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Ewoaywyn:

O yaotpevieplkdg owAnvag ¢iofevel éva blaitepa MEPUTAOKO HIKPOPLOKG  OLKOOUOTN U,
amoteAOUPEVO QO TMEPLOOOTEPA OO 10" pikpopia, MOU TAPAMEVOUV OXETIKA OTaBEPG KaTd TNV
SLapkela T Lwrc. Autr n napatipnon propet va odnynoeL otnv béa ot KG&Be AvBpwnog Uropel va
SLABETEL PLat HOVASIKY MIKPOBLAKE «TAUTOTNTAY, MAPA TLG CANAYES OXETWOMEVEG HE TNV blauta, TNV
Xprion avTiBLOTIKGWY Kat TV Uyeia Tou §eviatr. To 0UVOAD TwV HLKPOOPYQVIOHWY TIOU SLAUEVOUV PETT
f Mavw oto avBpwnivo owpa Aéyetal pikpoxAwpida, kal To yoviSiwpa toug elval yvwotd wg
HIKpoRlwpa.

H tpéxouoa BiBAloypadia yia tnv eMidpacn Tou EVIEPKOU HIKPOBLWHOTOC OTA QMOTEAECHATA TNG
XELPOUPYIKN G QVTILETWTILONG TOU koAoopBikoU kapkivou givat nepLopLlopévn. QoTdo0, TA UTAPXOVTA
SeSopéva ouvadouv, umootnpiloviag W ouoxéTon pETtagy g oUvBeoNg Tou EVIEPLKOU
HIKPOPLWUOTOG KAl TWV HETEYXELPNTIKWY ETUTAOKWY aoBevwv XELpOUpPYN HEVWY yla KOAoOpBiKo
KQPKLVO.

Ot Shogan et al. é8eifav 6tL n 8l n dnpoupyla avaotoépwong npokoAel onpaviikég oadayég otn
Baktnplakf oUvBeon otnv avacTopwtikh gotia. O Van Praagh et al. £8e1fav OTL N OWVOLOTOUWTLKA
Suaduyr) oxetiletan pe XoapunAf HikpoBLakn TotkIopopdia oTig N KAPKWIKES VPOUHEC EKTOUNE TWV
AVOOTOPWOEWY LLE XELPOUPYLKO CUPPAITTIKO OTOUG AoBEVELS pE KOAOOPBIKO KapKivo.

Me Bdon ta napandvw, Gaivetal Aoyikd va EMAVEKTLLAOOULE TOV poAo Twv Baktnpiwv otnv alhayn
e Sladikaoiog emoVAWONG Kat va SLEPEVVHCOUUE TPOTIOUG Yia ££L00PPOTNON TWV KATECTPAUHEVWY
BaKTNPLAKWY ELBWY, HE TOV TILo AAd Vat Elvat n Xprion MPOPLOTIKWY.

sOppwva pe BLphoypadikd Sedopéva, T TPOPLOTIKG WIOPOUV va elval QMOTEAECHATIKA OTNV
OTTOKATAOTAON TNC EVIEPIKAC HikpoPlakig mokhopopdiag kat otnv peiwon tng CUOTNHATIKAE
DAEYHOVWEOUG QIMAVTNONG LETEYXEPNTIKA..

OL GUVADELC TEPLEYXELPNTIKEG TAKTIKEG, OMWEG N HUNXAVLIKY npoetowacia Tou eviépou (MBP), n
xoprynon avtflotikwv (ABT) kaBwg kat T0 OXETW{OMEVO HE TNV XELPOUPYLIKT EMEUPOON OTPEG
ernpedlouy TV pikpoBlakr olOvBeon, odnywvrag oe pa SuoBlwTikn Kataotaon, 1 onoia
NPOSIABETEL GE EMUMAEYMEVT HETEYXELPNTIKY MOPEia.

H cAhayn TOU EVIEPIKOL HIKPORLDHATOG UE Ta POPLOTIKG datvetal xpriapn yia v upeiwon twv
OXETUOUEVWY HE HOADVOELS EMUTAOKWY OTOUG XElpoupylkoUg aocBeveig. TMepaitépw  PEMETEC
XpeLdovTal yLa va poodloplotel n opBotepn xopriynon NPOoPLOTIKWY, OTWS Kal yla va kaBoplatei n
unoopdda Twv aoBeviy Mou Ba whehodtav MEPLOCOTEPO, TBAVWE avaloya PE TNV orapén evog
5LabOPETIKOU EVIEPIKOU UIKPOPLOMATOG. ME QUTOV TOV TPOTIO, Ta NPOBLOTIKA KIopoUV VA LELWOOUY
ONUAVTKG TNV ERbAVION EMUTAOKWV HETA QMO XELPOUPYLKEG EMEUBAOELS TOU KOTWTEPOU TETITLKOU.
Epeuvntikoi otoyoL :

O TPWTAPXIKOG EPEUVATIKAG OTOXOG €lvar va SiepeuvnBel n Umapén OTOTIOTIKA  GNHOVTLKAG
OUOYETLONG HETOED TNG MEPLEVXELPNTIKNG XOPYNONG TPOPLOTIKWY KaL TNG EUPAVIONG PLETEYXELPNTIKWY
ETUMAOK 0V OTLC 30 PEPEC META TNV ENEPPOON yLat koAoOPBLKO KapKivo.

Eniong, Ba Siepeuvicoupe TNV UMAPEN OTOTIOTIKA ONUAVTIKAG ouoxétiong petafl Tou EVIEPIKOU
HKPOPLWHATOC KOt TNG EPPAVLONG HETEYXEIPNTIKWY EMMAOKWV oTIg 30 HépPEC oMo TV enéppaon, HE
v mlavn Orapén KL HikpoBLakig «TaUTOTNTACY, WG TPOYVWOTLKOU TapAyovTa oToug aoBeveig pe
KOAOOPOLKO KapPKivO.

Téhoc, Ba kKaBOPICOUNE Qv UTIAPXEL CUCKETLON UETAS) TG TEPLEYXELPNTIKAG XPAoNg MPoBLOTIKWY Kat
TOU EVIEPIKOU HIKPOBLOMATOG TIPLV KaL HETE TNV XELPOUPYLKR ENEUBaon yia KOAOOPOLKO KAPKiVO.



Epeuvnuikil MéBodoc;:

Mpoteivoupe pLia TUXALOTOUHEVN, SLTAGQ TUAF, EAEYXOUEVN UE ELKOVIKO dappoko KAWIKEA Sokiun
neplhapPavovtag aobeveig mou udioTavtal Xelpoupyikn enépBaon yia koAoopBiké Kapkivo.
IuppeToX) SU0 EPELVNTIKWY KEVIPWY UE CUCTNHATIKA Spaotnpldtnta XELPOUPYLKAC KATWIEPOU
TENTIKOU pE EEELBLKEUPEVOUG XELPOUPYOUC KATWTEPOU TIETITIKOU.

Kapouheg eite tou ewovikol dapudkou eite piag dpoéppouArag mou Ba mepléxel Lactobacillus
acidophilus, Bifidobacterium longum, Bifidobacterium Bifidum kau Lactobacillus plantarum, Ba
Xopnyouvtal Sia TNG oTORATIKAG 060U , EEKLVOVTAG 7 HEPES TPV TNV MPOYPAUMATIONEVN EMEUBaon
Kal GUVEXLTOVTOG yLot GANEC 7 LEPEC LETEYXELPNTIKA.

H oUvBean tou eviepikol pkpoPlwpatog Ba peletnBel anod ¢péoka delypata kompavwy Kot UAKO
Ao TLC XELPOUPYIKEC QVIOTOUWOELS, AVTIOTOLXCL.

Ot aobeveic Ba mapakoAouBolvrar péxpl kat 30 HEPEC HETEYXEPNTIKA yio TNV gpddvion
LETEYXELPNTIKWY EMLTAOKWY WE TO TIPWTAPXIKO AMOTEAECUA TNC HEAETNC.

MAnBuouog tng peétng :

EviAwkeg aoBeveic mou napouatalouv Lotohoyikd erufefalwpévo absvokapkivwpa deflov, opBol 1
QpLOTEPOU KOAOU, TIOU Kpilvovtal KataAAnAot yia Xelpoupyikn enéppoon.

Mpwredovta anoteAéopata:

Xpoviké mAaiolo: 30 HEPEG PETA TNV XELPOUPYLKN eMEUPBaon.

1) To MOO0OTO TWV AVACTOUWTIKWY SLadLYWV TIOU aVIXVEUOVTAL PE AKTIVOAOYLKEC TEXVIKEG.

2) To TooooTo Twv AOLUWEE WV TOU XELpOoUpyiKoL niediou.

3) To mOCOOTO TOU TMAPATETAREVOU PETEYXELPNTIKOU ELAEOU TIOU AVIXVEUETAL LE KAWVLKA POt pnon
TG MpWTNE amoBoArg aepiwv HETAE TRV XELPOUPYLKN eMEpBaon.

4) Noonpotnta kat Bvntotnta pe xprion tng Clavien-Dindo tagivopnonc.

Agutepelovia anoteAéopota :

1)H gbvBeon Tou evBoauAlkol PikpOPBLLUATOC KABWE KAl TO CXETLGHEVO LE TOV EVIEPLKO BAEVWOYOVO
uikpoBiwpa Ba peAetnBouv pe avaiuon DNA, pe evioxuon twy Baktnplakwy 165 piocwuatikol
RNA yovibiwy, and ¢péoka deiypata KOMPAvwY Kot UALKO QIO TIE XELPOUPYLKES OVOOTOHWOELC,
avrtiotolxa.

2) H enidpaon tng ovvBeong Tou pikpoPLwpatoc otnv SidpkeLa Tne voonAeiac.
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Introduction:
The gastrointestinal tract hosts a particularly complex microbial ecosystem, consisting of more than

1014 microbes that remains relatively stable throughout life. This can lead to the idea that individuals
might possess a unigue microbial “identity”, despite changes linked to diet, use of antibiotics and the
host’s health. All microorganisms residing within or on the human body are called microbiota, and
their genomes are known as the human microbiome.

Current literature about the role of intestinal microbiome on colorectal cancer surgery outcomes is
limited. However, there is consistency in the available data supporting a relation between the
intestinal microbiome composition and postoperative complications in colorectal cancer surgery
patients.

Shogan et al. showed that anastomosis construction itself causes important alterations to the
bacterial composition at the anastomotic site. Van Praagh et al. showed that anastomotic leakage is
associated with low microbial diversity in the non-cancerous resection lines of the stapled
anastomoses of colorectal cancer patients.

It is reasonable to reconsider the role of bacteria in altering the healing process and to investigate a
way of balancing the destroyed bacterial species, the simplest mode being probiotics.

There is evidence that probiotics may be effective in restoring gut microbiota diversity and reducing
the systemic inflammatory response released postoperatively.

Standard perioperative cares, like mechanic bowel preparation (MBP), administration of antibiotics
(ABT) and surgery-related stress affect the microbiome composition, leading to a dysbiotic state,
which predisposes to complicated postoperative course.

Alteration of the intestinal microbiota with probiotics seems to be useful for reducing infectious
complications in surgical patients. Further research is needed to define the best administration of
probiotics, as well as to determine the subgroup of patients who could benefit most, depending
possibly on the existence of a different intestinal microbiome. In this way, probiotics can effectively
decrease the rate of complications after colorectal surgery.

Study Objectives:

The primary objective is to investigate if a significant association might exist between the
administration of peri operative probiotics and the occurrence of postoperative complications at 30
days.

we will also investigate if a significant association might exist between the intestinal microbiome and
the occurrence of postoperative complications at 30 days, with the existence of a microbiome
“identity” as a prognostic marker in colorectal cancer patients.

Finally, we will determine if there is a correlation between perioperative use of probiotics and the
intestinal microbiome before and after colorectal surgery.

Study Design:

We propose a Randomized, Double-Blind, Placebo-Controlled Study enrolling patients undergoing
colorectal surgery for cancer.

Two centers RCT. Participating centers hold a regular colorectal activity and have dedicated colorectal
surgeons.



Capsules of placebo or of a fermulation containing Lactobacillus acidophilus, Bifidobacterium longum,
Bifidobacterium Bifidum and Lactobacillus plantarum will be administered per os, starting 7 days
before operation and continuing for another 7 days postoperatively.

Patients will be followed up for 30 days with the development of postoperative complications as the
primary outcome.

Study Population:

Adults with histologically confirmed right, rectal or left colon adenocarcinoma, eligible for surgery.
Primary Outcome Measures:

Time Frame: 30 days after surgery.

1) Rate of anastomotic leakage detected by imaging techniques.

2) Rate of surgical site infection. Time Frame: 30 days after surgery.

3) Rate of prolonged postoperative ileus detected by clinical observation of the first flatulence after
the surgery.

4) Morbidity and Mortality using the Clavien-Dindo Classification.

Secondary Outcome Measures:

1)Microbiome composition: The composition of luminal microbiome and mucosal-associated
microbiome will be studied by DNA analyses using amplification of bacterial 16S ribosomal RNA gene
from fresh fecal samples and surgical anastomosis material, accordingly.

2) Impact of microbiome composition on length of hospitalization. Length of hospitalization will be
detected and analyzed in association with microbiome composition.



