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MepiAnwn TpwTtokdAAoOU

To onmikd ouvdpopo opidetal we n amelAnTikn yia T {wry duoAsiToupyia opydvwy
TOU OQEiAeETal OE Wn eAeyxXOUEVN ammoKpIon TOU geviot| oe Aoipwén. Eav dev
avayvwpioBei ykaipa kal avTIUeETwTTIoBEl Gueoa, HTTOPEi va odnyroel og ONTTIKNA
katatrAngia, TToAuopyavikri Qvemdpkeia Kai TEAIKG OTO BAvato. YTtroAoyiletar 6T
TEPICOOTEPOI aTmd  TPIGvTa  ekatopuUpia avBpwtrol  Traykoopiwg K&Be Xpdvo
ekdnAwvouv onTTiké CUVEPOPO,YEYOVEC TO OTTOIO HTTOpEl va odnyAoel oe EE
EKaTOpUUpIa BavaTous. ZUNQWva pe TEAEUTaia emMdnuIoAoyikd dedopéva Trepitrou 422
EKaToppUpIa AvBpWTTOl TTaYKOOWiWS £Tacyav aTmé oakxapwdn diaBiTn 1o £T10G 2014
oe oUykpion pe To £Tog 1980 éTTou 0 QvTioTOIXOG TTANBUCUOS ATAV OTO ETTITTEDO TWV




108 exatoppupiwy. Kipia aitia autig g emdnuioAoyikrig ékpnéng Bewpolvral n
TTayxuoapkia, o KaBioTIkeg TpoTTog wrig Kai n EAAEIYN CWHATIKAS doknong.

H emimrwon Tou onmrikol ouvdpopou ot acBeveic pe cakxapwdn SiarT
Exel augnBei Ta TteAeutaia xpdvia. Mpokermal yia 300 ONPAVTIKEG VOOOUG Ol OTTOIEG
£xouv TTPoKaAEDE! TrayKGapia avnaouyia yia T dnudoia uyeia Kal yia auté 10 Adyo n
HEAETN Kal n TrpooTrdBeia peyaAUTepng EUBABUVONG TWV YVWOEWY OXETIKG WE TNV
avooiakr aToKpion oOTiG dU0 auiég KATAOTACEIS KPIVETAl QTTOAUTWG avaykaia.
Evroutoig Trapapévouv U0 onuavTikG EPWTNUATIKA:A) Qv N Trapoudia  Tou
cakxapwdoug diaBrtn emPBapulvel TNV €kBacn Tou onTTikoU acBevoug, kai B) av ol
aoBeveig ue oakxapwdn SiapriTn Tou EMBIWVOUV aTTO £va ONTITIKG ETTEITGBI0 £XOUV
Taxutepn €GEAIEN Tou puBpoU Twv BIABNTIKWY TOUG ETTITTAOKWV CUYKPITIKG UE
d1aBnTikoUg Xwpig TTPOUTTAPXOV ONTITIKG ETTEICODIO.

H Trapouoa peAéTn amookoTEi va amavTrioel oTta dU0 autd EpWTHHATA PECW
TNG HaKPOXPOVIag TrapakoAouBnong acBevwy pe SIaBrTN XPnoIHOTIOIIVTAG TO SEikTn
ouvvoonpotiTwy Katd Charlson(Charlson’s Comorbidity Index, CCI).

AVaAUTIKOTEPQ,EVTOG 24 WPWV aTrd TNV eKBAAWGN Tou oNTITIKOU GUVdPAUOU,
Ba AapBavovrar oktw(8)ml aiparog, améd Ta omoia Ta dUo(2)ml Ba cuAAéyovTal ot
kaBapd @iaAidio Tpog amrouévwen Tou opoU pe gel kal Ta £€1(6) ml ot @iaAidio pe
emKaAuyn avrinkTikou EDTA. Zrov op6 Ba yivetal pétpnon  @AeyHovwduv
KUTTAPOKIVWV KAl METARBOAITWV EVW aTTO TO CWANVAPIO HE ETTIKAAUWN QVTITTNKTIKOU Ba
yivovTai ) ammop6vwan JOVOTTUPAVWY TTPOG EVEPYOTTOINON, Kai B) amopévwon DNA
I HEAETN VOUKAEOTIBIKWY TTOAUMOP@ITUWY (SNPS).
Ma Toug acbeveig Tou TTaoxouv amd oakxapwdn diaBhit Ba yiveral eTavaAnyn g
AMyng Twv idiwv ToootATWY aiparog omg 90 nuépeg UTO TV TTPoUTTOBECN 6T
UTTdpxel AUON Tou ONTITIKOU ETTEICOBIOU TTOU ETTETPEWE TNV EI0QYWYH TOU aoBevVOUC
OTn WEAETN EVTOG TWV TPWTWYV 28 nuepwv. O1 acBeveig autoi Ba TrapakoAouBnBouv
TAKTIKG avd TpiUNVo yia oUVOAIKS BIGoTNHA EVOG £TOUG YIa TNV EKSAAWGT ETTITTAOKWY
Tou gakxapwdoug diaprTtn A yia v emdeivwan TpoUtrapxoviwy. MNa kabéva amod
Toug aoBeveig autoug Ba emAéyeral €vag aoBeviig UG TTapakoAoUBnon oTo
AiaBnrodoyiké latpeio Tou [evikou Noookopeiou EAcucivag «Opidoio» e
cakxapwdn diaBArn kai idio deiktn CCl pe 1o onmmikd acBevi. O acBevric autéd Ba
TTAPaKOAOUBEITAI TOKTIKA avd TPiUNvo yia OuvoAiKG BIdoTnua eveg ETOUS yia Tnv
ekONAwon emTAoKWY Tou ocakxapwdoug BiaBATn [ yia TV emdeivwon
TpouTrapxOviwy. Ztov aocBev auté Ba AapBdveral kard v évapén g
TapakoAoubnong Tou n idla TToooTNTA QipaTOg, OTTWS TEPIYPAQETal avwTépw. Ta
KATaAnKTIKG onueia g peAETNG eival Ta €€hg: a)lTpwToyevéS KataAnkTiké onueio: H
BvnrémTa Twv aoBeviv pe oakxapwdn SIABATN Kal oY CUYKPITIKG e aoBeveic



Xwpig oakxapwdn SiaBrATn kai orjyn kai Tov idlo Seikty CCl petd amd 28 NHUEPEG,
B)Aeutepoyevr) KataAnkTika onueia: H ouyxvétnta EKONAWONG ETTITTAOKWYV EVTOC TOu
TpwTOU £TOUG Tou BiaBATn ot aoBeveic TTou emBILVOUY TG onmTIKG £1TE100010
OUYKPITIKG pe aoBeveig pe oakxapwdn B1aBATN  Xwpic TTPONYOUHEVO ONTITIKG
ETMEIO0010 KaBwG TTiong Kal oI avoooloyikéS HETAROAEG ot aaBeveic Tou EMIRILVOUV
amé ONTTIKO ETEICOBI0 OUYKPITIKA HE QOBeVeEiC e oakxapwdn diaBATn Xwpic
TTPONYOUUEVO ONTITIKG ETTEIOGBIO KAl O OUCXETIOEIG TOUG WE TNV TTAPOUCIA YEVETIKWV
TTOAULOPPICHWY.
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Protocol summary

Septic syndrome is defined as the life threatening organ dysfunction
generated byan uncontrolled response of the host to an infection. Should it
not be identified in time and dealt with immediately, it could lead to septic
shock, multiple organ failure and eventually death. It is estimated that each
year, more than thirty million people worldwide suffer from septic syndrome, a
fact that could lead to six million deaths. According to the last epidemiological
data, in the year 2014 around 422 million people worldwide suffered from
diabetes mellitus as opposed to 1980 with the corresponding population being
108 million. The main causes of this epidemiological explosion are considered
to be obesity, the sedentary way of life and the lack of body exercise.

The incidence of septic syndrome in patients with diabetes mellitus has
increased over the last years. Those two important diseases have caused
worldwide concern over public health and for this reason the study and the
effort to increase the scientific knowledge on immune response to those two



conditions is considered to be absolutely necessary. Nevertheless, two
important questions remain: a) whether the presence of diabetes mellitus
adversely affects the outcome of the septic patient and b) whether the
patients with diabetes mellitus who survive a septic incident tend to have
more diabetic complications compared to those without a pre-existing septic

incidence.

The present study aims to answer those two questions through the long term
observation of diabetes patients, with the use of the Charlson’s Comorbidity
Index, CCI.

More specifically, within 24 hours from the onset of the septic syndrome,
eight(8) ml of blood will be drawn, two(2) ml of which will be collected in a
clean tube with gel to isolate the serum, and six(6) ml in an EDTA
anticoagulant coated tube. In the serum, inflammatory cytokines and
metabolites will be counted, whereas in the anticoagulant coated tube the
following will take place a) isolation of mononuclear cells in order to be
stimulated and b) isolation of DNA for the study of single-nucleotide
polymorphisms (SNPs).

For the patients suffering from diabetes mellitus the same amount of blood
samples will be collected again in 90 days on condition that the septic incident
that allowed the patient to be included in the study ended within the first 28
days. Those patients will be monitored regularly every three months for one
year in case they manifest diabetes mellitus complications or they have
preexisting conditions worsened. For each of these patients, one patient with
diabetes mellitus and the same CCl index as the septic patient will be chosen
among those observed by the Diabetes Clinic of “Thriassio” General Hospital
of Elefsina. This patient will be monitored regularly every three months for one
year, in case one manifests diabetes mellitus complications or has preexisting
conditions worsened. This patient will have the same amount of blood drawn
at the beginning of the monitoring as it is described above.

The endpoints of the study are the following: a)Primary endpoint: Mortality of
patients with diabetes mellitus and sepsis compared to those without diabetes
mellitus and sepsis with the same CCI index, after 28 days, b)Secondary



endpoints: The frequency of complications manifestation within the first year
of diabetes in patients surviving a septic episode compared to patients with
diabetes mellitus without prior septic incident,as well as the immunological
transformations in patients surviving a septic episode compared to patients
with diabetes mellitus without prior septic incidentand their correlations with

the presence of genetic polymorphisms.



