
36MpeH M3BeuTaj 3a oco6MHMTe Ha neKOT
DEKSALGIN (4EKCAn"H) 25 mg

®MnM-o6oxeHM Ta6ne"
(Dexketoprofen)

1.3ALUTMTHo MME HA MEAML+MHCKMOT npoM3Bo4
DEl(SALGIN (AEKCA/l"H) 25 mg ¢mM-o6no"e" Ta6ne"

2.KBAnMTATMBEH M KBAHTMTATMBEH cOcTAB

CeKoja  Ta6neTa  coAPxM  36,90  mg  Ha  Ael{cKeTonpo¢eH  TpoMeTaMon  eKBMBaneHTeH  Ha  25
m8 4eKCKeTonpo¢eH.

3a  KOMnneTHa nMCTa  Ha  eKCLiMnMeHCM  nomeAHeTe  Bo AenoT 6.1

3.®APMAL|EBTCRA ®OPMA
®MnM-o6noxeHM Ta6ne"
BenM,  Co 3aceK  Ha ABeTe cTpaHM,  i{pyHHM,  i{oHBei{c"  ¢MnM-o6noH{e" Ta6ne". Ta6neTMTe
Jv`oxaT 4a ce no4enaT Ha ABe e4Har(BM nonoBMHM.

4.MMHMi"M noqATOLiM
4.1. TepaneBTcl{M  MHAMKaL+MM

CMMnTOMaTCKM    TpeTMaH    Ha    6onKa    co    ora6    Ao    yMepeH    iiHTeH3iiTeT,    KaKo    uJTo    e

MycKynocKeneTHa 6oni{a, AMCMeHopea, 6onKa Bo 3a6MTe.

4.2. 4o3Mpaibe M HaLii4H Ha ynoTpe6a
Bo3pacHu
Bo  3aBMCHocT oA npMpoAaTa  M  MHTeH3MTeTOT Ha 6onKaTa,  reHepanHo Ce   npenopauyBa A03a

oA 12,5  mg Ha ceKOM 4-6 ilaca Mm  25 mg Ha ceKOM 8 iiaca.  BI{ynHaTa AHeBHa Ao3a  He Tpe6a

Aa  HaAMMHyBa 75  mg.

HecaKaHMTe e®eRTM  MOH{e Aa ce HaManaT co i{opMCTeLbe Ha  Haj"cKaTa  e¢ei{"BHa Ao3a  Bo

HajKpaTOK nepMOA noTpe6eH 3a I{oHTpona  Ha cMMnTOMMTe (nomeAHeTe Bo AenoT 4.4).

flEKCA/l"H  Ta6neTMTe  He  ce  HaMeHe"  3a  AonropoilHa  ynoTpe6a  M  BpeMeTpaeitieTo  Ha
TpeTMaHOT noTpe6Ho e Aa ce orpaHMUM  Ha cMMnTOMaTCKMOT nepMOA.

ne6ujampucKa nonynauuja

AejcTBOTO  Ha  AeKCKeTonpo¢eH  ceyiiiTe  He  e  npoyiieHo  I{aj  AeLia  M
oBa,  6e36eAHocTa  M  e®MI{acHocTa  He  ce  yTBPAe"  M  nopaAM  Toa  n|
Ce KOPMC"  Kaj Aeua  M  aAonecLieHTM.

n0803pacHu nuua..
Kaj noBo3pac" naLiMeH" ce npenopauyBa 3anoiiHyBalbe Ha Tepa"jaT

(50    mg    AHeBHa    Ao3a).    flo3aTa    MOHKe    Aa

I

Ce    3roneMM    Ao    npenopailaH

reHepanHOTo HaceneHMe caMo AOKonKy ce yTBPAM Ao6pa onii]Ta TonepaHL|Mja.
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XenamanHa 6uc¢yHKuuja:
nauneH" cO 6nara Ao yMepeHa xenaTa/iHa AMc¢yHKLiMja Tpe6a Aa ja 3anouHaT Tepa"ja co
noManM  Ao3M  (50  mg  BnynHa  AHeBHa  Ao3a)  M  noTpe6Ho  e  Aa  ce  Ha6thvAyBaaT  nouecTo.

A,EKCA/I"H He Tpe6a Aa ce KopMc" I{aj naLiMeii" co Teii]Ka xenaTanHa AMC¢yHKLiMja.

peHanHa auc¢yHKuuja:
noue"aTa Ao3a Tpe6a Aa Ce HaManM Ha 50 mg BKynHa AHeBHa Ao3a Kaj naLiMeH" co 6naro
Hapyl]]yBaroe  Ha  6y6pe"Ha  ¢yHKLiMja  (Kpea""H  iunMpeHc  60-89  ml/min)  (nomeAHeTe  Bo

AenoT  4.4).  AEKCA/]"H  He  Tpe6a  Aa  ce  KopMc"   i{aj  naLiMeH"  co  yMepeHa  Ao  TeLLiKa
peHanHa AMc¢yHKL|Mja (Kpea""H MMpeHc S 59 ml/min) (nomeAHeTe Bo AenoT 4.3).

MeTo4 Ha a4MiiHMCTDauMia

Ta6neTaTa Tpe6a Aa ce nporo/iTa co AOBonHa I{onMUMHa Ha TeiiHocT (Ha npMMep: eAHa ilall]a

BOAa).  MCTOBpeMeHaTa  aAMM"cTpaLiMja  co xpaHa ja oA/iotl{yBa cTamaTa  Ha  ancopnLiMja  Ha

neKOT (nome4HeTe  Bo AenoT 3a  ¢apMai{okMHeTCKM  cBojcTBa),  na 3aToa  Bo enyvaj  Ha  aKyTHa

6onKa npenopaunMBo e Aa ce aAMMHMCTPMpa HajManny 30 MMHy" npefl o6poi{.

4.3. KOHTpaMHAMrai+i"

4EKCA/1"H He cMee 4a ce a4MM"cTPMpa Bo cneAHMTe cflyLiaM:
•      nat+Meli"  I{oM  ce  npeoce"MBM  Ha 4eKCKeronpo¢eH,  Ha  6Mno  KOM Apyr HCAMn  MnM

Ha Hei{oj oAeKCL|M"eHcrme KOM ce HaBeAe" BOAe/ioT6.1;            I-
•      naLMeH"    i{aj   KOM   nel{oBM   co   cnMUHo   AejcTBo   (Ha   npMMep:   aLie"ncanMi+MnHa

i{McenMHa,  MnM  Apy"  HCAIM)  npeAM3BMnyBaaT  HanaAM  Ha  ac"a,  6poHxocna3aM,

al{yTeH  pM""c,  M/"  nojaBa  Ha  nonM"  80  HOcOT,  yp"KapMja  M  aH"OHeBpOTCKM
eAeM;

•    , naLMeH"   Ha   KOM   MM  ce  nojaBMne  ¢Oroanep"M   MnM  ¢Ororoi{cMLi"   peai{L+MM   3a

BpeMe Ha Tepa"ja co Keronpo¢eH MnM ¢M6pa";
•      nauMeH" co MCTopMja Ha racTpoMHTec"HanHO KPBapetbe MnM nep¢opai+Mja,

noBp3a" co npeTxoflHa repa"ja co HCAMtl;
•     naLiMeH"    co    ai{"BeH    neii"iieH    ynnyc/racTpOMurec"HanHa    xeMOpa"ja    MnM

MCTOpMja Ha racTpOMHTecTMHanHO KPBapeibe, ynLiepaLiMja M" nep¢OpaLiMja;

•      naLiMeH" co xpoHmHa AMcnencMja;

•      rlaLLMeiJ"     I{oM     MMaaT    4py"     ai{"B"     I{pBapeiba     MnM     nopeMeTyBalba     Bo    .

KPBapeHero;
•     nauMeH" co KpoHOBa 6onec"nM ynL+epa"BeH KonM"c;
•      naLLMel" co TeuKa cpLLeBa cfla6ocT;

•      naLiMeH"  co  yMepeHa  Ao  reLI]I{a  peHamHa  AMc¢yHKLiMja  (Kpea""H  MMpeHc  S  59

ml/min);
•      Hal+Meli"  co  cepMo3Ho  HapyiileHa  xenaTa/iHa  dyHi{uMja  (co  BpeAHocT oA  10  Ao  15

Ha Child-Pugh-oBaTa cKana);

•     nauMeli" co xeMopa"uHa AMjare3a M Apy" HapyLuyBaitia Ha KoarynaLiMja;
•      naLiMeH" co cepMo3Ha AexMApaTaLiMja (Koja e npeAM3BMKaHa nopaAM noBpakahe,

AMjapea MnM  HeAOBoneH BHec Ha TeuHoc");
•      Bo   TeKOT   Ha    TpeTMOT   TPMMecTap    o4   6peMeHocTa    M    nepMO

(nome4HeTe Bo 4enoT 4.6).

4.4. noce6" npe4ynpeAyBalba M Mepl{M Ha npeTna3nMBocT npM ynoT
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Tpe6a  Aa  Ce  aAMMHMCTPMpa  co  npeTna3nMBocT  Kaj  naLiMeii"  co  MCTopMja  Ha  anep"cKM

COCToj6M.

noTpe6Ho  e  Aa  ce  M36erHyBa  MCTOBpeMeHa  ynoTpe6a  Ha  4EKCA/l"H  co  4py"  HCAMn,
BMyilyBajkM  M  LMKnooKCMreHa3a 2 cenei{"B"  MHXM6MropM.

HecaKaHMTe e¢ei{" MOxe Aa Ce HaManaT co KopMCTeibe Ha Haj"Ci{aTa e¢el{"BHa Ao3a 3a
HajKpaTOK  nepMOA  noTpe6eH  3a  KOHTpona   Ha  cMMmoMMTe  (nomeAHeTe  Bo  AenoT  4.2,   M

racTpOMHTec"HanHM  M  KapAMOBacnyflapHMTe  pM3ML+M  noAony).

racTDOMiiTec"HanHa 3aLLI"Ta
racTpoMHTec"HanHo   i{pBapeibe,   ynLiepauMja   Mm   nep¢opai+Mja   KOM   MOHaT   Aa   6MAaT

¢aTa/i" ce npMjaBeHM npM ynoTpe6aTa Ha cMTe HCAMn, 6Mno Kora 3a BpeMe Ha repa"jaTa,
co    MnM    6e3    npeAyiipeAyBailKM    cMMnTOMM     MnM     npe"oAHa    MCTopiija     Ha    cepMo3"

racTpoMliTecTMHan"    nojaBM.   Aoi{onny   ce   nojaBM    racTPoMHrec"HanHo   KPBapeibe   MnM

ynLiepaLiMM  Kaj naLiMeii" KOM npMMaaT AEI{CA/l"H, Tpe"aHOT Tpe6a Aa Ce npei"He.
PM3MI{oT  oA  racTPoilliTec"HanHo  KPBapeHe,  ynLiepaLiMja  M"  nep¢opaLiMja  e  noroneM  Co

3roneMyBalbe  Ha  Ao3aTa  Ha  HCAMfl,  Kaj  naLiMeH"  co  MCTopMja  Ha  ynLiep,  oco6eHo  aKo  e
npoeneAeH co XeMopa"ja  MnM  nepoopaL`Mja  (nomeAHeTe  Bo Aenor 4.3)  M  i{aj  noBo3pac"
nMLla.

noBo3pac"re  nMua  MMa  3rofleMeHa  opeKBeHLiMja  Ha  nojaBa  Ha  HecaKa"  peaKLiMM  npM

ynoTpe6a  Ha  HCAMn,  oco6eHo  racTpoMliTec"HanHo  KPBapelbe  M  nep¢bpaLiMja  KOM  MOHe
4a 6MAaT ¢aTan" (nome4Here Bo 4enoT 4.2).
Kaj oBMe naLiMeii" Tepa"jaTa Tpe6a Aa 3anoiiHe co HajHMCKaTa AocTanHa A03a.

Kal{o  M  npM  ynoTpe6aTa  Ha  cure  HCAMn,  Bo  enyuaj  Ha  MCTopMja  Ha  e3o¢arirmc,  racTPMTMc

M/iMM.nen"ueH yni{yc Mopa Aa ce yTBPAM  noTnonHo 3a3ApaByBait»e npeA 3anouHyBaibe Ha
Tepa"jaTa co 4et{cKeTonpo¢eH TpoMeTaMon.

Hal+MeH"   cO   racTpOMmec"Han"   cMMmoM    MnM    MCTOpMja    Ha    racTpoMHTec"Han"
3a6onyBatba Tpe6a Aa ce Ha6fovIyBaaT 3a eBeiiii/an" AMrec"B"  HapyLi]yBaiba,  oco6eHo
racTpOMliTec"HanHM KPBapeiba.

HCAMn  Tpe6a  Aa  ce  opAMHMpaaT  co  roneMa  BHMMaTenHocT  Kaj  naLiMei+"  co  MCTopMja  Ha

racTpoMliTec"Han"   3a6onyBaHa   (ynLiepa"BeH   Konimuc,   KpoHOBa   6onecT)   3aToa   iJ]TO
MOH{e Aa AojAe Ao BnoLuyBalbe Ha HMBHaTa cocToj6a (nomeAHeTe Bo AenoT 4.8).

KOM6M"PaHa  Tepa"ja  co  3aLUTimM  cpeACTBa  (Ha  np:  MMconpocTon  M/"  MHXM6MropM  Ha

npoTOHCKaTa  nyMna)  Tpe6a  Aa  Ce  3eMe  Bo  npeABMA  Kaj  oBile  oBMe  naL|MeH",  I{al{O  M  I{aj

hal+MeH"Te    r{oM     i"aaT    noTpe6a    3a    MCTOBpeMeHo    KoPMCTeibe    Ha    Mama    4o3a.    Ha

aLieTMncanMLiMnHa  KMce"Iia mM Apy" neKOBM  KOM  ro 3roneMyBaaT racTpoiiiITec"HanHMOT

pM3Mi{ (nomeAHere noAony M Bo AenoT 4.5).

naLiMeH"     cO     MCTOpMja     Ha     racTpOMHTec"HanHa    TOKCMUHOcT,     Oc06eHO     n0803pac"

naLiMeHTM,   Tpe6a   Aa    npMjaBaT   6Mno    I{aKBM    HeBoo6mae"    a6floMMHan"    Ci"moMM

(noce6Ho racTpoMHTec"HanHo KPBapeibe), oco6eHo Bo noueTHaTa ®a3a Ha



naLiMeH"Te     I{OM     MCTOBpeMeHO     npMMaaT    neKOBM     i{OM     ro    3roneMyBaaT    pM3MKOT    OA

ynLiepau"  MnM  KPBapefoe,  KaKo  u]To ce opan"  Kop"KocTepoMAM,  aH"i{oarynaHCM,  KaKo
Bap¢apMH,    cenei{"B"    MHXM6MTopM    Ha    noBTopHo    npe83eMaibe    Ha    cepoTOHMH    MnM

aH"TpoM6oLiM"  neKOBM  I{aKo  aLie"ncanMLiMnHa  KMcenMHa  (nomeAHeTe  Bo  AenoT  4.5),
noTpe6Ho e Aa Ce COBeryBaaT Aa 6MAaT BHMMa""  npM  HMBHa  MCTOBpeMeHa ynoTpe6a co

AeKCI{eTonpo¢eH.

peHanHa 3aul"Ta
Tpe6a   Aa   ce   BHMMaBa   npM   ynoTpe6a   Ha   oBoj   neK   i{aj   nauMeH"   co   oii]TelyBalbe   Ha

peHanHaTa  ¢yHKi+Mja.  Kaj  oBMe  naHMeH",  ynoTpe6aTa  Ha  HCAM  MOHe  Aa  pe3yn"pa  co
BnoLLlyBalbe  Ha  6y6pe"HaTa ¢yHKLiMja,  3aApulKa  Ha TeuHoc"  M  nojaBa  Ha  eAeM.  noTpe6Ho

e 4a  Ce  nocBe"  BHMMaHMe  Ha  nat+MeH"  I{oM  ynoTpe6yBaaT AMype"t+M  MnM  hal+MeH"  Kaj
KOM    MOHe    Aa    ce    nojaBM    xMnoBoneMMja,     nopaAM    3roneiv`eH     PM3MK    oA    nojaBa    Ha

He¢poroi{cMiiHOcT.

Tpe6a  4a  ce  o6e36e4M  coo4BeTeH  BHec  Ha  TeiiHoc"  3a  Bperv`e  Ha  TpeTMaHor  3a  4a  ce
Cnpe" AexMApaTaHMja M MoxHa acoi+MpaHa 3roneMeHa 6y6pexHa TOKCMUHocT.

KaKo  M  co Apy"Te  HCAMn,  Moke Aa ja  3roneMM  KOHueHTpaLiMjaTa  Ha  nna3MaTCKaTa  ypea  M

Kpea"HMH.  Kai{o M co Apy"Te MHXM6MropM  Ha cMHTe3aTa Ha npocTamaHAMH,  MOH{e Aa 6MAe

noBp3aH co  Hera"B"  e¢ei{"  Bp3 6y6peH"or cMCTeM,  ulTo MOH{e Aa AOBeAaT Ao nojaBa
Ha  moMepynapeH  He¢pM"c,  MHTepc"LiMjaneH  He¢pirmc,  6y6pe"Ha  nanMnapHa  Hel{po3a,
He®pOTCKM  cMHApOM  M  ai{yTiia  peHanHa  MHey¢MUMeHLiMja.

noBo3pac"Te    naHMeH"    MMaaT    noro+ieMa    BepojaThocT   4a    cTpa4aaT    oA    ouJTeTeHa
6y6pe"Ha ¢yHi{LiMja (nomeAHeTe Bo AenoT 4.2).

3au"Ta-
Thpe6a   4a   ce   BHMMaBa   npM   ynoTpe6a   Ha   oBoj   neK   I{aj   naLLMeH"   co   oLLITeTyBartie   Ha

xenaTanHaTa ¢yHKL+Mja.

KaKo   M   Apy"Te   HCAMtl,   MOHe   Aa   npeAM3BMI{a   MMHnMBo   Mano   not(ailyBatbe   Ha   HeKOM

napaMeTPM  Bo  LipHMor APo6  M  MCTo  Tai{a,  Mo"e  Aa  npeAM3BMKa  3HaiiMTe/iHo  3roneMyBaibe

Ha SGOT M SGPT.  Bo cnyuaj Ha 3HauMTeneH  nopacT Ha  BaKBMTe napaMeTPM, Tepa"jaTa Tpe6a

Aa Ce  npeKMHe.

noBo3pac"Te    naLiMei+"    MMaaT    noroneMa    Bepoja"ocT   Aa    cTpaAaaT    oA    oiiJTeTeHa
xenaTa/iHa dyHKL+Mja (nomeAHere Bo AenoT 4.2).

ELD4MOBacI{VIaDHa  M  ueDe6DOBacKVlaDHa 3aLiiTMTa_
rloTpe6Ho   e  4a   ce   coBenyBaaT  M   4a   ce   nocBe"   noce6Ho   BHMMaHMe   I{aj   nat+MeH"   co
MCTopMja  Ha  xMnepTeH3Mja  M/M"  cna6a  Ao  yMepeHa  CPL+eBa  ena6bcT.  noce6Ho  BHMMaHMe

Tpe6a Aa ce nocBe" i{aj naLiMeH" co npeiroflHa  MCTopMja Ha Ha cpL[eBM 6onec", oco6eHo
I{aj  naLiMeH"  co  npeTxqu"  enM3oAM  Ha  cpLieBa  cna6ocT,  6MAejRM  no

qu  noiTMKHyBaibe  Ha  CPHeBa  cna6oCT,  6MAejkM  3aAplJJKa  Ha
npMjaBe" npM Tepa"jaTa co HCAMn.
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K"HMilKMTe  Mc"TyBaiba  M  enMAeMMonoi]]i{MTe  noAaroi+M  eyrepMpaaT AeKa  ynoTpe6aTa  Ha

Hei{oM  HCAMn  (oco6eHo  npM  ynoTpe6a  Ha  noBMcoKM  Ao3M  Ha  noAonro  BpeMe)  Moxe  Aa

6MAe noBp3aHa Co Mano 3roneMyBaibe Ha pM3MKor qA apTepMCKM TpoM6o"u" HacTa" (Ha
npMMep:   MMol{apAeH   MH¢apRT  MnM   Mo3oi+eH   yAap).   HeMa   AOBonHO   noAaroL|M   3a   4a   Ce

MCMyilM Tai{BMor pM3MK npM ynoTpe6a Ha 4el{cKeTonpo¢eH TpoMeTaMo/1.

naLiMeH"Te  co   HeKOHTponMpaHa  xMnepTeH3Mja,   Kolirec"BHa  CpLieBa   ena6oCT,   yTBPAeHa

McxeMMilHa   cpL|.eBa   6onecT,   nepM¢epHa   apTepMCKa   6onecT   M/MnM   uepe6poBacnynapHa

6onecT   noTpe6Ho   e   4a   ce   Tpe"paaT   co   4eKCKeronpo¢eH   TpoMeTaMon,   caMo   nocne
BHMMaTe/iHo  pa3meAyBaHe.  CnMIIHo  Mc"TyBaibe  noTpe6Ho  e  Aa  Ce  HanpaBM  npeA  Aa  Ce

3anouHe    Co    AonroTpaeHTpe"aH     Kaj     nai+MeHTM    co    pM3MK    ®aRTopM     3a     nojaBa     Ha

KapAMOBacnynap"   6onec"   (Ha   npMMep   xMnepreH3Mja,   xMnep""AeMMja,   AMja6eTec
Mennyc, nyueibe).

CMTe  Hecenel{"BHM   HCAMn  MOHe  Aa  ja  MHXM6MpaaT  TpoM6ouMTiiaTa  arperauMja  M  f|a  ro

npoAom{aT  BpeMeTo  Ha  KPBapeibe  npeny  MHXM6MLiMja  Ha  cMHTe3aTa  Ha  npocTamaHAMHM.

3aroa,  He  ce  npenopauyBa  ynoTpe6a  Ha  AeKCKeTonpodyeH  TpoMeTaMon  i{aj  naLiMeH"  KOM
npMMaaT Apyra Tepa"ja  Luro  MHTepdyepMpa  co xeMocTa3aTa,  KaKo  ulTo e  Bap¢apMH,  Apy"

nyMapM" MnM xenapMH (nomeAHeTe Bo AenoT 4.5).

n0803pacHMTe    hal+MeH"    MMaaT    noroneMa    BepojaTriocT    4a    cTpaAaaT    on    oLLJTeTeHa
KapAMOBacKynapHa ¢yHI{LiMja (nomeAHere Bo AenoT 4.2).

KoxHM  DeaKLLMM

cepM03"    KOHHM    peaKLiMM,    HeKonny   qu   HMB    oaTa/",    BMvyyBajRM    ei{c¢onMja"BeH

AepMaTM"C,  nojaBa  Ha  C"BeH-LloHcoHOB  cMHApoM  M  roi{cMiiHa  enMAepManHa  Hei{ponM3a,
MHory   peTKo   ce   noBp3a"    co   ynoTpe6aTa   Ha    HCAMn    (nomeAHeTe    Bo   Aenor   4.8).
naLiMeH"Te  ce   Ha   Hajro+ieM   pM3MK  qA  nojaBa   Ha   OBMe   peaKLiMM   Ha   caMMOT  noueTOK   Ha

Tepa"jaTa  M Toa  noroneM  6Poj qu PeaKLiMMTe Ce jaByBaaT Bo npBMor MeceLi qA TpeTMaHOT.

A,EKCA/lrl"  Tpe6a Aa ce npeKMHe npM  npBaTa nojaBa Ha Ko"eH ocMn, MyKo3" ne3i"  MnM
6Mno Koj Apyr 3Hal{ Ha xMnepceH3M"BHocT.

4Dv" MHdroDMaL"M
noTpe6Ho e 4a ce nocBe" noce6Ho BHMMaHMe Kaj nat+Meii" co:

•      KOHre"TanHo  HapyLL)yBartie  Ha  MeTa6onM3MOT  Ha  nop¢MPMii  (Ha  npMMep:  aKyTHa

HaM3MeHMUHa  nop®MPMja);

•      AexMflpaiiMja;

•      HenocpeAHo noone noroneMa xMpypuKa MurepBeHLiMja.

Aoi{onny  neKapor  cMeTa  AeKa  AonroTpajHaTa  Tepa"ja  co  AeKckeTonpooeH  e  HeonxoAHa,
Tipe6a Pe40BHo 4a ce iipoBepyBa xenaTanHaTa M 6y6pexHaTa ¢yHKL+Mja M  KPBHaTa cnMK-a.

Teu-KM    aKy"    PeaKLiMM    Ha    npeoce"MBocT    (Ha    npMMep:    aHa¢MnaK"ueH    uoi{)    Ce

3a6enexa"  Bo  MHory  peTKM  npMnMKM.  TpeTMaHor Mopa Aa  ce  npeKMHe  npii  npBMTe  3HaLiM

Ha TeLLiKM  peaKL+MM  Ha  npeilyBCTBMTenHocT no BHecyBaLtiero Ha 4EKCA/l"H.

Bo  3aBMCHocT  oA  CMMnTOMMTe,  cMTe  MeAML|MHCKM  npoLieAypii  MOpa

04 CneHMjanMC" 3a 34PaBCTBeHa 3au"Ta.                                                       t
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naLiMeli"Te  cO  acTMa  80  KOM6MHaLiMja  cO  xpOHMiieH  pMHM"c,  xpOHMiieH  cMHy3irmc  M/MnM

Ha3anHa   nonMno3a   MMaaT  noroneM   pM3MK  qu  nojaBa   Ha   anep"ja   Ha  aL+e"nca/"LiMnHa
KMcenMHa  M/Mm  HCAMfl  oTI{onny ocTaHaTMor Aen  qA  nonynaLiMjaTa.  A"M"cTpai+MjaTa  Ha

oBoj neK Moxe 4a npe4M3BMKa Hana4M  Ha ac"a rmM 6poHxocna3aM, oco6eHo i{aj nML+a I{oM

ce anep"u" Ha aLie"ncanMLMnHa KMcenMHa MnM  HCAMn (nomeAHeTe Bo AenoT 4.3).

MCMy"TenHo,   BapMuema   Moxe   6MAe   npiiiMHa   3a   nojaBa   Ha   cepMo3"   MH¢ei{"B"
KOMnnMKaL|MM  Ha  i{oxaTa  M  MeKMTe TKMBa. 4o 4eHec,  npM4oHecor Ha  HCAM/13a  BnoLLiyBalbe

Ha oBMe  MH¢eKUMM  He MOH{e Aa Ce MCKnyiiM.  nopaAii roa,  npenopa"MBo e Aa  ce  M36erHyBa

ynoTpe6a Ha flEKCA/lrl" Bo onyuaj Ha BapMuena.

flEKCA/1rl" Tpe6a Aa  ce aAMMHMCTPMpa  co  npeTiia3nMBocT Kaj  naLiMeH"  KOM  cTpaAaaT oA
xeMaTonoeTci{M   Hapyi]]yBattia,   cMCTeMci{M  nynyc  epMTeMaTo3yc  MnM   MelJJa"   6onec"   Ha

CBP3HOTO TKMBO.

Kal{o    M    4Py"Te    HCAM/l,    4ekcl{eronpo¢eH    Moxe    Aa    "    Macr{Mpa    ci"iiTOMMTe    Ha
MH¢ei{"B"Te 3a6onyBaiba.

rl       MaTDMci{a  nonvAauMia

Be36eAHocTa npM ynoTpe6aTa Ha oBoj neK Kaj AeLia M aAonecLieH" He e Aol{aHaHa.
'r=

4.5 MHTepal{I+i4M co Apyri4 nei{oow M Apy" ¢opMM Ha Mi+Tepai{I+Mja

CneA"Be        MiiTepaKUMM        ce       oAHeeyBaaT       reHepanHo       Ha       cMTe        HecTepoMA"
aii"MH¢naMarop" nei{oBM (HCAMfl):
KOM6MHaLiMM  Ha net(OBM  MOM  He  Ce  npenoDailvBaaT:

•      Apy"     HCAM,     BMvyyBajkM     M     BMcoKM    Ao3M     Ha    CanML|Mna"     (2    3    g/AeH):

aAMM"CTpaLiMja   Ha   HeKo/iKy   HCAMfl   3aeAHo   MOHe  Aa   ro   3roneMaT   pM3Mi{oT  3a

nojaBa   Ha   racTpoMliTec"Han"   ilMpeBM   M   i{pBapeibe,   nopa4ii   CMHep"C"vi{MOT

e¢eRT.
•     AH"KoarynaHcii: HCAMn MOHaT Aa " noTeHLiMpaaT e¢ei{"re Ha aH"I{oarynaHCMTe,

I{aKO   uJTo  ce   Bap¢apMH   (nomeAHeTe   Bo  Ae/ioT  4.4),   KaKo   pe3y/iTaT  Ha   BMcoKMOT

a¢MHMTeT Ha 4eKCKeronpo¢eH 3a  noBP3yBaibe Co nna3Ma  npoTeM"Te M  MHXM6ML+Mja

Ha  cnenyBaHeTo  Ha TpoM6oLiM"Te  M  oLUTeTyBaibero  Ha  racTPoAyoAeHanHa  MyK03a.
AKo   I{oM6MHaL+MjaTa   He   Moxe   4a   ce   M36erHe,   Tpe6a   4a   ce   M3BPLiiM   KnMHMilKa

oncepBaL+Mja M Cne4eLbe Ha Bpe4Hoc"Te qu na6oparopMci{rme TecroBM.
•      Xenaprm:    3roneMeH    PM3MI{   qA   xeMopa"ja    (ulTo   ce   AonH{M    Ha    MHXM6MLiMja    Ha

cnenyBaibe    Ha   TpoM6oi+M"Te    M    oLUTeTyBalbe    Ha    racTpoAyoAeHanHa    MyK03a).

Aol{onny  oBaa  KOM6MHauMjaTa  He  MOHe  Aa  ce  M36erHe,  rorau  noTpe6Ho  e  Aa  ce
HanpaBM   MMHMiiKa   OncepBaL+Mja   M   cne4eLtie   Ha   Bpe4iioc"Te  en  na6oparopMeKM

recroBM.
•      Kop"KocTepoMAM:   nocTOM   3ro/ieMeH   pM3MK   qu   racTpoMHTec"HanHa   ynLiepaHMja

MnM  KPBapefoe (nomeAHeTe Bo Aenor 4.4).
•     nM"yM (o"maH npii ynoTpe6a co HeKonny HCAM): HCAMn ro 3rotieMyBaaT "Boro

Ha   nM"yM   80   l{pBTa,   Koj   MOHe   Aa   Aoc"rHe   roKCMu"   BpeAHoc"   (HaManeHa

peHanHa eKCKpeLiMja Ha nM"yM). 3aToa, oBoj napaMeTap noTpe6H
Tel{oT  Ha  3anoiiHyBaibeTo,   npMnaro4yBaibeTo  M   nper{M

AeKCI{eTonpo¢eH.
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MeTOTpeKcaT,    ynoTpe6eH    Bo    BMcoi{M    Ao3M    qu    15    mg/HeAenHo    MnM    noBeke:

3roneMyBarbe  Ha   xeMaTonoLiiKaTa Toi{cMiiHocT Ha  MeTOTpeKcaT nopaAM  HaManyBalbe

Ha HeroBiioT PeHaneH IunMpeHc oA cTpaHa Ha aH"MH¢naMaTop"Te areHCM.
•      XMAaHTOM"  M  cyn¢oHaMMAM: TOKCMu"Te e¢eK"  Ha  oBMe cyncTaHUMM  MOHKe  6MAaT

3roneMeHM.

KOM6MHauMM  KOM  6aDaaT nDe3eMalbe  Ha  MeDi{M  Ha  nDeTna3nMBocT:

•       AMype"LiM,  AKE  MHXM6MTopM,  aH"6aKTepMCKM  aMMHomMKo3MAM  M  aHrMOTeH3MH  11

PeLienToP"    aHTaroHMCTM:   AeKCKeTonpo¢eH   MOHe   Aa   ro    HaManM    e¢ei{TOT   Ha

AMypeTMLiM    M    aHTMXMnepTeH3MBHM    neKOBM.    Kaj    HeKOM    naHMeH"    co    HapyLueHa

PeHanHa    ¢yHKL+Mja    (Ha    npMMep:    4exM4pMpa"    naL|,MeH"    M"    noBo3Pac"
hal+MeH"  co  HapyLLieHa   6y6peN{Ha  ¢yHKL+Mja),   MCTOBpeMeHa  ynoTpe6a  Ha   areHCM

KOM     ja      MHXM6MpaaT     LiMlunooKCMreHa3a      M      AKE      MHXM6MTopM,      aHrMOTeH3MH      11

peLienTop"     aHTaroHMc"     imM     aH"6al{TepMCKM     aMMHomMK03MAM     MO"e    Aa

Pe3ynTMpa  co  noHaTaMOLLIHo  Bnoll]yBarbe  Ha  PeHanHaTa  oyHKLiMja,  lJ]To  HajuecTo  e

peBep3M6MnHo.  Bo  cnyuaj  Ha  KOM6M"paHo  npenMLi]yBatoe  Ha  AeKci{eTonpo¢eH  M

AMypeTMI{,  oA  cyuJTMHCKo  3Halleibe  e  Aa  ce  o6e36eAM  cooABeTHa  xMApaTaLiMja  Ha
naL+MeHTOT  M  4a  Ce  cneAM  6y6PexHaTa  ¢yHKLLMja  Ha  caMMOT  noileTOK  Ha  TpeTMaHOT

(nomeAHeTe  Bo  AenoT 4.4  noce6"  npeAynpeAyBahoa  ii  MepKM  Ha  npeTnaanMBocT
npM ynoTpe6a).
MeTOTpekcaT,    ce    I{oPMc"    Bo    HMCKM    4o3M    noManKy   o415L-mg/He4enHo:    ce

3roneMyBa  xeMaTonou]I{a  TOI{cMilHOcT  Ha  MeTOTpei{caTOT  nopaAM   HaMaflyBaibe   Ha

HeroBMOT peHaneH   mMpeHc OA cTpaHa Ha aH"MH¢naMaTOp"Te areHCM.  noTpe6HO
e  eAHau  HeAenHO Aa  Ce CneAM  KPBHaTa  cnMi{a  Bo TeKOT Ha  npBMTe  HeKonKy  HeAenM

qu ynoTpe6aTa  Ha oBaa I{oM6MHaLtMja. Tpe6a Aa ce 3roneMM  HaA3opoT Kaj nauMell"
KOM    Li]To    MMaaT    AypM    M    6naro    HapyLI]eHa    6y6pe"Ha    ¢yHKUMja,    Kai{o    M    Kaj

noBo3pacHM nML+a.

rleHTOKCM¢iinMH:  3roneMeH  pM3iiK  qu  KPBapeLbe.  3roneMeHo  MMHMili{o  cneAetbe  M

novecTa npoBepKa Ha BpeMeTo Ha KPBapeLbe.
•      3MAOBVAMH:  PM3MK  OA  nojaBa  Ha  3roneMeHa  Tol{cMiiliocT  Ha  LipBeHMTe  i{pB"  3pHLia

nopaAM  BflMja"eTo  Ha  PeTMKynoLiMTMTe,  i{oja  ce  Ma"¢ec"Pa  co  TeLUKa  aHeMMja,

eAHa  HeAena  no  3anoilHyBaibe  co  HCAMtl.  Ilpe6a  Aa  ce  npoBepM  i{pBHaTa  cmMKa  M

6pojoT   Ha   Pe"KynoLiM"   nocne   eAHa   Ao   ABe   HeAenM   oA   3anollHyBalbeTO   Ha
TpeTMaHOT co HCAMn.

•      Cyn¢o"flypea:    HCAMfl    Moxe   Aa    ro    3roneMM    xMnornMKeMMiiHMOT   e¢eKT    Ha

cyn¢o"nypeaTa,  npeKy  Hej3MHo  MCTMCHyBaLbe  qu  AenoBMTe  co  i{oM  Ce  BP3yBa  3a

nna3Ma  npoTeMHMTe.

KOM6MHauMM  KOM Tpe6a 4a  6M4aT 3eMeHM  Bo  nDe4BM4
•      BeTa     6noKaTopM:     TpeTMaHOT     co     HCAMn     Moxe     Aa     ro     HaManM     i"BHinoT

aHTMXMnepTeH3MBeH e®eKT npeKy iiHXM6MLiMja  Ha cMHTe3aTa  Ha  npocTamaHAMHM;

•      I+MMocnopMH  ii  TaKponL"yc:  He¢poTol{cMiiHOCTa  MOxe  4a  6M4e noTeH

cTpaHa  Ha  HCAMfl,  npeKy  nocpe4HMiiKMTe  e¢ett"  Ha  peHanHMTe  n

3a BpeMe Ha r{oM6MI"paHa Tepa"ja, Tpe6a 4a ce M3MepM peHanHa
•      ThpoM6onM"uM: 3rofleMeH  PM3ML( o4 I{pBaperbe;
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•     AH"TpoM6oL+rum nel{oBM  M  cenei{"B"  MHXM6MTopM  Ha  noBropHo  npe3eMalbe  Ha

ceporoHMH:        ro        3roneMyBaaT        pM3Mi{        3a        nojaBa        Ha        KPBapeibe        80

racTpoMi+Tec"HamHMor TpaRT (nomeAHeTe Bo AenoT 4.4);
•      npo6eHeLiMA:     nna3Ma    i{oHLieHTpai+MMTe    Ha    AeKCKeTonpooeHor    Mo"e    Aa    Ce

3roneMaT.  oBaa  MiiTepaKi+Mja  MOHKe Aa  ce Ao/ixM  Ha  MHXM6Mrop"oT MexaHM3aM  Ha

MecToro  Ha   PeHanHa  Ty6ynapHa  ceKpeuMja   M   mynypoHMAHa   KOHjyrauMjaTa,   3aroa
Mopa Aa ce HanpaBM npiinaroAyBaibe Ha Ao3aTa Ha Aei{cKeronpod)eH.

•      l{apAMjan"    mMKo3MAM:    HCAm    Moxe    Aa    ja    3roneMaT    i{oHLieHTpaHMjaTa    Ha

mMKo3M4M  Bo  nna3MaTa.

•       MM®enpMCTOH:  nocTOM  TeopeTci{MOT  pM3MK  Ael{a  MHXM6MTopMTe  Ha  npocTamaHAMH

CMHTeTa3a   Moxe  4a  ja   npoMeHaT  e¢MKacHocTa   Ha   MM¢enpMCTOH.   orpaHMiieHMTe

AOKa3M  nol{a)i{yBaaT AeKa  iicTOBpeMeHaTa  aAMM"cTpai+Mja  Ha  HCAMfl  Ha  AeHOT  Ha
npi"eHa  Ha  npocTamaHAMH  He  BnMjae  Hera"BHo  Bp3  eoei{"re  Ha  MM¢enpMCTOH
MnM  npocTaMaH4MHMTe  Ha  KOHTpai{"nHOcTa  Ha  rpnoTO  Ha  MaTKaTa  M"  Ha  MaTKaTa

M     He     ja     HaManyBa     MMHMiiKaTa     e®MKacHOcT     Ha     MeAMLiMHCKMOT     npeKMH     Ha

6peMeHocTa.
•      KMHonoHC"    all"6Mo"uM:     noAaroLiMTe    oA    MCTpa}i{yBaibaTa     HanpaBe"     Bp3

xMBOT"  noKa}i{yBaaT AeKa  BMCoKMTe Ao3M  Ha  KMHono" Bo i{oM6MHauMja co HCAM

MOxe 4a ro 3roneMaT pM3MI{oT o4 pa3Boj Ha  KOHByn3MM.

•      TeHo¢oBMp:      MCTOBpeMeHa      ynoTpe6a      co      HCAM      MOH{e      Aa      ja      3roneMM

KOHLieHTpaLiMjaTa   Ha   nna3MaTcl{aTa   ypea   M   Kpea"HMHOT.   By6+pexHara   ¢yHKHMja

Tpe6a Aa ce CneAM CO Liefl Aa Ce KOHTponMpa noreHLiMjanHOTo cMHep"uHo BnMja"e

Bp3 6y6pe"HaTa ®yHKLiMja.

•     Ae®epacMpol{c:  MCTOBpeMeHa ynoTpe6a co HCAM/l Moxe Aa  ro 3roneMM pM3Mi{oT oA

racTpoMHTec"HanHa roKCMiiHocT.  noTpe6Ho e BHMMaTenHo MiiHMul{o cneAelbe Kora

Ae¢epacMPOKC ce ynoTpe6yBa  Bo i{oM6MHaLiMja co oBMe neKOBM.
•      neMeTpeKceA:     MCTOBpeMeHa     ynoTpe6a     co     HCAM/l     Mo"e     Aa     ja     HaMa"

enMMMHaLiMjaTa  Ha  neMeTpei{ceA,  3aroa Tpe6a Aa ce  BHi"aBa  npM  aAMM"CTpaL|Mja

Ha   noBMcoi{M   Ao3M   Ha   HCAMn.   I{aj   naLMeH"   co   necHa   Ao   yMepeHa   peHanHa

MHey¢MLiMeHLiMja    (Kpea"I"H    MMpeHc   oA   45   Ao    79    ml/iv`MH),    MCTOBpeMeHaTa

a4MM"cTpaLLMja Ha neMeTpeKce4 co HCAMn Tpe6a 4a ce M36erHyBa 3a 2 4eHa npef|f|
M 2 4eHa no a4MM"CTpaL+Mjara Ha neMeTpel{ce4.

4.6 llnoAiiocT, 6peMeHocT M Aoeibe

AEl{CA/I"H   e   KOHTpaMHAMLiMpaH   3a   BpeMe   Ha   Tpe"oT  TPMMecTap   oA   6peMeHocTa   M

4oeLbero (norJle4HeTe Bo 4enor 4.3).

BDeMeHocT

MHXM6MLiMjaTa  Ha cMiiTe3a  Ha  npocTamaHAMHM  Moxe  HeraTMBHo Aa  BnMjae  Bp3 6peMeiiocTa

M/M"  eM6pMo/¢eTan"oT pa3Boj.  no4aroL+MTe o4 enM4eMMofloLLJI{MTe cTy4MM  noKaxyBaaT
noTpe6a    3a    3arpMxeHocT    nopa4M    3roneMeH     pM3MK    o4    cnol+TaH    a6opTyc,     CPL+eBa

Man¢OPMauMja      M      racTpoLLJM3a      no     ynoTpe6a      Ha      MHXM6uropM      Ha      cMHTe3aTa      Ha

npocTaMaH4M"       Bo      paHaTa      6peMeHocT.      AnconyTHMOT      pM3MK      3a       nojaBa       Ha

KapAMOBacnynap"  ManoopMaLiMM  6Mn  3roneMeH  oA  noManny oA  1  %   Ha  npM6nMXHo  1,5
REry:II.r%. ce BepyBa AeKa pM3MKOT ce 3roneMyBa cO 3roneMyBafoe Ha Ao3aTgan

Tepa"jaTa.    A4MM"cTpaLLMja    Ha    MHXM6MTopM    Ha    cMHTe3aTa

XMBOTHM  Pe3yn"Pana  Co 3roneMyBalbe  Ha  npeA M  nocTMMnnaH`
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a)eTanHa   CMPTHoCT.   KaKo   AononHyBaibe,   3roneMeHaTa   MHUMAeHi+a   3a   nojaBa   Ha   pa3"

Ae¢OPMMTe",     BMyuyBajkM     I{apAMOBacKynapHM4    Ae¢oPMMTe",     6Mna     npMjaBeHa     I{aj
xMBOT"  Ha  KOM  MM  6Mn  aAMMHMCTPMpaH  MHXM6MTop  Ha  cMHTe3aTa  Ha  npocTamaHAMHM  3a

BpeMe  Ha  opraHoreileTCKMOT  nepMOA.   Cenal{,  cTVIMMTe  Co  Aei{Ci{eTonpo¢eH  TPoMeTaMon

M3BeAe"  Ha  HKMBOT"  He  noKaHane  penpoAyKTMBHa TOKCMilHoCT (nomefl"  Bo AenoT 5.3).

3a  BpeMe  Ha  npBMOT M  BTopMOT TPMMecTap  oA 6peMeHocTa, AeKci{eTonpo¢eH TpoMeTaMon

He  Tpe6a   Aa   ce  AaBa,   OCBeH   aKo   HaBMCTMHa   e   HeonxoAHo.   Aol{onKy     AeKCKeTonpo¢eH

TpoMeTaMon  ce  I{opMc"  oA  cTpaHa  Ha  xe"  koM  ce  o6M4yBaaT  Aa  3a6peMeHeT,  MnM  Bo
TeKOT Ha  npBMOT M  BTopMOT TPMMecTap oA 6peMeHocTa, Tpe6a Aa  1" Ce AaAe  UJTO e MOxHo

noHMCKa Ao3a  M  BpeMeTpaeibeTo Ha TpeTMaHOT Tpe6a Aa 6MAe i]JTo e MOHHo noi{paTKo.

Bo    Tei{oT     Ha    TpeTMOT    TPMMecTap     oA     6peMeHocTa,     cMTe     MHXM6MTopM     Ha     cMHTe3a

npocTarnaHAM" MOH{e Aa ro M3noxaT ®enycoT Ha:
•      KapAMonynMOHanHa      TOKCMUHocT      (co      npeABpeMeHo      3aTBopafoe      Ha      AyKTyc

apTepM03yc M  nynMOHanHa xMnepTeH3Mja);

•      PeHanHa  AMC®yHKLiMja,  Koja  Moke  Aa  HanpeAyBa  Ao  PeHanHa  mcy¢MUMeHL|Mja  CO

onMroxM4PoaMHMo3a;

Kaj Maji{aTa M HOBopoAeHileTo,  Ha i{pajoT Ha 6peMeHocTa:

a     MOxHo   e   npo4OflxyBaibe   Ha   BpeMeTO   Ha   KPBapeibe,..aH"arperauMOHeH
e¢eRT Koj Moxe 4a ce cnyLIM 4ypM  M  no MHory HMcr{M 4o3M;

o      MHXM6ML`Mja  Ha  KOHTpaKLiMMTe  Ha yTepycoT iilTo pe3yn"Pa  co oA/ioHKeHo  MnM

nponoH"paHo nopoAyBaHe.

floetbe
He e n03HaTO AanM 4el{cKeTonpo¢eH ce M3nailyBa  Bo MajuMHOTo MneKo.

AEKCA/I"H    e   i{oHTpaMHAML|MpaH   3a    BpeMe   Ha   Aoeibe   (nomeAHeTe   Bo   AenoT   4.3).

nnoflHOcT
KaKo M  npM ynoTpe6a Apy"Te  HCAMfl, ynoTpe6aTa  Ha Aei{cl{eTonpo¢eH TpoMeTaMon MOHe

4a ja HapyuM nno4HocTa Ha xeHaTa M He ce npenopaLiyBa HeroBa ynoTpe6a Kaj xe" I{oM ce
06MAyBaaT  4a  3a6PeMeHaT.  L{aj  xeHMTe  MOM  MMaaT TeLilKOTI"  npM  3aliHyBarbe  MnM  KOM  ce

noA/ioxe"    Ha    iicnMTyBaibe    Ha    HennoflHocT,   Tpe6a   Aa    ce    pa3meAa    MOH{HocTa    3a
noBneKyBaibe Ha Tepa"jaTa co AeKceTonpo¢eH TpoMeTaMon.

4.7 B"jaHMe Bp3 cnoco6HocTa 3a Bo3elbe M panyBaibe  co iviauM"

4EKCA/l"H  Moxe 4a  MMa  noManM  Mum  6na"  BnMja"ja  Bp3 cnoco6HocTa  3a ynoTpe6aTa
Ha MalliMHM  nopa4M MoxHocTa 3a  nojaBa Ha  BPTomaBMua  MnM  nocnaHoCT.

4.8 Hecal{aHM  peaKL+MM

HecaKaHMTe   peai{uMM   KOM   ce  npMjaBe"   Bo  MMHMUKMTe  McniinyBaiba   M   i{oM   MOHe  Aa  Ce

noBp3a"  co  AeKCKeTonpo4teH TpoMeTaMon,  KaKo  M  HecaKaHMTe  peaKLiMM  KOM  ce  nojaBMne

Bo  nocTMapl{eTMHril]KMOT  nepMOA  ce  cyMMpa"  noAony  Bo Ta6eflaTa  M  Ce  MacM®MLiMpa"

noopraHCKMCMCTeMMMnoApeAe"no¢peKBeHUMjaHanoiaByBafo:/;{`€
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MACH HA OprAHCKii LlecTM noivian i{y iiec" PeTI{M MHory peTi{M

CMCTEMM (2 1/loo 40 (a 1/1000 Ao (2 1/10000 Ao /M3onMpa"
<1/10) <1/100) <1/1000) CnyqaM(<10000)

HapyLuyBalba Ha HeyTpone"ja,
i{pBTa M nMivi¢"oTcMCTeM TPOM6ouMToneHMja

HapyLLlyBaLbe Ha flapMH"aneH AHa¢Lmai{"iiHa

MMyHMOT cMCTeM eAeM pea,{LIMja,BMyuyBajRMaHa¢Mnal{"ileH  LLiol{

HapyLuyBalbe HaivieTa6onM3ivioTMMcxpaHaTa AHopeKCMia

ncMxi4jaTPMCKM HecoHMLia,

HapyiiiyBaiba aHKCMo3HoCT

HapyLiiyBalbe Ha ThaBo6onKa, llapecTe3Mia,  ..

HepBHMOT cMCTeM BPTornaBMi+a,nocnaHocT cMHKona

HapyLLJyBaLtie HaBMAOT 3aMaTeH  BMA

HapyLLiyBarbe HayBOTOMylJJHMOTnaBMPMHT Bep"ro TM"ryc

HapyuyBait.e HaI(ap4Mjan"oTcMCTeM nan"TaL+MM TaxiiKapAiiia

Baci{ynapHMHapyLIJyBalba LlpBe"no xMnepTeH3Mia xMnoTeH3Mja

pec"paTopHM Bpa4MnHea BpoHxocna3aM,

TOpai{anHM MMeAMjac"Han"HapyilJyBalba 4McnHea

racTpOMHTec"HanHM raAeibe racTPM"c, nenTMiieH naHi{pea""c
HapyuiyBaiba M/MnM i{OHc"naLiMja, ynLlep,

noBpakarbe, cyBa ycTa, nenTMiieH

6onKM  BocTOMaKOT,AMjapea'AMcnencMja HaAyeHocT ynLlep COxeMOpa"jaMnMnenTMveHynLlepCOnep¢opaLiMja(noMe4HeTeBoAenoT4.4)
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XenaTo6ImMjap" xenaTMTMc xenaTOLienynapHa

HapyiiiyBalba noBpe4a

HapyLilyBaha Ha Koxa OcMn yp",tap"Ja, C"BeHc-LloHcoHOB

M noTi{oHHOTo tKiiBo aKHM' CMHApoM, TOKCMiiHa

3roneMeHo enMAepManHa

noTeLbe HeKponM3a (nMenoBCMHAPOM),aH"oe4eM,eAeMHanML+eTO,¢OTOceH3M"B"peal{L|Mii,npypMTyc

HapyuyBartia HaiviycKyno-cKeneTHo MCBP3HOTl{MBO 6onKa Borp6oT

PeHanHM  M ypMHapHM AKyTHa He¢pM"c imM

HapyiiiyBalba peHanHaMHcy¢MHMeHL+Mja'non"ypMJa He¢poTci{M cMH4poM

HapyuyBalba Ha MeHCTpyanHri+

Penpo4yRTMBI"oT nopeMenyBaib

cMCTelv` M  rpa4MTe a,HapyLLiyBaLbaHa®ymuMjaTaHanpocTaTaTa

onl)I" Ha pyilJyBalba 3aMop, 6onKa, nepM¢epeH

M cocToj6M Ha ivtecTOTo acTe"ja, e4eM
Ha amMKai+Mja Tpecl{a, ona6ocT

Mc"ryBaN.a A6HopMan"pe3ynTa"80TecTOT3ayTBPAyBaLbeHa¢yHKL+MjaTaHaI+PHMOT4Po6

racTpoMHTec"Han":  HajuecTo 3a6ene"a"  HecaKa"  e¢el{"  ce  oA racTpoMHTecTMHanHa
npMPOAa.   Moke  Aa  Ce  nojaBM   nenTMileH  ynuep,   nep¢opaLiMja   MnM   racTpoi4HTec"HanHo

KPBapeibe,   Roe   noHeKorau   MOHKe   Aa   6MAe   ®aTanHo,   ocoe6Ho` Kaj   noBo3pac"   nMLia,

(nomeAHeTe  Bo flenoT 4.4).  raAeibe,  noBpakalbe,  AMjapea,  HaAyeHocT,  3anei{,  AMcnencMja,
a6AOMMHanHa  6onKa,  MeneHa,  xeMaTeMe3a,  ynuepaTMBeH  CTOMaTMTMC,  er3auep6aL|Mja  Ha

KonMTMc  M  KpoHOBa  6onecT (nomeAeTe  Bo AenoT 4.4  noce6"
Ha   npeTna3"BocT)   6Mne   npMjaBe"
nojaBa  Ha  racTPMTMc.

J

npe4ynpe4yBaLba  M  MepKM

nocne   aAMM"cTpaHMja.   nope"o
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EfLeM, xMnepTeH3Mja M cpLi,eBa ona6ocT 6Mne npMjaBe" npM Tpe"aH co HCAMn.

KaKo   M   npM  ynoTpe6aTa   Ha  fipy"Te   HCAMtl,  Moke  Aa  ce   nojaBaT  cneAHMBe   Hecal{a"
e¢ei{":    acenTiiueH    MeHMHrMTMC,    Koj    npeTe"Ho   Mo"e   Aa   ce   jaBM    i{aj    Hal+MeH"    Co

cMCTeMci{M  nynyc  epMTeMaTo3iic  MnM  MeLI]a"  6onec"  Ha  cBp3HOTo  TKMBo,  xeMaTonoLi]KM

peaKu"    (nypnypa,    anflacTMiiHa    M    xeMO"TMUKa    aHeMMja,    peTKO    arpaHynoLiMT03a    M
MeAynapHa xMnonna3iija).

Byno3"   peai{uMM,   BKnyuyBajRM   C"BeHc-LloHcoHOB   cMHApoM   M   TOKCMliHa   enMAepManHa

HeKponM3a  (MHory peTi{O).

KnMHI"i{MTe     McnMryBaiba     M    e"AeMMonou-KMTe     noAaTOLiM    yKaHyBaaT    Ha    Toa    AeKa

ynoTpe6aTa   Ha   HeKOM   HCAMn   (oco6eHo   npM   BMcoKM  4o3M   M   npM  4onroTpaeH  TpeTMaH)
MOxe   4a   6M4e   noBP3aHa   Co   3rofleMeH   pM3MK   o4   apTepMCKa   TpoM6o3a   (Ha   npMMep:

MMoi{apAeH  MH¢apKT MnM Mo3oueH VIap) (nomeAHeTe Bo AenoT 4.4).

HecaKaHMTe   PeaKLiMM   oA  neKOBi4Te  Moxe  Aa   "   npMjaBMTe  Bo   HaLiMOHanHMOT  I+eHTap  3a

®apMaKOBM"naHi+a   npM  AreHLiMjaTa  3a  neKOBM  M   MeAMi+MHci{M  CpeACTBa  (yn.  CB.KMpm   M
MeTOAMj   6p.54   i{aT   1)   Mm   no   eneKTpoHCKM   naT   npeKy   Be6   cTpaHaTa   Ha   AreHLiMjaTa

malmed. ov.ink
'+

4.9 npe4o3Mparce
CMMnroMaTono"jaTa  npM    npeAo3Mpaibe  He  e  no3HaTa.  ChIN"  MeAML|MHC"  npoM3BOAM
npeAM3BMi{yBaaT  racTpoMIITecTMHan"   (noBpaRafoe,   aHopeKCMja,   a6AOMMHanHa   6onKa)   M

HeBponoLLli{M  (nocnaHocT,  BpromaBMLi,a, 4e3opMeiiTaLiMja,  MaBo6oni{a)  HapyiLlyBaLba.

Bo  onyiiaj   Ha  enyiiaeH   MnM   npeKyMepeH   BHec  Ha  neKOT,   BeAHau  Tpe6a  Aa  Ce  CnpoBeAe

cMMnTOMaTCKa    Tepa"ja    cnopeA    MMHMUKaTa    cocToj6a    Ha    naLiMellTOT.    Tpe6a    Aa    Ce

aAMMHMCTPMpa   ai{"BeH  jameH  AOKonny  oA  neKOT  ce   BHeceHM   noBeke   oA  5   mg/kg  oA

cTpaHa Ha Bo3paceH M/" 4eTe 80 Pox 04 e4eH IIac.

fleKcl{eronpo¢eH TPoMeTaMon Moke Aa Ce oTCTpa" Co AMjanM3a.

5. ®APMAKonouKM cBoicTBA
5.1 ®apMaKo4MHaMcl{M cBojcTBa
®apMaKOTepaneBTcl{a rpyna: AepMBa"  Ha  nponMOHCKa i{McenMHa

ATC l{oA:  M01AE17

4eKCKeronpo¢eH    TPoMeTaMon     e    TpoMeTaMMHCKa     con     Ha    S-(+)-2-(3-6eH3oMn¢eHMn)
nponMOHci{a  KMcenMHa,  co  aHanreTCKo,  ali"MH¢naMaropHo  M  aH"nMpe"ilHo 4ejcTBo,  Koj
npMnafa Ha rpynaTa Ha HecTepoMA" aH"MH¢naMarop" neKOBM (M01AE).

MexaHM3aM  Ha 4eicTBo

MexaHM3MOT   Ha   4ejcTBo   Ha   HecTepoM4"   ali"MH¢naMaTop"   ner{oBi4   e   noBp3aH   co

peAyKLiMja  Ha  cMHTe3aTa  Ha  npocTamaHAM"   npeKy  MHXM6MLiMja  Ha  LiM
naT.  noTouHo,  Aoafa  Ao    MHXM6MLiMja  Ha  TpaHc®opMaLiMjaTa  Ha  apaxM

LiMKnMu"  eHAonepol{cMAM,  PGG2  M  PGH2,  KOM  "  co3AaBaaT npocTam
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J
PGF2a   M    PGD2   KaKo   M   npocTaLiMmMH   PG12   M   TpoM6oKca"   (TXA2   M   Tx82).   Mci.o   TaKa,

MHXM6MUMja  Ha cMHTe3aTa  Ha  npocTama"" MOHKe Aa BnMjae Bp3 Apyrure iv`eflMjaropM  Ha

MH®naMaLiMja    i{aKO    UTO    ce    KMHMHMTe,    npeAM3BMnyBajRM    MHAMpel{Ha    aRTMBHOcT    KaKo

4ononHyBaLbe Ha AMpei{Ti+oTo 4ejcTBo.

QapMaKo4MHaMCKM ed>ettu
fleKCKeTonpodeH     noKa"an      MHXM6MLiMja      Ha     aRTMBHocTa     Ha     CoX-1     M     CoX-2     I{aj
eKcnepMMeHTan" H{MBo"M M nyfe.

!quMLit{a ebMi{acHocT M 6e36e4Hog
M3BeAeHMTe    mMHMiii{MTe    cryAMM    Bp3    Hel{onny    MoflenM    Ha    6onKa    noKa"ane    AeKa

AeKCI{eTonpodeH    TPoiv`eTaMon     MMa     e¢iiKacHa     aHanreTCKa     aRTMBHocT.     AHanreTCKaTa
aRTi^BHocT   Bo   Hei{oM    cryfiMM    ce    nojaBma    nocne   3o   MiiHy"   oA   afli\/m"CTpaLiMjaTa.
AHanreTcr{MOT e¢eRT Tpae oA 4 4o 6 vaca.

5.2 ®apMaKOKMHe"cKM cBojcTBa
AncoDnuMia

no opanHa  aAMM"cTpaL|Mja  Ha AeKCKeTonpodeH TpoMeTaMon  Kaj nyfe,  Cmex Ce  iioc"rHyBa
3a 30 MMHy" (Bo oncer oA 15 Ao 60 MMHy").
Kora    McroBpeMeHo    ce    a"MHMCTpi^pa    co    xpaHa,    AUC    He    Ce    MeHyBa,    Ho    Cmex    Ha

AeKCKeTonpodeH   TpoMeTaMon   ce   HaManyBa    M   cTanKaTa    Ha   ancopntiMja    e   ofMOH{eHa

(3roneMyBafoe Ha tmax).

Hm.TE    TE
BpeAHoC"Te   3a    nonyxMBOTOT   Ha   AMCTPM6yuMja    M    enMMMHaLLMja    Ha   4eKCKeTopno¢eH

TpoMeTaMon  M3HeeyBaaT  0,35  M  1,65  iiaca,  cooABe"o.  Kai{o  M  Kaj  fipy"  neKOBM  KOM  Bo

Bi^coK    npoL|eHT   ce    Bp3yBaaT   co    nna3Ma    npoTeMHMTe    (99    %),    HeroBMOT   BonyMeH    Ha

AMCTPM6yLiMja  MMa cpeAHa BpeAHocT nod 0,25  L/kg.

Bo   ®apMai{oKMHeTCKM   CTVAMM    npM    noBeRel{paTHo   Ao3Mpaibe,   6Mno   3a6ene"aHo   AeKa

Bpe4HocTa  3a  AUC  no  nocneAHara  a"M"cTpaLiMja  He  e  pa3nMi"a  oA  oHaa  Ao6MeHa  no
eAMHeuHa Ao3a, uTo noKanyBa AeKa HeMa nojaBa Ha anyMynaLiMja Ha nel{oT.

EnoTpai+cd>opMai+Mia M enrmMHa±±±4ja
no aAMM"cTpai+Mja  Ha fleKCKeTonpo¢eH TpoMeTaMon caMo S-(+)  eHaH"oMepoT ce jaByBa
BoypMHaTa,nol{anyBajkMAeKaHeAoafaAoiipeTBapaibeBoR-(-)eHaH"oMepoTI{ajnyfeTo.

rnaBHMOT  naT  Ha   eni"MHaLiMja   Ha  fleKCKeronpodeH   e   npeny  myKypoHMAHa   KOHjyraLMja

npoeneAeHa co peHanHa eKCKpeLiMja.

5.3 nperMMHMLil{M noAaTopr 3a 6e36eAHocT
npeTMM"iiKure   noAaTouM   He   o"pMne   noce6Ha   onacHocT   3a   flyfero   Bp3   ocHOBa   Ha
I{oHBeHLMOHanHMTe cnyAMM 3a 6e36eflHa ¢apMaKono"ja, roKCMiiHocT iipM noBrope" fio3w

i-;i-;T-oKtM"ocT,  TOKcviLHocT  npM  penpoAyKLiMja  M  MMyHo¢apMaKono"ja.  npM
3a6enex

H-ecaKa"   e¢ei{"   (NOAEL)   Bo  flo3M   2   na"   noBMcoKM   oA   MaKCMManH

xpoHMilHa   Tol{cMLiHoCT   M3Be4e"   BP3   MyBLiM   M   MajMy"   He   e

xyMaHa   Ao3a.    Kaj   MajMy",    Bo   noBMcoKM   Ao3M,    rnaBHMTe   HecaKaH
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3a6ene"a"   ce:   KPB   Bo   ¢euecoT,   HaManeHa  TenecHa  TeHMHa   M,   npM   HajBMcoi{a   Ao3a,
epo3MB"    racTPoMHTec"Han"   ne3MM.    oBMe   e¢eK"    Ce    nojaBime   Bo   Ao3a    KOM   ja
onpeAenyBaaT  M3noHKeHocTa   Ha  nei{oT,   i{oja   e   14-18   na"   noBMcoKa   oA  MaKci"anHaTa
npenopaLiaHa XyMaHa Ao3a.

ceyuTe He ce cnpoBeAe" cryAMM 3a  KaHHeporeHMOT noTeHL+Mjan  Kaj "MBOTHM.

Kal{o  Li]To  e  npeno3HaTnMBo  3a  LienaTa  ®apMai{onomKa  Maca  Ha  HCAMn,  Aei{cKeTonpo®eH

TPoMeTaMonoT  MOH{e  Aa  npeAM3BMKa  npoMe"  Bo  eM6pMo-®eTaflHOTo  npe"MByBalbe  Kaj

xMBo"HCKMTe     MOAenM,     il     MHAMpeKTHo,     npel{y    racTpoMHTec"HanHa    Toi{cMUHocT    Ha

6peMeHMTe MajKM,  M AMpeKTHo Bp3 pa3BojoT Ha ¢enycoT.

6.  ®APMAUEBTCKM OC06EHOC"
6.1 nMCTa  Ha ertci+MnMeHCM

MMI{pol{pMCTanHa Lienyno3a ph  101

MMKpol{pMCTanHa I+enyno3a ph  102

llileHKapeH cKpo6

HaTPMyM ci{po6 rnMi{onaT TMn A

ThML+epon 4M6exeHaT

KonMKoaT  IR  Bena  11

6.2 MHi{oivina"6imHocT
HeMa AocTanHi4  noAaTOLiM.

6.3 Poi{ Ha Tpaeibe
2 roAM"

6.4 noce6" MepLtM npM LiyBartie
Tpe6a Aa ce uyBa Ha TeMnepanypa noA 25 °C, Bo opii"HanHOTo naKyBaibe.

fla ce uyBa no4aneKy oA Ao¢aT Ha Ael+a.

6.5 Bi44 M coApxMHa Ha nai{yBaibeTo
Ben  HeTpaHcnapeHTeH PVC/PE/PVDC-AI 6nMCTep.

Cel{oja I{y"ja COAPHKM 2 6nMCTep neHTM, ceKoja 6nMCTep neHTa coAp"M  10 Ta6ne".

6.6 noce6i" iv`epi{M Ha npeTna3nMBocT npM oTCTpaHyBart.e M paKyBalbe
HeMa noce6" 6apaiba.

7. HoCMTEn HA o4o6PEHMETo 3A cTABAibE HA nEKOT Bo npoMET
HOBEfl  MnAii  cAHAiMM  BE TMLiAPET A.LLJ

npeTCTaB"i].TBo Ci{onje,  P.  MaKeAOHMja.

8. EpoJ M AATyM HA oAo5PEHMETo 3A cTABAibE HA nEKOT Bo npoMET

9. AATyM HA nocnEAHA PEBM3MJA HA TEKCTOT
JynM 2018
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