
rJlyKO®A}K 500 mg, cPMjiM o6rioxe" Ta6jie"

E4Ha CPMJIM-o6jioxeHa Ta6neTa Co4pxM 500  mg  MeTq)OPMMH xMApoxJiopMA LLITo o4roBapa
Ha 390mg  MeTdyopMMH  6a3a.

3a  LieiiocHa  iiMCTa  Ha  eKCLiMnMeHCM  BMAM  Bo AeJloT 6.1

®MiiM-o6noxeHM Ta6iieTM.

BeJ", oitpyrJ", 6MKOHBeitc" cPMi"-o6iioxe" Ta6jie".

4.1.  TepaneBTCKM  MHAMI{aL+MM

TpeTMaH   Ha   AMja6eTec   Mei"Tyc  TMn   2   oco6eHo   Kaj   roja3"   naLiMeH"   Bo   cjiyiiaj   Kora
nponMLLlaHaTa AMeTa  M  Bex6M  He  pe3ytiTMpaaT co cooABeTHa  KOHTpojia  Ha  ri"i(eMMjaTa.

•      Kaj    803pacHM,    myKO¢ax    MOxe   Aa    ce    itopMc"    KaKO    MOHOTepa"ja    MrM    80
KOM6MHaLiMja co Apy" opaJiHM aH"/]wia6e"LiM  Mi" co  MHcyJ"H.

•      Kaj AeLia  noiiHyBajkM  oA  10  roAMLUHa  Bo3pacT M afioJiecLieH"  ThyKoq)axMoxe Aa ce
KopMc"   KaKo MOHOTepar"ja  M"  Bo KOM6MHauMja co  MHcyJ"H.

3a6eiiexaHo  e  HaMaiiyBatbe  Ha AMja6e"ii"Te  KOMni"KaLiMM  Kaj  roja3"  Hal+MeH"  co TMn
2 AMja6eT Tpe"pa"  co MeT¢opMrm  KaKo npMMapHa Tepa"ja  no Heycnex co AMeTa.  (BMAM
Bo AeJioT 5.1 ).

4.2. J]o3Mpalbe M  HaLiMH  Ha ynoTpe6a

Bo3pac" co HODMaJiHa 6v6pexHa d)yHKL"ia (GFR 2 90 mL/min):

MOHomepanuja u KOM6uHauuja co Opyau opaJTHu aHmu6uja6emuuu:

Boo6MvaeHa    noiieTHa    Ao3a    e    eAHa    Ta6rleTa    o4    500mg    Mi"    850mg    MeTcPopMMH
xMAPoxnopM4  2 /]o  3  na"  Ha 4eH Aa4eHa  Bo TeK M"  nocne  o6pouMTe.  Ilo  10 Ao  15 AeHa
A03aTa Tpe6a Aa Ce  npMJiaroAM   Bp3 6a3a  Ha  MepeHDaTa  Ha  riiMito3aTa  Bo  KPBTa.  nocTeneHo
3roJleMyBarbe   Ha   Ao3aTa       Moke   Aa   ja   noAo6pM   racTpoMHec"HaJiHaTa   TonepaHUMja.
MaKCMMaJiHaTa  npenopaHaHa /]HeBHa Ao3a e 39 3eMeHa  KaKo 3 noAeJie" Ao3M.

AKo  ce  nnaHvipa  npeofart.e  oA  4pyr  opaJieH  aH"4Mja6e"K:  npeKMHeTe  ja
ApyrMOT aH"AMja6e"K  M  3anoiiHeTe  co  MeT¢opMMH  Bo Ao3M  LijTo  ce
TeKCTOT.

KOM6uHauuja co uHcyi]uH:

MeTcPopMMH   M   MHcyT"HOT   MoxaT  Aa   ce   KopMCTaT   Bo   KOM6M"paH
nocTMrHe  no4o6pa  KOHTpolia  ria  rJiMKo3aTa  Bo  KPBTa.  MeT¢opMMH  xM4

yrioTpe6aTa  Ha

P§RETuS

REHbnl



Bo   Boo6MilaeHaTa   noiieTHa  Ao3a   oA  500mg   Mi"   850mg   2   MJ"   3   na"  AHeBHo,  AOAeKa
Ao3aTa  Ha  MHcyJ"HOT ce  npMJiaroAyBa  Bp3 6a3a  Ha  MepeH>aTa  Ha  rJiMKo3aTa  Bo  itpBTa.

nocmapu i]uua:

rlopaAM    MoxHocTa    oA    HaMaiieHa    peHajiHa    ¢yHKLiMja    Kaj    nocTapM    J"ua,    Ao3aTa    Ha
MeT¢opMMH  Tpe6a Aa  ce  npMjiarofiM  BP3  6a3a  Ha  peHaJIHaTa  cpyHKLiMja.  PeAOBHa  ripoL+eHKa
Ha  peHajiHaTa  cpyHKLiMja  e  HeonxoAHa.  (  BMAM  Bo AeJioT 4.4)

HapyureHa 6y6pexHa ¢yHKuuja

BpeAHocTa  Ha  GFR  TDe6a  4a  ce
KOM   cofiDxaT   MeTd)ODMMH.   M  Aa
naLIMeHTM  co  3rojieMeH  DM3Mi(  04

nocTaDM   nauMeHTM.   6v6pe>KriaTa
ceKOM  3ng  MeceuM.

nooBeDM  nDe4  4a  ce  3anoilHe  TeDa"iaTa  co  npoM3BOAM
ce  nDOBeDVBa  HaiMaJiKv  e/]Hau   ro4MilHo  noone  Toa.   Kai
noHaTaMouHa  nDorDecMia  Ha  6v6De>Ki+o  HaDvivBart>e  M  I(ai
d)vHKUMia   TDe6a   j]a   ce   nDOBeDVBa   noiiecTo,   Ha   np.   Ha

GFR (mL/min) TOTajiHa   MartcMMaJiHa  4HeBHa AonoJl"TeJl" 3a6ejieuKM
Ao3a   (Aa   ce   noAei"   Ha   2-3
AHeB" Ao3M)

60-89 3000 mg Moke  Aa  ce  3eMe  Bo  npeABMA  peAyKL+M|a
Ha          Ao3aTa          Bo          3aBMCHocT          oA
HaMaJiyBaLbeTo  Ha 6y6pexHaTa ¢yHKLiMja

45-59 2000 mg rlpeA    3anoilHyBarbe    Ha    TpeTMaHOT    cO
MeTq)opMrm    Tpe6a    f]a    Ce    Pa3rJleAaaT
a)aKTopMTpe   KOM   MoxaT  Aa   ro  3roiieMaT
pM3MKOT  o/I  jiaKTMilKa  aLiMA03a  (BMAM  AeJl

30-44 1000 mg 4.4)   .   rloHeTHaTa   Ao3a   Tpe6a   Aa   6MAe
HajMHory     norioBMHa     OA     MaKCMMaTiHaTa

A03a.

<30 - MeTq)OPMMHOT e  KOHTpai"flMLiMpaH.

4eua M aqoJlecueH"

MOHomepanuja u  KOM6uHauuja co uHcyj]uH:

•       rJiyKocpa>K  Moxe Aa  ce  KopMCTaT  Kaj  AeLia  noilHyBajwi  oA  10  roAML]]Ha  Bo3pacT   M  Kaj

a4oJlecueHTM .

•      Boo6MiiaeHa  noiie"a Ao3a  e  500  mg  Mj"  850mg  MeTq)OPMMH  xMApoxJiopMA eAHaLij

AHeBH0 AaAeHa  Bo TeK Mj"  Ilo o6poLiMTe.

no  10 Ao  15 AeHa  Ao3aTa  Tpe6a  Aa  ce  npMriaroAM  Bp3  ocHOBa  Ha  MepeibaTa  Ha  rjiMKo3aTa
Bo  KPBTa.  rlocTeneHo 3roJieMyBarbe  Ha 4o3aTa   Moxe Aa ja  no4o6pM  racTpoMHec"HaiiHaTa
To/iepaHLiMja.   wiaKCMMatiHaTa   npenopailaHa  AHeBHa  fl03a   Ha   MeTcPOPMMH  xMApoxiiopMA  e
29 3eMeHa KaKo 2-3 no4eJie" Ao3M.

4.3.  KOHTpaiiHAMi{aLiMM:

•       npeHyBCTBMTejiHOcT Ha

AeJioT 6.1

MeT¢opMMH  MJ"  HeKoj  oA eKCL|MnMeHTMTe  HaBe4e"  Bo

•       CeKaKOB  BMq  Ha  aKyTHa  MeTa6oJ"iiKa  aLiMAo3.a  (KaKo

4Mja6e"iJHa  iteToaL+M/]o3a

•      flMja6e"iiHa npe-KOMa.

•      TeuKa  peHaiiHa  MHcyd)ML+MeHL+Mja  (GFR  <  30  in

2



•      AKyT"  CocToj6M   KOM  MoxaTAa ja  npoMeHaT peHatiHaTa  cpyHKLiMja   KaKo  LLITo  Ce:

AexMApaTaHMja,Teui(a  rm¢eKLiwia,  LuoK.

•      AKyT"  Mi" xpo"ii" 3a6ojiyBaiba KOM  MoxaT Aa npeAM3BMKaaT XMnooKCMja  Ha
TKMBaTa  KaKo  u]To ce:  cpLieBa  Mj"  pec"paTopHa  MHcycpMHMeHLiMja,  HeoAaMHeLiJeH
MMOKapAMajieH  MHq)apKT,  LiloK.

•      XenaTaJiHa  MHcyd)MLiMeHLiMja,  aKyTHO Tpyerbe  co  aiiKoxoii,  aiittoxoj"3aM.

4.4. CneL+MjaJiHM npenynpeAyBaiba M npeTna37"BocT npM ynoTpe6a

JlaKTMHHa  aLiM/]03a

JlaKTmHaTa   aLiMAo3a   e   peTKa,   Ho   CepMo3a   MeTa6onHa   KOMni"i{aLiMja     Koja   HajiiecTo   Ce

jaByBa  npM aKyTHo BiioLi]yBatbe Ha 6y6pe>KiiaTa cpyHKHMja  MJ"  KapAMopec"paTopHa 6oriecT
Mj"   cenca.       AKyMyjiauMjaTa    Ha    MeTq)OpMMH   ce   OnyHyBa    npM   aKyTiio    BiioLi]yBatbe   Ha
6y6pe>KiiaTa  a)yHKHMja  M  ro  3roiieMyBa  pM3MKOT oA  nojaBa  Ha jiaKTMiiHa  aLiM/]o3a.

80  onyilaj  Ha AexMApaTauMja  (Teui{a  flMjapea  Mi"  noBpakatbe,  TeMneparypa  Mi"  HaMaTieH
BHec Ha TeiiHoc"),  MeTd)OPMMHOT Tpe6a  npMBpeMeHo 4a  ce  npeKMHe  M  ce  npenopaiiyBa 4a
ce  KOHTaKTMpa  MeAMUMHCKo  T"L+e.

MeAMUMHCKMTe   ripoM3BOAM   KOM   Moxe  aKyTHo  Aa  ja  nonpeiiaT  6y6pe>KiiaTa  a)yHKL+Mja   (KaKo
LiJTo    ce    aHTMXMnepTeH3MBM,    AMypeTMUM    MJ"    HecTepoMAHM    aH"MH®iiaMaTOp"    JieKOBM

(HCAMJl))  Tpe6a  Aa  ce  MHMLiMpaaT  co  oco6eHo  BHMMaHMe  Kaj  nauMeH"  KOM  ce  Tpe"paaT
co   MeTCPopMMH.   flpy"   PM3MK  q)aKTopM   3a   nojaBa   Ha  JiaKTMiiHa   aHMAo3a   ce   npeKyMepHo
3eMafoe  Ha  aJiKoxoii,  xenaTaJiHa  MHcyq)MUMeHLiMja,  ona6o  itoHTpoi"paH  AMja6eTec,  KeTo3a,
AonroTpajHo   nocTelbe   M   ceKoja   cocToj6a   noBp3aHa   cO  xMnooKCMja,   KaKO   M   MCTOBpeMeHa
ynoTpe6a  Ha  MeAML+MHCKM  ripoM3BOAM  KOM  Moxe Aa  npeAM3BMKaaT iiaK"iiHa  aLiMAo3a   (BMAM
Bo AeJioT 4.3  M 4.5).

rlaHMeH"Te  M/Mj"  cTapaTei"Te  Tpe6a  Aa  6MAaT  MH®opMMpa"  3a  pM3MKOT  oA  JiaKTMi]Ha
aL+MAo3a.   JlaKTMiiHaTa   aHMAo3a   ce   KapaKTepM3Mpa   Co   aLiMAo3Ha   AMonHea,   a6AOMMHaJiHa
6oTiKa,   MycKyJi"  rpileBM,   acTeHMa  M  xMnoTepMwia  npooneAe"  co  KOMa.  Plot(oJiny  nocTOM
coMHeBarbe  3a  cMMnTOMM,  naLiMeHTOT Tpe6a Aa  npeKMHe Aa  3eMa  MeTq)OPMMH  M  BeAHaLIJ Aa
ce jaBM  Ha  cBojoT  jieKap.  fli4jarHoc"ilKo  na6opaTopMCKMTe  TecTOBM  noKa>KyBaaT  HaMaTieHa

pH    BpeAHocT    Ha    KPBTa    (<7,35),    rioi{aileHo    HMBo    Ha    njia3Ma    jiaiITaT    (    >5    mmol/L),
3rotieMyBarbe Ha aHjoHcitaTa  npoiiycTi"BOcT M jiaKTaT/ nMpyBaTe OAHocOT.

PeHaiiHa  d)vHKL"ia:

GFR  Tpe6a  Aa  ce  oApeAM  npe/I  3anoilHyBarbe  Ha  TpeTMaHOT  M  peAOBHo  Bo  TeK  Ha  MCTMOT,
BMAM  Hen   4.2.   MeTCPopMMHOT  e   KOHTpaMHAML"paH   Kaj   naLiMeH"   co   GFR<   30   mL/MMH   M
Tpe6a  npMBpeMeHo  Aa  ce  npeKMHe  npM  cocToj6M  KOM  Bi"KjaaT  Ha  6y6pe>Ki+aTa  ¢yHKLiMja,
BMAM  AeJi  4.3.

CoLieBa  d)vHKUMia

nauMeH"  Co  CpLieBa  cJia6ocT  MMaaT  norojieM  pM3MK  oA  nojaBa  Ha  xMnooKCMja  M  peHajiHa
MHcy¢Mi+MeHUMja.   MeTq)OPMMH   Moxe  qa   ce   ttopMc"   Kaj   nauMeH"   co   cTa6MiiHa   cpLieBa



MeTq)OPMMH   Tpe6a  Aa   Ce   npei(MHe  48   llaca   npeA   npoLieAypaTa   Ha   aAMM"CTpaL|Mja   Ha

joA"oT  KOHTpacT  Mj"  3a  BpeMe  Ha  MCTaTa  M  He  Tpe6a  Aa  ce  npoAOJixM  co  Tepa"jaTa
HajManKy 48 ilaca no Tec"paitieTo,  oTKat(o noBTopHo ke ce npoHe" PeHaJiHaTa a)yHKUMja M
Ce  noTBPAM AeKa  e  CTa6MnHa,  BMAM  Bo AeJioT 4.2  M  4.5.

XMDVDUKM  MHTeDBeHUMM:

3eMaLbeTo  Ha  MeT¢opMMH  Tpe6a  Aa  ce  npeKMHe  npeA  oApeAeHa  xMpypLUKa  MHTepBeHLiMja
nod  onLUTa,   c"HajiHa  Mi"  e"AypajiHa  aHecTe3Mja.   Tepa"jaTa  Moke  noBTopHo  Aa  ce
3anoiiHe  He  nopaHo  oA  48  iiaca  no  oriepaTMBHaTa  i"TepBeHLiMja  M"  no  noBTopHo  3eMaLbe
Ha  xpaHa  opajiHo  M  Toa  caMo  oTKaKo  noBTopHo  ke  ce  npoLie"  PeHajiHaTa  dyyHLiMja  M  ce
noTBP4M AeKa e cTa6MnHa

rleAMiaTDMCKa  nonvriauMia:

flMjarHo3aTa   Ha  flMja6eTec   MeJ"ryc  "n   2   Mopa  Aa   ce   noTBpflM   npeA  Aa   ce   3anoiiHe
TpeTMaHOT cO  MeTq]OpMMH.

80   TeK   Ha    KOHTpojiMpaHMTe    KiiMHMUKM    Mc"TyBatba    Bo    BpeMeTpaetbe    oA   eHa    roAMHa
MeTd)OPMMH   He  noKa>Kan   B"jaHMe  Bp3  pacTOT  M  ny6epTeTOT  Ho  HeMa   rioAaTOHM  3a  oBMe
crieHMq)Mii"   ToiiKM   3a   AojiroTpaj"   McnMryBarba.    3aToa   ce   npeliopaHyBa   BHMMaTetiHo
oneAeibe   Ha   ed)eK"Te   Ha   MeTq)OPMMH   3a   oBMe   napaMeTPM,    Kaj   Aeua   TpeTMpa"   co
MeTcPopMMH  oco6eHo  Kaj  npeA-ny6epTeTCKM AeLia.

Eeua Ha 8o3pacm noMefy 10 u  12 eo6uHu;

CaMo   15   naiiMeH"   Ha   Bo3pacT   oA   10   Ao   12   roAM"   6MJle   BKJiyile"   Bo   KOHTpojiHMTe
KjiMHMHKM    McnMTyBaHa    CnpoBeAe"    Kaj    AeL|a    M    aA0jiecHeHTM.     MaKo    e¢MKacHocTa    M
cMrypHocTa  Ha  MeTd)OPMMH    Kaj  oBMe AeLia  He  ce  pa3J"KyBa  oil  ecpMKacHocTa  M  cMrypHocTa
Kaj  nocTapM  Aeua  M  afioJiecLieH",  oco6eHo  BHMMaHMe  ce  npenopaHyBa  npM  npo"LijyBatbe
Ha Aeua  Ha  Bo3pacT noMeFy  10  M  12  roAMHM.

flDV"  rlDe/]VnDe4vBatba:

CMTe  naLiMeH"  Tpe6a 4a  npo4on>KaT co  cBojaTa /]MeTa  co  paMHOMepHo  pacnpeAejiyBaLbe
Ha  BHecyBibeTO  Ha  jariiexMflpa"  80  TeKOT  Ha  AeHOT.   naLiMeH"Te  cO  npeKyMepHa  Te>KMHa
Tpe6a fla ja  npoAOJlxaT CBojaTa eHepreTCKM  HaMaiieHa AMeTa.

Boo6MilaeHMTe na6opaTopMCKM TecTOBM  3a  one4eibe  Ha AMa6eTec Tpe6a Aa  ce  M3BeAyBaaT

peAOBHO.

MeTcPopMMH   KaKo   MOHOTepar"ja   He   npeAM3BMKyBa   xMnorj"iteMMja,   MefyToa   ce  coBeryBa
BHMMaBarbe     Kora     ce     KopMc"     Bo     KOM6MHaL|Mja     co     MHcyi"H     MJ"     Apy"     opaJi"
aH"AMja6e"uM (Ha np. c  Ji    o"Ji ypea npenapa" MJ" MerJ"""AM).

4.5.  MHTepal{L+MM  co Apy" nel{oBM  M 4py"  q}opMM  Ha  MHTepai{L+MM

H6 ce noenoDaiivBa 3ae4HMiiKa vnoTpe6a co:

AJ]KOXOJ1:

rlocTOM  3rojieMeH.pM3MK  OA  JiaKTMilHa  aLtMA03a  npM  MHTOKCMKau

cjiyilaM  Ha rjiaAyBaHDe MJ"  HeyxpaHeTocT,  xeriaTaii"  HapyLijyBa
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I(oHmpacmHu cpeocm8a co joe :

MeTcPopMMHOT  Mopa  Aa  ce  npeKMHe  48  uaca  npeA  npoL+eAypaTa  Ha  aAMM"cTpaL+Mja  Ha

joA"oT  KOHTpacT  Mi"  3a  BpeMe  Ha  MCTaTa  M  He  Tpe6a  Aa  ce  npoAorixM  co  Tepa"jaTa
HajMaiiKy 48 ilaca  no TecTMpaibeTo,  oTKal(o noBTopHo ke ce npoL+e"  peHaiiHaTa a)yHl(HMja  M
ce  noTBPAM Aei(a e  cTa6rmHa,  BMfiM  Bo AeJioT 4.2  M 4.5.

KOM6MHaLLMM  Kai  KOM  e  noTDe6Ha  nDeTna3rMBocT nDM  vnoTDe6a:

HeKOM  MeflMLiMHCKM  npoM3BOAM  Moxe  HecaKaHo  Aa  B"jaaT  Ha  6y6pe>Ki+aTa  a)yHKLiMja  LLiTo
MOxe Aa  ro  3rojieMM  pM3MKOT  oA  nojaBa  Ha  jiaKTMiiHa  aLiMAo3a,  Ha  np.  HCAMJl,  BunyiiyBajkM
M   oneKTMB"    LiMKjio-oKCMreHa3a   (CoX)ll    MHXM6MTopM,   ACE   MHXM6MTopM,    aH"oTeH3MH    11

PpeLienTop"  aHTaroHMc"  M 4MypeTML|M,  oco6eHo AMype"uM  Ha XeHj"eBaTa neTeiiKa.  Kora
ce 3anoiiHyBa  co  wlMi"  ce ynoTpe6yBaaT TaKBM  npoM3BOAM  Bo  KOM6MHaLiMja  co  MeTcPopMMH,
noTpe6Ho e  BHMMaTeiiHo oneAetbe  Ha  6y6pe>KHaTa  CbyHKHMja.

Me6uuuHCKume   npenapamu   co   uHmpu3uiJHa   xunepai]uKeMuuHa   aKmu8Hocm   (KaKo   Ha
npuMep anyKOKopmuKou6u (cucmeMCKu  u iioKaj]Hu  namuurma)  u cuMnamoMUMemuuu):

novecTo  npoBepyBarbe  Ha  HMBOTo  Ha  riiMKo3a  Bo  KPBTa  Moxe 4a  6MAe  noTpe6Ho,  oco6eHo
Ha    noileTOKOT    Ha    iieKyBatbeTo.    J]oKojiny    e    noTpe6Ho    nprmaroAeTe    ja    Ao3aTa    Ha
aH"AMja6e"KOT Bo TeKOT Ha Tepa"jaTa co flpyr JieK ce Ao HeroBOTo npeKMHyBabe.

OpeaHCKu  KamjoHCKu  mpaHcnomepu  (OCT)

MeT®opMMHOT e cyncTpaT 3a ABaTa  BMAa TpaHcnopTepM OCT  1  M  OCT2.

3aeA"HKa aAMM"CTpaLiMja  Ha  MeT¢opMMH co:

•       MHXM6MTopM  Ha  OCT1   (Kai(o  LLiTo  e  BepanaMMTi)  Moxe  Aa  ja  HaMaj"  ecbMKacHoCTa

Ha  MeTcPopMMH

MHAyRTopM      Ha      OCT!      (KaKo      Li]To     e      pMdyaM"LiMH)      Moke     Aa     ja      HaMaJ"
racTpOMHTecTMHaJiHaTa  ancopnuMja  M  e®MKacHOcT  Ha  MeTcpOpMMH

MHXM6MTopM     Ha    OCT2    (Kai(o    LLiTo    ce     LiMMeTMAMH,    AoiiyTerpaBMp,     paHOJia3MH,
TPMMeTonpMM,     BaHAeTa"6,     McoBaKyHa3oTi)     Moxe    Aa    ja    HaMaj"    peHaiiHaTa
et"MMHaLiMja      Ha      MeTd)OPMMH      M      TaKa      Aa      AOBeAe      Co      3roiieMyBarbe      Ha
MeT¢poMMHCKMTe  nlia3Ma  KOHL|eHTpauMM.

MHXM6MTopM  Ha  OCT  1   M  OCT2  (KaKo  LUTo  ce  I(pM3o""6,  oiianapM6)  Moxe  Aa  ja
npoMe" ed)MKacHocTa  M  peHaTiHaTa eJ"MMHaLiMja  Ha  MeTd)OPMMH.

Ce  npenopaiiyBa  BHMMaHMe,  oco6eHo  Kaj  naLiMeH"  co  6y6pex"  HapyLi]yBafoa,  Kora  oBMe
jleKOBM       Ce       aAMMHMCTPMpaaT      3aeAHO      co      MeTq)opMrmoT,       6MAejkM       njia3MaTCKaTa
KOHueHTpauMja  Ha  MeTq)OPMMH  Moxe  Aa  ce  3rojieMM.  4oKoiiKy  e  noTpe6Ho,  Tpe6a  4a  ce
3eMe     Bo     npe4BM/I     npLmaroAyBarbe     Ha     Ao3aTa     Ha     MeT¢opMMHOT     6M4ejkM     OCT
MHXM6MTopMTe/  MHAyKTopMTe  Moke Aa ja  iipoMeHaT ed)MKacHocTa   Ha  MeTq)POMMHOT.

4.6.  nnoAHocT, 6peMeHocT M nai{TaLiMja

BDeMeHocT

HeKOHTpoj"paH  AMja6eT  3a  BpeMe  Ha  6
Bo  TeitoT  Ha  uejia .6peMeHocT)  e  noBp3a

;6r::::H|°6CpTo|mHaT{:i:;i::aunMH:oC6MMpeTHHM°:TA

recTaLiMja  MJ"  nocTojaHo
A  nojaBa  Ha  KOHreHMTaii"

eTd)OPMMH  Kaj 6peMe" xe" He
MHAMUMpaaT  A,a  3.`ro.iieM6H  pM3MR' o4  KOHreHMTaii"  a6HopMaTiHoc".  CTy4MMTe  Ha  xMBOT"

"`..`-
•,          -`~,,



He    noKaxyBaaT    LijTeT"    ecpeK"    Li]To    ce    oflHecyBaaT   Ha    6PeMeHocTa,    pa3BojoT   Ha
eM6pMOHOT Mj"  dyeTycoT,  nopoAyBatbeTo  MJ"  nocTHaTaiiHMOT pa3Boj.  (BMqM  Bo AejioT 5.3)

Kora  naLiMeHTOT njiaHMpa  6peMeHocT Mj"  Bo TeK Ha  6peMeHocTa,  AMja6eTecoT He Tpe6a Aa
ce  TpeTMpa  cO  MeT®OpMMH,  TyKy  3a  OApxyBarbe  Ha  HMBOTO  Ha  rjiyit.03aTa  80  KPBTa  LUTO  e
MoxHo  no6j"cKy  Ao  HopMaJiHOTo,  Tpe6a  Aa  ce  KopMc"  MHcyj"H,  co  ueii  /]a  ce  HaMa"
PM3MKOT  oA   MaJld)oPMauMM   Ha  cpeTycoT  noBP3a"   co  a6HopMamM   HMBoa   Ha   riiyKo3a   Bo
KPBTa.

JlaKTauMia

MeT¢opMMH   ce   M3iiaiiyBa    Bo   MrieKOTo   3a   BpeMe   Ha   jiaKTaLiMja.    He   ce   3a6ejiexa"
HecaKa"   peaKLiMM   Kaj   AoeHiMtbaTa.      CenaK,   6MAejKM   orpaHMileH   6poj.   Ha   noAaTOLiM   ce

AocTanHM,  He  ce  npenopailyBa AoeLbe  3a  BpeMe  Ha  Tepa"ja  co  MeTq)OPMMH.  Tpe6a Aa  ce
AOHece   oAJlyKa  AaJ"   Aa   ce   npeKMHe  AoetbeTO,   3eMajKM   ro   Bo   npeABMA   3HaiierbeTo   Ha
AoeH>eTo M  HecaKaHMTe ecpeK" 3a fleTeTo.

niioflHOcT

rlJioAHOcTa  Ha  MaLi]KM   M  xeHCKM  cTaopuM  e  HenpoMeHeTa  npM  aAMrmMCTpauMja  Ha  BMcOKM

Ao3M   oA   600Mr/Kr/AeH   Ha   MeTCP0pMMH,   Li]To   e   npM6j"xHo   TPM   na"   noBMcoKa   Ao3a   o/I
MaKCMMaiiHaTa  npenopallaHa  AHeBHa  A03a   npecMeTaHa  CnopeA  noBPLi"Ha   Ha  iloBeHKOTo
TeJIO.

4.7.  E®eRTM  Bp3 cnoco6HocTa 3a ynpaByBaLbe co Bo3Miia  M  MaLUMHM

MeTd)OPMMH   KaKo   MOHOTepa"ja   He   iipeAM3BMKyBa  xMnori"KeMMja   M  3a,Toa   HeMa   HMKaKBo
BJ"j.a"e Bp3 cnoco6HocTa 3a ynpaByBatbe co Bo3Miia  M  MaujMHM.

CenaK  Ha  naLiMeHTMTe  Tpe6a  Aa  MM  ce  o6PHe  BHMMaHMe  3a  pM3MKOT  oA  xMnorJ"KeMMja  Kora
MeTcPopMMH      ce      KopMc"      Bo      KOM6MHaLiMja      co      Apy"      aH"Awia6e"iiHM      areHCM

(cyjid)aHMjiypea npenapaTM,  MHcyj"H,  Meri"""AM)

4.8. Hecai{a" AejcTBa

3a BpeMe Ha  Tepal"jaTa co MeTcbopMMH Hajiiec" HecaKa" eq)eK" ce raAetbe,
noBpaRatbe, AMjapea,  a6AOMMHaJIHa 6oiiKa M  ry6atbe  Ha ane"T KOM  Bo HajrojieM 6poj  Ha
ctiyi+aM cnoHTaHo Mciie3HyBaaT.  rlpeBeH"BHo ce nperiopailyBa   ynoTpe6a  Ha  MeTd)OPMMH
Bo 2 Ao 3 AHeB"   Ao3M  M  nocTeneHo 3roJieMyBarbe Ha Ao3aTa.

npM Tepa"ja co MeTpq)OPMMH Moke Aa ce nojaBaT cjieAHMTe HecaKa" ecpeK".
®peKBeHLiMjaTa e Fed)M"PaHa  KaKo  LijTo CiieAM:  MHory ilec" 21/10;  iiec" 21/100,  <1/10;
HeBoo6MiiaeHM  21/1,000,  <1/100;  peTKM 21/10,000,  <1/1,000;  MHory peTKM  <1/10,000,

Co  ceKoe  rpy"paLbe  no  Cppei(BeHTHoCT,  HecaKaHMTe AejcTBa  Ce  npeTCTaBe"  no  PeAoCJleA
Ha  HaMaiiyBatbe  Ha  cepM03HOcTa.

MeTa6oj"3aM  M  HaDVL]jvBatba  Bo  McxDaHaTa:
zrd'rd

MHoey pemKu:

naKTMilHa  aLiMAo3a  (  BMAM  Bo AejioT 4.4.)
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HaMaiiyBarse  Ha  ancopnLiMjaTa  Ha  BMTaMMHOT  Bi2  cO  HaMatiyBibe  Ha  cepyMCKMTe  HMBoa  Bo
TeKOT  Ha AotiroTpajHa  ynoTpe6a  Ha  MeTq)OPMMH.  3eMarbe  Bo  npeABMA  Ha  oBaa  e"oJio"ja
ce  npenopallyBa, AOKOJiKy ce pa6o" 3a  nauMeHT co Merario6JiacTHa aHeMMja.

HaDvuvBaLba  Ha  HeDBHMOT cMCTeM:

l/ecmu.. HapyuyBaLba Ha BKycoT

racTDOMHTec"HaiiHM  HaDVLijvBatba:

MHoey   t+ecmu..   racTpoMHTec"HamM   HapyLi]yBaiba   KaKo   raAeibe,   noBpakarbe,   AMjapea,
a6AOMMHaJiHa  6oJiKa  M  ry6eibe  Ha  aneTMTOT.  oBMe  HecaKa"  eq)eK"  ce  nojaByBaaT  MHory
ilecTO 80 TeK Ha  BOBeflyBarbe Ha Tepa"jaTa  M  Mcue3HyBaaT cnoHTaHO 80 noBekeTO OnyilaM.

3a   npeBeHL|Mja   Ha   oBMe   HapyLIIyBaLba   ce   npenopaiiyBa   MeTd)OPMMH  4a  ce  3eMa   Bo  2-3

/]HeB" 4o3M  Bo TeK M"  no  o6poKOT.  BaBHo 3roJieMyBaLbe  Ha Ao3aTa  Moxe Aa ja  n04o6PM
racTpoi"Tec"HaJiHaTa TonepaHLiMja.

XenaT06MnMiaDHM  HaDVLIJVBarba:

MHoey pemKu..  M3oj"pa"  M3BeLi]TaM  3a  a6HopMaiiHoc"  Ha  LipHOApo6"Te  a)yHi(HMOHaJl"
TecTOBM  M" xenaTM"c KOM  Mciie3HyBaaT cO  npeKMH  Ha  ynoTpe6aTa  Ha  MeTcpOpMMH.

Ilapyu.vBaiba  iia  Ko>KaTa  M  Cv6K\ITaoTo TKMBo:

MHoay pemKu..  KO>KI"  peaKUMM  ItaKO  HPBeHMiio,  iieLilaH>e,  yp"KapMja

neAiijaTpiici{a nonyiiaiiMja:

Bo    ny6"KyBa"Te    M    nocT-MapKeTMHLLiKMTe   noAaTouM    M    Bo    i{oHTpoT"paHMTe    ronMHMiiKM
Mc"TyBarba  Kaj    KOHTpoj"paHa  neflMjaTPMCKa  nonytlauMja  Ha  Bo3pacT  oA  10  -16  roAM"
TpeTMpa"  Bo TeK  Ha  1  ro4MHa,  npMjaBeHMTe  HecaKa" 4ejcTBa  no  npMpo4a  M TexMHa  6MJle
ci"u" Ha npMjaBe"Te Kaj 803pacHM.

rlDMiaBa  Ha  HecaKaHM 4eicTBa

npMjaByBarbe    Ha     HecaKa"    AejcTBa    no    pe"cTpaL+MjaTa    Ha    iieKOT    e    BaxHo.     Toa
oBo3Mo>KyBaHo   nocTojaHo   cJieAeibe   Ha   npMAOBKMTe   M   pM3MitoT   oA   ynoTpe6a   Ha   JieKOT.
Me/]MLiMHCKMTe    pa6oT"LiM    ce    noBMi(a"   Aa    "    npMj.aBaT   cMTe    HecaKa"   AejcTBa    Bo
HauMOHaJi"oT L+eHTap 3a a)apMaKOBMrejiaHHa  Ha  Peny6J"Ka  MaKeAo"ja.

4.9 npeAo3Mpaibe

XMnori"KeMMja  He  e  3a6eiiexaHa  Kaj  /]o3M  M  Ao  85g,  MaKo  Bo  TaKBM  oKoiiHoc"  Ce jaByBa
JiaKTMi]Ha  aL+MAo3a.  BMcoKo  npeAo3Mpatbe  co  MeT¢opMMH  Mj"  KOM6M"pa"  pM3MLiM  Moxe

Aa  AOBeAaT  Ao  JiaKTMHHa   aLiMAo3a.   naKTMiiHaTa   aLiMAo3a   e   MTHa   MeAMUMHCKa   cocToj6a   M
Mopa Aa  ce Tpe"pa  Bo  6oJl"Lia.  HajAo6ap
MeTq)OPMMH   e co xeM.oAMjaJ"3a.

5.1. ®apMaKo/]Mri`aMci{M .oco6eHoc"

®apMaKOTepaneBTCKa  rpyna:  JleKOBM  KOM  ro
BMrBa"AM"  ; ATC``KOA: A10BA02
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MeTd)OPMMH   e   6MrBa"AMH   CO   aHTMXMneprT"KeMMiieH   eq)eKT,  ja   cHMxyBa   M   6a3ajiHaTa   M
nocTnpaHAMaJiHaTa  riiyKo3a  Bo  nJia3MaTa.  He cTMMyi"pa  ceKpeuMja  Ha  i"cyj"H  M 3aToa  He
npeAM3BMi{yBa  xMnorf"KeMMja.

MeTdyopMMH  Moke Aa AeriyBa  npeKy 3  MexaHM3MM:

(1)     HaMaiiyBarbe     Ha    co3AaBaH>eTo    Ha     rjiyKo3a     Bo    xenapoT    co     MHXM6MLiwia    Ha
rjiyi{OHeoreHe3aTa  M  rjiyitoreHoi"3aTa.

(2)     Bo MycKyt"Te  ,  co 3roiieMyBaitle Ha  MHcyr"HCKaTa ceH3MTMBHocT,  co noAo6pyBatbe

Ha  nepMcpepHOTo  npe83eMaLbe  M  Mcr(opMCTyBaLt>e  Ha  rjiyKo3aTa.

(3)     M  oAjioxyBahae  Ha  MHTecTMHajiHaTa  a6copnL+Mja  Ha  riiyKo3aTa.

MeT¢opMMH ja  CTMMyj"pa  MHTpaLieiiyfiapHaTa  CMHTe3a  Ha  rrMKoreH  AenyBajkM  Ha  rriMKoreH
cMHTe3aTa.

MeTd)OPMMH   ro   3roiieMyBa   TpaHcnopTHMOT   KanauMTeT   Ha   cMTe   TMnoBM   Ha   MeM6paHCKM
riiyKo3a TpaHcnopTepM (rJlyT) no3Ha" Aocera.

Bo   KiiMHMiiKMTe   Mc"TyBatba,   ynoTpe6aTa   Ha   MeTcPopMrm   6eue   noBp3aHa   co   cTa6MjiHa
TejiecHa TexMHa  M/"  MaJia 3ary6a  Bo TeiiecHaTa TexMHa.

Kaj  jiyfe,  He3aBMCHo  oA  HeroBOTo  Bj"ja"e  Ha  rJ"KeMMjaTa,  MeT¢opMMH  xMApoxjiopM/]oT
MMa   no3MTMBeH   ed)eKT   BP3   MeTa6o"3MOT   Ha   iiMnMAMTe.    OBa   e   AeMOHCTPMpaHo      npM
TepaneBTCKM   Ao3M    Bo   KOHTPoi"Pa"   cpeA"   MJ"   AojiroTpajHM    KiiMHMHKM   Mcr"TyBahoa:
MeTcPopMMH   xMApoxjiopMAOT   ro   HaMaJiyBa   BKynHMOT   xoiiecTepoji,    LDL   xojiecTepoiioT   M
HMBOTo  Ha  TPMrJ"uepMAMTe.

KJ"HMilKa  ed)MKacHocT:

rlpocneK"BHaTa   paHAOMM3MpaHa   cryAMja   (UKPDS)   ja   yTBp/]M   KopMCTa   oA   AojiropoilHa
MHTeH3MBHa   KOHTpojia   Ha   rtiyito3aTa   Bo  KPBTa   Kaj   Bo3Pac"  nauMeH"  co  AMja6eT  TMn  2.
Pe3yjiTa"Te oA aHaJ"3MTe   Kaj Hal+MeHTMTe co npeKyMepHa Te}KMHa Tpe"pa" co

MeTcPopMMH  no Heycnex caMo  Co AMeTa  noKa)Kaa:

-      3HailajHo  HaMaJiyBatbe  Ha  a6coJiyT"oT  PM3MK  oA  6MJio  Koja  KOMnJ"KaLiMja  noBp3aHa

co  /]Mja6eTec   Bo   rpynaTa   co   MeTq)OPMMH   (29.8   onyiiaM/1000   nauMeH"   roAMUHo)
Hacripo" caMo AMeTa  (43.3 onyiiaM/1000  naLiMeH"  roAMuHo),p=0.0023,  M Hacnpo"
KOM6M"paHa   cyricpa"nypea   M   MHcyj"H   MOHOTepa"ja   rpy"   (40.1   onyiiaM/1000
nauMeH"  roAMLIJHo,  p=0.0034;

-      3HauajHo     HaMajiyBalee     Ha     a6coTlyT"OT    PM3MK    oA     MoPTai"TeT    noBp3aH    co

AMja6eTOT:   MeTcPopMMH  7.5  onyilaM/  1000  naLiMeHTM  roAMLilHo,   caMo  co  AMeTa   12.7
onyilaM/1000  Hal+MeH"  roAOLUHo,  p=0.017;

-      3HauajHo      HaMaTiyBarbe      Ha      a6conyT"oT     PM3MK     oA      ceBKyneH      MopTaj"TeT:

MeTcPopMMH    13.5   onyi+aM/1000   naLiMeH"   roAMLJJHo,    Hacnpo"   caMo   AMeTa   20.6
onyiiaM/1000       naLiMeH"       roAMLijHo       (p=0.011),        M       Hacnpo"       KOM6M"paHa
cynd)a"nypea   M   MHcyi"H   MOHOTepa"ja   18.9   onyilaM/1000   nauMeH"   ro/]MLijHo
(p=0.021);

-      3HailajHo  HaMaiiyBaibe  Ha  a6conyT"oT  pM3Mi(  oA  MMOKapAeH  MHdyapKT:  MeTcPopMMH

11,\cnyiiaM/1000    naLiMeH"   ro4MLLIHo,    Hacnpo"    caMo
nauMeH"  roAMllJHo  (p=0.01)

rlpM4o6MBKM    Bo  norjieA  Ha  K7iMHMilKMTe  pe3yiiTa"  He' ce  3a6
KopMc"  KaKo jieK oA  BToP  M36op,  Bo  KOM6MHaL+Mja  co  Cy`jiq)aH
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Kaj  TMn   1   AMi.a6eT   KOM6MHaLiMjaTa   MeTq)OPMMH   M   MHcyi"H   e   ynoTpe6yBaHa   Kaj   oA6pa"
Hal+MeHTM,     MefyToa     KnMHMiiKM     npMAo6MBi(M     oA    OBaa     KOM6MHaLiMja     He     ce    a)opMarlHo

yTBPAeHM.

rle4MiaTDMcita  nonvtiauMia

KOHTPoJ"pa"  KiiMHMiiKM   McnMryBatba  Kaj  oA6paHa   neAMjaTPMCKa   nonyjiaLiMja  Ha   10  -16
roAMLLIHa    Bo3PacT   TpeTMpaHM    Bo    Tel{    Ha    eAHa    ro4MHa    noKa}i(aa    onMiieH    04roBoP    Ha
rtiMKeMMiiHaTa  KOHTpoiia  KaKO  OHaa  Kaj  803pacHMTe.

5.2 ®apMal{oi{MHeTci{M oco6eHoc"

A6coDnLiMia:

rlo  opaJIHa  flo3a  Ha  Ta6JieTa  MeTcPopMMH  xMApoxJiopMA,  Cmax  ce  nocTMrHyBa  3a  2,5  ilaca

(tmax).  AncoJlyTHaTa  6MOpacnono}KMBoCT  Ha  MeTcbopMMH  XMAPoxJlopMA  Ta6JleTa  oA  500  mg
MJ"  850  mg  e  npM6"}Kiio  50-60%  Kaj  3ApaBM  J"Lia.   no  opaiiHa  Ao3a  Hea6cop6MpaHaTa
a)paKHMja 20-30°/o ce  nojaByBa  Bo cpeLiecoT.

no  opaJiHa  aAMM"cTpaLiMja  a6copnLiMjaTa  Ha  MeTd)opMm  Moke  Aa  ce  3acM"  M  Aa  6MAe
HeKOMnJieTha.     ce     npeTnocTaByBa     4eKa     a)apMaKoi(MHe"itaTa     Ha     ancopnuMjaTa     Ha
MeTq)OpMMH e   Hel"HeapHa.

80    npenopaiia"    Ao3M     M     iiiiaHci(M    Ao3MpaH,     MeTCPopMMH     noc"rHyBa    paMHOMepHa
KOHLieHTpaLiMja  Bo  njia3MaTa  Bo  TeK  Ha  24  Ao  48  iiaca  M  BorJiaBHo  e  noMaJiny  oA  1   Hg/ml.
Bo   KOHTpoj"pa"   KjiMHMili{M   cTyAMM   MaKCMMajiHMTe   HMBoa   Ha   MeTcpOpMMH   80   nTia3MaTa

(Cmax)  He  HaAMMHyBaaT 5  ]g/ml,  AypM  M  npM  MaKCMMaJl"  A03M.

XpaHaTa  ro  HaMaJiyBa  cTeneHOT  M  6naro  ja  oAiio>KyBa  a6copnHMjaTa   Ha  MeTcPopMMH.   Ilo
aAMM"cTpaL+Mja    Ha   4o3a    o4   850    mg,    3a6ejie}KaHo    e   40%    noMaii    nMK   Ha    njia3Ma
KOHLieHTpaLiMjaTa,  25%  HaMaTiyBarbe  Ha  noBPLi"HaTa  noA  KPMBaTa  (AUC)  M  npoAoji>KyBalt.e
Ha  BpeMeTo Ao  "KOT  Ha  nJia3Ma  itoHueHTpaLiMjaTa  3a  35  MMHyTM.  Kt"Hi"Ka  petieBaHiraocT
Ha oBMe  noAaTouM e  Heno3HaTa.

flMCTPM6vLiMia:

Bp3yBaH>eTo  3a   njia3Ma   npoTei"MTe  e  3aHeMapi"Bo.   MeTcPopMMH  ce  pacnpeAeJiyBa  Bo
epMTpoLiMTMTe.   nMKOT  Bo  KPBTa  e  noHM3oK  OA  nMi(OT  80  niia3MaTa  M  ce  nojaByBa  cKopo  Bo
MCTo  BpeMe.   L+pBe"Te  itpB"  KJieTKM  HajBepoja"o  npeTCTaByBaaT  ceKyHAapeH  ofiAeJl  3a
AMCTPM6yHwia.  CpeA"oT BOJlyMeH  Ha AMCTPM6yL+Mja  ovd)  e  noMefy 63-2761.

MeTa6oj"3aM:

MeTd)OMMH  ce  M3jiallyBa  HenpoMeHeT  Bo  ypMHaTa.  He  ce  MAeH"d)MKyBa"  MeTa6oj""  Kaj
nyFe.
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ErMMMHaLiMia:

peHanHMOT   Kj"peHc   Ha   MeTdyopMMH

yKaxyBa  4eKa MeTcbopMMH.  ce   ejiMMM

ceKpeL+Mja.  no OpaiiHa A03a  B'MAJ"B T

Kora  peHaTiHaTa  cpyHKL+Mja  e  BIioLLieHa
cO  Toj  Ha  KpeaTMHMHOT  M  8aToa  noJiy

Ao 3roJieMe"  HMBoa  Ha  MeTd)OPMMH  Bo

noroJleM   oA   400   ml/min,   Li]To
Ha   cPMjiTpaLiMja   M   Ty6ynapHa

a eJ"MMHauMja e 6.5 iiaca.

e  HaMaiiyBa  nponopLiMOHaiiHo

ja  e  npoAOJlxeH,  AOBeAyBajkM



KapaKTepc"KM I(ai cneuMd)Mii" rDv" Ha naLMeH"

HaDvuvBaibe  Ha  peHaJiHaTa  cbvHKUMia

noAaTOLiMTe     3a     ynoTpe6aTa     Ha     MeTdyopMMH     i{aj     naLiMeH"     co     yMepeHa     peHaTiHa
MHcy¢MHMeHL|Mja    He    ce    AOBojl"    M    BepoA0cToj"    3a    npoueHKa    Bo    oBaa    noArpyna
cliopeA6eHo  co  Hal+MeH"  co  HopMaiiHa  peHariHa  a)yHLiMj.a.  rlopaAM Toa 4o3aTa  Mopa 4a  ce
npMnaroAM 3eMajtw  "  Bo  iipeABMA  KJiMHMiii(aTa eq)MKacHocT M TOJlepaHUMja.

J]eua M a/]oriecueH":

CnyAMja  3a  eAHOKpaTHa  Ao3a:  rlo  eAHOKpaTHa Ao3a  o/I  500  mg  Kaj  neAMjaTPMCKM  naLiMeH"
MeTcpOpMMH    xMqpoxjiopMAOT    noKa>i{yBa    onMiieH    ¢apMaKOKrme"iiKM    npocpMji    KaKO    Toj
3a6eJie>KaH  Kaj  3ApaBM  Bo3pacHM.

CryAMja    3a    noBekeKpaTHa    Ao3a:    noAaTOLiure    ce    orpaHMile"    Ha    eAHa    cTyAMja.    Ilo
noBTope"  Ao3M  OA  500  mg  ABana"  Ha  AeH   3a  7  AeHa  Kaj  neAwiaTPMCKM  naLiMeH"  "KOT
Ha  nJla3Ma  KOHL+eHTpaL|Mja  (Cmax)  M  CMCTeMCKOTo  M3Jlo>KyBahae  (AUCO-t)  ce  HaMaiie"  oKojiy
33%  M  400/o,  Bo  cnope/]6a  co  Bo3pac"  AMja6e"iiapM  KOM  3eMaJie  noBekeKpaT"  flo3M  oA
500  mg  ABa  na"  Ha  AeH  14  AeHa.  BraejkM  Ao3aTa  MHAMBMqyajiHo  ce  TMTPMpa  3aBMCHo  oA
r"KeMMjaTa,  oBMe  nof]aTOL+M  MMaaT j"MM"PaHa  KiiMHMilKa  Ba>KtiocT.

5.3.  npe4unMHMvi{M  no4aTOLiM 3a cMrypHocTa  Ha iiel{oT

npeAKJ"HmKMTe  noAaTouM  He  yKaxyBaaT  Ha  cneuMjaji"  pM3MUM  3a  jiyfeTo  6a3MpaHo  Ha
KOHBeHL+MOHajiHMTe   cTyAMM   3a   cMrypHocT,   a)apMaKoiio"ja,   TOKCMilHocT   Ha   noBekeKpaTHa

Ao3a,  reHOTOKCMiiHoCT,  KaHueporeH  noTeHLiMjaJi  M  penpoAyRTMBHa TOKCMiiHocT.

6.1,  JIMCTa  Ha  el{cuMnMeHCM

Ta6TieTHo  iaADo:

rloBMAOH  K 3o

MarHe3MyM cTeapaT

®MnM  o6BMBKa:

XMnpoMejio3a

6.2  MHI{onaTM6MiiMM

HenpMMeH"Bo

6.3.  Poi{ Ha Tpaert>e

5 roAM"



6.4. CneulljaiT" MepKM 3a uyBalbe

OBoj  MeAML|MHCKM  npoM3BOA  He  6apa  crieuMja/i"  ycjioBM  3a  l+yBaH>e.

6.5.  npMpoAa M cocTaB Ha nal{yBalbeTo

30 Ta6ne" Bo 6i"cTepM (2xl 5) (PVC-ajiyMM"yM)

6.6 CneiiMjai" Mepl{M 3a oTCTpaHyBaibe

HeynoTpe6e"oT npoM3BOA M" oTnaAeH MaTepMj.an Tpe6a Aa ce oTCTpaHyBa Bo
CortiacHocT co jioKa/iHaTa Peryiia"Ba.

BApyc AooeJl

yJl. CKy" 6p. 57

1000 C,(onje,

P.  CeBepHa  MaKeAOHMja

rJlyKO®AX 500 mg

Peue"e 6poj.:  11 -2774/4 oA 21.09.2016 rod.

rJlyKO®AX 500 mg   -31.03.2006/ 23.11.2010/21.09.2016

12.2019


