NMEPIAHYH TQN XAPAKTHPIZTIKQN TOY MPOIONTOZ

1 ONOMAZIA TOY ®APMAKEYTIKOY MPOIONTOX

SITAGLIPTIN/STADA 25 mi sTrchx)\uiiéva is AETITO Uiéwo OloKia

2 MNOIOTIKH KAI NMOZOTIKH ZYNOEZH

KdaBe emKAAUPPEVO PE AETTTO UPEVIO DIOKIO TTEPIEXEI HOVOUDPIKA UBPOXAWPIKY CITAYAITTTIVN,

1I000Uvaun Pe 25 mﬁ onay)\mﬁvni.

‘Ekdoxo pe yvwaoTtn dpdon

KdBe emkaAuppévo pe AeTTO upévio diokio Twv 25 mg Trepiéxel 1,20 mg povoudpIkAg
AaKTO(NG.

MNa Tov TTAAPN KATAAOYO TwV €KOOXWYV, BAETTE TTAPAYPOQO 6.1.

3 PAPMAKOTEXNIKH MOP®H
EmkaAuppévo pe AeTTTo upévio diokio (S1okio).
Ta emKkaAuppéva pe AeTtd upévio diokia Twv 25 mg SITAGLIPTIN/STADA eival aTpoyyuAd,

AU@IKUPTA, ETTIKOAUMMEVA PE AETTTO UPEvio OloKia OIaUETpOU 6 mm, pol XPWMATOG, ME
edwyAeipn TNV EvoeiEn “LC” otn pia TTAEupd.

4 KAINIKEZ MAHPO®OPIEZ

4.1 OepatreuTiKEG EVOEielg

2e evAikeg aoBeveig pe oakxapwdn diafnTn TutTou 2, To SITAGLIPTIN/STADA evdeikvuTtal
yia TN BeATiwon Tou YAUKAIPIKOU €AEyXOU:

wg¢ povoBeparreia
e O¢ aoBeveig TTou dev eAEyxovTal ETTAPKWG MOVO JE diaiTa Kal AoKNON Kal yia TOUG OTT0ioug
N peT@opuivn dev gival KAaTGAANAN Adyw avTevdeitewv ) duocavediag.

Qg dITTAR a1rd Tou oTOaTOG BepaTreia o€ CUVOUAOUO E

e UETQOpPUivN 6Tav n diaita kal n doknon Padi he PETQOPUIvN MOVO deV TTAPEXOUV ETTAPKN
YAUKQIUIKO €AeyxoO.

e pia couAgpovuhoupia otav n diaita kal n doknon padi pe TNV PEYIOTN avekTr dOon HIAg
OOUAQOVUAOUPIAG HOVO DEV TTAPEXOUV ETTAPKI YAUKAIUIKO EAEYXO KAl OTAV N HETPOPUiVN eV
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gival KatGAANAN AOyw avTevoeiEewy A un avekTIKOTNTAG.

e ¢vav evepyotroinuévo utrodoxéa Tou vyaua (PPARy) aywvioti Tou €Tmayel Tov
TTOAATTAACIOONO TWV UTTEPOEEICWHATWY (TT.X. Hia BeialoAidivedidvn), éTav n xprion evog
PPARy aywvioTA €ival KatdAAnAn kai 6tav n diaita kai n aoknon padi ye tov PPARYy
aywVIOTH YOVO BeV TTAPEXOUV ETTAPKI YAUKQIMIKO EAEYXO.

WG TPITTAA aTTdé TOU OTOUATOG XopnyoUuevn BepaTreia o€ CUVOUAOUO LE:

e pia couh@ovuloupia Kal HeTopUivn éTav n diauta Kai n doknon padi ye mn dITTAA Bepartreia
ME QUTA TA QAPUOKEUTIKG TTPOIOVTA OEV TTAPEXOUV ETTAPKI] YAUKQIMIKO EAEYXO.

o ¢vav PPARy aywvioTr Kal HeT@opuivn, 6Tav n xprion evog PPARY aywvioTh gival KOTGAANAN
ka1 6Tav n diaita kal n doknon padi he Tn SITTAN Bepatreia e auTd T QAPHAKEUTIKA TTPOIOVTA
eV TTAPEXOUV ETTAPKI] YAUKAIMIKO EAEYXO.

To SITAGLIPTIN/STADA evdeikvuTal €Tiong wg TTPooTIBEuEVN Bepatreia oTnv IVOOUAivn (ME N
XWPIg peTQopuivn), 6Tav n diaita kai n doknon padi e otaBepr 860n IvVooUAivng dev TTaPEXOUV
ETTAPKI YAUKAIUIKO €AEyXO.

4.2 Aocoloyia Kal TpOTTOG XopRynong

Aogcolovyia
H &6on cival 100 mg omrayAirrtivng dmag nuepnoiwg. OTav xpnoiydoTrolsital oe cuvOuaouod e

peT@opuivn kai/i PPARY aywvioTr, n d6on Tng peTgopuivng kai/fj Tou PPARY aywvioTh 8a
Tpétel va diatnpeital, kail To SITAGLIPTIN/STADA va aguyxopnyeitai.

Otav 10 SITAGLIPTIN/STADA xpnoiuyoTrolgital o€ ouvOuaouo e Pia gouA@ovuloupia i Ue
IVOOUAIvVN, UTTOpEl va e€eTacBei To evOEXOMEVO XOPrynong Miag MIKpOTEPNS dO0NG NG
OouA@ovuAoupiag i IVoouAivng yia va helwBei o kivduvog uttoyAukaipiag (BA. TTapaypago 4.4).

Edv mapaAei@Bei pia d6on Tou SITAGLIPTIN/STADA, auth 6a trpétrel va AneBei apéowg HOAIG
0 a0BeviG To BuunBei. Aev Ba TTpéTTel va AauBdaveral SITTAr ddon Tnv idla nuépa.

Eid0ikoi TAnBucuoi

Negpikn duoAcitoupyia

O1av €getdletal TO €vOEXOUEVO XOPRYNONS TNG OITAYAITITIVIG O OUVOUOCWO HE éva GANo
avTIdIaRNTIKO QAPUOKEUTIKO TTPOIOV, TTPETTEI va EAEYXOVTAI OI GUVBNKES TOU yia Tn Xpron o€
aoBeveig pe veppikr) duoAgiToupyia.

MNa aoBeveig pe ATTIOU BaBuou veppikr) duoAsitoupyia (puBudg otreipapartikrig diénong [GFR]
2 60 £wg < 90 ml/min), dev atraiTeiTal Kapia avarrpocapuoyn TNG d6ang.

MNa aoBeveic pe pétpiou PBabuou veppikr duoAeitoupyia (GFR =45 éwg < 60 ml/min), dev
ATTAITEITAI KAWia avaTrpocapuoyr NG 6ocoAoyiag.

MNa aoBeveig pe péTpiou Babuou ve@pikr duoAciroupyia (GFR = 30 £éwg < 45 ml/min), n d6on
Tou SITAGLIPTIN/STADA gival 50 mg atrag nuepnoiwg.

MNa aoBeveig pe coBapou Babuou veppikry duoAeitoupyia (GFR =15 éwg <30 mi/min) | ue
ve@pikA vooo TeAikou oTadiou (NNTZ) (GFR < 15 ml/min), cuptrepIAapBavopévwy eKEivwv yia
TOUG OTIoioug  aTTaITeiTal  acigokdBapon 1R TepiTovaiky  dI0AIon, n  d6an  Tou
SITAGLIPTIN/STADA ¢ivar 25 mg dama¢ nuepnoiwg. H aywyr umopei va xopnynOei
ave¢dpTnTa aTro TOV XPOVIKO TTPOYPAUHATIONS ThG QINOKABaponG.

Emeidn yivetal avarmpooapuoyn NG 66ong Pdaoel TG vePpikng Asitoupyiag, cuvioTdral va
EKTIMATAI N VEPPIKH AcIToupyia TTpIV aTTd TNV évapgn TnNG BepaTtreiag Ye OITAyAITITiV KAl KOTOTTIV
TTEPIODIKA.



Hrmrariknh ducgAsiroupyia

Kauia avatmrpooapuoyr Tng d6ong dev amaiTeital o€ agBeveic Ye ATMOU Ewg PETPIou Babuou
natik ducAeitoupyia. H omayNiTTivn dev €xel ueAeTnOei o€ aoBeveig pe cofapol Babuou
ntratik duoAsitoupyia kal Ba TTpéTTel va emdeixBei TTpoooxn (BA. Tapdypago 5.2).

QoT16c0, n ocofapou Pabuolu nmatikf OucAsiToupyia Oev AVOMEVETAI va ETTNPEEACEI TN
QPAPHOKOKIVATIKA TNG OITAYAITTITIVAG KaBWGS N OITAyANITTTiVR ATTEKKPIVETAI KUPIWG HEOW Twv
VEQPWV.

HAikiwpévolr
Agv atTaiteital puBuion TG déong ue Bacn TNV NAIKia.

lNaidiarpikd¢ mAnBuoudc

H oirayAhimrtivn dev Ba Tpétrel va xopnyeital o€ Taidid kal e@ABoug nAikiag 10 éwg 17 eTwv
AOYW aveTtapkoUg aTToTEAEGUATIKOTNTAG. Ta TTpoc@aTta diabéoipya dedopéva TreplypdgovTal
oTIg TTapaypdoug 4.8, 5.1 kai 5.2. H amrayAimrtivn dev €xel PeAetnBei oe Taidiatpikolg
aoBeveig NAIKiag KaTw Twv 10 eTWV.

TpdTrog xopriynong
To SITAGLIPTIN/STADA ptropei va An@Bei e 1 Xwpig Tpoen).

4.3 Avtevdeigeig

YTmrepeuaioBnaia oTtn OpacTIKA oudia ] g€ KATIOIO aTTd Ta €KOOXA TTOU Ava@EPOvVTal oTNV
TTapdypa@o 6.1 (BA. Tapaypagpoug 4.4 kai 4.8).

4.4 E151kég TposIBOTTOINCEIG KAl TTPOQUAGEEIS KATA Th XPRoN

[Ceviké
H omayNitrTivn dev Ba TTpéTrel va xpnoiyoTrolsital o€ aoBeveig ye diaBrTn t0tmou 1 A yia Tn
Bepartreia TNG OIABNTIKAG KETOEEWONG.

Octeia TTaykpeaTitida

H xprion avacTtoAéwv TnG DITTETTTIBUAIKNG TTETTTIOAONG 4 (DPP-4) £xel ouoXeTIoBEi pe KivOuvo
avamTuéng ofeiag TTaykpeaTitidag. O1 aoBeveic TIPETTEl va  EVNUEPWVOVTAI YIG TO
XOPAKTNPEIOTIKO CUUTITWHA TNG o&giag TTaykpeaTitidag: €muévov, ooBapd KoIAIaKO AAyog.
YToxwpnon Tng TTayKpeaTimdag Taparnpibnke PeTd TNV SIAKOTTA TNG CITAYAITITIVIG (UE N
XWPIG UTTOGTNPIKTIKI Bepatreia), aAAd Exouv ava@epBei TTOAU OTTAVIEC TTEPITITWOEIG VEKPWTIKNG
 aIigoppayikAg TraykpeaTitidag kal/ff Bdvartog. Edv uttdpxel utroyia yia TTaykpeaTitida, n
oIrayNITTTivn Kal GAAa T8avov UTTOTITEUOUEVA QAPUOKEUTIKA TTPOIOVTA TTPETTEI VA DIAKOTTOUV.
Edv n ocia maykpeatinda empBeRaiwdei, n orrayAimrtivn dgv TpéTTel va apyioel ava.

Oa péTTel va diveTal TIPOCOXH 0€ 00BEVEIG JE IOTOPIKO TTAYKPEATITIONG.

YmoyAukaigia  étav  XpNOoIYOTIoIEiTAl 0 ouvduaopd pe  GAAQ avTI-UTTEQYAUKAIUIKG
QUAPUAKEUTIKA TTPOIOVTQ

2€ KMIVIKEG PEANETEG PE TN OITAYAITITIVR WG PovoBepaTtTeia KAl wg PEPOG TNG CUVOUACHEVNG
BepaTreiog Pe PAPPOKEUTIKA TTPOIOVTA TTOU BV gival yvwoTd 0TI TTPOKAAOUV UTTOYAUKAIWIa (TT.X.
MeT@opuivn kai/f) éva PPARY aywviaTr), n ocuxvoTnTa TWV TTEPITITWOEWY UTTOYAUKQIUIAG TTou
ava@éPBNKe e oITayNITITivn ATAV TTAPOUOIA JE TN OUXVOTNTA 0€ acBeveig TTou EAapav €IKOVIKO
PApHaKO.

YTmroyAukaidia Trapatnendnke otav n OITAyMITITivip XPNOIPOTIOINONKE O OUVOUACOWO ME
IVOOUAivN 1| JE Wia couA@ovuloupia. ' autd, yia va peiwbei o Kivduvog TNG UTTOYAUKaIWiag
pTTOpEl va eEeTacBel TO evdeXOUEVO XOpHynNong MIog HIKPOTEPNSG ©60NG couA@ovuAloupiag i
IvooUAivNG (BA. TTapdaypago 4.2).

NeppikA duagAsiToupyia




H oirayNiTTTivn aTrekkpiveTal atrd Toug veppous. TMpoKeIyévou va eTTITEUXOOUV CUYKEVTPWOEIG
NG CITAYAITITiVIG OTO TTAGOUG TTAPOUOIEG PE QUTEG TWV ACBEVWY PE QUOIOAOYIKI VEPPIKN
AeiIToupyia, ouvioTwvTal PIKPOTEPES dOOEIG 0¢ aoBeveig ue GFR <45 ml/min, kaBwg etriong o€
aoBeveig ye ESRD yia Toug otroioug atraiteital aiyokdBapon A Trepitovaiky diuAion (BA.
TTapaypagoug 4.2 kai 5.2).

O1av €getdletal T0 €vOEXOUEVO XOPRYNONGS TNG OITAYAITITIVIG O OUVOUOCWO HE éva GANo
avTIdIoBNTIKG QAPPOKEUTIKO TTPOIOV, TTPETTEI VA EAEYXOVTAI OI CUVBNKEG TOU yida TN XpHon o€
aoBeveig pe veppikr duoAsIToupyia.

AvTiIdpdoeig uTTEpeuaIoBnoiag

‘Exouv yivel ava@opéc META TNV KUKAOQOPIG TOU @APHAKOU YIa CORApPEC avTIOPAOEIS
uTTEpEUaIoBnaiag oe acBeveic TTou EAapav Bepatreia pe oIrayAmTivn. AuTEG o1 avTIOPAOCEIS
oupTTEPIAaUBAvVOUV ava@uAagia, ayyelooidnua, Kal atToPOANIdWTIKEG SEPUATIKEG avTIOPATEIG
oupTtrepiAaupBavopévou Tou ouvopoduou Stevens-Johnson. H eppdvion autwv Twv
avTIOPAoEWV £YIVE EVTOG TWV TTPWTWVY 3 UNVWV PETA TNV £vapén TngG BepaTreiag, e OPICHEVES
avaoQopEG TTOU gd@avifovtal PeTd Tnv TTpwTtn ddon. Edv utrotrTeuBeite pia avtidpaon
utTEpEUaIoBnaiag, n orrayAiTTTivn Ba TpéTrel va dlakoTrei. AAAeG TOaAvEG aiTieg yia To cupuBav
Ba TTpéTTel va ekTINNBoUV, Kail va EeKIVAoEl EVaAAQKTIKA Bepartreia yia Tov diapnTn.

Mop@OAUYWOEC TTEUPIVOEIBEG

‘Exouv uTtdpel ava@opéG TTOM@OAUYWOOUC TTEMQPIYOEIOOUC META TNV KUKAOQOpia Tou
Qapuakou oe acBeveig TTou AduBavav avacTtoAeic Tng DPP-4, cuptrepiAaufavouévng tng
oirayAittTivng. Edv utrdpyxel uttoyia yia TTOUQOAUYWOES TTEPQPIYOEIDEG, N oITayAiTTTivn Ba
TIPETTEI VA DIOKOTTITETAI.

‘Ekdoxa
To @dppako autd TTepIEXEl AiyoTepo atrd 1 mmol vaTtpiou (23 mg) avd diokio, gival autd TTou
ovopdZoupe ouaiaoTIKA «EAEUBEPO vaTpiou».

O1 00B¢veig e oTTavIa KAnpovouIKa TTpoBAfuaTa ducavegiag oTn YAAAKTOLN, OAIKF AVETTAPKEIX
AakTdong f duocatroppopnaon YAUKOLNG-yaAaktolng Oev Ba TTPETTEl va TTaipvouv autd TO

PApuaKo.

4.5 AMAnAemidpdoseig peE GAAO  QAPHOKEUTIKA TrpoiovTa Kol GAAEg  pop@ég
aAAnAemidpaong

Emdpdoeig AAAWV QAPUAKEUTIKWY TTPOIOVTWY OTN OITAYANITTTIVA
Ta KAIVIK&G oToixeia TTou ava@épovTtal TTapakdTw UtTtooTnpifouv OTI O KivOuvog KAIVIKG
oNPavTIKWV aAANAETIOPACEWY PE TNV CUYXOPAYNON QAPUOKEUTIKWY TTPOIOVTWY gival PIKPOG.

MeAETeg in vitro €d€i€av OTI TO TTPWTAPXIKO €vCUMO TTOU gival UTTEUBUVO YIa TOV TTEPIOPICHEVO
peTaBoAiopo Tng airayAimttivng ival To CYP3A4 e tn oupBoAf Tou CYP2C8. Ze aoBeveig ue
QUOIOAOYIKI] VEQPIKN AgiIToupyia, o PETABOAMIOUOG, cuutrepiAapBavouévou autol PECW Tou
CYP3A4, TraiCel povo €va pIkpo poAo otnv k&Bapon tng oimayAimTivng. O petapfoAiopdg
MTTOPE Va TTailel évav 1o onuavTikd poAo oTnv atmmoBoAr TG oITayAITITivng oTnv KaTdoTaon
OoBapnAg VEPPIKAG BUCAEITOUPYIag f vePpIKNG vooou TeAikou oTtadiou (ESRD). T autd 1o
Aoyo, eivar duvatov 1oxupoi CYP3A4 avaoToAeic (TT.X. KeTOKOVACOAN, ITpakovaloAn,
pitovaBipn, KAapiBpouukivn) va uropolv va aAAGgouv Tn QAapuaKOKIVATIKE TG OITAyAITTTiving
oe aoBeveic pe ooPBapn veppikry ducAcitoupyia B ESRD. H emidpaon twv 1o0xupwv
avaoToAéwv Tou CYP3A4 etmi eddgoug veppikng ducoAeitoupyiog dev éxel aglohoynBei oe
KAIVIKI] MEAETN.

MeAéTeg peTa@OpPAG in vitro €8€1Eav 0TI N CITAYNITTITIVN €ival UTTOOTPWHA TNG P-YAUKOTTPWTEIVNG
Kal Tou peTagopéa-3 opyavikou avidvtog (OAT3). H peta@opd Tng OITAyAITITiVIG HECW Tou
OAT3 aveaTdAn in vitro ammé Tnv TTpoReveaidn, HOAOVOTI BewpeiTal OTI 0 KivOUVOG TwWV KAIVIKA
onpavTiKwyv aAnAemdpdocwy cival pIkpdg. Tautdxpovn xopriynon Twv OAT3 avaoToAéwv
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Oev €xel aglohoynBei in vivo.

Mergpopuivn: H ouyxopriynon TOAAQTTAWY 800ewv 800 @opég nuepnoiwg 1 000 mg
peT@opuivng he 50 mg oITayMITITivGg dev TPOTTOTIOINCE CNUAVTIKA TN QAPHOKOKIVATIKY TNG
oIrayAITTTivng o€ aoBeveic pe diaBATn TUTTOU 2.

KukAoamopivn: Ale€Ax0n pia HEAETN yia TRV €KTIPNON TNG £TTiIOpACNG TNG KUKAOOTTOPIVNG, £VOG
IOXUPOU avaoTOAéd TNG P-YAUKOTTPWTEIVNG, OTN QOPUOKOKIVNTIKY Tng oItayAimTivng.  H
ouyxopnynon piag e@amag atmd Tou otéuatog d6ong 100 mg oITayAImTTivng Kal hiag epaTmag
amdé Tou oTopatog d6ong 600 mg kukAooTropivng auvgénoe v AUC kal TN Cmax TNG
oiIrayNITTTivng  mepittou Katd 29% kai 68% avtioToIxa. O1 petaBoAéc autég OTn
QPAPMOKOKIVATIKA TNG OITaYAITITIiVIG dev BewprBnkav OTI €ival KAIVIKA onUavTIKEG. H veppikn
K@Bapon TnG aIrayAITTTivng 0gv JeTABANBNKE oNUAVTIKA.

JUVETTWG, Oev avapévovTal onUavTiKEG aAANAemOpAoelg Pe AAAOUG avaoTOAEiG TG p-
YAUKOTTpWTEIVNG.

Emdpdoeig TG OITayNITITivnG o€ AAAG QAPUAKEUTIKA TTPOIOVTA

Aiyoéivn: H oirayNITTTivn €ixe PIKPA £TTIOpOON OTIC OUYKEVTPWOEIG TNG OIYOgivng 0TO TTAGCA.
Metd atméd xopriynon 0,25 mg diyo&ivng tautdxpova pe 100 mg oirayAITITivng nuepnoiwg etmi
10 nuépeg, n AUC tng diyogivng oto TAdGoua auénonke kKatd péco 0po Katé 11% kal N Cmax
OTO TTAACPA KATA HECO Opo KATA 18%. Aev cuvioTdral TTpooapuoyr TNG dGong TG diyogivng.
QaoT600, ol aoBeveic o€ Kivouvo TogIKOTNTAg aTTd TN diyodivn Ba TTPETTEl va TTapakoAouBouvTal
OXETIKA pE auTd OTav N oITayAITTTivn Kai n diyoivn xopnyouvTtal TauTéxXpova.

2T1oIxeia in vitro utrooTnpiCouv OTI N OITayAITTTivip Oev avaoTEANAEI oUTE €TTAYEl TA I00EVCUNQ
CYP450. Ze KAIVIKEG MEAETEG, N OITAYAITTTIVN OEV TPOTTOTTOINGE CNUAVTIKA Trn QAPHAKOKIVATIKY
NG METPOPHIVNG, TNG YAUBouUpIdNG, TNG ciuBacTaTivng, Tng pooiyhitaddévng, Tng Bapeapivng n
TWV a1Té TOU OTOPATOG AVTICUAANTITIKWY, TTAPEXOVTAG in ViVo TEKUNPIWON yia JIKpr duvaTtdTnTa
TTPOKANCONG AAANAETTIOPACEWY e uTTooTpwuaTta Tou CYP3A4, CYP2C8, CYP2C9 kal opyaviko
Katioviké petagopéa (OCT). H omayAimrTivn ptropei va gival évag ATTog avaoToAéag Tng p-
yAUKoTTpWwTEiVNG in vivo.

4.6 MNoviyéTnTa, KUNON Kal yoaAouyia

Kunon

Agv UTTAPXOUV ETTAPKI OTOIXEIA YIO TN XPAON TNG CITAYNITITIVRG O€ €YKUEG yuvaikeg. MeAETEG
o¢ Cwa Katédeltav TOLIKOTNTA OTNV QAVATTOPAYWYIKH 1IKAVOTNTA 0 uWnAég &60¢€Ig (BAETTE
TTapdypa@o 5.3). O evdexOPEVOS KivOUVOG yIa TOV AvBpwTTO €ival AyvwoTod.

NOyw NG £AAEIPNG OedoUEVWY € avBpWTTOUG, N CITAYAITITIVI Ogv TTPETTEI va XPNCIKOTTOIEITAl
KaTd T SIGPKEIN TNG EYKUPOOUVNG.

©OnAaopog
Eival dyvwaoTo av n o1rayAITTTivn aTTeKKpIiveTal GTO avBpwTTIivo PNTPIKO YaAa. MeAéTeg og {wa

KatédeiEav OTI N CITAYMNITTTiV aTTeKKpiveTal 0To UNTPIKG yaAa. H airayAitTivn dev mTpéTTel va
XpnolgoTtrolgital Katd tn diIdpKEIa Tou BnAacuou.

CoviyéTtnra
Agdopéva atrd wa dev UTTOOTNPICOUV KATTOIa £TTIOpACN TNG Bepartreiag Ye oITayNITITivl) 0TNV

YOVINOTNTA apCEVIKWY Kal BnAukwy. Aedopéva yia Tov AvOpwTTo dev UTTAPXOUV.

4.7 Emdpdoscig oTnVv IKAvOTNTA 08QYyNONG KAl XEIPIGMOU HNXAVNHATWY

H oimayhimrrivi dev €xel Kapia i €x€l aonuavTtn €midpacn oTnv IKavotnTa odrynong Kai
XEIPIOPOU pnxavnudtwy. QoTtdéco, Katd Tnv odriynon f 1n XpAon dnxavnudatwy, TTPETTEl va
AapBdveral utr' OIv 6T £xouv avaepBei CAAN Kal uTTvnAia.

EmmmAéov, o1 aoBeveig TTpETTEl va gival o€ €ypriyoporn OXETIKA PE TOV KivOuvo UTTOYAUKaluiog
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OTav N oITayAITTTiviy Xopnyeital o€ ouvduacouod Je pia aouA@ovuloupia ) Ue IVOOUAIvVN.
4.8 AvemmiB0uNTEG EVEPYEIEG

2Uvown Tou TTPOQIiA ao@AAEIag

‘Exouv  avagepbei  coBapég  avemBUuUNTEG  EVEPYEIEG,
TTAYKPEQTITIONG KAl TwV avTIOPACEWY UTTEPEURIOONTIag.

‘Exel avapepBei uttoyAukaiyia og ouvduaouo pe oouAgovuloupia (4,7%-13,8%) kal IVGOUAivn
(9,6%) (BAETTE TTOPAYPAPO 4.4).

oupTTepIAauBavopévng g

KaTtdAoyog aveTTiBUuNTWyV EVEPYEIWV O€ TTiVAKA

AvagépovTal TTapakatw (oTov Mivaka 1), avd katnyopia opyavikoU CUGTHATOS Kal gUXvOTATA
ol avemmouunTeg evépyeleg. H auyxvotnTa eu@aviong €xel opioBei wg: TTOAU ouxvég (=1/10),
ouxvég (21/100 éwg <1/10), 6x1 ouxvég (21/1 000 £wg <1/100), otravieg (=1/10 000, Ewg <1/1
000), oAU oTravieg (<1/10 000) kai un yvwoTég (Oev UTTOPOUV va eKTIMNBoUV ue Bdaon Ta
OlaBéoipa dedouéva).

Mivakag 1. H ouxvétnTa TWv aveTTIBUPNTWY EVEPYEIWY TIOU TAUTOTTOIRONKAV aTTd TIG
ENEYXOUEVEG ME EIKOVIKO QAPHOKO KAIVIKEG HWEAETEG PovoBepatreiag oIrayAImTTivng kal Tnv

EUTTEIPIO META ATTO TNV KUKAOPOpIa

AvemiOupnTn evépysia ZuXVOTNTA AVETTIBUUNTNG EVEPYEING
AlaTapay£g TOU AIJOTTOINTIKOU KAl TOU AEU@IKOU CUCTHNATOG
OpoupokuTtTapoTTEVia OTTAVIEG
Alatapay£g Tou avoooTToINTIKOU CUCTHHATOG
avTIOPACEIG UTTEPEUAICONTIAG, CUUTTEPIAANPBAVOUEVWV TWV AVAQUAOKTIKWY | PN YVWOTEG
avTidpdoswv™t
Alatapayég Tou peTaBoAIoHoU Kal TG Opéwng
utroyAukaiyio® OUXVEG
Alatapay£ég Tou VEUPIKOU CUCTHMATOS
TTOVOKEPAAOG OUYVEG
CAAn OXI OUXVEG
AlaTapay£g TOU avaTTVEUOTIKOU CUCTAHATOG, TOU BWPAKA KAl TOU HECOOWPAKIOU
didpean TTveupovoTTadela® MN YVWOTEG
AlaTapay£g TOU YOOTPEVTEPIKOU CUCTAHATOG
OUOKOIANIOTNTO OXI OUXVEG
¢UETOC® M YVWOTEG
ofcia TraykpeaTimda* ¥ uN YVWOTEG
Bavatneopog  Kal  Pn-6avartngopog  alopPayIK KAl VEKPWTIKA | N YVWOTEG
TaykpeaTimda™
Alatapayég Tou SEpUATOG Kal TOU UTTOdOpIoU I0TOU
KvNOouog* OXI OUXVEG
ayyelooidnuo*t Jn YVWOTEG
egavonua*t Jn YVWOTEG
Kvidwon* 1 MN YVWOTEG
depuaTiki ayyelimdo* T Mn YVWOTEG
ATTOQOANIBWTIKEG  OEPMUOTIKEG  KATAOTAOEIG, OCUMTTEPIAAUPBAVOUEVOU  TOU | PN YVWOTEG
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AvemiOUunTn evépyeia ZuyxvoTNTO AVETTIBUUNTNG EVEPYEIAG
ouvdpopou Stevens-Johnson™t
TTOMPOAUYWOES TTEUPIYOEIDEC™ MN YVWOTEG
Alarapayég TOU MUOOKEAETIKOU CUCTAOTOG KAl TOU OUVOETIKOU 1I6TOU
apBpalyia*® MN YVWOTEG
HuaAyia*® N YVWOTEG
ooQuaAyia*® MN YVWOTEG
apBpoTtrédeia* MN YVWOTEG
AlaTapayég TwV VEQPWYV KAl TWV OUPOPOpwWY 0dwv
olaTapayuévn ve@piki AsiToupyia® Mn YVWOTEG
o&gia ve@pIkr aveTTdpkela™® MN YVWOTEG

*AVETTIOUUNTEG EVEPYEIEG TTOU TAUTOTTOINONKAV KATA TNV TTAPAKoAoUBnaon PETd TNV KUKAogopia.
T BAétre TTapAypa@o 4.4.
¥ BA. mapakdatw tnv Kapdiayyeiakn MeAétn AopdAiciac TECOS.

Mepiypa®n eTIAEYUEVWV QVETTIBUUNTWY EVEPYEILV

EmmpooBeTa Twv avetmOUuNTWY EVEPYEIWV TTOU OXETICOVTAI JE TO QAPPAKO KAl ava@EépovTal
TTOPATTAVW, Ol QVETIBUUNTEG EVEPYEIEG TIOU ava@EéPOnkKav aveCapTATWG  QITIOAOYIKAG
OUOXETIONG YE TO QAPMAKO, KOl TTOU OnUEIWONKaV TOUAdXIOTOV 0TO 5% Kal OUXVOTEPQ OF
aoBeveig Tou €AaBav oirayMiTTTiv, TTEPIAGUBavav Aoipwén TOU aVWTEPOU QVATTVEUCTIKOU
OUCTAMOTOG Kal pIVvOQapuUyyiTIda.

EmmmAéov avetmBuuNTeS evépyeleg avapépOnKav aveEapTATWS AITIOAOYIKAG CUCXETIONG UE TO
QPAPHUOKO, Ol OTToieg OonueIwdnkav cuxvoTepa o€ aoBeveig TTou Adupavav BepaTtreia ue
oirayNiTTTivn (dev €pBacav Ta emmieda Tou 5%, aAAA eppaviobnkav pe ouxvornta >0,5%
MEYOAUTEPN ME TN OITAYAITITiVE amdé OTI PE TNV OMAda  eAéyyxou) Kkai TrepIAduBavav
ooTeoapBpiTida Kal TTévo aTa AKPa.

Opliouéveg aveTmiBUPNTEG eVEPYEIEG TTAPATNPEABNKAV CuXvOTEPA OE WEAETEC OUVOUAGTIKAG
XPAONG TNG OITAYAITITIVNG JE AAAG avTI-OIaBNTIKA QAPPOKEUTIKA TTPOIOVTA aTTO O, TI € PMEAETEG
HovoBepartreiag ye oirayAimrTivn. Autég TrepiAdupBavayv utroyAukaiyia (cuyxvotnta TToAU ouxvi
ME TO OUVOUOCHO GOUAQOVUAOUPIOG KAl JETQOPHIVNG), YRITTN (GUXVNA WE IVOOUAIVN (ME A XWPIg
METQOPWIVN)), VOuTia KAl EUETO (OUXVI HUE WETPOPHIVN), HETEWPIOHO (OUXVH WE WETQOPHIVN A
mmoyAITadévn), dUoKoINIOTNTA (Ouxvh HE TO ouvOUAOUSd COUAPOVUAOUPIOG Kal PHETQOPUIVNG),
TTEPIPEPIKO 0idnua (ouxvr] We TToyAITalévn f Tov ouvduaouo TioyAiTaldvng Kal JETPOPUIVNG),
uttvnAia kai didppola (GUXVEG JE WETQOPMIVN), Kal EnpoaTopia (Ox1 ouxvr ME IVGOUAivN (JeE N
XWPIG PETQOPHIVN)).

MaidiaTpIkdg TTANBUT UGS

€ KAIVIKEG DOKIYEG e armayAiTTTiviy ag TTaidlaTpikoug aoBeveic nAikiag 10 €éwg 17 €Twv ue
oakXapwdn &1apATN TUTTOU 2, TO TTPOPIA TWV AVETTIBUUNTWY EVEPYEIWY ATAV CUYKPIOINO ME
auTd TTou TTapaTNPABNKE OTOUG EVAAIKEG.

TECOS Kapodiayyeiaknn MeAétn AopaAsiag

H peAéTn agloAdynong kapdiayyelakwy ekBaocwv pe mn oirayAimrtivn (TECOS) mrepieAdupave
7 332 aoBeveic TTou €AaBav arrayAirrtivn, 100 mg nuepnoiwg (4 50 mg nuepnciwg €av o
apxikog eGFR frav 230 kai <50 ml/AetTé/1,73 m? ) kai 7 339 aoBeveic Tou éAaav €IKOVIKO
@ApuoKko oTov TTANBUo S Pe TTPOBeoN BeparTreiag.

Kai o1 800 Beparreieg TTpooTéBnKavV OTN OUVABN aywyr WJE GTOXO TNV ETTITEUEN TWV TOTTIKWV
BepatreuTiIkKWy  TTPOTUTTWY  YAUKOQIAlwpEVNG  aipoo@aipivng (HbA+1c) kal kapdlayyeiakwy
TTOPAYOVTWY KIVOUVOU.

H ouvoAIkr ouxvoTnTa EMPAVIONG OOBAPWYV AVETTIBUUNTWYV EVEPYEIWY O€ a0BevEiG TTou EAafav
oIrayAITTTivn ATav TTapOUOoIa JE aUuTA Twv acBevwy TTou EAafav EIKOVIKO pAPHAKO.
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210V TTANBUO PO e TTPGBEeoN BepaTreiag, HETAEU TWV ACOEVWV TTOU XPNCIYOTTOIOUCAVY IVOOUAIVN
Kai/f] yia couA@ovuloupia Kata Tnv &vapgn, n ouxvotnta eu@aviong coBaprg UTTOYAUKAIMIOG
ATav 2,7% oToug aoBeveig Tou éAaBav orrayAirTivn kal 2,5% oToug aoBeveic TTou éAapav
EIKOVIKO @dpuoko. MeTagl Twv aoBeviov TTou dev ékavav Xprion IVOOUAivng Kai/fp Hiag
OoUAQovUAoupiag Katd Tnv évapén, n ouxvoTnTa gu@aviong cofapng uttoyAukaiyiag frav
1,0% oToug aoBeveig TTou EAapav arrayAiTTivn Kai 0,7% oTtoug aoBeveig TTou €Aaav €iIkovikd
Qdpuako. H ouxvotnTa eu@dviong Twv eTReBAIWPEVWY ETTEICODIWY TTAYKPEATITIONG TAV
0,3% oToug aoBeveic TTou éAaBav oirayAitTtivn kail 0,2% oToug aoBeveig TTou EAaBav €IKOVIKO

QApuaKo.

Avo@opd TOavoAoyoUuuEVWY QVETTIBUUNTWY EVEPYEIWV

H avagopd mBavoAoyoUuevwy aveTmOUUNTWY EVEPYEIWV META aATTO Tn xoprynon adeiag
KUKAOQOPIaG TOU QAPUOKEUTIKOU TIPOIOVTOG cival onuavTtik. EmTpémer T ouvexn
TTOPAKOAOUBNGON TNG OXE0NG OPEAOUG-KIVOUVOU TOU QAPUAKEUTIKOU TTPOIOGVTOG. ZnTeiTal atmo
TOUG ETTAYYEAUATIEG TOU TOMEQ TNG UYEIOVOUIKNAG TTEPIBAAYNS va ava@épouv OTToIECOATTOTE
TMOAavoAOYyOUNEVEG QVETTIBUUNTEG EVEPYEIEG HECW TOU £BVIKOU CUGTHUOTOG Qva@opag

EBvikég Opyaviouog Gapudkwy,
Meooyeiwv 284

GR-15562 XoAapyog, ABAva
TnA: + 30 21 32040380/337
®at: + 30 21 06549585
loTéToTrOG: http://www.eof.gr .

4.9 YmrepdoooAoyia

Katé mn didpkeia eAeyxOpevwy KAIVIKWV dOKIJWYV o€ uyif dtoua, xopnyhonkav e@amag 060¢ig
¢wg kal 800 mg airayAitttivng. Mikpég augrioeig Tou dlopBwpévou dlaotriparog QT (QTc), TTou
Oev BewpnOnkav KAIVIKG OXETICOPEVEG TTapaTNPABNKav o€ dia PeAéETn otn d6on Twv 800 mg
oIrayNiITTTivng. Agv uttdpxel epTTEIpia o€ KAIVIKEG EAETEG e BOOEIg TTAvw atrd 800 mg. Kartd
™ @&on | peAetwv TOANATTANG dOong Oev UTTAPEAV KAIVIKEG QVETTIOUUNTEG EVEPYEIEG
OXeTICOPEVEG e Tn OGN TToU Trapatnenénkav pe arrayMimrivn pe 86oeic €wg 600 mg
nuepnoiwg yia diaotiuata éwg 10 nuépeg kar 400 mg nuepnoiwg yia dlaoTAPATA £wg 28
NHEPEG.

2¢ TrepiTrTwaon utrepdocoAoyiag, gival Aoyikd va eQapudOEel KAVEIG Ta auvriBn uTTooTNPIKTIKA
METPA, OTTWG TT.X. ATTONAKPUVON TOU KN aTToppo@npévou UAIKOU aTtd Tn yooTpevTepIKA 000,
xpnoigotroinon  KAIVIKAG  TTapakoAouBnong  (ouptreplAapfBavopévng NG AQWNg
NAEKTPOKAPOIOYPAPHMATOG) KAl EQAPUOYT UTTOOTNPIKTIKAG Bepartreiag av atraiteital.

H oirayAitrTivn givan peTpiwg dinBAoIUN. Ze KAIVIKEG PeAETEG, TTepiTou TO 13,5% TnG ddoNg
aTTopaKpPUVONKe o€ pia ouvedpia aipgodiuAiong didpkelag 3 €wg 4 wpwv. Edv kpiBei kKAIVIKG
KatdAANAo pTTopEi va e€eTaoBei 1o evdexOuevo TTapdtaong TNG aiuodivAiong. Aev gival yvwaoTd
av n airayAitrTivn gival dinBroipn Yéow TTepITovaikAg diutAiong.

5 PAPMAKOAOTIIKEZ IAIOTHTEZ

5.1 DapuakoSUVaAHIKEG 1B10TNTEG

dapuakoBepatTeuTiKy  KaTnyopia: Pdpuoka Tou  XpnoigotroiolvTal yia Tov  diapATn,
avaaToAgic TnNG dITETMTIOUAIKAG TTeTITIdOAoNGS 4 (DPP-4), kwdikég ATC: A10BHO1.

Mnxaviopég dpdong

H omayAimrtivn gival géAog piag katnyopiog amd Tou OTOUATOG  QVTIUTTEPYAUKOIMIKWV
QPapMAKWY, TToUu ovopdadovTal avaoToAgic TnG OITTETITIOUAIKAG TreTmiddong-4 (DPP-4). H
BeATiwaon Tou YAUKaINIKOU EAEYXOU TTOU TTAPATNPEITAI HE AUTO TO PAPUAKEUTIKO TTPOIOV UTTOPEI
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va ETMTUYXAVETAl JEOW TNG AUENONG TWV ETITTEOWY TWV EVEPYWV OPUOVWV TTOU OVOouAalovTal
IVKPETiveG. OI IVKPETIVEG OPUOVEG, CUUTTEPIAQUBAVONEVWY TOU TTAPOMOIOU HE TN YAuKayovn
memmdiou-1 (GLP-1) kai Tou e€apTwpevou atrd TN YAUKOZN IVOOUAIVOTPAOTTOU TTOAUTTETTTIOIOU
(GIP), amreAeuBepwvovTtal atmd 1o EviEpo KATA T IAPKEIA TG NUEPAG Kal Ta TTITTEDA TOUG
augavovTal wg amavrnon o€ éva yeupa. Ol IVKPETIVEG eival HEPOG vOG evOoyeVOUG CUTTIHATOG
TTOU €UTTAEKETAI OTN QUOIOAOYIKI] pUBMIoN TNG opoldoTaong NG yAukodng. Otav ol
OUYKEVTPWOEIG TNG YAUKOZNG OTO aipa gival Qualoloyikég i augnuéveg, Ta GLP-1 kai GIP
augdvouv Tn ouvBeon Kal TNV atreAeuBépwon TNG IVOouAivng atmmd Ta BATa KUTTapA Tou
TTAYKPEATOG HECW EVOOKUTTAPIWY O0OWV ONUATOdOTNONG, OTIC OTTOIEG EUTTAEKETAI TO KUKAIKO
AMP.

H Bepartreia pe GLP-1 1} e avaotoAcig Tng DPP-4 o¢ povTtéha (wwv pe dlafATn TUTToU 2 €56¢€18€
va BeATiovel TNV atrokpion Twv BATa KUTTApwyY oTn YAUKOZN Kal va digyeipel TN BloouvBeon Kal
ammeAeuBépwaon TnNG IvaouAivng. Me Ta upnAdTepa emmireda IVGOUAIvNG evioxUeTal N TTPOCANWN
NG YAUKONG atrd Toug 10TouG. EmimrpdoBeTa, To GLP-1 peiwvel Tnv €kkpion NG YAukayovng
atod Ta GA@a KUTTapa Tou TTaykpéatog. Ol JEIWPEVEG OUYKEVTPWOEIG YAuKayovng padi he Ta
augnuéva emmieda IvoouAivng odnyolv Og PEIWMPEVN NTTATIKN TTapaywyr YAUKOLNG, TTou €XEl
WG aTmoTéAeopa peiwon Twv emmmEdWY YAUKSOZNG Tou aipaTtog. O emdpdoeig Tou GLP-1 kai
Tou GIP gival e€apTwpeveg atrd TN YAUKOLN €101 WOTE OTAV TA €TTITTEdA TNG YAUKOLNG €ival
XaunAd, &ev Trapartnpeitalr diéyepon TTPOG aTTeAEUBEPWON IVOOUAivNG oUTE KATAOTOAN TNG
€KKpIONG TNG YAukayovng péow Tou GLP-1. Ta apgdtepa Ta GLP-1 kai GIP, n diéyepon 1Tpog
ateAeuBépwaon IVOoUAIvNG augaveTal JOAIG Ta eTTiTTEdA TNG YAUKOZNG avEpXOVTal TTAVW aTTO TIG
QPUOIOAOYIKEG OUYKEVTPWOEIG. ETTTAéov, To GLP-1 dev emdeIvuvel Tn QUOIOAOYIKN aTTOKpIon
™G YAukayévng o€ uttoyAukaiyia. H dpaoTtnpidotnta twv GLP-1 kai GIP tepiopidetal atmo 1
Opdon Tou eviuuou DPP-4, 1o otmoio udpoAlel TaxEéwg TIG IVKPETIVEG TTAPAYOVTAG adpavr
mpoidvrta.  H amayAirrtivip mpoAauBdver v udpoAucn Twv IVKpETIVWY a1td To DPP-4,
augavovTag £T01 TIG CUYKEVTPWOEIG OTO TTAAoUa Twv OpacTIKwV popewv Twv GLP-1 kai GIP.
AuCAvovTag Ta ETTITTEDN TWV EVEPYWV IVKPETIVWYV, N CITAYAITTTIVR) augdvel Tnv atmeAeuBépwon
TNG IVOOUAIVNG KAl PEIWVEI TA ETTITTEDA TNG YAUKAYOVNG HE éva YAUKOZOEEAPTWHEVO TPOTTO. 2€
aoBeveic pe diapnTn TUTTOU 2 Ye UTTEPYAUKQIUia, ol aAAayEG auTég aTa eTTITTEdA IVOOUAIVNG Kal
yAukayovng odnyolUv O€ UEIWPEVEG CUYKEVTPWOEIG TNG aipgoo@aipivng Alc (HbA+c), Tng
yAukéCnNG vnoTteiag, KabBwg Kal TNG MPETayeupaTikhig YAUKOCNG. O yAUKOZOECAPTWHEVOG
pnxaviopég dpdong TnG OITayNITTTivng  €ival  dIOQOPETIKOG aATTO TOV  PNXAVIOWO NG
OOoUAQOVUAoupIag TTou audavel TNV €KKPION TNG IVOOUAIVNG aKOWN Kal OTav Ta emmimeda Tng
YAUKSZNG gival xaunAd kai utropei va 0dnyhoel o€ uttoyAukaipia o€ aoBeveig pe diaprtn TOTTOU
2 kal o€ QuUOIoAoyIKA dtopa. H omayAimrtivn gival évag 1o0Xupdg Kal UPNAA €KAEKTIKOG
avaoToAéag Tou ev{uuou DPP-4, kal dev avaoTEAAEl Ta oTevd oxeTi(oueva éviuua DPP-8 n)
DPP-9 o€ BepaTTeuTIKEG OCUYKEVTPWOEIG.

¢ dia PeEAETN OUO nuUeEpWV C€ Uy ATOMA, N CITAYAITITiVIf wg PovoBepatreia augnaoe TIg
OUYKEVTPWOEIG Tou evepyol GLP-1, evw n peT@oppivny wg povoBepatreia avinoe TIg
OUYKEVTPWOEIG TOU evePYOU Kal oAIkoUu GLP-1 og rapduoia TooooTd.

H ouyxopriynon NG OITAYAITTTiVAG KOl METQOPMIVNG €ixe udia emmTAéov emmidpacn OTIC
ouyKevTpwoelg Tou evepyoUu GLP-1. H aimayAirrtivin aAAG 6x1 n PET@OpivN, auénoe TIg
OUYKEVTPWOEIG ToUu evepyou GIP.

KAIVIKA OTTOTEAEOUATIKOTNTO KOl AOQAAEIQ
levikd, n oirayAimrTivn BeATiwoe Tov YAUKaIpIKG éAeyxo 6Tav Xopnynénke wg povobepatreia i
BepaTreia ouvduaopol o€ evAAIKeG aoBeveic pe dlapnTn TutTou 2 (BA. Mivaka 2).

AlgNxOnoav d00 MPEAETEG yia va eKTIUNOeEi N OTTOTEAECUATIKOTNTA KAl N ac@dAgla Tng
oIrayANITTTivng wg povoBepartreia. H Bepartreia pe orrayAirrtivn, ota 100 mg pia gopd nuepnoiwg
w¢ HovoBepartreia emmépepe onUavTikES BeATiwoelig otnv HbA1c otn yAukdln TAGOUATOg
vnoteiag (FPG) kar otn petayeupaTikr YAukéln 2-wpou (PPG 2-wpou), oe olyKpion PE TO
€IKOVIKO @Appako o dUo peAéTeg dlapkelag pia 18 kal pia 24 ¢Bdopddwy. MapatnpABnke
BeATiwon Twv UTTOKATACTATWY BEIKTWV (surrogate markers) yia tn AsiToupyia Twv B KUTTAPWY,
ouptrepidaupBavopévwy 1N HOMA-B (Homeostasis Model Assessment-B), Tou Adyou
TIPOIVOOUAIVNG TTPOG IVOOUAIVN, KaI TwV PETPACEWY YIO TNV avTaTTOKPIoN TWV BT KUTTApWY
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HéoWw TNG dOKIPACIag avoxig o€ KAVOVIKN dIaTpoPr HE CUXVEG DElYUaTOANWYIEG.

H ouxvotnTa eupdaviong UTTOyAUKQIMIag TTou TTapatnpriBnke otoug acBeveic mou eAdupavav
OITayAITTTiV ATAV TTAPOMOIA JE AUTH TOU EIKOVIKOU PapUAKOU.

To cwpatikd Bapog dev augninke atrd Tnv apxIKr TIUA HE TN BepaTreia e oITayAITITivi) 0€ KapI&
atod TIC YEAETEG, o€ OUYKPION ME WIa WIKPR HEiwon aToug aaBeveic TTou eAduBavav €IKOVIKO
PAPUAKO.

H oirayAitrtivip 100 mg pia @opd nuepnoiwg TTapeixe onUAvTiK BEATIWON TWV YAUKOIMIKWY
TTOPAUETPWY OE OUYKPION ME TO €IKOVIKO @QAPUOKO Ot OUO0 WEAETEG 24 €BdouGdWYV yia Tn
oITayNITTTivn wg BepaTreia TpooBAKNG, Hia o€ cuvduao o YE JETPOPIVN KAl Jia o€ CUVOUAOHO
pe ToyAiTaddvn. H aAAayh Tou cwuaTikou Bapoug atrd Tnv apxIkr TIUA ATav Trapouold yia
Toug aoBeveic TTou EAaav BepaTreia Pe oITayAImTTivn o€ oUYKPION HE TO €IKOVIKO QApUaKo. X'
QUTEG TIG MEAETEG UTTAPEE Pia TTapdpoIa ouxvOTNTA EJPAVIONS UTTOYAUKQIMIAG TTOU ava@EépOnKe
yla Toug aoBeveig TTou EAaav Bepartreia Ye oITayAITITiv 1] EIKOVIKO QAPUAKO.

2xedIdoBnKe pia eAeyxOuevn HE €IKOVIKO @ApUako PEAETN didpkeiag 24 efOouddwy yia Tnv
agloAdynon NG atmoTeAeoUATIKOTNTOG Kal ac@dAciag Tng oirayAirrtivng (100 mg pia @opd
NUEPNCIWG) TTOU TTPOOTEBNKE O€ YAINETTIPION HEVO A YAIUETTIPION O€ CUVOUACUO PE JETPOPUIVN.
H mpooBrkn Tng oirayANITTTivng €ite oTn YAIMETIPION HOvo 3 oTn YAILETTIPION KOl YETQOPUIVN
ETEQPEPE ONMPAVTIKEG BEATILOOEISC O€ YAUKaIYIKOUG TTapdyovTes. O1 aoBeveic ou €Aaav
BepaTreia Pe OITAYANITITIVN €ixav TTapoucidoel HETPIO auénon cwuaTtikoU BApoug o oUYKPIoN
ME auToUG TToU €AaBav €IKOVIKO pAPHAKO.

2xedIAoBNKe pia eAeyxOpevn HE EIKOVIKO QApHOKO MEAETN Oidpkelag 26 €Bdouddwv
TIPOKEINEVOU va aglohoynBei n atmmoteAeouaTikdTNTA Kai N ac@dAeia Tng arrayAirrTivng (100 mg
Mia @opd nuepnoiwg) TTou TTPooTéBNKE 0TO cuvduacud TToyAiTaldvng Kal PET@opuivng. H
TIPOCONAKN TNG OITAYANITTTIVNG 0TNV TTIOYAITA{OVN KAl HETQOPMIVN TTAPEIXE ONUAVTIKEG BEATIWOEIG
OTIG YAUKQIMIKEG TTOPANETPOUG.

H aAAayn Tou cwuaTikou Bapoug atrd TV apyIKn TIA ATav TTapOuoIa yia Toug acBeveic TTou
éNaBav Bepatreia pe oITayMITITiv o€ oUYKPION ME TO €IKOVIKO @QAppako. H eTTiTrtwon Tng
utToyAUKaIpdiag ATav etriong Trapouola oe aoBeveig mou €AaBav BepaTtreia e oITayMITITivi A
EIKOVIKO QAPUAKO.

2xedIAo0NKe pia eAeyxOPeEVn HE EIKOVIKO QApHOKO MEAETN Oidpkelag 24 €Bdouddwv
TIPOKEINEVOU va aglohoynBei n atmmoteAeouaTikdTNTA Kal N aoc@dAcia TnG oirayAirrtivng (100 mg
Mia @opd nuepnaiwg) TTou TTPOOTEBNKE OTNV IVOouAivn (o¢ piooTtaBepry doocoAoyia yia
TouAdxioTov 10 eBOouddeg) pe R Xwpig peTgopuivn (TouAdyioTov 1.500 mg). e aoBeveig TTou
éNaBav TTpoavapepiypévn IVOoUAivn, N géon nuepiola doocoloyia ftav 70,9 U/nuepnoiwg. e
aoBeveic TTou €AaBav un TTpoavapediydévn (evOidueong/Hakpdg dpAang) IVOOoUAivn, N Héan
nuepnola doooAoyia ATav 44,3 U/nuepnaoiwg.

H 1mpooBikn TNG OITayMNITITIVNG OTAV IVOOUAIVN TTAPEIXE ONPAVTIKEG BEATIWOEIG OTIG YAUKQIUIKEG
TTOPAMETPOUG.

Aev uTmpée Kapia onuavTiki aAAayr ammd TNV apxIKA TIMA OXETIKA e TO CWHATIKG BApog o€
Kapia atro 11 U0 ouAdEG.

2€ pia eAeyXOMEVN PE EIKOVIKO PAPHOKO, TTAPAYOVTIKOU oxedIQOUOU UEAETN APXIKNG BepaTTeiag
24 ¢Bdopdadwy, n orrayAirrtivin 50 mg dU0 QOpéEG NUEPNCIWG 0 OUVOUAOHO PE PETQOPHMIVN
(500 mg 3 1.000 mg dUO PoPEC NUEPNTIWG) TTAPEiIXE ONUAVTIKEG BEATILWOEIG TOU YAUKAIKIKOU
eAéyxou o€ oUykpIon Pe KGBe pia atrd TiIg povobepartreies. H peiwon Tou cwuatikou Bdapoug
ME Tov ouvOuaoud CITaYNITITIVIG Kal HETQOPMIVNG ATAV TTAPOMOIa E AUTH TTOU TTapaTtnenénke
ME METQOPMIVN MOVO N €IKoVIKG pdpuako. Agv UTTAPEE Kapia aAAayr atmd Tnv apxIkni TIKA yia
Toug aoBeveic oe Bepartreia povo pe oIrayAImTivn. H ouxvotnTa egeAaviong UTtoyAuKalpiag nrav
TTapOuola HETAEU TwV OPGdwyY BepaTreiag.

Mivakag 2. HbAic amroTeAéopaTa EAEYXOUEVWV HE EIKOVIKO QAPHUAKO HEAETWV
HovoBepaTtreiag Kal cuvduaouévng Beparreiag®
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MeAéTn Méon apxiki HbA1c Méon peTaBoAn amroé Méon peTafoAn Tng
(%) TNV apXIKN TIPA HbA1c, diopOwpuévn
HbA1c (%)t WG TTPOG TO EIKOVIKO
@dppako HbA1c (%)*
(95% CI)
MeAéreg povobBepartreiag
ZiITayAITTTivn 100 mg Mia popd 06t
nuepnaiwg’ 8,0 -0,5 08 04
(n=193) (-0,8,-0,4)
ZITayNITTTiVA 100 mg Mia popa 08¢
nuepnoiwg" 8,0 -0,6 10 06
(n=229) (-1,0, -0,6)
MeAéreg ouvduaopuévng Bepartreiag
2ITayAITTTiVR 100 mg Mia Qopd
nUEPNCiWG TTPOCTIOEUEVN oTn -0,7%
ouvexI{ouevn BepaTreia e petoppivn 8,0 -0.7 (-0,8, -0,5)
(n=453)
2ITayNITTTiVR 100 mg Mia popd
nueEPNoiwg TTPOCTIOENEVN oTn 1 -0,7%
ouvexi{ouevn Beparreia pe moyAiralovn' 8, 0.9 (-0,9, -0,5)
(n=163)
ZiITayAITTTivn 100 mg Mia popd
nuePNaiwg TTPOCTIOEUEVN ot -0,6 %
ouvexi{ouevn Beparreia pe yAipuempidn " 8,4 -0.3 (-0,8, -0,3)
(n=102)
ZITayNITTTiVA 100 mg Mia popa
nuePNaiwg TTPOCTIOEUEVN ot 09¢
ouvexigouevn Bepatreia ye yAIMETTIPION + 8,3 -0,6 ’
ueT@opuivn" (-1,1,-0,7)
(n=115)
ZITayNITTTiVA 100 mg Mia popa
nuePNaiwg TTPOCTIOEUEVN ot 07¢
ouvexiCouevn Bepatreia pe moyAitalévn 8,8 1,2 ’
+ UET(pOpUiVn# (_1 !07 -0!5)
(n=152)
ApXIKN Bepartreia (duo POpPEG
nuepnoiwg)'™: 83 14 -16%
ZirayAiTTTiv 50 mg + pet@oppivn 500 mg ’ v (-1,8, -1,3)
(n=183)
ApXIKN Bepartreia (duo POopES
nuepEnaiwg)"™: 21t
2irayhimrtivn 50 mg + pETQOpPUIVN 8,8 -1,9 ’
1.000 mg (-2,3, -1,8)
(n=178)
ZiITayAITTTivn 100 mg Mia popd
nuePNoiwg TIPOCTIOENEVN oTn 06T
ouvexICouevn Bepartreia e IVOOUAivN (+/- 8,7 -0,6 '
HET@OpWivN)" (-0,7,-0,4)
(n=305)

* MAnBuou6g 6Aol o1 acBeveig TTou EAafav Bepartreia (avaAuon TTpdBeoNS yia Bepartreia).
TETPAYWVWY  TTPOCAPUOCHEVN  YId

T Méon TmiuR  eAaxioTwv

QVTIUTTEPYAUKQIMIKA BEpaTreia Kal TNV apxIKn TIKA.
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T p<0,001 o€ oUyKpION PE TO EIKOVIKO QAPUAKO 1 EIKOVIKO QAPUAKO + cuvduaoudg BepaTreiag.

§ HbA1¢ (%) kaTtd Tnv €Bdoudda 18.

"HbA1c (%) katd TnVv €Bdoudda 24.

#HbA1c (%) kaTd TNV BSoudGda 26.

T Méon TR eAaxioTwy TETPAYWVWY TTPOCOPHOCHEVN VIO TN XPNON METPOPMIVNG KATA TNV
Emiokewn 1 (vai/ox1), ivoouAivng katd tnv ETmriokewn 1 (TTpoavapepiypévn €vavtl un
TTPOAVAPEPIYPEVNG [evOldueong 1 PoKpAg Opdong]) Kal yia TIG apxikég TiEG. Ol
aAnAemdpdoeig avd opdda Bepatreiag (xprion METQOPUIVNG Kal IVOOUAivng) dev ATav
onupavTikég (p >0,10).

2xedIA00NKE pia eAeyXOPEVN UE eveEPYO QAPPOKO (UETQOPUIVN) HEAETN 24 ¢Bdouddwy yia va
aflohoynBei n atmoteAeopanikdTNTa Kol ac@dAeia tng arrayAimrtivng 100 mg pia  @opd
nuepnoiwg (N=528) oe ouykpion pe petpopuivn (N=522) oe aoBeveig pe aveTTapkr) YAUKQIPIKG
éAeyyo pe diaima kal doknon kai o1 otroiol dev EAapav avTi-uttepyAukalyikn Bepartreia (Xwpig
BepaTtreia TouAdyioTov yia 4 upnveg). H péon doocoAoyia TNG METQOPMIVNG ATAV TTEPITTOU
1.900 mg nuepnoiwg. H peiwon TG HbA1c a1d TIg péoeg apyikég TIPS Tou 7,2% Atav -0,43%
yia Tn arrayAirtTivn Kai -0,57% yia tn pet@oppivn (AvaAuon katd 1o MpwToKkoAAo). H cuvoAikn
ouxVvoTNTA ENEAVIONG TWV AVETTIBUPNTWYV EVEPYEIWY TOU YAOTPEVTEPIKOU TTOU BewprBnkav wg
OXETICOUEVEG PE TO PAPUAKO 0€ aoBeveig TTou éAaBav Bepartreia pe orrayAiTTtivn ATav 2,7% o€
ouykpion pe 12,6% o€ aoBeveic TTou EAapav Bepatreia e petgopuivn. H ouxvoTnTa epeaviong
TNG UTTOYAUKAIYIAag dev ATavV onUavTIKA SIaQOpPETIKA PETAEU Twv OUo opddwv Bepatreiag
(orrayAitTivn, 1,3%, peT@opuivn, 1,9%). To BAPOG TOU CWHATOG PEIWONKE ATTO TNV OPXIKA TIUA
Kal oTiG ®U0 opdadeg (oIrayAimtTivn, -0,6 kg, petgopuivn -1,9 kg).

2¢ pia geAETN oUYKPIONG TNG ATTOTEAECUATIKOTNTAG KAl TNG AC@AAEIAC JETA aTTO TTPOCGONAKN TNG
oirayAirttivng 100 mg pia @opd nuepnaiwg f 1ng yAImZidng (uia couA@ovuloupia) e aoBeveig
ME QVETTOPKNA YAUKQIUIKO €AEYXO METG aTTd povoBepaTreia Pe PETQOPIVN, N CITayANITITiVn ATAV
TTapopola TNG YAITIZidng 6oov agopd 1 peiwon TG HbA+ .. H péon doooAoyia yAimmididng trou
Xpnoigotroinénke otnv opdda ouykpiong Atav 10 mg nuepnoiwg, evw o€ trepittou 40% Twv
aoBevwyv atraitABnke 86on yAImEidng <5 mg nuepnoiwg katd Tnv SIAPKEID TNG UEAETNG.
QoTo0o0, TTEPIOOOTEPOI 00BeveiG 0TV OpGda pe oITayAITTTivn diEkoywav Tn BepaTtreia Adyw
ENEIYNG atroTeAeoPaTIKOTNTAG ATTO OTI OTnV opdda e yAimididn. AoBeveic Tou €Aafav
BepaTtreia pe oITayNITITivn TTapouciacav onuavTikg péon ueiwon atmd Tnv apXikA TiuA oTo
owpaTikd BApog o€ oUyKpIon WE Hia onuavTikh avénon Bapoug oe aoBeveic 0TOUG OTTOIOUG
xopnyhonke yAimion (-1,5 évavti +1,1 kg). X' authy Tn HEAETN, 0 AGYOG TTPOIVOOUAIVNG TTPOG
IVOOUAivN, O€iKTNG TNG ATTOTEAETUATIKOTNTAG TG OUVOECNG Kal ATTEAEUBEPWONG TNG IVOOUAIVNG,
BeATiwBNKe pe orrayNITTTivn Kol €mdsivwBnke pe Tnv Bepatreia pe yAmgidn. H ouyvotnta
EMQAVIONG UTTOYAUKaIMiag oTnv opdda Tng oIrayAimrTiving (4,9%) ATav onuavtika XapnAdtepn
atré auTtAv TNG opdadag NG yYAImIZiong (32,0%).

2XeOIA0TNKE Mia EAEYXOUEVN ME EIKOVIKO QPAPHOKO MEAETN 24 efdopddwy TTou TTepiEAae 660
aoBeveic yia va afloAoyAoel TNV OTTOTEAECUATIKOTNTA Kal TNV ao@QAAEIa TNG OITAYAITITIVNG
(100 mg pia @opd nuepnoiwg) ot emiTedo PEIBWAAG Xpriong TNG IVOOUAIVNG, wg TTpoaBnikn
oTnVv IVooUAivn glargine pe 1 xwpig pet@opuivn (Touhdyxiotov 1.500 mg) katd Tn @Aaon NG
EVTATIKOTTOINONG TNG BepaTreiag IvoouAivng. H iy Tng HbA 1 katd tnv évapén Atav 8,74% kai
n d6on TNg IVoouAivng katda tnv évapén ntav 37 lU/nuépa. Or aoBeveic kaBodnyndnkav va
TITAOTTOIACOUV TN dOoN TNG IVOoUuAivng glargine pe Baon TIG TINEG YAUKOLNG vnoTeiag atmo
METPAOEIG PE TPUTTNUA TOU dakTUAOU. Katd Tnv ERdoudda 24, n augnon otnv nuepioia do6on
ivoouAivng Atav 19 IU/nuépa oe acBeveic TTou €AaBav Bepatreia pe oIrayAmTivn kal 24
IU/nuépa o€ aoBeveig TTou EAafav Bepartreia Pe EIKOVIKO QAPHAKO.

H peiwon tng HbA+. o€ aoBeveig Tou éAaBav Bepatreia pe orrayAiITTTivn Kail IvoouAivn (UE i
Xwpig peTopuivn) ATav -1,31% ouykpimikd pe -0,87% oe aobeveic Tou EAapav Beparreia pe
EIKOVIKO @APPAKO Kal IVOOUAIVN (UE A XwpPig HETQOPUIVN), pia diagopd katd -0,45% [95% ClI: -
0,60, -0,29]. H ouxvotnTa gp@aviong uttoyAukaigiog Atav 25,2% oe aoBeveig Tou éAaBav
BepaTreia Pe OITAYMITTITIVN Kl IVOOUAIVN (UE 1 XWpPIiG HETQOPUIvN) Kal 36,8% oe aoBeveig TTou
éNaBav BepaTreia Pe €IKOVIKO QPAPUAKO Kal IVOOUAIvN (UE 1 Xwpig heT@oppivn). H diagopd
OQPEINOTAV KUPIWG O€ £€va UWPNAOTEPO TTOCOOTO A0BEVWV OTNV OUdda TOU EIKOVIKOU Qapudkou,
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ol oTroiol TTapouciacav 3 i TTEPICTOTEPA £TTEICODIA UTTOYAUKAIYiag (9,4 évavtl 19,1%). Aev
uTIpPEe Kapia dlapopd aTn ouxvoTnTa £u@Aavions oolapng UTToyAUKaldiag.

Mia peAéTn ouykpiong oImayNITTTivng Twy 25 A 50 mg pia eopd nuepnoiwg pe yAImmgion Twv 2,5
¢wg 20 mg/nuepnaiwg O1e€AxOn oe aoBeveic pe PETpIOU Ewg cofapou PaBuoU VEPPIKN
OuoAcitoupyia. AuTA N pEAETN ouuTTepiéAafe 423 aaBeveig pe xpovia veppikr) ducAeiToupyia
(ekTIHWHEVOG PUBUGGS oTTEIpapATIKAG 8IRBNoNG < 50 mi/min). Metd atrd 54 €Bdouddeg, n yéon
peiwon atrd Tnv apxikn TiuA Tng HbA1c Atav -0,76% pe oirayAimtivn kai -0,64% pe yAimmidion
(AvaAuon katd 1o MpwTOKOAAO). Ze auTA TN PEAETN, TO TTPOPIA TNG ATTOTEAECUATIKOTATAG KAl
ao@aAelag NG oIrayAiITTTivng Twyv 25 1 50 mg pia @opd nuepnaiwg ATav yevIKA TTApOUOoIO e
auTé TToU TTaPATNPENBNKE o€ AAANEG PEAETEG HovoBEepaTTEiaG 0€ AoBEVEIG UE PUOIOAOYIKR VEPPIKH
Aeiroupyia. H ouxvotnTa ep@dviong utroyAukaipiog otnv opdda tng oirayAitrTivng (6,2 %) nrav
onUAvTIKA XaunAdTepn ammd autiv g opddag Tng yAimididong (17,0 %). Y1mpée emmiong pia
onNPavTiky dla@opd PETALU TwV OPAdWY OXETIKA YE TN METABOAR TOU CWUATIKOU Bdapoug atrd
TNV apyIKn TIPA (oirayArTivn -0,6 kg, yAimiZion +1,2 kg).

Mia GAAN HEAETN oUYKPIONG OITaYNITTTIVNG Twv 25 mg pia opd nuepnCiwg he YAIIZidn Twy 2,5
¢wg 20 mg/nuepnoiwg d1egNxOn oe 129 acbBeveic ye NNTX o1 otroiol uttodAAovTav o€
aigokd@Bapaon. Metd atmd 54 ¢BOouddeg, n héon peiwon atmd TNV apxIkh TIFA TG HbA1c ATav -
0,72% pe oimayAhimtivn kal -0,87% pe yAmIZidon. Ze autry Tn MEAETN, TO TTPOQIA TG
ATTOTEAECPATIKOTATAG KAl ao@AAEIag TNG oITayAITTTivng Twv 50 mg pia gopd nuepnoiwg nrav
YEVIKA TTAPOMOIO JE aUTO TTOU TTapaTnPnBNKe o€ AAAEG HEAETEC HovoBepaTTEiag 0 aoBeveiG e
QUOIOAOYIKN VEQPPIKN AciToupyia. H ouxvotnta eu@aviong Tng UTToyAukaldiag dev ATav
ONPAvTIKA dIAQOPETIKN HETAEU Twv opddwy Bepartreiag (arrayAitrTivn, 6,3 %, yAimiZidon, 10,8 %).

2€ pia AAAn peAétn Trou oupTtrepiéAafe 91 aoBeveic pe dlarTn TUTTOU 2 Kal XPOVIO VEQPPIKA
duoAcitoupyia (kdBapon kpeaTtivivng <50 ml/min), n ac@AaA€ia kal avoxr Tng Beparreiag pe
oirayAiITTTivn Twv 25 4 50 mg pia gopd nuepnoiwg ATav yeviKd TTapOoIa JE AUTH TOU EIKOVIKOU
Qapuakou. ETimTAéov, yetd amod 12 BOoudadeg, ol yéaeg peiwaels Tng HbA1c (arrayAimTTivn -
0,59%, eikoviké @dppako -0,18%) kai FPG (ormayAirtivn -25,5 mg/dL, €IKOVIKO @ApuUaKo -
3,0 mg/dL) Atav yevikd TTapOPOIEG PE OQUTEG TTOU TrapatnpiOnkav o€ AAAEG HEAETEG
MovoBepartreiag o€ aoBeveig pe PUOIOAOYIKN VEQPIKA AciToupyia (BA. TTapdypago 5.2).

H TECOS Atav pia Tuxaiotroinuévn PeAETn oe 14.671 aoBeveic oTtov TTANBUCUO pe TTPOBeoN
BepaTreiog pe HbA1c 2 6,5 €wg 8,0% kal e eykareoTnuévn kapdiayyelakh véoo, TTou EAaav
oirayAirttivn (7.332) 100 mg nuepnaoiwg (1 50 mg nuepnoiwg av n apyikrl eGFR Atav 230 kai
< 50 ml/AeTr16/1,73 m?) 1 €IkovIKO dappako (7.339), Ta oTToia TTPOCATEBNKAY OTN GUVABN aywyn
ME OTOXO TNV ETTITEUEN TWV TOTTIKWY BEPATTEUTIKWY TTPOTUTTWY YAUKOZINIWHEVNG aIoc®AIpivng
(HbA1c) kai TOUG KapdIayyelaKOUG TTapPAYovTEG  KIvVOUVOU. AcBeveic pe eGFR
< 30 ml/AeTr16/1,73 m? dev evidyOnkav atn HEAETN. O TTANBUCHGG TNG MEAETNG TTEpIEAGUPBaVE
2.004 aoBeveic =275 etwv kal 3.324 acbeveic pe  veppikr] duoAeitoupyia (eGFR
< 60 ml/AeTr16/1,73 m?).

Katd mn didpkeia TNG HEAETNG, N OUVOAIKA ekTIHWMEVN péon (SD) diagopd otnv HbA1C peTagu
NG OPAdAG TNG CITAYAITITIVNG Kal TOU €IKoVIKOU gpapudkou ftav 0,29% (0,01), 95% CI (-0,32, -
0,27), p < 0,001.

To TpwTelov Kapdlayyelokd KATAANKTIKG oOnueio Atav To OUVOETO onueio TNG TTPWTNG
eMAaviong Bavdarou atod kapdiayyelakn vooo, un Bavartn@opou ePAyHaTog Tou JUokapdiou,
MN Bavatn@opou ayyeiokoU eykKeQaAIkoU eTTeicodiou | voanAeiag yia acTtadr otnBdyxn. Ta
OeuTeEPEUOVTA KapPdIayYEIOKA KAOTAANKTIKA anueia TrepIAduBavav TV TTpwTN ENPAvion BavaTou
atd Kapdiayyelakn vooo, un 8avatn@opou eNePAYHaTOS Tou Huokapdiou ) un Bavarngdpou
AYYEIOKOU EYKEQOAAIKOU ETTEICODIOU, TNV TTPWTN EUPAVION TWV JEUOVWHEVWY CUVICTWOWY TOU
TIPWTEUOVTOG OUVOETOU KATOANKTIKOU onpeiou, Tn BvntdTnTa a1rd OTTOI0dNTIOTE QITIO KAl TIG
EI00YWYEG O VOOOKOUEIO YIO CUPPOPNTIKA KAPBIAKN AVETTAPKEIQ.

MeTd atrd pia didueon TTapakoAouBnon 3 €Twv, n oITAYAITTTiVN, OTaV TTPOCTEBNKE OTN oUVr BN
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BeparTreia, dev auénoe Tov Kivduvo PEICovwY KapdIayyEIOKWY AVETTIOUUNTWY EVEPYEIWV 1] TOV
KivOuvo voonAeiag yia kapdlakh aveTrdpkela, g€ oUYKPION WE T ouvhABn Bepartreia xwpic n
oIrayAITTTivn, o€ aoBeveig pe ocakxapwdn diaprTn Tutrou 2 (Mivakag 3).

Mivakag 3. Zuxvoetnteg OUVOETWV KAPSIAYYEIOKWY OTTOTEAECHATWY Kal BACIKWV
OEUTEPEUOVTWYV ATTOTEAECUATWYV

ZitayAirrrivn 100 mg Eikoviké @dpuako
TuyxvoeTnta TuyxvoeTnta :
EPPAVIONG aVd EHQAVIONG avd Avaloyia
100 aoBeveig- 100 aoBeveig- KIv5Uvou
n (%) érn* n (%) érn* (95 % AE) TigA pt
AvdAuon oTov TTANBUC O e TTPOBean BepaTTeiag
Ap18p6g aoBeviov 7.332 7.339
MpwTeUov cUVOETO KATAANKTIKO onpEio
* @avarog atd KapdIayyeIak vooo, Un
BavaTn@opo £uepayua Tou puokapdiou, un
Bavatn@opo ayyelako eyKEPAAIKO TTEICODI0
) voonAegia yia actadry atndayxn) 839 (11,4) 41 851 (11,6) 4,2 0,98 (0,89-1,08) <0,001
Aeutepedov oUVOETO KATAANKTIKO GNnHEio
(©avarog atmd kapdiayyelakn vooo, un
BavaTn@opo £Uepayua Tou Huokapdiou A un
Bavatn@opo ayyeiako eyKePAAIKO eTTeIg6dI0) | 745 (10,2) 3,6 746 (10,2) 3,6 0,99 (0,89-1,10) <0,001
Aeutepedouoca ékBaon
OdavaTtog KapdIayyEIaKAG aiTioAoyiag 380 (5,2) 1,7 366 (5,0) 1,7 1,03 (0,89-1,19) 0,711
OAa Ta epyepdyuarta Tou puokapdiou
(Bavatnedpa kai un) 300 (4,1) 1,4 316 (4,3) 1,5 0,95 (0,81-1,11) 0,487
‘OAa Ta ayyelakd eyKEPAAIKA €TTEI0O0IA
(Bavatnedpa kai un) 178 (2,4) 0,8 183 (2,5) 0,9 0,97 (0,79-1,19) 0,760
NoonAeia yia aotabr otnBdyxn 116 (1,6) 0,5 129 (1,8) 0,6 0,90 (0,70-1,16) 0,419
Odvatog atd oTolodNTTOTE AiTIo 547 (7,5) 2,5 537 (7,3) 2,5 1,01 (0,90-1,14) 0,875
NoaonAeia yia kapdiakr) avemapkeia® 228 (3,1) 1,1 229 (3,1) 1,1 1,00 (0,83-1,20) 0,983

*

H ouyvétnta gpdaviong ava 100 aoBeveic-£tn uttoAoyidetal wg 100 x (CuvOAIKOG apiBudg
aoBevwv pe = 1 oupBavra katd Tn didpkeia TNG TMAECIUNG TTEPIODOU £KBEONG avA CUVOAIKO
apIBué aoBevWV-£TWV TNG TTApaKoAoudnong).

' Me Baon oTpwuaTotroinuévo povtédo Cox ava Trepioxd. TlMa 1a oUvBeTa KATOANKTIKA
onueia, o1 TIHEG p AVTIOTOIXOUV O€ Mia SOKIYAoia Pn KAtwTePOTNTAG TTOU £XEl OTOXO va
atrodei&el 6T n avaloyia Kivouvou gival hikpoTepn atd 1,3. Na 6Aa Ta dAAa KaTaAnKTIKG
OnuEia, ol TINEG p avTIOTOIXOUV O€ HIa OKIMOCIa TwV dIOPOPWY OTIG AVAAOYieg KIVOUVOU.

+ H avdAuon tnG voonAeiag yia Kapdiakr aveTtdpKela TTPOCAPUOCTNKE PE BACN TO IGTOPIKO

KapdIOoKAG aVETTAPKEIAG KATA TRV évapgn.

MaidiaTpIKOG TTANBUC UGS

AIEAXON Mia OITTAG TUQAA peAETn didpkelag 54 eBdouddwy TTPOKEINEVOU va EKTIMNOED N
ATTOTEAECUATIKOTNTA Kal N ac@dAcia TG airayhimrtivng 100 mg pia @opd Tnv nuépa o€
TTaudIaTPIKOUG aaBeveic (10 Ewg 17 eTwv) pe oakxapwdn dilafATtn TUTTOU 2, 01 oTToI0I &EV ATAV
o€ avTiuTrepyAuKaiuikn Bepartreia yia Touldxiotov 12 eBdouddes (Pe HbA1c 6,5% €wg 10%)
ATav o€ o1aBepr) 60N IvaoouAivng yia TouAdyxioTov 12 eBdopadeg (pe HbA1C 7% €wg 10%). O1
aoBeveig Tuxaiotroindnkav o€ oirayAmtivn 100 mg pia @opd Tnv nUEPA f o€ EIKOVIKO APUAKO
yia 20 eBdouddeg.

H péon apxik iy HbA1c Atav 7,5%. H Bepatreia pe omayAimrtivng 100 mg dev TTapeixe
onpavTikh BeAtiwon otnv HbA1c oTig 20 Bdouddes. H peiwon Tng HbA+1. o€ aoBeveig TTou
éNapav orrayAirrtivn (N=95) ntav 0,0% oe ouykpion pe 0,2% o€ aoBeveig TTou EAaBav eIKovikd
@apuako (N=95), pia diagopd -0,2% (95% CI: -0,7, 0,3). BAétre Tapdypago 4.2
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5.2 QapHAKOKIVNTIKEG I810TNTEG

Atroppdéonon

Katémmiv xopriynong amd 1o otopa piog d6ong 100 mg oe uyiy &ropd, n oItayAImrTivn
ATTOPPOPNONKE TAXEWG, ME MHEYIOTEC OUYKEVTPWOEIC OTO TIAGOMA (MEON Tmax ) TTOU
TTapouaidodnkav 1 ¢éwg 4 wpeg Peta v déon. H péon AUC tng oimrayAirrTiving oto TTAGoua
ATav 8,52 uMehr, kai n Cmax ATav 950 nM. H ammdéAutn BlodiaBsaipdtnta Tng oITayAITTTivng givai
TrepiTrou 87%. E@ooov n ouyxopAynon Thg OITAYNITITIVNG JE YEUUA uwnAwV AITTapwv dev gixe
EMidpacN 0TV QAPUAKOKIVNTIKA, N CITAYAITTTiVR JTTOPE va xopnynBei pe A xwpig Tpoen.

O1 ouykevipwoelg AUC tng oirayMimTivng o1o TTAAoPa auéABnkav Katd S000EEAPTWHEVO
TPpOTT0. AocoefapTwuevn avaloyia dev TeKUNPIWONKE yIA TNV Cmax KAl Caanr (N Cmax GUENONKE
TTEPICCOTEPO ATTO OTI KATA TOV O0C0EEAPTWHEVO TPOTTO Kal N Coanr AUEABNKE KATA AlYyOTEPO ATTO
O,TI KaT& TOV H0C0EEAPTWHEVO TPOTTIO).

Kartavoun

O uéoog 6yKog KaTtavoung oe otabepr) kKatdoTaon PETA atrd xoprynon evOOPAERIag eQaTTag
doong 100 mg oirayNiTTTivng o¢ uyi atopa, cival mrepitrou 198 Aitpa. To kAGopa TnG
OITayAITTTiVNG TTOU CUVOEETAI QvAOTPEYIPA ME TIG TTPWTEIVEG Tou TTAAouATOG €ival XaunAo
(38%).

Biopetaoxnuatiopog

H oirayAitttivn ammoBAaAAeTal TTpwTapXIKa aueTARANTN oTa oUpa, Kal 0 HETABOAIOUOS aTTOTEAEI
Mia deuTepeUouaa 0d0.

Mepitrou 10 79% TNG OITAYAITITIiVNG ATTEKKPIVETAI AUETARANTN OTA OUpPAQ.

Metd atéd 66on [“ClairayAiTTTivng atré 1o oToua, TTEPITToU 16% TnG padIEVEPYEIAG ATTEKKPIONKE
WG METABOAITEG TNG OITayAITTTiVNG. AvixvelBnkav ixvn €¢I peTaBoAITwyv TTou dev avapévovTal va
evioxuoouv Tnv avaoTaATIK dpdon TnG oirayNiTTTivng €1Ti TNG DPP-4. In vitro peAéteg £deigav
OTI TO TTPWTAPXIKO EvCUMO TTOU EUBUVETAI YIa TOV TTEPIOPICHEVO METAROAICUO TNG CITAYAITITIVNG
Atav To CYP3A4 ue cuuBoAn tou CYP2CS8.

ZToIXEia in vitro £€deifav oTl n oIrayAITTTivn dev €ival avaoToAéag Twv 100eviUuwy Tou CYP,
CYP3A4, 2C8, 2C9, 2D6, 1A2, 2C19 | 2B6, kai dev cival eraywyéag Tou CYP3A4 kai Tou
CYP1A2.

ATTEKKPION

MeTtda atod xopriynon d6ong [*“CloimayAimTTivng atré 1o oTéPa o€ uyir dtoua, epitrou 10 100%
TNG XOPNYOUUEVNG PadIEVEPYEIOG ATTONAKPUVONKE oTa KOTTpava (13%) A ota oupa (87%) evidg
MIag eBOoudadag atrd Tn xopriynon tng 66ang. O @aivopevog TEAIKOG Xpovog nuioeiag Cwng ti.
META aTTd dOON oITayAITTTivng atrd 1o otopa 100 mg fitav mepitrou 12,4 wpeg. H arrayNitTivn
ouoowpeveTal pévo eAdyIoTa Pe TIG TTOANATTAEG Bdoelg. H ve@pik KaBapon ATav TrepiTTou
350 ml/min.

H atroBoAn TnG oIrayAITTTivng yiveTal TTpwTapXIKG HEOW VEQPIKAG ATTEKKPIONG Kail TTEPIAGUBAVEI
eEvepynn owAnvapiakry €kkpion. H oirayAimtTivn gival uTTOOTPpWPA yia TOV UETAPOPEQ-3
avlpwivwy opyavikwv avioviwy (hOAT-3), TTou pPTTopei va €UTTAEKETAI TNV VEQPPIKN
amékkpion TnG oirayhimTivng.  H KAiviky cuoxétion tou hOAT-3 otnv petagopd Tng
oiIrayNiITTTivng 0gv  €xel TekunpiwBei. H omayNiTTivn gival €tmiong ummoéoTpwpa NG p-
YAUKOTTpWTEIVNG, N oTroia PTTopei va eUTTAEKETAI DIEUKOAUVOVTOG TN VEQPIKN ATTEKKPION TNG
oirayAiITTTivng. QoT1600, N KUKAOGTIOPIVN, évag avacTOAEQG TNG P-YAUKOTTPWTEIVNG, eV PEiwoE
N VeQPIKr kKdBapon Tng oimayAitrTivng. H oirayAimrtivn dev gival utréoTpwpa Tou OCT2 1y Tou
OAT1 1 Twv petagopéwyv PEPT1/2. In vitro, n airayAitrTivn dev avéoTelAe To OAT3 (IC50=160
MM) A TN peTagopd péow p-yAUKOTTPWTEIVNG (Ewg 250 UM) og BepaTTEUTIKEG CUYKEVTPWOEIG
TOU TTAAOPATOG. Z€ Wia KAIVIKA JEAETN N OITAYAITTTIVN €iXe MIKPH €TTIOPACN OTIG CUYKEVTPWOEIG
dlyo&ivng oto TTAGopa UTTOdEIKVUOVTAG OTI N CITAYMNITITIV PTTOPED va €ival ATTIOC avaoTOAEAG
NG pP-YAUKOTTPWTEIVNG.
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XapaKTNPIOTIKG o€ aoBeveic:
H @apuakoKIVNTIKA TNG CITAYAITITIVAG TWV UYIWV ATOPWY ATAV YEVIKA TTAPOUOIa UE AUTH TWV
aoBevwv e dlafnTn TUTTOU 2.

Neppikn duoAsiroupyia

AlevepynBnke pia avoixth HEAETN e@aTTal d6ong yia va aflioAoynBei N @ApPOKOKIVATIKI Hiag
Melwpévng doong Tng oitayAimttivng (50 mg) o€ aoBeveic pe xpovia veppik dUoAsIToupyia
dlapopwv Babuwy oe oUYKPION PE QUOIOAOYIKOUG UYIEIG JAPTUPEG. H peAETn TTepieAduBave
aoBeveic pe ATTIa, PETPIA KAl coBapn vePpikh duoAeiTtoupyia, KaBwg kal aoBeveic ye ESRD
utrtd  aigokdBapon. EmmmpooBétwg, o1 emdpdoelc TNG VvePPIKAG OuCAsiToupyiag oTn
PAPMOKOKIVATIKA TNG OITAYANITITIVNG o€ aoBeveig he diafrTn TUTTOU 2 Kail ATTIA, YETPIA 1) coBapn
VvEQPIKA OuoA&iToupyia (cuptrepIAauBavouévng Tng ESRD) agloAoynBnkav XpnoIdoTIoIwvTag
QApPHOKOKIVATIKA avdAuan TTAnBucuou.

¢ oUykpIon ME QuUOIoAoyIKd, uyiy dropa e€Aéyxou, n AUC Ttng oirayNimtivng oto TTAGoua
augnbnke kartd mepitrou 1,2 Qopég kal 1,6 opég o aoBeveig ue ATIA vEQPIKT DUCAEIToUpyia
(GFR = 60 £€wg < 90 ml/min) kal e acBeveic pe péETpia veppikr ducAeiroupyia (GFR 2 45 £wg
< 60 ml/min), avTiIOTOIXWG.

Emeidf) au¢ioeig autou Tou peyéBoug Oev eival KAIVIKA ONUAVTIKEG, N avaTTpOCapHoyr NG
doooAoyiag o€ auToUG Toug acBeveic dev gival aTTapaiTnTh.

H AUC 1tng airayAirttivng oto TAGoua augrbnke Katd TrepIiTrou 2 Qopég ae acBeveig pe péTpia
ve@pikf duaAeiroupyia (GFR 230 £wg < 45 ml/min) kal katd TTePiTTOU 4 POPEG 0€ aoBeveiG e
ooBapn veppik ducAcitoupyia (GFR < 30 ml/min), cuutrepiAapBavopévwv aoBevwv e
VEQPIKA VOO O TEAIKOU oTadiou o€ aipgodiUAion. H airayAImTTivn amopdakpUvenke PETPIWG PE TNV
aigodivAion (13,5% yia 3 éwg 4 wpeg aigodivAiong e évapgn 4 wpeg PeTd Tn &6onN).
MpokeIyévou va eTTITEUXOOUV CUYKEVTPWOEIG OITAYAITTTIVAG OTO TTAGOUA TTOPOUOIEG E QUTEG
TWV acBeVWV PE QUTIOAOYIKA VEPPIKN AEITOUPYia, GUVICTWVTAI HIKPOTEPES 0O0EIC O€ aoBeveic
pe GFR < 45 ml/min (BA. Tapdypago 4.2).

Hrrariky duoAsiroupyia

Aegv atraiteitar Tpooapuoyr NG 66ang TnG CITAyAITTTiVRG OTOUG aoBeveic Pe ATTIa A PETPIO
nmmatik ducAciroupyia (BaBuoloyia Child-Pugh [1 9). Aev umdpxel KAIVIKA euTTEIpia o€
aoBeveig e ocoBapn nTratikr] ducAsiroupyia (BaBuoAoyia Child-Pugh > 9). Qotéo0, n cofapou
BaBuou nmatikf OucAcIToupyia Oev avapéveTal va €TTNPEACEl TN QAPMUAKOKIVNTIKA TNG
OITayANITTTivng KaBWg N CITAYAITITIVI aTTEKKPIVETAI KUPIWG HECW TWV VEQPWV.

HAikiwuévolr

Aev atraiteital mpooapuoyr Tng d6ong pe Bdon Tnv nAikia. H nAikia dev emnpéace KAIVIKG
ONPAvTIKA TN QOPUAKOKIVNTIKA TNG CITAYANITTTIVAG, CUPQWVA PE SEBOPEVA ATTO QAPHAKOKIVATIK
avaAuon o€ TANBUGPO peAeTwyv @aong | kal @aong Il. HAikiwuéva dropa (65 éwg 80 eTwv)
eu@avioav Tepimou 19% uWnAOTEPEG OUYKEVTPWOEIG TNG OITAYAITTTIVG OTO TTAAOMA, O€
oUyKpIOoN PE VEOTEPOUG QOBEVEIG.

lMaidiarpikég mAnBuoudéc

H o@appakokivnTIKp TG OITayAImTTivng (epdmmag d6on twv 50 mg, 100 mg i 200 mq)
dlgpeuvnOnke og TTaIBIATPIKOUG aoBeveic (NAIKiag 10 éwg 17 eTwv) pe dlaBnTn TUTTOU 2. Z€ AUTo
Tov TTANBUGUO, n TTpocappocuévn d6on cuykeévipwong Tng AUC Tng oirayMimTivng oTo
TAGopa ATav Trepitrou 18% xaunAdtepn o€ oUyKpIon PE TOUG eVAAIKEG aoBeveig pe dIaATN
TUTTOU 2 yIa dia 66on 100 mg. AuTA n dia@opd dev Bewpeital KAIVIKG onPavTiK o€ oUYKpPIOoN
ME Toug evAIKEG aaBeveic pe Baon tnv etriredn PK/PD oxéon petagl tng d6ong Twv 50 mg
kai Twv 100 mg. Aev éxouv TrpayuatotroinOei PeAETEG pe oITayNITTTivl o€ TTAISIATPIKOUG
ao0Beveig NAIKiag pIkpoTEPNGS TWV <10 €TWV.

AAAa xapaktnpioTikG acBsvoug
Agv atraiteital TTpocappoyr Tng déong ue Bdon 1o @UAO, TN QUAR A To BeikTN PAlAg CWUATOG

16



(AMZX). AuTd Ta XapOKTNPIOTIKA Bev €XOUV KAIVIKG ONUAVTIKY €TTIOPACT OTH QAPHOKOKIVNTIK
NG OITAYANITITIVIG CUM@WVA PE T OUVBETN avaAuch TwWV QAPUAKOKIVATIKWY 8ed0PEVWY PACNS
| Kl TG @apuakoKIvnTIKAG avaAuong TTANBuouoU dedopévwy eaong | kai edaong .

5.3 MpokAIvikda dedopéva yia TRV ao@aAgia

Ne@PIKA Kal NTTATIKI TOEIKOTNTA TTAPATNEABNKE O TPWKTIKA PUE OCUCTNHATIKA £€KkBeon 58 @opég
uynAdTEPN aTTO TO £TTITTEDO €KBEONG OTOV AVOPWTTO, VW TO 6pIo PN £TTiIdpacng BpEBnKe OTIg
19 @opég TTAvw aTTd TO TTITTESO £KOEONG TOU AVBPWTTOU. AVWHOAIEG TWV KOTITHPWY 000VTWV
TTapaTnENBNKav o€ apoupaioug o miTTeda €kBeonNG 67 QOPES TTAVW aTTO TO TTITTESO KAIVIKAG
¢kBeong. To 6plo un TTidpaong yr autd 1o eUpnua ATav 58 @opég uwnAdTEPO, BACIOPEVO OTH
MEAETN apoupaiwv 14 efOouddwy. H oxéon autwy Twv eUpnUATWY PE TOUG avBPWITTOUG gival
ayvwoTtn. [Mapodik& Quoikd onueia oxem{oueva pe Tn Beparreia, pepikd amd Ta oTroia
OUVIOTOUV VEUPIKN TOEIKOTNTA, OTTWG avatrvor] PeE avolkTd oTéa, OI1EAOPPOoIa, AEUKWITTOG
aQpPwodng EUETOG, atagia, TPOPOG, MEIWMPEVN OpaAaTNPIOTNTA KaI/| KUPTH OTACHN TTapaTtnprénkav
oe okUAoug o¢ etrireda €kBeong Tepittou 23 @opég uwnAdTEPO aTTO TO ETTTEDO KAIVIKAG
ékBeong. EmmpdoBeta, TOAU eAa@pd €wg eAa@pd eKQUAICN TWV OKEAETIKWY HUWV
TTOPATNPNBNKE €TTIONG 1I0TOAOYIKA o€ OOOEIG Ol OTTOIEG TTPOKAAECAV CUCTNUATIKY €KBeON O€
emimeda 23 @opég uwnAOTEpa atrd TO £TTiTedo TNG avBpwtvng £€kBeong. To O6pio [N
emidpaong yr autd Ta eupnuaTta Bpédnke oe £kBean 6 Qopég uwnASGTEPN aTTd TO £TTITTESO TNG
KAIVIKNG €KBeONG.

H oirayArmrivn &ev €xel deixBei va gival yevoTogikA o€ TTPOKAIVIKEG JEAETEG. H arTayAiTTTivn dev
ATAV KOPKIVOYOVOG O€ TTOVTIKIA. Z€ apoupaioug, UTTAPEE augnuévn TTapoudia NTTATIKWY
adEVWHATWY Kal KAPKIVWUATWY C€ ETTITTESA CUCTNUATIKAG £KBEONG 58 popEG TOU ETTITTEOOU TNG
avBpwtivng €kBeong. ATTO Tn OTIYUA TTOU N NTTATOTOEIKOTNTA €XEI QAvEi va OXETICeTal ME
ETTAYWYNH TNG NTTATIKAG VEOTTAAGIOG 0€ apoupaioug, auTr n augnuévn ouxvotTnTa EPQAVIONG
NTTATIKWY OYKWV O£ apoupdioug ATav SEUTEPOYEVNG TNG XPOVIAG NTTATIKAG TOEIKATNTAG O€ AUTHV
TNV uynAn d6on. Eaitiag Tou uwnAoU opiou ac@dAciag (19 gopES uwnAdTEPA OTTO TO ETTITTEDO
pn eTTidpaong), autég ol veoTTAaouatikéG aAloiwoelg dev Bewpeital 611 oxeTiCovral We
avTioToixn KaTtdoTaon o€ avBpwITOUG.

Agv TTapaTnEABNKaV aveTTIBOPNTEG EVEPYEIEG ETTI TNG YOVIMOTNTAG APOEVIKWY Kal BnAUKWY
apoupaiwy TTou eAdpBavav oITayAITTTivn TPo i Katd Tn SIPKEIO CUVEUPEDNG.

2 pia TTpo-/peTayevvnTik MEAETN avaTTTUENG TTOU TTPAYUATOTTOINBNKE O€ apoupaioug, dev
TTAPOUCIACONKAV aVETTIBUUNTEG EVEPYEIEG WE TN CITAYAITTTIVN.

MeAETEG TOEIKOTNTAG TNG AVATTAPAYWYIKNG IKAvVOTNTAG £D€IEav Mia eAappd OXeTICOPEVN UE TN
BepaTreia augnuévn ouxvoTnTa ENPAVIONS SUCUOPPILV TWV TTAEUPWYV Tou UPRpUoU (atToloeg,
UTTOTTAOOTIKEG KOI KUPATOEIDEIG TTAEUPEG) O€ ATTOYOVOUG apOoUpPaiwy O€ ETTITTESO CUCTANATIKAG
ékBeang 29 @opéc TTAvw aTTd Ta eTTITTEDA TNG £€KBeoNG oTOoV AvBpwTTo. TOEIKATNTA GTNV £YKUO
0€ MEAETN KOVIKAWY TTapouciaoBnke oe eTTireda 29 Qopég uwnAoTepa atrd Ta mmiTeda TNG
ékBeong otov avBpwTtro. E&aitiag Twv uwnAwv opiwv ac@dAciag, autd Ta supriuata Ogv
UTTOONAWVOUV OXETICOPEVO KiVOUVO YyIa TNV avBpwTriv avaTrapaywyikn ikavotnta. H
OITAyAITITIiVN ATTEKKPIVETAI O€ ONUAVTIKEG TTOOOTNTEG OTO YAAQ BnAaldvTwy apoupaiwv (Adyog
yOAakTOg/TTAdoua: 4:1).

6 PAPMAKEYTIKEZ MAHPO®OPIEX
6.1 KatdAoyog ekdoxwv
Muprvag digkiou

Alo6EIvo pwoopikd aoBéoTio (E341)

MikpokpuaTaAAikr kuTTapivn (E460)
NaTtpiouxog diacTaupoUuevn KapUEAAOLN (E468)
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2TEATIKO QOUPApPIKO VATPIO
Z1eaTIKO payvrolo (E470b)

EmkaAuwn pe uyévio
Movoudpikr) AakTéln
YT1rpoueAAOLn (E464)
Aloggidio Tou TiTaviou (E171)
TpiakeTivn (E1518)

EpuBpd oeidio o16rpou (E172

6.2 AocupBaréTnTeg

Aev e@apuoleTal.

6.3  Aidpkeia {wng
2 xpovia
6.4 IS10iTEPEG TIPOPUAGEEIG KATA T QUAGEN TOU TTPOIGVTOG

AuTS TO PAPUAKEUTIKO TTPOIOV OEV ATTAITET IBIAITEPEG OUVONKEG QUAAENG.

6.5 ®Uon KAl CUCTATIKG TOU TTEPIEKTN

Blister PVC/PVDC/aAoupiviou tTou trepiéxouv 14, 28, 30, 56, 98 diokia.
®16An HDPE pe B1dwTod katrdki TToAutTpotTuAaiviou TTou trepiéxel 100 diokia.

Mrtropei va unv KUKAOQOpPoUV OAEG OI GUOKEUATIEG.

6.6 I1810iTEpEG TTPOPUAGEEIS aTTOPPIYNS

Kdbe axpnoiuoTroinTo papuaKEUTIKO TTPOIOV | UTTOAEIUUO TTPETTEI VO OTTOPPITITETAI CUMPWVQ
ME TIG KATA TOTTOUG I0XUOUCEG OXETIKEG DIATAEEIG.

7 KATOXOZ THZ AAEIAZ KYKAO®OPIAZ

STADA Arzneimittel AG
Stadastrasse 2-18, 61118
Bad Vilbel,

eppavia

18



8 APIOMOZ(OI) AAEIAZ KYKAODOPIAZ

25mg: 2589/18-01-2022

50mg: 2590/18-01-2022

100mg: 2591/18-01-2022

9 HMEPOMHNIA MNMPQTHZ EFKPIZHZ/ANANEQZHZ THZ AAEIAZ

Huepopnvia pwTtng €ykpiong: 18/01/2022

10 HMEPOMHNIA ANAGEQPHZHZ TOY KEIMENOY

11/02/2022
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