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OgpaneuTikeg E@appoyec TnG MehaToviving

IPITENEIA KQXTOITAOY-AOANAZIOY

EvdokpivoAoyikd Turipa, TN ABnvav «KopyiaAévelo-Mnevdkeio» EEX

Mepiknyn:

H peAarovivn eivai opudvn nou napdyetal and 1o kwvdpio A
enipuon, adéva nou undpxel aTov eyképato. H opudvn ouvri-
Ostal xnikd kai ofiuepa xpnaiuonoieiral otn Bgpansutikr. O
OepaneuTikéS epapuoyEs Tng ueAarovivng eivar noAés. H op-
yovn unopei va xpnaiuonoin@si otn Bspaneia Tou dnvou, yia
TNV QVTIUETWMION TNG alinviag kai yia Tnv avTIUETWwnion Tou
ouvdpduou kabuatépnaong tng edong Tou Unvou - delayed
sleep phase syndrome. H ugAatovivn xpnaoiuonoieitai yia tnv
avriueTdmon Tou jet lag, dnAadri Tng diatapaxrig Tou opyavi-
opou nou naparnpeital ueTd and uneparAavrikés nTroeis, kard
Tnv dgién oTov 1Mo npoopiouoy yia NTACEIS KaTd TIC OMOIES
olaoxi¢ovrar uéxpl 8 QWVES xpOvou kai npo Kai UeTd Tnv mTri-
on drav diaoxitovral >8 {uveg xpdvou. H opudvn givar éva
QUOIKGS 10xUpG avTio&eidwTIkG Kkai Unopel va xpnaoiuonoindsif
oav avrioéeidwrikd. Paiveral OTi éxel avTiynpavtikr dpdon kai
uropel va xpnaiuonoinBel yia Tnv avriynpavtikr tng dpdon.
H peAarovivn unoper eniong va xpnaiuonoinBei otn Bepareu-
TIKA TOU Kapkivou, npoAnnTikd yia Tnv npdAnyn Tng euQdvi-
ong kapkivou kar cuunAnpwuarikd, oav ouunAnpwuarikr Oe-
paneia o dMeg poppés Beparnsiag Tou kapkivou Kai yia Tnv
npdAnyn tng gupdvions emnAok@yv and Tis Bepansies auTeg.
MeAdovrtikd, n opudvn @aiverar 11 unopel va xpnaigonoin-
Osi oTn Bepancsutikri Tng véoou Alzheimer’s yia Tnv avaoTo-
M Tng npoddou Tng véoou kar oav Bepaneia yia Tnv npdin-
yn Tng gupdvions onntikAg karanAnéias, kabws aiverar ot
EVIOXUEI TO avoaornoinTiké adaTnua.

A£€Eeig eupernpiou: sharovivn, Bepaneutikii dpdon, ad-
nvia, jet lag, kapkivog, avriyripavon

1. EBicaywyn

H peAatovivn eivar pia oppdvn nou napdyerar and
Tnv enipuon n kwvdplo, adéva nou Bpiokeral oTo Ké-
VIpo Tou eyke@drou'. H peAatovivn givar pia vdoAn,
ATol napdywyo evég apivo&éog Tng Tpuntopdvng. Eival
peTafoAiké napdywyo Tng oepoTovivng. Mapdyetal ka-
Td TN VUKTQ, 6TaV UNdpxel okoTddl, KABWE TO pwE ava-
oTéMel Tnv napaywyn Tn¢’. H avacToAd Th¢ ékkpiong
NG peAaTovivng and 1o Qwg yivetar péow dpdong Tou
PWTHC OTOV APPIBANCTPOEION.

H napaywyn tng digyeiperal and To cupnadnTikd ou-
OTNpa Kal €101 01 B avaOTOAEIC EATTWVOUV TN VUKTE-
pIvh €kkpion Tng. ‘Exel 1oxupd evdoyev pubud €kkpl-
ONgG KAl N aixpn TNG €KKPIOAG TNG napaTnEEeiTar nepi Tig
02:00. Xtoug TuPAOUG nou dev €xouv avtiAnPn Tou pw-

16G, napatnpeital eAelBepog pubpdg EkkpIONG TNG [E-
AaTovivng nou dev oupBadilel pe Tov KUKAO pwTdG OKO-
TOUuG Tou nepIPaAovToq.

2. MgAatovivn ka1 Unvo¢

H peAatovivn pnopeiva xpnoipgonom®ei otn OepaneuTi-
kA Tou Unvou® 2. H oppévn endyel Tov Unvo kai BEATIDVE
Tnv no16TNTa KaI TN dIGpKeId Tou. H BEATIOTN wpa xopriyn-
ong TG oppoévng eival nepi Tn 1 wpa npiv Tnv katdkAion.

MAeovekTApATA TNG ENAywyIKAG Tou Unvou dpdong
TNG oppoVNG Efval N AMa unvwTIKA TG dpdon, n €Mel-
Pn enidpaong TnG opudvng To endpevo npwi, dnNAadn
n éMein Tou paivopévou “hangover”, n éMeiyn g&dp-
TNONC Kal N eUKOAfa anéouponc Tou papudkou™®. Mel-
ovektipata gival o Bpaxdg xpovog kal N NAIGTNTA TNG
dpdong Tou pappdkou. O aveni@UUNTEG EVEPYEIEG TOU
pappdkou gival Aiyeg, kUpia and TG oOnoieg eivar n ena-
ywyn (wvTavwy oveipwy.

Eneidn n opudvn €xel Bpaxd xpdvo dpdong, dnpioup-
yrnonkav avdioya Tou papPdKoU Nou €XouV PaKPOTE-
PO XPOVo dPAONG KAl HPOUV OTOUG UNOBOXEIG TNG OPHO-
VNG OTOV UNEPXIAONATIKG Nupriva Tou unoBaAdpou ah-
Ad kal oTig dAAeg B€oeic Opdong TnG. Ta avdloya auTd
eival n ouoia ramelteon (CAS 196597-26-9) kai n ou-
ofa agomelatine (CAS 1381 12-76-2)°. Ta avdhoya au-
Td TnG pehaTovivng Ba xpnoipgonoinfoulv oto péhov yia
TNV enaywyikn Tou unvou dpdon Toug. EidikdTepa, n ou-
ofa agomelatine €xel kal avTikatabAINTIkA dpdon kal ev-
déxeTal va xpnolyonolinBei kal yia Tn dpdon Tng auTn.

3. MeAarovivn kai jet lag

H pehaTovivn xpnoiponoleitaryia tny npdéAnyn kai Oe-
paneia Tou jet lag, ATol TN d10TAPAXAG TOU OpYavIoHoU
nou NapaTnpEeiTal HETA and UNEPATAAVTIKEG NTACEIG Ka-
16 TIC onofec diaoxifovtal NoANéG {wvec xpévou™' >, To
jet lag eival BapUtepo 600 NePIOOOTEPEG (WIVEG XPOVOU
dlaoxidovral kal oTIG NTACEIG NPO¢ avaToAdg. ‘OTav dia-
oxidovral 5 N neploodTePeG (WveG xpdvou n opudvn Bo-
nBd otnv npooappoyr Tou opyaviopou oTn {wvn Tou
XxPOVOU Mou eNIKPATEl oTOV TONO Npoopiopol. H xpni-
on TnG pehatovivng ouvioTdtal oe evANIKEG TAGIOINTEG
nou di1aoxiCouv >5 (WVveC xpovou eIdIKA 6Tav Ta&IdeUouv
avatoAikd kal éxouv gugavioel jet lag oe nponyoldpeva
Ta&dia’. Ta&diwTec nou diaoxifouv 2-4 {bveg XpOvou
pnopel enfong va Tn xpnoigonoinoouv av Tn xpelddo-

38



EMOTNPOVIKG OEpaTa

vTal. XTovV TONo NPoopIiophou n oppdvn NpEnel va xopn-
yeiTar npiv ané Tnv wpa Tng katdkhiong og d6éon 0,5-5
mg, e TN d6oN 5 Mg va €xel Ta KaAUTEPA anoTeAéopaTa.
‘Otav diaoxifovral yéxpl kal 8 (Wveg xpdvou n xopriyn-
on Tou pappdkou PE TNV dPi&n oTov TGNO NPOOoPIGHOU
enapkel. ‘Otav diaoxiCovral nepioodéTePeG and 8 {wveg
XPOVOU N oppovn xpelddeTal va xopnyeital enf 2-3 pé-
PEC NPIV and Tnv NTrion kail va avTipyeTwni¢eral avdoya
N UNVWTIKA Kal KaTaoTaATIKA TN Spdon’. H oppdvn éxel
loxupdTEPN BepaneuTikh dpdon 600 NeEPIooOTEPES (W-
veG xpdvou diavyovTal Kal OTIG NPOG avaToAd¢ NTACEIC.

4. MeAarovivn kai Kipkddior pubpoi

H peAatovivn pnopei va xpnoipgonoin®ei BgpaneuTi-
K& yIO TOV €ENAVACUYXPOVIOUOS TwV KIPKAdIWY pubuwv
OE NEPINTWOEIC ANOCUYXPOVIOPOU Touc 2. TETOIEC Me-
PINTWOEIG €ival ol TupAol nou €xouv eheliBepouc pub-
poUg, dnAadn puBpolc nou Tpéxouv aveEdpTnta and
TO XpOvo Tou nepIfdAovToc kal oI dvBpwnol nou ep-
yddlovtal Tn vUkTa A pe evalaooodpeves Bdpdies. ‘OTav
n oppdévn xopnyeital oe TUPAoUG BonBd oTnv npoocap-
Moyn Twv eAelBepwyv pubuwy oTov xpdvo Tou NepIBdA-
Aovtoc’. ‘OTav xopnyeital oe avBpwnoug nou epyddo-
vTaI Tn VUKTa A pe evahaoodueves Bdpdieg BonOd otov
ENAVACUYXPOVIONS TwV KIPKAdIWY puBpwyY oTov XpOvo
Tou nepifdirovToc.

210 ouvdpopo kabuoTépnong TNG pdong Tou Unvou
(delayed sleep phase syndrome), ouUvdpopo kaTd 1o
onofo o Unvog enépxeral, gival puUOIoAOyIKSG aAd ka-
BuoTepel, n pehatovivn pnopeil va diopbwoel Tnv kabu-
oTépnon oTny enéAeuon Tou Unvou’*?.

5. MeAarovivn ka1 kar@oAign

H peAatovivn pnopef va xpnoiponoinBei otnv avriye-
TWNIoN d1ATAPAXWY TOU CUVAICOAPATOC, ONWG N ENOXI-
KA KaTdOAyn>>°,

6. Meharovivn ka1 avrioEeidwTikn dpdon

H pehatovivn gival noAU 1oxupd¢ OEKTNG Twv eAEUDE-
pwV PILOV Kal VEVIKGE avTIOEEISWTIKGE napdyovTac ™,
Qg avTio&e1dwTikdG napdyovTag, n pehatovivn decpeUEl
loxupd TNV NoAU To&Ikn pida Tou udpo&uiiou kal Tn pida
Tou unepoéeidiou. H 1816TNTa autrl TnG pehaTovivng va
Opa oav avTIo&EIdWTIKOG NAPAYOVTAG KAl HEOW TWV JE-
TaBoAITWV TNG TNV kaBIoTd €€aIpeTIkA anoTeAeopaTikn,
akOMN KAl 0€ XOPNAEG OUYKEVTPWOEIG, OTNV NPOOTAo(d
TWV OPYAVIOPWY anod To 0&EIBWTIKO stress. Y€ oUPpwvia
ME TNV NPOOTATEUTIKA TNG AUTA AEITOUPYia, ONPAVTIKESG
nNooodTNTEG PeAaTOVIVNG aveupiokovTal o€ 1I0ToUG Kal Op-
yava nou exTiBevral oe exBpiké¢ NPooBoAEc and To nepi-
BdAov, énwe To d€pua Kal To £vTEPO 1 o€ dpyava nou

€xouv PeydAn katavdhwon o&uydvou, 6nwe o eykEPa-
AoG. H napaywyn Tng peAatovivng auédverar and na-
PAYOVTEG MOU ENAYOUV XAPNANG €vTaong stress, 6nwe n
doknon oToug avBpwnoug. H peAatovivn gival éva and
TO 10XUPOTEPA AVTIOEEIDWTIKG Nou undpxouv oTn PuU-
on. MNpooTaTedel Ta AiNidia OTIC KUTTAPIKEG HEMBPAVEG,
TIG NPWTEiVEG 0TO KUTTApSONAaopa, To DNA oTov nupn-
va TwY KUTTAPWY Kal Ta piItoxévdpia and tn BAGBn nou
pnopoUv va npokarécouv ol eAeUBepEC pilec™. H ouaia
OTaV XPNOIMONOIEITAI WG AVTIOEEIDWTIKG OTOV OPYaAVIOUO
KOTaOTPEPETAl KATA TN DIAPKEIO QUTAG TNG aVTIOEEIdW-
TIKAG Aertoupyiag kal dev unopel va xpnolpgonodei wg
péplo Eavd yia Tov id1o okond (suicidal antioxidant)®. H
avTio&edwTIKA dpdon TnG pehaTtovivng cupPdaiel otnv
avTiynpavTiki Tng dpdon. H oucia xpnoiponoleital eu-
PEWG Adyw TNG avTio&eIdWTIKAG TNG dpdong.

7. MeAarovivn ka1 avriyfipavon

H peAatovivn éxel avtiynpavTikh dpdon nou endye-
Tl KUPIWG Héow TNG avTIOEEIOWTIKAG TNG dpdong arAd
Kal péow TNG OpdoncG TNG OTOV ENAVACUYXPOVIOPS TwV
KIPKASIWY pUBUHV ™. Eival mBavé 6T n avriynpavTiki
dpdon nou npoépxetal and Tov enapkn kal kaAd Unvo,
eCaokeiTal péow €kkpiong kar dpdong TnG pehaTtovivng.

8. MeAartovivn kal Kapkivog

H peAatovivn ynopei va oupBdAier otnv npdAnygn Tou
kapkivou®' kal pnopef va xpnoigonoin®el cugnAnpwpa-
TIKG 0Tn Bgpaneia Tou kapkivou™.

H peAatovivn npohapfBdver Tnv kapkivoyéveon
Mnopei va xpnoipgonoindei otn BgpaneuTikni Tou Kap-
Kivou cupnAnpwpaTikd og GAeG HopPEg Bepaneiag kal
BeATivel T BepaneuTikA Touc dpdon’. Mnopel enionc
va xpnolgonolin®ei yia Tnv npdAnyn TG ePpdvionc ave-
nBUuNTWY evepyelv and dIGPOPEG HOPPEG AVTIKAPKI-
VIKAG Bepaneiag i yia Tn Bepaneia avemBUpunTwy evep-
YEILV and dIAPoPeC MOPPEC AVTIKAPKIVIKAG Bgpaneiag.

51,53-59

8.1. Mekarovivn kai npéAnyn Tng kapkivoyéveong

H pelatovivn éxer oykooTatiki dpdon kal pnopef va
OUMMETEXEI OTNV AVTIKAPKIVIKIA NpooTacia Tou opyavi-
opoU’ ">’ Y& PUOIONOYIKEC GUYKEVTPWOEIG Efval KUT-
TAPOOTATIKA. XE PAPHUAKOAOYIKEG OUYKEVTPWOEIG N JE-
AaTovivn éxel kuTTapoToikh dpdon oTa KaPKIVIKA KUT-
Tapa. Apa oav diagoponoinTikég napdywv™. Meidvel
TN OINBNTIKA KAl HETAOTATIKA IKAVOTNTA TWV KAPKIVIKWY
KUTTApwV pEow PETABOAAG Twv popiwv npookdANoNg
kar d1atripnong TG dIAKUTTAPIKAG eNkovwviag. Endyel
TNV anénNTwon TwV KAPKIVIKWY KUTTdpwv. H pedatovivn
nNPOAQMBAVEl TNV KAPKIVOYEVEON OTOV JAOTO, OTOV NPO-
oTdTn aAAd kal og dAa 6pyava.
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) 8.2. MeAarovivn kai OepaneuTikri Tou kapkivou

H pelatovivn éxel xopnynBel cupnAnpwpatikd oe dA-
AeC pop@EG Bepaneiag dnwc eival n xnuelobepaneia og
Q0BEVEIC IE NPOXWPNUEVO KA PKivo upnayoucTunou® 7,
YTIC NEPINTWOEIG AUTEG o1 aoBeveic nou eAdufavav ou-
MOANpwPATIKG peAaTovivn eixav kaAUTepn avTanokpl-
on otn Baociki avTikapkivikh Bepanegia and autods nou
Sev ehdupavay®> e,

H pehatovivn xopnyolpevn cupgnAnpwpuaTikd oTn xn-
peloBepaneia eAGTTWOE TIG avenBUNTEG evEPYEIEG ANd
T xnueio®epangia®. H peAatovivn xopnyoUuevn ou-
MOANpwpaTIkd og aoBevei¢ nou unoBAnOnKkav og akTI-
voBepaneia eAdTTwoe TIG aveniBUpNTEG evépyelec and
TV akTivoBepaneia®’.

MeleTriBnke n enidpaon Tng pehaTovivng oe aoBeveic
ME NPOoXwPNHEVo Kapkivo cupnayoUl¢Tunou nou eAdupa-
vav unooTnpIkTikA Bgpaneia pe A xwpic pehatovivn. Ale-
peuvnOnke enfong n enidpaon TnG peAatovivng otnv ano-
TEAEOPATIKOTNTA KAl TNV TOEKOTNTA TNG XNPEIOBepaneiag
o€ 000eVEiG e HETOOTAOEIG MOU xwpioBnkav o€ opdda
nou é\afe peratovivn og d6on 20 mg katd Tn vUKTA Kal
xnueloBepaneia kal og opdda nou éhafe xnueloBepaneia
Mévo. H ouxvdéTnTa Tng kakouxiag, kaxe&iag, OpopPone-
viag kal Aepponeviag ATav oNPAvTIKG XapNAGTEPN OTOUG
aoBeveig nou éAapav pehatovivn and autols nou éhaBav
H6vo unooTnpikTIkA Bepaneia® . H avaloyia Twv aoe-
vV Je otaBgeponoinon Tng véoou kar n etrioia eniBiwon
ATav peyaAdtepn otny opdda nou éAafe pehatovivn and
TNV opéda nou éAafe pévo unooTnpEIKTIKA Bepaneia®™ . H
AVTIKEIYEVIKA andvTnon Twv aoBevy oTn Bepaneia nTav
onpavtikd peyaAuTepn otoug aoBeveic nou éhaBav peha-
Tovivn kar xnpeloBepaneia and exeivoug nou éhaBav poé-
vo xnpeioBepaneia®™®. H opudvn ehaxiotonolel Tnv o&el-
dwtikr BAGPN nou ogeiletar otnv 10vTidouoa akTivofo-
Na®. Te peydAn avadpopikri ueAéTn napathpnong 122
NEPINTWOEWY KAPKIVOU Tou paoTou napatnpnonkav on-
MavTikd KaAdTEpa anoTeAéopaTa oToug aoBeVElG Mou xo-
pnyrBnke peAatovivn padl pe PITapiveg Je avTikapkivikn
Spdon (Di Bella Method)®. ¥Tn peAétn auTr naparnpri-
Bnkav 1doeic xwpig va xpelaoBei o1 aoBeveic va unofAn-
Bouv oTIcouvnBeigueBddougBepaneiagTou kapkivou Tou
MaoToU kal oNPAVTIKG KAAUTEPN avTandkpIon OTIC CUVH-
Bei¢ peBddOUC Bepaneiag Tou kapkivou OTav xopnynonke
pelaTovivn padl pe Brrapiveg.

YupnepacpaTikd, n peAatovivn pynopel va xpnaoluo-
noinBei ocupnAnpwpatiké oTn Bepaneia Tou kapkivou.
Mnopei va xopnynOel enITuxwg oTnv KAIVIKR oykoAoyia
W¢ UNMOOTNPIKTIKA aywyn aoBeviv e NPOXWPNUEVO
kapkivo kal yia Tny npdAnyn Twv aveniBuuntwy evep-
V€IV Nou npokaAouvral and Tn xnueloBepaneia kai Tnv
akTIivoBepaneia.

9. MeAarovivn ka1 avoconoinTiké cGoTnpa

H pehaTtovivn éxel avoooevioxuTiki dpdon’'”>. Evepyo-
nolei Ta T AepokUTTapa, Ta povokUTTapa, Ta KUTTapa
(PpUOIKOUG (POVEIG, Ta OUBETEPOPIAQ, TNV EEQPTWPEVN ANG
Ta KUTTAPA KUTTAPOTOEIKATNTA KAl ENAYEl TIG EEQPTWE-
VEG and Ta avTIOWHATA anavrioElg in vivo. e Neipapao-
TIKG pOVTEAD O€ {Wal in vivo Kal in Vvitro kal o€ PEAETEG O€
avBpwnoug endyel TNV napaywyr GAEyPovwOwWY KUTTa-
POKIVWV KAl JOVOEEIDIOU TOU adWTou. Y& PENETEG PAVNKE
OTI n pehaTovivn unopel va npooTateyel Ta NOVTiKIa and
oyevi eyke@aAimda, BakTnpIakéG vOoouUG Kal ONATIKA Ka-
TanAngia. H pehatovivn éxel evdiagépov avooobepanegu-
TIKO duvapiké otnv NpdANYN kal Bepansia I0yevwyv Kal
Baktnpiakwy Aolpwéewy. H pehatovivn pnopel va xpn-
olgonoinBef yia Tn di€yepon TG dvoong andkpiong katd
TN JIGPKEID I0YEVWV KAl BAKTNPIOKWY ACINWEEWY Kal yIa
TNV evioxuon TN dvoong avTidpaonc NPopUAAKTIKE .

10. MeAartovivn ka1 véco¢ Alzheimer’s

MeAETEG 0€ NOVTIKOUG OeiXvouv OTI N XOPNYNON TNG JE-
AaTovivng pnopei va avaoTeilel Tnv eppdvion Twv arlol-
WOEWV TWV VEUPIKWY KUTTAPWV TOU gykePAAOU Kal TIG
OUVAKOAOUBEC DIaTAPAXEG TNG PVAKNG MOU NapaTnpoU-
vTal oTn véoo Alzheimer’s’””. Akéun, n ouVeXACékBeon o€
PwG o€ eNiPuG NPOKAAEl AMOIWOEIGC AVAAOYEG PE AUTEG
nou naparnpouvtal otn véoo Alzheimer’s, evid n xopni-
ynon pehatovivng npooTtatelel and Tny epgdvior Touc’.,

Ye avBpwnoug pe véoo Alzheimer’s napatnpeitar I-
atapaxn TG €KKPIoNG TNG PeAATOVIVNG Kal Twv BloAoyi-
KWV pubpwy, HeTaBOAEG mou pnopel va ogellovral o€
ekPUAION Tou déova apPPANCTPOEIdAC, UNEPXIAOUATI-
KOG NUENvag, kwvdplo kar dlaTapaxn TG pUdPIoNg TNG
€kkplong TNG peAaTtovivng and 1o ocupnadnTiké oloTn-
pa. H pedatovivn pnopel va xpnoiponoinBei Bepaneu-
TIKG yia Tnv enavappuBuion Twv BloAoyikwy pubpwy
Kal TNV npdAnyn Twv NaBoAoyoavaTopIKWY aAOINOoE-
wv oTn véoo Alzheimer’s.

12. MeAartovivn kal cakxap®dng diapiTng
MoANanAEG peAETEG Exouv Oeitel oxéon peTa&l avenap-
KoUG vukTepIvoU Unvou kal Tou petafoAlikod ouvdpo-
pou. Tpeig aveEdpTnTeG PEAETEG MOU BaCioTNKAV OF PE-
AéTn ox€ong pe avdAluon Tou UVOAIKOU yovIdIUATOG
€de16av oxéon petaly noikiAlwy Tou yovidiou MTNR1B
TOU UNodOXEd TNG HEAATOVIVNG KAl TNG UNEPYAUKAIYIAG,
NG dIATAPAXNAG TNG NPWTNG PACNG TNG €KKPIONG TNG IV-
oouAivng kal TngG Aeiroupyiag Twy B KUTTApWY Tou Na-
ykpéatoc”’. O yovéTuno¢ auénuévou KIvOUvou Npoé-
YEI TN JEMOVTIKA EUPAVIOn cakxapwdoug diaBritou TU-
nou 2. O1 gpopEi¢ Tou yovoTunou au§npévou kivduvou
éxouv auénuévn €kppacn Tou UNodOXEA TNG PEATOVI-
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vn¢ MTNR1B ota vnoidia Tou naykpéatog. Autd uno-
deikvUEl OTI Ta dTopa auTd pnopEl va givar mo euaiodn-
Ta OTIG OPACEIG TNG JEAATOVIVNG YE ANOTEAEOPQ EAOTTW-
Mévn €kkpion IvoouAivng, kaBwg gpaiveral 6T n opudvn
EAQTTWVEI TNV EKKPION TNG IVOOUAIVNG. O anoKAEIoPOGTNG
avaoToAi¢ TNG €KKPIONG TNG IVOOUAIVNG and Tn pelaTo-
vivn pnopei va eival pia véa Bepaneutiki 00066 yia Tov
oakxapwdn diaBrTn Tinou 2’%. Y& peAétn xopnyrOnke
pehaTovivn og aoBeveig pe oakxapwdn diaBriTn TUnou
27, ¥Tn ueAéTn auTr BpEBnke 6TI N eEwyEVAC xopryNon
TnG pehatovivng o aoBeveic pe LA 2 kal abnvia BeATiw-
VEI TOV UNVO Kal 0€ Jakpdxpovn xopriynon Tn yAukolu-
ANwpévn aipoopaipivn, delkTn TNG YAUKAIMIKAG pUBpIoNG.

13. Ikeudopara peharovivng

Yndpxouv noMd okeudopata pelaTovivng. Agv ei-
val 6Aa eykekpipeva. Agv €xouv dAa TNV avaypapOpe-
vn noodtnTa pehatovivng. Yndpxel okedaopa PeAaTovi-
vn¢ BpadeiaganodEopeucng Nou KUKAopopel oTny ayo-
pd w¢ Circadin kal eivar eykekpipévo and Tov Eupwna-
iké Opyavioud dapudkwv®™®. Xpeidletal npocoxn ka-
T4 TN xopnynon Kkal xprion peAatovivng eneidn noAAd
and Ta KUKAOGOPOUVTa OKEUGOPATA OEV NEPIEXOUV PO-
vo peAatovivn, vy dAa dev gival Tunonoinpéva 6oov
apopd TNV NoodTNTA TNG JEAATOVIVNG MOU MEPIEXOUV.

14. Xupnepdopara

H pehaTovivn eival oppdvn nou €xel noAManA£g kal noi-
KiAe¢ OpdoEIC. ZUPMETEXEN OTN pUBUIoN Twv BIoAoyIKWY
PUBPWY, cupBdMer oTn pUBuion Tou Unvou, €xel I0XU-
pn avrioéedwTikA dpdon, NPooTaATEVUEl TOV OPYaAVIOHUO
and TNV KAPKIVOYEveon, NPooTaTelel TOV OPYyavIOPO
and voéooug pBopdg, dnwg eivar n vooog Alzheimer’s
Kl €XEl AVOOOEVIOXUTIKA dpdon. OegpaneuTikd pnopef
va xpnolgonoln®ei yia Tnv avTigeTwnion tnG alnviag,
ylOo TNV aVvTIMETWNION Tou jet lag, yia Tnv enavappub-
MION TV KIPKAdIWY PUBPWY O€ NEPINTWOEIG anoppuo-
MIONG Toug, oav avTiynpavTiki Bepaneia, oav avTioéel-
OWTIKG, CUPNANPWHATIKG OTNV AVTIMETWNION TOU KAP-
Kivou kal JEMOVTIKG evdéxeTal va xpnaolpyonoBei yia
Tnv KabuoTépnon Tng npoddou TnG véoou Alzheimer’s.

ABSTRACT

Melatonin is a hormone produced by the pineal, a gland
situated within the brain. The hormone is chemically syn-
thesized and is currently used in therapeutics. There are
many therapeutic applications of melatonin. The hormone
is used in the management of sleep disorders, such as in-
somnia and delayed sleep phase syndrome. Melatonin is
used in the management of jet lag, which is the disorder
observed after transatlantic flights, on arrival at the destina-

tion area when 8 or less time zones are crossed and before
and after the flight when >8 time zones are crossed. Mel-
atonin can also be used in cancer therapy, for the preven-
tion of cancer, as an adjuvant in cancer therapy and for the
prevention of adverse reactions from other forms of cancer
therapy. The hormone is a strong natural antioxidant and
can be used as such. It appears that it has anti-aging action
and may be used for its anti-aging capacity. In the future,
it seems that the hormone may also be used in the thera-
peutics of Alzheimer’s disease to inhibit disease progress
and as therapy for the prevention of septic shock, as it ap-
pears that it enhances immune system function.
Keywords: melatonin, therapeutic action, insomnia, jet lag,
cancer, anti-aging action

Bifhioypagia

1. Kdotoynou-ABavaciou . Biofoyikoi puBuoi kal pedatovivn. latpikh 1995,
67:579-584

2. Reiter RJ. Functional pleiotropy of the neurohormone melatonin: Antioxidant
protection and neuroendocrine regulation. Front Neuroendocrinol 1995, 16:383-
415

3. Skene DJ, Arendt J. Human circadian rhythms: physiological and therapeutic
relevance of light and melatonin. Ann Clin Biochem 2006, 43: 344-353

4. Morin AK, Jarvis Cl, Lynch AM. Therapeutic options for sleep-maintenance and
sleep-onset insomnia. Pharmacotherapy 2007, 27: 89-110

5. Srinivasan V, Spence DW, Pandi-Perumal SR et al. Jet lag: therapeutic use of
melatonin and possible application of melatonin analogs. Travel Med Infect Dis
2008, 6: 17-28

6. Hardeland R, Poeggeler B, Srinivasan V et al. Melatonergic drugs in clinical
practice. Arzneimittelforschung 2008, 58:1-10

7. Ochoa-Sanchez R, Comai S, Lacoste B et al. Promotion of non-rapid eye move-
ment sleep and activation of reticular thalamic neurons by a novel MT2 melatonin
receptor ligand. J Neurosci 2011, 31: 18439-18452

8. Cardinali DP, Pagano ES, Scacchi Bernasconi PA et al. Disrupted chronobiology
of sleep and cytoprotection in obesity: possible therapeutic value of melatonin.
Neuro Endocrinol Lett 2011, 32: 588-606

9. Malow B, Adkins KW, McGrew SG et al. Melatonin for sleep in children with
autism: a controlled trial examining dose, tolerability, and outcomes. J Autism
Dev Disord 2011 [Epub ahead of print]

10. Khan'S, Heussler H, McGuire T et al. Melatonin for non-respiratory sleep disorders
in visually impaired children. Cochrane Database Syst Rev 2011, 11:CD008473

11. Fares A. Night-time exogenous melatonin administration may be a beneficial
treatment for sleeping disorders in beta blocker patients. J Cardiovasc Dis Res
2011, 2: 153-5

12. Srinivasan V, Cardinali DP, Srinivasan US et al. Therapeutic potential of melatonin
and its analogs in Parkinson’s disease: focus on sleep and neuroprotection. Ther
Adv Neurol Disord 2011, 4: 297-317

13. Herxheimer A, Petrie KJ. Melatonin for the prevention and treatment of jet lag.
Cochrane Database Syst Rev 2002, 2: CD001520

14. Zee PC, Wang-Weigand S, Wright KP Jr et al. Effects of ramelteon on insomnia
symptoms induced by rapid, eastward travel. Sleep Med 2010, 11: 525-33

15. Sanchez-Barcel6 EJ, Mediavilla MD, Tan DX et al. Clinical uses of melatonin:
evaluation of human trials. Curr Med Chem 2010, 17: 2070-95

16. Sack RL. Clinical practice. Jet lag. N Engl J Med 2010, 362: 440-7

17. Michalik A, Bobinski R. “Jet-lag”--pathophysiology and methods of prevention
and treatment. Przegl Epidemiol 2009, 63: 589-95

18. Jackson G. Come fly with me: jet lag and melatonin. Int J Clin Pract 2010, 64:
135

19. Paul MA, Miller JC, Gray GW et al. Melatonin treatment for eastward and
westward travel preparation. Psychopharmacology (Berl) 2010, 208: 377-86

20. Zee PC, Goldstein CA. Treatment of shift work disorder and jet lag. Curr Treat
Options Neurol 2010, 12: 396-411

21. Pandi-Perumal SR, Trakht I, Spence DW et al. The roles of melatonin and light
in the pathophysiology and treatment of circadian rhythm sleep disorders. Nat
Clin Pract Neurol 2008, 4: 436-47

22. Zisapel N. Circadian rhythm sleep disorders: pathophysiology and potential
approaches to management. CNS Drugs 2001, 15:311-28

23. Morgenthaler Tl, Lee-Chiong T, Alessi C et al. Practice parameters for the clini- }

41



EMOTNUOVIKG EuaTa

24.
25.
26.
27.
28.
29.
30.
31

32.

33.
34.
35.

36.

37.

38.

39.

40.

41.
42.
43.

44,
45,
46.

47.

48.

49.
50.
51.
52.

53.

54.

42

cal evaluation and treatment of circadian rhythm sleep disorders. An American
Academy of Sleep Medicine report. Sleep 2007, 30: 1445-59

Bjorvatn B, Pallesen S. A practical approach to circadian rhythm sleep disorders.
Sleep Med Rev 2009, 13: 47-60

Cardinali DP, Furio AM, Reyes MP et al. The use of chronobiotics in the resyn-
chronization of the sleep-wake cycle. Cancer Causes Control 2006, 17: 601-9
Claustrat B, Brun J, Borson-Chazot F. Melatonin and circadian rhythm. Rev Neurol
(Paris) 2001, 157: S121-5

Zee PC, Manthena P. The brain’s master circadian clock: implications and op-
portunities for therapy of sleep disorders. Sleep Med Rev 2007, 11: 59-70
Lewy AJ, Ahmed S, Sack RL. Phase shifting the human circadian clock using
melatonin. Behav Brain Res 1996, 73: 131-4

Skene DJ, Lockley SW, Arendt J. Use of melatonin in the treatment of phase
shift and sleep disorders. Adv Exp Med Biol 1999, 467: 79-84

Pevet P, Challet E. Melatonin: Both master clock output and internal time-giver
in the circadian clocks network. J Physiol Paris 2011, 105: 170-82

Thorpy M. Understanding and diagnosing shift work disorder. Postgrad Med
2011, 123: 96-105

Warman GR, Pawley MD, Bolton C et al. Circadian-related sleep disorders and
sleep medication use in the New Zealand blind population: an observational
prevalence survey. PLoS One 2011, 6: 22073

Coogan AN, Thome J. Chronotherapeutics and psychiatry: setting the clock to
relieve the symptoms. World J Biol Psychiatry 2011, 12 (Suppl 1): 40-3
Dallaspezia S, Benedetti F. Chronobiological therapy for mood disorders. Expert
Rev Neurother 2011, 11: 961-70

Hickie 1B, Rogers NL. Novel melatonin-based therapies: potential advances in
the treatment of major depression. Lancet 2011, 378: 621-31
Catena-Dell'Osso M, Marazziti D, Rotella F et al. Emerging targets for the
pharmacological treatment of depression: focus on melatonergic system. Curr
Med Chem 2012, 19: 428-37

Galano A, Tan DX, Reiter RJ. Melatonin as a natural ally against oxidative stress:
a physicochemical examination. J Pineal Res 2011, 51: 1-16

Reiter RJ, Coto-Montes A, Boga JA et al. Melatonin: new applications in clinical
and veterinary medicine, plant physiology and industry. Neuro Endocrinol Lett
2011, 32: 575-587

Gitto E, Aversa S, Salpietro CD et al. Pain in neonatal intensive care: role of
melatonin as an analgesic antioxidant. J Pineal Res 2012, 52: 291-5

Aversa S, Pellegrino S, Barberi | et al. Potential utility of melatonin as an anti-
oxidant during pregnancy and in the perinatal period. J Matern Fetal Neonatal
Med 2012, 25:207-21

Reiter RJ, Tan DX, Korkmaz A et al. The disaster in Japan: utility of melatonin in
providing protection against ionizing radiation. J Pineal Res 2011, 50: 357-8
Acu a Castroviejo D, L pez LC, Escames G et al. Melatonin-mitochondria interplay
in health and disease. Curr Top Med Chem 2011, 11: 221-40

Tan DX, Manchester LC, Reiter RJ et al. Significance of melatonin in antioxidative
defense system: reactions and products. Biol Signals Recept 2000, 9: 137-59
Gutierrez-Cuesta J, Tajes M, Jimenez A et al. Effects of melatonin in the brain
of the senescence-accelerated mice-prone 8 (SAMP8) model. Rev Neurol 2011,
52:618-22

Tajes M, Gutierrez-Cuesta J, Ortu o-Sahagun D et al. Anti-aging properties of
melatonin in an in vitro murine senescence model: involvement of the sirtuin 1
pathway. J Pineal Res 2009, 47: 228-37

Sanchez-Hidalgo M, de la Lastra CA, Carrascosa-Salmoral MP et al. Age-related
changes in melatonin synthesis in rat extrapineal tissues. Exp Gerontol 2009,
44:328-34

Bushell WC. From molecular biology to anti-aging cognitive-behavioral practices:
the pioneering research of Walter Pierpaoli on the pineal and bone marrow
foreshadows the contemporary revolution in stem cell and regenerative biology.
Ann N'Y Acad Sci 2005, 1057: 28-49

Magri F, Sarra S, Cinchetti W et al. Qualitative and quantitative changes of
melatonin levels in physiological and pathological aging and in centenarians. J
Pineal Res 2004, 36: 256-61

Manda K, Bhatia AL. Melatonin-induced reduction in age-related accumulation
of oxidative damage in mice. Biogerontology 2003, 4: 133-9

Armstrong SM, Redman JR. Melatonin: a chronobiotic with anti-aging proper-
ties? Med Hypotheses 1991, 34: 300-9

Bukowska A. Anticarcinogenic role of melatonin--potential mechanisms. Med
Pr2011, 62: 425-34

Vijayalaxmi, Thomas CR Jr, Reiter RJ et al. Melatonin: from basic research to
cancer treatment clinics. J Clin Oncol 2002, 20: 2575-2601

Santoro R, Marani M, Blandino G et al. Melatonin triggers p53(Ser) phosphoryla-
tion and prevents DNA damage accumulation. Oncogene 2011 [Epub ahead of
print]

Dopfel RP, Schulmeister K, Schernhammer ES. Nutritional and lifestyle correlates
of the cancer-protective hormone melatonin. Cancer Detect Prev 2007, 31:

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

83.

140-148

Schernhammer ES, Razavi P, Li TY et al. Rotating night shifts and risk of skin
cancer in the nurses’ health study. J Natl Cancer Inst 2011, 103: 602-6
McCune LM, Kubota C, Stendell-Hollis NR et al. Cherries and health: a review.
Crit Rev Food Sci Nutr 2011, 51:1-12

Mao L, Yuan L, Slakey LM et al. Inhibition of breast cancer cell invasion by
melatonin is mediated through regulation of the p38 mitogen-activated protein
kinase signaling pathway. Breast Cancer Res 2010, 12: R107

Mediavilla MD, Sanchez-Barcelo EJ, Tan DX et al. Basic mechanisms involved in
the anti-cancer effects of melatonin. Curr Med Chem 2010; 17: 4462-81
Hrushesky WJ, Grutsch J, Wood P et al. Circadian clock manipulation for cancer
prevention and control and the relief of cancer symptoms. Integr Cancer Ther
2009, 8: 387-97

Blask DE, Sauer LA, Dauchy RT. Melatonin as a chronobiotic/anticancer agent:
cellular, biochemical, and molecular mechanisms of action and their implications
for circadian-based cancer therapy. Curr Top Med Chem 2002, 2:113-132
Ravindra T, Lakshmi NK, Ahuja YR. Melatonin in pathogenesis and therapy of
cancer. Indian J Med Sci 2006, 60: 523-535

Hansen MV, Madsen MT, Hageman | et al. The effect of MELatOnin on Depres-
sion, anxietY, cognitive function and sleep disturbances in patients with breast
cancer. The MELODY trial: protocol for a randomised, placebo-controlled,
double-blinded trial. BMJ Open 2012, 2: e000647

DiBella G. The Di Bella Method (DBM) improved survival, objective response and
performance status in a retrospective observational clinical study on 122 cases
of breast cancer. Neuro Endocrinol Lett 2011, 32: 751-62

Srinivasan V, Pandi-Perumal SR, Brzezinski A et al. Melatonin, immune function
and cancer. Recent Pat Endocr Metab Immune Drug Discov 2011, 5: 109-23
Seely D, Wu P, Fritz H et al. Melatonin as Adjuvant Cancer Care with and without
Chemotherapy: a systematic review and meta-analysis of randomized trials.
Integr Cancer Ther 2011 [Epub ahead of print]

Lissoni P, Barni S, Meregalli S et al. Modulation of cancer endocrine therapy by
melatonin: a phase Il study of tamoxifen plus melatonin in metastatic breast
cancer patients progressing under tamoxifen alone. B J Cancer 1995, 71:854-856
Lissoni P, Bucovec R, Bonfanti A et al. Thrombopoietic properties of 5-methoxy-
tryptamine plus melatonin versus melatonin alone in the treatment of cancer-
related thrombocytopenia. J Pineal Res 2001, 30:123-126

Lissoni P. Is there a role for melatonin in supportive care? Support Care Cancer
2002, 10: 110-116

Shirazi A, Ghobadi G, Ghazi-Khansari M. A radiobiological review on melatonin:
a novel radioprotector. J Radiat Res 2007, 48: 263-272

Jung B, Ahmad N. Melatonin in cancer management: progress and promise.
Cancer Res 2006, 66: 9789-9793

Carrillo-Vico A, Guerrero JM, Lardone PJ et al. A review of the multiple actions
of melatonin on the immune system. Endocrine 2005, 27: 189-200
Carrillo-Vico A, Reiter RJ, Lardone PJ et al. The modulatory role of melatonin on
immune responsiveness. Curr Opin Investig Drugs 2006, 7: 423-31

Lissoni P. The pineal gland as a central regulator of cytokine network. Neuro
Endocrinol Lett 1999, 20: 343-349

Maestroni GJ. Therapeutic potential of melatonin in immunodeficiency states,
viral diseases, and cancer. Adv Exp Med Biol 1999, 467: 217-26

Olcese JM, Cao C, Mori T et al. Protection against cognitive deficits and mark-
ers of neurodegeneration by long-term oral administration of melatonin in a
transgenic model of Alzheimer disease. J Pineal Res 2009, 47: 82-96

Ling ZQ, Tian Q, Wang L et al. Constant illumination induces Alzheimer-like dam-
ages with endoplasmic reticulum involvement and the protection of melatonin.
J Alzheimers Dis 2009, 16: 287-300

Peschke E. Melatonin, endocrine pancreas and diabetes. J Pineal Res 2008, 44:
26-40

Mulder H, Nagorny CL, Lyssenko V et al. Melatonin receptors in pancreatic islets:
good morning to a novel type 2 diabetes gene. Diabetologia 2009, 52: 1240-9
Garfinkel D, Zorin M, Wainstein J et al. Efficacy and safety of prolonged-release
melatonin in insomnia patients with diabetes: a randomized, double-blind,
crossover study. Diabetes Metab Syndr Obes 2011, 4: 307-13

Lemoine P, Zisapel N. Prolonged-release formulation of melatonin (Circadin) for
the treatment of insomnia. Expert Opin Pharmacother 2012, 13: 895-905
Baandrup L, Fagerlund B, Jennum P et al. Prolonged-release melatonin versus
placebo for benzodiazepine discontinuation in patients with schizophrenia: a
randomized clinical trial - the SMART trial protocol. BMC Psychiatry 2011, 11:
160

De Leersnyder H, Zisapel N, Laudon M. Prolonged-release melatonin for children
with neurodevelopmental disorders. Pediatr Neurol 2011, 45: 23-6

Wade AG, Crawford G, Ford | et al. Prolonged release melatonin in the treat-
ment of primary insomnia: evaluation of the age cut-off for short- and long-term
response. Curr Med Res Opin 2011, 27:87-98




