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Mamepuan nodzomoerneH ripu noddepxku OO0 «CaHdo3 YkpauHa» 8 coomeemcmeauu ¢
mpebosaHusiM  dedcmeyrowe2o0 3akoHoOamesibcmea  YKpauHbl, a makxe 8
coomeemcmeuu ¢ [lNonumukot [lNpogheccuoHanbHol lNpakmuku u Opyaux MoumuK u
npouyeodyp epynnsi Novartis.

v" KomnaHus CaHOo3 He HeceT OTBETCTBEHHOCTU 3a U3MEHEHUS, BHECEHHbIE TPETbLUMMU
nuuamu B coaepXaHue HacTosdlleld npeseHTaLuu.

4 Co,qepx-{aHMe HacTosiLen npe3eHtTaunn Ha BpemMA ee TMNOAINroToOBKU HABJIAETCAH
OJOCTOBEPHbLIM U OTOGpa)KEIET nM4yHoOe MHEHKUe U yGQ)K,EI,QHMFl NeKTopa.

v TNpeacTaBneHHble Marepuarnbl coaep)XaTr CBeAeHNUs TONbKO O 3aperMcTpMpOBaHHbIX B
YKpanHe nokasaHusAX K NMpMMEHEHUID npenapara.

v’ HacTtosuwme maTtepuanbl MOXHO MCMNOMNb30BaTb TOMbLKO MPU YCIOBUM MONyYeHuUs
npenBapuTensHoro nucbMeHHoro cornacua OO0 «CaHgo3 YkpauHa», nHgpopmaums

pnorxHa mcnonbsosatbes JOBPOCOBECTHO.

WHdopmauma gna cneuranucTos cdepbl OXpaHsl 3L0POBbA PACPOCTPAHAETCA B PaMKaX CrieLMant3MpoBaHHbIX CEMWHAPOB, KOHTPECCOB/ MM CUMMO3MYMOB N0 MEAMLMHCKOW TeMaTHHe.
PacnpocTpaHeHUe AaHHOW MHDOPMALMW KakUMU-NMBO cnocoBami, KOTOPLIE JAKT AOCTYN K HEl K HEONPEAENEHHOMY KPYTY UL, 3aNPELLEHO.
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AKTYa/ZIbHOCTb

HekpoTtusupytowmit sHtepokonut (HIK) - pacnpoctpaHeHHoe
3aboneBaHue XKenyaoyHo-KMwe4yHoro TpakTa y aeten OUNTH, KoTopoe
npuBoanT oT 2% 00 5% rocnutanmsaumnm n K Hambonee 4YacTom NPUYNHE
CMEepPTU NPEKOEBPEMEHHO POXKAEHHbIX AETEN B BO3pacTe OT 2 Hedeb
[0 2 mecAues .

YactoTa HIK:
* 3-5% y neten c maccoun £ 1500,
* no 12-13% y HOBOPOXKAEHHbIX ¢ maccoun < 1000 r.

Samuels N, van de Graaf RA, de Jonge RCJ, Reiss IKM, Vermeulen MJ. Risk
factors for necrotizing enterocolitis in neonates: a systematic review of
prognostic studies. BMC pediatrics 2017;17(1):105
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AKTYaNIbHOCTb

* HOK anarHoctupyetca y geteun < 32 Hegenb, 3aboneBaemocTb
0bpaTHO NPONOpPLUMOHASbHA reCTauMOHHOMY BO3pacTy.

* K paKTOpam pucKa OTHOCATCA: CEMNCUC, BCMOMOraTe/ibHasA BEHTUAALUA
JIETKUX, apTepunasibHas rMrnoTeH3na U NpexKaeBpeMEHHbIN pa3pbiB
N10AHbIX 060/104€EK.

* OTHOCUTENbHblE GAKTOPbI PUCKA - KOPMIIEHUE CMECAMM, BO3AENCTBUE
npenapaToBs, NOAABAAKOLWMX KUCNOTHOCTb U MPOJIOHIMPOBAHHOE
NencTeme aMnMpPUYecKnx aHTMOMOTUKOB.

* HOK He BO3HMKaeT B yTpobe maTtepu 1 peaKo A0 Hayasla KOpMaeHUA.

Probiotics and necrotizing enterocolitis/2018 Feb;27(1):39-46. doi: 10.1053
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AKTYa/ZIbHOCTb

Yacrtota ocnoxXHeHun HIK cpeau HepOHOLWEHHbIX AeTeun:
* /IeTaNbHOCTb - 15-63%,

* NoBTOPHble anmn3oabl HIK - 4-10%,

* CTPUKTYPbI KNLWIEeYHUKa - 12-35%,

* CMHAPOM KOPOTKOro Knwe4yHuka - 20-35%,

* HeBpoaornyeckune HapyweHua - 30-50%.

C H3K cBA3aHbI:

* BbICOKasi CMEepPTHOCTb,

e AnntenbHoe npebobiBaHne 8 OUTH,

* BbICOKME pacxodbl Ha 1IeYeHue,

* NO3AHWE HapyLUeHUA Pa3BUTUNA HEPBHOM CUCTEMDI,
* CHMXEHME KAauyeCcTBa XKU3HU TeX, KTO BbIXKUA.

Underwood M.A. Probiotics and the prevention of necrotizing enterocolitis.

IHbopmaLia gna cneuianictie chepun oxopoHu 3gopos'a 4-75-TIMH-OTC-1220 Journal of Pediatric Surgery. 2019; 54(3): 405-412.



OnTmanbHble HanpaB/eHUA CTpaTerum
NPOPUNAKTUKU — «MYTb K HyNAeBbiMm caydyaam HIK»

* B nocnegHne pecaTMnetTMa He yaydwumaacb 00Wasa BbIXXMBAEMOCTb
HOBOPOXAeHHbIX ¢ HIK

 CheayeT yyuTbIBaTb YaCTOTY HE TONbKO cneunPuyecknux OC/IOKHEHUU
HOK (KuweyHble CTPUKTYPbl, CUHAPOM KOPOTKOM KULLUKU), HO MU
nopaxeHma apyrux opraHos (HIK-accoummpoBaHHble noBpexaeHus
ronosHoro mosra n H3K-nHayuupoBaHHbIe NOBPEXKAEHUA NErkKnx)

e 1o 50% peten moryT notpeboBaTb XMPYPrmnyeckoro BMeLLIaTEeNbCTBA

* BHUMaHMe [AONKHO ObITb COCPEeAOTOYEHO Ha  MOHMMAaHUM
npodunakTuueckmnx ctparernm!

Samuels N, van de Graaf RA, de Jonge RCJ, Reiss IKM, Vermeulen MJ. Risk
factors for necrotizing enterocolitis in neonates: a systematic review of

. e prognostic studies. BMC pediatrics 2017;17(1):105
IHbopmaLia gna cneuianictie chepun oxopoHu 3gopos'a 4-75-TIMH-OTC-1220



Mukpobuom KunweyHuka n HIK

OcCHOBHbIe PaKTOPbI, U3MEHALWMNE MUKPOOUOM KnwevyHnKa npu HEK:
* AHTUONOTUKM,

* U3IMeHeHUue KMCNoTHoctn HKKT.

YcraHosneHo: Bifidobacterium y goHoweHHbIX AeTen Ha B noTpebasatoT

O/INrocaxapuabl rpyaAHOro MOJIOKa U HaxoaAaTcAa B 60/1bLLOM KONNYECTBE B
MUKPOBMOME KMNLLEYHUKA.

Y HegoHoweHHbIX aeTen Bifidobacterium mano v ewe meHblle NxXy
HeAOHOWeHHbIX aeten ¢ HIK.

Mcnonb3oBaHME aHTUOMOTUKOB MOXKET CHU3UTb KONNYECTBO
buPnaobakTepmmn, YTo 0O6BACHAET KOPENNALUNN MEXKAY ANNTENIbHbIM
BO34eNCTBMEM aHTUOMOTUKOB U Bonee BbICOKMM pnckom HIK.

_ o , Probiotics and necrotizing enterocolitis/2018 Feb;27(1):39-46. doi: 10.1053
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Mukpobuom KuweuyHmnka n HIK

* He3penbi KNWEYHUK HEeJOHOLEHHbIX AETEN UMEET BPOXKAEHHYIO MMMYHHYIO
cUCTEMY, KOTOPaA B3aUMOAENCTBYET C MUKPOOHbIMUM KNETKaMM, TAaKUMU KaK
NnenTMAOrNMKaH N IMNONOAUCcaxapua,.

* He3penb|171 KNwWe4YyHUK CKZ1I0HEH K BOCMNaJ1IeEHUAM.

* OcHOBHasa npu4YnHa BocnasneHua npmn HIK - aktneauyma Toll-nogobHoro
peuenTtopa 4.

* [IpOONOTUKM BAMALIOT HA BPOXKAEHHbIE N aAaNTUBHbIE UMMYHHbIE MYTH,
yyacTeytouime B natoreHese HoK.

Probiotics and necrotizing enterocolitis/2018 Feb;27(1):39-46. doi: 10.1053
IHbopmaLia gna cneuianictie chepun oxopoHu 3gopos'a 4-75-TIMH-OTC-1220



OcHOBHble HanpasaeHna NPOoPUNAKTUKU U SIedeHUA
KAMHUYECKOro nnm skcnepumeHtasnbHoro HoK

1. UHrIMbnposaHue nepepaumn MpobunoTnkmn

curHanos Toll-R4 (CD284) e Bifdobacterium

* /InToxonesaa KNCNOTA * Lactobacillus

* MHrmbutop IL-1 peuentop- 3. AHTUOKCMAQHTHAA AU
accouMmMpoBaHHOW KNHA3bI OKUCAUTENbHAA CTpeccoBas

* MHCcynmMHONoaobHbIM daKTop pocTa-1 moaynauumsa

* ButammH D * KBepueTuH

* JPUTPONOSTUH * Cezamon

2. YcuneHune KULWEeYHOoro * TpaHCcNNaHTaUUA deKanbHOU

anuTenuanbHoro bapbepa MMNKPOBNOTHI

* UHrmbutop Rho-KnHasbl
* ButammH A

Wang K, Tao G, Sylvester KG. Recent Advances in Prevention and Therapies
for Clinical or Experimental Necrotizing Enterocolitis. Dig Dis Sci. 2019 Apr 15.
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OcHOBHbIe HanpaBaeHNA NPOPUNAKTUKU U JIeYEeHUA
KAUHUYECKOro Unu akcnepmmeHTtanbHoro HIK

4. Tun nnmn coctas rpyaHoro mosioka 6. [ijpyrme noteHumnanbHble meToabl

* [JOHOPCKOE MOJIOKO neyeHun

* HenTpanbHble onnrocaxapuibl * TepanunAa cTBO/IOBbIMU KNeTKaMU

* AnnaepmanbHbi poctoBon daKkTop, * AMMeTUNOKCANUNTANLNH
NONYYEHHbIN N3 COU * Pioglitazone

* JlTakTopeppuH * CuctemHas tepanua [IHKasom 1

* IK30COMbI U3 BbIYbErO MOJIOKA * MukpoPHK-124

* PenakcuH e «Milking» nynoBuHbI

* Henperynuu-4

5. UMmmyHOMoOaynupyouwble 0ob6aBKu
* APrMHUH

* [nyTamuH

Wang K, Tao G, Sylvester KG. Recent Advances in Prevention and Therapies
IHbopmaLia gna cneuianictie chepun oxopoHu 3gopos'a 4-75-TIMH-OTC-1220 for Clinical or Experimental Necrotizing Enterocolitis. Dig Dis Sci. 2019 Apr 15.



Auncbaktepnos KuweyHuKa, npegwecrteyowmm HIKy, y
HeAOHOLEHHbIX AeTEeU: cuctemaTmyeckunin 063op n meta-aHanus, 2017

* 14 ncchepoBaHuM
e 8 6bIIM AOCTYMHbI ANA KoAnyectBeHHoOro cnHtesa (106 cnyuyaeB HIK, 278 KOHTPO/bHbIX,

2944 obpasua).
e Bo3pact Hayana H3K coctasnan B cpeaHem 30,1 + 2,4 Hepenun (n = 61).

BbiBOAbl: B peKanbHOM MUKpOBMOMeE HeJOHOLEHHbIX HOBOPOXKAEeHHbIX ¢ HIK:
- yBe/in4eHo KonunyectBo Proteobacteria
- YMeHbLLeHOo Konnyectso Firmicutes n Bacteroidetes ao Hayana HIK.
- 06HapYyXKeHbl Pa3INYMA B TAKCOHOMMUYECKMX NPODUNAX, CBA3AHHDbIX C
BO34EeNCTBUEM QaHTUOMOTUKOB, KOPMIEHNEM CMECHIO U CNOCOBOoM

poaopa3speLleHus.

Intestinal dysbiosis in preterm infants preceding necrotizing enterocolitis: a systematic
IHpopmauia ana cneujianicTie chepmn oxopoHu 3a0pos'a 4-75-IMH-OTC-1220 review and meta-analysis/Published online 2017 Mar 9. doi: 10.1186/s40168-017-0248-8



https://dx.doi.org/10.1186/s40168-017-0248-8

AuncbakTepuos KnweyHbix 6aKkTepmnin 1 HEKPOTUUYECKUM
SHTEPOKO/IUT Y AeTeUN C O4EeHb HU3KON MACCOM Tena npum
POXAEHUU: NPOCNEKTUBHOE UCCed0BaHUE CNyYau-KOHTPob, 2016

* [lepuoabl uccnegosanuna 2009 - 2013 rr., 2011 - 2013 rr.
* BKAto4yeHbl et ¢ maccoun tena <1500 r.

* 3yyeHo 2492 obpas3ua ctyna 244 HOBOPOKOEHHbIX.

* UcchnepoBaHa peKanbHaa AHK n3 obpasuos cTtyna.

BbiBoabl: HIKy y aetent c OHMT npu poxKaeHnn npeawectsyeTt obunme
rammanporeobakrepuu (T.e. rpamoTpuLaTeNbHbIX PaKyNbTaTUBHbIX baunnn) m
MaJI0MNCNEHHOCTb aHadpPOobHbIXx 6bakTepuin (ocobeHHO Negativicutes).

3TU AaHHbIe NpeanaratoT NOTEHUMANbHbIE Uean ANA BMELATeNbCTB NO
npodunakTtuke HIK cpean aeten, poamnBLLMNXCA B CPOKe meHee 27 Heaenb.

Gut bacteria dysbiosis and necrotising enterocolitis in very low birthweight infants: a
prospective case-control study. Lancet. 2016 May 7; 387(10031): 1928-1936.

IHbopmaLia gna cneuianictie chepun oxopoHu 3gopos'a 4-75-TIMH-OTC-1220


https://www.ncbi.nlm.nih.gov/entrez/eutils/elink.fcgi?dbfrom=pubmed&retmode=ref&cmd=prlinks&id=26969089

MexaHusmbl gencresma NpobUOTUKOB NO nNpeaynpexxaeHunto %
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1) akTMBaLUMA LUTONPOTEKTOPHbIX FEHOB;
2) nogaBneHmne sKcnpeccum
NPOBOCMNA/INTE/IbHbIX FTEHOB;

3) nogaBaeHMe PpocTa NATOreHHbIX
Enterobacteriaceae;

4) nopaeprKa co3peBaHmnA U GYHKLMNM
bapbepa;

5) KOHKYpeHUUA € ApYrMmm
MUKpobamu;

6) perynauns KNeTo4HOro MMMYHUTETA U
6anaHca Thl: Th2.

Probiotics and necrotizing enterocolitis/2018 Feb;27(1):39-46. doi:



PaHpomusnpoBaHHble nccneaoBaHua NnpobMoTMKoB ans
npodunnaktnkm HIK

* [1IpOBUNOTUKM LUMPOKO N3YYAIUCb Y HEAOHOLLUEHHbIX AETEN, B
nccnegoBaHUAX NpuHanm ydactme 6onee 10 000 peten.

* B wuccnenoBaHMAX UCNOb30BAJICA LUMPOKUIN CNEKTP BaKTepmanbHbIX
LWITaMMOB, Yyalle Bcero Bifidobacterium, Lactobacillus nam mnx
KOMbUHauus.

*  W3yyanmcb pasHble A03bl, BO3PACT Ha4Yas1a U NPOAOIKUTENBHOCTb
JlIeYyeHus.

e HecmoTpA Ha KAIMHNYECKYIO HEOAHOPOAHOCTb, 0606LIatoLLLNM
MEeTaaHa/ I3 NccaeJoBaHMUIM NOKa3bIiBaEeT BblPaXKEHHbIN ne4yebHbIn 3PpPeKT
NpobnoTnkos B cHM¥KeHUn HIK (06beagnHEHHbIM OTHOCUTENbHbBIN PUCK,
cnyyamHble apdekTbl: 0,53; 95% 11 0,42—-0,66).

_ o Probiotics and necrotizing enterocolitis/2018 Feb;27(1):39-46. doi:
IHbopmaLia gna cneuianictie chepun oxopoHu 3gopos'a 4-75-TIMH-OTC-1220 10.1053



PaHaOMU3MpPOBaHHbIE UccneaoBaHnUA NPobMOTUKOB ANnA
npodunaktnkm HIK: gaHHbie 33 2009-2015 roab!

Rouge 2009 — { 3064 0.34 [0.22, 0.53) 0%

Samanta 2009 - 3250 0.34 [0.22, 0.53) 0%

Underwood 2009 —8— 3295 0.35 [0.24, 0.52) 0%

Mshatsch 2010 —a— 3520 0.38 [0.24, 0.52] 0%

Ren 2010 B 3670 0.37 [0.25,0.53) 0%

Braga 2011 - 3901 0.36 [0.25, 0.52] 0%

Sari 2011 - 4143 0.38 [0.27,0.54) 0%

Yang 2011 - 4205 0,39 [0.28, 0.55) 0%

Al-Hosni 2012 - 4306 0.40 [0.29, 0.56) 0%

Rojas 2012 w | 5056 0.43 [0.31,0.58) 0%

Demirel 2013 - 5327 045 [0.34, 061) 0%

Femancez-Carrocera 2013 —a— 5477 0.45 [0.34, 0.60) 0%

Jacobs 2013 - 6576 0.48 [0.35, 0.59) 0%

Serce 2013 —— 6820 0.48 [0.37,0.62) 0%

Hua 2014 [ S 7077 0.48 [0.37,0.61) 0%

Manzoni 2014 - - 7562 0.47 [0.37, 0.60) 0%

Oncel 2014 - 7962 0.49 [0.38.0.62)] 0%

Patole 2014 - 8121 0.49 [0.38, 0.62) 0%

Roy 2014 . 8233 0.49 [0.39, 0.63) 0%

Van Niekerk 2014 —a—i 8307 0.49 [0.38,0.82) 0%

Dili 2015 iy B617 0.47 [0.37, 0.59] 0%

Dutta 2015 g 8966 0.47 [0.37, 0.59) 0%

Tewari 2015 i 9210 0.47 [0.37,0,59] 0%
Costeloe 2016 —a— 10520 0.53 [0.42, 0.66) 1%

D —— e
Favors probiotic Favors control
0.0 0.5 1.0 1.5

Risk Ratio

IHbopmaLia ana cneujanicTis cdepn oxopoHu 380pos'a 4-75-IMH-OTC-1220 Probiotics and necrotizing enterocolitis/2018 Feb;27(1):39-46. doi:



PaHaomn3upoBaHHble nccnegoBaHna npobuoTukos ansa %
npodunaktukm HIK: nocnegHmne npaHHble, 2016-2017 roab v

Outcome Year Trials,n Patients,n RR (95 % CI) I2 Effects
H3K NEC (Bell Stage 2 or 3)
Sawh et al.(35) 2016 35 10520 0.53 (0.42-0.66) 11% Random
Dermyshi et al.(39) 2017 29 8535 0.57 (0.47-0.70) 23%  Fixed
Chang et al.(62) 2017 25 7345 0.60 (0.48-0.74) 0%  Fixed
o Thomas et al.(49) 2017 23 7325 0.57 (0.43-0.74) 22% Random

No3pgHuu ,
Late-onset sepsis

cencumc _
Sawh et al.(35) 2016 28 8707 0.88 (0.77-1.00) 31% Random
Rao et al.(40) 2016 37 9416 0.86 (0.78-0.94) 35%  Fixed
Dermyshi et al.(39) 2017 28 7987 0.88 (0.80-0.97) 17%  Fixed
Death

CmepTb

Sawh et al.(35) 2016 27 9507 0.79 (0.68-0.93) 0% Random
Dermyshi et al.(39) 2017 27 8156 0.77 (0.65-0.92) 16%  Fixed
Chang et al.(62) 2017 21 6291 0.75 (0.60-0.92) 9% Fixed
Thomas et al.(49) 2017 22 6954 0.72 (0.57-0.92) 17% Random

IHpopMmaLiia ana cneuianicTis chepu oxopoHu 3a0pos'a 4-75-/IMH-OTC-1220 Probiotics and necrotizing enterocolitis/2018 Feb;27(1):39-46. doi:



PaHaomMmn3upoBaHHbIe nccnegoBaHna NnpobuoTukos ans
npodunaktukm HIK
* [lepBble HeDBONbLINE UCCNea0BaHUA NPOBeaAeHbI BO BTOPOM nonosmHe 20 BeKa.

* B HacTosAWee Bpema NPobUOTUKM KU3y4datoTcs B bosiee yem 35 KAMHNYECKUX
nccnenoBaHUAX.

e Cambin cnnbHbIN 3ddeKT nedyeHma HIK npobmotukamm obHapyKeH B 2009 r.
(OP 0,32; 95% /11 0,20—0,49) nocne nybankaumm pe3ybTaToB
MHOTOLUEHTPOBOro NUccieaoBaHnA U3 TanBaHA.

* Co BpemeHeM yMeHbLIMAACb AO0Ka3aTenbHaa 6a3a no adppeKTUBHOCTH.

e Celtyac HabnogaeTca KAMHMYECKaa HEOAHOPOAHOCTb U3-3a Pa3/INYHbIX
MCMoNAb3yeMblX NpenapaTos.

e CTaTUCTUYECKAA reTeporeHHOCTb UCCaeJ0BaHUM OTHOCUTENbHO HU3KasnA (12
11%), paa oTAeNbHbIX UCCEeA0BaHMIM NOKa3bliBaeT CTaTUCTUYECKU 3HAYNUMBIE
3¢ deKTbl B CHUKEeHUN HIK 1 oTcyTcTBME MccneaoBaHUM, NOKA3bIBAOLLLMX
yBennyeHune pucka HIK.

Probiotics and necrotizing enterocolitis/2018 Feb;27(1):39-46. doi:
IHbopmauia ana cneuianictis chepu oxopoHu 3g0pos'a 4-75-JIMH-OTC-1220 10.1053



UHauBmnayanbHbie UCNbITaHMA U 06cepBaLMOHHbIE
nccneposaHma npobuoTmnkos, coobuiatowme o
3HaunTenbHom cHuXXeHuu HIK (12 uccheposanui, 2005-2016)

Hartel, 2014; BW <1500g; L. acidophilus and B. Not 2.6% vs. 4.2% aOR 0.58  Yes
Study Population  Preparation Total Risk of NEC Germany (41) GA 22— infantis (Infloran) specified (Group | & 3): (0.37- (surgical
author, (Product) dose in  (probiotic vs. . 31wk: 4.0% vs. 6.2% 0.91) for
years Samanta, 2009; BW <1500g; B.infantis, B.bifidum, n=5351 (Group 2) all groups
country S A =2l o 2
Reference) India (63) GA<32wk;  B. longum & L. Hunter, 2012;  BW < L. reuteri (BioGaia) 1< 10°  2.5%wvs. 15.1%  Not Yes
n=186 acidophilus US (46) 1000g; provided
Randomized BW <1 _
. . ProPrems, 2013; BW <1500g; B. infantis, S. n=311 (P=0.048 )
trials Bin Nun, n=145 _
2005; Israel (63) AUNZ (£9) CoslHPTIS BITRC T L Bonsante, 2013; GA24-31 L. rhamnosus GG 4 x 108 1.2% vs. 5.3% aOR 0.23  Yes
. o n=1099 bifidum (ABC France (45) wk: n=1,130 (LCR restituto) (0.08—
Lin, 2005; BW <1 ,
Dophilus) 0.69)
Taiwan (64) n=367
Dilli, 2015; BW <1500g; B. lactis (synbiotic Guthmann, BW 400- L. acidophilus and B. 2 x lO9 1.4% vs. 5.2% RR 0.26 Yes
Lin. 2008: e Turkey (67) GA <32wk;  not included) 2016: 1500g: infantis (Infloran) (0.12—
— - " 7 _ ==
Taiwan (37) GA 3. n=200 Germany/S W n=1,224 0.55)
n=434 Observationa | GA=32wk:  B. breve, B bifidum, (61)
studies Janvier, n=611 B. infantis, B. longum Patole, 2016; <34wk, B. breve (Morinaga 1503 1.3%vs. 3.0% aOR 0.43  Yes
2014; Canada & LGG (FloraBaby) Australia (69) n=1755 Milk Industry Co.) X 109 (0.21-
(68) 0.87)

Hartel, 2014; BW <1500g; L. acidophilus and B. ot 2.6%0 VS. 4.2 AaUK VD3 Yes

Germany (41) GA 22— infantis (Infloran) specified (Group 1 & 3): (0.37— (surgical)
31wk 4.0% vs. 6.2% 0.91) for
n=5351 (Group 2) all groups

roup . . -
Probiotics and necrotizing enterocolitis/2018 Feb;27(1):39-46. doi:
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Bifidobacterium lactis BB-12°

® Used in one of the largest ever clinical studies on a probiotic
® Most clinically trialled strain for constipation
® Often studied with L. acidophilus LA-05

als ‘-‘ PROBIOTICS DATABASE i v better

Bifidobacterium lactis BB-12" and improving bowel movements in elderly patients

Arandomised, double-blind, placebo-controlled trial was conducted involving 209 elderly nursing home residents. The participants were randomised into three groups. The

first received 1 billion CFU/day of Bifidabacterium longum strains, the second 1 billion CFU/day of B. lactis BB-12° and a third group received a placebo, all in a fermented oat

drink, for 7 months. Regularity and consistency of bowel moments were recorded. Bowel movements were significantly improved and normalized in both probiotic groups

compared to the placebo group (Pitkal3 KH et al., 2007).In another study, a combination of Lactobacillus acidophilus LA-05" and Bifidobacterium lactis BB-12° was shown to
help alleviate chronic constipation in elderly patients. The participants either received unfermented milk as a placebo or fermented milk containing the probiotic strains. The
group who received the probiotic combination experienced a significant improvement in frequency of bowel movements compared to the baseline group (Alm L, 1993).

Bifidobacterium lactis BB-12° and Immunity

It's believed that probiotic bacteria in the gut may interact with the immune system in several different ways: they may increase local and systemic antibody production;

increase immune cell activity, and modulate signals in epithelial and immune cells. Research into the effect of B. lactis 88-12° on immune function has suggested that it may

be able to help reduce respiratory infections.

The weight of research which supports the use of this strain suggests that it may have numerous potential benefits for health, and it is of interest to note that one of the
largest clinical trials ever conducted on a probiotic strain was performed using Bifidobacterium lactis BB-12°. Also of interest is the fact that several of the trials mentioned

here were performed using this strain in combination with Lactobacillus acidophilus LA-05.

Bifidobacterium lactis BB-12° - Safety and Survival

Bifidobacterium lactis BB-12" is a bacterial strain found in food supplements. B. lactis BB-12" has been shown to reach the gut alive through confirmed microbial changes in
the stools and faecal recovery. In one particular study, by Uchida, K. et al (2015), B. lactis BB-12° was identified in stool samples in 57% of participants, for the duration of B.

lactis BB-12° supplementation.

The same study ran an “excessive ingestion safety test’, which demonstrated no difference in incidences of Gl complaints between when participants were and were not

taking the supplement in this arm of the trial, which led to the conclusion that the reported symptoms could not have been induced by B. lactis BB-12° intake.
Additional safety studies, such as those performed by Saavedra, J. (2004) and Vlieger, AM. et al (2009) have looked at B. lactis BB-12° as a food supplement in young infants.

In a gold standard trial by Saavedra et al (2004} 118 infants aged 3-24 months took either B. lactis B8-12"and S. thermophilus supplemented formula or placebo for 18
months. Investigating long term intake of these strains, they assessed infant growth, general wellbeing and intestinal health as well as tolerance and adverse events. Overall,

the B. lactis BB-12" and S. thermophilus supplement was well tolerated, showing no significant differences compared to placebo with regards to growth rate, health care
attention or day-care absenteeism. Additionally, the B. lactis BB-12"and S. thermophilus supplemented group saw improvements in infant wellbeing, with reduced rates of

colic and irritability reported.

Bifidobacterium lactis BB-12" and Constipation and Healthy Bowel Function

Bifidobacterium lactis BB-12" is a well-established, highly researched strain of probiotic, believed to be one of the most clinically researched strains available commercially.
This strain is one of the most respected probiotics featured in this database and, as previously mentioned, is probably best known for being used in one of the largest ever
clinical trials conducted on a probiotic strain. This particular trial assessed the effect of BB-12°on improving bowel regularity in constipated participants, where it was found

to significantly alleviate constipation.

https://www.optibacprobiotics.com/uk/professionals/probiotics-database/bifidobacterium/bifidobacterium-lactis/bifidobacterium-lactis-bb12
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OnbIT NCNOZIb30BaHUA NPOOMOTUKOB B NeauaTpum

KokpenHoBckue 0630pbl

O Mpo6uoTnkn gnsa nevyeHus

O NMpobuoTnkmn B npocmnakTuke
OCTpPOM MHPEKLMOHHON Anapeun

AALN*y neten
* yMeHbLuarT * yactota cnyyaeB AA/l B rpynne
NpPoOAOIMKUTENbHOCTbL npobuoTtukoB coctaBuna 8%, B 70
(B cpegHeM Ha 24,76 4) 1 YacToTy R BPEMS KaK B KOHTPOrbHOM rpynne — 19%
T cTyna (B cpeaHeM Ha 2-0M eHb) o

0 o MpobuoTtnku B NnpocpunakTmke

O NMpobuotukmn B npodunakrTuke
e HEeKpPOTUYECKOro aHTepokonuTa
Yy HeJOHOLIEeHHbIX AeTen

yMeHbLUan 4acToTy TAXerioro
H3K** (2 creneHb 1 6onee) n

CMEpPTHOCTU Y HeAOHOLUEHHbIX
aeTen

OCTpPbIX UH(peKLMN BepxHUX [

YMEHbLIAKT KONn4ecTBO
naumeHToB ¢ ann3ogamu OU BAI
Heo6XxoaAUMOCTb Ha3Ha4YeHus
aHTUOMOTUKOB MO CPABHEHMIO C
rpynnon nnauebo
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O606LWweHHan U cuctemaTnsnpoBaHHaa MHPopmauums %

e e e Paboueu rpynnomn Accoumaumm HEOHATONOroB
R YKpauHbl 8 2019 roay co3aaHbl
AOaNTUPOBAHHAA KNNMHUYECKNE

pekomeHaaumnn n YKI «HekpoTtmsnpyrowmm
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2 (pykoBoguTens rpynnol - npod. Masponyno
K., r. AHenp)

HEKPOTWU3YHOYUKA

0606w EeHHaA nHPpopmauma Ans Qi iir=rokonT

Y HOBOHAPOKEHUX

NPAaKTUYECKOro MCNo1b30BaHUA
npeacrtaBneHa B yYyebHUKaX:
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EBPOMEVCKUE CTAHAAPTbI YXOZA %
AN OBECMEYEHWUA 340POBbA HOBOPOMXAEHHbIX

TEMATWNYECKAA 3KCMEPTHAA IPYNMA: BESONACHOCTb NAUMUEHTOB U NMPABUNIA TUTUEHDI

MPOPUNAKTUKA HEKPOTUSUPYIOLLEFO SHTEPOKOJIUTA (H3K)

AemopbI Manzoni P, Tissieres P, Helder O, Borghesi A

Ob6ocHosaHue

v OrpaHU4YeHHOe KONMYeCTBO CTpaTerMin AoKkasana csoio 3¢pPpeKTUBHOCTb B
CHU)XEHUMU PpPacnpocTpaHeHHOCTU Haubonee TaXenbix cragun HIK,
BK/ItOYAA TrpyaHOE MOJIOKO M NOTeHUWa/ibHble NPOGUOTUKM ”n Obluni
NaKTodEepPpPUH.

v  BnosHe BepoATHO, YTO TOJIbKO NMPUMEHEHNE MHOTOrPaHHbIX KOMMAEKCHbIX
cTpaTeruin MoKeT nocaenosaTesibHO BeCcT K npodunaktuke HIK.

https://newborn-health-standards.org/prevention-vkdb/
IHbopmaLia gna cneuianictie chepun oxopoHu 3gopos'a 4-75-TIMH-OTC-1220 NOCU1IaHHA Ha opmriHan
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YcnoBua Ha3Ha4YeHUA NPOO6MOTUKOB HEAOHOLLEHHbIM 2
petam (ncknouaa aeren ¢ JHMT):

v/ OTCYTCTBME NPU3HAKOB HapyLUEeHMA TONEPAHTHOCTU K IHTEepPaibHOMY
nuTaHuto (meTeopusma, manbabcopbumm, CMHAPOMA CPLITMBAHUN U
PBOTbI);

v/ npekpalleHue HasHayeHua Npu cencuce, peanmnsosaHHom HIK;

v' ncnonb3oBaHue NPobUOTUKOB, COAEPIKALLMX MUKPOOPraHN3Mbl,
0400peHHble B nccieaoBaHUAX Y HOBOPOXKAeHHbIX (Lactobacillus,
Bifidobacterium nau nx kombuHauus)

Szajewska H, Guandalini S, Morelli L. et al. BnuaHne go6asku Bifidobacterium animalis subsp lactis y
HEe[OHOLLIEHHbIX HOBOPOXAEHHbIX: cUCTEMaTUYECKUIA 0630p paHAOMU3MPOBAHHBLIX KOHTPOMMPYEMbIX

. L nccrniegosaHuin. J Pediatr Gastroenterol Nutr 2010; 51 (2): 203-9.
IHbopmaLia gna cneuianictie chepun oxopoHu 3gopos'a 4-75-TIMH-OTC-1220



YcnoBuA Ha3HavyeHUA NpobMOTUKOB HeAOHOLEHHbIM o
aetam (ucknrovana geteit ¢ IHMT):

v’ cobntogeHne ycnoBmMn xpaHeHua npenapaTa, HasHavyeHua He Bonee nepsbix
7 AHEeW XU3HU (No oTAeNbHbIM NoKasaHuam Ao 35 Hepgenb
CKOPPEKTMPOBAHHOIO BO3pacTa);

v/ nucrnonb3oBaHMe HavyanbHOM 003bl 1,5-3,0 x 10° KOE / aeHb

NnpenmyLLEeCTBEHHO B BUAe pPa3oBoM A03bl (B ocHOBHOM AobaBneHume B
MOJI0KO);

v’ npepnocrasieHne noaHon MHGOPMaLMKM POANTENAM O NPEUMYLLECTBAX U
BO3MOXHbIX NMOOOYHbIX 3P PeKTax.

Szajewska H, Guandalini S, Morelli L. et al. BnusHne gobasku Bifidobacterium animalis subsp lactis y
HEeOOHOLLEHHbIX HOBOPOXAEHHbIX: CMCTEMaTUYeCKni 0630p paHAOMM3NPOBAHHBIX KOHTPONMPYEMbIX

InbopMmaLyia ans cnewjaicTis chepy oXOpoHM 340p0B'A 4-75-7IMH-OTC-1220 uccneposaHuii. J Pediatr Gastroenterol Nutr 2010; 51 (2): 203-9.



NnHekc 5e6u® c NnepBoro AHA *KU3HWU 2
(Bifidobacterium animalis BB-12° 1X 10° KOE)

JIHEKC

ebi”
fa

MOSOILIOK AR
OPANbHEDI CYCNER3N
[nA ninTpuMKe _:
Banaxcy Ta GyHKUI oy =
’

1 MNaKeTUK B CYTKHA

ixkpothnopy

KALLEHIRY n
SANDOZ 3%
-

1 nakeTtuk-cawe (1,5 r) - nnodmnuanposaHbix 6aktepui Bifidobacterium
animalis subsp. lactis (BB-12) - He meHee 1x10° KYO / cawe

Jlikapcbki 3acobu MaloTb NPOTUNOKa3aHHSA Ta MOXYTb BUKIMKATK NoGiYHI peakuii. Anga 6inblw geTtanbHOT iHbopmaUii AMBITbCA IHCTPYKLitO A4
MEANYHOro 3acTOCYBaHHS fikapCbKoro 3acoby. Nepen 3actocyBaHHSM fiKapCbKOro 3acoby HeobxigHO NPOKOHCYNbTYBaTUCh 3 fliKapeMm Ta
000B’A3KOBO O3HANOMMUTUCS 3 IHCTPYKLIEID AN MeAUYHOro 3acTocyBaHHs. Bu moxeTe nosigoMnt Nnpo nobivHi peakuii Ta/abo BiACYTHICTb
edeKTUBHOCTI NikapCbKoro 3acoby npeacrtasHuka 3asBHuKa: +380 (44) 389 39 30 (BapTicTb A3BiHKIB 3rigHO 3 Tapudamu BaLLOro oneparopa

3B’s3KYy), drugs_safety.ukraine@novartis.com, www.sandoz.ua. TOB «CaHgo3 YkpaiHa», M. Kuis, np. C. bangepu, 28-A (nit. IN). JliHekc bebi®
P UA/14576/01/01
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Nunekc® [leTckue Kanam ¢ Nepsoro AHA XXU3HW % (@
(Bifidobacterium animalis BB-12° 1X 10° KOE)

6 Kanesnb B CyTKU

NIATEVMKA

6 kanenb unu 0,25 r - NInounManpoBaHbix BakTepun
Bifidobacterium animalis subsp. lactis (BB-12) - He meHee
1x10° KYO (anetnyeckasn nobaska)

[Mepen 3acTocyBaHHAM AieTUYHOT o6aBKM HEOBXIAHO NPOKOHCYNbTYBATUCH 3 fiKapem Ta 03HaNOMUTUCS 3 NMMCTKOMBKNaguwem. Bu moxeTe
nosigomntn TOB «CaHgos YkpaiHay, iMnopTepa B YKpaiHi, WO 34iINCHI0E PYHKLII LLOAO NPURHATTS NpeTeHsin Big cnoxmBada, Nnpo HebaxaHi
SBMLLA Ta CKaprn Ha sKICTb Mpu 3acTocyBaHHI gieTndHol gobaeku: +380 (44) 495 28 66, +380 (44) 389 39 30 (BapTicTb A3BiHKIB 3rigHO 3 Tapudamu
BaLLOro orepaTopa 3B’A3Ky), ua.qa@sandoz.com, drugs_safety.ukraine@novartis.com, www.sandoz.ua, 04073, m. Kuis, np. C. baHgepwu, 28-A
(niT. ).
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3aKn4YeHue

* bonblioe KONNYECTBO AOKINHNYECKUX UCCNe40BaHUN AaeT TeopeTUYeckoe
NOHUMAHME TOTO, KaK NPOOMOTUKN NOAAEPKMBAOT 340POBbE KULLEYHMKA U
MOryT CHU3UTb HIK.

* Pe3ynbTaThbl NOATBEPKAAOT NONOXKUTENbHBLIN 3PPEKT NPOOUOTUKOB,
Habntoaaembin B MeTaaHa/IM3aX Kak PaHAOMU3MPOBAHHbIX, TaK U
ONMcaTe/IbHbIX NCCNea0BaHUMN.

* O600OLWaoWmMmn metTaaHaam3 4eEMOHCTPUPYET 3HAYNTE/IbHOE, HO CHUMKEHHOE
neyebHoe BAMAHME NPOONOTMKOB Ha HIOK ¢ TeyeHnem BpemeHu.

* OgHako obwmm apPeKT Ha HIK BpAa M CyLLLECTBEHHO M3MEHUTCA, YY4UTbIBAS
6onblIOE KONNYECTBO UCCIEA0BAHUN U NALMEHTOB, U3YYEHHbIX Ha
ceroaHAWHNN AeHb.

IHpopMmaLiia ana cneuianicTis chepu oxopoHu 3a0pos'a 4-75-/IMH-OTC-1220 Probiotics and necrotizing enterocolitis/2018 Feb;27(1):39-46. doi:



3aKkn4yeHue

* Heobxoanmbl 4ONONHUTENbHbIE NCCNEA0BAHUA, YTOObI MOMOYb KANHULUCTAM
BbIOpaTb Hanbonee nogxoaAawnMM NPOOMOTUYECKMM NPOAYKT ANA CHUKEHMUSA
H3K.

e lanbHenwne Hebonblune, TPaAULMOHHbIE NNaLebo-KOHTpOoAUpYyEMbIE
NCNbITAaHUA, KOTOPbIE He PAacCMaTPUBALOT NYTU PEryINPOBaHUSA
NEeKapCTBEHHbIX CPeACTB, MMEIOT COMHUTENbHYIO 3TUYECKYIO U KIMHUYECKYIO
LLeHHOCTb.

e KnacrepHble paHAOMU3UPOBAHHbIE KIMHUYECKME UCTIbITAHUA, CPaBHMUBAIOLLME
NOCTYMHble KOMMeEpPYECKNEe NPobMOTUKM ApYr C APYrOM, MOTPEOYIOT OYEHb
6onblIOro pasmepa BbIOOPKU, HO BYAYT MmeTb 60bLIYIO LLEHHOCTb.

* byayuive nccnenosaHua 6yayt umeTb HaMbONbLLYIO LLEHHOCTb, €CN OHU
COObLLAT O HE3aBUCUMOM MOATBEPHKAEHUU YNCTOTbI U 3KU3HECNOCOOHOCTH
BBeAEHHbIX NPOOUOTUYECKNX LUTAMMOB.

IHpopMmaLiia ana cneuianicTis chepu oxopoHu 3a0pos'a 4-75-/IMH-OTC-1220 Probiotics and necrotizing enterocolitis/2018 Feb;27(1):39-46. doi:



CNACUBO 3A BHUMAHMUE!
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