
3BMPEH  M3BELJJTAJ 3A OCOEMHMTE HA JIEKOT

1.  MME HA MEflMUMHci{MOT npoM3Bofl

rJlyKO®A}K XP 750 mg, Ta6Jie" co npoAoiixeHo oclio6o/]yBarbe

2. KBAnMTATMBEH  M  KBAHTMTATMBEH cOcTAB

EAHa Ta6neTa co npofloJlxeHo ocJio6oAyBarbe coApxM 750 mg MeT¢opMMH xMApoxJlopMA
uTo oAroBapa Ha 585 mg  MeTcPopMMH 6a3a.

3a  L+eiiocHa iiMCTa  Ha eKCL+MnMeHCM  BMAM  Bo Ben  6.1

3, ®APMALJEBTcl{M OBJIMI(

Ta6Jie" co npoAOJlxeHo ocno6oflyBaibe.

BeJ",  6Mi(oHBeKc" Ta6Jie" co a)opMa Ha KancyJia,  o3Haile" co `750' Ha eAHaTa cTpaHa M
co `Merck' Ha ApyraTa cTpaHa.

4.  KJIMHMHKM OCOBEHOCTM

4.1.  TepaneBTCKM  MHAMKaL|MM

•    HaMaJiyBait>e   Ha   pM3MKOT   M"   oArlo}KyBaibe   Ha   Ma"q)ecTaL|Mja   Ha   TMn   2  AMja6eTec
MeJ"Tyc   Kaj   Bo3pacHM,   roja3"   naHMeH"   co   npeAMja6eTec   (lGT   M/MJ"   lFG,   M/M"
noKaiieH  HbAIC *):

-      Kaj  KOM  MMa  BMcoK  pM3MK 3a  pa3BMBaH>e  Ha  TMn  2  AMja6eTec  Mei"ryc  (BMAM  AeJl

5.1)  M

-     Kaj  KOM  M  noKpaj  MHTeH3MB"  npoMe"  Ha XMBOTHMOT c"n   npMMeHe" oA 3 40 6

MeceuM,  ceyLi]Te MMa nporpecwia KOH TMn 2 flMja6eTec Mei"ryc

TpeTMaHOT   co   riiyKoq)ax   XP   Mopa   Aa   ce   6a3Mpa   Ha   npoHeHKa   Ha   pM3MKOT,    Koja
BrmyLiyBa     coo4BeT"     MepKM     Ha     I(oHTPoiia     Ha     rJ"KeMMjaTa     M     AOKa3    3a     BMCoK
KapflMOBacKyJiapeH  PM3MK (BMAM AeJi  5.1 ).

npoMe"Te   Ha   XMBOTHMOT  c"n   Tpe6a  Aa   ce   npoAOJixaT   M   oTi(alto   ke   ce  3anoHHe
TpeTMaHOT  co  MeTd)OPMMH,  ocBeH  AOKoriKy  naHMeHTOT  He  e  Bo  MoxHocT  Aa  npoAOJixM
oA  MeAMUMHCKM  ripMi"HM.

*  lGT=lm

I

•    TpeTM

Ha    rJl
I(oM6M

.  .§~*up.

4.2. J]o3Mpalbe M

e Tolerance-  HapyLLJeHa TOTiepaHL+Mia  Ha  rJiyKo3a

g Glukose - HapyLueHa rJiyKo3a Ha rJlaAHo

Mei"Tyc  Kaj  Bo3pacHM,  oco6eHo  Kaj  roja3"  naLiMeH"  80
eTa  M  Bex6M  Ce  HeAOBOJi"  3a  oAp}KyBaLbe  Ha  KOHTpoJiaTa
XP   Moxe   4a   Ce   KopMc"   Kar(o   MOHOTepa"ja   MI"   Bo

M aH"f]Mja6e"uM  MJiM co MHcyi"H.

Ha ynoTpe6a

Eo3uDaHbe:

3a ynompe6a caMo Kaj 8o3pacHu co HopMalTHa 6y6pexHa cbyHKuuja (GFR2±:90 mL/min)



MOHomepanuja  npu  HaMany8arbe  Ha  Pu3uKom  uiiu  oono>Ky8albe  Ha  MaHuct)ecmauuja  Ha
mun 2 0uja6emec Kaj 8o3pacHu, eoja3Hu nauueHmu co npeouja6emec

•    TpeTMaHOT    co     MeTq)OPMMH    Tpe6a    Aa    ce    3eMe    Bo    npeABMA    CaMo    AOKOJIKy
MHTeH3MB"   npoMe"   Ha   xMB0THMOT   C"n   80   nepM04   oA   3   Ao   6   MeceL+M   He

Pe3yJi"paJie co cooABeTHa KOHTpoiia Ha ri"KeMMjaTa
•    TpeTMaHOT  Tpe6a  4a  ce  3anoilHe  co  caMo  eAHa  Ta6neTa  rJlyr(ocpax  XP  500  mg

eAHau  Ha AeH co   BeiiepHMOT o6poK
•    rlocjie  10 flo  15 AeHa ce  npenopaiiyBa  npMiiaroAyBaibe  Ha f]o3aTa  Bo 3aBMCHocT oA

BpeAHoc"Te Ha  rJiyKo3a Bo KPBTa  (OGTTM/MJ"  FPG M/MJ"  HbAIC BpeAHoc"Te Aa
6MAaT  Bo  paMKM  Ha  HopMariaTa).  rlocTeneHo  3roJieMyBahoe  Ha  Ao3aTa  Moxe  Aa ja
noAo6pM  racTpo-MHTec"HaJiHaTa  TOJiepaHL+Mja.  MaKCMMaJiHaTa  npenopai+aHa  Ao3a
e 4 Ta6]ie" (2000 mg) e/]Hau Ha AeH co BeiiepHMOT o6poK.

•    Ce  npenopailyBa  pe/]oBHo  /]a  ce  ciie4M  (ceKOM  3-6  MeceuM)  rjiMKeMMCKMOT  cTaTyc

(OGTTM/Mi"  FPG  M/MrM  HbAIC  BpeAHoc"Te)  KaKo  M  pM3MK  cpaKTopMTe  3a  Aa  ce
npoL+e" AaJ" TpeTMaHOT Tpe6a Aa ce npoAOJlxM,  MOAMd)MLiMpa  MJ"  npeKMHe.

•    rloTpe6Ha   e   oAJiyl(a   noBTopHo   Aa   ce   npoL+e"   TpeTMaHOT   4oLtoriKy   hal+MeHTOT
IiocJie4oBaTeJIHo   npMMe"   noAo6pyBarba   Ha   M3xpaHaTa   M/M"   Bex6aLbeTo,   Mj"
AOKOJiKy  npoMe"   Ha  MeAMUMHci(aTa  cocToj6a  oBo3MoxyBaaT  noroiieMM   npoMe"
Ha  XMBOTHMOT cTMii.

MOHomepanuja u KOM6uHauuja co 6pyeu opaJ]Hu aHmuouja6emuuu:
•      Boo6MilaeHa  noiieTHa Ao3a e e4Ha Ta6neTa AHeBHo.
•     no  10 Ao  15 AeHa Ao3aTa Tpe6a /]a  ce  npMJiaro/]M   Bp3  ocHOBa  Ha  BpeAHoc"Te  Ha

rrMKo3aTa   Bo   KPBTa.   rlocTeneHo   3roneMyBatbe   Ha  Ao3aTa   Moxe  4a  ja   noA06PM
racTpoMHec"HaiiHaTa  TojiepaHHMja.  MaKCMMaJiHaTa  npenopailaHa AHeBHa Ao3a  e 4
Ta6Jie" Ha /]eH.

•     Ao3aTa  Tpe6a Aa  ce  3roJieMyBa  3a  500  mg  ceKOM  10-15 AeHa  Flo  MaL(cMManHa Ao3a
oA  2000  mg  eAHau  AHeBHo  co  Bellepa,  4oKOJiKy  KOHTpoJiaTa  Ha  r"KeMMjaTa  He  e
nocTMrHaTa   co   riiyKocpax  XP   2000   mg   eAHau  AHeBHo,   Tpe6a  Aa   ce   pa3rjieAa
MoxHocTa  3a  ynoTpe6a  Ha  rnyKocpax  XP  1000  mg  ABa  na"  AHeBHo,
3eMe"   Co   o6PoK.   floKoiiKy   rliMKeMMCKaTa   KOHTpoJia   ceyLijTe   He   e
iiauMeHTMTe  Tpe6a  Aa  6MAaT  npecppJie"  Ha  cTaHflapAHM  Ta6rie"  M
MaKCMMaJiHM Ao3M  oA  3000  mg AHeBHO.

•     Kaj  naLiMeH"  KOM  ce  Beke  TpeTMpa"  co  Ta6ne"  MeT®opMMH,  nou
riiyKocpax  XP  Tpe6a  Aa   6MAe  eKBMBalieHTHa   Ha  AHeBHaTa  4o3a
Ta6iie"  co 6p3o ocJio6oAyBaitie.  Kaj  Hal+MeH" TpeTMpa"  co Ao3M
Had 2ooo mg AHeBHo,  npeMMHyBarbeTo Ha riiyKocpax XP He ce npeno

•     4oi(oJiKy  Tpe6a  Aa  ce  cMeHM  TpeTMaHOT    oA  eAeH  aH"4Mja6e"iieH
npeKMHeTe    ro    /]py"OT    iieK    M    rmMLiMpajTe    ro    rjiyKOcpax    xp    cO
HaBeAeHOTo Ao3MpaLbe.

•     rjiyKo¢axxp 750 mg   M  rjiyKod)axxp  1000 mg   ce HaMeHeT 3a naLiMeH" KOM Beke
ce Ha TpeTMaH co Ta6Jie" MeTq)OPMMH (co npoAOJixeHo MJ" 6p3o oono6o/]yBaLbe).

•     flo3aTa  Ha  riiyKod)ax  XP  750  mg  M"  riiyKocpax  XP  1000  mg    Tpe6a  Aa  6MAe
eKBMBaJieHTHa  Ha  AHeBHaTa  Ao3a  Ta6ne"  MeTcPopMMH  (co  npoAOJixeHo  MJ"  6p3o
ocJio6oAyBaLbe),   Ao   MaKCMMaJIHa   flo3a   oA   1500   mg   MJ"   2000   mg,   cooABeTHo,
4aAeHa co BeiJepHMOT o6poK.

KOM6uHauuja co uHcyj]uH:
MeTq)OPMM,`H   M   MHcyJ"HOT   MoxaT  Aa   ce   KopMCTaT   Bo   KOM6M"paHa   Tepa"ja   3a  Aa   ce
nocTMrHe   rio/]o6pa   KOHTpojia   Ha   KPBHaTa   rJ"KeMMja.    Boo6MilaeHaTa   noiieTHa   Ao3a   Ha
rjiyKocpax  XP   e   eAHa   Ta6iieTa   AHeBHo,   AOAeKa   flo3MpaH>eTo   Ha   MHcyJ"HOT   e   cnopeA
BpeAHoc"Te Ha KPBHaTa r"KeMMja.
Kaj  naLiMeH"  KOM  ce  TpeTMpaHM  co  MeTcPopMMH  M  MHcyt"H  Kaito  KOM6M"paHa  Tepa"ja,

f]o3aTa    Ha    riiyKocpax   XP    750    mg    MJ"    rJiyKoq)ax   XP    1000    mg   Tpe6a   Aa   6MAe
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eKBMBaJieHTHa  Ha  AHeBHaTa  qo3a  flaAeHa  co  MeTcPopMMH  Ta6Jie",  Ao  Mai(CMMaJiHa  A03a
ofl  1500  mg  MJ"  2000  mg,  CooABeTHo,  AaAeHa  co  BeliepHMOT  o6PoK,  AOAeKa  Ao3aTa  Ha
MHcyJ"H   Tpe6a   Aa   ce   npMJlar04M   BP3   ocHOBa   Ha   Bpe4Hoc"Te   o4   M3MepeHaTa   KPBHa
rJ",(eMMja.

nocmapu J]uua:
3apa/]M   noTeHHMjaJioT   oA   HaMaJieHa   6y6pexHa   cpyHKLiMja   Kaj   nocTapM   JiMLLa,   4o3aTa   Ha
MeTq)OPMMH Tpe6a Aa ce  npMJiaroAM  Bo 3aBMCHocT oA 6y6pexHaTa  a)yHKLiMja.  Heonxo4Ha e

peAOBHa  npoueHKa  Ha 6y6pexHaTa a)yHl(HMja  ( BMAM 4.4)

KopMCTa  oA  TpeTMaH   Ha   npeAMja6eTCKa  xMneprJ"KeMMja   He  e   no3HaTa  Kaj   iiaHMeH"   Ha
803PacT 0/I M   nocTapM  oA 75  roAM"  (BMAM AeJi 5.1)  M cnopeA Toa  Kaj  oBMe naLiMeH"  He Ce
npenopaHyBa  M"LiMjauMja Co  MeTcPopMMH  (BMAM Hen 4.4)

BapyuJeHa 6v6DexHa cbvHKuuja

rloTpe6Ho   e   Aa   ce   HanpaBM   npoHeHKa   Ha   GFR   npeA   3anoiiHyBatbe   Ha   TpeTMaH   co
npoM3BOAM  KOM  co/]pxaT  MeTcPopMMH  M  HajMaiiKy  eAHau  roAMLi]Ho  noToa.  Kaj  naLiMeH"  co
3roJieMeH   pM3MK  3a   noHaTaMOLiJHa   nporpecMja   Ha  6y6pexHo   Hapyi]JyBaibe   M   Kaj   nocTapM
naLiMeHTM,  Tpe6a  noiJecTo Aa  ce  BPLLJM  npoBepKa  Ha  6y6pexHaTa  cpyHKLiMja,  Ha  np.  Ha  ceKOM
3-6 MeceuM.

4.3. HAMI{auMM

•      rlpeiiyBCTBMTeliHOcT Ha  MeT¢OpMMH  Mj"  Ha  HeKOM  OA eKcuMnMeHTMTe  HaBe4e"  80

AeJloT 6.1
•      CeKaKOB TMn  Ha  aKyTHa  MeTa6oJiHa  aLiMAo3a  (KaKo JiaKTMilHa aHMAo3a,   AMja6e"lIHa

KeToaLiMAo3a )  ,
•     J]Mja6e"uHa npe-KOMa.
•      TeuKa  peHanHa  MHcyq)MLiMeHL+Mja  (GFR <  30  ml/rnin).
•     AityT" cocToj6M   co noTeHUMjan 3a npoMeHa Ha PeHariHaTa cpyHKHMja   KaKo LiJTo Ce:

-       /]exMApaTaL|wia
-       TeuKa  MHcpeKLiwia
-          LIJOK.
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3a6oriyBaiba  KOM  MoxaT Aa  npeAM3BMKaaT xMnoitcMja  Ha TKMBaTa  (oCo6eHo aKyT"
3a6ojiyBaLba,  Mi"  BjioLuyBatbe Ha xpoHMiiHa 6oiiecT) itaKo LijTo ce:
-       AeKOMneH3MpaHa  cpLieBa  MHcycpMUMeHLiMja

-       pec"paTopHa  MHcyd)ML|MeHL|Mja
-       HeoAaMHeueH  MMOKapAMjaneH  MHd)apKT
-         LuOK.

•      xenaTai"a MHcycpMLiMeHLiMja,  aKyTHO Tpyefoe co aiiKOxoji,  aJiKOxoi"3aM.

4.4, CneL|MjaJiHM npeAynpeAyBalba M npeTna3i"BocT npM ynoTpe6a

JlaRTMLiHa auM4o3a  :

JlaKTMiiHaTa aun03a,  MHory peTKa,  HO cepM03Ha MeTa6Oj"ilHa KOMmMKaLiMja,     HajilecTO ce

jaByBa   Rpm   aKyTHO   BiioLLlyBatbe   Ha  6y6pe>KriaTa  cpyHKL+Mja   rmM   npM   KapAMOpec"paTOpHa
6OjiecIT   M]"   cenca.    npM    aKyTHOTO   BiioLiiyBaibe   Ha   6y6pe>i<+IaTa   cpyHKi+Mja       ce   jaByBa
anyMyjiauMja  Ha  MeTcpOpMMH  Li]TO  ro  3rojieMyBa  pM3MKOT  OA  nojaBa  Ha  iiaKTMiiHa  aLiMA03a.
Bo  onyiiaj   Ha  AexMApaTaLiMja  (cepMo3Ha  AMjapeja  rum  noBpafatbe,  TpecKa  rum  HaMatieH
BHec  Ha  TeilHoerM),   MeTcpOpMMHOT  Tpe6a  ripMBpeMeHO  Aa  ce  npeKMHe  M  ce  npenopai+yBa
KOHcyjiTaL+Mja  cO 34paBCTBeHO J"Lie.
TpeTMaH    co    MeAML"HCKM    npoM3BOAM    KOM    Mo>KaT    aKyTHo   Aa   ja    BiioLuaT   6y6pexHaTa

a)yHKHMja   (KaKo   aHTMXMnepTeH3MBM,   AyMpe"HM   M   HCAMJl)   Tpe6a   qa   ce   3anoHHyBa   co
BHMMaHMe   Kaj   riaL"eH"   KOM   ce  Tpe"paaT  co   MeTcPopMMH.   flpy"   pM3Mu"   cpaKTopM  3a
nojaBa  Ha  iiaKTMiiHa  auno3a  ce  nperoJieM  BHec  Ha  aiiKOxoii,  xenaTajiHa  MHcyq)MLiMeHLiMja,
HecooABeTHo   KOHTpoJ"paH  AMja6eTec  KeTo3a,   npo/]oJi}i(eHo   rJiaAyBaibe   M   crme  cocToj6M
noBp3a"   cO  xMnoKCMja,   KaKO   M   MCTOBpeMeHoa  ynoTpe6a   Ha   Me4MquHCKM   npoM3BOAM   KOM
Moue Aa  npeAM3BMKaaT JiaKTMilHa  auMAo3a  (BMAM AeJi 4.3  M 4.5).
rlaHMeH"Te   M/MI"   cTapaTeJ"Te   Tpe6a  Aa   ce   MHd)opMMpaaT  3a   pM3MKOT  ofl   nojaBa   Ha
jiaKTMiiHa    auM/]o3a.    JlaKTMiiHaTa    ai+Mqo3a    ce    KapaKTepM3Mpa    co    aHMAOTHa    AMcnHea,
a6AOMMHaiiHa  6oJiKa,  rpHeBM  Bo  MycyKMTe,  acTe"ja  M  xMnoTepMMja  npooneAe"  co  KOMa.
Bo. .cjiyuaj   Ha   nojaBa   Lla  coMHMTej"   cMMnTOMM   nauMeHTOT  Tpe6a  Aa

mm-o-VL)  M 3roJieMeH  aHjoHcitM ja3  M  oAHoc Ha JiaKTa"/ nMpyBa".

PeHaJiHa d)vHKuiiia:

npeKMHe  Aa  3eMa

MeTcpc;pMinH    M   +I-a    n06apa    MTHa    MeAML+MHCKa    noMOLLi.    flMjarHOc"HKMTe

HaoAM  ce  HaMaJieHo  pH  Ha  KPBTa  (<  7.35),  3roJieMeHo  HMBo  Ha  tiaKTa"

Tpe6a  Aa  ce  HanpaBM  npoLieHKa  Ha  GFR  npeA  3anoiiHyBaibe  .Ha  TpeT
n6Toa,  -EMf|M   AeJi -4.2.   MeTd)OPMMHOT   e   KOHTpaMHAMHMpaH   itaj   naLiMeH

mL/min  M  Tpe6a  npMBpeMeHo  Aa  ce  npeKMHe  npM  ycJioBM  Bo  KOM  ce  MeHyB

dyyHKL|Mja,  BMAM AeJi  4.3.

CDiieBa d}vHKuiiia

Hal+MeH"  cO  cpLieBa  Ona6OcT  MMaaT  IioroiieM  pM3MK  OA  nojaBa  Ha  xMnooKCMja  M  peHajiHa
MHcyq)MUMeHLiMja.   MeT¢opMMH   Mo}i{e  fla   ce   KopMCTi/I   I(aj   naHMeH"   co   CTa6rmHa   cpueBa
ona6ocT,  co peAOBHo oneAerbe Ha  peHaJiHaTa M CPLieBaTa a)yHKHMja.

MeTd)OPMMH  e  KOHTpaMHqMHMpaH  Kaj  Hal+MeHTM  co  aKyTi+a  M  HecTa6MiiHa  cpL`eBa  ona6ocT

(Bram 80 AejioT 4.3).

nocTaDM iiMLra:
3apaAM   oxpaHMiieHOCT  Ha   noAaTOuM   3a  TepaneBTci(aTa   ecbMKacHocT  3a   HaMaJiyBarbe   Ha

pM3MKOT  ofl  M"  offlonyBaHDe  Ha  flMja6eTec "n  2  Kaj  naHreHT!i  Ha  Bo3pacT  oA  75  roAM"
Mi"  iiocTapM,  Kaj  oBMe  naHMei+Ti/I  He ce  npenopaiiyBa  MHMUMiauMia co  MeTcPopMMH.
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AqMMi"cTDMDaibe iia itoliTDacTI" cDencTBa I(oM co4D>i{aT joA.i

MHTpaBacKyJiapHa   aAMM"cTpaquja   Ha   KOHTpacTHM  Cpe4CTBa   I(OM   coAP}KaT  joA  M0ue  Aa

AOBeAe    Ao    KOHTpacTiio    MmyuMpaHaHed)pona"ja,    pe3yji"pajkM    co    aKyMyTiaLiMja    Ha
MeTcPopMMH  M  3roiieMeH  pM3MK  oA  TiaK"iiHa  aLiMfio3a.   MeTd)OPMMH  Tpe6a  Aa  ce  npeKMHe
npefl  rum  3a  BpeMe  Ha TecTMpaibeTo  M  He Tpe6a Aa  ce  npoAOJi>KM  co Tepa"jaTa  HajMaiiKy
48 vaca  no TecTMpaLbeTo,  oTKal(o  ke ce  npoL|e"  peHanHaTa  a)yHL|Mja  M  ce  noTBp4M 4eKa  e
cTa6MnHa,  BMA AeJioBM  4.2  M 4.5.

XilDVDulKil 3ad)aTM:

3eMaibeTo   Ha   MeTcPopMMH   Mopa   Aa   ce   npeKMHe   npeA   oApe/]eH   xMpypLiJKM   3aq)aT   nod
oliLUTa,  onMHaJiHa  rmM  enMAypaJiHa  aHecTe3wia.  Tepa"jaTa  Moke  noBTopHo Aa  ce 3arloilHe
He  nopaHo oA 48 iiaca  no xMpypuKMOT 3aq)aT M"  no  noBTopHo 3eMaLt>e Ha xpaHa opaJiHo M
caMo  AOKOJIKy  e  HanpaBeHa  npoL+eHKa  Ha  peHaJiHa  ¢yHKUMja  M  ce  noTBPAM  AeKa  MCTaTa  e
cTa6MnHa.

4DV" nDeAvnDe4vEraita

cMTe   naLiMeH"   Tpe6a   /]a  ja   npe/]Oii>itaT   cBoi.aTa   AMeTa   cO   coofiBe"O   BHecyBatbe   Ha
jarJiexM4pa"  Bo TeKOT Ha AeHOT.
rlaL+MeH"Te    co    npeKyMepHa    Te}i{MHa    Tpe6a    Aa    npoAoii}KaT    co    HMBHaTa    eHepreTCKM

peerpMK"BHa /]MeTa.
Boo6MilaeHMTe  iia6opaTopMCKM  TecTOBM  3a  itoHTpoJia  Ha  fiwia6eTecoT  Tpe6a  Aa  ce  BPLIJaT

pe4OBHO.

MeTcpOpMMHOT   3eMeH   caM   HMKorau   He   npeAM3BMKyBa   xMnorrMKeMMja,    Ho   MOpa   fla   ce
BHMMaBa      Kora     ce      KopMc"      Bo      KOM6MHaLiMja     co     MHcyJ"H      MJ"     qpy"     opaJi"
aH"AMja6e"LiM(np.  npenapa" Ha cynd)o"Jiypea M MerJiurM"flM).

JlyLLi"   oA  ,Ta6neTaTa   Mo>Ke   4a   ce   nojaBaT   Bo   cpeLiecoT.    rlauMeH"Te   Tpe6a   Aa   ce

Bo CJlyiiaM  Ha:  rJiaflyBaibe,  HeyxpaHeToCT MJiM xenaTaJi" HapyLi]yBaLba.

KOHmpacmHu cpeocm8a co joo :

MeTq)OPMMH  Tpe6a Aa  ce  npeKMHe  npeA  M"  3a  BpeMe  Ha  Tec"paibeTo  M  He Tpe6a Aa  ce
npoAOJixM   co   Tepa"jaTa   HajManKy   48   iiaca   no   TecTMpaLbeTo,   oTKaKo   ke   ce   npoLie"
peHaJIHaTa  cpyHHMja  M  ke  ce  noTBPAM AeKa  e  CTa6MJiHa,  BMAM AeJioBM 4.2  M 4.4.

KOM6MHauMM  I{aj  I{oM  e  noTDe6Ha  nDeTna3nMBocT _:_

HeKOM  Mefl'MUMHCKM  npoM3BOAM  Moxe  HeraTMBHo  Aa  BJ"jaaT  Ha  6y6pexHaTa  CpyHKL+via  LiJTo
Moxe j]a  ro  3roJieMM  pM3MKOT oA  nojaBa  Ha JiaKTMilHa  aLiMAo3a,  Ha  np.  HCAMJl,  BKJiyiiyBajkM
CJieKTMB"    LiMKiiooKCMreHa3a    (COX)    11    MHXM6MTopM,    ACE    MHXM6MTopM,    aHrMOTeH3MH    11

peL+enTop"    aHTaroHMc"    M    AMype"LiM,    oco6eHo    flMype"uM    Ha    neTeJiKa.    Kora    Ce
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3anoiiHyBa   ynoTpe6a   Ha   TaKBM   npoM3BOAM   Bo   KOM6MHaLiMja   co   MeTcPopMMH,   noTpe6Ho   e
BHMMaTeJiHo cJieAeLbe Ha 6y6pexHaTa ®yHKLiMja.

MeouLiuHCKume      npenapamu      co      npupo6Ha      xunepei]uKeMuvHa      aKmu8Hocm`      (np.
a]TyKOKopmuKou6u (cucmeMCKa u I]oKai]Ha aoMUHucmpauuja)  u CuMnamoMUMemuuu):

rloTpe6"   ce   noilec"    KOHTpo"   Ha   KPBHaTa   rj"KeMMja,   oco6eHo   Ha   noileTOKOT   Ha
TpeTMaHOT.   floi(oJiKy   e   noTpe6Ho   npMiiaro/]eTe   "   Ao3MTe   Ha   MeTd)OPMMH   Bo   TeitoT   Ha
Tepa"jaTa co Apyr JieK Ce Ao HeroBOTo npeKMHyBaibe.

OpaaHCKu KamjoHCKu mpaHcnopmepu (OCT)

MeTcPopMMHOT e cy6cTpaT 3a /]BaTa TpaHcnopTepM OCTI  M OCT2.
MCTOBpeMeHa  aAMM"cTpaL+Mja  Ha  MeTd)OPMMH  Co:

•      MHXM6MTopM   Ha   OCT1   (KaKo   BepanaMrm)   Moxe  Aa  ja   HaMai"   ecpMKacHocTa   Ha
MeTq]OpMMHOT

•      MHAyKTopM        Ha        OCT1         (KaKo        pMcpaM"L+MH)        Moke        Aa        ja        3roJieMM
racTpoMHTec"HariHaTa ancop6LiMja  M ed)MKacHocTa  Ha  MeTcPopMMHOT.

•      MHXM6MTopM          Ha          OCT2          (KaKo          LiMMeTMAMH,          fioiiyTerpaBMp,paHOJia3MH,

TPMMeTonpMM,BaHAeTaHM6,     McaByKOHa3oJi)     Moxe     Aa     ja     HaMat"     peHaJiHaTa
eJ"MMHaLiMja  Ha  MeT¢opMMH  M  TaKa /]a AOBeAe Ao  3roJieMyBaibe  Ha  iiJia3MaTCKaTa
KOHL+eHTpauMja  Ha  MeTcpopMMH.

•      MHXM6MTopM    Ha    OCTI    M    OCT2    (KaKo    I(pM3o""6,    oJianapM6)    MoxaT   Aa   ja
npoMeHaT ecbMKacHocTa  M  peHaJiHaTa e"MMHauMja  Ha  MeTcPopMMH.

CnopeA Toa ce npenopaiiyBa  BHMMaHMe,  oco6eHo Kaj iiaL+MeH" co 6y6pex" HapyLi]yBafoa,
Kora  oBMe  lieKOBM  ce  aAMMHMCTPMpaaT  MCTOBpeMeHo  Co  MeTcbopMMH,  6M4ejkM  Moxe  Aa  ce
3roJieMM     KOHLieHTpaLiMjaTa     Ha     MeTd)OPMMHOT     Bo     nJia3MaTa.     floKOJiKy     e     noTpe6Ho,
npMiiaro/]yBaLbe  Ha  Ao3aTa  Ha  MeTcPopMMHOT  Moke Aa  ce  3eMe  Bo  npeABm  6MAejkM   OCT
MHXM6MTopMTe/    MHAyKTopMTe    Moxe    Aa    ja    npoMeHaT    eq)MKacHocTa    Ha    MeTcbopMMHOT,
oco6eHo Kaj  nauMeH" co 6y6pe>KHM  HapyLuyBaitia.

4.6. nnoAHocT, 6peMeHocT M 4oeibe

BDeMeHoer
HeKOHTpoi"paH AMja6eTec 3a  BpeMe  Ha 6peMeHOcT (3a  BpeMe  Ha  recTauMja
Bo   TeKOT   Ha   ueiia   6peMeHoCT)   e   noBp3aH   Co   3roJieMeH   pM3MK   oA   riojaBa
a6HopMajiHoc"  M  nepMHaTaiiHa cMPTHocT.
Orpa-HMHe"Te  no4aTOL+M  o4 ynoTpe6a  Ha  MeTd)OPMMH  Kaj  6peMe" xe"  He yKa
3r6rieMeH    pM3MK    oA    KOHreHMTan"    a6HopMaJiHoc".    Mc"TyBaLbaTa    Kaj    XMBOTH
noKaxaiie  Li]TeT"  ed)eRTM  oA  acneKT  Ha  6peMeHocTa,  eM6pMOHaJieH  M"  a)eTaJieH  pa3Boj,
nopoAyBatbe M" nocTHaTaJieH  pa3Boj.  (BMAM 5.3)
Kora    naLiMeHTOT    nJiaHMpa    6peMeHocT   MJ"    Bo   TeK   Ha    6peMeHocTa,    ce    nperTopaiiyBa
AMja6eTecoT Aa He 6MAe Tpe"PaH co MeTq)OPMMH,  HaMecTo Toa Aa ce KopMc" MHcyi"H 3a
oApxyBaibe   Ha  HMBOTo   Ha   KPBHa  rJiyKo3a   Bo  HopMaJi"   rpaHMLiM  co   LieJi  Aa  ce  HaMaj"

PM3MKOT o4  MaJicpopMaHMM  Kaj  cpeTycoT.

floelee
MeTq)OPMMH  ce eKci(pe"pa  Bo  MajiMHOTo  MJieKo.  He  ce 3a6eJiexa"  HecaKaHM AejcTBa  Kaj
+]6e"Te  HOBopoAeH"tba/AoeHi"baTa.   CenaK,   6MflejkM  ce  flocTan"  caMo  orpaHMHe"
noAaTOHM,  Aoerbe  He  ce  npenopailyBa  3a  BpeMe  Ha  TpeTMaHOT  co  MeTcPopMMH.  Tpe6a  Aa
Ce  floHece{>OflJlyKa  AaJ"  fla  ce  npel(i"e  f|oetbeTo,  3eMajKM  ro  Bo  npeABMA  6eHecpMTOT  oA
AoerbeTo M noTeHL|MjaJi"oT pM3MK oA HecaKa" AejcTBa 3a AeTeTo.

rijioflHOcl
niioAHOcTa    Ha    Mau]KM    M    xeHCKM    cTaopLtM       OA   McnMTyBaibe    cO    MeTcppOMMH    He   6Miia
npoMeHeTa  npM  aAMM"cTpaL+Mja  Ha A03M  BMCoKM AO 600  mg/kg/AeH,  uJTo  e  npM6J"xHo TPM

6/12



na"   noBefe   oA   MaKCMMaiiHaTa   AHeBHa   Ao3a   npenopaiiaHa   Kaj   tiyfe   Bp3   ocHOBa   Ha
Cnope46a  Ha TeJiecHaTa  noBPLLJMHa.

4.7. Eq}eRTM Bp3 cnoco6HocTa 3a ynpaByBaibe co Bo3MJia i4 MauMHM

MeTq)oPMrm  KaKo  MOHOTepa"ja  He  npef]M3BMKyBa  xMnori"KeMMja  M  3aToa  HeMa  HMKaKOB
eq)eKT BP3 cnoco6HocTa 3a ynpaByBaLbe co  Bo3Mjia  M  MaLliMHM.
CenaK   naLiMeHTMTe Tpe6a 4a 6MAaT npeAynpe4e" 3a MoxeH pM3MK o4 xMnorJ"KeMMja  Kora
MeTcPopMMH     ce     npMMeHyBa     Bo     KOM6rmaL+via     Co     Apy"     aH"flMja6e"ii"     areHCM

(cyticpoHrmypea npenapaTM,  MHcyJ"H M" Mer"HM"AM)

4.8. HecaKa" AejcTBa

Bo nocTMapKe"HruJitMTe  noAaTOLiM  M  KOHTpoJ"pa"  KJiMHMHKM  cTyAMM,  HecaitaHMTe ecpeRTM
npMjaBe" itaj naLiMeH" TpeTMpaHM cO riiyKoq)ax xp   ce cTIMii" no npMpOAa M TexMHa cO
oHMe 3a6eiiexa" Kaj naLiMeH" TpeTMpa" co riiyKocpax co 6p3o ociio6oAyBatbe.
3a BpeMe Ha   noiieTOKOT Ha TpeTMaHOT   Hajvec"  HecaKaHM 4ejcTBa Ce ra4eLbe,
noBpakaLbe, 4Mjapea,  a64oMMHanHa 6onKa M 3ary6a Ha aneTMT,  M  Bo HajroneM 6poj  Ha
cJiyHaM  cnoHTaHo  Mcile3HyBaaT.

Moxe /]a ce nojaBaT cJie4HMTe HecaKaHM 4ejcTBa npM TpeTMaH co rjiyi(oq)ax XP.
®peKBeHL+MjaTa e 4eq)M"paHa  KaKo LiiTo clie4M:  MHory iiec" >1/10;  vec" 21/100,  <1/10;
HeBoo6Miiae" 21/1,000,  <1/100;  peTKM 21/10,000,  <1/1,000;  MHory peTKM <1/10,000,

Bo  ceKoe  rpynMpaibe  no  a)peKBeHTHoCT,  HecaKaHMTe AejcTBa  ce  npeTCTaBe"  no  PeAOCJleA
Ha HaMarlyBaLbe Ha cepMo3HocTa.

MeTa6oi"3aM  M HapviJJVBarba Bo McxDaHaTa:

MHoay pem_¥u:

•      HapyulyBaH>a  Ha BKycoT

racTDOMHTecTMHaiiHM  HaDVLI]vBaLba:

MHoay uecmu:
•      racTpoMHTec"HamM  cMMnTOMM  KaKo  raAetbe,  noBpakaLbe,  AMjapea,  a6floMMHaJiHa

6oiiKa  M  ry6eH>e  Ha  aneTMTOT.  oBMe  HecaKaHM  4ejcTBa  ce  nojaByBaaT  MHory  iiecTO
Ha  noHeTOKOT  Ha Tepa"jaTa  M  cnoHTaHo  Mcile3HyBaaT  Bo  HajroiieM  6poj  Ha  onyiiaM.
rlocTeneHo  3roJieMyBaibe  Ha  Ao3aTa  Mo>Ke  Aa  ja  noAo6pM  racTpoMHTec"HaJiHaTa
Tonepa6MnHocT.

XenaTo6MJ"iaDHM  HaDVLiJVBaiba:
..

MHoey pemKu:
•      M3oJ"pa"  M3BeuTaM  3a  a6HopMaJiHoc"  Ha  xenaTaiiHMTe  cpyHKLiMOHaii"  TecTOBM

MiJ" xenaTM"c KOM ce noBiieKyBaaT no npeKMH  Ha Tepa"jaTa co MeTcPopMMH.
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_HaDyLLJVBaLba  Ha  KOxaTa  M  cv6KVTaHOTo  TKMBo:

MHoey pemKu:
•     Kox" peaKL|" KaKo upBe"no, iieLuaibe, yp"KapMja

rlpMiaBVBarbe Ha HecaKa" i]eicTBa

npMjaByBaLbe     Ha     HecaKaHM    AejcTBa     no    pe"cTpaLiMjaTa    Ha    JieKOT    e    BaxHo.     Toa
oBo3MonyBaHo  nocTojaHo  ciieAetbe  Ha  npMAo6MBKMTe   M   pM3MKOT  oA  ynoTpe6a  Ha  iieKOT.
Me4MHMHCKMTe   pa60T"LLM   ce   noBMKaHM   /]a   "   npMjaBaT   cMTe   Hecal(a"   AejcTBa   npeKy
HaLiMOHaTi"oT cMCTeM 3a ¢apMaKOBM"IiaHL+a Ha  Peny6J"Ka MaKeFLo"ja.

4.9 llpeAo3Mpalbe

J]ypM  M  npM  BMcoKM Ao3M oA 85 g  He e 3a6enexaHa xMnor"KeMMja  MaKo Bo oBMe oKojiHoc"
MMaJio  nojaBa  Ha  iiaKTMHHa  aLiMAo3a.  BMcoKM  npeKyMep"  Ao3M  MJiM  npMApyx"  pM3ML+M  Ha
MeTq)OPMMH   Moxe  /]a  4oBeAaT  A0  JlaKTMiiHa  aHMA03a.   JlaKTMUHaTa   aHMAo3a  e  ypreHTHa
cocToj6a  Koja  6apa  MHTepBeHUMja  Bo  6oJiHMiiKM  ycr]oBM.  Haj/]o6ap  HaiiMH  3a  oTCTpaHyBaLbe
Ha jiaKTaTMTe  M  MeTcPopMMHOT   e co xeMoflMjaJ"3a.

5. ®APMAI(OJloLJJKM OCOBEHOCTM

5.1. ®apMaKOAMHaMcl{M oco6eHoc"

OPAJIHM AHTM4MJABETML+M

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

MeTd)OPMMH  e  6MrBa"A  co  aH"xMneprrMKeMMHeH  ed)eKT,  HaMajiyBajkM  ja  M
nocTnpaH4MjanHaTa  riJia3MaTCKa  itoHueHTpaLiMja  Ha  rJiyKo3a.   He  cTMMy."pa  ce
MHcyi"H  M 3aToa  He  npeAM3BMKyBa xMnor"KeMMja.

MexaHM3aM  Ha 4eicTBo

MeTd)OPMMH  Moxe Aa /]eJiyBa  npeKy 3  MexaHM3MM:
•      HaMaJiyBaibe     Ha     co3AaBarbeTo     Ha     rJiyKo3a     Bo    xenapoT    co     MHXM6MHMja    Ha

riiyKOHeoreHe3aTa M  rliyKoreHoj"3aTa.
•      Bo MycKyj"Te  ,  co 3rojieMyBaLbe Ha  MHcyJ"HCKaTa ceH3MTMBHocT,  co noAo6PyBartie

Ha  nepMd)epHOTo  ripe83eMaibe  M  MCKopMCTyBalt>e  Ha  riiyKo3aTa
•      M 3a6aByBahae Ha MHTec"HaiiHaTa ancopnLiMja Ha riiyK03aTa.

MeTd)OPMMH ja  cTMMyJ"pa  MHTpaL|eJiyJlapHaTa  CMHTe3a  Ha  riiMKoreH AeJiyBajkM  Ha  rJiMKoreH
cMHTe3aTa.
MeTd)OPMMH   ro   3roJieMyBa   TpaHcnopTHMOT   KanaLiMTeT   Ha   cMTe   TMnoBM   Ha   MeM6paHCKM
TpaHcnopTepM   Ha rJiyKo3a  (GLUT).

®aDMaKo4MHaMMilKM  ed)eKTu

Bo     KjiMHMiiKiATe     McnMTyBaLba,      riiaBHMOT     HerrMKeMMCKM     ecpeKT     npM     ynoTpe6aTa     Ha
MeTcPopMMH e cTa6MJiHa TejiecHa TexMHa M" Maria 3ary6a Bo TeJiecHaTa TexMHa.

Kaj  jiyFe,   He3aBMCHO  On  HeroBOTO  Bj"jaHMe  Ha  rT"KeMMjaTa,   MeTcpOpMMH  MMa  n03MTMBeH
ecpeKT  Ha  MeTa6oJ"3MOT  Ha  JiimMAMTe.  oBa  e  AeMOHCTPMpaHo    npM  TepaneBTCKM  Ao3M  Bo
KOHTpoJ"pa"    cpeAHM    MJ"   AOJiroTpaj"    KJiMHMilKM    McnMTyBaiba:    MeTdyopMMH    co   6p3o
oclio6o/]yBaH>e   ro    HaMaliyBa   BKynHMOT   xoJiecTepoli,    LDL   xoJiecTepoJioT   M    HMBOTo   Ha
TPMri"LiepMAMTe.   CJ"ilHo   AejcTBo   He   e   noKaxaHo   co   ¢opMyJiauMjaTa   Co   npoAOJixeHo
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oono6oqyBaLbe,  i]]To  Mo>Ke6M  ce  fion>KM  Ha  BeiiepHaTa  aAMrmMIrpaL|Mja,M  MOxe  Aa  AojAe
40 noKallyBait.e  Ha TPMmML+epM4MTe.

KnMHMilKa ed)MKacHocT:

HaMaJiyBalbe  Ha  pM3Mt(oT  M"  o/]iio}i(yBalbe  Ha  MaHMq)ecTal|Mja  Ha  TMh  2  AMja6eTec
Mei"Tyc M npeAiija6eTec

nporpaMaTa   3a    npeBeHLii4ja    Ha   J]Mja6eTec   (Diabetes    Prevention    Program-DPP)   e
MyJl"LieRTPMiJHa     paHAOMM3MpaHa    KOHTPoj"paHa    KJiMHMiJKa    cTyAMja    Kaj     Bo3paonM    3a
npoueHKa  Ha  eq)MKacHocTa  Ha  MHTeH3MBHa  MHTepBeHL+Mja  Bo  )KMBOTHMOT  cITMli  Mi"  npMMeHa

#:flM;TcP°feMMMTHep3MayMflM:ec:anBP:B;;:::erm6Mrm:T8°oTpa|a3282M5Bar::I:HHaBirT2n242kfl#2i=22
co  a3MCKO  noTeKno)  M  HapyLLJeHa  myK03Ha  ToiiepaHLiMja  cO  nlia3Ma

rfiyKo3Ho  "86  Ha  rJiaAHo  ofl  95-125  mg/dl  (M"  S125  mg/dl  3a  AMepMKaHCKM  MHAMjaHLiM).
naLiMeH"Te 6Miie Tpe"pa"  Mi"  co  MHTeH3MB"  npoMe"  Ha XMBOTHMOT cTMti,  co 2 x 85o
mg   MeTcPopMMH   nJiyc   cTaHAapA"   npoMe"   Ha   XMBOTHMOT   cTMJi,    Mi"   nJiaLie6o   riJlyc
CTaH4apA"  npoMe"  Ha XMBOTHMOT cTMii.
Cpe4"Te 6a3" BpeAHoc" Ha yiiecHMHMTe Bo nporpaMaTa (n=3,234 Bo TeK Ha 2.8 roAM")
6Mne  50.6±10.7  roAMHii,   106.5±8.3  mg/dl  BpeAHocT  Ha  rilia3Ma  rJiyKo3Ho  HMBo  Ha  rJlaAHo,
164.6±71.0  mg/dl  BpeAHocT  Ha  nJia3Ma  rJiyKo3Ho  HMBo    fiBa  ilaca  riocjie  opaJiHo  rJiMi{o3Ho
onTOBapyBarbe,   M   34.0±6.7   mg/m2   BMl.   MHTeH3MBHMTe  MHTepBeHLiMM   Bo  XMBOTHMOT  cTMii,
KaKOM   ynoTpe6aTa   Ha   MeTq)OPMMH   noKaxaiie   3HaiMTejiHo   HaMaJiyBarbe   Ha   PM3Mi(oT   oA

pa3BMBait>e  Ha  Ma"cpecTeH  AMja6eTec,   cnopeAeHo  co  nnaue6o,  58%(95%Cl  48-66%)  M
31%(95%CI  17-43%),  cooABeTHo.
rlpeAHocTa  Ha  ripoMeHMTe  Ha XMBOTHMOT cTMJi 6Mna  noroiieMa  Kaj  nocTapMTe JiMHa.

Foa3upMaecHTT#::4KfjroK:%H#,Mcaon3MH,a±r3°5n:a/am2i°oPcMHCoTBH°aAB:B:THMo::°HTa::yKMoe3Ta¢n°opg::c:Monfleg.H6a.
11,0   mmol/I,    ocHOBeH    HbAIC   eAHaKOB    Mi"    noroJieM    oA   6.0°/o    Mi"    co   MCTopMja    Ha
recTaLiMCKM AMja6eTec.
3a Aa ce npeBeHMpa Ma"dJecTaL+Mja Ha eAeH onyilaj Ha AMja6eTec 3a BpeMe Ha TPM roAM"
Bo  LieJiaTa  nonyiiaL+iria  oq  nporpaMaTa  6.9  naLiMeH"  Mopaiie  f|a  yilecTByBaaT  Bo  rpynaTa
cO   MHTeH3MBHM npoMe"  Ha  XMBOTHMOT  c"n  M  13.9  nauMeH"  Bo  rpynaTa  Tpe"paHa  co

a  Ha  nocTMrHyBaLbe Ha  ityMyJia"BHa  MHLiMAeHLia  Ha AMja6eTec eAHaKBa

Ha

petty a 3a  npM6J"xHo 3 roAM"  Kaj  rpynaTa TpeTMpaHa co MeTcPopMMH,  Bo

ynaTa.

Ha   nporpaMaTa   3a   npeBei+uria   Ha   AMja6eTecoT   (Diabetes
dy  -  DPPOS)  e  AOJiropoHHa  cTyAMja  3a  ciieAett>e  Ha  nporpaMaTa

o4   87°/o   o4   opM"HaJiHaTa   nonyTiauMja   Ha   nporpaMaTa,   co   L+eii

DPPOS   (n=2776)   KyMyiia"BHaTa   MHLiMAeHLia   Ha  AMja6eTec  3a   15
roAviHh  e`62%` Bo  nnaLie6o  rpynaTa,  56%  Bo  MeTcbopMMH  rpynaTa,  M  55%  Bo  rpynaTa  co
MHTeH3MB"  npoMeHM  Ha  XMBOTHMMOT  cTMJi.  rpy6o  M3pa3e"  npeBaiieHUM  Ha  4Mja6eTec  Ce
7.0,   5.7   M   5.2   CJlyilaM   Ha   100   J"Lia-ro4M"   coo4BeTHo   Kaj   yilecHMUMTe   Bo   rpynMTe   co
nJiaL+e6o,    MeTq)OPMM   M    MHTeH3MB"    npoMe"   Ha   XMBOTHMOT   cTMii.    HaManyBarbeTo   Ha

PM3MKOT  oA AMja6eTec  6MJlo  18%  (  oAHoc  Ha  pM3MK  (HR)  0.82,  95%  Cl  0.72-0.93;  p=0.001)
3a  rpynaTa  co  MeTq)OPMMH  M  27%  (  HR  0.73,  95%  CI  0.65-0.83;  p=0.0001)  3a  rpynaTa  co
MHTeH3MB"  npoMe"  Ha  XMBOTHMOT  cTMJi,  cnopefleHo  co  nJiaLie6o  rpynaTa.  3a  arperaTeH
MMKPoBai(yJiapeH  KpaeH  McxoA  co  Hecppona"ja,  pe"Hona"ja  MJ"  Heypona"ja,  MCxOAOT
He  6MJi  3HaiiajHo   pa3Jii"eH   Mefy  rpy"Te,   Ho   noMefy  yilecHMLiMTe   KOM   ce  yLiJTe   HeMaJie

pa3BMeHo`*L  AMja6eTec     3a      BpeMe      Ha      DPP/DPPOS,      npeBaJieHL+aTa     3a      arperaTeH
MMKpoBacKyJiapeH  Mcxo4  6Mjia  28%  noHMCKa  cnopeAeHo  co  oHMe  KOM  pa3BMJie  AMja6eTec

(OAHoc   Ha   pM3MK   0.72,   95%   Cl   0.65-0.83;   p=0.0001).   HeMa   AocTan"   KOMnapaTMB"
no/]aTouM  3a   MeTcPoPMMH  3a  MaKpoBaci{yJiap"   McxoAM   Kaj   riaHMeH"  co   lGT  M/MJ"   IFG
M/Mj" noKaiieH  HbAI C.
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06jaBe"Te pM3MK a)aKTopM 3a "n 2 AMja6eTec BKJiyi+yBaaT:  eTHMi+I(o noTeKrio oA A3Mja MJ"
OA   L|PHa   Paca,   803PacT   HaA  40   roAMHM,   AMcniirmMAeMMja,   xMnepTeH3Mja,   roja3HocT   Mj"
npeKyMepHa    TeliecHa    TexMHa,     ripBoCTeneHa    cpaMMi"japHa     MCToPMja     Ha    4Mja6eTec,
MCTopMja  Ha  rectal+MCKM AMja6eTec Mei"Tyc M cMHApoM  Ha noJ"LiMC"u" jaj"LiM  (PCoS).

Mopa  Aa  ce  3eMaT  Bo  npeABMA  M  oAo6pe"Te  HauMOHaJiHMTe  BOAM"  3a  HaMaJiyBaibe  Ha

PM3MKOT  M"  o4iio}KyBart.e  Ha  nojaBa  Ha  4Mja6eTec  Mei"Tyc  TMn  2,  Kaj  Bo3pac"  roja3"
Hal+MeH"  co  npe4Mja6eTec.   nauMeH"Te  co  BMcoK  pM3MK  Tpe6a  Aa  ce  M4eH"cPMKyBaaT
cnopefl  HauMOHaJiHMOT  BOAMu  3a  HaMaJiyBaibe  Ha  pM3MKOT  MJ"  oAJio>KyBabe  Ha  nojaBa  Ha

/]Mja6eTec Mei"Tyc TMn 2,  Kaj Bo3pac" roja3" Hal+MeH" co npeAMja6eTec

TpeTMaH   Ha TMn 2 AMja6eTec MeJiMTyc
rlpocneK"BHaTa  paH/]oMM3MpaHa  cTyAMja  (UKPDS)  "  noKaxa  AOJiroTpaj"Te  npeAHoc"
Ha  MHTeH3MBHa  itoHTpoiia  Ha  rJiyKo3aTa  80  KPBTa  Kaj  803pac"  naLiMeH"  co  npeKyMepHa
TexMHa co 4Mja6eT TMn 2, TpeTMpa" co MeTd)OPMMH co 6p3o oono6oAyBart>e KaKo Tepa"ja
oA   npBa  Jli"Mja   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
nol(axaa:

•      3HauajHo  HaMaJiyBaibe  Ha  ancoJiyTHMOT  pM3MK  oA  6Mjio  Koja  KOMnJ"KaLiMja  noBp3aHa

co   AMja6eTec   Bo   rpyriaTa   co   MeTd)OPMMH   (29.8   onyiiaM/1000   nauMeH"   roAMuHo)
Hacnpo"  caMo  AMeTa  (43.3  cJiyiiaM/1000  naHMeH"  roAMuHo),p=0.0023,  M  Hacnpo"
KOM6MHMpaHa  rpyna    co  cyJicpo"iiypea  M  MHcyJ"H  MOHOTepa"ja  (40.1   cjiyiiaM/1000
nauMeH" roAMUHo,  p=0.0034;

•      3HailajHo  HaMaJiyBatbe  Ha  ancoriyTHMOT  pM3MK  oA  MopTaJ"TeT  noBp3aH  co  AMja6eTOT:
MeTcPopMMH  7.5  onyiiaM/  1000  naLiMeH"  roAMLiJHo,  caMo  co  AMeTa  12.7  criyilaM/1000
naLiMeH"  roAOLLIHo,  p=0.017;

•      3HailajHo  HaMaiiyBatbe  Ha  ancoJiyTHMOT  pM3Mi{  oA  ceBKyneH MopTaJ"TeT:  MeTcPopMMH

13.5   -cJiyHaM/1000    Hal+MeH"    roAMLLiHo,    Hacnpo"    caMo   AMeTa   20.6£
naL+MeH"  ro4MLJJHo  (p=0.011),   M  Hacnpo"  KOM6M"paHa  rpyna  co

(p=0.02
•       3HaLajHO  HaMaJiyBaLt>e  Ha  anconyTHMOT PM3MK 04  MMOKap4eH  MHd)ap

ciiyi+aM/1000  naLiMeH"  roAMLiJHo,   Hacnpo"  CaMo  AMeTa   18  cJiyila
roAMLIJHo  (p=0.01 )

MHcyJ"H  MOHOTepa"ja  18.9 cJiyiiaM/1000 naL|MeH"  roAMLIJHo

rlpMAo6MBKM   Bo  norJieA  Ha  lonMHMilKMTe  pe3yJiTa"  He  ce  3a6enexa"  Kora
KopMc"  Kai(o JieK oA BTop M36op,  Bo KOM6rmaLiMja co cyJiq)o"riypea.

Kaj  "n  1  AMja6eT  KOM6MHaLiMjaTa  MeTd)OPMMH  M  MHcyJ"H  e ynoTpe6yBaHa  Kaj  ceiieKTMpa"
Hal+MeHTM,     MefyToa     KJiMHMilKM     npMAo6MBKM     oA    oBaa     KOM6MHaHMja     He.   ce    cPopMaJiHo

yTBPAeHM.
I,-

5.2 ®apMaKOKMHeTCKM oco6eHoc"
1

A6coDnuMia:

no opajiHa Ao3a  Ha Ta6iieTa co npoAoii>KeHo oono6o/]yBatbe,  ancopnLiMjaTa  Ha MeTd)OPMMH
e  3HaiMTeliHo  oAJioneHa  cnopefleHo  co  Ta6JieTure  co  6p3o  oono6oflyBaLbe  co  Tina;  oA  7
llaca ITmax 3a Ta6JleTMTe co 6P3o oono6oAyBafoe e 2,5 iiaca).
Bo     steady     state     (riJia3Ma     KOHLieHTpaLiMrme     Ha     HMBo     Ha     paMHOTexa),     onMiiHo     Ha

¢opMyJiauMjaTa     co     6peo     ociio6oAyBaH>e,      Cmax     M     AUC     He     ce     3rojieMyBaaT
nponopL+MOHaJiHo      Ha      aAMMHMCTPMpaHaTa      Ao3a.      AUC      noone      eAMHMiiHa      opaiiHa
aAMM"cTpaLiMja   Ha   2000   mg     MeTd)OPMMH  Ta6Jle"   co   npoAOJi)i{eHo   oono6oAyBaibe   e
onMiiHa  Ha  oHaa  3a6eJie>i(aHa  no  aAMM"cTpaHMja  Ha   1000  mg   Ha  MeTcPopMrm  co  6p3o
oono6oAyBatbe b.i.d.
MHTepnepcoHajiHaTa   BapMja6MJiHocT   Ha      Cmax   M   AUC   Kaj   MeTcPopMMH   Ta6rie"Te   co
ripo/]ojixeHo    oono6oflyBatbe    e    Cnopeqj"Ba    co    oHaa    3a6eJie>KaHa    Kaj    MeTcPopMMH
Ta6jieTrme co 6p3o ocJio6oAyBahoe.
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Kora  Ta6ne"Te  co  npoAoii>i{eHo  oono6oAyBarbe  ce AaBaaT  Ha  rJiaAHo AUC  ce  HaMaJiyBa
3a 30% (Cmax M Tmax ce HenpoMeHe")
XpaHaTa He BJ"jae Ha ancopnL+wiaTa  Ha MeTcPopMMH co npoAOJl>KeHo oono6ofiyBaLbe.
He    e    3a6ene>itaHa    aKyMynaprja    noone    noBTopyBaHa    aflMMHMCTpaLiMja    Ha    2000    mg
MeTq)OPMMH Ta6iie" co npoAOJi}KeHo oono6oAyBalbe.

flMCTDM6vunia:

BpeyBalbeTO  3a  niia3Ma  npoTeMHMTe  e  3aHeMapi"BO.   MeT¢OpMMH  ce  pacnpe4eliyBa  80
epMTpOLiM"Te.  rlMKOT  80  KPBTa  e  noHM3OK  OA  "KOT  80  niia3MaTa  M  ce  nojaByBa  cKOpO  80
MCTO     BpeMe.      L|pBe"Te      KPB"      KiieTKM     HajBepQjaTHO     npeTCTaByBaaT     cenyHAapeH
KOMnapTMaH  Ha  AMCTPM6yLiwia.   rlpoceil"oT  BoiiyMeH  Ha  AMCTPM6yLMja  ovd)  e  noMefy  63-
276 L.

MeTa6onM3aM:

MeTcboMMH  ce  M3JiaiJyBa  HenpoMeHeT Bo  ypMHaTa.  He  ce  MAeH"cPMKyBa"  MeTa6oJ""  Kaj
nyfe.

EJ"Ml"aL"ia:

PeHaiiHMOT   KT"peHc   Ha   MeTcPopMMH   Kaj   3ApaBM   i"Ha   e   noroiieM   oA   4oo   mvmin,   LUTo

yKa>KyBa   AeKa   MeTcpOpMMH   ce   ei"MMHMpa   cO   riioMepyTiapHa   cpMTiTpaquja   M   ry6ynapHa
cexpeHMja.  Ilo  opaJIHa  Ao3a  BMAJIMB  KpaeH  noJiy>KMBOT  Ha  eJ"MMHauMja  e  npM6J")Kiio  6.5
|Iaca.
Kora  peHaJiHaTa  cpyHKL"ja  e  BiioLi]eHa,  peHaJiHMOT Kt"peHc ce  HaMaiiyBa  nporiopuMOHaiiHO
co Toj  Ha.xpea"HMHOT M  3aToa eJ"MMHauMOHMOT norly>KMBOT e  npoAOJi}i{eH,  AOBeflyBajtw Ao
3roJieMe"  HMBoa  Ha  MeTcPoPMMH  Bo  nJia3MaTa.

KaDaKTeDMCTMKM  Kai  cneLIMd)MiiHM  rDvnM  Ha  nauMeH"

HaDviLivbaLbe  Ha+ 6v6De>Ki+aTa  cbvHKUMia

rloAaTOLiMTe     3a     ynoTpe6aTa     Ha     MeTcpOpMMH     Kaj     Hal+MeH"     cO     yMepeHa     peHaiiHa
MHcy¢MHMeHLiMja    He    ce    AOBOJi"    M    BepoAocToj"    3a    npoL+eHKa    Bo    oBaa    noArpyna
cnopeA6eHo co nauMeH"  co HopMajiHa  peHaJiHa ¢yHL+Mja.  rlopaAM Toa flo3aTa Mopa fla ce

3eMajkM  "  Bo  npeABMA  KJiMHMilKaTa  ed)MKacHOcT  M TOJiepaHL|wia  (BMAM Hen  4.2).

no/]aTOL|M 3a cMrypHocTa Ha iieKOT

AaTOLiM  He  yKa>KyBaaT  Ha  cneLiMjaii"  pM3MUM  3a  tiyfeTo  6a3MpaHo  Ha
M  3a  cMrypHOcHa  q)apMaKono"ja,  TOKCMHHOcT  Ha  noBekeKpaTHa  A03a,

LieporeH  noTeHL+Miaii  M  peripoAyK"BHa TOKCMiiHOcT.

TCKM OCOEEHOCTM

6.1.  JIMCTa  Ha ei{cLiMnMeHCM

MarHe3MyM cTeapaT,  HaTPMyM Kap6oKci"e"JiueJiyJio3a, xMnpoMeJio3a

6.2 MHI{Orfa"6MnMM

HeMa

6.3. Poi{ Ha Tpaeibe
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36  MeceLiM

6.4, CneL]MjanHM yciioBM 3a  LlyBaibe

HeMa noce6" 6apaLba 3a ycJioBMTe 3a iiyBaLbe,

6.5.  npMpo/]a M coApxMHa Ha nal{yBaibeTo

30 Ta6Jie" Bo 6J"cTepM cocTaBe" oA aJiyMi"MyMCKa a)oJ"ja+ PVC MJ" PVC-PVDC
(9o g/m2 ).  (2 x 15 Ta6Jie")

6.6 ynaTCTBo 3a ynoTpe6a M paKyBalbe

HeMa noce6" 6apaiba.  CeKoj HeynoTpe6eH npoAyKT MJ" oTnaAeH MaTepMjaJi Tpe6a Aa
6MAe oACTpaHeT CorJiacHo JioKaJiHMTe  peryjiaTMBM.

7. HocMTEn HA of]oEPEHME 3A cTABAibE Bo npoMET

Bapyc,
yJl. „CKy"", 6p. 57
1000 CKoni.e,
P. MaKeAo"ja

8. Epoj HA pELUEHMETo 3A nyLLiTALbE Bo npoMET

rJlyKO®A}K XP 750 mg  PeueHMe 6poj: 11 -1376/2 oA 21.04.2016

9. flATyM HA npBA pErMCTPAL|MjA/ OBHOBA HA pErMCT

31.08.2010/ 24.04.2016

10. JIATyM  HA PEBM3MJA HA TEl{CTOT

07/2020
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