiota: Introducing the Concept of

Prebiotice, J. Nutr. 1995 125: 1401-1412.

The prebiotics that wmay be used in accordance with the

L

present inventions are not particularly  limited and
include all food substancea that prowote the growth of

probiotics or health promoting wmicroorganisms in  the

intestines. Preferably, they may be selscted from the
group  consisting of  oligosaccharides optionalls
10 containing fructose, galactose, mannose; diet Cha fibers,
in particular soluble fibers, wsoy fibers; inulin; ox
nmixtures  thereof. Preferred prebictics are fructo-

oligosaccharides (FOS), galacto-cligesaccharides (G08),

ﬁamalta“@llg@ accharides {I08)

7y
et
C.!
*’3
!m-&
_5'.4
£ﬁ
3
92,
J
(i
ny
{1}
g
-
£
4y
[42

¥

¥
e
£
{5
{r
gmt
LQ
£
63
e
P
)
o
W
&
io P
£
b
4k

.
of soy, glycosyisucrose {GS)

lactogucrose (1.8} . lactulose (LA} palatinoge-~

R

Gg_lgasacchar&%a {PAOD}, malto-oligogac charides (MOS8}, gums

and/or hydrolyvsateg theveof, pecting and/or hydrolysates
L u&er& Dm > -
20

fA'fufﬁhéf'§fﬁbi§ti¢’may he added 30 *3@ COWMROCS i:lﬁﬁ,

additional preobiotics way be viable or non-replicating o

a wmixture of both. All probiotic micro-organismg may be

el

18
38 combined with Bifidcobacteriuwn breve CHOM I-386% (NCC2850)

» <

Preferably, such an added probiotic may be selected from

the group consisting of the genera Bifidobacterium,

Lactobacillus, Lactococcus, Enterococcus, Streptococcus,

g

Propionibacterium, Pediccoccus, Escherichia coli,

{4
<P

Debaryonyees, Kiuyveromyces, gaccharovmees,
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A

h

<o

13

Schizosaccharomyces, ZIZygosaccharomyees, Yarrowia, Candida,

in particular selected from the group consisting of the

l#ﬁgumg Rifidobacterium

Rifidobacterium animalis, Bifidobacterium brave

Bifidobacterium infantis, Bifidobacterium hifidum,
¢ &

R
!
b~y
H‘
537
&

iobacterium adolegcentisg, Lactobacillus acidophi.

Lactobacillus casel, Lactobacillus paracasel;, Lactobacillus

salivarius, Lactobacillius plantarum, Laét@ba?iiiuﬁ

Ffermentum, Lactobacillus johnseonii, ILavtobac

Lactobacillus gasseri, .Lactmbﬁciilus rhamnosus, Lactococous
o

Lactocoocus diacetyla

£
Enterococous faecalis, SaCCﬁ&meVSQS' cergvigiae,

Saccharomyces boudaydii, Schizosaccharomyces  pombe,

thereof, preferably selected from the group consisting of
Lactobacillius j@ﬁasanii {(NCC533; CNCY I-1228),
Bi fidobacteriwm longum (NDCL80; CNOM £-21767,

RBifidobacterium Iongim (NCC2705; CNCM I1-2618)

A

Bifidobacteriym longum {NCC3001; ATCC BAA-998),

<

Bifidobacterium lactis iNﬁﬁggigg CNOM T~2446),

3

fs
333
5
o
153
20
Q

yacterium breve {(strain A, illus paracasel

481: CNCM  I-2116), L&gtﬂb&aiiius rhamnosus GG

103}, Lacteohacillus rhamnosus LPR (NCC4007; CGMCC
4}, Entercococcus faecium S8F 68 (NCIMBL0418), and
mixtureg therecf. &All these probloa,ieg may be added in &

viable or in a non-replid

cing fToym.

G

Pood pvoam_’ts according to the pregent invention inoliandes

dairy products, such as fermented mnmilk products, e.d.

voghurts, buttermilk, etc; ice creams; concentrated milk;
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milk; dairy creams; flavoured wmilk drinks; whey based

drinks; toppings: coffes creamers; chocolate; cheese ba

7
3
2

products; soups; sauces; purees; dressings; puddir

; >
1,_5‘_2

custards; baby foonds ;o nutritional formuls, such as thos

o
1553
£

LA

for complets nutrition, e.g. for infants, c¢hildre

R

tesnagers, adultsg orx the elderly; ceveals and cereal bars.

Drinks include e.g. wilk- or yoghurt based drinks,

fermented milk, coifee, protein drinks, tea, energy drinks,

soy drinks, f£ruit and/or vegetable drinks, fruit and/ox

it vegetable juices.

'

intramuscular) .

15 The composition of the present invention wmay further
comprise a protein source, a carvbeohydrate source and or &

......

lipid source.

For special clinical applications, in particular parenteral

ampwca* ions, it may be degirable to provide TCOMPO ositions

210 which do not contain a carbohydrate souxce.,

Since the allergen that triggers the allexgic vespongs is

v
|
h

ugually a food protein or a part thersof, the compogiticn

A

o

of the protein source in compositions intended for allergic

patients reguires particular attention. In general, the

Erned
L5
=
D
)
-4
s

protein present in the composition should not

trigger allergic reactiong. Hence the protain sources used

may vary depending on the type of aﬂ_..,.e,rg} that i1z to be
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prevented or tresated by the composition of the present

2]
hel)
52
o
et
T
Q
3
oot
{4

dietary protein wmay be used, for exampl:

animal proteins (such as wmilk proteins, wmeat proteins and

egg proteins) or ‘d}afﬁlgs‘ﬁazes thereol; vegetable proteins
(such as soy protein, wheat protein, rice protein, and pea
protein} or hydrolysates thereof; mixtures of free amino
anids: or combinationsg therecf. Milk proteing guch as
asein and whey, and soy proteins oxr hydrely gates thereof
may Dbe preferred for soms applications. 1f the Dfﬁtilz
source is a milk protein or a wilk protein fraction, it wmay

be for ﬁxamplﬁ swaeet wi':ey,, acid Whﬁ'}x, O- L actall Q@Riln . 15 -

lactoglobulin,  bovine  serum  albumin, acid casein,

f'}

‘5’

b,

casgir

B'}

feambimatiéng of differsnt protein sources may be used.

As far as whey proteinsg are concerned, the p}f@tal"‘l IoUrce
may be based on acid whay or swest whey ox ixtures thereof

and may include «- lactalbumin and £ -lactogleobulin ik

whatever ?fOprthnS are degired. Prefexably howesver, in
.particular if the composition is an infant feeding £c arpula,
the pf@te?in gource is based on modifisd sweel whey. Sweet
whey 1is a readily available by-product of cheese making and

G

ig frequently used in the manufacture of infant formuias

5

The proteins may be intact orx hydrolysed or & mixture of

intact and hydrolysed proteins. It may be desirabie o

supply extensively or partially hydrclysed proteins (degree
of hydrolysis between 2 and 20%). The hyé:f:‘ir@lygi;s step may

digest potential allergenic food proteins. Conseguently,
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16

the provision of hydrolyzed proteins wmay be bensficial for
allergic patients or peoples at rigk of developing an
&ll&fgy.

If hydrol yneagpicte*na are reguired, ths hydrolysie process

-4

K

way be carried oubt as desired and as dig known in the art.

For example, a whey protein hydrOlysat@ may e prepared by

steps.

'lL

If the cowmposition of the present invent ion contains &

A.L

e e

protein source, then the amcunt of 1:‘1?0‘:&1:1 oY protein

equivalent in the composition is typically in the range of

1.6-7.5 g/ {0kecal of the uomﬁasltlaq

pmarticular for nutritional formulas, the protein =sourcs

should provide that the wminimum reguirements for essential

amino acid content are met.

If the composition contaings a carbohydrate source, the kind

»

of carbohydrate to ke used is not particularly limited. Any

suitable carbcochvdrate may be used, oy example sucrose,

lactose, glucose, fructose, COTTY SYrup solids,

Caar . . ) . A
"'ﬁ) .

maltodextrinsg, starch and mixtures thereof. Cowmbinations of

ifferent  carbechydrate — sources  may be used. The
carbohydrates wmay preferably provide 30% rto 80% of the
energy of the composition. For example, ths compesition wmay
comprise a carbohydrate gource in &an  amou mt of 9418

gfl@ﬁkﬁ&l of the QOmMPosS L tlQﬁ@

If the composition contains & lipid sourcs, the kind of
lipid to be used iz not particularly limited. I the

composition includes a lipid scurce, the lipid source may
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aad
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<

5% to 70% of the energy of the composition. L Long

{}.'

hain n-3 and/or n-§ polyunsaturated tatty acids, such as
DHA, ARA and/or EPA wmay be added. A suitable fat ‘twcrf 1e
may be obtained using a blend of canola oil, corn oil,
highealaic acid sunflower 01l and medium chain t“l§*VC““le
oil. The conposition wmay comprise a lipid source in an

amountt of 1,5-7 g/100kcal of the composition.

The composition way also contain all vitamins and minerals

understood to be egsential in the daily dist and in
nutritionally gsignificant amounts. The  presgence and

ancunts of specific mine rals and other wvitaming will vary

,.J,.
D
e
{3
£
‘;:j
3

If necessary, the composition may contain emulsifi
stabilisers such as soy lecithin, citric acid ssters of

mono- and di-glycerides, and the like.

m
(¥
Fﬂj
S
£
(P
H

The composition wmay opticnally contain other subs!
which wmay have a Dbeneficilal effect such as fibres,

lactoferrin, nucleotides, nuclecsides, and the like.

The Bifidobacteriuwm breve CNCM I-3865% (NCC2950) may be

§
$2
~h
)
H

cultured according to any suitable methad and prepared

addition to the cowposition by freeze-drying oI spray-
drying for sxample.

Additiomally or altermatively, the live probiotic micro-

organisms mway be provided in an anc apsuéahea orm,
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Cal, fa

It hag been found that encapsulation of the bacteria has
the rapeutical and technaical advantages. Enicapsulation
increases the gurvival of the bacteria and thug the numbexr
of live bacteria which arvive in  the intestine.
5  Furtheymores, the bacteria ars -:‘graﬂuall? releagsed allowing
a preolonged action of the bacteria on the health of the

sact. Bacteria may be micro-sncapsulated, for .g-x;am?}ef~

ag described by FR2443247 {8oc iété des Produits Nestlé),

~rd
X

f
{0

A - -

incorporated herein by reference. Briefly, the bacteria
(¢ may be freesze or gpray dried and incorporated inteo a gel

.....

Those skilled in the art will understand that they

freely combine all features of the present invention

described herein, without departing frowm the scope of the
1$ invention as disclosed. In particular, festures described
for the uses ¢f the present inventicon may be applied to

bhe QGW@OS1thﬂ of the present invantion and vite versa.

Further advantages and features of the present invention

20 will be apparent from the following Examples and Figures,
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Claims

1. Composition comprising Bifidobacterium breve CNCM I-3865

(NCC2950) for use in the treatment or prevention of allergic

diarrhoea.

2. A composition for use according to Claim 1 which is a
medicament, a therapeutic nutritional composition, an infant feeding
formula, a follow-on formula, a growing-up milk, a food product, an
animal food, a nutraceutical, a drink, a food additive, or any

comblination thereof.

3. A composition for use according to claim 1 or 2 which comprises
Bifidobacterium breve CNCM I-3865 (NCC2950) in an amount equivalent

to between 10° and 10" cfu/g on a dry weight basis.

4 . A composition for use according to any one of claims 1-3 which
comprises Bifidobacterium breve CNCM I-3865 (NCC2950) in an amount

equivalent to between 10’ and 10" cfu/g.

5. A composition for use according to any one of claims 1-4 in
which at least 95 % of the Bifidobacterium breve CNCM I-3865

(NCC2950) are non-replicating.

6. A composition for use according to any one of claims 1-4 in
which at least 99% of the Bifidobacterium breve CNCM I-3865
(NCC2950) are non-replicating.

7 . A composition for use according to any one of claims 1-4 in

which all of the Bifidobacterium breve CNCM I-3865 (NCC2950) are

non-replicating.

19
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8 . A composition for use according to any one of claims 1-7 which

further comprises at least one prebiotic in an amount of from 0.3 to

6% by weight of the composition.

9. A composition for use according to any one of claims 1-8 which

is a supplement and which comprises an amount equivalent to from 10°

to 10*° cfu of Bifidobacterium breve CNCM I-3865 (NCC2950) per unit

dose.

10. Use of a composition comprising bifidobacterium breve CNCM I-
3865 (NCC2950) 1in the manufacture of a composition for the

prevention or treatment of allexrgic diarrhoea.

11. Use 1n accordance with claim 10, wherein the composition is
selected from the group consisting of a medicament, a therapeutic

nutritional composition, an infant feeding formula, a follow-on
formula, a growing-up milk, a food product, an animal food, a
nutraceutical, a drink, a food additive, and any combination

thereof.

20
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