
36MpeH M3BeuTaj 3a oco6MHMTe Ha neL{oT
ESRAM (ECPAM) 10 mg

®MnM-o6noxeHM Ta6ne"

(Escitalopram)

1. MME HA flEKOT

ESRAM (ECPAM) 10 mg ¢MnM-o6noxe" Ta6ne"

2. KBAnMTATMBEH M KBAHTMTATMBEH cOcTAB HA flEKOT

EAHa  ¢MnM-o6noH{eHa  Ta6neTa  coAp"  12,775  mg  ecLiMTanonpaM  Bo  ®opMa  Ha  oKcanaT

(eKBMBaneHTHo Ha  1o mg ecuMTanonpaM).

3a LienoceH  npemeA Ha eKCLiMnMeHTMTe,  nomeAHeTe Bo AenoT 6.1.

3. ®APMAL|EBTCRA ®OPMA
®imM-o6noxeHM Ta6ne"
OBanHM,  A/.a6oKo  3aceiie"  Ha  eAHaTa  cTpaHa  M  M3rpaBMpa"  co  10  Ha  ApyraTa  cTpaHa,
6enM ¢MflM-o6noxe" Ta6ne".

4. MMHMHKM OCOBEHOCTM

4.1 TepaneBTci{M  iiiiAMi{aLiMM

Tepa"ja Ha roneMM 4enpecMB" enM3o4M.
Tepa"ja Ha na"v" pacTpojcTBa co MnM 6e3 aropa¢o6Mja.
Tepa"ja Ha coLiMjanHo aHKCMo3Ho pacTpojcTBo (coLiMjanHa ¢o6Mja).

Tepa"ja Ha reHepaflM3MpaHo aHKCMo3Ho pacTpojcTBo.

Tepa"ja Ha oncecMBHo-KOMnyn3MBHo pacTpojcTBo.

4.2 4o3Mpaibe i4 HaviiH Ha npMfvteHa
Be36eAHocTa npM ynoTpe6a Ha 4HeB" Ao3M Had 20 mg He e 4oKaxaHa.

ECL+MTanonpaM  ce  annML+Mpa  KaKo  e4MHeilHa  4HeBHa  flo3a,  Koja  Moxe  4a  Ce  3eMe  Co  MnM

6e3 xpaHa.

roneMM 4enpecMBHM  enM3o4u

Boo6MuaeHa  Ao3a  e  10  mg  eAHau  Ha  AeH.  Bo  3aBMCHocT oA  MHAMBMAyanHMOT oAroBOP  Ha

naLiMeHTOT, Ao3aTa MOHe Aa Ce 3roneMM Ao MaKCMManHo 20 m8 Ha AeH.

06MUHo ce noTpe6" oA 2 Ao 4 HeAenM 3a Aa ce nocTMrHe aHTMAenpecilBeH oAroBoP.

Kora   cMMnTOMMTe   Re   ce   noBneiiaT,   Tepa"jaTa   Tpe6a   Aa   npoAonH{M   yLIJTe

MeceL|,M  3a  I{oHConMAaiLMja  Ha TepaneBTCKMOT o4roBop.

na"vi" pacTpoicTBa co Mum 6e3 aroDad>o6Mia
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M"i+MjanHaTa Ao3a oA 5 mg AHeBHo ce npenopailyBa Bo npBaTa HeAena, a noToa Ao3aTa ce
3roneMyBa  Ha  10  m8  AHeBHo.  Bo  3aBMCHocT  oA  MHAMBMAyaflHMOT  oAroBop  Ha  naL|MeHTOT,

4o3aTa JV`oxe 4a Ce 3roneMM 4o MaKcl"anHo 20 mg Ha 4eH.
MaKci"anHa   e¢MKacHocT   ce   nocTMrHyBa   nocne   3   MeceLiM.   Tepa"jaTa   Tpae   Hei{onKy
MeceLiM.

coliMianHO aHKCM03HO  pacTpoicTBO

Boo6MuaeHa Ao3a  e  10  mg,  eAHau  Ha AeH.  06MUHo  ce  noTpe6"  oA 2 Ao  4  HeAenM  3a Aa

A0jAe  AO  noBneKyBalbe  Ha  CMMnTOMMTe.   Bo  3aBMCHoCT  oA  MHAMBMAyanHMOT  oAroBoP  Ha
hal+MeHTOT,  4o3aTa  Moxe  nocne4oBaTenHo  4a  ce  HaManyBa  4o  5  mg  Ha  4eH  MnM  4a  Ce
3roneMyBa Ao MaKCMManHO 20 mg Ha AeH.

CoLiMjanHOTo     aHKCMo3Ho    pacTpojcTBo    e    3a6onyBaibe    co    xpoHMiieH     Kapal{Tep     M     ce

npenopailyBa  Tepa"jaTa  Aa  Tpae  12  HeAenM  3a  Aa  ce  liocTMrHe  cooABeTHMOT  oAroBoP.

OAroBopoT npM  AonroTpajHaTa Tepa"ja  6Mn  npoyiiyBaH  Bo TeKOT Ha  6  MeceLiM  M  MOHe Aa

Ce  3eMe  80  npeABMA  Ha  MHAMBMAyanHa  oCHOBa  3a  Aa  ce  cnpe"  PeLieAMB.  npMfio6MBKMTe

oA TpeTMaHOT Tpe6a Aa Ce npeMc"TyBaaT Bo peAOB"  MHTepBanM.

CoLiMjanHOTo  aHKCMo3Ho  PacTpojcTBo  e Ao6po Ae¢M"paHa  AMjarHoc"iil{a TepMMHoflo"ja
Ha       cneLiM¢mHo       HapyiilyBahoe       M       He      Tpe6a      Aa       noMCTOBeTyBa       co       M3pa3eHa

nnaunMBocT/cpaMeH{nMBocT.   ®apMaKOTepa"ja   e  MHAMLiMpaHa  caMo   k6ra   pacTpojcTBOTo

3HauMTenHo Ce oApa3yBa Ha npo®eciioHan"Te M coLiMjan"Te aKTMBHoC".

He e HanpaBeHa npoLieHi{a Ha oBaa Tepa"ja  Bo cnopeA6a co KorHMTMBHaTa 6MxejBMopanHa

Tepa"ja. ®apMaKOTepal"jaTa e caMo Hen oA LiefloKynHaTa TepaneBTCKa cTpaTe"ja.

[eHeDanM3MDaHo aHKCMo3Ho pacTDoicTBo
M"L|MjanHa  Ao3a  e  10  mg  eAHau  Ha  AeH.  Bo  3aBMCHoCT  oA  MHAMBMAyanHMOT  oAroBOP  Ha

naLiMeHTOT, Ao3aTa Moxe Aa ce 3roneMM Mai{CMiv`anHo Ao 20 mg Ha fleH.

flonroTpajHaTa Tepa"ja 6Mna  npoyuyBaHa  Bo TeK  Ha  6 MeceLiM  i{aj  naLiMeH"  i{oM  npMMane
20   mg   ecLiMTanonpaM   Ha   AeH.    npMfio6MBI{MTe   oA   TpeTMaHOT   M   Ao3aTa   Tpe6a   Aa   Ce

npeMcnMTyBaaT Bo PeAOB"  MHTepBanM  (nomeAHeTe Bo AenoT 5.1).

oncecMBHo-I{oMnvn3MBHo PacTDoicTBo

M"LiMjanHa  Ao3a  e  10  mg  eAHau  Ha  AeH.  Bo  3aBMCHocT oA  MHAMBMAyanHMOT oAroBop  Ha

hal+MeHTOT, 4o3aTa MOxe 4a Ce 3roneMM 4o Mal{cMManHo 20 m8 Ha 4eH.

BMAejkM   oncecMBHo-i{oMnyfl3MBHOTo   pacTpojcTBo   e   xpoHMiiHo   3a6onyBatbe,   naLiMeHTMTe

Tpe6a   Aa   Ce  nel{yBaaT  AOBonHo  Aonro   3a   Aa  AojAe  Ao   noBneKyBaLbe   Ha   ci"nTOMMTe.
npM4o6MBMTe o4 TpeTMaHOT M 4o3aTa Tpe6a 4a ce npeMcnMTyBaaT Bo

(nomeAHeTe Bo AenoT 5.1).

±]_oBo3pac"  naLLMeH"  (> 65  ro4MHM)

Pe40BHM

M"LiMjanHaTa Tepa"ja Tpe6a Aa  6MAe  5  mg,  eAHau AHeBHo.  Bo 3aBMCHoCT

Ao3aTa MOHe Aa Ce 3roneMM M flo 10 mg Ha AeH (nomeAHeTe Bo AenoT 5.2).
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E®MKacHocTa  Ha  ecLiMTa/ionpaM  npM  nenyBaibe  Ha  cOLiMjanHO  aHKCM03HO  pacTpojcTBo  He  e

Mc"TyBaHa Kaj noBo3pacHM nat+MeH".

fleua M a4oneciieii" 1< 18 ro4M")
ECPAM  He  Tpe6a  Aa  ce  KopMc"  3a  neKyBalbe  Ha  AeL+a  M  aAonecLieii"  noA  18  roAMLIJHa
Bo3PacT (nomeAHeTe Bo AenoT 4.4).

HaManeHa 6v6DeH{Ha bvHKUMia

Kaj    naLiMeH"    co    necHa    Ao    yMepeHa    6y6peHHa    MHey¢MLiMeHLiiija    He    e    noTpe6Ho

npMcnoco6yBaLbe  Ha  4o3aTa.  Ce  npenopavyBa  npeTna3nMBo  o4peAyBaibe  Ha  4o3aTa  Kaj
nauMeH"    co    cepMo3Ha    6y6peH{Ha    MHey¢MLiMeHLiMja    (CLCR    noMaflny    oA    3o    ml/min.)

(nomeAHeTe Bo AenoT 5.2).

IlaManelia xenaTanl+a d)vlli{i+Mia

M"LiMjanHa   Ao3a   oA   5   mg   AHeBHo   Bo   reK   Ha   npBMTe   2   HeAenM   oA   nenyBaibero   Ce

npenopailyBa    i{aj    naLiMeii"    co    necHa    Ao    yMepeHa    xenaTanHa    MHey¢MLiMeHL[Mja.    Bo

3aBl^cHOCT  oA  MHAMBMAyanHMOT  oAroBop  Ha  naLiMe+ITOT,  Ao3aTa  MOxe  Aa  ce  3roneMM  AO

MaKCMManHo   10  mg  Ha  AeH.  Ce  npenopai+yBa  npe"a3nMBo  oApeAyBaibe  M   npoMeHa  Ha

Ao3aTa Kaj  nai+MeH" co cepMo3Ha xenaTanHa  MHey¢MLiMeHLiMja  (nomeAHeTe Bo AenoT 5.2).

Cna6M MeTa6onM3eDM  Ha CYP2C19

naL|MeH"  3a  I{oii  e  no3Haro  AeKa  ce  ona6M  MeTa6onM3epM  Ha  CYP2C19,  ce  npenopaiiyBa
M"L|MjanHa  Ao3a  oA 5  mg AHeBHo  Bo  npBrme  2  HeAem  oA nenyBalbero.  Bo  3aBMCHocT oA
MHAMBMAyanHMOT OAroBOP  Ha  naLiMeHTOT,  Ao3ara  Moke Aa  ce  3roneMM  Ao  Mal{cMMa/iHo  10

mg Ha 4eH (nome4Here Bo 4e/1oT 5.2).

CiM^nTOMM  npM npei{rmvBaibe iia TeDa"iaTa

Hauno    npeKMHyBaibe    Ha   Tepa"jaTa   Tpe6a   Aa    ce    M36erHyBa.    npM    npeKMHyBaLbe    Ha

neKyBarbero co ecL+MTa/ionpaM, 4o3aTa Tpe6a  nocTeneHo 4a Ce HaManyBa o4pe4eH nepMOA,
HajManny  1  Ao  2  HeAeflM,  co  Lien  HaManyBatbe  Ha  pM3MKOT oA  nojaBa  Ha  cMMnroMM  KOM  ce

jaByBaaT npM npeKMH Ha Tepa"jaTa (nomeAHeTe Bo AenoT 4.4 M 4.8).
AKo  no  HaManyBalbeTo  Ha  A03aTa  imM  no  npeKMHOT  Ha  nenyBaibero  ce  nojaBaT cMMiiTOMM

I{oM   He   MoxaT  Aa   ce  ronepMpaaT,  Tpe6a   Aa   ce   npoAon"M  Tpe"aHOT  co   npe"oAHO
npeniliilaHaTa  Ao3a.  noHaTaMy,  Aoi{TopoT MOHKe Aa  npoAon"M  co  HaManyBalbe  Ha  A03aTa,

HO co noMafla cTanKa.

4.3  KOHTpaMH4MKaLquM

rlpeoceT"BocT   Ha   ecLiMTanonpaM   MnM   Ha   Koja   6Mno   cocTaBHa   KOMnoHeHTa   Ha   neKOT,

HaBe4eHM  Bo AenoT 6.1.

MCTOBpeMeHaTa      Tepa"ja       co       Hecenel{TMB"       MpeBep3M6Mn"
MOHoaMMHooKCMAa3aTa  (MAO-MHXM6MTopM)  e  I{oHTpaiiHAMLiMpaHa nopaA

Ha  cepoTOHMHCI{M  CMHApoM,   npocneAeH  co   nojaBa   Ha  a"TaLiMja,  Tpe

MTH.  (no"eAHeTe Bo AenoT 4.5).
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KOM6MHai+Mja  Ha  ecuMTa/ionpaM  co  peBep3M6Mn"  MAO-A  MHXM6rmopM  (np.  MOMo6eMMA)

MflM  co  peBep3M6Mn"oT Hecenei{"BeH  MAO-MHxii6MTop nMHe3o"A e  KOHTpaMHAML|MpaHa

nopaAM  pM3MK oA nojaBa Ha ceporoHMHcl{M cMHApoM  (nomeAHeTe Bo Aenor 4.5).

ECL+MTa/ionpaM  e  KOHTpaMH4ML|.MpaH  Kaj  hal+MeH"  co  no3HaT npo4onxeH  QT MHTepBan  Mum

I{oHreHMTaneH Aonr QT cMHAPoM.

KOHTpaMHAMLiMpaHa   e   MCTOBpeMeHaTa   ynoTpe6a   Ha   eci+MTa/ionpaM   co  neKOBM   3a   KOM   e

no3HaTo Ael{a ro npoAonH{yBaaT QT MHTepBanoT (no"eAHeTe Bo AenoT 4.5).

4.4 noce6HM npeAynpeAyBaiba M iv`epl{M Ha npeTnaanMBocT

AonyHaBeAe"Te    npeAynpeAyBaiba    ii    MepKM    Ha    npe"a3nMBocT   ce    oAHecyBaaT    Ha
neKOBMTe  KOM  npMnafaaT  Ha  TepaneBTci{aTa  rpyna  HapeiieHa  cenei{"B"   MHXM6MTopM   Ha

noBToPHo npe83eMaLbe Ha cepoTOHMH.

ynoTpe6a I{ai 4eLia M Kai aAoneciieH" (< 18 roAM"J
Eel+MTanonpaM He Tpe6a 4a ce KopMc" 3a nenyBaLtie 4eL|,a M a4onecL+eH"  no418 ro4MLLJHa
Bo3pacT.     Bo     MMHMiiKMTe    cii/AMM     6Mna     3a6eneHaHa    uecTa     nojaBa     Ha     eyMHMAanHo

oflHecyBalbe    (o6MA   3a   caMoy6MCTBo    M    eyMLiMAan"    MMcnM)    I{aKo    M    HenpMjaTencKOTo

oAHeeyBalbe     (npeAOMMHaiiTiia     arpecMja,     cnpo"BCTaByBaibe     M     rHeB),     Kaj     AeLia     M

a4onecL+eii" nenyBa" co aH"4enpecMBM Bo cnope46a co rpynaTa TpeTripaHa co nnaue6o.

Aol{Onny  BP3 oCHOBa  Ha  KnMHMiil{aTa  noTpe6a  e AOHeceHa  oA/iyl{a  3a  neKyBaibe,  naLiMeHTOT
Tpe6a  BHMMaTenHo  Aa  ce  cneAM  nopaAM  eBeHnyanHaTa  nojaBa  Ha  eyMLiMAan"  CMMnTo".

AononHrmenHo,    HeAocTacyBaaT   M    noAaroL+M    3a   AonroTpajHa   6e36eAHocT   Kaj   AeLia    M
aAonecL|eH" 80 0AHOC Ha pacTOT, co3peBaibeTo, KorHM"BHMOT M 6MxejBMopan"oT pa3Boj.

rlaDafloi{canHa aHi{cM03HOcT

HeKOM  oA  naLiMeli"Te  Co  naHMiiHo  pacTpojcTBo  MOHe  Aa  noilyBCTByBaaT  3roneMyBaibe  Ha

aHI{cMo3HocTa   Bo   noueroKOT   Ha   nei{yBaibero   co   ali"AenpecMBM.   oBaa   napaAol{Ca/lHa

peai{LiMja   o6MUHo   ce   HaManyBa   no   2   HeAenM,   npM   npoAon}i{yBaibe   co   Tepa"jaTa.   Ce
npenopaiiyBa   noHMCKa   noue"a   Ao3a   3a   Aa   ce   HaManM   onacHocTa   oA   nojaBa   Ha   oBoj
aHi{cMoreH e¢eRT (nomeAHeTe Bo Aenor 4.2).

Hana4M

Ce  npenopaiiyBa  npel{MH  Ha  Tepa"jaTa  co  oBoj  neK  I{aj  ceKoj  naLiMeHT  i{aj  Koj  I]iTo  ke  ce
nojaBaT  HanafLM  (rpveBM)  3a  npB  naT,  MnM  alto  ce jaBM  3roneMyBaLtie  Ha  ¢peK¢eHTHocTa  Ha

rpueBMTe   (Kaj   naL|Mei+"   co   npeAxoAHo  AMjarHoc"unpaHa   e"nencMja).   Tepa"jaTa   CO
cenei"B"  MHXM6MropM  Ha  noBTopHo  npe83eMaibe  Ha  ceporoHMH Tpe6a  Aa  Ce  M36erHyBa
I{aj      naLiMeH"      co      HecTa6MnHa      (HeKOHTponMpaHa)      eniMencMja.           naLiMeH"Te     co

KOHTponMpaHa  enMencMja  Tpe6a  BHi"aTenHo  Aa  ce  cneAaT.  Tepa"jaTa  co  ceneK"B"
MHXM6MTopM  Ha  noBTopHo npe83eMalbe Ha cepoTOHMH Tpe6a 4a ce npeKMHe alto

¢pei{¢eHHMjaTa  Ha  rpiieBMTe.

MaH"ia

Tepa"jaTa co ce/ielITMB"  MHXM6MTopM  Ha  noBTopHo  npe83eMaLbe  Ha Cepo

Ce AaBa  co  npeTna3nMBoCT Kaj  naLiMeH"  co  npeTxoAHa  MCTopMja  Ha  Ma"ja/
Tpe6a Aa ce npeKMHe aKo naLiMeHTOT Bneron  Bo MaHMiiHa ®a3a.
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flMia6eTec
Kaj    naHMeH"    Co   AMja6eTec,   neKyBaLbero   co   cenei{"B"    MHXM6MropM    Ha    noBTopHo
npe83eMaibe  Ha  cepoTOHMH  Moke  Aa  ja  npoMe"  KOHTponaTa  Ha  rnMi{eMMjaTa  (xMno  MnM

xMnepmMKeMMja).  Ao3ara  Ha  MHeynMHOT  M/mM  Ha  opanHMTe  xMnomMKeMMLiM  Tpe6a  Aa  Ce

npMcnoco6M.

caMOv6MCTBO/cwl+M4anHiq MMorM  rmM  MM"`ii{O BnoiiivBaibe

AenpecMjaTa  e  npMApy)i{eHa  co  3roneMeH  pM3MK  oA  nojaBa  Ha  eyMLiMAan"  MMcnM,  MMcnM
3a   caMonoBpeAyBatbe   M   caMoy6MCTBo.   OBoj   pM3MI{   nocTOM   ce  AOAei{a   He   ce   noc"rHe

3HailMTenHa   peMMCMja   Ha   6onecTa.   BMAejkM   noAo6pyBahoero  MOHe  Aa   He   ce   nojaBM   Bo

npBrme  HeKonny  HeAenM,   MnM   noAonro,  oA  3anouHyBaibero   Ha  Tepa"jaTa,   Hal+MeH"Te

ape6a   Aa   Ce   cneAaT   ce   AOAel{a   He   HacTaHe   3HaiiMTenHo   noAo6pyBaibe.    reHepanHo,
MMHMiiKOTo  McnycTBo  noKa>i{yBa  4eKa  pM3MI{oT  o4  caMoy6MCTBo  Moxe  4a  ce  3roneMM  Bo

noueThMTe cTa4MyMM Ha o34PaByBalberg.

Apy"Te  ncMXMjaTPMcl"  cocToj6M  3a  KOM  e  npenMLLlaH  ecLiMTa/ionpaM,  MCTo TaKa,  Mo"aT Aa
6MAaT  noBp3a"   co  3roneMeH   pM3MK  oA  nojaBa   Ha   eyMLiMAHo-noBp3a"   HacTaHM.   OBMe

cocToj6M  MOHe Aa  6MAaT Bo  KOMop6rmeT co  roneMM  AenpecMB"  pacTpojcTBa.  CnopeA Toa
Mc"Te  MepKM   Ha  npeTna3nMBOcT  KOM  ce  npMMeHyBaaT  npM  Tpe"pahoe  Ha   naLiMeH"  co

roneMo  4enpecMBHo  PacTPojcTBo Tpe6a  4a  ce  cnpoBefLyBaaT  M  npM  TpefMaH  Ha  naLiMeH"

Co Apy"  ncMXMjaTapcKM  HapyiilyBatba.

rlo3HaTo e AeKa naLiMeli"Te co npeTxoAHa MCTopMja Ha eyMi+iiAanHo noBp3a" HacTa" M"
nat+Meii"Te  I(oM  MMa/le eyML|,MAanHM  M4eM  npe4 4a  3ano`iHaT co Tepa"ja  Ce  M3noxe"  Ha
noroneM  pM3MK oA eyMLiMA"  MMcnM  MnM  o6MAM,  3aToa Tpe6a  BHMMaTe;iHo Aa  ce cneAaT Bo

reKOT      Ha      nel{yBaibeTo.       MeTaaHanM3aTa      Ha      nnaLie6o-i{oHTponMpaHrme      MMHMiiKM

Mc"TyBaiba   cO  aH"AenpecMBM,   I{aj   803pac"   nat+MeH"   cO  ncMXMjaTPMCKM   pacTpojcTBa,

noKaHKana   noroneM   pM3MK  oA  eyMUMAautHo   oAHecyBalbe   I{aj   Hal+Mel.+"   noA  25   roAMLIJHa

Bo3PacT  i{oM  npMMane  aH"AenpecMBM  Bo  oAHoc  Ha  nauMeH"  KOM  npMMane  nnaLie6o.  Ce

npenopailyBa   nocTojaHo   KOHTponMpaibe   Ha   cMTe   naLiMeliTM,   oco6eHo   oHMe   co   noroneM

pM3MK,  Bo Tel{ Ha Tepa"jaTa  M  npM  npoMeHa  Ha 4o3aTa.

naLiMeH"Te  (I{aKo  M nyfero  KOM  ce  rpMH{aT 3a  naLiMei+"Te) Tpe6a fla  6MAaT npeAynpeAe"

3a noTpe6aTa 3a cneAefoe Ha 6Mno i{aKBo KnMHMiiKo  Bnol]]yBaibe, eyMUMAanHO OAHecyBalbe,

cyMLiMAan"   MMcnM,   Heo6m"   npoMe"   Bo   oAHeeyBaibeTo   M   BeAHau   Aa   no6apaaT
MeAMLiMHCKM  coBeT npM  nojaBa  Ha  Hei{oj oA oBMe ci"nTOMii.

AKa"3Mia/ncMxoMoroDeH  HeMMD

ynoTpe6aTa   Ha   Cenei{"B"   MHXM6rmopii   Ha   noBropHo   npe83eMaibe   Ha   CeporoHMH   M
MHXM6MropM  Ha  noBropHo  npe83eMaLbe  Ha  Hope"He¢pMH  M  ceporoHMH  6Mna  noBP3aHa  Co

pa3Boj   Ha   aKa"3Mja,   I{apaKTepM3MpaHa   co   cy6jeK"BeH   HenpMjaTeH   iinM
HeMMp  M  noTpe6a  o4  noilecTO  4BMxelbe  npM4PyxeHO  Co HeMOHHOcT  3a   MM

MnM   cToetbe.   BepojaTHocTa   3a   nojaBa   Ha   oBoj   HeMMp   e   noroneMa   Bo   np

HeAenM  oA  Tepa"jaTa.   Kaj  naLiMeHTMTe  I{oM  "  MMaaT  oBMe  cMMnTOMM  nol{

403aTa MOxe Aa 6MAe LLJTeTHo.
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xMnoHaTDMeMMia

XMnoHaTPMeMMja      HajBepoja"o      ce      jaByBa      nopaAM      HecooABe"a      CeKpeLiMja      Ha

aH"AMype"ileH xopMOH,  nopeTi{o e  npMjaBeHa  npM ynoTpe6a  Ha  ce/iei{"BHM  MHXM6MTopM

Ha   noBToPHo   npe83eMaibe   Ha   ceporoHMH   M   reHepanHo,   ce   noBnenyBa   npM   npei{MH   Ha

Tepa"jaTa.   npeTna3nMBocT   e   noTpe6Ha   I{aj   pM3Mli"   rpy"   nat+Meii",   KaKo   ulTo   ce
noBo3Pac"  naLiMeli",  naLiMeli"  co  LiMpo3a  M"  naHMeli"  KOM  MCTOBpeMeHo  npMMaaT  M

4Pyra Tepa"ja 3a I{Oja Ce 3Hae 4eKa AOBe4yBa 4o xMnoHaTPMeMMja.

XeMODa"ia
nocTojaT npMjaBM 3a a6HOpMan" KO"" KPBaBeiba, I{aKO exMM03M M nypnypa, npM 3eMalbe

cenei{"B"     MHXM6MropM     Ha     noBTOpHO     npe83eMaibe     Ha     cepoTOHMH.     noTpe6Ha     e

npe"a3/"BocT    Kaj    naLiMeH"    I{oM    npMMaaT   cenei{"B"    MHxii6MTopM    Ha    noBropHo
npe83eMalbe    Ha    cepoTo"H,    oco6eHo    alto    MCTOBpeMeHo    ynoTpe6yBaaT    M    opan"
ai+"KoarynaHCM,    nel{oBM    KOM    BnMjaaT    Ha    ¢yHI{LiMjaTa    Ha    TpOM6OLiM"Te    (a"nm"

aH"ncMxo"i+M,       ¢eHo"ja3M",      TPMLiMMMu"       aHTMAenpecMBM,       aLie"ncanMLiMnHa
KMcenMHa,    HCAMn,    "MonMAMH,    AM"pMAaMon),    I{aKo    M    i{aj    naLiMeH"    KOM    i"aaT

TeH4eHL+Mja  KOH  KPBaBeibe.

ERT (enei{Tpoi{oHBVI3MBHa Tepa"ia)

nocTOM  OrpaHMLleHO  McnycTBO  3a  MCTOBpeMeHaTa  ynoTpe6a  Ha  cenei{"B"  MHXM6uropM  Ha

noBTopHo npe83eMaibe Ha ceporoHMH  M  EKT,  na 3aroa  ce npenopaLiyBa  ffpeTha3flMBocT npM

HMBHa  MCTOBpeMeHa  npMMeHa.

CeDoroHMHci{M  cMH4DOM

ce  npenopauyBa  npeTiia3nMBocT  npM  MCTOBpeMeHa  npi"eHa  Ha  ecLiMTa/ionpaM  cO  neKOBM

KOM   MMaaT   ceporoHep"uHO   AejcTBO,   KaKO   u]TO   ce   eyMaTPMnTaH   MnM   Apy"   TPMnTaHM,

apaMaAon M TPMrm¢aH.
PeTi{0   6Mna    npMjaBeHa   nojaBa   Ha   ceporoHMHCKM   cMHApoM   i{aj   naLiMeli"    I{oM   3eMane

cenei{"B"  MHXM6MTopM  Ha  noBropHo npe83eMarbe Ha cepoTo"H MCTOBpeMeHo Co neKOBM

Co    CepoTOHep"ilHo   AejcTBo.    KOM6MHaLiMjaTa    Ha    cMMnroMM    KaKo    a"TaLiMja,    TpeMop,

MMormoHyc  M  xMnepTepiv`Mja  Moxe  4a  yl{a}i{yBa  Ha  nojaBa  Ha  oBaa  cocToj6a.  Bo  Toj  onyiiaj

noTpe6Ho  e  BeAHau  Aa  ce  npeKi"e Tepa"jaTa  co  cenei{"B"  MHXM6MTopM  Ha  noBTopHo
npe83eMaibe  Ha  ceporoHMH  M  co  neKOBMTe  co  ceporoiiep"iiHo  AejcTBo  M  BeAHalJJ  Aa  Ce

3anoiiHe co cMMnTOMaTCKa Tepa"ja.

KaHTaDMOH

MCTOBpeMeHaTa   ynoTpe6a   Ha   cenei{"B"    MHXM6rmopM    Ha   noBropHo   npe83eMaLbe   Ha

cepoTOHMH  M  Ha  xep6an" nel{oBM  KOM  coAp"aT I{aHTapMOH  (ftyper/.cwm perforofum)  MOxe

Aa pe3y/i"pa cO 3roneMeHa MHLiMAeHLia 3a HecaKa" AejcTBa (nomeAHeTe Bo AenoT 4.5).

CMMnroMM  npM  iiDeKMHVBaibe  Ha reDanMiaTa

CMMliTOMMTe    I{oM    ce   jaByBaaT    npM    npei{MH    Ha    Tepa"jaTa    ce.uec",    oco6eHo    aKo

npeKMHyBaLbeTo    e    Harno    (norme4HeTe    Bo    AenoT    4.8).    Bo    KnMHMili(MTe

HecaKa"  noja"  npM  npel{MHyBaibe  Ha  Tepa"jaTa  ce  nojaBMne  Kaj  25  %
MOM  npMMane ecL[MTanonpaM  M  Kaj  15 % oA naLiMeHTMTe KOM  npMMane  nnaLie6
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PM3MI{oT oA  nojaBa  Ha  oBMe  cMMnroMM  Moke Aa  3aBMCM  oA  HeKoflny  ®aKToPM,  BunyuyBajkM

ro  BpeMeTpaetbeTO  Ha  Tepa"jaTa   M   BMCMHaTa  Ha  A03aTa   80  TeK  Ha  Tepa"jaTa,   I{al{o  M

CTanKaTa    Ha    HaManyBarbe   Ha   Ao3aTa.    HajuecTo    npMjaBe"    peal{LiMM   ce:    BPTounaBMLia,

HapyLI]yBaibe   Ha   ceTmaTa    (BMyilyBajkM    napecTe3Mja    M   uyBCTBO   Ha   eneKTPMileH    uOI{),

Hapyi]]yBaibe      Ha     cnMettiero     (MHcOM"ja      M      MliTeH3MB"      COHOBM),      a"TaLiMja      MnM

aHKCMo3HocT,    ra4eibe    M/MnM    noBpakaLbe,    TpeMop,    KOH¢y3Mja,    noTerbe,    MaBo6onl{a,

AMjapeja,        nannMTaLiMM,        eMouMOHanHa        HecTa6MnHocT,        MPMTa6MnHocT,        BM3yen"
HapyLLiyBaiba.  reHepanHo,  oBMe  cl"nTOMM  ce nec"  Ao  yMepeHM,  Ho  I{aj  HeKOM  naLiMeH"

Moxe 4a 6M4aT M co cepMo3eH  MliTeH3MTeT.

o6i"Ho  Ce  nojaByBaaT  Bo  npBrme  Hei{oflKy AeHOBM  oA  npeKMHyBaHbero  Ha  Tepa"jaTa,  Ho
MHory peTKo ce nojaByBaaT M Kaj naLiMeli"  KOM HeHaMepHo nponyiiiTMe Ao3a.

reHepanHO,  OBMe  cMMiiTOMM  ce  caMOorpaHMLlyBailKM  M  06MilHO  ce  noBnenyBaaT  80 rex  Ha  2

HeAenM,  MaKO Kaj  HeKOM  MHAMBMAyM  MOHaT Aa TpaaT M  noAonro  (2-3 MeceLiM  MnM  noAonro).

3aroa  ce  npenopaiiyBa Ao3aTa  nocTeneHo Aa  ce  HaManyBa  Bo  nepMOA OA Hel{Onny HeAe"
MnM   MeceLiM,   cnopeA   noTpe6aTa   Ha   naLiMeHTOT  (nomeAHeTe   Bo  AenoT  „Ci"riTOMM   npM

npei{MHyBalbe Ha Tepa"jaTa", 4.2).

KODOHaDHa cDLLeBa 6onecT

nopaAM  nMMMTMpaHoro  McnycTBO,  ce  npenopauyBa  npeTna3nMBa  ynoTpe6a  Ha  OBoj  neK  Kaj

naLiMeH" co i{opoHapHa cpi+eBa 6onecT (nomeAHeTe Bo AenoT 5.3)

npo4on}i{vBaibe iia QT MliTepBanoT
O"PMeHO  e  Aei{a  ecL|MTa/ionpaM  npeAM3BMnyBa  Ao3Ho  noBp3aHo  npoAonHyBahoe  Ha  QT

MliTepBanoT.   cnvyaM   Ha   npoAom{yBaLbe   Ha   QT  MHTepBamoT  M   BeHTPMnynapHa   apM"Mja

BMyuyBajRM  ii torsade de  pointes,  ce npMjaBe" 3a  BpeMe  Ha  nocTMapKe"HlilKMOT nepMor,
npeAOMMHaHTiio      i{aj      naLiMeH"      oA      xeHCKMOT      non,      co      xMnoKaneMMja      MnM      Co

npeer3Mc"pauKM  npoAonxeH  QT  MiiTepBan  MnM  Apy"  KapAMjan"  6onec"  (nomeAHeTe
Bo Aenor 4.3, 4.5, 4.8, 4.9 ii 5.1).

Tpe6a  Aa  ce  BHMMaBa  Kaj  naLiMeH"  co  3a6ene>i{/"Ba  6paAMI{apAMja  MflM  Kaj  naLiMeH"  co

HeoAaMHeu]eH ai{yTeH MMOKapAMjaneH MH¢apRT Mm co HeKOMneH3MpaiiKa CpLieBa ona6oCT.

Enel{TponMTeH AMc6anaHc  i{aKo xMnoKaneMMja  M xMnoMarHe3eMMja  ro 3roneMyBaaT PM3MKOT

OA   ManMr"   apMTMilM   M   Tpe6a   Aa   Ce   I{ope"paaT   npeA  Aa   ce   3anouHe   TpeTMaHOT  co

ecLiMTanonpaM.

4oKonny ce Tpe"paaT Hal+Meli" co cTa6MnHa  kap4MjanHa  6onecT,  EKr pe3ynTa"Te Tpe6a
Aa Ce 3eMaT Bo npe4BM4 npeA 4a Ce 3anoiiHe TperMaHOT.
Aol{Onny     Ce     jaBaT     3Hai+M     Ha     KapAMjanHa     aprmMMja     AOAei{a`     Tpae     TpeTMaHOT     co
ecLiMTanonpaM, Tpe6a Aa ce npeKMHe TpeTMaHOT M Aa ce HanpaBM  EKr.

Thavl{oM Ha 3aTBopeH aron

CeneKTMBHMTe    MHXM6MTopM    Ha    noBTopHo    npe83eMatbe    Ha    cepoTOHMH    a

ecL|,MTanonpaM  Moxe  4a   MMaaT  e¢eKT  Bp3   roneMMHaTa   Ha   3eHML+MTe   LI)To

MMAPMja3a.  OBaj  MMAPMja"ueH  e¢eKT  MMa  noTeHLiMjan  Aa  ro  cTecHe  aronoT  Ha
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pe3ymMpa  co  noKailyBalbe  Ha  MHTpaonynapHMOT  npM"cOI{  M  mayl{OM  Ha  3aTBopeii  aron,
oco6eHo   I{aj   naLiMeH"   co   npeAMcno3MLiMja.    EcuMTanonpaM   Tpe6a   Aa   ce   ynoTpe6yBa

BHMMaTenHo Kaj  naHMeii" co mayi{oM M"  MCTopMja  Ha  mayKOM.

4.5 Mi+Tepai{i+MM co 4py" nei{oBM w Apy" ¢opMM Ha MliTepai{I+Mja

®apMaKo4MHaMc" MHTepai{LquM
KOHTr)aMH4ML"Da"  KOM6MHauMM:

Mpeeep3u6unHu HeceneKmuBHu MAOM
npMjaBe"   ce   cnyuaM   Ha   cepM03HM   peaKLiMM   Kaj   naLiMeii"   I{Oii   npMMane   ceneRTMB"

MHXM6rmopM  Ha  noBropHo  npe83eMaibe  Ha  ceporoHMH  Bo  I{oM6MHaLiMja  co  HeceneKTMB"

MpeBep3M6Mn"  MOHoaMMHo  oKCMAa3a  MHXM6MTopM  (MAOM)  M  Kaj  Hal+Meii"  I{oM  Bo  ci{opo

BpeMe ja  npeKMHane Tepa"jaTa co cenei{"B"  MHXM6MropM  Ha  noBropHo npe83eMaibe Ha
ceporoHMH  M  nouHane  repa"ja  co  MAOM  (nomeAHere  Bo  AenoT  4.3).  Bo  HeKOM  cnyliaM
naLiMeHTOT pa3Bm  M cepoTOHMHc" cMHApoM (nouneAHeTe Bo AenoT 4.8).

ECLiMTa/ionpaM   e   KOHTpaMHAMLiMpaH   Bo   KOM6MHaLiMja   co   Hecenel{"B"   MpeBep3M6Mn"

MAOM.  Tepa"jaTa  co  ecL|MTa/ionpaM  Moxe  Aa  3anouHe  14  AeHa  no  npeKMHyBarbero  Ha
MpeBep3M6Mn"oT MAOM.  HajManny 7 AeHa Tpe6a Aa noMMHaT oA npei{i"oT Ha Tepa"jaTa
co ecLiMTanonpaM npeA Aa ce 3anouHe co Hece/iei{"BeH MAOM.

PeBep3u6uneH ceneKmuBeH uHxu6umop Ha MAO-A (MOMo6elviu6)
nopaAM  pM3MKOT  oA  cepoTOHMHCKM  cMHApoM,   KOM6MHaL|Mja   Ha  ecLiMTa"onpaM  co  MAO-A

MHXM6Mrop,   KaKo   MOMo6eMMA,   e   i{oHTpaMHAMLiMpaHa   (nomeAHeTe   Bo   AenoT  4.3).   AKO

KOM6MHauMjaTa  e  Heonxo4Ha, Tpe6a Aa  ce  3anouHe co MMHMManHaTa  npenopaiiaHa 4o3a  M

HeonxoAHo e MMHMili{O MOHMTOpMpaibe.

Pe8ep3u6uneH HeceneKmu8eH MAO-uHxu6umop (nuHe3onua)
AH"6Mo"i{oT  nMHe3onMA  e  Hecenei{"BeH   MA0  MHXM6Mrop  M  He  Tpe6a  Aa  Ce  AaBa  Ha

naLiMeH"   KOM   npMMaaT  ecLiMTa/ionpaM.   AKo   KOM6MHaLiMjaTa   e   HeoiixoAHa,   Tpe6a  Aa   Ce

3anoilHe  co  MMHMManHaTa  npenopailaHa  4o3a  M  HeonxoAHo  e  KnMHMilKo  Mo"ToPMparbe

(nomeAHeTe Bo 4enoT 4.3).

MpeBep3u6uneH ceiieKmueeH uHxu6umop MAO-6 (ceiieeunuH)
Bo  i{oM6MHaLiMja co cenerMnMH  (MpeBep3M6MneH cenei{"BeH  MHXM6MTop  MAO-B)  noTpe6Ho

e  Aa  Ce  3eMa  CO  npeTna3nMBOcT,  nopaAM  pM3MKOT  oA  nojaBa  Ha  CeporoHMHcl{M  CMHAPOM.

Ao3a   Ha   cenerMnMH   Ao   10   mg/AeH   6Mfla   6e36eAHo   ynoTpe6yBaHa   Bo   KOM6MHaLiMja   co

paueMcr(M ecL|,MTanonpaM.

npoaonITyBal+e Ha aT uHmep8aii
®apMaKOKMHe"uKM   M   ¢apMaKOAMHaMCKM   cTyAiiM   3a   ecLiMTanonpaM   npM   ynoTpe6a   Bo

KOM6MHaLiMja  co  Apy"  neKOBM   KOM   ro  npoAon}i{yBaap  QT  MiiTepBanoT,   He  ce  M3BpiJJeHM.

AAM"B"Te  e¢eK"   Ha   ecLiMTa+ionpaM   M   oBMe  neKOBM   He  MOHKe  Aa  ce   MCMyilaT.   3aToa

MCTOBpeiv`eHeTa  ynoTpe6a  Ha  ecuMTanonpaM  co  4py"  nei{oBM  KOM. ro  npo4onxyBaaT  QT
MiiTepBanoT,  i{aKO  Knaca  IA  M  Ill  aH"apMTMMLiM,  aH"ncMxO"LiM  (npMMep:  ¢eHo"a3MHci{M

AepMBaTM,        nMM03MA,        xanonepMAon),        TPMLiMMMu"        aHTMAenpecMBM,
aH"MMI{po6"   areHCM,   (npMMep:   cnap¢noKcaLiMH,   MOKCM®noi{cai+MH,   epMTp

neHTaMMAMH,  aHTMManapMuii  Kal{o  xano¢aHTPMH),  oApeAe"  aHTMXMCTaMM"

acTeMM3on,  MM3onac"H),  e  KOHTpaMHAMLiMpaHa.
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KOM6MHauMM 3a  KOM e noTDe6Ha npeTlia3nMBocT npM vnoTpe6a:

CepomoHepeuuHu neKoeu
MCTOBpeMeHaTa  npMMeHa  Ha  cepoTOHep"u"  neKOBM   (TpaMaAon,  CyMaTPMnTaH   M  Apy"

TPMnTa") MOxe 4a 4oBeAe 4o nojaBa Ha cepoTOHMHCKM cMH4poM.

lleKOBu Kou eo HaMaiiyeaam nomeHuujailom 3a noja8a Ha Hana6u (epue8u)
CeneKTMBHMTe  MHXM6MTopM  Ha  noBTopHo npe83eMatbe  Ha cepoTOHMH  MOHaT Aa  ro  HaManaT

noTeHUMjanoT 3a  nojaBa  Ha  rpueBM.  noTpe6Ha e  npeTna3nMBocT npM  MCTOBpeMeHa  npMMeHa

Co  Apy"  neKOBM  I{oM  MOHKaT Aa  ro  HaManaT  nparoT 3a  nojaBa  Ha  HanaA  (aH"AenpecMBM  -

TPMLiMunm"     ceneKTMB"     MHXM6MTopM     Ha     noBTopHo     npe83eMaibe     Ha     CepoTOHMH,

HeBpoflenTML|,M  -  ¢eHO"ja3M",  TMOKcaHTel"  M  6Mnypo¢eHOHM,  Me¢noKMH,  6ynpo"OH  M

TpaMaAofl).

flumuyM, mpunmo¢aH
npMjaBe"  ce  nojaBM   Ha  3roneMeHo  AejcTBo  Ha  ceneKTMBHMTe  MHXM6MTopM   Ha   noBTopHo

npe83eMaibe  Ha  cepoTOHMH  Kora  6Mne ynoTpe6yBa"  3aeAHo  co nMTMyM  MnM  TPMnTo¢aH  M

3aToa    e    noTpe6Ha    npeTna3nMBo   Aa    ce   ynoTpe6yBaaT   oBiie   neKOBM    co    ceneK"B"
MHXM6MTopM  Ha  noBToPHo npeB3eMaibe  Ha cepoTOHMH.

\C.

KaHmapuoH
MCTOBpeMeHaTa   ynoTpe6a    Ha   cenel{TMB"    MHXM6MTopM    Ha   noBTopHo   npe83eMaibe   Ha

cepoTOHMH  M  xep6an"  neKOBM  KOM  coAPHKaT I{aHTapMOH  (Hyper/.cwm perforcJfum)  MO"e Aa

pe3ynTMpa co 3roneMeHa MHLiMAeHLia 3a Hecal{a" AejcTBa (nomeAHeTe 80 AenoT 4.4).

xeMOpa2uja
MOHe   Aa    Ce   jaBM    npoMeHa    Bo    aHTMKoarynaHTHOTo    AejcTBo    I{ora    ecl+MTanonpaM    Ce

KOM6M"pa       co       Opan"       aHTMI{OarynaHCM.       naLiMeH"Te       i{OM       npMMaaT       OpanHa

aHTMi{oarynaHTHa   Tepa"ja   Tpe6a   BHMMaTenHo   Aa   ja   npoBepyBaaT   i{oarynaLiMjaTa   Kora
noilHyBaaT  MnM  npecTaHyBaaT  co  ynoTpe6a  Ha  ecLiMTanonpaM  (nomeAHeTe  Bo  AenoT  4.4).

MCTOBpeMeHa     ynoTpe6a     Ha     HecTepoMA"     aH"MH¢naMaTop"     neKO"     MO"e     Aa
npe4M3BMKa 3roneMyBalbe Ha TeH4eHL+MjaTa 3a rtpBapeibe.

AnKoxon
He   ce   oHeKyBa   nojaBa   Ha   ¢apMai{oAMHaMCKM   M"   ¢apMaKol{MHeTCKM   MHTepai{uMM   npM

MCTOBpeMeHa  ynoTpe6a   Ha   ecL+MTanonpaM   M   anKoxon.   Kai{o   M   npM   ynoTpe6a   Ha   4Py"

ncMxoTponHM net(OBM, oBaa  KOM6MHauMja  He ce  npenopaL4yBa.

MeautiuHCKu npou3Bo6u Kou npeau3BunyBaam xunoKaneivluja/xunoMaeHe3eMuja
noTpe6Ha  e  npeTna3nMBocT  npM  MCTOBpeMeHa  ynoTpe6a  Ha  neKOBM  KOM  npe4M3BMKyBaaT

nojaBa  Ha   xMnoKaneMMja  / xMnoMarHe3eMMja,  6MAejkM  ro  3roneMyBaaT

Ha ManMr" apMTMMM (nomeAHeTe Bo AenoT 4.4)

®aplvia l{Oi{M HeTci{M  MHTepaKLiM M

BflMiaHMe  Ha 4DvrMTe nel{oBM  Ha d)aDMaKol{MHe"KaTa  Ha  ecLi,MTanonpaM

PM3MI{OT

MeTa6onM3MOT  Ha  ecL+MTanonpaM  rnaBHo  e  nocpe4yBaH  o4  CYP2C19.  CYP3A

MOHe   Aa   npMAOHecyBaaT   Bo   MeTa6onM3MOT,   Ho   Bo   noMan   cTeneH.   MeTa6oflM3MOT   Ha
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rnaBHMOT  MeTa6onMT  S-DCT   (AeMe"nMpaH   ecLMTanonpaM)  AenyMHo   e   KaTanM3MpaH   oA

CYP2D6.

MCTOBpeMeHaTa    ynoTpe6a    Ha    ecLiMTanonpaM    M    30    mg    oMenpa3on,    eAHal]]    AHeBHO,

(CYP2C19   MHXM6MTop)   pe3ynTMpana   co   yMepeHo   (npM6n"KHo   50   %)   3roneMyBahoe   Ha
nna3MaTCKMTe  I{OHLieHTpaLiMM  Ha ecLiMTanonpaM.

MCTOBpeMeHaTa   ynoTpe6a   Ha   ecLiMTanonpaM   M   400   mg   LiMMeTMAMH,   ABa   na"   AHeBHO,

(yMepeHo  noTeHTeH  eH3MMcl{M  MHXM6MTop)  pe3ynTMpana  co  yMepeHo  (npM6nM"Ho  70  %)
3roneMyBatbe    Ha    nna3MaTCKMTe    KOHLieHTpaLiMM     Ha    ecLiMTanonpaM.    ce    npenopaiiyBa

npeTna3nMBa     aAMM"cTpaLiMja     Ha     eci].MTanonpaM     Bo     KOM6MHaLiMja     co     LiMMeTMAMH.

IloTpe6Ho e npMcnoco6yBalbe Ha 4o3MTe.

Ce   npenopailyBa   npeTna3nMBocT   npM   MCTOBpeMeHa   npMMeHa   co   CYP2C19   MHXM6MTopM

(oMenpa3on,  ecoMenpa3on,  ®nyBOKcaMMH, naHConpa3on, "MO"AMH)  MnM  CO  LiMMeTMAllH.
MOxe    Aa    6MAe    noTpe6Ha    PeAyKL|Mja    Ha    Ao3aTa    Ha    ecLiMTanonpaM,    6a3MpaHa    Bp3

Cne4eLbeTo Ha  HecaKaHMTe 4ejcTBa  npM  MCTOBpeMeHa npMMeHa.

BflujaHue Ha ecuumaiionpaM 8p3 ¢apMaKOKUHemuKama Ha apyeume neKoeu
ECLiMTanonpaM    e    MHXM6MTop    Ha    CYP2D6    eH3MMOT.     ECLiMTanonpaM    Tpe6a    Aa    ce    Ce

ynoTpe6yBa    npeTna3nMBo   i{ora   ce   aAMMHMCTPMpa    3aeAHo   co:   nel{oBfu    KOM    rnaBHO   Ce
MeTa6onM3MpaaT   npeKy   oBoj   eH3MM   M   MMaaT  TeceH   TepaneBTCKM   MHAeKC,   KaKo   Ha   np.

¢neKaM"4,   npona¢eHOH,   MeTonponon   (Kora   ce   KopMc"   npM   CPL+eBa   ona6ocT),   Hel{oM
neKOBM    KOM    AejcTByBaaT    Ha    L|HC,    I{oM    ce    MeTa6onM3MpaaT    npei{y    CYP2D6,    Ha    np.

aHTMAenpecM"   Kai{o   Ae3MnpaMMH,   IunoMMnpaMMH,   HopTPMnTMnMH,   aHTMncMxoTMLiM   i{al{o

PMcnepMAOH,  TMopMAa3MH,  xanonepMAon.  Moke  Aa  6MAe  noTpe6Ho  npMcnoco6yBatbe  Ha

A03aTa.

MCTOBpeMeHaTa  ynoTpe6a  co  Ae3iinpaMiiH   MnM  co  MeTonponon   pe3yn"Pana,   80  ABaTa
cnyilaM,   co  ABojHo  3roneMyBalbe   Ha   nna3MaTci{MTe   KOHLieHTpai+MM   Ha   oBMe  ABa   CYP2D6

cyncTpaTa.

/n    v/.fro   cny4MMTe   4eMOHCTPMpane   4el{a    ecL|,MTanonpaM   MOMe   4a    npe4M3BM

MHXM6MLiMja    Ha   CYP2C19.    noTpe6Ha   e   npeTna3nMBocT   npM    MCTOBpeMeHa   y

neKOBM  KOM  ce MeTa6onM3MpaaT npeKy CYP2C19.

4.6 llnoAlocT, 6peMeHocT M Aoeibe
BDeMeHocT

HeMa   AOBonHo  AocTan"   MH¢opMaLiMM   3a   ynoTpe6aTa   Ha   ecLiMTanonpaM   I{aj   6peMe"

H{eHM.

Bo  CTVAMM   M3Be4eHM   Co  xMBOT"   e  3a6enexaHa   nojaBa   Ha   penpo4yi{TMBHa  Toi{cMLIHocT

(nomeAHeTe  Bo AenoT 5.3).  ECPAM  He Tpe6a  Aa  ce  3eMa  Bo TeKOT  ha  6peMeHocTa,  ocBeH
aKO e  HeonxoAHo 11 caMo no BHMMaTenHa  npoLieHa  Ha  pM3MI{oT M  npMA06MBl{aTa  oA neKOT.

HOBOPoAeHMTe Tpe6a  BHMMaTenHo Aa ce cneAaT aKo Maji{aTa ynoTpe6yBana ecLiMTanonpaM

Bo 4oL+Ha  6peMeHocT,  oco6eHo  Bo TpeTMOT TPMMecTap.  Ha"o  npeKMHyBaLbe  Ha  3eMarbeTo

Ha fleKOT Bo 6peMeHocTa, Tpe6a 4a ce M36erHyBa.
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CheA"Te    Cl"moMM    MOHe   Aa    Ce    nojaBaT    Kaj    HOBopoAe"    ilMM    Majl{M    KopMCTene
Ceflei{"B"      MHXM6MropM      Ha      noBTopHo      npe83eMaibe      Ha      ceporoHMH/cefleK"B"
MHXM6MTopM    Ha    noBropHo    npe83eMarbe    Ha    Hope"He¢pMH    M    cepoTOHMH    Bo    AOL+Ha

6peMeHocT:    pecnMparopeH    AMCTpec,    LiMjaHo3a,    anHea,    rpueBM,    HecTa6MnHa    TenecHa

TeMneparypa,    TeLUKOTMM    npM    xpaHeibeTo,    noBpakatbe,    xMnomMi{eMMja,    xMnepTo"ja,

xMnoro"ja,   xMneppe¢neKCMja,  TpeMop,   HepBo3a,   MPMTa6MnHocT,  neTap"ja,   KOHCTaHTHo

nnaiieibe,   coMHoneHLiMja   M   Teu]Ko"M   co   cnMeibeTo.   OBMe   cMMmoMM   MOH{e   Aa   6MAaT

Pe3y/iTaT Ha cepoTOHep"ilHoro AejcTBo MnM cMMmoMM  Ha  npeKMHyBaibe Ha Tepa"jaTa.  Bo
noroneM  6poj  cnyuaM,  I{oMnnMKai+MMTe  3anouHyBaaT  BeAHau  MnM  Ha6p3o  (<  24  uaca)  no

nopoAyBaLbero.

E"4eMMonoulKMTe no4aroL+M eyrepMpaaT AeKa yiioTpe6aTa  Ha ce/iei{"B"  MHXM6MTopM  Ha
noBTopHo  npe83eMaibe  Ha  ceporoHMH  npM  6peMeHocT,  oco6eHo  Bo  AOL|HMOT  nepMOA  Ha

6peMeHocTa,     ro     3roneMyBaaT     pM3iiKOT     oA     nojaBa     Ha     nep3MCTeiiTtia     nynMOHapHa

xMnepTeH3Mja  Kaj  HOBopoAeHileTo.  OBoj  pM3MK 6Mn  3a6eneHaH  Bo  npM6nMHHo  5  CnyilaM  oA

loco  6peMeHoc".   Bo   reHepanHaTa   nonynaL+Mja   6iine  3a6ene"a"   1  Ao   2   cnyiiaM   Ha
nep3MCTeH"a nyflMOHapHa xMnepTeH3Mja Bo 1000 6peMeHoc".

floe,be
ce OLienyBa ecL+MTanonpaM Aa ce M3naiiyBa 80 Maj"Horo MrieKO M 3aroa Lie ce npenopailyBa

4oeLbe 3a BpeMe Ha Tepa"jaTa.

nnoAHOcT

rloAaroume   OA  Cl|/AMM   Ha   H{MBo"M   noKaxane  AeKa   LiMTanonpaM   MOHe  Aa   BnMjae   Ha

KBanMTeTOT   Ha   cnepMaTa   (nomeAHere   Bo   AenoT   5.3).   M3BeLUTarme   oA   ynoTpe6aTa   l{aj

naLiMeii"     KOM     KopMCTe/Ie    cenei{"BHM     MHXM6rmopM     Ha     noBropHo     npe83eMaibe    Ha

cepoTOHMH  noKaxane  AeKa  e¢ei{TOT  Bp3  KBanrmeroT  Ha  cnepMaTa  e  peBep3M6MneH.  He  e

3a6eneHaHo BnMja"e Bp3 xyMaHaTa nnoAHoCT.

4.7 BnMjaHi.e Bp3 onoco6HocTa 3a Bo3eibe M/" 3a ynpaByBaibe co Mai""
MaKo  ecLiMTa/ionpaM  He  nol{aHan  BnMja"e  Ha  MHTenei{TyanHaTa  MnM  Ha  ncMxoMoropHaTa

¢yHKLLMja,     ceKoj     ncMxoai{"BeH    neK    Moke    Aa    AejcTByBa     Bp3    PacyAyBalbeTO     M"
cnoco6Hoc"Te.  rlaLiMeH"Te Tpe6a Aa  6MAaT npeAynpeAe"  3a  noTeHLiMjan"oT pM3MK oA
BnMja"ero Ha neKOT BP3 cnoco6HocTa 3a Bo3eibe imM ynpaByBaibe co MaLi]MHM.

4.8 HecaKa" AejcTca
HecaKaHMTe  AejcTBa  ce  Hajuec"  Bo  npBaTa  MnM  Bo  BTopaTa  HeAe/ia  no  3anouHyBaibe  Ha

Tepa"jaTa M o6MUHo MHTeH3MTeTOT MM ce HaManyBa  noHaTaMy,  Bo Tel{ Ha Tepa"jaTa.

Ta6enaDHa nMCTa Ha HecaKaHM 4eicTBa

no3Ha"Te  Hecai{aHMTe  AejcTBa  3a  ce/iei{"B"  MHXM6MTopii  Ha  noBtopHo  npe83eMaibe  Ha
ceporoHMH,  i{oM  MCTo  Tal{a  ce  npMjaBe"  M  3a  ecLiMTa/ionpaM,  Bo  nnaL+e6o  KOHTponMpa"

KnMHMiiKM   CTVIMM   MnM   nocTMapKe"u"   cnoiiTa"   npMjaBM,   Ce   HaBeAe"   noAony   no

opraHcl{M  cMCTeMM  M  ¢peKBeHL+Mja  Ha  nojaByBaLbe.
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®pei{BeHLiMMTe    Ha    nojaByBaibe   ce   3eMe"   oA   MMHMiiKMTe   CTVAMM    M    He   ce    nnaLie6o

Kope"paHM.  ®pei{BeHLiMMTe  Ha  nojaByBaibe  ce  Ae®M"pa"  Kai{o:  MHory  uec"  (2  1/10),
uec"  (2  1/100, <  1/10),  noManKy iiec"  (2  1/1000, <  1/100),  pe"  (2  1/10000, <  1/1000),
MHory pe"  (< 1/1oooo) MnM co Heno3HaTa opeKBeHUMja Ha nojaByBaibe (He MOHe Aa 6MAe
npecMeTaHa oA AoCTanHMTe noAaTOLiM).

I{naca Ha OpraHcl{M cMCTeM ®pei{¢eHLiMja HanojaByBaibe HecaKa" AejcTBa

HapyLI]yBatoa  Ha  KPBTa M nMM¢"oT Heno3HaTa ¢peK®eHLiMja TpoM6oL+MTone"ja

cMCTeM Ha  nojaByBaLbe

HapyLLiyBaiba  Ha  MMyHonoillKMOT PeTKM AHa¢MnaK"vi{a  peaKL|,Mja

cMCTeM

HapyiilyBaiba  Ha eH4ol{pMHMOT Heno3HaTa ¢peK¢eHL+Mja Hecoo4BeTHa ceKpeL+Mja Ha A4X

cMCTeM Ha nojaByBaibe

HapyLLiyBalba  Ha MeTa6ono3MOT M |1ecTM 3roneMeH aneTMT,  HaManeH

McxpaHaTa aneTMT, 3roneMeHa TenecHaTexMHa\a

noManKy uec" HaManeHa TenecHa Te"MHa

Co Heno3HaTa¢pel{¢eHL+Mja HanojaByBaibe xMnoHaTpeMMja, aHOpei{cMjal

ncMXMjaTPMcrtM  HapyLLiyBaLba                      i |JecTM AHI{cM03HOcT,  HeMMp,a6HopManHMcoHMIIiTa,HaManeHonM6MAo,Kaj HeHCKM:aHopra3MMja

rloManKy ilec" BpyKCM3aM,  a"TaL+M)a,HepBo3a,Hana4HanaHMI{a,cocToj6aHai{oH¢y3Mja

PeTKM Arpeciija, AenepcoHanM3aLiMjaMxanyL+MHaLiMja

Heno3HaTa ¢peK®eHLiMja Ma"ja, caMoy6MCTBe" MAeM,
Ha nojaByBaLbe CaMoy6MCTBeHo oAHecyBalbe2

HapyuyBalea Ha HepB"oTCMoreM     i M Hory ilec" ThaBo6onl{a-

HecTM
!i(ii

12



i

noManKy Liec" HapyuiyBalbe Ha BKycoT,npo6neMMcocnMeibeTo,cMHKona

PeTKM cepoTOHMHCKMCMH4pOM                    i

Heno3HaTa ¢pel{¢eHL+Mja 4MCKMHe3Mja,  HapyLLiyBaiba  Ha

Ha nojaByBaibe ABMxeibeTo,  KOHByn3MM,ncMxoMOTOpeHHeMMp/aKa"cMjal

HapyLLlyBartia  Ha oilMTe noManKy iiec" MMAPMja3a,  HapyiJ]yBaiba  HaBM40T

HapylJJyBalba  Ha yLL"Te M yLLiHMOT noManKy ilec" ""ryc
naBMPMHT

CPL+eBM  HapyLLiyBalba                                          ii rloManKy iiec" TaKMxapAMja                                                 i

PeTl{M BpaAMKapAMja

Heno3HaTa ¢peK¢eHL+Mja npo4onxyBaLbe Ha QT+,

Ha nojaByBarbe MHTepBanoT HaeneKTPoKap4MorpaM,BeHTPMI{ynapHaapMTMMjaBNlyLiyBajkMMtorsadedepointes

BacKynap"  HapyLLiyBaLba Heno3HaTa ¢pel{¢eHUMjaHanojaByBaLt.e oPToCTaTCKa xMnoTeH3Mja

pec"paTOp", TOpal{an" M |1ecTM CMHy3M"c, 3eBaibe

Me4Mjac"Han" HapyLLiyBalba lloManl{y iiec" EnMTai{ca

racTpOMHTec"HanHM Hapyii]yBaiba M Hory ilec" raAetbe

|JecTM AMjapea,  KOHc"naLiMja,noBpakaLbe,cyBaycTa

noManKy iiec" racTpOMHTec"HanHaxeMopa"ja(BMyuyBajkM MpeKTanHaxeMopa"ja)

XenaTo6MnMap" HapyuyBaLba Heno3HaTa ¢peK¢eHL+Mja Xena""c, a6HopMan"
Ha  nojaByBaLbe pe3ynTa"  Ha TecTOT 3a®yHKLiMjaHaI+PHMOTAPo6

HapyiiJyBaLbe Ha KoxaTa M |1ecTM 3roneMeH°yggivS  a  RA
noTKOxHMTe TKMBa

rloManKy uec" yp"KapMREafnnga'.`Ir"
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i

npypMnyc

Heno3HaTa ¢peK¢eHLiMjaHanojaByBaLbe EXMMo3a, aH"OeAeM

HapyLLiyBaLtia  Ha |IecTM ATpan"ja, Miian"ia
MycKynocl{eneTHOTO M  cBp3HOTO

TKMBO

By6pex" M ypMHap" Heno3HaTa ¢pel{¢eHL+Mja ypMHapHa  peTeHLiMja

Hapyi]]yBalba Ha nojaByBalbe

Hapyi]]yBaiba Ha rpaAiiTe M |JecTM MaxM:  nopeMeTyBaLbe Ha

PenpoAyK"BHMOTCMCTeM ejaKynaLiMja,  MMnoTeHLiMia

noManKy iiec" H{eHM: MeTpopa"ia,MeHOpa"ja

Heno3HaTa ¢pet{¢eHLiMja ranaKTOpea

Ha  nojaByBaLbe MaxM: npMja"3aM+,

reHepan"  HapyLLiyBaLba M cocToj6a |IecTM 3aMop,  nMpei{cMia

Ha MecTOTo Ha a4MM"CTpaHMja rloManKy ilec" E4eM

1   CneAHrme    HecaKa"    AejcTBa    ce    npMjaBeHM    3a    TepaneBTCKaTa    rpyna    ceneK"B"

iiHXM6MTopM  Ha noBropHo npe83eMahoe Ha ceporoHMH.

2 ChyiiaM  Ha  eyMLiMAan"  MAeM  ii  Ha  eyMLiMAanHo  oAHeeyBaibe  ce  npMjaBe"  3a  BpeMe  Ha

Tepa"jaTa  co  ecLiviTa/ionpaM   MnM   Ha6p3o   no   npeKMHOT  Ha  Tepa"jaTa   (nomeAHeTe  Bo

AenoT 4.4)

nDo4oflii{vBaLbe Ha QT MiiTeDBanoT

CnyilaM   Ha   nponoHraL+Mja   Ha   QT  MHTepBanoT  M   BeHTPMnynapHa   apRTMMja   BunyilyBajkM   M

torsade   de    pointes   ce   npMjaBe"    Bo   nocTMapKe"HLi]i{MOT   nepMOA,    npBeHCTBeHO   l{aj

naLiMeH"  OA H{eHci{MOT non,  Co xMnoKaneMMja  rmM  co  nocToeilKM  npoAonHeH  QT MHTepBan

MnM Apy" cpueBM 6onec" (nomeAHeTe Bo Ae/ioT 4.3, 4.4, 4.5, 4.9 M 5.1).

Ed>eRT Ha  runacaTa

E"AeMMonoi]]KM   cTyAMM,    rnaBHo   M3Bpl]]e"   co   naLiMeiITM    Ha   50   roAMii]Ha    Bo3pacT   M

n0803pacHM,  nol{axane 3roneMeHT pM3Mi{ Ha ®pai{TypM  Ha  KOcKM  Kaj  naLiMeH"  KOM  npMMaaT

cenei{TMB"    MHXM6MTopM    Ha    noBTopHo    npe83eMalbe    Ha    cepoTOHMH    M

aH"AenpecMBM.  MexaHM3MOT Koj  iJJTo  BOAM Ao oBoj  pM3MK He e  no3HaT.

CMMnTOMM  npM  nDeKMHVBaibe  Ha TeDa"iaTa

npei{MHyBaroeTO  Ha  Tepa"jaTa  cO  cenel{TMB"  MHXM6iiTOpii  Ha  noBTOpHO

cepoTOHMH/cenei{"BHM    MHXM6MTopM    Ha    noBTopHo    npeB3eMaibe    Ha    Hop
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cepoTOHMH    (oco6eHo   alto    npeKMHyBafoeTo    e    Hamo),    uecTo   AOBeAyBa   AO    nojaBa    Ha

cMMnTOMM   KapaKTepMc"u"   3a   npeKMH   Ha   Tepa"jaTa.   BPTomaBML+a,   Hapyl]]yBaibe   Ha

ceTMnaTa    (BKnyuyBajkM    napecTe3Mja    M   ilyBCTBo   Ha   eneKTPMueH    uoi{),    Hapyil]yBaibe    Ha

cnMeibeTo  (MHcOM"ja  M  MHTeH3MB"  COHOBM),  a"TaLiMja  MnM  aHKCMo3HocT,  raAeibe  M/MnM

noBpaRaibe,      TpeMop,       KOH¢y3Mja,       noTeLbe,       maBo6onKa,      AMjapeja,       nannMTaLiMM,

eMOL+MOHanHa     HecTa6MnHocT,     MPMTa6MnHocT    M     BM3yen"     Hapyl]]yBahoa     ce     HajuecTo

npiijaBe"  peaKL"M.  reHepanHo,  oBMe ci"nTOMM  ce nec" Ao yMepe"  M  orpaHMiiyBaHKM,
Ho  Kaj   Hei{oM   naLiMeH"  Mo"e  Aa  6MAaT  M  cepMo3"  no  MHTeH3MTeT  M/mM   noAonro  Aa

TpaaT.  3aToa  ce  npenopailyBa,  aKo  Tepa"jaTa  co  ecLiMTanonpaM  Tpe6a  Aa  Ce  npel{MHe,
nocTeneHo  Aa   ce   HaManyBa  Ao3aTa,   noAonr   nepMOA,   cnopeA  noTpe6aTa   Ha   naLiMeHTOT

(nouneAHeTe Bo AenoT 4.2 M 4.4).

npujaeyBalbe Ha HecaKaHu peaKuuu
HecakaHMTe  peaKUMM  o4  fleKOBMTe  Moxe  4a   "   npMjaBMTe  Bo  Hal+MOHan"oT  I+eHTap  3a

¢apMai{oBM"naHLia   npM   AreHi+MjaTa   3a   neKOBM   M   MeAML+MHCKM   cpeACTBa   (yn.CB.KMPMn   M
MeTOAMj   6p.54   Rat   1)   MnM    no   enel{TpoHCKM    naT   npeKy   Be6   cTpaHaTa    Ha   AreHLiMjaTa

malmed. ov.ink

4.9 npe4o3Mparbe
TOI{ClluHOCT

MMHMilKrme  noAaTOLiM  3a  npeAo3Mpalbe  co  ecuMTanonpaM  ce  orpa"iiet"  M  Bo  noBeReTo
cflyuaM   npe/:io3Mpaibero   HacTaHano   co   ynoTpe6a   Ha   noBeke   nel{oBM   MCTOBpeMeHo.   Bo

roneM  6poj  CnyilaM  ce  nojaBMne nec"  cMMmoMM  MnM  Boonu.To  He ce nojaBMne ci"nroMM.
®aTa/i"    cnyHaM    Ha    npeAo3Mpaibe    caMo    co    ecLiMTa/ionpaM    peTi{o    ce    npMjaBe",
npeAo3Mpafoero  e  o6MUHo  co  noBeke  neKOBM.  ECLiMTanonpaM  Bo  fio3a  oA  400  Ao  8cO  mg

6im annMLiMpaH  KaKo eAMHCTBeH neK, 6e3 nojaBa  Ha cepMo3" cMMnTOMM.

CMMnroMM

CMMnroMrme    KOM    ce    npMjaBe"    npM    npe4o3Mparbe    co    ecL+MTa/ionpaM,    rnaBHo    ce
OAHecyBaaT     Ha     HHC     (OA     BPTomaBMLia,     TpeMop,     a"TaLiMja    Ao     peTM     cnyiiaM     Ha

cepoTOHMHci{M         cMHApoM,         i{oHByn3MM          M          KOMa),          rMT         (raAeibe/noBpaRalbe),

KapAMOBacKynapHMOT     cMCTeM      (xMnoTeH3Mja,      TaxMKapAMja,      npoAonxyBaibe      Ha      QT

MHTepBanoT   M    apMTMMja)    M    cocToj6a    Ha    paMHOTexaTa    Ha   TeiiHoc"    M    eneKTPonM"

(xMnoKanMeMMja,  xMnoHaTPMeMMja).

nervBahoe
He    nocTOM    cnel+M¢MLieH    aH"4oT.    BocnocTaByBaHbe    M    o4P}I{yBaLbe    Ha    npoo4HoCT   Ha

AMu]Hrme  naTMLUTa,  cooABe"a  Oi{cMreHaLiMja  M  pecnMpaTOpHa  ¢yHi{LiMja.  racTPMiiHa naBaHKa
M  ynoTpe6a  Ha  ai{"BeH jameH  Moke Aa ce  3eMar Bo  npeABMA.  racTPMiiHaTa naBaHa Tpe6a

4a ce M3BpiilM  LJJTo e MoxHo no6p3o no MHrec"jaTa Ha neKOT.  MOHRTopMpaibe Ha cpL|,eBaTa

Pa6oTa  M  BMTa/IHMTe  3HaL+M  ce  npenopailyBa  MCTOBpeMeHo  co  reHepa/i"Te  cMMnroMaTcl{M

eynopTMBHM  Mepi{M.

EKr MOHMTopMHr e npenopaiiaH  Bo cnyiiaM  Ha  npeAo3MpaHocT Kaj  na

cpLieBa   cna6ocT/6paAMapMTMMja,   Kaj   naLiMeH"   KOM   MCTOBpeMeHo yno
KOM   ro  npo4onxyBaaT  QT  MHTepBanoT  MnM   I{aj  nat+MeH"  co  HapyllleH

npMMep:  oLiJTenyBatbe Ha  LipHMOT Apo6.
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5. ®APMAKonoiilKM cBcwcTBA
5.1 ®apMai{oAiiHafvicKM cBojcTBa

®apMai{orepaneBTCKa    rpyna:    aH"AenpecMBM,    cenei{"B"    MHXM6MToPM    Ha    noBToPHo

npe83eMaLbe Ha ceporoHMH

ATC:  N06AB10

MexaHM3aM Ha 4eicTBo

EcuMTanonpaM  e  Cenei{"BeH  MHXM6rmop  Ha  noBTopHo  npe83eMaibe  Ha  ceporoHMH  (5-HT)

co  BMcoK  a®M"TeT  3a  npMMapHoro  MecTo  Ha  Bp3yBalbe.  Ce  Bp3yBa  M  3a  anocTepMiiHOTo

MecTO Ha cepoTO"HCKMOT TpaHcnopTep,  HO cO looo na"  noMan a®MHrmeT.

EciiMTanonpaM  HeMa  MnM  MMa MHory Man  a¢M"TeT 3a  6pojHM  peLienTopM  KaKo  HTiA,  5-HT2,

DA     Di     M     D2-peLieliTopM,     ai-,     cte-,     B-aApeHOLiemopM,     xMCTaMMHCM     Hi,     MycKapMH-

xonMHep"uHM, 6eH3oAiija3e"HCKM M onMOMA" PeL|enropM.

MHXM6MLiMjaTa    Ha    5-HT    pManTejK    e    eAMHCTBeHMOT    BepojaTeH    MexaHM3aM    Ha    AejcTBo,

o6jacHyBajRM  " ¢apMaKonoruKMTe M  MMHMi+i{MTe AejcTBa Ha ecLiMTa/ionpaM.

®apMaKo4MHaMCKM ebei{"

Bo    eAHa    ABojHo-enena,     "aue6o-KOHTpnMpaHa,     EKr    cTVIMja    M3BeheHa    co    3ApaBM

Ao6poBonLiM,    npoMeHaTa    oA   6a3anHaTa    BpefiHocT   Ha    QTc    (®pMAepML|Mja    Kopei{uMja)
M3HeeyBana 4.3 ms (90 % Cl: 2.2, 6.4) co Ao3a oA 10 mg/AeH M  10.7 ms (90 % Cl: 8.6,12.8) co

eynpaTepaneBTcl{a Ao3a oA 30 mg/AeH (nomeAHeTe Bo AenoT 4.3, 4.4, 4.5, 4.8, 4.9).

KnMHMvt{a  e MI{acHOcT

roiieMu 8enpecueHu enu3oau
ECLiMTanonpaM  ce  4oKaxan  kaKo  e¢MKaceH  3a  ai{yTHa  Tepa"ja  Ha  roneMM  4enpecMB"
enM3oAM  Bo  3  oA  4  ABojHo  cnenM,  nnaue6o  i{oHTponMpa"  KpaTI{oTpaj"  (Ao  8  HeAeflM)
CTyAMM.   Bo  AonroTpajHa  clyAMja  3a  npeBeHLiMja  oA  noBTopHo  Bpakaibe  Ha  6onecTa,  274

naLiMeH"     KOM     oAroBOpme     Ha     8-HeAenHaTa     oTBopeHa     ¢a3a     oA    Tepa"jaTa     CO
ecL|MTanonpaM  (Bo  Ao3a  oA  10  MnM  20  mg/AeH)  6Mne  paHAOMM3Mpa"  Aa  npoAon"aT  Co

ecLiMTanonpaM   co   MCTa   Ao3a    MnM   co    nnaLie6o   Ao   36   HeAenM.    Bo   oBaa   cTyAMja    l{aj

naLiMeHTMTe  i{oM  npoAonxime  Aa  npMMaaT  ecLiMTanonpaM  e  3a6enexaH  noAonr  nepMOA

npe4  noBTopHo  BpakaLbe  Ha  6onecTa  Bo  Hape4HMTe  36  He4enM,  3a  pa3nMKa  o4  oHMe  KOM

npo4onxMne co nnaL+e6o.

couujanHO aHKcu03HO pacmpojcmeo
ECLiMTanonpaM   Ce   AOKaxan   AeKa   e   e¢iiKaceH   3a   neKyBaibe   Ha   coLiMjanHo   aHKCMo3Ho

pacTpojcTBo   Bo   3   I{pa"oTpaj"   cryAMM   (12   HeAenM)   KaKo   M   npM   6-MeceuHa   cTyAMja   3a
MC"nyBaLbe  Ha  npeBeHLiMja  oA Penanc  Kaj  nauMeH"  co  coLiMjanHo  pacTpojcTBo.  3a  BpeMe
Ha    24-HeAenHa    cii/AMja    3a    npoLieHKa    Ha    Ao3MTe    6Mna    yTBPAeHa

ecLiMTanonpaM Bo Ao3M oA 5 mg,  10 mg M 20 mg.

reHepaflu3upaHO aHKcu03HO pacmpojcmeo
ECL+MTanonpaM Bo 4o3M o410 M  20 mg/4eH ce noKaxan  KaKo e¢MKaceH  Bo

KOHTponMpaHM  clv411M.
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04  3ae4HMllI{MTe  n04aroL+M  04  TPMTe  CTVAMM  co  cnMileH  AM3ajH,   Bo  KOM  yvecTByBane  421

hal+MeHT, Tpe"pa" co eel+manonpaM M 419 Tpe"pa" co nnaue6o, TepaneBTCKM o4roBop
ce jaBMn  Kaj 47,5 % M 28,9 % oA naLiMei+"Te,  noaneAOBaTenHo, a Bpakaibe Ha 6onecTa 6Mno
3a6eneHaHo i{aj 37,1 % M 20,8 % oA naLiMeH"re, nocneAOBaTenHo.  E¢ei{TOT Ha oApxyBaibe
ce nojaBm Bo 1-Ta HeAe/la.

Bo  PaH/:ioMM3MpaHa  cTVIMja  3a  oAp}i{yBaibe  Ha  e¢MKacHocTa,  6Mna AOKaHKaHa  e¢Mi{acHocTa

Ha  ecLiMTanonpaM  Bo Ao3a  oA 20  mg/AeH  Bo  24-TaTa  Ao  76-TaTa  HeAena  oA cTyAMjaTa,  Kaj
373  naLiMeH"  Kaj  KOM  ce  jaBm  oAroBop  Bo  M"LiMjanHaTa  12-Ta  HeAena  oA  OTBopeHaTa

¢a3a  Ha TpeTMaHOT.

oncecuBHO-KOMnyn3ueHo Hapyuiy8arse
Bo   paHAOMM3MpaHa,   ABojHo   cnena,   KnMHMUKa   ciyAMja,   eel+MTa/ionpaM   Bo   A03a   OA   20

mg/AeH   M   no   12   HeAenM   MMan  oAqeneH  Y-BOCS   Bi{yiieH   pe3y/ITaT  oA   nnaue6o.   no   24

HeAenM, ecLiMTa/ionpaM Bo Ao3M  M oA 10 mg M oA 20 mg ce noKaxan Aei{a e noe®MI{aceH oA

"aLle6O.

npeBeHLiMja   oA  penanc  6Mna  fieMOHCTPMpaHa  3a   10   mg  M   3a   20  mg  ecLiMTanonpaM   Kaj

liaL|MeH"  KOM  oAroBopMne  Ha  Tepa"jaTa  Bo  16-HeAenHaTa  oTBopeHa  ®a3a  M  Bnerne  Bo

noHaTaMouJHaTa    24-HeAenHa    paHAOMM3MpaHa,    ABojHo    cnena,    nnau€6o-KOHTPoflMpaHa

cryAMja.

5.2 ®apMai{o"HeTci{M cBojcTBa
AncoDnuMia

AncopnLiMjaTa   e   cKoPo   KOMnne"a   M   He3aBMCHa   oA   KOH3yMMpaibero   Ha   xpaHa   (CpeAHO

BpeMe    3a    noc"rHyBaibe    MaKCMMawlHa    KOHLieHTpaLiMja    (CpeAeH    Tmax)    e    4    llaca     no

noBeReKpa"O       Ao3Mpaibe).       KaKo       ii       3a       paLieMCKM       LiMTanonpaM,       anconyTHaTa

6MopacnonoHMBocT Ha ecLiMTanonpaM ce ouenyBa Aa 6MAe oKony 80 %.

4MCTDM6vuMia

BilAnMBMOT cpeAeH  BonyMeH  Ha AMCTPM6yi+Mja  (Vd,B/F)  nocne opanHa  annMKaLiMja  M3HecyBa

12  Ao  26  L/kg.  Bp3yBaibeTo  3a  npoTeMHMTe  Ha  nna3MaTa  e  nod  80  %  3a  ecLiMTa/ionpaM  il

HeroBMTe rnaBHMTe MeTa6onM".

BMOTDaHcd>oDMauMia

ECL+MTanonpaM  ce  MeTa6onM3Mpa  Bo  HPHMOT 4po6  4o  4eMe"nMpa"  M  4M4eMe"flMpaHM
MeTa6onM".  M  ABaTa  ce  ¢apMaKonou"  ai{"BHM.  AnTepHa"BHo,  HMTporeHOT  MOHe  Aa
6MAe  oKCMAMpaH  Ao  ®opMa  N-OKCMA  MeTa6onMT.  rnaBHaTa  eyncTaHUMja  M  MeTa6onM"Te

AenyMHo   ce   eKCKpe"paaT   Kal{o   mynypoHMAM.   Ilo   noBekeKpa"o  Ao3Mpaibe,   cpeAHMTe
KOHi+eHTpaLiMM  Ha AeMe"n  M AMAeMe"n  MeTa6onM"Te o6MUHo M3HeeyBaaT 28-31  %  M  <  5

%,   o4  KOHL+eHTpaL+MjaTa   Ha   ecL+MTanonpaM.   BMOTpaHc¢opMauMjaTa ` Ha   ecL|,MTanonpaM  Ao

4eMeTMnMpaH     MeTa6onMT    e     npMMapHO     nocpe4yBaHa     o4
npMAOHeeyBaaT M eH3MMrme CYP3A4  M  CYP2D6.

EnMMMHaiiMia
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nonyBpeMeTo  Ha  enMMMHaLiMja  (t%B)  no  noBekeKpa"o Ao3Mparbe M3HeeyBa  oKony 3o iiaca,

a   opawlHMOT   nna3Ma   MMpeHc   (Clorai)   M3HeeyBa   oi{ony   0,6   L/min.   rnaBHMTe   MeTa6onM"

MMaaT 3HailMTe/]Ho noAonr nony}i{MBOT Ha e/il"MHaLiMja.

Ce  npeTnocTaByBa  Aei{a  ecLiMTanonpaM  M  rnaBHMTe  MeTa6onM"  ce  enMMMHMpaaT  Ha  ABa

HauMHa,  npeny xenapoT M  npeny  6y6pe3MTe,  npM  I]]To  noroneM  Hen  ce  el{cKpe"paaT  KaKo
MeTa6onM" Bo ypMHaTa.

flMHeaE)HocT

rlocTOM    nMHeapHa     ®apMaKOKMHe"I{a.     cOcToj6aTa     Ha     paMHOTeHa     80     nna3MaTa    ce

noc"rHyBa 3a  1 HeAena.  npoceuHo,  KOHueHTaLiMjaTa  npM cocToj6a Ha paMHOTeH{a M3HeeyBa

50 nmol/L (Bo oncer 20 Ao 125 nmol/L) M ce nocTMrHyBa co AHeBHa Ao3a oA 10 mg.

noBo3Daci" nauMeii" (> 65 ro4Mi".I
ECL+MTanonpaM    i{aj    noBo3pac"    naL|,Meli"    ce   enMMMHMpa    no6aBHo,    Bo   cnope46a   co
noM/.aArme   naLiMell".   CMCTeMCKaTa   M3noxeHocT   (AUC)   e   3a   oKony  50   %   noBMcol{a   Kaj

noBo3pacHM, cnopeAeHo co noM/iaAM BonoiiTepM (nomeAHere Bo AenoT 4.2).

HaManeHa xenaTanHa d)vHKUMia

Kaj  naLiMeH"  co necHa Ao  yMepeHa  xenaTa/"a  MHey¢MLiMeHLiMja  (Child-Pugh  i{pMTepMyM  A

M  8),  nonyx{MBoroT  Ha  ecLimanonpaM  6Mn  2  na"  noAonr  M  M3noxeHocTa  6Mna  3a  60  %
noBMcoKa  oTKonny  Kaj  naLiMeli"  co  HopManHa  xenaTa/iHa  ¢yHKUMja  (norfueAHeTe  Bo AenoT

4.2).

HaMa/ieHa 6v6pexHa bvHkuMia
npM    ynoTpe6a    Ha    PaLieMcl{M    LiMTanonpaM    e    3a6eneHaHo    noAonro    nonyBpeMe    Ha

e/"MMHaLiMja   M   MMHi"a/iHo   noKauyBaibe   80   M3noHeHOcTa,   i{aj   naLiMeH"   co   HaManeHa

6y6pe"Ha       dyHKLiMja       (CLCR       10-53       ml/min).       nna3MaTCKrme       KOHLieHTpaLiMMTe       Ha

MeTa6onM"Te He ce iic"TyBaHM, Ho MOHe Aa 6MAaT noKaiie" (nomeAHeTe Bo AenoT 4.2).

IlonMMODd>M3aM

3a6eneHKaHo    e   AeKa    ana6MTe   MeTa6onM3epM,    Bo   oAHoc   Ha    CYP2C19,    MMaaT   ABojHo

noBMcoKa      nna3MaTCKa      KOHLieHTpaLiMja      Ha      ecLiMTanoiipaM,      Kai{o      M      el{cTeH3MBHrme

MeTa6onM3epM.  HeMa  3HaiiMTenHa  pa3nMKa  Bo  M3noxeHocTa  I{aj  cna6MTe  MeTa6onM3epM  80

oAHoc Ha CYP2D6 (nome4HeTe Bo 4enoT 4.2).

5.3 npeTI{/"Hrm" no4aroL+M 3a 6e36e4ilocTa Ha neKor
He    ce    M3BeAeHM    cMTe    K/iacMu"    npeTMMHMilKM    cTyAMM    co    ecLiMTanonpaM,    6MAejkM

noBp3aHMTe     roKCMKOKiiHeTCKMTe      ii     roKCMKonouKrme      cii/AMM      co      ecLirmanonpaM      M

uMTanonpaM,  M3BeAe"  Kaj  cTaopLiM,  noi{axane  cnMileH  npo®Mn.  3aroa  cMTe  MH®opMaLiMM
3a LiMTa/ionpaM MOHe Aa ce eKCTpanonMpaaT Ha ecLMTanonpaM.

3a  BpeMe  Ha  KOMnapa"B"  rokcMKonoLLil{M  CTVAMM  M3BeAe"  i{aj  cTaopLLM,  ecL+MTanonpaM

M   L|MTaflonpaM   npeAM3BMKane   KapAMjanHa  TOKCMUHocT,   BMyuyBajRM   KOHrecTMBHa CPLleBa

cna6ocT,     no     HeKonKyHeAenHa    Tepa"ja     co    Ao3M     i{oM     npeAii3BMKyBaaT    reHep
TOKCMUHoCT.     KapAiioTOKCMiiHocTa    noBeRe    KopenMpana    co    MaKCMManHMTe    nna3

KOHLieHTpaLiMM   oTKonKy   co   cMCTeMCKaTa   M3noHeHocT   (AUC).   MaKCMManHMTe   nna3

KOHHeHTpaL+MM    Ha    HMBOTo    6e3    e¢eKT    6Mne    noBMcoKM    (8    na")    oA    KOHL+eHTpa
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nocTMrHa"  Bo KnMHMul{a ynoTpe6a, AOAeKa AUC BpeAHocTa 3a ecLiMTanonpaM 6Mna caMo 3

Ao   4   na"    noBMCoKa   ofl   nocTMrHaTaTa   Bo   KnMHMiiKa   ynoTpe6a.    3a    LiMTanonpaM   AUC
BpeAHOCTMTe  3a  S-eHaH"oMepoT  6Mne  oA  6  Ao  7  na"  noBMcoKM  oTI{onl{y  M3/ioHeHocTa

nocTMrHaTa    Bo   KnMHMiii{aTa   ynoTpe6a.   oBMe   npoHajAOLiM   ce,   BepojaTHo,    noBp3a"   co

B"ja"eTo  Ha  6MoreHMTe  aMMHM,  oAHocHo  ceKyHAapHo  Ao  npMMapHMOT  ®apMal{onoul{M

e¢el{T,   Pe3yn"pajkM   co  xeMOAMHaMCKM   ed)eK"   (peAyKLiMja   Bo   I{opoHapHMOT  npoTOK)   M

McxeMMja.   Cenai{,   ToilHMOT   MexaHM3aM   Ha   KapAMOTOKCMi"ocTa   I{aj   CTaopHM   He   e   jaceH.

KnMHMili{OTO      MCKycTBO      cO      I+MTanonpaM      M      Mcl{ycTBaTa      04     MMHMiJKMTe      cny4MM      co

ecLiMTanonpaM  He  MHAMLiMpaaT AeKa oBMe npoHajAOLiM  MMaaT MMHMiil{a  noBp3aHocT.

3roneMeHo  I{onMuecTBo  ®oc¢onM"AM  e  3a6eneHKaHo  Bo  HeKOM TKMBa  (KaKo  Ha  np:  6enMTe

APo6oBM,    enMAMAMMyc,    xenap)    Kaj    cTaopLtM,    no    Tepa"ja,    Bo    noAonr    nepMOA,    co
ecLiMTanonpaM  M  LiMTanonpaM.  npoHajAOLiMTe  Bo enMAMAMMyc M  xenap  ce 3a6eneHa"  npM

enm"  M3no"yBaiba  Kaj  nyfe.  E¢eKTOT e  peBep3M6meH  no  npeKMHyBaibe  co Tepa"jaTa.
AKyMynaLiMja  CO  ¢oc¢OnM"AM  (¢oc¢onM"Ao3a)  I{aj  xMBOT"  e 3a6enexaHa  M  Kaj  MHory
KaTjoHCKM    aM¢M¢Mn"    neKOBM.    He    ce    3Hae    AanM    oBoj    ¢eHOMeH    MMa    3Hai"TenHa

peneBaHTHocT Kaj nyfeTo.

Bo     pa3Boj"Te    TOKCMKonoLUKM     cTyAMM     Kaj     cTaopLiM     6Mna     3a6eneHaHa     nojaBa     Ha

eM6pMOToi{cMu"  e®eK"  (HaManeHa  ®eTanHa  TexMHa  M  peBep3M6MnHo  oA/io"yBaibe  Ha
ocM¢MI{aLiMjaTa)  npM  M3noxyBaLbe  Bo  oAHoc  Ha  Roe  AUC  e  noroneMo  `6A  M3noxyBaibeTo

npM      iunMHi4uKaTa      ynoTpe6a.      He      6Mna      3a6eneHaHa      3roneMeHa      3auecTeHoCT     Ha

Man¢opMaLiMM.   npeA   M   nocTHaTanHMTe   cTyAMM   noKaHane   HaManeHo   npeHKMByBaibe   Bo

nepMOAOT    Ha    naKTaLiMja,    npM    M3noHKyBaibe    Ha    noBMcoKo    AUC    oA    ii3noHeHoCTa    Bo

MMHMiiKaTa ynoTpe6a,

CryAi"Te  M3BeAe"  co HMBOT"  noKaHane AeKa  LiMTanonpaM  npeAM3BMI{yBa  HaManyBaibe
MH4ei{COT     Ha     nno4HoCT     M     MH4el{CoT     Ha     6peMeHocT,     HaManyBaLbe     Ha     6pojoT    Ha

MMnnaHTaL+MM   M  a6HoPManHa  cnepMa   Kaj   M3noxeHMTe  xMBOT"   MOM   npMMane  noroneMM

Ao3M  oTi{onKy TepaneBTCKMTe Ao3M  HaMeHe"  3a nyfe.  HeMa AocTan"  noAaTOL|M OA CTVIMM
M3Be4eHM  Co XMBOTHM 3a  ecL+MTanonpaM.

6. ®APIVIAUEBTCKM OcOBEHOC"
6.1 nMCTa Ha eKCLqunMeli"
Ta6ne"o iaADo
KonoBMAOH  (KonMAOH VA 64)

flaRTo3a MOHoxMApaT

niieHKapeH crtpo6

MMKpoKPMCTanHa  L+enyno3a  PH  102

Kpocl{apMeno3a  HaTPMyM

MarHe3MyM cTeapaT

MaTeDMian 3a o6no}i{vBartie: SeDtifilm  LP 770:

XMnpoMeno3a (XMApoKCMnponmMe"n Lienyno3a E464)
MMKpoKPMCTa/iHa Lienyno3a  (E460)

CTeapMHCKa t(McenMHa (E570),(oA pac"TenHo noTeMo)

TMTa"yM 4MOKCM4 (E  171)
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6.2 MHKolvlnaTM6MnHoC"

He e annMi{aTMBHo.

6.3 Pol{ Ha Tpaelbe
3  roAMHM.

6.4 noce6HM Meprti4 Ha LlyBaibe

fla Ce llyBa Ha TeMnepanypa noA 25 °C, Bo opM"HanHOTo naKyBaHe.

6.5 M3me4 M coApxMHa Ha aM6anaxaTa
ECPAM  ¢MnM-o6noxe"Te  Ta6ne"  ce  cnaKyBa"  Bo  6enM  HenposMp"   PVC/PE/PVDC-
anyMMHMyMci"  6nMCTepM.

28   ¢MnM-o6noxeHM   Ta6ne"/   2   6nMCTepM/   Ky"ja   (14   ¢MnM-o6noHKe"   Ta6ne"/   1
6nMCTep).

6.6  noce6HM  MepkM  Ha  npeTnaanMBocT npM  oTCTpaHyBalbe  Ha  HeMcl{opMCTeHMOT nei{  MnM

Ha oTna4HMTe MaTepMjanM
HeMa noce6HM 6aparba.

HeMa  AOCTanHM  MH¢OPMaLiMM  3a  noTeHLiMjanoT  Ha  npoM3BOAOT  Aa  npeAM3BMI{a  HecaKa"

e¢el{"  BP3 xMBOTHaTa  cpeAMHa.  HeMCKopMCTe"oT neK  MnM  oTnaA"Te`aMaTepMja" Tpe6a

Aa Ce oTCTpaHaT Bo CornacHocT co noKanHMTe 3aKOHci{MTe 6apalba.

7. HocMTM HA o4oBPEHMETo 3A cTABAibE HA nEKOT Bo npoMET
H0BEfl  MtlAII  CAHAJMM  BE TMLIAPET A.LIJ.,

npeTCTaB"i]]TBo CKonje, C. P. MaKeAo"ja

8. EpoJ HA oAOBPEHMFTo 3A cTABALbE HA flEKOT Bo npoMET

9. fLATyM HA nocnEAHA PEBM3MIA HA TEKCTOT
04.2019
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