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. Ymowneia Siddkropag: Xpiotiva AapgouAapn
. TpiueAng emrporrn
EudyyeAdog Mioiakog (ETIBAETTWY)
EudyyeAog |. MapapéAAog-MrouppoUAng
Epu@iAn XatlnayyeAdakn
TitAog di18akTopikng diarpifig: ' ZuoxEmon Tou evOoyevoug

udpoBeiou kai eutTrdBela oTo cakyapwdn dianTn. ‘Eva meipapariké
HOVTEAO”

MNepiAnwn TTpwTokOAAOU: To udpdBeio (H:S) amavrdrar oe Wop@n
agpiou kal TTpoEpxeTal amod Tn PloouvBeon ¢ L-kuoTeivng, n otoia
g€apraral amd v evepyotnta Twv e€A¢ Tpiwv eviUPwWY: TN y-Audon TG
kuoTtaBelovivng (CSE), tn B-ouvBeraon tng kuotabeiovivng (CBS) kabuwg
Kal TNG 3-PEPKATTTOTTUPOOTAQUAIKAS BeiikAg Tpavogepaons (3-MST). Zta
TTAQiola Tou yeyovotog Ot To udpOBelo artroTeAei HETABOAIKG TTPOIdV TNG
OMOKUOTEIVNG ,OnuEIdvVOvVTal  Ta aTtroTEAéoPaTa  HETAVAAUCEWY OTToU
QaiveTal va UTTApXEl BETIK CUXETION METAgU TWV ETTITTESWY OUOKUOTEIVNG
KQl TWV HAKPOAYYEIAKWY ETTITTAOKWY a1ré 10 oakxapwdn diapritn. Ze éva
TEIPAPATIKO HOVTEAO Of WUEG aypiou TUTTOU Kal WUEG PE EAAEIYn TOU
yovidiou Cse, d1aBATNG TTPOKARBNKE pEOWw £yxuong OTPETTTOJWTOKIVAG,
PAPHAKEUTIKAG ouoiag TTou odnyei 0§Ewg oTnv avamtugn avaloywv HE TO
ocakxapwdn BiapATn aAloiwoewv. Z1o povrédo autd ol CSE-KO puleg
eEp@Avioav avroxn otnv avamrtugn cakxapwdn diafrTn oe oXEon HE TOUG
pUeg aypiou TUTTOU (20% Kai 80% avtioToixa). Me 10 TTapdv TeipapaTtikd
HOVTEAO TTPOKETAI va MEAETNOEI | CUOXETION TOU EVOOYEVOUG TTapayOUEVOU
udpoBeiou pe TNV euTrdBela  oto cakxapwdn diarAtn. H dilagopd Tou
TTPWTOKOAAOU auToU EykelTal atn SpIUTNTA TNG TTPOKANONG CakXapwdn
diaBAt). To TPwWTOKOAAO TroU TrEPIYPAQeTal odnyei PBpadéwg oOTIg
XAPAKTNPIOTIKEG yia Tov  ocakyxapwdn diaBAtn aAloiwoelg. ©Oa
xpnoigotroinBouv 112 C57BL/6 pleg, koiviig TTpogéAeuong, BnAukoi kai
apoevikoi, nAikiag 6 £wg 8 eBdouddwy ol picoi Ba eival Wildtype (WT) kai
ol utTéAorTrol yovidiaka Tpotrotroinpévol pe EAAeiyn oto CSE yovidio (CSE”
"). O1 piooi pleg TTpdkeITal va oimoTtouv Pe high fat diet (45% energy from
fat) evw o1 utréAorrol pueg Ba AdBouv kavovikr Tpo@r. Ze kaBe oudda Ba
UTTAapxE! ion avaAoyia apoevikwv Kal BuAukwv puwv. Kard tn 8ékartn
T€taptn eBdopdda wpokeital va dievepynBei dokipacia avoxrig otnv
ivoouAivn(ITT). Kard 1 ©Oékarn Tméumm eROopada TpokeiTal va
dievepynBei Sokipacia avoxrig otV amd TOU OTOHATOG XOPNYOUMHEVN
yAukéln (OGTT). TéAog, kard tn Oékatn €ktn eRdopdda kai agou
JuyioTouv ol pleg TpokelTal va BuoiacTtouv. Ta épyava(fimap, oTrAfvag,
TveUpovag, aopTr], evOokolAlakd AiTog), oTrAnvokUTTapa KaBwg Kal o
HUEAOS Twv ooTwyv Ba diatnenBolv Pe OKOTTO TN METPNON KUTTAPOKIVWV
Kal udpoBeiou. Q¢ kUpIo KaTaAnkTik® onueio opiletal o pOAOG TOu cse
yovidiou atnv eutraBeia oto cakyxapwdn diaBrTn.
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Protocol title : “Correlation between endogenous hydrogen sulfide

and the vulnerability to diabetes mellitus. An experimental model. *

Abstract: Hydrogen sulfide (H2S) is found in the form of a gas and is

derived from the biosynthesis of L-cysteine, which depends on the
activity of the following three enzymes: cystathionine y-lyase (CSE),
cystathionine B-synthetase (CBS) and and 3-mercaptopyuvate sulfate
transferase (3-MST). In the context that hydrogen sulfide is a
metabolic product of homocysteine, the results of multiple meta-
analyzes are noted that there seems to be a positive correlation
between homocysteine levels and macrovascular complications from
diabetes mellitus. In an experimental model in wild-type muscles and
Cse-deficient muscles, diabetes was induced by infusion of
streptozotocin, a drug that acutely leads to the development of
diabetes-like lesions. In this model the CSE-KO muscles showed
resistance to the development of diabetes compared to the wild type
muscles (20% and 80% respectively). The present experimental model
is aimed to find the association between the endogenously produced
hydrogen sulfide and diabetes susceptibility. The difference with this
protocol lies in the poignancy of causing diabetes. The protocol
describes a slowly development of the typical lesions for diabetes. 112
C57BL / 6 muscles will be used, of common origin, female and male,
aged 6 to 8 weeks, half will be Wildtype (WT) and the rest will be
genetically modified with a deficiency in the CSE gene (CSE -/ -). Half
of the muscles will be fed with high fat diet (45% energy from fat) while
the rest of the muscles will receive a normal diet. In each group there
will be an equal proportion of male and female. An insulin tolerance
test (ITT) will be performed during the 14" week. Oral glucose
tolerance (OGTT) tolerance test will be performed during the 15"
week. Finally, during the 16" week and after the muscles are weighed,
they are to be sacrificed. The organs (liver, spleen, lung, aorta, intra-
abdominal fat), splenocytes as well as the bone marrow will be
maintained for the purpose of measuring cytokines and hydrogen
sulfide. The main endpoint is the role of the cse gene in vulnerability to
diabetes mellitus.




