
3EMPEH M3BELUTAJ 3A OCOBMHMTE HA JIEKOT

1. MME HA MEnMiiMHCKMOT npoM3Bofl

rJlyKO®A}K XP 500 mg, Ta6iie" co npoAoiixeHo oono6oAyBatbe

2. KBAJIMTATMBEH  M l{BAHTMTATMBEH COCTAB

EAHa Ta6JieTa co npoAOJixeHo ocJio6oAyBaibe coApxM 500 mg  MeTcPopMMH xMAPoxJlopMA
LIJTo oAroBapa Ha 390 mg  MeTq)OPMMH 6a3a.

3a  LieiiocHa JiMCTa  Ha  eKCLiMnMeHCM  BMfiM  Bo Hen  6.1

3. ®APMAL|EBTCKM OBJIMK

Ta6Jie" co npoAOJixeHo ocJio6oAyBalbe.

BeJ"  Ao   6JieAo-6e",   oKpyrJ",   6MKOHBei(c"   Ta6ne",   o3HaHe"   co   `500'   Ha   eAHaTa
CTpaHa.

4.  KJIMHMllKM OCOEEHOCTM

4.1.  TepaneBTci{M  MHAMI{aLiMM

•    HaMaiiyBaLbe   Ha   pM3MKOT  M"   opro>KyBarbe   Ha   Ma"q)ecTaHMja   Ha  TMn   2  AMja6eTec
Mei"ryc   Kaj   Bo3pacHM,   roja3"   naHMeH"   co   npeAMja6eTec   (lGT   M/rum   IFG,   M/Mi"
noKai+eH  HbAIC *):

-      Kaj  itoM  MMa  BMcoK  pM3MK 3a  pa3BMBaLbe  Ha  TMn  2  AMja6eTec  MeJ"Tyc  (BM4M  AeJi

5.1)  M

-     Kaj  KOM  M  noKpaj  MHTeH3MB"  npoMe"  Ha xiiBOTHMOT c"n   ripMMeHe" oA 3 AO 6

MeceLiM,  ceyLiJTe  MMa  nporpecMja  KOH TMn  2 AMja6eTec MeJ"Tyc

TpeTMaHOT   co   rnyKoq)ax   XP   Mopa   Aa   ce   6a3Mpa   Ha   npoLieHKa   Ha   pM3MKOT,   Koja
BKJiyliyBa     CooABeT"     Mepi(M     Ha     KOHTpoJia     Ha     rJ"i(eMwiaTa     M     AOKa3     3a     BMcoK
KapAMOBacKyJiapeH  pM3MK (BMAM Hen  5.1 ).

npoMe"Te   Ha   XMBOTHMOT  c"ii   Tpe6a  Aa   ce   npoAoiixaT   M   oTKaKo   Re   ce  3anoHHe
TpeTMaHOT  co  MeTd)OPMMH,  ocBeH  AOKOJiKy  naLLMeHTOT  He  e  Bo  MoxHoCT  Aa  npoAOJixM
oA  Me4MLtMHCKM  npMiMHM.

* lGT=lmapired Glucose Tolerance-HapyLiJeHa TonepaHUMja Ha myKo3a

lFG=  Impaired Fasting Glukose -HapyLueHa rJiyKo3a Ha rJiaflHo

•    TpeTMaH  Ha  TMn  2  /]Mja6eTec  Mei"Tyc  Kaj  Bo3pacHM,  oco6eHo  Kaj  roja3"  nauMeH"  80
onyiiaj  Kora  nponMLJlaHaTa AMeTa  M  Bex6M  ce  He4oBoji"  3a  o4p)I(yBarbe  Ha  KOHTPoJlaTa
Ha   r"KeMwiaTa.   rnyKod)ax  XP   Moke   Aa   ce   KopMc"
KOM6MHaL|Mja co Apy" opaJi" aH"AMja6e"L+M MJ" co

4.2. J]o3Mpaibe M HaLIMH  Ha ynorpe6a

flo3uDalbe:

3a ynompe6a caMo Kaj 8o3pacHu co HopManHa 6y6pexHa cb

KaKo    MOHOTepanwia    MJiM    Bo

CSRE,FP?9o in LJmin)



MOHomepanuja  npu  HaMany8ahoe  Ha  pu3uKom  uriu  oonoxyealbe  Ha  MaHu¢ecmauuja  Ha
mun 2 6uja6emec Kaj eo3pacHu, eoja3Hu nauueHmu co npe6uja6emec

•    TpeTMaHOT    co    MeTcPopMMH    Tpe6a    Aa    Ce    3eMe    Bo    npeABM4    caMO    AoltoJIKy
MHTeH3MB"   npoMe"   Ha   XMBOTHMOT   c"n   Bo   nepMOA   OA   3   Ao   6   MeceLiM   He

pe3yJiTMpaJie Co cooABeTHa KOHTPoJia  Ha rJ"KeMwiaTa
•    TpeTMaHOT  Tpe6a  Aa  ce  3anoilHe  co  caMo  eAHa  Ta6neTa  ThyKocbax  XP  500  mg

e4Hau  Ha AeH co   BevepHMOT o6poK
•    nociie  10 Ao  15 AeHa  ce  ripenopailyBa  npMriaroAyBaLbe  Ha Ao3aTa  Bo 3aBMCHocT oq

BpeAHoc"Te Ha rJiyKo3a Bo I(pBTa  (OGTTM/MJ"  FPG  M/MJ"  HbAI C BpeAHoc"Te Aa
6M/]aT  80  paMKM  Ha  HOpManaTa).  rlocTeneHO  3rojieMyBaLbe  Ha  A03aTa  MOxe  Fia ja
noAo6pM  racTpo-MHTec"HaJIHaTa  TonepaHLiMja.  MaKCMMaJiHaTa  npenopaiiaHa  Ao3a
e 4 Ta6Jie" (2000 mg) eAHau Ha AeH co BeiiepHMOT o6poK.

•    Ce  npenopaiiyBa  PeAOBHo  Aa  Ce  cJieAM  (Cei{oM  3-6  MeceL+M)  rJiMKeMMCKMOT  cTaTyc

(OGTTM/M"  FPG  M/MnM  HbAIC  Bpe4Hoc"Te)  I(aKo  M  pM3MK  ¢aKTopMTe  3a  Aa  ce
npoue" AaJ" TpeTMaHOT Tpe6a Aa Ce npoAOJlxM,  MOAMq)ML+Mpa M"  npeKMHe.

•    rloTpe6Ha   e   opryKa   noBTopHo   Aa   ce   npoHe"   TpeTMaHOT   AOKoiiKy   naLLMeHTOT
nocJieAOBaTeJiHo   npMMe"   noAo6pyBalba   Ha   M3xpaHaTa   M/M"   Bex6arbeTo,   M"
AOKOJiKy  npoMe"   Ha  MeAMLiMHCKaTa  coCToj6a  oBo3Mo>KyBaaT  norojieMM  npoMe"
Ha  XMBOTHMOT cTMJi.

MOHomepanuja u KOM6uHauuja co 6pyau opaJTHu aHmu6uja6emuuu:
•      Boo6MvaeHa noileTHa Ao3a e e4Ha Ta6JleTa FLHeBHO.
•     Ilo  10 Ao  15 /]eHa |]o3aTa Tpe6a Aa  ce  npMnaroAM   Bp3  ocHOBa  Ha  Bpe4Hoc"Te  Ha

riiMKo3aTa   Bo   KPBTa.   rlocTeneHo   3rolieMyBart.e   Ha  4o3aTa   Moxe   Aa  ja   noAo6pM
racTpoMHec"HaiiHaTa  TonepaHLiMja.  MaKCMMaJiHaTa  npenopaiiaHa AHeBHa A03a  e 4
Ta6iie" Ha AeH.

•     flo3aTa  Tpe6a Aa  ce  3roJieMyBa  3a  500  mg  Cel(oM  10-15 qeHa  Ao  MaKCMMaJiHa Ao3a
oA  2000  mg  eAHaLu  AHeBHo  Co  Beiiepa.  flol(oJiKy  I(oHTpoJiaTa  Ha  rJ"KeMMjaTa  He  e
nocTMrHaTa   co   riiyKocpax  XP  2000  mg   eAHau  flHeBHo,   Tpe6a  Aa   ce   pa3riieAa
MoxHocTa  3a  ynoTpe6a  Ha  rtiyKocpax XP  1ooo  mg  /]Ba  na"  flHeBHo,  ABeTe  Ao3M
3eMe"   co   o6poK.   4oKOJiLty   rJiML(eMMCKaTa   KOHTPojia   CeyLIJTe   He   e   nocTMrHaTa,
naHMeHTMTe  Tpe6a  Aa  6MflaT  npecppJie"  Ha  CTaHAap4"  Ta6ne"  MeTd)OPMMH  Ao
MaKCMMaJIHM flo3M  0A  3000  mg AHeBHO.

•     Kaj  nauMeH"  KOM  ce  Befe Tpe"pa"  co Ta6Jle"  MeTd)opMrm,  noileTHaTa Ao3a  Ha
riiyKocpax  XP  Tpe6a  Aa  6MAe  eitBMBaiieHTHa   Ha  fiHeBHaTa  Ao3a   Ha   MeTq]opMMH
Ta6rie"  co  6p3o  ocJio6oAyBatbe.  Kaj  Hal+MeH"  TpeTMpa"  co Ao3M  Ha  MeT¢opMMH
Had 2000 mg 4HeBHo,  npeMMHyBartieTo Ha  rnyKocpax XP He ce npenopaiiyBa.

•     AOKOJiKy  Tpe6a  Aa  ce  CMe"  TpeTMaHOT    oA  eAeH  aH"4Mja6e"iieH  JieK  Ha  4pyr:
npeKMHeTe    ro    Apy"OT    iieK    M    M"LiMpajTe    ro    riiyKOcpax    xp    cO    npeTxOAHO
HaBeAeHOTo A03Mpaibe.

•     riiyKOcpaxxp 75o mg   M  riiyKOcpaxxp  looo mg   ce HaMeHeT 3a naLiMeH" KOM Befe
ce Ha TpeTMaH co Ta6Jie" MeTd)OPMMH (co npoAOJixeHo MJ" 6p3o ocJio6oAyBalbe).

•     flo3aTa  Ha  rjiyito¢ax  XP  750  mg  M"  rJiyKocpax  XP  1000  mg    Tpe6a  Aa  6MAe
eKBMBaiieHTHa  Ha  AHeBHaTa  Ao3a  Ta6Jle"  MeTdyopMMH  (Co  npoAOJixeHo  M"  6P3o
ocJio6oAyBaLbe),   /]o   MaKCMMaJiHa   Ao3a   o+I   1500   mg   Mi"   2000   mg,   cooABeTHo,
4aAeHa co BeiiepHMOT o6poK.

KOM6uHauuja co uHcynuH:
MeTq)OPMMH   M   MHcyl"HOT   MoxaT   /]a   ce   KopMCTaT  .Bo   KOM6MH
nocTMrHe   noAo6pa   KOHTPoJla   Ha   KPBHaTa   rT"KeMMja.    Boo6Mu
rliyKocpax  XP   e   e4Ha  Ta6neTa  4HepHo,   AOAeKa  Ao3MpaLbeTo
BpeAHOc"Te Ha KPBHaTa rj"KeMMj.a..
Kaj  Hal+MeH"  KOM  ce  Tpe"pa"  co  MeTd)OPMMH  M  MHcyJ"H  KaKo

Ao-3aTa    Ha    rfiyKoq>ax   XP    750    mg    Mm    ThyKoq>ax   XP    1000 ise§ug#a?[/£TMja,
6MAe
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eKBMBaJieHTHa  Ha  AHeBHaTa  Ao3a  /]aAeHa  co  MeTq)opMrm  Ta6Jie",  AO  MaKCMMaJiHa  Ao3a
oA  1500  mg  MJ"  2000  mg,  cooABeTHo,  AaAeHa  Co  BellepHMOT  o6poK,  AOAeKa  Ao3aTa  Ha
MHcyJ"H   Tpe6a   Aa   ce   npMiiaroAM   Bp3   ocHOBa   Ha   Bpe/]HocTMTe   oA   M3MepeHaTa   KPBHa
r"KeMMja.

nocmapu iTuua:
3apaAM   noTeHLiMjanoT  oA   HaMaJieHa   6y6pexHa   a)yHitLiMja   Kaj   nocTapM  JiMLia,   4o3aTa   Ha
MeTcPopMMH Tpe6a /]a  ce  npMiiaroAM  Bo 3aBMCHocT o|] 6y6pexHaTa cpyHKLiMja.  HeonxoAHa e

peAOBHa  npoueHKa  Ha  6y6pexHaTa a)yHKLiMja  ( BMAM 4.4)

KopMCTa  oA  TpeTMaH  Ha  npe4Mja6eTCKa  xMnepr"iteMMja  He  e  no3HaTa  Kaj  naHMeH"  Ha
803PacT Ofl M   nocTapM  0A 75 roAM"  (BMAM AeJi  5.1)  M  cnopeA Toa  Kaj  oBMe naLiMeH"  He ce
npenopaiiyBa  M"LiMjaLMja Co MeTq)oP"H  (BMflM AeJl 4.4)

HapyureHa 6v6DexHa chvHKuuia

rloTpe6Ho   e   Aa   ce   HanpaBM   npoLieHKa   Ha   GFR   ripeA   3arioiiHyBait>e   Ha   TpeTMaH   co
npoM3Bo4M  KOM  CoApxaT  MeTq)OPMMH  M  HajManny  eAHau  roAMLLIHo  noToa.  Kaj  naLiMeH"  co
3roiieMeH   pM3MK  3a   noHaTaMOLiJHa   nporpecMja   Ha  6y6pexHo  HapyLiJyBaH>e   M   Kaj   iiocTapM
Hal+MeHTM,  Tpe6a  noliecTo Aa  ce  BPLLJM  npoBepKa  Ha  6y6pexHaTa  a)yHKHMja,  Ha  np.  Ha CeKOM
3-6  MeceLiM.

GFR BKynH a                MaitcMMaii Ha 4onon"TeJi" 3a6eJieuKM
(mL/min) AHeBHa Ao3a
68-89 2000 mg Moxe   4a   Ce   3eMe   Bo   o63Mp   HaMaTiyBaLbe   Ha

/]o3aTa        3aBMCHo        oA        HaMaiiyBarbeTo        Ha
6y6pexHaTa ®yHKL+M|a

45-59 2000 mg rlpen 3anoiJHyBaLbe  Ha TpeTMaHOT cO  MeT¢OpMMH
Tpe6a Aa  Ce  pa3meAaaT cpaKTopMTe  KOM  Moxe fla
ro    3rolieMaT    pM3MKOT    o4    nojaBa    Ha    JiaKTMiiHa
aL+MAo3a    (BMAM    Aeii    4.4).     noiieTHaTa    Ao3a    e
Ha|MHory norioBMHa 0/I MaKCMMaiiHaTa Ao3a

30-44 1000 mg noileTHaTa     A03a     e     HajMHory     noiioBi4Ha     OA
MaKCMMaJiHaTa Ao3a

<30 - MeTcbopMMHOT e  KOHTpaMHAMLiMpaH

ne6uiamDucKa nonvi]auuia

3apaflM  HeAocITaTOK Ha AocITanHM  noqaTouM,  ThyKocpa>K XP  He Tpe6a Aa  ce ynoTpe6yBa  Kaj
AeLla.

4.3.  KOHTpaMHAMI{aLiMM:

•      rlpei4yBCTBMTenHocT Ha  MeTcbopMMH  Mi"  Ha  HeKOM

fleJloT 6.1
•      CeKaKOB +Mn  Ha  aKyTHa  MeTa6oJiHa  aL+MAo3a  (KaK

KeToaLiMAo3a )  ,

4Mja6e"iJHa .npe-KOMa.
TeLLiKa `peHajiHa  MHcy¢MLiMeHL+Mja  (GFR < 30 ml/mi
AKyT" cocToj6M   co noTeHLiMjaJi 3a npoMeHa Ha peH

-       AexMApaTaLiMja
-       TeuKa  MH¢eKtHMja
-           LIJOK.`

..i-  '/
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•      3a6o]iyBahoa  KOM  Mo>i(aT Aa  npeAM3BMKaaT XMnoKCwia  Ha TKMBaTa  (oco6eHo aKyT"
3a6oiiyBatba,  M"  BiioLiJyBaLbe Ha xpoHMiiHa 6oiiecT) KaKo LUTo ce:
-      AeKOMneH3MpaHa cpLieBa  MHcyq)MHMeH"ja
-       peonMpaTopHa  MHcy¢MLiMeHHMja
-       Heof|aMHeLueH  MMOKapAMjaJieH  rm¢apKT
-          LIJOK.

•      XenaTaJiHa  MHcycpMLiMeHLiMja,  aKyTHO Tpyeitie co aJiKoxoJi,  aJiKoxoj"3aM.

4,4. CneLiMjaJIHM npe4ynpeAyBaiba M npeTna3i"BocT npM ynoTpe6a

JlaitrMLiHa aLLM[]o3a  :

JlaK"i]HaTa aHMAo3a,  MHory peTKa,  HO cepM03Ha  MeTa6Oj"i]Ha itoMni"KauMja,    Hajiieoro ce
jaByBa   npM   aKyTHO   BTioLi]yBaHbe   Ha  6y6pe>KiiaTa  a)yHKi+Mja   rum   npM   KapAMOpeonMpaTOpHa
6ojiecT   MT"   cenca.    npM   aKyTHOTo   BiioLiJyBaibe   Ha   6y6pe>KiiaTa   d]yHKLiMja      ce   jaByBa
aKyMyjiaHMja  Ha  MeTcPopMMH  LLITo  ro  3roJieMyBa  PM3MKOT  oA  nojaBa  Ha  JlaRTMiiHa  auMAo3a.
Bo  onyi+aj  Ha  AexMf]ipaTaLiMja  (cepMo3Ha  /]Mjapeja  Mi"  noBpakaLbe,  TpecKa  M"  HaMaiieH
BHec  Ha  TeiiHOc"),   MeTcpOpMMHOT  Tpe6a  npMBpeMeHO  Aa  ce  npeKMHe  M  ce  npenopaiiyBa
KOHcyJiTaLiMja co 3ApaBCTBeHo J"ue.
TpeTMaH    co    MeAMLiMHCKM    npoM3BOAM    KOM    Mo}KaT    aKyTHo    Aa   ja    BrloLLlaT    6y6pexHaTa

dyyHKL+Mja   (KaKo   aHTMXMnepTeH3MBM,   AyMpeTMun   M   HCAMJl)   Tpe6a   Aa   ce   3anoilHyBa   co
BHMMaHMe   Kaj   naLiMeH"   itoM   ce  Tpe"paaT  cO   MeTcpOpMMH.  flpy"   pM3Mu"  ¢aKTOpM  3a
nojaBa  Ha  liaKTMilHa  ai+MA03a  ce  nperoiieM  BHec  Ha  ajiKOxori,  xenaTaiiHa  MHcycpMLiMeHHMja,
HecooABeTHo   KOHTpoJ"paH  AMja6eTec  KeTo3a,   npo|]on>KeHo  rJiaAyBatbe  M  crme  cocToj6M
noBp3a"  cO  xMnoKCMja,   KaKO   M   MCTOBpeMeHoa  ynoTpe6a   Ha  Me4MLiMHCKM   npoM3BOAM   KOM
Mo}l{e Aa npeAM3BMKaaT JlaK"lIHa aLuno3a  (BM|]M AeJl 4.3  M 4.5).
rlauMeH"Te   M/Mi"   erapaTei"Te  Tpe6a  Aa   ce   MHcpOpMMpaaT  3a   pM3MKOT   04   nojaBa   Ha
iiaKTMi]Ha    auMAo3a.    JlaKTMilHaTa    aLrmo3a    ce    KapaKTepM3Mpa    co    aHMAOTHa    AMcriHea,
a6AOMMHaiiHa  6oJiKa,  rpiieBM  Bo  MycyKMTe,  acTe"ja  M  xMnoTepMMja  npooneAe"  co  KOMa.
Bo  onyiiaj   Ha   nojaBa   Ha  coMHMTen"  cMMrITOMM   nat+MeHTOT  Tpe6a  Aa   npeKMHe  Aa  3eMa
MeTcPopMMH   M   qa   no6apa   rna   MeAML|MHci(a   noMOLu.   flMjarHOC"iiKMTe   Jia6opaTopMCKM
HaoAM  ce  HaMaJieHo  pH  Ha  KPBTa  (<  7.35),  3rorieMeHo  HMBo  Ha  iiaKTa"  Bo  niia3Ma  (>  5
mmovL)  M 3rojieMeH  aHjoHCKM ja3  M oAHoc Ha JiaKTaTM/ nMpyBa".

PeHaiiHa d)vHI{uMia:

Tpe6a  Aa  ce   HanpaBM   npoLieHKa   Ha  GFR  npeA  3anoilHyBaibe   Ha  TpeTMaHOT  M   peAOBHo
noToa,   BMflM   AeJi     4.2.   MeTqDopMMHOT  e   KOHTpai4HAML"paH   Kaj   naLiMeH"   co   GFR   <   30
mL/min  M  Tpe6a  npMBpeMeHo  Aa  ce  npeKMHe  ripM  yonoBM  Bo  KOM  ce  MeHyBa  6y6pexHaTa
cpyHKL|wia,  BMAM den  4.3.

CDLLeBa d}vHI{LiMia

rlaLiMeH"  co  cpueBa  cJia6ocT  MMaaT  noroJieM  pM3MK  oA  nojaBa  Ha  xMnooKCMja  M  peHaJiHa
MHcyq)MHMeHL|Mja,   MeT¢opMMH   Moxe  Aa   ce   KopMc"   Kaj   naLiMeH"   co   cTa6LouHa   cpLieBa
ona6ocT, co pe/]oBHO oneAeLbe Ha  peHaiiHaTa M cpueBaTa a)yHKL+Mja.

MeTcPoph;MH. e  KOHTpaMHAML+MpaH  Kaj   Hal+MeH"  co  aKyTHa  M   HecTa6M

(BMAM  Bo AeJioT 4.3).

TlocTaDM iiMua:
3apaAM  orpa"iieHoor  Ha  noAaTouM  3a  TepaneBT.cKaTa  ecpMKaon
pM3MKOT  ofl  rum  oAJio}KyBaibe  Ha  flMja6eTec "n  2  Kaj  nauMeH"  H
Mt"  nocTapM,  Kaj  OBMe  Hal+MeH"  He ce npenopaiiyBa  MHMiiMjaLiMja cO
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Ai"HHHCTDHpaibo Ha Kol+TDacTH14 cDencTBa KOH col]DxaT Joi]:

MHTpaBacKyJiapHa   aAMM"erpaHMja   Ha   KOHTpacITHM   CpeACTBa   KOM   coAP}KaT  joA   MOxe  Aa

/]oBeAe    AO    KOHTpacITHo    MHAyuMpaHaHecppona"ja,    pe3yJi"pajkM    co    aKyMynaHMja    Ha
MeTcPopMMH  M  3roiieMeH  pM3MK  oA  iiaK"i]Ha  auno3a.  MeTq]opMMH  Tpe6a  Aa  ce  npeKMHe
npeA  LthM  3a  BpeMe  Ha TecTMpaibeTo  M  He Tpe6a 4a ce  npoAon>Ki/I  co Tepa"jaTa  HajMaiiKy
48 ilaca  no Tec"patbeTo,  oTKaKo  fe ce npoue"  peHaJiHaTa ¢yHLiMja  M ce  noTBPAM AeKa e
cTa6rmHa,  BMA AeJloBM 4.2  M 4.5.

XMDVDuiou 3ad}aTM:

3eMarbeTo   Ha   MeTcPopMMH   Mopa   Aa   ce   npeKMHe   npe4   o4peAeH   xMpypLLJKM   Sad)aT   now
onLLITa,  onMHaliHa  M" enMAypaJiHa aHecTe3Mja.  Tepa"jaTa Mo>i(e noBTopHo Aa ce 3anoiJHe
He nopaHo o4 48 iJaca no xMpypLLJKMOT 3aq)aT M" no noBTopHo 3eMaLbe Ha xpaHa opaliHo M
caMo  AoitoJiny  e  HanpaBeHa  npoueHKa  Ha  peHaJiHa  cpyHKL|Mja  M  ce  noTBp|]M  AeKa  MCTaTa  e
cTa6imHa.

4Dv" npe[]vnDe4vBaiba

Cure   naLiMeH"   Tpe6a   Aa  ja   npoAolimaT   cBojaTa   AMeTa   co   coo4BeTho   BHecyBaH>e   Ha
jarJiexMApa" Bo TeKOT Ha AeHOT.

naHMeH"Te    co    npeKyMepHa   Te}KMHa   Tpe6a   4a    npoAoii}KaT   co    HMBHaTa    eHepreTCKM

pecTPMK"BHa AMeTa.
Boo6MilaeHMTe  iia6opaTopMCKM  TecTOBM  3a  KOHTpoJia  Ha  AMja6eTecoT  Tpe6a  Aa  ce  BPLLiaT

PeA0BHO.

MeTd)OPMMHOT   3eMeH   caM   HMKorau   He   npeAM3BMKyBa   xMnor"KeMMja,    Ho   Mopa   4a   ce
BHMMaBa      i{ora      ce      KopMc"      Bo      KOM6MHaHMja      co      MHcyJ"H      MJiM     Apy"      opaJl"
aH"AMja6e"LiM(np. npenapa" Ha cyii¢o"Jiypea M MerrM""flM).
Jlyu"   oA   Ta6JieTaTa   Moxe   Aa   ce   nojaBaT   Bo   ®eLiecoT.   rla"eH"Te   Tpe6a   Aa   ce
coBeryBaaT AeKa Toa e HopMaliHa nojaBa.

4.5. MHTepaKiii" co Apy" Jlel{oBM  ii Apy" ®opMM  Ha iiHTepal{i+MM

He ce nDenoDaLlvBa 3ae4Hi4vKa vnoTpe6a Co:

AnKoxoj]:

MHTOKCMKaL+Mja  co anKoxon e  noBp3aHa  co 3roJieMeH  pM3MK oA JiaiITMiiHa
Bo CJiyllaM Ha:  rJlafiyBaLbe,  HeyxpaHeTocT MJ" xenaTaii" HapyLi]yBaiba.

KOHmpacmHu cpe6cm8a co joo :

MeTq)OPMMH  Tpe6a  Aa  ce  npeKMHe  npeA  MJ"  3a  BpeMe  Ha  TecTMpaibe
npo4OJixM   cO   Tepa"jaTa   HajMaiiKy  48   ilaca   no  Tec"paibeTO,   OTK
paH-a-iiHaTa cpyHuinja  M -k6 ce  noTBpriM AeKa e cTa6MnHa,  BMAM flelioBM 4.2 =*S.t]t€u\9*

A:i,nJ?,

HOM6ilHaiii" ra] Koil ® noTD®6Ha nDOTnaanL±.BQE±

HeKOM  MeAMHMHCKM  npoM3BodM  wloxe  HeraTMBHo Aa  B"jaaT  Ha  6y6pexHaTa  a)yHKLLMja  LJJTo
MOxe Aa  ro  3roJieMM  pM3MKOT oA  nojaBa  Ha  JiaKTMiiHa  aLiMAo3a,  Ha  np.  HCAMJl,  BKJiyuyBajkM
cJieKTMB"    LiMKnooi(cMreHa3a    (COX)    11    MHXM6MTopM,    ACE    MHXM6MTopM,    aHrMOTeH3MH    11

PeL|enTop"    aHTaroHMc"    M    AMypeTMUM,    oCo6eHo    AMypeTMLiM    Ha    neTeJii(a.    Kora    Ce
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3anoi+HyBa  ynoTpe6a   Ha  TaKBM   npoM3BofiM   Bo   KOM6unaL+via  co   MeTcPopMiAH,   noTpe6Ho
BHMMaTeJiHo cJieAeibe Ha 6y6pexHaTa a)yHKLiMja.

Me6uLiuHCKume      npenapamu      co      npupooHa      xunepei]uKeMUHHa      aKmu8Hocm
anyKOKopmuKouou  (cucmeMCKa u jioKaJiHa a6MUHucmpauuja)  u CuMnamoMUMemuuu):

rloTpe6"    ce    noi+ec"    KOHTpoj"    Ha   xpBHaTa   rj"KeMMja,    OcO6eHO    Ha   noHeTOKOT   Ha
TpeTMaHOT.   floKOJiKy   e   noTpe6Ho   npimaroAeTe   "   Ao3MTe   Ha   MeTcPopMrm   Bo   TeKOT   Ha
TepanwiaTa co Apyr JieK ce +]0 HeroBOTo npeKMHyBaH3e.

OpeaHCKu KamjoHCKu mpaHcnopmepu (OCT)

MeT¢opMrmoT e cy6cTpaT 3a ABaTa TpaHcnoprepM OCTI  M OCT2.
MCTOBpeMeHa aAMM"erpaLLMja  Ha  MeTcPopMMH  co:

•      MHXM6MTopM   Ha   OCT1   (KaKo   BepanaMrm)   Moxe  Aa  ja   HaMaJ"   ed)MKacHoera   Ha
MeT¢opMMHOT

•      MHAyRTopM        Ha        OCT1         (KaKo        PMq)aM"LiMH)        Mo>Ite        Aa        ja        3roJieMM
racTpoi"Tec"HanHaTa ancop6"ja M ecpMKacHocTa Ha MeTq)OPMMHOT.

•      MHXM6MTopM          Ha          OCT2          (KaKo          uMMeTMAMH,          AOJiyTerpaBMp,paHOJia3MH,

TPMMeTonpMM,BaHAeTa"6,     McaByKOHa3oJi)     Mo)Ice     Aa    ja     HaMaT"     peHaiiHaTa
eJi"MHat+Mja  Ha  MeTq)OPMMH  M  TaKa 4a AOBe4e Ao  3roJieMyBaLbe  Ha  iiJia3MaTCKaTa
KOHL+eHTpaL+Mja  Ha  MeTd)OPMMH.

•      MHXM6MTopM    Ha    OCTI    M    OCT2    (KaKo    KPM3o""6,    oJianapM6)    Mo)KaT   Aa   ja
npoMeHaT eq)MKacHoera M  PeHaJiHaTa eJii"rmaHMja Ha MeTq)opMrm.

Cnope/I Toa ce  npenopailyBa  BHMMaHMe,  oco6eHo Kaj  Hal+MeH"  co 6y6pe>KHM  HapyLuyBaba,
Kora  oBMe  iiei{oBM  ce  aAMMHMCTPMpaaT  MCTOBpeMeHo  co  MeTd)OPMMH,  6MAejkM  Moxe  Aa  ce
3rolieMM     KOHLieHTpaL+MjaTa     Ha     MeT¢opMMHOT     Bo     rma3MaTa.     4oKOJiKy     e     noTpe6Ho,
npunaro4yBaLbe  Ha 4o3aTa  Ha  MeTq)OPMMHOT  MO)Ke 4a  ce  3eMe  Bo  npeABMA  6MAejwh   OCT
MHXM6uropMTe/    MHAyRTopMTe    Mo)Ice    Aa    ja    npoMeHaT    e¢MKacHoCTa    Ha    MeTcPopMMHOT,
oco6eHo Kaj  nauMeH" co 6y6pe>Ki" HapyLi]yBaiba.

4.6. nnoAHocT, 6peMeHocT M Aoelbe

BDeMeHocT
HeitoHTpoJ"paH AMja6eTec 3a BpeMe Ha 6peMeHocT (3a  BpeMe Ha recTauMja  MJ"  nocTojaHo
Bo  TeKOT   Ha   ueiia   6peMeHocT)   e   noBpeaH   co   3roJieMeH   pM3MK  oA   nojaBa   Ha   BpoAe"
a6HopMaJiHoc" M nepi"aTaJiHa cMp"ocT.
orpa"iie"Te noAaToi+M oA ynoTpe6a Ha  MeT¢opMMH  Kaj 6peMe" >Ite"  He yKa>KyBaaT Ha
3rojieMeH    pM3MK    o4    KOHreHITaJi"    a6HoPMaJiHoC".    MonMryBart]aTa    Kaj    >KMBOT"    He
noKax{aJie  LUTe"M  ed)eK"  oA  aoneRT  Ha  6peMeHocTa,  eM6PMOHaJieH  rmM  cpeTaiieH  pa3Boj,
nopoAyBarbe  MJ"  nocITHaTaJieH  pa3Boj.  (BMAM 5.3)
Kora    naLqueHTOT   nliaHMpa   6peMeHocT   rum    Bo   TeK   Ha   6peMeHocTa,    ce   npenopaiiyBa
fiMja6eTecoT Aa He 6MAe Tpe"paH co MeTq)opMun,  HaMecITo Toa /]a ce KopMc" i"cyi"H 3a
04pxyBarbe  Ha  HMBOTo  Ha\xppng  riiyKo3a  80  HopMaJiHM  rpa"qu  co  Lieii  Aa  ce  HaMa"
pM3MKOT OA  MancpopMa`LiMM  Kaj  cperycoT.

floerbe
MeTd)OPMM-H  ce  eKCKpeTMpa  Bo  MajiiMHOTo MJieKo.  He ce 3a6eJiex
AoeHMTe   HOBopoAeH"tt.a/AoeHiMlbaTa.   CenaK,   6MqejkM   ce  A
noAaTOLiM,  AoeLbe  He  ce  ripenopaiiyBa  3a  BpeMe  Ha  TpeTMaHo
Ce  floHece  OAJlylta  AaJ"  Aa  Ce  npeKMHe  AoerbeTo,  3eMajKM  ro
AoeH>eTo M  noTeHLiMjaJi"oT PM3MK oA Hecai(a" AejcTBa 3a AeT

nii04HOcTiT
rllioAHOcTa    Ha    MaLi]KM    M    xeHCKM    cTaopLiM       Ofl    McnMTyBaibe    c

^-HI

npoMeHeTa  npM  aAMrmMCTpauMja  Ha Ao3M  BMCol(M Ao  600  mg/kg/AeH,  Lu

'Ba  KaJ

MIJeHM

6/12



na"   noBeke   oA   MaKCMMaJiHaTa   AHeBHa   +]o3a   npenopaiiaHa   Kaj   riyFe   Bp3   ocHOBa   Ha
CnopeA6a Ha TeJiecHaTa noBpuJMHa.

4.7. Eq)eRTM Bp3 cnoco6HocTa 3a ynpaByBaibe co Bo3Mna M MaLLiM"

MeT®opMMH  itaKo  MOHOTepa"ja  He  npeAM3BMKyBa  xMnor"KeMMja  M  3aToa  HeMa  HMKaKOB
ecpeRT Bp3 cnoco6HocTa 3a ynpaByBaLbe co  Bo3Miia  M  MaLiiMHM.
CenaK   Hal+MeH"Te Tpe6a fia 6MflaT npeflynpefle" 3a MoxeH pM3MK oA xMnor"KeMMja Kora
MeTq)OPMMH     ce     npMMeHyBa     Bo     KOM6MHaL+Mja     co     flpy"     aH"flMja6e"q"     areHCM

(cyiicpo"iiypea npenapa", MHcyJ"H MJ" Mer"""+]M)

4.8. HecaKa" i]ejcTBa

Bo nocTMapKeTi"rLLIKMTe no/]aTOL+M  M KOHTpoJMpa" ionM"" cTyAMM,  HecaKaHMTe ecpeRTM
npMjaBe" Kaj naLiMeH" Tpe"pa" cO riiyKOcpax xp  ce c"H" no npMpOAa M TexMHa cO
oHMe 3a6eiiexa" Kaj naLiMeH" Tpe"pa" co rnyKo®a% co 6p3o ocJio6oAyBaibe.
3a BpeMe Ha   noiieTOKOT Ha TpeTMaHOT  Hajilec" HecaKa" AejcTBa Ce rafleLbe,
noBpakalbe, AMjapea,  a6floMMHaJiHa 6oJii(a M 3ary6a Ha ane"T,  M Bo HajroiieM 6poj Ha
cjiyilaM cnoHTaHO  Mcve3HyBaaT.

Moue Aa ce nojaBaT ciieAHMTe HecaKa" AejcTBa npM TpeTMaH co riiyKocpax XP.
®peKBeHHMjaTa e fled""paHa Kal(o iiJTo cjiefiM:  MHory Hec" >1/10;  iiec" 21/100,  <1/10;
HeBoo6Milae" 21/1,000, <1/100; pe" 21/10,000, <1/1,000;  MHory pe" <1/10,000,

Bo ceKoe  rpynMpaHDe  no  cppeKBeHTHocT,  HecaKaHMTe /]ejcTBa  Ce  npeTCTaBe"  no  PeAoCJleA
Ha  HaMaJiyBaLbe  Ha  cepM03HOcTa.

ELeTa6oi"3aM M HaDVLLlvBal±i Bo McxpaHalai

MHoey pemKu:
•     JlaRTMHHa  auMflo3a  (  BMAM  4.4.  CneLiMjan"  npeAynpefiyBatba  M  npeTna3nMBocT  npM

ynoTpe6a)
•      HaMaJiyBattte   Ha   ancopnHMjaTa   Ha   BMTaMMHOT  Bi2  co   HaMaJiyBtbe   Ha   cepyMCKOTo

HMBo  npM  AOJiroTpajHa  Tepa"ja  co  MeTcPopMMH.  3eMaLbe  Bo  npeABMA  Ha  TaKBaTa
e"ono"ja e npenopaili"Bo I(aj Hal+MeH" co Merano6nacTHa aHeMMja.

ELapyuvBaLbaHaHeDB"o|ouq|B!£i

uecmu:
•      HapyLilyBalba Ha BKycoT

[ierpoMHTec"Hati"HaDifuJyBaj±£i

MHoay uecmu:
•      racTpOMHTec"Haii"  cMMnTOMM  KaKO  raAeLbe,  n

*  -`9# i,: `J P *

6oiiKa  M  ry6erbe  Ha  aneTMTOT.  oBMe  HecaKa"  AejcTBa

apea, a6AOMMHanHa

5Te  nojaByBaaT  MHory  ilecTo
---- ``_   ---,-  _ -_  _

Ha  noi]eTOKOT  Ha Tepa"jaTa  M  cnoHTaHo  Mcile3HyBaaT  Bo  HajroJieM  6Poj  Ha  CJlyilaM.
nocTeneHo `3rolieMyBahae  Ha  Ao3aTa  Moxe  Aa  ja  noAo6pM  racTpoMHTec"HaiiHaTa
T6Tlepa6Mn'H6cT.

xgraTo6rmMiap"HaDvuvB_a"

MHoay pemKu:
•     M3oJ"pa"  M3BeLilTaM  3a  a6HopMaJiHoc"  Ha  xenaTaJiHMTe  ¢yHKUMOHaJ"  TecTOBM

MI" xeriaTMTMc KOM ce noBJieKyBaaT no npeKMH Ha Tepa"jaTa co MeTcbopMMH.
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HaDVLuvBaha  Ha  Ko}i{aTa  M  cv6KVTaHOTo TKMBo:

MHoey pemKu:
•     Ko>Ki" peaKLiMM KaKo upBe"Jio, i]euaibe, yp"itapMja

nDMiaBVBaibe Ha  HecaKaHM 4eicTBa

rlpMjaByBaibe    Ha    HecaKa"    AejcTBa    no    Pe"cTpaLiMjaTa    Ha    jieKOT    e    Ba>KHo.    Toa
oBo3Mo>KyBaHo   nocITojaHo  onej]eLbe   Ha   npMAo6MBKMTe   M   pM3MKOT  oA  ynoTpe6a   Ha  iieKOT.
Me/]MunHCKMTe   pa6OT"HM   ce   noBMKa"  +]a   "   npMjaBaT  cMTe   HecaKa"  /]ejcTBa   npeny
HaHMOHan"oT cMCTeM 3a cpapMaKOBM"JiaHHa Ha Peny6"Ka Mai(ej]o"ja.

4.9 npeF]o3Mpaibe

4ypM  M  npM  BMCoKM /]o3M  oA 85 g  He e 3a6ene>KaHa xMnorJ"KeMMja  MaKo  Bo  oBMe oKOJiHoc"
MMatio  nojaBa  Ha  riaKTMHHa  aLiMAo3a.  BMcoKM  npeKyMep"  /]o3M  MJ"  npMApy>Ki"  pM3MLiM  Ha
MeTCPOPMMH   Moxe  4a  AOBeAaT  40  JiaKTMilHa   al|M/]o3a,   JlaKTMHHaTa   aiiM/]o3a   e  ypreliTlia
cocToj6a  Koja  6apa  MHTepBeHUMja  Bo  6o]iHMilKM  yonoBM.  HajAo6ap  HaiiMH  3a  oTCTpaHyBaibe
Ha JiaKTaTMTe M  MeTcPopMMHOT   e co xeMOAMjaJ"3a.

5. ®APMAKOJIoll]l{M OCOEEHOCTM

5.1. ®apMal{oAMHaMCKM oco6eHoc"

OPAJIHM AHTMflMJABETMHM
(A10BA02-raerpoMHTec"HaiieH TpaRT M MeTa6oT"3aM)

MeTd)OPMMH  e  6MrBa"fl  co  aH"xMneprJ"i(eMMiieH  edyeRT,  HaMaJiyBajfu  ja  M  6a3aJiHaTa  M
nocTnpaHAMjamaTa  niia3MaTCKa  KOHLieHTpaLiMja  Ha  rJiyK03a.   He  c"Myi"pa  ceKpeHMja  Ha
MHcyi"H  M 3aToa  He  npeAM3BMKyBa xMnori"KeMMja.

MexaHM3aM  Ha 4eicTBo

MeTcPopMMH  Mo>Ke Aa 4eliyBa  npeny 3 MexaHM3MM:
•      HaMaJiyBaibe     Ha     co3AaBarbeTo     Ha    rJiyKo3a     Bo    xenapoT    co     MHXM6MUMja     Ha

rJiyKOHeoreHe3aTa  M  rriyKoreHoi"3aTa.
•     Bo MycKyi"Te ,  co 3roiieMyBafoe Ha i"cyJ"HCKaTa ceH3MTMBHocT,  co noAo6pyBatbe

Ha  nepMq)epHOTO  npe83eMaLbe  M  MCKOpMCTyBaLbe  Ha  riiyK03aTa
•      M 3a6aByBarbe Ha  MHTecTunaiiHaTa ancopnuMja Ha rJiyKo3aTa.

MeTcbopMMH ja  CTMMyJ"pa  MHTpaLieJiyJiapHaTa  cMHTe3a  Ha  rJiMKoreH AeiiyBajkM  Ha  riiMKoreH
cMHTe3aTa.
MeTcPopMMH   ro   3rolieMyBa   TpaHcnopTHMOT   KanauMTeT   Ha   cMTe   TMnoBM   Ha   MeM6paHCKM
TpaHcnopTepM   Ha riiyKo3a (GLUT).

®aDMaL(o4MHaMMilKM  ed)eK"

80     KnMHMqKMTe     MonMryBaLba,      riiaBHMOT     HerliMKeMMCKM     ecpeKT     npM     ynoTpe6aTa     Ha
MeT¢opMMH e cTa6MnHa TehecHaTexMHa MJ" Malia 3ary6a Bo

I(aj  nyFe,r, He3aBMCHo  ou  HeroBOTo  B"ja"e  Ha  rJ"KeMMjaTa,
ecpeKT  Ha  MeTa6onM3MOT  Ha  i"nMAMTe.  oBa  e  4eMOHCTPMpa
KOHTpoJ"Pa"   cpeA"   MJ"   fionroTpaj"   ithMHMilKM   Mc"T
oono6oAyBaibe   ro   HaMaJiyBa   BKynHMOT   xojiecTepoii,    LDL
TPMrJ"uepMAMTe.   CJ"iiHo  AejcTBo   He   e   noKaxaHo   co   ¢o

xM.tl.a

BJfiJiL' fi+#a }o`3M"BeH

%:5BMT;¥M+cnp03gp::
T0Ha

onxeHo
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oono6oAyBarbe,  uTo  Mo>Ke6M  ce  AOJi}KM  Ha  BellepHaTa  aAMM"cTpaHMja,M  MOxe  Aa  A0jfle
4o  noKallyBalbe Ha TPMmML+epMAMTe.

KnMHMilKa  ecbMKacHocT:

HaMaiiycaHbe  Ha  pii3Mi{oT  Mi"  o(]iio}KyBaibe  Ha  MaHMq}ecTaL|Mja  Ha  TMn  2  AMja6eTec
MeJ"ryc M npeAilja6eTec

nporpaMaTa   3a    npeBeHL|Mja    Ha   AMja6eTec   (Diabetes   Prevention    Program-DPP)   e
MyJi"L+eHTPMiJHa     paH4oMM3MpaHa    KOHTpoT"paHa    KJiMHMilKa    cTyAMja    Kaj     Bo3pacHM    3a
npoLieHKa  Ha  ecpMKacHocTa  Ha  MHTeH3MBHa  MHTepBeH"ja  Bo )KMBo"MOT c"Ji  rum  npMMeHa

#m¥:?#M:iH:£M#:=aa3:B¥;£n?o:T:eie:6Mri¥pB#ar3=B;M:Boa3rE#oMriHea3fTin:j4:k£#6a::M%;
rJiyKo3Ho  HMBo  Ha  rJiaflHo  oA  95-125  mg/dl  (rum  S125  mg/dl  3a  AMepMKaHci(M  MHAMjaHL").
nauMeH"Te 6rme Tpe"pa"  Mi"  co  MHTeH3MB"  npoMe"  Ha >KMBOTHMOT cITrm,  co 2 x 85o
mg   MeTd)OPMMH   nJiyc   oraHAapfl"   npoMe"   Ha   }KMBOTHMOT   c"Ji,   rmM   maL|e6o   rmyc
CTaHHapq" npoMe" Ha >KMBo"MOT cTMn.
CpeA"Te 6a3" BpeAHoc" Ha yiieonMi+Ire Bo nporpaMaTa (n=3,234 Bo TeK Ha 2.8 roAM")
6Miie  50.6±10.7  roAMHM,   106.5±8.3  mg/dl  BpeAHocT  Ha  niia3Ma  riiyKo3Ho  HMBo  Ha  rriaAHo,
164.6±71.0  mg/dl  BpeAHocT  Ha  niia3Ma  riiyKo3Ho  HMBo    qBa  iiaca  noone  opaiiHo  rTiMKo3Ho
onTOBapyBaLbe,  M  34.0±6.7  mg/m2  BMl.  MHTeH3MBHMTe  MHTepBeHL"M  Bo  "Bo"oT  c"Ji,
KaKOM   ynoTpe6aTa   Ha   MeTd)OPMMH   noKa}KaJie   3HaiirmeJiHo   HaMaJiyBahoe   Ha   PM3MKOT   0A

pa3BMBaLbe  Ha  Ma"(PeoreH  AMja6eTec,  cnopeAeHo  co  rmaLie6o,  58%(95%Cl  48-66%)  M
31%(95%Cl  1743%), cooflBe"o.
npeAHocTa Ha npoMeHMTe Ha >KMBO"MOT cTun 6rma noroiieMa itaj nocTapMTe i"ua.

=oa3Tae#T#:4KajroK:#H#,Mg3MH,a±r3°5n:a/am2i°oPcMHgBH°aflBg:=THMOLi°HTa::yKMoe3Ta¢n°opg::cafTAeg.H6a.
11.0   mmoVI,    ocHOBeH    HbAIC   eAHaKOB    rmM    noroJieM    oq   6.0%    rum    co   MCTopMja    Ha
recTaHMCKM AMja6eTec.
3a Aa ce npeBeHMpa Ma"cpecTaLiMja Ha eAeH onyilaj Ha AMja6eTec 3a BpeMe Ha TPM roAM"
80  ueJlaTa  nonyrlaquja  oA  nporpaMaTa  6.9  naLiMei+TI/I  MopaJie  4a  yHecTByBaaT  Bo  rpynaTa
co  MHTeH3MB"  npoMe"  Ha  >KMBOTHMOT  c"ii  M  13.9  naHMeH"  Bo  rpynaTa  Tpe"paHa  co
MeTcpOpMMH.  ToiiKaTa  Ha  noc"rHyBaLbe Ha KyMyiia"BHa MHuneHpe Ha AMja6eTec e4HaKBa
Ha 50% 6Mna oqJioneHa 3a npM6J"}Kiio 3 roAM" Kaj  rpynaTa Tpe"paHa co MeTcPopMMH,  Bo
onopeA6a co nJiaHe6o rpynaTa.

CryA14ja   3a   cneAeibe   Ha   nporpaMaTa   3a   npeBeHiiMja   Ha   AMja6eTecoT   (Diabetes
Prevention  Outcome  Study  -  DPPOS)  e  floJiropoiiHa  cTyAMja  3a  oneAetbe  Ha  nporpaMaTa
Koja   BmyHyBa   noBeRe   oA   87%   oA   opM"HaJiHaTa   nonyJiaLiMja   Ha   nporpaMaTa,   co   ueJi
AOJlropolJHo one4erbe.
Mefy  yiiecHMure  Ha   DPPOS  (n=2776)  KyMyJia"BHaTa  i"LiMAeHue  Ha  AMja6eTec  3a   15
roflM"  e  62%  Bo  riJiaLte6o  rpynaTa,  56%  Bo  MeTd)OPMMH  rpynaTa,  M  55%  Bo  rpynaTa  co
MHTeH3MB"  npoMe"  Ha  xtMBO"MMOT c"ii.  rpy6O  M3pa3e"  npeBaiieHLiM  Ha AMja6eTec ce
7.0,   5.7   M   5.2   onyHaM   Ha   100  J"Ha-roflM"  cooABe"o  Kaj  yilec"i+MTe  Bo   rpy"Te  co
rirlaLie6o,   MeTq)OPMM   M   MHTeH3MB"   npoMe"   Ha   }KMBo"MOT   cTrm.    HaMaJiyBatbeTo   Ha

pM3Mi(oT  ofl AMja6eTec  6rmo  18%  (  oflHoc  Ha  pM3MK  (HR)  0.82,  95%  Cl  0.72-0.93;  p=0.001)
3a  rpynaTa  co  MeTcPopMMH  M  27%  (  HR  0.73,  95%  CI  0.65ro.83;  p=0.0001)  3a  rpynaTa  co

3a  arperaTeHMHTeH3MB"  npoMeHM  Ha  XMBOTHMOT  CTMJi,  cnopeAeHo
MMKpoBaKyiiapeH  Kpaeri  McxoA  Co  Heq)Pona"ja,  I
He  6MJi  3HaiiajHo   pa3j"ileH  Mefy  rpynMTe,   Ho  no

pa3BMeLio     4Mja6eTec     3a      BpeMe      Ha      DPP/
MMKpoBacKyiiapeH  Mcxoq  6Miia  28°/o  noHMCKa  cn

(OAHoc   Ha   pM3MK   0.72,   95%   Cl   0.65-0.83;   p
noAaTOuM  3a   MeTCP9PMMH  3a  MaKpoBaci(yJiap"
M/imM  noKaueH  HbAIC.

Mia,   McxoAOT

:+T;H*u%#ace3¥"T:rg:rMa:::
:`:a,,¢~tre '¢pri. `pa3BMlie  AMja6eTec

_6.MaJf fl¢¢Ta.ri"   KOMnapa"B"
:H#u

ts=c';,fty{J:`:I.Pf;:

co  lGT  M/MJ"   lFG
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06jaBe"Te pM3MK cpaRTopM 3a "n 2 AMja6eTec BiunyilyBaaT:  e"MiiKo noTeKJio oA A3Mja MJ"
OA  uPHa   Paca,   803PacT  Had  40  roAMHM,   AMonJ""AeMMja,   xMnepTeH3Mja,   roja3HocT  rum
npeKyMepHa    TeiiecHa    Te}Krma,     npBocTeneHa    a)aMMJ"japHa    MCToPMja    Ha    AMja6eTec,
MCTopMja  Ha  recTauMCKM AMja6eTec MeJ"Tyc M CMHApoM Ha  noJ"LiMC"u" jaj"uM  (PCoS).

Mopa  Aa  ce  3eMaT  Bo  npeABMA  M  oAo6pe"Te  HauMOHaiiHrme  BOAM"  3a  HaMaiiyBattie  Ha
pM3MKOT  rum  ofiJio}KyBaitie  Ha  nojaBa  Ha  flMja6eTec  Mei"ryc  TMn  2,  Kaj  Bo3pac"  roja3"
naHMeH"  co  npeAMi.a6eTec.   naL"eH"Te  co  BMcoK  pM3MK  Tpe6a  Aa  ce  MAeH"cPMKyBaaT
OnopeA  HaHMOHaJl"OT  BOAMil  3a  HaMaJlyBaLbe  Ha  PM3MKOT  M"  ofiJio}KyBarbe  Ha  nojaBa  Ha

flMja6eTec MeJ"Tyc "n 2, Kaj Bo3paonM roja3" nauMeH" co npeAwia6eTec

TpeTMaH   Ha "n 2 4Mja6eTec MenMTyc
rlpooneRTMBHaTa  paHAOMM3MpaHa  cTyAMja  (UKPDS)  "  noKa>Ka  AOJiroTpajHrme  npeAHoC"
Ha  MHTeH3MBHa  KOHTpoJia  Ha  riiyKo3aTa  Bo  KPBTa  Kaj   Bo3paouM  naHMeH"  co  npeKyMepHa
Te}I(rna co Awia6eT TMn 2, TpeTMpa" co MeT®opMMH co 6p3o oono6o/]yBalee KaKo Tepa"ja
oA   npBa   J"Hwia   no   Heycnex  Ha  /]MeTapHa  Tepa"ja..   AHaJ"3MTe   oA   pe3yJiTa"Te     Kaj
naL|MeHTMTe  co  npeKyMepHa Te}KMHa  Tpe"paHM  co  MeTcbopMMH  no  Heycnex caMo  co AMeTa
noKaraa:

•      3HaiiajHo  HaMaiiyBaH>e  Ha  ancoJiyTHMOT  pM3Mi(  oA  6Mno  Koja  KOMrmMKaHMja  noBpeaHa

co   AMja6eTec   Bo   rpynaTa   co   MeTcbopMMH   (29.8   onyiiaM/1000   naHMeH"   roAMLiJHo)
Haonpo"  caMo  AMeTa  (43.3  onyiiaM/1000  naHMeH"  roAMuHo),p=0.0023,  M  Haonpe"
I(oM6M"paHa  rpyna    co  cyncpo"iiypea  M  MHcy]"H  MOHOTepa"ja  (40.1  onyiiaM/1000
riaHMeH"  roAMiJJHo,  p=0.0034;

•      3HailajHo  HaMajiyBaibe  Ha  ancoriyTHMOT  pM3MK  oA  MopTanMTeT  noBp3aH  co  AMja6eTOT:
MeTcPopMMH  7.5  onyi+aM/  1000  naHMeHTM  roAMLUHo,  caMo  co  fiMeTa   12.7  onyi+aM/1000
naL|MeH"  ro/]oLUHo,  p=0.017;

•      3HailajHO  HaMaJiyBaLbe  Ha  ancoiiyTHMOT  pM3MK  of|  ceBKyneH  MOpTai"TeT:  MeTq)OpMMH

13.5   onyilaM/1000   nauMeH"    roAMLiJHo,    Hacnpo"   caMo   AMeTa   20.6   onyHaM/1000
naLiMeH"  roAMLiJHo  (p=0.011),  M  Hacnpo"  KOM6M"paHa  rpyna  co  cyJicpoHrmypea  M
i"cyj"H MOHOTepa"ja  18.9 onyilaM/1000 naHMeH" roAMLIJHo (p=0.021 );

•      3Hauai.Ho  HaMaJiyBaLbe  Ha anconyT"oT PM3Mi( oA MMOKapAeH  MH¢apRT:  MeTq)OPMMH  11

onyiiaM/1000  naLiMeH"  roAMiJJHo,  Hacnpo"  caMo  AMeTa  18  onyiiaM/1000    nauMeH"
roAMUHo  (p=0.01 )

npMAo6MBKM    Bo  norJieA  Ha  KJiMHMiiKMTe  pe3yma"  He  ce  3a6eiie>Ka"  Kora  MeTq)OPMMH  ce
KopMc" KaKo iieK oA BTop M36op,  Bo KOM6rmauMja co cyJi®o"Jiypea.

Kaj  TMn  1  AMja6eT  KOM6rmaL+MjaTa  MeTcPopMMH  M  MHcyJ"H  e ynoTpe6yBaHa  Kaj  celieKTMpa"
nauMeHi",     MefyToa    KJiMHMiiKM    npMflo6MBKM    qu    oBaa    KOM6MHaLMja    He    ce    cPopMaiiHo

yTBPAeHM.

5.2 ®apMal{oi{MHeTci{M oco6eHoc"

A6coDnuMia:

rlo opaiiHa Ao3a Ha Ta6JieTa co npeAoii>KeHo oono6oAyBatbe,  ancopnuMjaTa Ha MeTcPopMMH
e  3HaiiiITeiiHo  oAJlo>KeHa  CnopeAeHo  Co  Ta6ne"Te  co  6P3o  oono6oAyBaLbe  co  Tmax  o/I  7
l+aca ITmax 3a Ta6Jle"Te co 6p3o oono6oAyBattie e 2,5 iiaca).
Bo     steady    state     (nna3Ma     I(OHL+eHTpaL|MMTe     Ha     HMBo     Ha     pa

¢dpMyJlauMjaTa     co     6p3o  ,   ocJio6®/]yBart>e,     Cmax MAU

nponopLiMOHaJiHo      Ha      a4MMHMCTPMpaHaTa      Ao3a.      AUC
aAMM"cTP?LiMja   Ha   2000   mg     MeTcPopMMH  Ta6ne"   co   n
criMUHa  Ha  oHaa  3a6enexaHa  no  aAMM"cTpaL+Mja  Ha   1oo
oono6oAyBait>e b.i.d.
MHTepnepcoHaJiHaTa   Bapwia6MmocT   Ha      Cmax   M   AUC   K
npoAOJlxeHo    oono6oflyBaibe    e    cnopeArMBa    co    oHaa    :
Ta6iieTMTe co 6p3o oono6oAyBatbe.

CJIMIIH0      Ha
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Kora  Ta6neTMTe  co  npo4oJi>KeHo  oorio6o4yBarbe  ce  4aBaaT  Ha  rJia4Ho  AUC  ce  HaMaJiyBa
3a 30% (Cmax M Tmax ce HenpoMeHe")
XpaHaTa He B"jae Ha ancopnqujaTa Ha MeTq)OPMMH co np04on}KeHO oon06o4yBarbe.
He    e    3a6eiieraHa    aKyMyJiaLiMja    noone    noBTopyBaHa    aflMM"cTpaLMja    Ha    2000    mg
MeTcPopMMH Ta6ne" co npo4oJixeHo oono6o4yBaLbe.

flMCTDM6vuMia:

BpeyBaLbeTO  3a   niia3Ma  npeTei"MTe  e  3aHeMapT"BO.   MeTcpOpMMH  ce  pacnpeAeiiyBa  80
epMTpOuM"Te.  nMKOT  80  KPBTa  e  noHM3OK  OA  nMKOT  80  ma3MaTa  M  ce  nojaByBa  cKOpO  80
MCTO     BpeMe.      L|pBe"Te     KPB"     KtieTKM     HajBepoja"O     npeTCTaByBaaT     ceKyHAapeH
KOMnap"aH  Ha  flMCTPM6yHMja.  npoceii"oT  BoriyMeH  Ha  fiMCTPM6yLMja  ovd)  e  noMefy  63-
276 L.

MeTa6ol"3aM:

MeTq}oMMH  ce  M3Jiai]yBa  HenpoMeHeT Bo  ypMHaTa.  He  ce  MAeH"d)MKyBa"  MeTa6onurM  Kaj
nyfe.

EnMMMHauMia:

PeHaJiHMOT   rmMpeHc   Ha   MeTq)OPMMH   Kaj   3ApaBM   J"ua   e   noroJieM   oA   4oo   mvmin,   LUTo

yKa}KyBa  AeKa   MeT¢opMMH   ce   eJ"Mi"Mpa   co   rJioMepyJiapHa   q"JiTpa"ja   M  Ty6yJlapHa
ceKpeLiMja.  no  opaJiHa  flo3a  BMAJ"B  xpaeH  noiiy"BOT  Ha  et"MMHaHMja  e  npM6i"muo  6.5
|Iaca.
Kora  peHaJiHaTa  CpyHKL+vija  e  BiioLi]eHa,  peHaiiHMOT  Ki"peHc ce  HaMariyBa  nponopLiMOHajiHo
co Toj  Ha  Kpea"HMHOT M  3aToa  eJiMMi"aHMOHMOT noJiy>KMBOT e  npoAOJlneH,  f|OBeAyBajwi AO
3roJieMe"  HMBoa Ha MeTq)OPMMH Bo nJia3MaTa.

ia_paKTeDMc"" Kai cneuL4d)Mil" rpv" H_a. Hal+L4QE!!

±a_DyLLJVBaLt>e Ha  6v6pexHaTa d]vHKL+Mja

noAaTOHMTe    3a    ynoTpe6aTa    Ha    MeTcPopMMH     Kaj     naL"eH"    co    yMepeHa    peHatiHa
MHcyd)MUMeHL+Mja    He    ce    floBOJ"    M    BepoflocToj"    3a    npoLieHKa    Bo    oBaa    noArpyna
cnopeA6eHo co  naLiMeHTvi  co  HopMaiiHa  peHanHa cpyHLiMja.  rlopaAM Toa Ao3aTa  Mopa Aa ce
npunaro/]M 3eMajtw  "  Bo  npeABma KJiMHMilKaTa ecpMKacHocT M ToiiepaHUMja  (BMAM Hen 4.2).

5.3. npeAKi""Lii{M noAaToi|i4 3a cMrypHOcTa Ha iiei{Or

npeAKJ""iiKMTe  noAaToun  He  yi{a}KyBaaT  Ha  cneLiMjaii"  pM3iiLiM  3a  iiyfeTO  6a3MpaHO  Ha
Boo6MuaeHMTe  cTyAMM  3a  cMrypHocHa  cpapMaKotio"ja,  TOKCMiiHocT  Ha  noBekeKpaTHa  Ao3a,
reHOTOKCMilHOcT,  KaHLieporeH  noTeHLiMjaii  M  penpoAyK"BHa TOKCMilHOcT.
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6. ®APIVIAL|EBTCKM OCOBEHOCTM

6.1.  JIMCTa  Ha ei{cLiMnMeHCM

MarHe3MyM C`TeapaT,  HaTPMyM  Itap6oKc"e"iiL+

6.2  MHi{oh-aTvi6MnMM

HeMa

6.3. POK Ha Tpaeibe



36 MeceuM

6,4. CneL|MjanHM ycJioBM 3a vyBaibe

HeMa noce6" npe/]ynpeAyBaLba 3a ycrioBMTe 3a vyBarbe.

6.5. npMpo4a M co/]pxMHa Ha naKyBaibeTo

30 Ta6iie" Bo 6J"cTepM (PVC-PVDC Mi" PVC-aunap anyMrmMyM-6J"cTepM)
(2 x 15 Ta6iie")

6.6 ynaTCTBo 3a ynoTpe6a M paityBaibe

HeMa noce6" 6apatba.

7. HOCMTEJI HA OFLOEPEHME 3A CTABAlbE 80 TIPOMET

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

8. Epoj HA pELilEHMETo 3A nyLUTAlbE Bo npoMET

rJlyKO®A}l{ XP 500 mg  PeLljeHMe 6poj:  11-6007/3 ofl 20.12.2016

9. flATyM HA npBA pErMCTPAUMjA/ OEHOBA HA pErMCTPALiMjA

12.09.2006/ 05.04.2011 / 20.12.2016

10. J]ATyM HA PEBM3MJA HA TEI{CTOT

1 2/201 9
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