
3EMPEH M3BELiiTAi 3A OcOEMHMTE HA nEitoT

1.  MME HA MEflMLiMHci{MOT npoM3Bon

rJlyKO®A}l{ XP  1000 mg, Ta6iie" co npoAoiixeHo ociio6oAyBaH>e

2.  I{BAJIMTATMBEH  M  l{BAHTMTATMBEH COCTAB

E4Ha Ta6neTa co npoAOJixeHo oono6o4yBaibe co4pxM  1000 mg MeTcPopMMH xM4PoxJlopMA
LLJTo o/]roBapa  Ha  780  mg  MeTcPopMMH  6a3a.

3a  LieiiocHa iiMCTa  Ha  eKCL+MnMeHCM  BMAM  80 fien  6.1

3.  ®APMALJEBTCI(M  OEJIMI(

Ta6Jie" co npofloJixeHo ocJlo6oAyBaLbe.

BeJ" Ao 6Jie/]o-6eJ",  6MKOHBeKCHM Ta6iie"  co cPopMa  Ha  Kancyi",  o3HaHe"  co  `1000'  Ha
eAHaTa cTpaHa M co `Merck' Ha flpyraTa cTpaHa.

4.  KJIMHMIIl(M  OCOBEHOCTM

4.1. TepaneBTCKM  MHAMKauMM

•    HaMaiiyBarbe   Ha   pM3MKOT   Mi"   oAJio>KyBarbe   Ha   Ma"cpecTauMja   Ha   TMn   2   AMja6eTec
Mei"Tyc   Kaj   Bo3pacHM,   roja3"   naLiMeH"   co   npeAMja6eTec   (lGT   M/Mi"   IFG,   M/Mi"
noKaileH  HbAIC *):

KOM  MMa  BMcoK  pM3MK  3a  pa3BMBatbe  Ha  TMn  2  f]Mja6eTec  MeJ"Tyc  (BMflM  Hen

KOM  M  noKpaj  MHTeH3MB"  npoMe"  Ha XMBOTHMOT cTMJi   npMMeHe"  oA 3 AO 6
MeceLiM,  ceyLi]Te  MMa  nporpecMja  KOH TMn 2 /]Mja6eTec Mei"Tyc

TpeTMaHOT   cO   riiyKOcpax   xp   MOpa   Aa   ce   6a3Mpa   Ha   npoLieHKa   Ha   pM3MKOT,    Koi.a
BKJiyiiyBa     cooABeT"     MepKM     Ha     KOHTPoJia     Ha     ri"KeMMjaTa     M     floKa3     3a     BMcoK
Kap/]MOBacKyliapeH  pM3MK (BMAM den  5.1 ).

rlpoMe"Te   Ha   XMBOTHMOT  c"n   Tpe6a  Aa   ce   npoAoiixaT   M   oTitaito   ke   ce  3anoilHe
TpeTMaHOT  co  MeTq)OPMMH,  oCBeH  AOKOJiKy  naHMeHTOT  He  e  Bo  MoxHoCT  fia  npoAOJixM
OA  MeAML+MHCKM  npMiMHM.

* lGT=lmapired Glucose Tolerance-HapyLi]eHa TonepaHLiMi.a  Ha  riiyKo3a

IFG=  Impaired  Fasting Glukose -HapyLiJeHa rJiyKo3a Ha  rJiaAHo

•    TpeTMaH  Ha  TMn  2  flMja6eTec  MeJ"ryc  I(aj  Bo3pacHM,  oco6eHo  Kaj  roja3"  naHMeH"  Bo
cnyiiaj  Kora  nponMLi]aHaTa AMeTa  M  Bex6M  Ce  HefioBon"  3a  oap)KyBaibe  Ha  KOHTpoJiaTa
Ha   rT"KeMMjaTa.    riiyKoq)ax   xp   MOxe   Aa   ce   KOpMc"   KaKO   MOHOTepa"ja   Mj"   80
KOM6MHaHMja co Apy" opari" aH"AMja6e"LiM MJ" co MHcyJ"H.

4.2. J]o3Mpaibe M HavMH  Ha ynoTpe6a

Bo3uDaFb;:'

3a ynompe6a caMo Kaj 8o3pacHu co HopMaJiHa 6y6pe mL/min)



MOHomepanuja  npu  HaMany8arbe  Ha  pu3uKom  unu  06i]Oryea_hoe  Ha  MaHucpecmauuja  Ha
mun 2 6dja66mec Kaj 8o3pacHu, eoja3Hu nauueHmu co npeouja6emec

•    TpeTMaHOT    co    MeTd)opMrm    Tpe6a    Aa    ce    3eMe    Bo    llpeABMA    caMo    AOKOJIKy
MHTeH3MB"    npoMe"    Ha   XMBOTHMOT   CTMJi    Bo    nepMofl   oA   3   Ao   6   MeceLiM    He

pe3yJi"PaJie co CooABeTHa KOHTpoJia Ha rJ"KeMMjaTa
•    TpeTMaHOT  Tpe6a  /]a  ce  3anoiiHe  co  caMo  eAHa  Ta6JleTa  ThyKod)ax  XP  500  mg

e/]Hau  Ha AeH co   BeiiepHMOT o6poK
•    rloclie  1o /]o  15 AeHa  ce  npenopaiiyBa  npMliaroAyBaHDe  Ha Ao3aTa  Bo 3aBMCHocT o/I

BpeAHoc"Te Ha  rJiyKo3a Bo KPBTa (OGTTM/M"  FPG  M/MJ"  HbAIC Bpe4Hoc"Te f|a
6MAaT  Bo  paMKM  Ha  HopMaiiaTa).  rlocTeneHo  3roiieMyBaH>e  Ha  Ao3aTa  Moue  Aa ia
noAo6pM  racTpo-MHTec"HaiiHaTa  TOJiepaHUMja.  MaKCMMaiiHaTa  npenopaiiaHa  Ao3a
e 4 Ta6Jie" (2000 mg) eAHau Ha AeH co BeiiepHMOT o6poK.

•    Ce  npenopaHyBa  peAOBHo  Aa  ce  cJieAM  (ceKOM  3-6  MeceuM)  rJiMKeMMCKMOT  cTaTyc

(OGTTM/Mj"  FPG  M/MJ"  HbAIC  Bpe4Hoc"Te)  KaKo  M  pM3MK  a)aRTopMTe  3a  Aa  ce
npoLie" AaJ" TpeTMaHOT Tpe6a /]a ce npoAOJlxM,  MOAMq)MUMpa  MJ" npeKMHe.

•    noTpe6Ha   e   ofiJiyKa   noBTopHo   Aa   ce   npoLie"   TpeTMaHOT   AOKoiiKy   naLiMeHTOT
riocJieAOBaTeiiHo   npMMe"   no/]o6pyBaiba   Ha   M3xpaHaTa   M/M"   Bex6attieTo,   MrM
AOKOJIKy  npoMe"   Ha   MeAMUMHCKaTa  CocToj6a  oBo3Mo}KyBaaT  noroTieMM   npoMe"
Ha XMBOTHMOT  cTMji,

MOHomepanuja u KOM6uHauuja co Opyau opanHu aHmuc)uja6emuuu:
•     Boo6INaeHa noiieTHa Ao3a e e/]Ha Ta6JleTa AHeBHo.
•     no  10 Ao  15 AeHa Ao3aTa Tpe6a Aa  ce  npMJiaroAM   Bp3  ocHOBa  Ha  BpeAHoc"Te  Ha

rjiMKo3aTa   Bo   KPBTa.   rlocTeneHo   3rojieMyBaibe   Ha  Ao3aTa   Moke  Aa  ja   noAo6pM
racTpoMHec"HaiiHaTa TOJiepaHUMja.  MaKCMMaJiHaTa  npenopailaHa AHeBHa A03a  e 4
Ta6Jie" Ha AeH.

•     flo3aTa  Tpe6a  Aa  ce  3roJieMyBa  3a  500  mg  cei{oM  10-15  AeHa  Ao  MaKCMMatiHa Ao3a
Ofl  2000  mg  eAHau  AHeBH0  co  Beiiepa.  floKOJiKy  KOHTpoJiaTa  Ha  rT"iteMMiaTa  He  e
nocTMrHaTa   co   rJlyKocpax  XP   2000   mg   eAHau  AHeBHO,   Tpe6a  Aa   ce   pa3HleAa
MoxHocTa  3a  ynoTpe6a  Ha  riiyKod)ax XP  1000  mg  ABa  na"  AHeBHo,  ABeTe  Ao3M
3eMe"   co   o6PoK.   floKoriny   rJiMKeMMCKaTa   KOHTpoJia   ceyLi]Te   He   e   nocTMrHaTa,
nauMeHTMTe  Tpe6a  /]a  6MAaT  npecppJle"  Ha  CTaHFLapA"  Ta6ne"  MeTcPoPMMH  Ao
MaKCMMaJIHM Ao3M  oA 3000  mg  AHeBHo.

•     Kaj  naHMeH"  KOM  ce  Beke Tpe"paHM  co Ta6Jie"  MeTcbopMMH,  noiieTHaTa  /]o3a  Ha
rjiyKoq]ax  XP  Tpe6a  Aa   6MAe  eKBMBaiieHTHa   Ha  AHeBHaTa  Ao3a   Ha   MeTd)OPMMH
Ta6tie"  co  6p3o  ociio6oAyBaHDe.  Kaj  naLiMeH" Tpe"pa"  co Ao3M  Ha  MeTcPopMMH
HaA 2ooo mg 4HeBHo,  npeMMHyBalbeTo Ha riiyltoq)ax XP He ce npenopaiiyBa.

•     4oKonKy  Tpe6a  4a  ce  CMe"  TpeTMaHOT    oA  eFLeH  aH"AMja6e"11eH  JieK  Ha  Apyr:
npei{i"eTe    ro    f|py"oT   JieK    M    M"L|MpajTe    ro    myKod)ax   XP    co    npeTxoAHo
HaBeAeHOTo Ao3MpaLbe.

•     riiyKod]axxp 750 mg   M  r]iyKocpaxxp  1000 mg   ce HaMeHeT 3a naLiMeH" itoM Beke
ce Ha TpeTMaH Co Ta6Jie"  MeTd)OPMMH  (Co npoAOJixeHo MrM 6p3o oono6oAyBatbe).

•     flo3aTa  Ha  riiyKocpax  XP  750  mg  Mi"  myKoq)ax  XP  1000  mg    Tpe6a  Aa  6MAe
eKBMBaJieHTHa  Ha  AHeBHaTa  Ao3a  Ta6jie"  MeTcPopMMH  (co  npoAOJixeHo  MJ"  6p3o
ocJio6oAyBabe),   Ao   MaKCMMaJiHa   flo3a   oA   1500   mg   MJ"   2000   mg,   cooABeTHo,
Aaf|eHa  Co  BellepHMOT o6poK.

KOM6uHauuja co uHcyi]uH:
MeTcPopMMH   M   MHcyJ"HOT   MoxaT  Aa   ce   KopMCTaT   Bo   KOM6M"
nocTMrHe   noAo6pa   KOHTpojia   Ha   KPBHaTa   ri"KeMMja.    Boo6Miia
rnyKo¢ack  XP   e   e4Ha  Ta6neTa  AHeBHo,   4oAeKa  4o3MparbeTo
BpeAHoC"Te Ha KPBHaTa r"KeMMja.
K-aj   naHMeH"  I(oM  ce  TpeTMpaHM  co  MeTd)OPMMH  M  MHcyJ"H  KaKo

fio`3aTa'  Ha    riiyKo¢ax-XP   750   mg    Mi"    riiyKocpax   XP    1000
;.KBMBaJieHTHa  ia  fiHeBHaTa  Ao3a  AaAeHa  Co  MeTCPopMMH  Ta6ne",  flo
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o/I  1500  mg  MJ"  2000  mg,  cooABeTHo,  AaAeHa  co  BeiiepHMOT  o6poK,  Aof|eKa  A03aTa  Ha
MHcyJ"H   Tpe6a   4a   Ce   npMJiaro4M   BP3   ocHOBa   Ha   BpeAHoc"Te   oA   M3MepeHaTa   I(PBHa
ri"KeMMja.

r]Ocmapu JTuua:
3apaAM   noTeHL|MjaJioT  o|]   HaMaJieHa   6y6pexHa   ¢yHI(HMja   Kaj   nocTapM  JiML+a,   4o3aTa   Ha
MeTcPopMMH Tpe6a Aa ce  npMJiaroAM  Bo 3aBMCHocT oA 6y6pexHaTa a)yHi(HMja.  HeonxoAHa e

pe/]oBHa  npoL+eHKa  Ha  6y6pexHaTa a)yHKL+Mja  ( BMAM 4.4)

KOPMCTa  oA  TpeTMaH   Ha   npeAMja6eTCKa  xMnepr"KeMMja   He  e   no3HaTa   Kaj   naLiMeH"   Ha
Bo3PacT oA M   nocTapM oA 75 roflM"  (BMAM Hen 5.1)  M  cnopeA Toa  Kaj  oBMe  naLiMeH"  He ce
npenopallyBa  M"uMjauMja  Co  MeTd)OPMMH  (BMAM AeJl 4.4)

HaDvuJeHa 6v6DexHa d)vHKi±i±ja

noTpe6Ho   e   Aa   ce   HanpaBM   npoueHKa   Ha   GFR   npeA   3anoiiHyBaH3e   Ha   TpeTMaH   co
npoM3BOAM  KOM  coApxaT  MeT¢opMMH  M  HajMarii(y  eflHau  rofiMLiJHo  noToa.  Kaj  naLiMeH"  co
3roiieMeH   pM3MK  3a   noHaTaMOLUHa   nporpecMja   Ha  6y6pexHo  HapyLi]yBaibe   M   Kaj   nocTapM
nauMeHTM,  Tpe6a  noHecTo Aa ce  BpuM  npoBepKa  Ha 6y6pexHaTa a)yHKLiMja,  Ha  np.  Ha ceKOM
3-6 MeceHM.

GFR BKynHa                 MaKCMMaiiHa 40noJl"TeJi" 3a6eTieuKM
(mL/min)68-89 AHeBHa /]o3a2000mg

Moxe   Aa   Ce   3eMe   Bo   o63Mp   HaMaiiyBarbe   Ha
A03aTa         3aBMCHo         oA         HaMaJiyBaLt>eTo         Ha
6y6pexHaTa  cbyHKLiM]a
npeA 3anoHHyBaibe  Ha  TpeTMaHOT  co  MeTd)OPMMH45-59 2000 mg
Tpe6a Aa  ce  pa3rJieAaaT a)aKTopMTe  KOM  Moke Aa
ro    3rorieMaT    pM3MKOT    oA    rioiaBa    Ha    riaKTMilHa
aL+MAo3a    (BMAM    /]eli    4.4),     noiieTHaTa    flo3a    e
HajMHory norioBMHa oA MaKCMMaJiHaTa Ao3arloileTHaTaA03aeHaiMHorynoJioBMHa      OA

30-44 1000 mg
MaKCMMaJiHaTa /]o3a

<30 - MeTd)OPMMHOT e  KOHTpaMH4MLiMpaH

ne6uiamDucKa nonvriauulf±

3apaAM  HeqocTaTOK Ha AoCTa"  noAaTOLiM,  rnyKocpax XP  He Tpe6a Aa ce ynoTpe6yBa  Kaj
fleHa.

4.3.  KOHTpaMHAMKai+i":

•      npeiiyBCTBMTeiiHOcT Ha  MeTcpOpMrm  rum Ha  HeKOM  oA  eKCLiMn

f|eJloT 6.1
•      CeKaKOB "n  Ha  aKyTHa  MeTa6ojiHa  aLiM4o3a  (KaKO JiaRTMiJ

KeToaLiMAo3a  )  ,

4Mja6e"vHa npe-KOMa,
TeLiiKa  peHaiiHa' MHcycpML+MeHLiMja  (GFR  <  30  ml/min).
AkyTHM; coQToj6M   co  noTeHL|Mjan 3a  npoMeHa  Ha  peHaJiHa

-       /]exMApaTaLiMja
-       TeuKa  MH¢eKL+via

+  .§riu`oe:  .
[a.M,#

.EZZZEilluE

-          .LIJOK.

•      3a6oiiyBarba KOM MoxaT qa npe/]M3BMKaaT XMnoKCMja Ha "BaTa (oco6eHo aKy"
3a6oJiyBaba,  M"  BJioiJJyBatt»e Ha xpoHMiiHa 6ojiecT)  KaKo Li]To ce:
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-       /]eKOMneH3MpaHa  CPL+eBa  MHcycpMLiMeHprja

-       pecr"paTopHa  MHcyq)MLiMeHLiMja
-      HeoAaMHeueH  MMOKapAMjaJie"Hq)apRT
-         LuOK.

•      XenaTaJiHa MHcy¢MUMeHUMja,  aKyTHO Tpyeibe co aJiKoxofi,  aiiKoxoi"3aM.

4.4. CneiiMjaJi" npefiynpeAyBaiba M npeTna3nMBocT npM ynoTpe6a

uETREE[TH  Pl   tipF]E]  I

JlaKTMiiHaTa aLiMA03a,  MHory peTKa,  HO cepM03Ha  MeTa6Oi"iiHa  KOMrmMKaLMja,     HajuecTO ce

jaByBa  npM  aKyTHo  BiioLuyBaibe  Ha  6y6pe"aTa  cpyHKiii/ija  rum  npM  KapAMopec"paTopHa
6oiiecT   Mi"   cenca.    rlpM   aKyTHOTo   BIioLiJyBaibe   Ha   6y6pe}KHaTa   a)yHKUMja      ce   jaByBa
anyMyJiauMja  Ha  MeT¢opMMH  LLiTo  ro  3roJieMyBa  PM3Mi(oT  oA  nojaBa  Ha  JlaK"iiHa  aHMflo3a.
Bo  onyilaj  Ha  AexMApaTaLiMja  (cepMo3Ha  AMjapeja  rum  noBpafaibe,  TpecKa  rum  HaMajieH
BHec  Ha  TeiiHoc"),  MeTd)OPMMHOT  Tpe6a  npMBpeMeHo  fla  ce  npeKMHe  M  ce  npenopaHyBa
KOHcyJiTaHMja  co  3ApaBCTBeHo JiMLie.
TpeTMaH    co    MeAMLMHCKM    npoM3BOAM    KOM    MomaT    ai{yTHo   Aa   ja    BIioLuaT   6y6pemuaTa
cpyHKLiMja   (KaKO   aH"xMriepTeH3MBM,   flyMpe"uM   M   HCAMJl)   Tpe6a   f]a   ce   3anoiiHyBa   cO
BHMMaHMe   Kaj   nauMeH"   KOM   ce  Tpe"paaT  co   MeTcPopMMH.   flpy"   pM3MH"   ¢aKTopM  3a
nojaBa  Ha  jiaK"HHa  aLiMflo3a  ce  nperojieM  BHec  Ha  aliKOxoii,  xenaTaliHa  MHcy¢MLiMeHLiMja,
HecooABeTHo   I(oHTpoJ"PaH  AMja6eTec  KeT03a,   npoAOJi>KeHo   rJiaAyBatbe   M  cMTe  cocToj6M
noBp3a"   cO  xMnoKCMja,   i{aKO   M   MCTOBpeMeHoa  ynoTpe6a  Ha  MeAML"HCKM   npoM3BOAM   KOM
Moue Aa  npeAM3BMKaaT iiaRTMiiHa  ai+mo3a  (BMAM AeJi 4.3  M 4.5).
nauneH"Te   M/MmM   cTapaTeJMTe   Tpe6a   fla   ce   MH¢OpMMpaaT  3a   pM3MltoT   Ofl   nojaBa   Ha
iiaicrMiiHa    aLrm03a.    JlaK"ilHaTa    aLiMA03a    ce    KapaKTepM3Mpa    cO    aiii7iAOTHa    AMcnHea,
a6AOMMHaiiHa  6oJiKa,  rpileBM  Bo  MycyKMTe,  aere"ja  M  xMnoTepMMja  npooneAe"  co  I(oMa.
Bo  onyiiaj   Ha  nojaBa   Ha   coMHMTeJ"  cMMnTOMM   naLiMeHTOT  Tpe6a  Aa   npeKMHe  Aa  3eMa
MeTq)OPMMH    M   Aa    no6apa    M"a    MeAMUMHCKa   noMOLIJ.   flMjarHoC"ilKMTe   Jia6opaTopMCKM
HaoflM  ce  HaMaJieHo  pH  Ha  KPBTa  (<  7.35),  3roJieMeHo  HMBo  Ha  JiaKTa"  Bo  nJia3Ma  (>  5
mmovL)  M 3roiieMeH  aHjoHCKM ja3  M  oAHoc Ha JiaKTa"/ nMpyBaTM.

PeHaJiHa d}vHi{uMia:

Tpe6a  Aa  ce  HanpaBM   npoLieHKa  Ha  GFR  npeA  3anoiiHyBaLbe   Ha  TpeTMaHOT  M   peAOBHo
noToa,   BMAM   /len      4.2.   MeTd)OPMMHOT   e   KOHTpaMHAMUMpaH   Kaj   naLiMeH"   co   GFR   <   30
mL/min  M  Tpe6a  npMBpeMeHo  fia  ce  npeKMHe  npM  yonoBM  Bo  KOM  ce  MeHyBa  6y6pexHaTa

dyyHKL|Mja,  BMAM  den  4.3.

CDueBa d)viiKiiMia

naLiMeH"  cO  cpLieBa  Ona6OcT  MMaaT  noroiieM  pM3MK  OA  nojaBa  Ha  xMnooKCMja  M  peHaiiHa
MHcyq)MLiMeHUMja.   MeTq)OPMMH   Moxe  fla  ce  I{opMc"   Kaj   naL"eH"   co   cTa6MJiHa  cpL|eBa
ona6ocT,  co pefloBHo oneAeibe Ha peHaJiHaTa M cpueBaTa cpyHKHMja.

MeTcPopMMH  e  KOHTpaMHAML+MpaH  Kaj  naHMeH"  co  aKyTHa  M  HecTa6MJiHa  cpLieBa  ona6ocT

(BMAM  Bo AeJioT 4.3).
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MHTpaBacKyJiapHa   a4MMHMCTpaL+Mja   Ha   KOHTpacT"   cpeACTBa   KOM   coAp}KaT  jo4   MOxe  4a

40BeAe    AO    KOHTpacTHO    MH4yHMpaHaHeq)pona"ja,    pe3yn"pajfu    co    aKyMynaHMja    Ha
MeTq)OPMMH   M  3roJieMeH  pM3MK  oA  JiaKTMilHa  aL+MAo3a.   MeTcPopMMH  Tpe6a  4a  ce  npeKMHe
npeA  MJ" 3a  BpeMe  Ha TecTMparbeTo  M  He Tpe6a Aa  ce  npo4on)KM  co Tepa"jaTa  HajMaJiKy
48  i+aca  no Tec"paLbeTo,  oTKaKo  ke ce  npoLie"  peHaJiHaTa  a)yHHwia  M  ce  noTBPAM AeKa e
cTa6MnHa,  BMq AeiioBM 4.2  M 4.5.

XMDVDui{M  3ad}aTM :

3eMaLbeTo   Ha   MeTd)OPMMH   Mopa   Aa   ce   npeKMHe   npe4   o4peAeH   xMpypLJJKM   3a¢aT   nod
onuTa,  onMHaJiHa  MJ"  enMAypaJiHa  aHecTe3Mja.  Tepar"jaTa  Mo>Ke  noBTopHo /]a ce 3anoiiHe
He  nopaHo oA 48 iJaca  no xMpypLLJKMOT 3aq)aT Mi"  no noBTopHo 3eMaLbe  Ha xpaHa opaJiHo M
caMo  AOKOJIKy  e  HanpaBeHa  npoueHKa  Ha  peHaJiHa  a)yHi(HMja  M  ce  rloTBPAM  AeKa  MCTaTa  e
cTa6rmHa.

4DV" npe4vrlDeqvBaiba

Cure   naLiMeH"   Tpe6a   Aa  ja   npoAoii>KaT   cBojaTa   AMeTa   co   cooABeTHo   BHecyBarbe   Ha
jamexMApa"  Bo TeKOT Ha /]eHOT.
rlaqueHTRTe    cO    npeKyMepHa    Te>KMHa    Tpe6a    Aa    npoAon>KaT    cO    HMBHaTa    eHepreTCKM

pecTPMK"BHa 4MeTa.
Boo6MiiaeHMTe  iia6opaTopMCKM  TecTOBM  3a  KOHTpoJia  Ha  AMja6eTecoT  Tpe6a  Aa  ce  BPLiJaT

PefloBHo.

MeTq)OPMMHOT   3eMeH   caM   HMKorau   He   npeAM3BMKyBa   xMnorJ"KeMMja,    Ho   Mopa   Aa   ce
BHMMaBa      Kora     ce      KopMc"      Bo     I(oM6MHaLiMja     co      MHcyJ"H      MJ"     Apy"     opaJl"
aH"AMja6e"HM(np. npenapa" Ha cyJicpo"Tiypea M MerJ"""AM).
Jlyu"   oq   Ta6iieTaTa   Moxe   fla   ce   nojaBaT   Bo   ¢eLiecoT.   naHMeH"Te   Tpe6a   fia   ce
coBeryBaaT 4era Toa e HOpMaiiHa nojaBa.

4.5.  MHTepai{iii4M co F]py" Iiel{oBM  M Apy" ¢opM14  Ha  MHTepaKLiMi4

He ce npenopavyBa 3aei]HMLIKa vnoTDe6a co:_

AJIKOXOJT:

I  co  ajiKoxon  e  noBp3aHa  co 3rojieMeH  pM3MK oA JiaKTMiiHa  aLiMAo3a oCo6peHo
rjiaflyBarbe,  HeyxpaHeTocT Mt" xenaTaJi" HapyLi]yBaiba.

e6cm8a co joo :

6a 4a  ce  npeKMHe  npeA  MJ"  3a  BpeMe  Ha  TecTMpartieTo  M  He Tpe6a 4a  ce
ke  ce   npoL+e"

HHMja  M  ke  ce  noTBpflM /]eKa  e  CTa6MJiHa,  BMAM AeJloBM  4.2  M  4.4.
Tepa"jaTa   HajMaiiKy   48   iiaca   no   TecTMparbeTo,   oTKaKo

KOM6HHauHH  hal  KOH ® noTD®6Ha npeTp_aquMBOCL

HeKOM  MeninLiMHCKM  npoM3BOAM  MOxe  HeraTMBHO  Aa  Bi"jaaT  Ha  6y6pexHaTa  cpyHKL|wia  Li]TO
Moxe Aa  ro 3roneMM  pM3MKOT on  nojaBa  Ha jiarITMiiHa  aL+M4o3a,  Ha  np.  HCAMn,  BKnyiiyBajkM
CJleRTMB"    uMKJiooKCMreHa3a    (CoX)    11    MHXM6MToPM,    ACE    MHXM6MTopM,    aHrMOTeH3MH    11

peLienTop"    aHTaroHMc"    M    +]MypeTMLiM,    oco6eHo    AMype"LiM    Ha    neTeJiKa.    K0ra    Ce
3anoHHyBa   ynoTpe6a   Ha   TaKBM   npoM3BOAM   Bo   itoM6MHaHMja   co   MeTcPopMMH,   noTpe6Ho   e
BHMMaTeiiHo ciieAeibe Ha 6y6pexHaTa cpyHKUMja.
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MeouuuHCKume      npenapamu      co      npupo_6Ha      xunepepu`Keh!u:I_a____a.¥y:!_eT.:.P\.    (np.•;;;;o`kgiir-u.kdruou--(6GcrieMCKaunoKa;HiaoMUHucmpauuja)ucuMnamoMUMemuuu):

TloTpe6"    ce   noilec"    KOHTpO"    Ha   KPBHaTa   rJ"KeMMja,    oco6eHo    Ha   noiieTOKOT   Ha
TpeTMaHOT.   floKonny   e   noTpe6Ho   npMiiarofieTe   "   flo3MTe   Ha   MeT¢opMMH   Bo   TeitoT   Ha
Tepa"jaTa co Apyr JieK ce Ao HeroBOTo npeKMHyBaibe.

opaaHCKu KamjoHCKu mpaHcnopmepu (OCT)

MeTcPopMMHOT e cy6cTpaT 3a ABaTa TpaHcnopTepM OCTI  M OCT2.
MCTOBpeMeHa aAMM"cTpaHMja  Ha  MeT®OpMMH  cO:

•      MHXM6MTopM   Ha   OCT1    (KaKo   BepanaMMn)   Mono   Aa  ja   HaMaJ"   ecpMKacHocTa   Ha
MeTcpopMMHOT

•      M"yRTopM        Ha        OCT1        (KaKo        pMcbaM"LiMH)        Moxe       fia       ja       3roJieMM
racTpoMHTec"HaJiHaTa ancop6Liwia  M ecpMKacHocTa  Ha  MeTcPopMMHOT.

•      MHXM6MTopM          Ha         OCT2          (I(aKo         "MeTi;iAMH,         AOJiyTerpaBMp,paHOJla3MH,

Tpi"eTonpMM,BaHAeTa"6,     McaByKOHa3on)     Moke    Aa    ja     HaMaJ"     peHaJIHaTa
eJ"MMHaL|Mja  Ha  MeT¢opMMH  M  Tare Aa AOBeAe Ao  3roJieMyBaHDe  Ha  nJia3MaTCKaTa
KOHueHTpauMja  Ha  MeTcPopMMH.

•      MHXM6MTopM    Ha    OCTI    M    OCT2    (KaKo    KPM3o""6,    onanapM6)    MomaT   fla   ja
npoMeHaT e®MKacHOcTa  M  peHaiiHaTa eT"ivMHaLiMja  Ha  MeTcpOpMMH.

Cnopefl Toa ce npenopailyBa BHMMaHMe,  oco6eHo Kaj nauMeH" co 6y6pemuM  HapyuiyBatt,a,
Kora  OBMe  iieKOBM  ce  aAMMHMCTPMpaaT  MCTOBpeMeHO  cO  MeTcpopMMH,  6MAejtw  MOxe  Aa  ce
3roJieMM     KOHHeurpauMjaTa    Ha     MeT¢op"HOT    Bo    nJia3MaTa.     floKonny    e    noTpe6Ho,
npmaroAyBaLbe  Ha Ao3aTa  Ha  MeT¢opMMHOT Moue fla  Ce 3eMe  Bo  npeflBMA 6Mflejfu   OCT
MHXM6MTopMTe/    MHflyKTopMTe    Moxe    fla   ja    npoMeHaT    e¢MKacHocTa    Ha    MeT¢opMMHOT,
oco6eHo Kaj naHMeH" co 6y6pe"M HapyLi]yBaiba.

4,6, niioAHocT, 6peMeHocT M Aoerbe

BDeMeHocT
HeKOHTpoi"paH flMja6eTec 3a  BpeMe  Ha 6peMeHocT (3a BpeMe Ha recTauMja rum  nocTojaHo
Bo   TeKOT   Ha   ueiia   6peMeHoer)   e   noBp3aH   co   3roJieMeH   pM3MK  ofi   nojaBa   Ha   BpoAe"
a6HopMaiiHoc"  M  nepMHaTajiHa cMPTHocT.
Orpa"HeHrme noflaToun ofl ynoTpe6a  Ha MeTd)OPMMH  Kaj 6peMe" xe"  He yKaxyBaaT Ha
3rolieMeH    pM3MK   ofl    KOHreHMTal"    a6HopMaliHocTizi.    Mc"nyBarsaTa    Kaj    "Bo"    He
noKax:aJie  uiTe" e¢eK"  oA acneRT Ha 6peMeHocTa,  eM6pMOHajieH  rum cpeTalieH  pa3Boj,
nopoAyBaibe M" nocTi+aTaJieH  pa3Boj.  (BMAM 5.3)
Kora    naLiMeHTOT   niiaHMpa   6peMeHocT   M"    Bo   TeK   Ha   6peMeHocTa,    ce    nperiopailyBa
fiMja6eTecoT Aa He 6Mfie Tpe"paH co MeTcbopMMH,  HaMeero Toa fla ce KopMc"  MHcyJ"H 3a
OflpnyBaibe  Ha  HMBOTO  Ha  KPBHa  rliyK03a  80  HOpMan"  rpa"un  cO  ueJi.fla  ce  HaMa"
pM3MKOT OA  MaiicpopMaLLMM  itaj  cperycoT.

E_oeLbLe
MeT¢opMMH ce eKCKpe"pa Bo Maji"HOTo MJieKo.  He ce 3a6eiiema"  HecaKa" AejcTBa Kaj-           . ,__ _     _ _     _ _____ ,,..--,,-- I,-ALJiJLlaLJ'AcaMo   orpaHMiieHM

}j2qu-..Tpe6a /]aAoeHMTe   HOBopo/]eH-"Lba/AoeH"ibaTa.   CenaK,   6MAejRM   Ce  AocTa"
noflaTOL+M,  floe-Lbe  He  Ce  npenopaliyBa  3a  BpeMe  Ha  TpeTMaHOT  cO

80np

AoeibeTo M no-T6HL|MjaJ"oT pM3MK oA HecaKa" AejcTBa 3a AeTeTo.
Ce  /]oHece  oflJiyKa  AaJ"  Aa  ce  lipeKMHe  AoeibeTo.,  3eMaiKM  ro

H±oflHQer
rliioAHOcTa    Ha    MaLLiKM    M    xeHCKM    cTaopL+M       OA    McnMTyBarbe
ripoMeHeTa  npM  afiMM"cTpaLiMja  Ha A03M  BMcoKM Ao  600  mg/kgi
na"   noBeke-   oA   MaKCMMaiiHaTa   AHeBHa   Ao3a   npenopaqaHa   Ka
cnopeA6a Ha TeJiecHaTa noBPLi"Ha.

ap,0 e
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4.7. E®eRTi4 Bp3 cnoco6HocTa 3a ynpaByBaibe co Bo3Mria M Mall""

MeTcbopMMH  KaKo  MOHOTepa"ja  He  npeAM3BMKyBa  xMnori"i(eMMja  M  3aToa  HeMa  HMKai(oB
eq)eKT Bp3 cnoc06HOcTa 3a ynpaByBarbe co 803MTia  M  MaLLiMHM,
CenaK   hal+Meii"Te Tpe6a 4a 6M4aT npeAynpeAe" 3a MoxeH pM3MK oA xMnor"KeMMja I(ora
MeTcPopMMH     ce     npMMeHyBa     Bo     KOM6MHaLiMja     co     flpy"     aH"AMja6e"ii"     areHCM

(cyJiq)o"Jiypea npenapaTM,  MHcyJ"H M" MerJii"rmMAM)

4.8. Hecara" AejcTBa

Bo nocTMapKe"HruiKMTe no+]aTOHM M KOHTpoJ"pa" KjiM"" cTyAMM,  HecaKaHMTe ed)eK"
npMjaBe" i{aj naLiMeH" Tpe"pa" cO riiyKoq)a>K xp  ce OnMil" no npMpOAa M TexMHa co
oHMe 3a6eJie>Ka" Kaj naHMeH" TpeTMpa" co rJiyKoq)ax co 6p3o oono6oAyBarbe.
3a BpeMe Ha   noiieTOKOT Ha TpeTMaHOT  HajHec" HecaKa" AejorBa ce raAefoe,
noBpakattie, j]Mjapea,  a6AOMMHaJiHa 6oJiKa M 3ary6a Ha aneTMT,  M  Bo HajroiieM 6poj  Ha
onyiiaM  cnoHTaHo  Mciie3HyBaaT.

Moke /]a ce nojaBaT oneAHMTe HecaKa" AejcTBa npM TpeTMaH co rjiyKocpax XP.
®peKBeHLiMjaTa e AecpM"paHa KaKo Li]To oneAM:  MHory i+ec" >1/10;  iiec" 21/100,  <1/10;
HeBoo6Milae" 21/1,ooo,  <1/1oo;  peTKiri 21/1o,ooo,  <1/1,ooo;  MHory peTKi;I  <1/1o,ooo,

Bo ceKoe  rpy"patbe  no cppeKBeHTHocT,  HecaKaHMTe AejcTBa ce npeTCTaBe"  rio peAooneA
Ha  HaMaJiyBaibe  Ha  cepMo3HoCTa.

MeTa6oi"3aM M iiapvulvBaiba Bo McxpaiiaTa:

MHoay pemKu..
•     JlaK"lIHa  aL|Mfl03a  (  BMfiM  4.4.  CneHMjaJi"  npeAynpeAyBarba  M  npeTna3J"BoCT npM

ynoTpe6a)
•      HaMaJiyBaibe   Ha   ancopnLiMjaTa   Ha   BrmaMMHOT  Bi2  co   HaMajiyBrbe   Ha   cepyMCKOTo

HMBo  npM  /]oJiroTpajHa  Tepa"ja  co  MeTCPopMMH.  3eMatbe  Bo  npeABMA  Ha  TaKBaTa
e"oiio"ja e npenopaiii"Bo Kaj naLiMeH" co Meraiio6TiacTHa aHeMMja.

HaDvlJJVBaLba  Ha  HeDBHMOT cMCTeM:

Llecmu..

XenaTo6Mi"iaDHM  HaDVLJJVBaiba:

MHoay pemKu:
•     M3oJ"pa"  M3BeLJJTaM  3a  a6HopMaJiHoc"  ria  xenaTaJiHure  a)yHKLiMOHaJi"  TecTOBM

Miih xeriaTMTMc KOM  ce  noB/ieKyBaaT no  npeKMH  Ha Tepa"jaTa  co  MeTcPopMMH.

IlaDvuJVBaiba  iia  i{o)I(aTa  M  cv6K\ITai+oTo TKMBo:

MHoay pemKu:
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•     Kox" peaKUMM KaKo uPBeHrmo, iieLiJaibe, yp"KapMja

Ep_M_iaBVBartie Ha Hecal(a" /]eic±±a

npMjaByBabe    Ha    Hecalta"    flejcTBa    no    pe"cTpaL+MjaTa    Ha    jieKOT    e    BaxHO.    Toa
oBo3MoxyBaHo  nocTojaHo  cJieAeibe  Ha  npMAo6MBKMTe  M   pM3MKOT  oA  ynoTpe6a  Ha  JieKOT.
MeAMHMHCKMTe   pa6oT"LiM   ce   noBMKa"   Aa   "   npMjaBaT   cMTe   HecaKa"   AejcTBa   npeKy
HaLiMOHaii"oT cMCTeM 3a cpapMai(oBM"JiaHHa Ha Peny6J"i{a MaKeAo"ja.

4.9 npeAo3Mpaibe

4ypM  M  npM  BMCoKM Ao3M oA 85 g  He e 3a6enexaHa xMnori"KeMMja  MaKo  Bo oBMe oKonHoc"
MMaJio  nojaBa  Ha  JiaKTMiiHa  aLiMAo3a.  BMCoKM  npeKyMepHM  Ao3M  MrM  npMApyx"  pM3MLiM  Ha
MeT¢opMMH   Moke  /]a  AOBeAaT  Ao  JiaKTMilHa  aLiMAo3a.   JlaKTMi+HaTa   aLiMfio3a  e  ypreHTHa
cocToj6a  Koja  6apa  MHTepBeHUMja  Bo  6onHMiiKM  ycJioBM.  HajAo6ap  HaiMH  3a  oTCTpaHyBaLbe
Ha jiaKTaTMTe  M  MeT¢opMMHOT   e co xeMOAMjaJ"3a.

TeiiecHa TexMHa Mi" Maiia 3ary6a 80 TeiiecHaTa

5. ®APMAl{OJIOLIJKM OCOBEHOCTM

5.1. ®apMaKOAMHaMCKM oco6eHoc"

OPAJIHM AHTMflMJABETML|M

(A10BA02-racTpoMHTec"HaiieH TpaRT M MeTa6oi"3aM)

MeTd)OPMMH  e  6MrBaHMA  co  aH"xMneprJ"KeMMiieH  ed)eKT,  HaMaJiyBajkM  ja  M  6a3arlHgTa  M
nocTnpaHAMjaJiHaTa  nJia3MaTCKa  KOHLieHTpaL+Mja  Ha  rJiyKo3a.   He  c"Myj"pa  ceKpeLiMia  Ha
MHcyJ"H  M 3aToa  He  npefiM3BMKyBa xMnorJ"KeMMja.

MexaHM3aM Ha AeicTro

MeT®opMrm  Moxe Aa AeJiyBa npeKy 3 MexaHM3MM:
•      HaMaJiyBaibe     Ha     co3flaBalbeTo     Ha    rJiyKo3a     Bo    xenapoT    co     MHXM6iiHMja     Ha

riiyitoHeoreHe3aTa M riiyKoreHoj"3aTa.
•      Bo MycKyi"Te  ,  co 3rolieMyBaibe Ha MHcyJirmcKaTa ceH3MTMBHocT,  co noAo6pyBaH>e

Ha  nepMq)epHOTo  npe83eMaibe  M  MCKopMCTyBaLbe  Ha  rmyKo3aTa
•      M 3a6aByBaibe Ha MHTec"HanHaTa ancopnLiMja Ha riiyKo3aTa.

MeTcPopMMH ja  c"Myi"pa  MHTpaLieJiyiiapHaTa  CMHTe3a  Ha  rJiMKoreH AejiyBajkM  Ha  rJiMKoreH
cMHTe3aTa.
MeTq)OPMMH   ro   3roiieMyBa   TpaHcnopT"oT   KanaLiMTeT   Ha   cl^Te   TMnoBM   Ha   MeM6paHCKM
TpaHcnopTepM   Ha riiyKo3a (GLUT).

QLapMaKOJIMHaMMilKMed)e!g!4

Bo     KjiMHMi+KMTe     McnMTyBatba,      riiaBHMOT     HerJ"KeMMCKM     ecbeRT     npM     ynoTpe6aTa     Ha
MeTd)OPMMH  e cTa6MnHa

Kaj  JiyFe,   He3aBMCHo  oA  HeroBOTo  Bi"iaHMe  Ha r"I(eMMjaTa,  MeTd)

eq;eK+  Ha  MeTa6oi"3MOT  Ha  J"I"AMTe.  OBa  e  AeMOHCTPMpaHo    np
McnMTyBaiba:

ocJlo6oflyBaibe   io ' LaMaiiyBa   BKynHMOT   xoiiecTepori,    LDL   xoiie
.__   .    _    _    I_                              IKOHTPoJ"pa"   Cpe4"   MJ"   4oJiroTpaj"   KJiMHMilKM

+i-Mr-n-Mie.pMAMTe.   Cj"HHo -AejcTBo   He   e   noitaxaHo   co   ¢opMyjia
o.clio6oAyBatbe,   LUTo  Moxe6M  ce  AoiixM  Ha  BeiiepHaTa  aAMMHMCTpa

Ao  nol(aiiyBarbe  Ha TPMrJ"HepMAMTe.
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Kni"Mi+Ka ed)MKacHOCL

HaMaiiyBaibe  Ha  pM3Mi{oT  MnM  o[]iioxyBaibe  Ha  MaHM¢ecTaL|Mja  Ha  TMn  2  4Mja6eTec
MeJ"ryc M npeAMja6eTec

nporpaMaTa   3a    npeBeHL+Mja    Ha   J]Mja6eTec   (Diabetes    Prevention    Program-DPP)   e
MyJi"LieHTPMiiHa    paHfioMM3MpaHa    KOHTpoJ"paHa    KJiMHMiiKa    cTyflMja    Kaj    Bo3pac"    3a
npoLieHKa  Ha  eq)MKacHOcTa  Ha  MHTeH3MBHa  MHTepBeHLiMja  80  XMBOTHMOT  cTMJi  Mi"  npMMeHa

I:e/nm#2:I:?:KPMPM:M5:£i#:ceoc:aa3:B:g:n;o:T:eaLLe:;6Mri::B;o:#:Tar3=B;M:Boa3rE#oMriHea3fH#in:,4:kc8o#6a::::
rJiyKo3Ho  HMBo  Ha  rJiaflHo  ofl  95-125  mg/dl  (MnM  S125  mg/dl  3a  AMepMKaHCKM  MHflMjaHL|M).
rlaLiMeH"Te 6Mne Tpe"pa"  M"  co  MHTeH3MB"  npoMe"  Ha XMBOTHMOT cTMJi,  co 2 x 850
mg   MeTCPopMMH    nJiyc   CTaHAapA"   npoMe"   Ha   XMBOTHMOT   cTMJi,    M"   njiaLie6o   njiyc
CTaH4ap[i"  npoMe"  Ha XMBOTHMOT cTMii.
Cpefl"Te 6a3" BpeflHoc" Ha yiiec"LiMTe Bo nporpaMaTa (n=3,234 Bo TeK Ha 2.8 rof|M")
6MJie  50.6±10.7  roflMHM,   106.5±8.3  mg/dl  BpeAHocT  Ha  riJia3Ma  rJiyi(o3Ho  HMBo  Ha  rJlaAHo,
164.6±71.0  mg/dl  BpeAHocT  Ha  nJia3Ma  riiyKo3Ho  HMBo    ABa  iiaca  nocjie  opaJiHo  rJiMKo3Ho
onTOBapyBaHDe,   M   34.o±6.7   mg/m2   BMl.   MHTeH3MBHMTe   MHTepBeHL+MM   Bo  XMBOTHMOT  cTMJi,
KaKOM   ynoTpe6aTa   Ha   MeTcbopMMH   noKaxaiie   3HaHMTeJiHo   HaMajiyBaibe   Ha   pM3MKOT   oA

pa3BMBatbe  Ha  Ma"cpecTeH  AMja6eTec,  cnopeAeHo  co  niiaL+e6o,   58%(95%Cl  48-66%)  M
31%(95%Cl  17-43%),  cooABeTHo.
rlpeAHocTa  Ha  npoMeHMTe  Ha XMBOTHMOT cTMii  6MJia  noroJieMa  Kaj  nocTapMTe JiML+a.

:oa3HPMaecHTT#::4K:jroK:%Hr,Mcaofl3MH,a±r3°5n:a/am2i°oPcMHCoTBH°aAB:%:THMo:=°HTa::yKMoe3Ta¢n°opg::c:Monfleg.H6a.
11.0    mmol/I,    ocHOBeH    HbAIC   e/]Hai(oB    MJ"    noroiieM    oA   6.0%    MJ"    co    MCTopMja    Ha
recTaLiMCKM AMja6eTec.
3a Aa ce npeBeHMpa Ma"cpecTaLiMja Ha eAeH cJiyiiaj  Ha flMja6eTec 3a BpeMe Ha TPM roAM"
80  L|eJlaTa  nonyJiauMja  oA  nporpaMaTa  6.9  naLiMeH"  MopaJie  Aa  yilecTByBaaT  Bo  rpynaTa
co  MHTeH3MB"  npoMe"  Ha  XMBOTHMOT  c"n  M  13.9  riauMeH"  Bo  rpynaTa  Tpe"paHa  co
MeTcPopMMH.  Toili(aTa  Ha  noc"rHyBatbe  Ha  KyMyiia"BHa  MHLiMAeHLia  Ha AMja6eTec eAHaKBa
Ha 50% 6MJia oAJioxeHa 3a npM6J"xHo 3 roAM"  Kaj  rpynaTa Tpe"paHa co MeTq)OPMMH,  Bo
cnope46a co nJiaue6o rpynaTa.

CTyAMja   3a   cJieAeibe   Ha   nporpaMaTa   3a   npeBeHiiMja   Ha   flMja6eTecoT   (Diabetes
Prevention  Outcome  Study  -  DPPOS)  e  AoiiropoHHa  cTyflMja  3a  cJiefleibe  Ha  nporpaMaTa
Koja   BKJiyliyBa   noBeke   oA   87%   ofl   oPM"HaJiHaTa   nonyJiaLiMja   Ha   nporpaMaTa,   CO   ueJl
40JlropoHHo cjie/]erbe.
Mefy  y

He   6Mn 0

xMBb+H"oT cTMii.  rpy6o  M3pa3e"  npeBajieHUM  Ha flMja6eTec ce

DPPOS   (n=2776)   KyMyJia"BHaTa   MHLiMAeHLia   Ha  AMja6eTec  3a   15
Lie6o  rpynaTa,  56%  Bo  MeTcPopMMH  rpynaTa,  M  55%  Bo  rpynaTa  co

a   100  J"ua-roAM"  COo|]BeTHo   Kaj  yilec"LiMTe  Bo   rpy"Te  co
MHTeH3MB"   npoMe"   Ha   XMBOTHMOT   cTMii.    HaMaJiyBarbeTo   Ha

18%  (  o/]H6c  Ha  pM3MK  (HR)  0.82,  95%  Cl  0.72-0.93;  p=0.001)
H  M  27%-(  HR  0.73,  95°/o  Cl  0.65-0,83;  p=0.0001)  3a  rpynaTa  co

eH
xMBOT"o+  CTMJi,  cnopeAeHo  co  niiaLie6o  rpynaTa.  3a  arperaTeH

MCxoA  Co  Hecppona"ja,  pe"Hona"ja  MJ"  Heypona"ja,  McxoAOT
Mefy   rpynMTe,   Ho   noMefy  yiiecHMLLMTe   KOM   ce   yLIJTe   HeMaJie

pa3BMeHo     flMja6eTec     3a     BpeMe     Ha     DPP/DPPOS,      npeBaJieHuaTa     3a     arperaTeH
MMitpoBacKyJiapeH  Mcxon  6Ima  28%  noHMCKa  cnopefleHo  co  oHMe  KOM  pa3BMIie  fiMja6eTec

Pa3J"VeH

(OA.Hoc   Ha:   pin3MK   0.72,   95%   Cl   0.65-0.83;   p=0.0001).   HeMa   AocTari"   KOMnapa"B"
noAaTOL|M  3a   MeTq)OPMMH  3a  MaKpoBacKyJiap"   McxoAM   Kaj   naLiMeH"   co   lGT  M/M"   lFG
vi/Mi" n6KaileH  HbAI C.
06jaBe"Te pli3MK cpaKTopM 3a TMn 2 flMja6eTec BKjiyilyBaaT:  eTHMiiKo  noTeKJio oA A3Mja M"
Of|  uPHa  Paca,   803PacT  HaA  40  roflMHM,  AMcn""AeMMja,  xMnepTeH3Mja,   roja3HocT  M"
npeKyMepHa    TeJiecHa    TexMHa,     npBoCTeneHa    a)aMMJ"japHa    MCTopMja    Ha    AMja6eTec,
MCTopMja Ha recTaLiMCKM AMja6eTec MeJ"Tyc M cMHApoM  Ha noJ"LiMc"u" jaj"HM  (PCOS).
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Mopa  Aa  Ce  3eMaT  80  npeABMA  M  OA06pe"Te  HauMOHaJiHMTe  BOAM"  3a  HaMaJiyBarbe  Ha

pM3Mi(oT  M"  oAnonyBalbe  Ha  nojaBa  Ha  flMja6eTec  Mei"Tyc  TMn  2,  Itaj  Bo3pac"  roja3"
riaLiMeH"  cO  npeflMja6eTec.   naLiMeH"Te  cO  BMcOK  pM3MK  Tpe6a  fla  ce  MfleH"¢rKyBaaT
cnopeA  HaLiMOHaJiHMOT  BOAMu  3a  HaMaJiyBaH>e  Ha  PM3MKOT  M"  oAJloxp/Bafoe  Ha  noiaBa  Ha

AMja6eTec MerMTyc TMn 2,  Kaj  Bo3pac" roja3" naLiMeH" co npeAMja6eTec

TpeTMaH   Ha TMn 2 flMja6eTec MeJ"ryc
npocneK"BHaTa  paHAOMM3MpaHa  cTyAMja  (UKPDS)  "  noi(axa  /]oJiroTpaj"Te  npeAHoc"
Ha  MHTeH3MBHa  KOHTpoJia  Ha  rJiyK03aTa  Bo  KPBTa  Kaj   803pac"  naLiMeH"  co  npeKyMepL!a
TexMHa co /]Mja6eT TMn 2, Tpe"pa" co MeTd)OPMMH co 6p3o oono6oAyBaibe KaKo Tepa"i?
oA   npBa  J""ja   no   Heycnex  Ha  AMeTapHa  Tepa"ja..   AHaJ"3MTe   oA   Pe3yJITa"Te     Kaj
nauMeHTMTe  co  npeKyMepHa TexMHa Tpe"Pa"  Co  MeTdyopMMH  no  Heycnex  CaMo  co AMeTa
noKaxaa:

•      3HaiiajHo  HaMaliyBatbe  Ha  ancoJiyTHMOT  pM3MK  ofi  6MJio  Koja  KOMnJ"ItauMja  noBp3aHa

co   flMja6eTec   Bo   rpynaTa   co   MeTcPoPMMH   (29.8   onyilaM/1000   naLiMeH"   roAMuHo)
Hacnpo"  caMo  AMeTa  (43.3  cJiyiiaM/1000  naLiMeH"  roflMUHo),p=0.0023,  M  Hacnpo"
KOM6MHMpaHa  rpyna    co  cyiiq)o"tiypea  M  MHcyJ"H  MOHOTepa"ja  (40.1  onyiiaM/1000
naLiMeH"  roAMLiJHo,  p=0.0034;

•      3HailajHo  HaMaJiyBaLbe  Ha  ancoiiyTHMOT  pM3MK  oA  MopTai"TeT  noBp3aH  co  AMja6eTOT:
MeTcPopMMH  7.5  ciiyi+aM/  1000  riaLiMeH"  roAMLiJHo,  caMo  co  AMeTa  12.7  onyiiaM/1000
naLiMeH"  rofloLiJHo,  p=0.017;

•      3HaiiajHo  HaMaJiyBalbe  Ha  ancoJiyTHMOT  PM3MK  on  ceBKyneH  MopTaJ"TeT:  MeT¢opMMH
13.5    cjiyilaM/1000    naLiMeH"    roAMLUHo,    Hacnpo"    caMo   AMeTa   20.6   cJiyiiaM/1000
riaL+MeH"  roAMiilHo  (p=0.011),  M  Hacnpo"  KOM6M"paHa  rpyna  co  cyii¢o"jiypea  M
MHcyrMH  MOHOTepa"ja  18.9 onyi+aM/1000 naLiMeH"  roAMLi]Ho  (p=0.021);

•      3HaHajHO HaManyBatbe Ha ancony"oT PM3MK OA MMOKapfle"HcpapKT:  MeTcPoP"H  11
cjiyilaM/1000  naHMeH"  rofiMUJHo,  Hacnpo"  caMo  flMeTa  18  cJiyiiaM/1000    nauMeH"
r04MLLJHo  (p=0.01 )

npMf]o6MBKM    Bo  norJieA  Ha  KiiMHMiiKMTe  pe3yiiTa"  He  ce  3a6ejiexa"  Kora  MeTq)OPMMH  ce
KopMc"  KaKo JieK oA BTop M36op,  Bo KOM6MHaLiMja co cyiicpo"iiypea.

Kaj  TMn  1  AMja6eT  KOM6MHaL+MjaTa  MeTq)OPMMH  M  MHcy"H  e  ynoTpe6yBaHa  Kaj  ceiieRTMpa"
iiaLiMeHTM,    MefyToa    KJ"""    npMAo6MBI(M    ofl    oBaa    I(oM6MHaHMja    He    ce    ¢opMaJiHo

yTBPAe".

5.2 ®apMaKOKMHeTCKM oco6eHoc"

A6coDnL"ia:

Flo opaiiHa Ao3a Ha Ta6JieTa co npoAOJixeHo oono6oAyBalee,
e  3HaiMTeJiHo  oAJio}I(eHa  cnopeAeHo  co  Ta6ne"Te  co  6p3o OcJ106OAy

lJaca (Tmax 3a Ta6Jle"Te Co 6p3o ocJlo6o4yBaLbe e 2,5 iiaca).
Bo     steady     state     (nlia3Ma     KOHLieHTpaL+MMTe     Ha     HMBo     Ha     paMH

a-opMynariMjaTa     c6     6p3o     ocno6oAyBaibe,      Cmax     M     AUC      H
nponopHMOHaJiHo      Ha      aAMM"cTPMpaHaTa      Ao3a.      AUC      nocJie
ariMMH.M6TpauMja   Ha   2ooo   mg      MeTcpOpMMH   Ta6jie"   cO   npoAotixeH
;I.wiHHa  Ha  oLaa  3a6ejiexaHa  no  aAMM"cTpauMja  Ha  1000  mg  Ha  Me
dcJio6oflyBatbe  b.i.d.                                                                                                                        _  __,_  _.__

MHTepnepcoHaJiHaTa   BapMja6MJiHocT   Ha      Cmax   M   AUC   Kaj   MeTcPopMMH   Ta6iie"Te   co
--.' ----,---- __   -____ _

npoAOJi"e^Ho    oon06oflyBarbe    e    cnopeflJ"Ba    Co    oHaa    3a6enexaHa    Kaj    MeT¢opMMH
Ta6iieTMTe co 6p3o oono6oflyBalbe.
Kora  Ta6Jie"Te  co  iipoAOJixeHo  oono6oflyBatt>e  ce  fiaBaaT  Ha  rjiaflHo  AUC  ce  HaMaJiyBa
3a 30% (Cmax M Tmax ce HenpoMeHe")
XpaHaTa He B"jae Ha ancopnHMjaTa Ha MeTq)op"H co npoAOJixeHo ocno6oflyBalbe.
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He    e    3a6eJie}I(aHa    aKyMynaL+Mja    noone    noBTopyBaHa    aAMM"cTpaHMja    Ha    2000    mg
MeTcPopMMH Ta6iie" co npoAOJixeHo oono6oAyBaibe.

flMCTPM6vuMia:

Bp3yBarbeTo  3a   nlia3Ma   npoTeMHMTe  e  3aHeMapT"Bo.   MeTq)OPMMH  ce  paonpe4eJiyBa  Bo
epMTpOLiM"Te.   rlMKOT  Bo  KPBTa  e  noHM3OK  OA  nMI{oT  80  niia3MaTa  M  ce  nojaByBa  cKopo  Bo
MCTO     BpeMe.      upBeHure      KPB"      KiieTKM      HajBepojaTHO     npeTeraByBaaT     ceKyHAapeH
KOMnapTMaH  Ha  AMorpM6yL"ja.   rlpoceii"oT  BOJiyMeH  Ha  AMCTPM6yLiMja  ovd)  e  noMefy  63-
276 L.

MeTa6oi"3aM:

MeTcPoMMH  ce  M3JiaiiyBa  HenpoMeHeT Bo  ypMHaTa.  He  ce  MAeH"d)MKyBa"  MeTa6oJ""  I(aj
Jlyfe.

EnMMi"auMia:

PeHaJiHMOT   Ki"peHc   Ha   MeTq)OPMMH   Kaj   3ApaBM   JiMua   e   noroJieM   oA   4oo   mvmin,   LIJTo

yKa)KyBa   AeKa   MeTq)OPMMH   ce   ei"MMHMpa   co   rJioMepyJiapHa   cprmTpaLiMja   M   ry6yJiapHa
ceKpeHMja.  rlo  opaJiHa  Ao3a  BM/]J"B  KpaeH  noiiy>KMBOT  Ha  et"MMHaLiMja  e  npM6">Ki+o  6.5
|Iaca.
Kora  peHaJiHaTa  cpyHKLiMja  e  BiioLiJeHa,  peHariHMOT  Ki"peHc ce  HaMaJiyBa  nponopLiMOHaJiHo
co Toj  Ha  Kpea"HMHOT M  3aToa ej"MMHaHMOHMOT noJiy>KMBOT e  npoAon}KeH,  A0BeAyBajwi AO
3roJieMe"  HMBoa  Ha  MeTd)OPMMH  Bo  nJia3MaTa.

KaDaKTeDMc"KM Kai oneLIMd)Mv"  rov" Ha naLIMeH"

HaDvuvBalbe Ha 6v6ce>Ki+aTa d)vHKUMia

rloflaTOLiMTe    3a     ynoTpe6aTa     Ha     MeT¢OpMMH     Kaj     Hal+MeH"     cO    yMepeHa     peHaJiHa
MHcyq)MUMeHL+Mja    He    ce    AOBOJi"    M    Bepo/]ocToj"    3a    npoLieHKa    Bo    oBaa    noflrpyna
cnopeA6eHo co  naHMeH"  co HopMaJiHa  peHaiiHa a)yHL+Mja.  nopaAM Toa fio3aTa  Mopa Aa ce
nprmaroAM  3eMajkM  "  Bo  npeABMA  KJiMHMilKaTa  ecpMKacHocT M ToiiepaHLiMja  (BMAM fieJi 4.2).

5.3,  npeArmM"LiKM  noAaTOL|M 3a cMrypHOcTa Ha iieKOT

npeAK""iiKMTe  noAaTOHM  He  yKa>KyBaaT  Ha  cneL+Mjaji"  pM3MUM  3a  iiyfeTo  6a3MpaHo  Ha

6.2 MiJKona"6MnMM

HeMa

6.3. Pox Ha TpaeHbe

36 MeceuM
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6,4. CneLiMjaJiHM ycnoBM 3a  vyBaLbe

HeMa noce6" 6apaH5a 3a ycjioBMTe 3a iiyBaLbe.

6.5.  rlpMpoAa M co/]pxMHa Ha naKyBaibeTo

30 Ta6ne" Bo 6"cTepM cocTaBe" oA aJiyMM"yMcl(a a)ol"ja+ PVC-PVDC
(9o g/m2 ).  (3 x 10 Ta6ne")

6.6 ynaTCTBo 3a ynoTpe6a M paKyBarbe

HeMa noce6" 6aparba.  CeKoj HeynoTpe6eH npof|yKT MJ" oTnaAeH MaTepMjan Tpe6a fia
6MAe oACTpaHeT corjiacHo iioKaiiHMTe peryiia"BM.

7. HoCMTEii HA ofloBPEHME 3A cTABAibE Bo npoMET

Bapyc,
yJ|.  „C,(y"``, 6p.  57
1000 CKonje,
P. MaKeAo"ja

8. EPOJ HA PElllEHMETO

rJlyKO®A}K XP  1000 mg  PeLueHMe 6poj:  11-445/5 oA 15.03.2017

9. AATyM HA npBA pErMCTPAHMjA/ OEHOBA HA pErMCTPA
15.03.2017

io. nATyM HA pEBM3MjA HA TEKCTOT

07/2020
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