
36MpeH M3BeiilTaj 3a oco6MHMTe Ha iieKOT

1.   MME HA npoM3BofloT

fleKop"H X 5 mg
fleKop"H X 20 mg
fleKop"H X 50 mg

2.    I{BAJIMTATMBEH  M  KBAHTMTATMBEH COCTAB

AKTMBHa cyncTaHLia:  npeAHM3oJioH

J]eKop"H X 5 mg Ta6neTM:
E4Ha Ta6iieTa co4pxM 5 mg npe4HM3olioH.

4eKop"H X 20 mg Ta6ne":
EflHa Ta6JleTa coApxM 20 mg npeAHM3oJioH.

Heltop"H X 50 mg Ta6iieTM:
EflHa Ta6JleTa coApxM 50 mg npeAHM3oiioH.

EKCLiM"eH":  CoApxM JiaRTo3a.  BMAM AeJi 4.4
JIMCTa  Ha eKCLiMnMeH"  BMAM  Bo AeiioT 6.1.

3.    ®APMAL|EBTCKA ®OPMA

f]el(op"H X 5 mg Ta6iieTM:   6ei", oKpyri" Ta6Jle" co ripeiioMHa LipTa M HaTnMc „EM 38"
[]ei{op"H X 20 mg Ta6iieTM: 6ei", oKpyrj" Ta6Iie" co BKpcTeHa npeiioMHa upTa M HaT"c„EM 36"
J]eKop"H X 50 mg Ta6neTM: 6ei", oKpyr" Ta6ne" co BKpcTeHa npeiioMHa LipTa M HaT"c„EM 30"

CeKoja Ta6IieTa Moke Aa 6MAe noAejieHa Ha eAHaKBM nojioBM" (5 mg) Mi" Ha eAHaKBM iieTBp""
(20 mg / 50 mg).

4. I(TiMHMLii{M noAATouM

4.1  TepaneBTcl{M  MH4Mi{aL|MM

Ta6iieTMTe fleKop"H X 5mg/20 mg/50 mg ce MHflML|Mpa" 3a 3a6ojiyBarba 3a I(oM e noTpe6eH
cMCTeMcitM TpeTMaH  co  rfiyKOKoP"KOMflM.  oBa  BKliyilyBa,  3aBMCHo oA TMnoT M TexMHaTa  npMMeHa  Ha

Ao3ax" LJJeMM (flLIJ) on a Ao r KOM Ce onMLIJa" Bo AeiioT 4.2 flo3Mparbe):

fleKop"H X ce ynoTpe6yBa I(aj Bo3PacHM, fleLia oA cMTe Bo3pac" M afioJiecL+eHTM.

cync"TyLiMOHa Tepa"ja:
-AApeHOKop"KaiiHa  MHcycpMLiMeHUMja oA   6MJio Koe noTemo (np. AAMcoHOBa 6oiiecT,

ce jaByBa Bo nepMOAOT

---_i-

adbeHoreriMTaJieH  cMHApoM,  aApeHaJieKTOMMja, fledyMLiMT Ha AL|TX)  Koja
no 3aBPLi]yBatbe Ha  pacTOT (rieKOBM on npBa ""ja ce xMApoKOpTM3OH  M
CTpec" coc-Toj6M no 4ojiroTpajHa KopTMKOM4Ha Tepa"ja

PeBMaTcl{M 3a6oiiyBaiba:
-      ARTMBHa q}a3a Ha cMCTeMCKM  BacKyj""c:



36MpeH M3BeuTaj 3a oco6MHMTe Ha iieitoT

•      rlaHapTepM"c Ho/]o3a (flLu:  a,6 I(aj no3MTMBeH xenaTMTMc 8, AoiixMHaTa Ha Tepar"jaTa e
orpaHMiieHa Ha ABe HeAeJ")

•      Giant cell apTepM"c,  peyMaTCKa norMMMan"ja   (D[: v);
•      TeMnopajieH  apTepMTMc (J]LIJ:  a,  npM  aKyTHo ry6ebe Ha BMAOT BMcoKM nylic" /]o3M  Ha

riiyKoi(op"KOMAM  MHTpaBeHo3Ho,  a noToa AojiroTpajHa Tepa"i.a co MOHMTopMHr Ha
CeA"eHTauMjaTa).

•      Wegener-oBo 3a6oJiyBaibe:  MHAyKHMOHa Tepa"ja unLu:  a-6) Bo I(oM6MHaLiMja co
MeTOTpeKcaT (yMepe" TpeTMa" 6e3 MHBojiBMpaLbe Ha 6y6pe3MTe) Mi" cnopen Fauci
pexMMOT (nopMropo3HM TpeTMa" co MHBoiiBMpaHocT Ha 6y6pe3MTe M/MI" 6et"Te
APo6oBM)  3a  oAP}KyBalee  Ha  PeMMCMjaTa:  fflLIJ:  r,  Co  noTeHLiMparbe Ha Ao3MTe)  Bo
KOM6MHauMja  co  MMyHocynpecMBM.

•      Churg-Strauss cMHApoM:  M"LiMjajiHa Tepa"ja (flLu: a-6),  Bo opraHCKM Ma"®ecTaLiMM M
nopMropo3" TpeTMa" Bo KOM6MHauMja co MMyHocynpecMBM, 3a oAp}KyBabe Ha

peMMCMjaTa  (J]LIJ:  r).
-   ARTMBHa a)a3a  Ha  peBMaTCKM  cMCTeMCKM 3a6oiiyBaH>a  (fluJ:  a,6):
-   CiicTeMCKM lupus erythematosus
-   rloi"MM03MTMc / xpOHMiieH  aTpOcpMileH  noj"xOH4pMTMc
-   Meua" 3a6onyBaLba Ha cBp3HOTo TitMBo
-  AKTMBeH  peBMaTOMAeH  apTPMTMc fflLu:  a-r) co TexoK nporpecMBeH Tei(,  npMMep

AecTpyKTMBeH Tei{ (/]LH:  a)  M/MI" eKCTpa apTMKyiiap"  Ma"cdyecTaLiMM  (/]Lu:  6).
-  flpy"  MHd)JlaMaTOP"-PeBMaTCKM cPopMM Ha apTPMTMc,  KaAe TexMHaTa Ha

KtiMHMiiKaTa ciiMKa  Haiio>KyBa  HeonxoAHa Tepa"ja  M IipM  Li]To HecTepoMA"
aHT"HcpjiaMaTop"   iieKOBM  (HCAMJl) He Moxe Aa ce npMMeHaT:

•     CnoHAapTPM"c (aHKMjio3eH CnoHflM""c co   BunyiieHoCT Ha nepMdyep"Te  3riio6oBM

(J]LIJ:  6,a),  ncopMja"i]eH apTPMTMc (flLIJ:  B,r),  eHTepoliaTCKa apTpona"ja co BMcoKa
MHcpiiaMaTopHa  aKTMBHocT (flLu:  a)

•    PeaRTMBeH apTPM"c flLIJ:  a)
•    CapKOMAeH  apTPMTMc flLIJ:  M"uMjaJiHa 6).

-   KapAM"c npM  peyMaTCKa TpecKa,  Bo noTeLilKM ciiyilaM  ripeKy 2-3  MeceLiM  flLIJ:  a).
-   JyBe"jieH  MAMonaTCKM  apTPMTMc co TexoK cMCTeMCKM TeK (Still-oBa 6oiiecT)  M"

MPMfioL+MKj""c Koj  He Moxe Aa  ce TpeTMpa co JloKaJIHMTe MepKM  fflLIJ:  a).

BpoHXMjan" M 6eno4po6" 3a6onyBarba:
-       BpoHXMjaiiHa acTMa (flLu:  B Ao a).  Ce npenopaHyBa  MCTOBpeMeHa a/]MM"cTpaLiMja Ha

6poHxoAMiiaTaTopM.
-     AKyTHa er3aLiep6aLiMja Ha xpoHMilHa o6cTpyK"BHa 6enoApo6Ha 6oiiecT (XOBB)   flLIJ:

6) co npenopaiiaHo BpeMeTpaelee Ha Tepa"jaTa Ao 10 fleHOBM.
-      MHTepc"Liwiali" 6eJioApo6" 3a6ojiyBaH>a KaKo inTo ce aKyTeH aiiBeoi""c  (flLu: 6),

6eJioApo6Ha a)M6po3a ffluJ:  6),  bronchiolitis obliterans organizing pneumonia (BOOP) fflLIJ: 6 co
nocTeneHo HaMaiiyBattie Ha flo3MTe),   Ka/]e e HeonxoAHa  KOM6MHaLiMja Co MMyHocylipecMBM,
xpoHMiiHa eo3MHod)MiiHa nHeyMOHMja (flLu:  6 Co nocTeneHo HaMaiiyBaLbe Ha flo3MTe), 3a

4oiiroTpajHa Tepa"ja Ha xpo"v" a)OPMM   Ha Capi(oMAo3a Bo 1[  M  Ill cTaAMyM  (npM AMcnHea,
KaunMHa-M  BiioLLiyBarbe Ha  BpeAHocTMTe Ha 6eJlo4Po6HaTa ®yHKLLMja )  oAu:  6)
npoq)rmaKca Ha pecnMpaTopeH flMCTpec cMHAPoM Kaj ripeABpeMeHo poAe"
ABana").

6e6Mrba

3a6o)iyBaiba Ha ropHMTe 4MLLI" naTMUTa:
-      TeuKM a)OPMM  Ha  norieHo3M  M  ajiep"cKM  PM"T KaAe He 6MTia ycneLLIHa Tepan

MHxanaLiMja  Ha  rjiyKOKOpTMKOM4M  (4LJJ:  B).
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-      AKyTHa cTeHo3a Ha napMHrc M Tpaxea: Quincke-oB eAeM, oncTpyK"BeH cynriio"iieH jiapMH""c

(pseudocroup) (flLu: 6 Ao a).

J]epMaToiioui{M 3a6oiiyBaiba:
3a6oiiyBaibaTa Ha I(oxaTa  M cjiy3HML+aTa  KOM  KaKo Pe3yjiTaT Ha  HMBHaTa cepMo3HocT M" 3a®akarbe
Ha noAJia6oKMTe fleJioBM Ha  KoxaTa,  He Mox(e Aa ce Tpe"PaaT aAeKBaTHo co I(op"KOMAM 3a
Ha4BopeLLJHa anj"KauMja.  oBa BKriyiiyBa:

-      Anep"cKM,  nceBfloaiiep"Ci(M  M ajiep"Cl(M 3a6onyBalba  MHAyLiMpa" on MHCpei(LiMM:  np. AKyTHa

yp"KapMja,  aHacpMjiaKTOMAHa PeaKLiMi.a,  er3aHTeMM MHAyLiMpa" oA iieKOBM,  Myii"¢opMeH
eKcyAaTMBeH epMTeM, TOKCMilHa enMflepMaiiHa  HeKPoi"3a  (Lyell-oB cMHApoM),  aKyTHa
reHepaj"3MpaHa nycTyjio3a,  eritema nodozum,  aKyTHa a)e6pMiiHa HeyTpocPMiiHa AepMaTo3a
(Sweet-oB cMHApoM),  aJlep"cKM  KOHTaKTeH AepMaTMTMC (flLIJ:  6 flo a).

-      Er3eMa:  np.  aTo"ueH AepMa"T,  KOHTaKTeH AepMa"T, MMKPo6eH (MOHeTOBM/]eH) AepMa""c

(flLu:  6 Ao a).
-       rpaHyiioMaTo3" 3a6ojiyBaH>a:  np.  CapKOMAo3a, rpaHyjioMaTo3eH xeMj""c (MOHocMMnTOMaTCKM

Melkersson-Rosenthal cMHflpoM) fflLu: 6 /]o a).
-      Byno3" AepMaTo3M:  np.  pemphigus vulgaris,  6yiio3eH neM¢MroMA,  6eHMreH MyKo3eH

neMcPMroMA,  lgA AepMaTo3M  (flLIJ:  6 /]o a).
-      BacKyl""c: np. aiiep"cKM BacKyj""c, noJ"apTepM"C Hoflo3a (flLIJ: 6 Ao a).
-ABToi"y" 3a6oiiyBarba:  np. AepMaTOMMo3M"c, cMCTeMCKa cunepoAepMMja (MHAypa"BHa

dya3a),  xpoHMileH AMCKOMA  M  cy6ai(yTeH  KoxeH Jiynyc epMTeMaTo3Mc  (flLIJ:  6 Ao a).
-       recTaLiMCKM AepMaTo3M  (BMAiA AeJi 4.6):  np.  recTaLiMCKM  neMcPMroMA,  impetigo  herpetiformis  (flLIJ:  r

Ao a).
-      EPMTeMaTo3Ho-cKBaMo3" AepMaTo3M:  np.  nycrynapHa ncopMja3a,  pityriasis rubra pilaris,

napancopMj.a3a (flLu:  a Ao a).
-       EPMTpoAepMMja  MCTO  M  Kaj  sezary-oB CMHApoM  fflLu:  B flo a).
•      flpy" flepMaTOJlouKM 3a6oJlyBaH>a:  np.  Jarisch-Herxheimer-oBa peaKLiMja npM TeparMja Ha

cMCprmMc co  neHMLiMJ"H,   6P30  HanpeAyBaiiKM,  3arpo3yBai]KM  KaBepHo3eH xeMaHrMOM,  Behcet-oBo
3a6oliyBaibe,  pyoderma gangrenosum, eo3rmocpMjieH cpacuMM"c, lichen ruber exanthematicus,
HacTieAHa 6yJio3Ha el"AepMOJ"3a flLIJ: a Ao a)

XeMaTonoLiii{M  M oHi{oiioLui{M 3a6onyBalba:
-      ABTOMMyHa xeMoi""iiKa  aHeMMja oALL]:  B Ao a),  M4MonaTCKa TpoM6oLiMTone"iiHa nypnypa

(Werlhof-oBo 3a6otiyBaibe)  fflLLI:  a) ,  aKyTHa MHTepMMTeHTHa TpoM6oLiMTone"ja fflLIJ:  a).
-      AKyTHa i"Mq)o6jiacTHa iieyKeMMja,  Hodgkin-oBo 3a6oiiyBaibe,  non-Hodgkin-oB i"McPoM,

xpoHMiiHa j"Mq)a"ilHa iieyKeMMja, Waldenstr6m-oBo 3a6oiiyBaH>e,  MyiiTMiieH MMeiioM flLIJ: A).
-       XMnepKanueMMja  Kaj  npMMap" MarMrHOMM  onLIJ:  B Ao a).
-       rlpod]MiiaKca M TpeMaH  Ha  noBpakaibe npeAM3BMKaHo oA UMTocTa"LiM  ffluJ:  6 Ao a),  Bo cKJion Ha

aHTMeMeTMiiHa  LLleMa.
-     naT"ja"BHa Tepa"ja Ha Mai"r" 3a6ojiyBait,a.

3a6eiieuKa:  rlpeA"3ojioHOT Moxe Aa ce ynoTpe6yBa 3a y6jia>KyBaLbe Ha cMMriTOMM
KaKo  Li]To ce ry6erbe Ha arieTMT,  aHopeKCMja  M onLijTa cna6ocT npM HanpeAHa"
MaiiMr" 3a6oliyBaiba  no  MCL+pnyBaH>e  Ha cneLiM¢Mil" TepaneBTci(M MeTOAM.

fleTaj"Te Moke Aa ce HajflaT Bo cooABeTHa cneLiMjaJ"c"iiKa j"Teparypa.

HeBpoiioulKM 3a6oiiyBahoa (flLIJ: a):
- Myastenia gravis (npeiiapaT oA npBa i""ja Ha M36op e a3a"onpMH).
-Xpo"ileH Guillain-Barre-oB cMHApoM.
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-Tolosa-Hunt-oB cMHApoM.
- no"HeBpona"ja Kaj MOHOKjioHaiiHa raMona"ja.
- Myji"nna ciunepo3a (nocTeneHo HaMaJiyBaibe Ha opaiiHaTa Ao3a nocJie

napeHTepaiiHa Tepa"ja  Co  BMCoi(M Ao3M  Ha  riiyKOKopTMKOMAM  Bo aKyTHa  enM3oAa
Ha 6ojiecTa).

- Jackknife-oB HanaA.

MH¢eRTMB" 3a6oTiyBaiba:
-TOKcm" cocToj6M  Kaj TeL]]KM  MH¢eK"B" 3a6oiiyBarba  (Bo  KOM6MHaLiMja co,

aH"6Mo"uM/xeMOTepa"ja) Ha np.  ry6epKyJio3eH MeHMHrMTMc (flLIJ:  6), TeLijKM

q3opMM Ha 6eiioflpo6Ha ry6epKyjio3a (flLu: 6).

OqTaiiMoiioLul{M 3a6onyBaLba (ALLJ: 6 4o a):
- npM  cMCTeMCKM 3a6OnyBatba  Ha  O"Te  M  npM  MMyHoiioLi]KM  npoLiecM  80 Op6MTaTa

M Bo oi(oTo:  onTMilKa  HeBpona"ja (np.  giant cell arteritis,  npeAHa McxeMMiiHa
onTMi+Ha Heypona"ja, TpayMaTci{a onTMiiKa Heypolia"ja),  Behcet-oBo
3a6oiiyBaibe, capKOMAo3a, eHfloKpi"a op6rmona"ja, op6MTaJleH nceyfioTyMop,
oTd)pJiaibe Ha TpaHcnJiaHTaT M Bo oflpeAe" cPopMM Ha yBeM"c I(aKo Harada
3a6ojiyBalbe  M  cMMnaTeTMUHa  odyTaiiMMja.

-CMCTeMCKaTa Tepa"ja e MHAMLiMpaHa CaMo no Heycnex co iioKajiHa Tepa"ja i{aj

ctieAHMTe 3a6onyBaiba:  cionepMTMc,  enMCKiiepMTMc,  KepaTMTMc,  xpoHMueH
LiMKi"TMc,  yBeMTMc,  aiiep"cKM  KOHjyK"BM"c,  aiiKaji"  M3ropeHMLiM,  npM
aH"MMKp06Ha Tepa"ja  Ha aBTOMMyH M" cMcpMj"c noBp3aH MHTepc"LiMjaiieH
rtepaTMTMc,  npM cTpoMalieH xepnec cMMriJieitc KepaTMTMc caMo npM  HenpoMeHeT
KopHeajieH enMTeji  M  pe4oB"  ocPTajiMOJioLilKM nperJieAM.

3a6onyBaiba iia racTpoMHTec"HanHMOT CMCTeM M  LipHMOT Apo6:
-  ynuepa"BeH KoiiMTMc flLLl: 6 Ao a).
-   Chron-oBa 6oJiecT (flLIJ:  6).
-   ABTOMMyH  xenaTMTMc  (flLIJ:  6).
-   M3ropeHLiM Ha xpaHonpoBofioT (flu:  a).

3a6onyBaiba Ha 6y6pe3M:
-  riioMepyjioHeq]pM"c co MMHMMaJiHM ripoMe"  (flLLl:  a)
- EKCTpaKar"iiapeH npo"dyepa"BeH riioMepyiioHe®pM"C (pa"AHo nporpecMBeH

rjioMepyrioHecppM"c) (4LJJ:  BMcoi{o-4o3axHa nyiicHa Tepa"ja,  Boo6MilaeHo Bo
KOM6MHaL+Mja  co  LiMTocTaTMLiM,  npM Googpasture-oB  cMHflpoM 3a  peqyKLiMja  M
3aBPLLlyBafoe Ha Tepar"jaTa,  Kaj cMTe Apy"  CPoPMM AOJiroTpajHo npoAoii}KyBaH3e

(flLIJ:  r).
-MAMonaTCKa  peTponepMTOHeaiiHa  cPM6po3a  (flLIJ:  6).

4.2 4o3Mpaibe i4  HavMH  Ha a4MMHMCTpaL+Mja

H03Mpalbe

rojieMMHaTa  Ha 4o3aTa 3aBMCM  o4 TMnoT M TexMHaTa  Ha 3a6onyBaLbeTo  I(aKo  M  oA MHAMBM4yaliHMOT
04roBop Ha  naHMeHTOT.  reHepaJiHO,  noileTHMTe Ao3M  ce  peJia"BHO  BMcOKM  M  3HaiMTeTiHO TioBMcOKM
Bo cjiyiiaj  Ha aKyT" TeiuKM a)OPMM Ha 3a6onyBatbeTo oTKoiiKy Kaj xpo"ii"
3aBMCHoCT OA

3a6oliyBa
unMHMiiKMTe  cMMriTOMM  M  MHflMBMAyajiHMOT oAroBop  Ha  naLiMeHTOT, A
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peflyLiMpa Ha Haj"cKaTa MoxHa Ao3a Ha oAP}KyBabe (reHepaJiHo Mefy 5 M  15 mg npeAHM3oiioH /
AeH) Ha CooABeT" AejioBM. XpoHm"Te 3a6onyBatba iiecTo ce TpeTMpaaT AoiiroTpajHo co HMCKM
403M  Ha o4p}KyBaibe.

AKo He e nponMLi]aHo noMHaKy,  ce npenopallyBaaT CiieAHMBe flo3Mpalba:

Cy6c"TyL|MOHa Tepa"ja (no 3aBplileH nepMo/I Ha pacT)

5 flo 7,5 mg  npeAHM3oJloH / AeH,  noAeJleH Ha ABe noeAMHeu" Ao3M  (HayTpo M  Ha liiiaAHe,  Kaj
afipeHoreHMTaiieH cMHApoM  HayTpo M  HaBeuep).  Kaj  aflpeHoreHMTaiiHMOT cMHApoM  BeilepHaTa /]o3a e
Aa ce peAyLiMpa HokHOTo noKauyBarbe Ha AL|TX Kai(o 6M  ce M36erHajia  MoxHocTa oA
aflpeHOKopTMKaiiHa xMnepnna3Mja. AKo e noTpe6Ho,  MMHepaiioi(opTMKOMfiM  (cpnyApol(op"3oH)  Moxe
flonoliHMTejiHo qa Ce AaAaT.  npM  cocToj6M  Ha noce6eH SM3MUKM cTpec (np. TpayMa,  onepaLiMja),
i"TepKypeHTHM  MH¢eKLtMM  MTH.,  Moxe Aa 6MAe HeonxoAHo noKaiiyBatbe Ha Ao3aTa 3a 2 Mj"  3 naTM,  a
Bo eKCTpeM" ciiyiiaM (np.  paFaibe) Ao  10 naTM.
CTpec" cocToj6M  no AOJiroTpaeH riiyKOKopTMi{oMAeH TpeTMaH:  HaBpeMeHa aAMM"cTpaLiMja Ao 50
mg npeA"3onoH/AeH. flo3aTa ce HaMaiiyBa nocTeneHo Bo TeK Ha HeKoiiKy AeHa.

®apMaKonoLUKa TepanMja

CiieA"Te Ta6ei" npMKa}i<yBaaT nperjien Ha onLLiTMTe HacoKM Ha Ao3Mpatbe Bp3 6a3a Ha
pejieBa HTHaTa J"Teparypa :

803Pac"

qo3Mpalbe J]o3a Bo mg/4eH Ho3a Bo mg/kg TT/fleH
a) BMcoKa 80-100 (250) 1.0-3.0
6) CpeAHa 40-80 0.5-1.0
a)  HMcl{a 10-40 0.25-0.5
I) MHory HMcl{a 1.5-7.5 (10) ./.

e) KOM6MHaL+Mja co xeMOTepa"ja BM4M 4o3axHa LueMa "4" (ALu: F])

Boo6MuaeHo,  LieTiaTa AHeBHa Ao3a ce 3eMa  paHo HayTPo  Mefy 6.00  M 8.00 ilacoT (L|MPKaAMjajiHa
Tepa"ja).  BMcoKMTe fiHeB" Ao3M  Moke MCTo TaKa Aa ce noAeJlaT Ha 2 Ao 4 Ao3M  KaKo M cpeAHMTe
4HeB" 4o3M  Ha 2 Ao 3 MHAMBM4yaJiHM /]o3M  Bo 3aBMCHocT on 3a6onyBaLbeTo  Koe ce TpeTMpa.

Aeua

Ao3Mpaibe Ao3a Bo mg/kg TT/4eH
BMCoKo-4o3axHa Tepar"ia 2-3
CpeflHo flo3axHa Tepa"]a 1-2

fl03a Ha oApxyBarbe 0.25

Kaj /]eLia (Bo nepMOA Ha pacT), TpeTMaHOT Tpe6a Aa 6M/]e npoMeHi"B Mj"  MHTepMMTeHTeH.
Jacknife-OBM HanaflM).OTCTanyBarbeTo o4 oBMe nperiopaKM ce 403BOJleHM  Bo noce6HM ciiyiiaM  (np.
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PeAyl{LiMja Ha Ao3aTa:

Kora Re ce nocTMrHaT caKaHMTe KjiMHMilKM ecpeK"  M  Bo 3aBMCHoCT ofl npMMapHOTo 3a6oiiyBarbe,  ce
3arioilHyBa co PeAyKHMja Ha Ao3aTa. AKO AHeBHaTa Ao3a e noAejieHa Ha  HeKOJIKy noef|MHeu" Ao3ii,
IipBo ce peAyuMpa BeiiepHaTa Ao3a, a noToa aKo e noTpe6Ho M IijlaAHeBHaTa Ao3a.  HajHanpefl, ce
peAyLiMpa noroJleMMOT /]eJl qu Ao3aTa, a oA 30 mg/AeH na HaAOJly peAyKLiMjaTa e nocTeneHa.
Ki"HMUKaTa cMryaLiMja oApeAyBa AaJ" JieKOT Tpe6a Aa ce npeKMHe I{oMnrieTHo Mj" e noTpe6Ha Ao3a
Ha oApxyBarbe. flo/]eKa Ce CjieAM 60JiecTa,  ce npe83eMaaT CJieflHMTe ileKOpM 3a peAyKUMja Ha
A03aTa:

> 30 mg                                       peAyKUMja 3a                 10 mg     ceKOM 2-5 AeHa
oA 30 Ao 15 mg/AeH            PeAyKHMja 3a                  5 mg     ceKoja HeAeiia
ofl 15 Ao 10 mg/AeH            peAyKL|Mja 3a              2,5 mg    ceKoja  1-2 HeAej"
oA 10 Ao 6 mg/AeH               penyKUMja 3a                   1  mg     cei{oM 2-4 HeAet"
< 6 mg                                        peAyKLiMja 3a               0,5 mg     ceKOM 4-8 HeAei"

BMcoKM   M   MaKCMMajiHM  4o3M  4a4e"   Bo  TeKOT  Ha   HeKOJiny  4eHa   MoxaT  4a   6M4aT  npeKMHa"   Bo
3aBMCHocT oA ripMMapHOTo 3a6ojiyBatbe  M  KiiMHMiiKMOT oAroBop.

flo3axHa li]eMa "A" (flLIJ: fl)

KOM6M"paHaTa   Tepa"ja    Co    xeMOTepaneBTMHM    Kaj    oHKojioLi]KMTe    MHAMKauMM   Tpe6a   /]a    e    Bo
corjiacHocT co TeKOBHMTe  npoTOKOJ".  reHepajiHo,  npeflHM30JioHOT ce AaBa  eAHau AHeBHo  M A03aTa
He Tpe6a  nocTeneHo Aa  ce  HaMaJiyBa  Ha  KpajoT Ha Tepa"jaTa.  PeileBaHTHaTa j"Teparypa  " AaBa
clie4HMTe    npMMepM    Ha    ynoTpe6aTa    Ha    4o3MTe    Ha    npeAHM3oiioH    noBp3aHo    co    4oKaxaHMTe
xeMOTepaneBTCKM npoTOKoi":

-   Non-Hodgkin T"McPoMM:  CHOP  npoTOKoji,  npeAHM3oiioH  100 mg/m2,  on AeH  1  Ao AeH 5; COP

npoTOKoii,  npeAHM3ojioH  100 mg/m2 oA AeH  1  Ao AeH 5
-   Xpo"iiHa j"Md)a"iiHa jieyKeMMja:  Knopse npoTOKoii,  npeAHM3orloH 75/50/250 mg, qu AeH 1

40 4eH 3
-   Hodgkin-oBa 6oiiecT:  COPP-ABVD npoTOKoii,  npeAHM3ojioH 40 mg/m2 , on  AeH  1  Ao AeH  14
-   Myii"neH  MMerioM: Alexanian npoTOKOTi,  npeAHM3oJloH 2 mg/kg TT qu AeH  1  Ao AeH 4.

BpeMeTpaeibe M MeTOA Ha a4MM"cTpaL+Mja

Ta6neTMTe ce 3eMaaT Liei" co 4oBojiHa KojiMilMHa Ha Bo4a,  3a BpeMe Mi" nocjie o6poK,
npenopai]j"Bo no nojaAOK.

Bo cKiion Ha cpapMaKoiioij]KaTa Tepa"ja co fleKop"H X, MoxHocTa 3a HaM3MeHMilHa Tepa"ja Ha
MeAMLiMHCKMOT npenapaT Tpe6a Aa  Ce lipoBepM.  Bo 3aBMCHoCT ofl TpeTMaHOT Ha  npMMapHOTo
3a6onyBattte M BeflHau i]JTOM TpeTMaHOT nocTMrHe 3aAOBojiMTeii" pe3yiiTaTM,  noTpe6Ho e

PeAyKL|Mja  Ha Ao3aTa AO A03a  Ha oAPxyBarbe,  a aKo e HeonxoAHo ce MOHMTopMpa aApeHajiHMOT
feedback MexaHM3aM.

KOMnapa"BHo HMCKM Ao3M  Moxe Aa 6MAaT AOBon" M" PeAyKyuMja Ha Ao3aTa
HeonxoAHa  I(aj  naLiMeH"  co xMnoTMpoMAM3aM  Mj"  LiMpo3a  Ha  LipHMOT flpo6.
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fleKop"H X Ta6iieTMTe oA 5 mg, 20 mg M 50 mg ce Ha pacnoJlaratbe 3a pa3i"ilHMTe Ao3ax" Li]eMM.
rlpeiioMHaTa LipTa  Ha Ta6jieTMTe oBo3MoxyBa  noJiecHo 3eMait>e Ha MHAMBMAyaJiHMTe Ao3M.

4.3  KOHTpaMHAMKaL+MM

fleKop"H X He cMee Aa Ce 3eMa npM iipeoceTJ"BoCT Ha aKTMBHaTa cyncTaHLia MT" Ha HeKoj o/I
eKCLiMnMeHCMTe HaBeAe"  Bo Aerl 6.1.
HeMa Apy"  KOHTpaMHAMKauMM  3a  KpaTKOTpajHa  npMMeHa  Kaj  BMTaiiHMTe  MHflMKauMM.

4.4 noce6HM npe/]ynpeAyBaLba M MepKM Ha npeTna3iiMBocT

TpeTMaHOT co fleKoP"H X Ta6JieTMTe  MOxe Aa  ro 3roJleMM  pM3MKOT oA 6aKTepMCKM,  BMpycHM,
cpyHraji",  napa3MT"  M  OnopryHMCTMiiKM  MHcpeKLiMM  KaKO  pe3yiiTaT Ha  MMyHOcynpecMja.
Ma"q)ecT"Te cMMnTOMM M"  pa3BojoT Ha MHq)eKHMjaTa Moke /]a 6MAaT MacKMpa" oTexHyBajkM ro
nocTaByBaH>eTo Ha AMjarHo3aTa.  JlaTeHT" MHq)eKHMM  KaKo ry6epKyiio3a  Mi" xenaTMTMc a MoxaT Aa
ce  peaRTMBMpaaT.

Bo ciieAHMTe cocToj6M, Tepa"jaTa co fleKoP"H X Moxe Aa Ce npMMe" caMo aKo nocTojaT
pejieBaHT"  npM""  M Toa  Bo  KOM6MHaLiMja co CneHMd)MHeH aH"-MHq)eK"BeH TpeTMaH:

-AKyTHa BMpycHa MHcpei{LiMja (xena""c a, xepnec 3ocTep, xepnec cMMniieKc, BapMilena,
KepaTMTMc xepne"Ka)

- HBSAg  no3MTMBeH,  xpoHMiieH  aKTMBeH xenaTMTMc
- rlpM6j"xHo 8 HeAei" npen M 2 HeAeJ" no npoq)MJiaRTMilKa BaKUMHauMja co XMBM (BMa6Mfi")

BaKLiMHM

- Kaj  naHMeH"  co cycneRTHa  Mj"  rioTBPAeHa cTpoH"iioMAHa 3apa3eHocT riiyKOKopTMKOMAMTe

Moxe Aa qoBe/]aT flo aK"BaHMja M AMceMrmaLiMja Ha napa3MTMTe
- rloi"OMMei"TMc
-ni"¢aAe""c nociie BCG BaKUMHaL+Mja
-AKyTHa  M  xpoHMilHa  6aRTepMCKa  MHq)eKLiMja

-MCTopMja  Ha ry6epKyiio3a.  Ce ylioTpe6yBa alto  naLiMeHTOT 3eMa ry6pityiiocTaTCKM iieKOBM.

MCTo TaKa, Tepa"ja co fleKop"H X Moxe /]a ce AaAe caMo aKo nocTojaT peiieBaHT" npMiM" M now
MeAMUMHCKM  MOHMTopMHr M  aKo  e  HeonxoAHo  Bo  KOM6MHauMja  co  CneLiMd)MueH  TpeTMaH  Kaj:

- rlenTMlieH yiiKyc
-OCTeonopo3a
- xMnepTeH3Mja Koja TeLi]KO ce KOHTpoi"pa
- flMja6eTec Mei"ryc Koj TeLUKo ce KOHTpoi"pa
- rlcMXMjaTPMCKM  iiopeMenyBatba  (M  Kaj  nauMeH" cO MCTOpMja)  BrmyuyBajkM

cyMLiMAaiieH  pM3MK:  ce npenopailyBa  HeBpoiioLUKM  Mj"  ncMXMjaTPMCKM  HaA3op
-TecHoaroTieH  M  LilMpoi(oaroiieH rTiayKOM -ce nperiopaiiyBa o¢TaiiMoiiouKM

MOHMTOpMHr M Tepa"ja
- KopHeajieH yjiuep MrM noBpeAa - Ce npenopallyBa odyTaiiMoiiolJJKM MOHMTopMHr

Tepa"ja.

HapyuyBaLba Ha BM4oT
rlpM cMCTeMCKa  Mj" TonMKaJiHa ynoTpe6a  Ha  KoPTMKocTepoM4M  Moxe 4a ce
Ha  BM4oT. floKQJiKy  naHMeHTOT ce jaBM  co  CL"nTOMM  KaKo 3aMarJieH  BMA M fip
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BM4oT,  naHMeHTOT Tpe6a 4a ce yna"  Ha  od)TajiMOJior 3a  npoLieHKa Ha  Mo}Ki+Ire npMiMHLITej",  KOM
Moke Aa BKtiyilyBaaT KaTapaRTa,  rriayi(oM,  mu" peTKM 3a6otiyBatba KaKo LieHTpanHa cepo3Ha
xopMope"Hona"ja (CSCR) Koja e npMjaBeHa nocne ynoTpe6a Ha cMCTeMCKM M To"i(amM
KOp"KOcTepoMAM.

CKJleco4eDManHa oeHaiiHa  KDM3a

noTpe6Ha e npeTna3i"BocT Kaj  riaLiMeH" co cMCTeMCKa cKiiepo3a 6MAejwi  npM flHeB" Ao3M oA 15
mg Mi" noBeke Ha ripeAHM3ojioH,  3a6eiie>KaHa e 3roiieMeHa  MHLiMAeHLia Ha  (Mo>Klio a)aTaiiHa)
cjiepoAepMaiiHa peHaJiHa  KPM3a co xMnepTeH3Mja M HaMajieH ypMHapeH  M3iie3.  3aToa py"HCKM
Tpe6a Aa ce npoBepyBaaT XPBHMOT npMTMcoK M 6y6pe}KiiaTa a)yHKHMja (c-Kpea""H).   Kora MMa
coMHeBatbe 3a  peHaiiHa  KPM3a, Tpe6a BHMMaTejlHo fla ce KOHTPoi"pa  KPBHMOT npM"col{.

nopaAM pM3MK oA MHTecTMHaJiHa nepcpopauMja, fleKop"H X Moxe Aa ce npMMe" caMo Kaj BMTaii"
MHAMKaLiiM  M  nod  afleKBaTeH  MOHMTopMHr npM:

-TexoK yiiLiepaTMBeH  KOTirmc co PM3MK oA nepcpopauMja, AypM  M 6e3

IiepMTOHeajiHa  MPMTa"ja
- AMBepKyt""c
-eHTepoaHacTOMo3M (BeAHau no xMpypLi]KM 3aq)aT).

3HauM 3a nepMTOHeariHa MprmaLiMja onefleHa qu] racTpoMHTec"HaJIHa  nep¢opauMja MO}l{e Aa 6MAaT
oTcyT"  Kaj  naLiMeH"  KOM  IipMMaaT BMcoKM Ao3M  Ha  rtiyi(oi(oP"I{oMAM.

pM3MK qu nopeMeTyBaiba  Ha TeTMBMTe, TeHAMHM"c M  pyliTypa  Ha Te"BMTe e 3roiieMeH  Kora ce
aAMMHMCTPMpaaT a)iiyopoKMHoiio"  Bo  KOM6MHai+Mja  Co  Kop"I(ocTepoMj]M.

flMja6e"iiapMTe Mo>Kiio e Aa MMaaT noTpe6a oA noBMcoKM Ao3M Ha MHeyi"H M" opaJi"
aH"AMja6e"LiM 3a BpeMe Ha TpeTMaH co fleKop"H X.

Kaj  Hal+MeHTo co xMnepTeH3Mja  Koja TeLiJKo ce KOHTPoJ"Pa,  XPBHMOT npM"coK Tpe6a Aa ce oneAM

peAOBHo 3a BpeMe Ha Tepa"ja co fleKop"H X.

IlauMeH" co TeLLIKa cpLieBa ona6ocT Tpe6a BHMMaTeJiHo Aa ce one4aT 3apa4M EanoLnyBarbe Ha
HMBHaTa cocToj6a.

rlpM TpeTMaH Ha MMacTe"ja rpaBMc cMMnTOMMTe MoxaT Aa ce BiioLilaT.  3aToa 6M Tpe6aiio Aa ce
noAecM qo3aTa Ha Kop"KocTepomaMTe. Tepa"jaTa co fleKop"H X Tpe6a Aa ce MHMLMpa co
nocTeneHo 3rojieMyBaLbe Ha 4o3aTa oco6eHo Bo npMcycTBo Ha TeLLiKM "ueBo-a)apMHreaiiHM
cMMnTOMM  M  pe4yLMpaH  pecnMpaTOpeH  BojiyMeH.

4oiiroTpajHa Tepa"ja AypM  M  co  HMCKM 4o3M  Ha  npe4HM3o7loH  ro 3roTieMyBa  pM3MKOT oA MHcpeKL+MM
AypM  M  0+I  MMKpOopraHM3MM  KOM  peTKo  npeAM3BMnyBaaT MHq)eKLMM  (T.H.  onopTyHMc"iiKM  MHdyeKLMM).

BaKLiMHaLi" co MPTBM  (HeBMa6MJi")  BaKL+M" onLi]To 3eMeHo e Bo3MoxHa. Tpe6a Aa
npe4BMA AeKa  MinyHoiiouKaTa  peaKLiMja,  a  cO Toa  M ycrieLLiHOcTa  Ha
HapyL]]eHa  co  BMcoKM fio3M  Ha  KoPTMKOMAM.
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PefloB"Te MeAMLiMHci(M  nperJieAM  (BunyHyBajkM  oq)TajiMOJloLUKM  iiperjleAM  Ha TPM  MeceHM)  ce
npenopailyBaaT Kaj naLiMeH"  I(oM ce nofiJio}KyBaaT Ha AOJiroTpajHa TeparMja co fleKoP"H X;
naL|MeHTMTe  KOM  npMMaaT pejiaTMBHo  BMCoKM 4o3M Tpe6a 4a  3eMaaT AOBojiHo  I(aJ"yM  M 4a  ro

PefiyLiMpaaT BHecoT Ha  HaTPMyM;  Tpe6a Aa  ce MOHMToPMpa  HMBOTo  Ha  cepyMCKMOT Kai"yM.

Ar(o MMa  HeBoo6MuaeH cbM3MVKM  cTpec npM TpeTMaH co Eel(op"H X (cpe6pMii" 3a6oliyBaLba,
He3roAM,  onepaHi",  Pafarbe NTH.) MoxHa e noTpe6a oA npMBpeMeHo 3roJieMyBalbe Ha AHeBHaTa
KopTMKOMAHa /]o3a.

Mox" ce TeLi]KM  aHadyMjiaRTMilKM  peaKLiMM.

Moxe Aa ce oileKyBa  HeraTMBeH  edyeKT Ha  MeTa6o"3MOT Ha  KajiLiMyM  uMja TexMHa 3aBMCM oA
BpeMeTpetbeTo Ha TpeTMaHOT M Ao3aTa. 3aToa Ce lipenopaiiyBa npoq)MnaKca 3a ocTeonopo3a. oBa
ce ofiHecyBa oco6eHo  Kaj  PM3MK ¢aKToPMTe KaKo reHeTCKaTa npeAMcno3MUMja,  cTapocT,  nocT-
MeHonay3a,  HecooABeTHa  npoTeMHCKa AMeTa  M  BHec Ha KajiuMyM,  npeKyMepHo nyLuerbe,  npeKyMepHo
KOHcyMMparbe  Ha  ajiKoxoii  M  HeflocTacTOK Ha ¢M3MUKa aKTMBHocT.
rlpoq]MiiaK"iiKMTe MepitM  coiMHyBaaT AOBoliHa  cynTieMeHTaLiiria  Ha  KaiiuMyM  M  BMTaMMH fl M

¢M3MiiKa aiITMBHocT. florioji"TejiHa a)apMaKojiouKa Tepa"ja Tpe6a Aa ce npMMe" Kaj naLiMeH"
KOM  Beke MMaaT ocTeonopo3a.

CneA"Te pM3MUM Tpe6a Aa Ce 3eMaT Bo npABMA no 3aBPLiiyBaibe Mi"  MoxeH npeKMH Ha AOTiroTpaeH
TpeTMaH co rjiyKOKopTMKOMAM:  er3aLiep6aLiMja  Mi"  peiianc Ha npMMapHOTo 3a6oiiyBatbe,  aKyTHa
aApeHOKOpTMKajiHa  MHcyq]MLiMeHLiMja  (Oc06eHO  80  cTpec" cMryauMM,  np.  npM  MHcpeKUMM,  nociie
He3roAM,  no 3rojieMyBatbe  Ha a)M3MilKM  Hanop),  cMHAPoM  Ha  npeKMH  Ha  KopTM3oH  .

rloce6" BMpyc" 3a6ojiyBaH>a (BapMiiejia, Mop6Mj") Moxe Aa MMaaT TexoK TeK Ha 6ojiecTa Kaj
naLiMeH"  KOM  ce TpeTMpaaT co  riiyKOKopTMKOM4M.  rlaLLMeH" co  HaMajieH  MMyH  cMCTeM  KOM  He
npeiiexaiie BapMueiia Mi" Mop6rmM ce oco6eHo pM3MiiHM. Ai(o npM Tepa"ja co fleKop"H X oBMe
naLiMeH" AojAaT Bo  KOHTaKT co jiMHa  KOM 6ojie+]yBaaT OA BapMileiia MJ"  Mop6Mi",  noTpe6Ho e Aa Ce
npe83eMe npeBeHTMBeH TpeTMaH.

FleLJa

ynoTpe6aTa Ha fleKop"H X Kaj Aeua Bo cpa3a Ha pacT Tpe6a Ao6po Aa ce npoBepM oAHocoT
KopMCT/pM3MK.  BMAejkM  npeAHM3oiioHOT ro cTo"pa PacTeibeTO  ,  3aA0iixMTeiiHO Tpe6a Aa CiieAM

pacTOT npM AOJiroTpajHa Tepar"ja.

Tepa"jaTa Tpe6a fia 6MAe iipMBpeMeHa Mj" Bo ciiyilaj Ha AoiiroTpajHa Tepa"ja,  HaM3MeHMiiHa.

803Pac"

3apaAM 3roTieMeHMOT pM3MK oA nojaBa Ha ocTeonopo3a, fleKop"H X Tpe6a Aa ce lipMMeHyBa caMo
aKo  oAHocoT KopMCT / pM3MI{ e Ao6po  oAMepeH.

rlpMMeHaTa Ha fleKop"H X Moxe fla AaAe no3MTMB" pe3yJiTa" AonMHr TecT.

naHMeH"Te co peTKa  BpoAeHa raiiaKTo3Ha  MHTOJiepaHLiMja, Ae®MLiMT Ha JiaKTa3a Mi" riiyKo3o-
raiiaKTo3Ha MaTia6cop6LiMja He Tpe6a Aa ceMaaT fleKoP"H X.
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4.5 MHTepai{uMja co Apy" rieKOBM  M Apy" q)OPMM  Ha unTepal{iiMja

HanpaBe" ce Mc"ryBarba  Ha MHTepaKLiMMTe Bo peLi]aBarbe Ha  MHAMBM/]yaiiHMTe acneKTM. flpy"
MHTepai(UMM  6Mne BKjiyile"  Bp3 6a3a  Ha  KjiMHMilKM  MCKycTBa.

• KapAMOTo"ii" rJ"Ko3MAM:  3roJieMyBafoe Ha rj"Ko3MAHMOT eq)eKT nopaAM

HaMariyBalbe Ha HMBOTo Ha  Kaj"yM
-Caiiype"HM/JiaKca"BM:  3roJieMeHa eKCKpeLiMja  Ha  I(aT"yM
-AH"AMja6e"LiM:  peAyKLiMja  Ha xMnoriiMKeMMCKMOT e¢eRT
-KyMapMHCKM AepMBa"  (opaJi"  aH"KoaryiiaHCKM):  aHTMKoaryjiaHTHMOT e¢eKT

Moxe 4a 6M4e pe4yHMpaH MJ" 3roJieMeH. AI(o 3eMaaT MCTOBpeMeHo, 4o3aTa Ha
aH"KoaryliaHcoT Moxe 4a Tpe6a 4a ce npMiiaro4M.

- HecTepoMA" aH"MHcpnaMaTop" JieKOBM (HCAMJI),  caJiMUMiia" M
MHAOMeTauMH:  3roJieMeH  pM3MK oA racTpOMHTec"Haji" yiiLiepaL+MM  M xeMOpa"M

- HeAenoiiapvi3MpauKM  MycKyJi"  peJiaKcaHTM:  MycKytiHaTa peiiaKcaLiMja Moke Aa

6M4e npojioH"paHa
-ATponrm M Apy" aHTMxo"Hep"L+M:  MoxHo e flonoTiHMTerlHo 3roiieMyBaibe Ha

MHTpaoKyiiapHMOT npMTMcoK
- rlpa3MKBaHTeii:  MOxeH e liaA Ha  KOHHeHTpauMjaTa  Ha  npa3MKBaHTeji 80  KPBTa
-XnopoKMH,  xMfipoKCMxjiopoKMH,  MecpjioKMH:  3rojieMeH  pM3MK oA MMolia"j.a,

KapAMOMMona"j.a
- cOMaTpO"H:  HaMajieH ecpeRT Ha cOMaTpO"H
-npo"pej"H: 3roiieMyBafoeTo Ha TSH Moke Aa 6MAe peAyL|MpaHo
-ECTpore"  (np.  cynpecopM  Ha oByiiauMja):  iioTiyxMBOTOT Ha  rjiyi{oKopTMKOMAMTe

Moxe Aa 6MAe npojioH"paH.  3aToa Moxe KiiMHMilKMTe ecpeK" on
riiyKOKop"KOMAMTe /]a  6MAaT 3rolieMeHM.

-AHTauMAM:  MoxHa e  HaMaJieHa  a6copnLiMja  Ha  npeAHM3ojioH  npM  MCTOBpeMeHa

ynoTpe6a Ha MarHe3MyM  M" aliyMMHMyM xM4poKCM4.  JleKOBMTe Tpe6a 4a ce
3eMaT Ha Toj  HaiMH  Li]To  BTopMOT Tpe6a Aa ce 3eMe nocrie 2 iiaca.

-CYP3A4-aKTMBMpailKM cy6cTaHLiM  KaKo pM¢aM"HMH,  a)e"TOMH,  Kap6aMa3e"H,

6ap6Mrypa"  M  ripMMMAOH  Moxe Aa  ro HaMaj" KopTMKOMAHMOT e¢eRT
- EcpenpMH: 3rojieMeHMOT MeTa6oJ"3aM Moxe Aa ja HaMa" ecpMKacHocTa Ha

rfiyKOKopTMKOMAMTe
-  rlpM  MCTOBpeMeH TpeTMaH  cO cyp3A-MHXM6MpailKM  cyncTaHUM  ,  BKJiyuyBajkM  npoM3BOAM  KOM

coApxaT Ko6MHMCTaT Ha  np.  KeTOKOHa3on  M  MTpaKOHa3oii,  e noBP3aHo co 3rojieMeH pM3MK AeKa Moxe

fla ce oileKyBaaT cMCTeMCKM  HecaKa" eq)eK".  KOM6MHaLiMjaTa Tpe6a Aa ce M36erHyBa,  ocBeH aKo ce
iipoL|e" 4eKa  KoPMCTa e noroJieMa o/I 3roJieMeHMOT PM3MK Bo o4Hoc Ha cMCTeMCKMTe Hecal(a"
eq)eK"  Ha KopTMKocTepoMAM.  Bo Toj ciiyilaj  naLiMeHTOT Tpe6a BHMMaTeriHo Aa ce ciieAM 3a nojaBa  Ha
HecaKa" eq)eRTM  Ha i{opTMKocTepoMAM.

-MMyHocynpecMBM:  3rojieMeHa  noAjioxHocT Ha  MHCpeKLiMM  M  MoxHo  BiioLijyBarbe

Mi" Ma"q)ecTauMja  Ha jiaTeHT"  MHcpeKLiMM.  Kaj  HMKiiocnopMH:  3roiieMyBatbe Ha
HMBOTo  Ha LiMKjiocnopMH  Bo KPBTa Moxe Aa ro 3roiieMaT PM3MKOT ofl Hepe6paJl"
KOHByJ13MM

-AKE  MHXM6MTopM:  3rojieMeH  pM3MK oA  npoMeHa  Ha  KPBHaTa  cjiMKa
-®TiyopoKMHojio":  3rojieMeH  pM3MK o4 nopeMeryBaiba  Ha TeTMBMTe.

B/"iaHMe BD3 MeToqMTe Ha McnMivBatbe:
Ko}KHMTe peaKL|MM  npM  ajieproTecTOBM  Mo}i{aT 4a  6M4aT cynpMMMpaHM.
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4.6 llnoAHocT, 6peMeHocT M iiai(TauMja

BDeMeHocT

3a BpeMe Ha 6peMeHocT, TpeTaMaHOT ce 3arioiiHyBa no npeTxoAHo aHajiM3a Ha oAHocoT

pM3MK/KOpMCT.  rlpM AoiiroTpaj.Ha riiyKoitopTMKOMAHa Tepa"ja 3a BpeMe Ha 6peMeHOcT He ce
MCKiiyile" nopeMeryBarba  80 pacTOT Ha cperycoT.  80 cTyflMM cO >KMBOTHM,  npeAHM3OiioHOT
npeAM3BMKyBa pacLren Ha  HemiaTa.  (BMAM 5.3). flMci{yTa6rmHo e nocToe+beTo Ha 3roiieMeH  pM3MK Ha

pa3Boj  Ha opajieH pacLien  Kaj iioBeilKM  a)eryc Bo onyuaj  npM TpeTMaH co riiyi{oKoP"KOMAM 3a BpeMe
Ha npBMOT TPMMecTap oA 6peMeHocTa.  Bo cnyilaj  Ha Tpe"aH  KOH  KpajoT Ha 6peMeHocTa nocTOM

pM3MK OA aTpOcpMja Ha cpeTaii"oT aflpeHajieH KOpTeKc M noTpe6Ha e 3aMecTMTeiiHa Tepa"ja Koja
Tpe6a Aa ce peAyL|Mpa  nocTeneHo Kaj  HOBopoAeHMTe.

floeLbe

rlpeA"3orioHOT IioMMHyBa  Bo MajiMHOTo MiieKo. flo fleHec He e no3HaTo AeKa  lipeflM3BMKyBa
oi]]TeryBarba Kaj HOBoporieHOTo.  Kai(o M Aa e iiei(oT Tpe6a fla ce iipenMLiJe 3a BpeMe Ha f]oeibeTo
caMo Bo HeonxoAHM onyiiaM. AKo ce noTpe6" BMcoKM flo3M 3apaflM 6onecT Aoeibero Tpe6a Aa ce
npeKMHe.

4.7 Eq)eRTM  Bp3 cnoco6HocTa 3a ynpaByBaibe co Bo3Mlia M MaLUMHM

fleKop"H X HeMa B"ja"e Bp3 cnoco6HOcTa 3a ynpaByBarbe co Bo3Mlia M MaLUM" rum pa6oTa 6e3
uBPCTa noAJ]ora.

4.8 Hecal{a" AejcTBa

xOpMOH 3aMeHMTeiiHa Tepa"ja:

PM3MKOT oA HecaKa" AejorBa e HM3oK aKo Ce npMMeHyBaaT npenopailaHMTe Ao3M.

®apMai{oiioiill{a Tepa"ja:

CTieA"Te HecaKa" AejcTBa,  KOM CTPoro 3aBMcaT oA Ao3aTa M BpeMeTpaerbeTo Ha Tepa"jaTa,
Mo)i{aT Aa ce nojaBaT.  Cnopen Toa  HMBHaTa q)peKcpeHL+Mja Moxe Aa He 6Mfle HaBeAeHa:

MHd)eKLIMM  M  MHd)ecTauMM

MacKMpaibe Ha MHq)eKi+MMTe,  Ma"CpecTaL+MjaTa, er3auep6aLMjaTa M" PeaK"BauMjaTa Ha
BMpyc"Te,  ra6Mu"Te,  6aRTepMCKrme,  napa3MTCKMTe KaKo M  onopTyHMCTMUKMTe MH¢eKi+rm,
aK"BauMja Ha cTpo"JloMAa3aTa  (BMAM 4.4).

KPB  M  nL"d)aTMilKM  cMCTeM

yMepeHa iieyKouMTo3a j"Mq)one"ja, eo3MHone"ja, nol"LirmeMMja.

MMVHojiouKM  cMCTeM

Aiiep"cKM  peaKLiMM  (np.  er3aHTeMa  npeAM3BMKaHa  oA rieKOBM),  TeuJKM  aHa¢MiiaK"HKM  peaKiiMM  KaKo
apM"Mja,  6poHxocna3aM,  xMnoTeH3Mja unM xMnepTeH3Mja,  ona6oor Ha LMPKyiiaLiMjaTa,  CpLieB yAap,
HapyLi]eH  MMyHojiou]KM  cMCTeM.

11



36MpeH  M3BeLJJTaj 3a oco6MHMTe Ha iieKOT

EHfloKDMHojiouKM 3a6oiivBatba
AfipeHajiHa eynpecMja M BOBeA 80 cushing-OB cMHApeM (""ii" cMMiiTOMM:  MeceiieBO iiMue,
roja3HocT Ha TpynoT M  rmeTopa-upBeH TeH).

MeTa6ol"3aM  M  noDeMeTVBaLbe Bo McxDaHaTa
peTeHL"j.a Ha HaTPMyM  M  ¢OpMMpaibe Ha OTOK,  3roiieMeHa eKCKpeLiMja  Ha ltai"yM  (cave:  apMTMMja),
3rorieMyBatoe Ha TejieciiaTa Te>Ki/iHa,  peAyKLiMja Ha  riiyK03HaTa TojiepaHLiMja, AMja6eTec MenMryc,
xMnepxoJiecTepoJieMMja M xMnepTPMr"LiepMAeMMja.  3roJleMeH alieTMT.

rlcMXMiaTDMCKM  noDeMeivBarba

flenpecMja,  MPMTa6MnHocT,  eydyopMja,  3roJieMyBaibe Ha HaroHMTe,  ncMxo3M,  Ma"ja,  xanyi+MHaLMM,
aq]eK"BHa na6rmHOcT,  aHitcM03HOcT,  nopeMeTyBaiba  Ha COHOT,  caMoy6MCTBa.

HeDBeH  cMCTeM
nceyAoryMOp Liepe6pM, Ma"cpecTauMja Ha JiaTeH"a e"JiencMja M 3roJieMeHa TeHAeHLiwia 3a
pa3Boj Ha HanaAM Kaj naLiMeH" co Ma"q)ec"a e"iiencMja.

oiiHM noDeMervBafoa
KaTapaKTa,  noce6Ho co 3a/]Ha cy6KancyiiapHa 3aMaTeHoCT,  riiayKOM,  er3aL+ep6aLiMja Ha cMMnTOMrme
Ha itopHeajieH yjiLiep,  BjioiljyBaibe Ha BMpycHure,  ra6MiiHrme M 6aKTepMCKMTe ow"  MH¢eKi+",
3aMarjieH  BMA  (BMAM AeJl 4.4.).

BacKvjiapHM  riopeMeTVBaiba
XMnepTeH3Mja,  3roiieMeH pM3MK o/I apTepMocKiiepo3a  M TPoM6o3a,  BacKyi"TMc (KaKo cMMmoM  Ha
MCKjiyiiyBaibe Ha rieKOT no AojiroTpaeH TpeTMaH), 3rojieMeHa KanrmapHa ¢pa"iiHocT.

racTOOMHTecTMHaTi"  3a6OiivBaiba:
rlerITi"eH yiiKyc,  racTpOMHTec"HajiHa xeMopa"ja, naHKpeaTM"c.

KO>KHM  M  noTito>KHM  TKMBHM  nooeMeTVBaiba:

Striae rubrae,  Ko>Kiia aTpod)Mja, TejiaH"eKTa3Mja,  iieTexMM,  eKXMMo3M,  xMnepTPMxo3M,  cTepoMfl"
aKHM,  po3aLieoBMAeH (iiepMopaiieH) flepMaTM"c,  npoMeHa Ha Ko>i{iiara ""eHaTLiMja.

MvcKvjiqcKeiieTi"  M cBD3iio TKMBi"  nopeMeTVBaiba:
MycKyjiHa aTpocPMja MrM cjia6ocT,  MMona"ja,  ocTeonopo3a tro3Ho 3aBMona,  Moke Aa ce nojaBM M
npM KpaTKOTpajHa ynoTpe6a),  acenTMHHa KOcKeHa  HeKp03a,  nopeMeTyBaLba  Ha Te"BMTe, TeHAMHMTMc,

pynrypa Ha TeTMBa M eiiraypaJiHa JiMnoMaTo3a, 3aocTaHaT pacT Kaj AeuaTa.

3a6eiieLUKa:  Bp3a penyKLiMja Ha Ao3aTa no AOJiroTpaeH TpeTMaH Moxe fla AOBeAe Ao nojaBa Ha
6oTiKM  Bo  MycKyi"Te  M  3rjio6oBMTe.

peHaiiHM  M ypMHap"  nopeMeTVBahoa
cKJiepoAepMaJiHa  peHaJiHa  KPM3a
Mefy pa3J"HHRTe cy6nonyiiaL+MM  nojaBaTa Ha cKiiepo4epMaJiHa  peHaiiHa KPM3a BapMpa.  HajroiieM

pM3MK e  iipMjaBeH  Kaj  nauMeH"  Co AMcpy3Ha  cMCTeMCKa cKTiepo3a.  Haj"3oK pM3MK e npMjaBeH  Kaj
naLiMeH." cO Orpa"ileHa cMCTeMCKa  cKiiep03a  (2%) M jyBeHrmHa cMCTeMCKa cKnep03a (1 %)

Penpo4vK"BeH  cMCTeM  M 4o_iKML
A6HopMaiiHa ceKpeLiMja Ha ceKc xopMOHMTe (pe3yii"pa co aMeHopea, xMp3y"3aM,
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36MpeH  M3BeLJiTaj 3a oco6MHMTe Ha TleKOT

onuj" noceMeTVBarba
oqJio}i{eHo 3a34paByBarbe Ha paHMTe

nDMiaBVBaibe  Ha cvcneRTHM  Hecai{aHM  Deai{uMM
Ba}Kiio e npMjaByBaibe Ha CycneKTHMTe HecaKa" eq)eK"  no aBTopM3aLiMja  Ha MeAMLiMHCKMOT
npenapaT.  Co Toa ce oBo3Mo}KyBa  MOHuropMHr Ha KoPMCT/PM3MK ed)eKTOT Ha caMMOT npenapaT.
3ApaBCTBeHrme pa6o"MliM ce MojiaT Aa " npMjaBaT  Crme cycneKTHM HecaKa" peaKurm Ha
oneAHaTa aApeca:

HaLiMOHaiieH  HeHTap 3a cpapMar(oBM"naHHa Ha PM
AreHLiMja  3a riet(OBM  M  MeAMLiMHCKM  cpeACTBa

yii.  CB.  KMPMli  M  MeTonMj  6p.54,  KaT  1
1000 CKonje,  MaKeAo"ja
(Be6-cTpaHa:  http://malmed.gov. ink)

4.91lpe4o3MpaLbe

CMMriTOMM

He ce no3Ha" cnyilaM Ha npeAo3Mparbe co npeAHM3oJioH.  npM npeflo3Mpafoe Moxe Aa ce nojaBaT
3rojieMe" HecaKa" ed)eK" (BMflM 4.8) oco6eHo Ha eHAOKPMHMOT cMCTeM,  MeTa6oi"3MOT M
eiieKTpo"THMOT 6anaHc.

Tepa"ja
He e no3HaT aHTMAOT Ha  npeqHM3oJioHOT.

5. ®APMAKOJIOLIJKM  KAPAKTEPMCTMKM

5.1  ®apMai{o4MHaMci{M  i{apaitTepMCTMi{M

riiyKOKOp"KOMA, ATLi KOA:  H  o2 A 8 o6

rlpeAH03OiioHOT e Heq)JiyopMpaH  rJiyKOKOpTMKOMA 3a cMCTeMCKa Tepanwia,  Koja Bi"jae Ha
MeTa6oj"3MOT Ha peiMCM  cMTe TKMBa,  Bo 3aBMCHoCT oA Ao3aTa.  OA ¢M3MOJloui(M acneKT,  OBoj ed)eKT
e oA BMTaiiHo 3Haiieibe 3a  ofip>KyBafoe Ha xoMeocTa3aTa  Bo opraHM3MOT npM  MMpyBatt,e Mi"  Hanop,
i{ai(o  M  3a  peryiiauMja  Ha  aKTMBHOcTa  Ha  MMyHojionKMOT cMCTeM.

Bo ciiyHaj  Ha cjia6ocT MjiM  MHcy¢MLiMeHLiMja  Ha aApeHajiHMOT KopTel{C,  npeAHM3oJioHOT Moke Aa ro
cyncTMryMpa eHAoreHMOT xMApoKopTM3oH.  Toj  BJ"jae Ha MeTa6oj"3MOT Ha jar+ie" xMApaTM,
npoTeM"  M  MacTM.  EdyeRTOT Ha  oKoiiy 5  mg  npeAHM3oJioH  e eKBMBajieHTeH  Ha  20  mg xMApoKopTM3oH.
KaKo  nocjieAMLia  Ha  ciia6MOT MMHepaJioKopTMKOMAeH  eq)eKT Ha  npefiHM3oTioHOT,  noHeKorai]]  nocTOM
noTpe6a 3a AonoriHMTeiiHa Tepa"ja co MMHepaTioKopTMKOMAM  KaKo cyricTMryLiMOHa Tepa"ja Bo
CJiyiiaj  Ha aApeHoitopTMKajiHa ciia6ocT.

Bo ciiyiiaj  Ha aApeHoreHMTatieH  CMHApoM,  npeAHM30JioHOT ro MeHyBa I(opTM3oiioT I(oj  HeAoCTacyBa
nopaAM  eH3MMCKM /]ecpeKT M  ro  MHXM6Mpa  npeKyMepHOTo co3fiaBaH>e KopTMi(oTpo"H  Bo
nMTyMTapHaTa }Kiie3fla  KaKo  M  aHflporeHMTe  Bo aApeHajiHMOT KoPTeKC. floKonKy eH3MMCKMOT Aeq)eKT
MCTa  TaKa  Bi"jae  M  Ha  cMHTe3aTa  Ha  MMHepaiioKOpTMKOM4M,  HeMMHOBHa e  HMBHa
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36MpeH M3BeLLITaj 3a oco6MHMTe Ha iieKOT

floKOTiry ce j]aBaaT noBMcoKM Ao3M  Ha npeAHM3ojioH  Bo oflHoc Ha cyncTMryLiMOHaTa,  Torau ce jaByBa
6p3 aH"¢jio"c"uKM (aH"eKcyAa"BeH M aH"npo]"¢epa"BeH) M oAiioxeH MMyHocynpecMBeH
eq)eKT.  Ja  MHXM6Mpa  xeMOTaKcaTa  M  aKTMBHocTa  Ha  KTieTKMTe  Ha  MMyHoiioLi]KMOT cMCTeM,  KaKo  M
ociio6oAyBarbeTo  M  ecpeKTOT Ha  MeAMjaTopMTe  Ha  MHcpjiaMaTop"Te M  MMyHoiioLi]KMTe peaKUMM,  Ha
np.  iiM3o3oMajiHM  eH3MMM,  npocTarJiaHAMHM  M JleyKOTPMeHM.  Bo  CJlyilaj.  Ha 6PoHXMjaJIHa  oncTpyKuwia,
eq)eKTOT Ha 6poHxoAMnaTaTop"Te 6eTaMMMe"LiM   ce noTeHL|Mpa (Ao3BoneH ecbeRT). flonroTpajHa
Tepa"ja  cO  BMcOKM Ao3M  BofiM  KOH  MHBOJiyLiMja  Ha  MMyHOJioLLiKMOT cMCTeM  M  aApeHajiHMOT KOpTeKc.

MMHeparloTpon"oT eq)eKT I(oj  ro MMa xMAPoKoPTM3oH  M AeTeK"6rmHMOT Ha npeAHM3oiioH  Moxe Aa
6apa  noTpe6a qu MOHMTopMHr Ha cepyMCKMTe eiieKTpoj"TM.
EcpeKTOT Ha  npeAHM3olioH  Bo cjiyilaj  Ha  oncTpyKLiMja  Ha AMLLiHMTe iiaTLi]Ta ce 3acHOBa  Ha  MHXM6MUMja
Ha MHcpiiaMaTop"Te npoL+ecM,  CynpecMja M"  npeBeHLiMja oA nojaBa  Ha efleM  Ha MyKo3aTa,
MHXM6MUMja  Ha  6pOHXMjaiiHaTa  OncTpyKLiMja,  MHXM6MUMja  MJ"  penyi{LiMja  Ha  MyK03HaTa  npoAyKHMja,
KaKO  M  peAyKLiMja  Ha  MyKo3HaTa  BMCKo3HocT.  oBMe ecpeK"  ce /]OlixaT Ha  cjieAHMTe MexaHM3MM:
HaMaiiyBaibe Ha npoliycTnMBocTa Ha  KPBHMTe caAOBM  M cTa6Mi"3aLiMja Ha  MeM6paHaTa,
HopMai"3MpaH  oAroBop Ha 6poHXMjan"Te MycKyi"  KOH  P2-cMMnaTOMMMe"LiM,  Koj e peAyLiMpaH
KaKo pe3ytiTaT Ha nocTojaHa ynoTpe6a,  ocjia6yBabe Ha TMn I  peaKL|Mja of| BTopaTa HeAeJia oA
noiieTOKOT Ha Tepa"jaTa.

5.2 ®apMaKol{MHeTcl{M KapaKTepMc"im

no OpaiiHa aAMM"cTpaLiiria,  npeAHM3OiioHOT ce ancop6Mpa 6p3O  M cKOpO  80 LieiiocT,  cO LUTO
MaKCMMajiHaTa cepyMCKa  KOHLieHTpaLiiria ce rioc"rHyBa Bo TeK Ha  1  Ao 2 ilaca.  PeBep3M6MjiHo ce
Bp3yBa 3a TpaHCKopTMH  M  ali6yMMHOT Bo  niia3MaTa.
rlpeq"3oiioHOT ce MeTa6oi"3Mpa Bo HajrolieM Aeji Bo LipHMOT Apo6 co riiyKopo"+]aLiMja (oKoiiy 7o
%)  M cyiiq)aTaLiMja  (oKony 30%).
rlocTOM  M  napLiMjanHa  KOHBep3Mja  Bo  11 P,  17  P-AMXMqpoKCMaHApocTa-1,4-flMeH-3-oH  M  1,4-
nperHaAMeH-20-oJl.
MeTa6oj""Te ce xopMOHaiiHo MHaKTMB" M Bo HajroiieMa Mepa ce eKCKpeTMpaaT npeKy 6y6pe3M.
CaMo MMHMMaiieH den  Ha  npe4HM3oiioH ce jaByBa  Bo ypMHaTa  KaKo  HenpoMeHeT.  BpeMe Ha njia3Ma
noiiyejii"MHaL+Mja e 3 ilaca.  Toa ce npoiioH"pa Kaj TeLUKM ciiyilaM  Ha xenapHa AMccpyHitLiMja.
BpeMeTo Ha AejcTBO Ha  npeAHM3oJloHOT e noAOJlr oA HeroBOTO PeTeHUMOHo BpeMe Bo CepyM, Toa e
18 Ao 36 iiaca Bo cpeAHo-Ao3axeH paHr.

EMoiiacnoiioxMBocT

AncoiiyTHa 6MopacnoiioxMBocT

rlo opaiiHa aAMM"cTapLiMja,  npeAHM3oJioHOT ce ancop6Mpa 6p3o M cKopo Bo HejiocT,  noc"rHyBajRM

ja Mai(cMMajiHaTa cepyMCKa  KOHLieHTpaLiMja 3a efleH /]o ABa ilaca.
Bo paHfloMM3MpaHa flBojHO  BKPcTeHa  CryflMja 3a oApeAyBalbe Ha alicoiiyTHaTa 6MopacnoiioxMBocT
M3BeAeHa Bo  1993 roAMHa  Ha  12 3f]paBM  MaLi]KM  BOJioHTepM,  eAHa Ta6iieTa flei(op"H X 20 mg
3eMeHa opajiHo e cnpeAyBaHa co 25 mg  npeAHM3ojioH 21-xeMMcyKLiMHaT HaTPMyM  (=18.7 mg
npeA"3oJioH) AaAeH MHTpaBeHo3Ho KaKo eAHa aMnyJia Ha CoJiy-fleKop"H X 25 mg (pecpepeHLia);
Ta6jieTaTa e 3eMeHa HayTpo no CTaHAapAeH nojaAOK.

fl06Me" Ce ciieAHMTe pe3yiiTaTM:
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36MpeH  M3BeLUTaj 3a oco6MHMTe Ha iieKOT

napaMeTPM J]e,(Op"H    X    20 PedyepeHua
mgmg (Cony-Eel(op"H X 25 mg)323.6(70.0)*

MaitcMMaiiHa  KOHLieHTpauMja  Bo  njia3Ma 253.9 (28.5)
(Cmax)  [n8/ml]
BpeMe Ha noc"rHyBaLbe Ha  MaKCMMajiHa 1.83  (1.10) 0.24 (0.09)
KOHL|eHTpaL|M]a  80 tmax  [h]

noBpuMHa  nod KPMBaTa  KOHLieHTpaL+Mja-BpeMe 1593 (326) 1439 (386)
[h x ng/ml]
AncoiiyTHa 6MopacnoiioxMBocT 106  (0.17) 913 (300)
Fabs  [O/o]

*5 MMHy" rio MHj.eK"paibe

(AaAe"Te BpeAHoC" Ce CpeA" BpeAHoC" M CTaHflapA" AeBMjaLiMM)
Bp3 ocHOBa Ha cnopeA6a Ha MHflMBMAyaJiHMTe noBPL"" AUC iiepopaTiHo / AUC i"TpaBeHo3Ho,
KopeRTMBHa Ao3a Ha ancoiiyTHa  6MopacnoJioxMBocT e Bo npoceK  106%  co  paHr Ha  BapMjaLiMja oA
86%-1340/o.

Statistical method Parameter Point estimator 90% confidence interval
AINfJNAin AUC 104.73 95.90 -114.38

CV-ANOVAOLieHKa  Ha  MHTpaMHAMBMAyJia"  BapMjaLiMM  Ha  BpeAHocTMTe Ha  lipeAHM3oiioH  Ha  13.08%
3a AUC.
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PenaTMBHa 6i4opacnonoxMBocT

PeiiaTMBHa 6MopacnoiioxMBocT / 6MoeKBMBajieHTHocT  1  mg  Hacnpo" 5 mg.
Bo PaH40MM3MpaHa  BKPCTeHa  cryAMja 3a o4Pe4yBarbe Ha  peJiaTMBHaTa 6MopacnojioxMBocT /
6MoeKBMBaneHTHocT M3BefieHa  Bo  1990 ro4MHa Ha  12 MaLJJKM  BojioHTepM,  5 Ta6jie" 4eKop"H X  1
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mg ce cnopeAyBa" co eAHa Ta6lleTa fleKop"H X 5 mg KaKo pecpepeHLia: Ta6iieTMTe ce 3eMe"
HayTpo co CTaHAapAeH  noj.aAOK.

flo6MeHM Ce cJleAHMTe pe3yriTa" 3a  npeAHM3oiioHOT:

napaMeTPM 5 x flel{op"H X 1  mg flel{op"H X  5 mg

MaitcMMajiHa  KOHLieHTpauMja  Bo  njia3Ma 133 (19) 146 (23)
(Cmax)  [n8/ml]
BpeMe Ha noc"rHyBarbe Ha MaKCMMaiiHa 1.23  (1.28) 1.23  (1.16)
KOHueHTpaLLMja  Bo  nJia3Ma
tmax  [h]

rloBPLumua  nofl itpMBaTa  KOHLieHTpauMja-BpeMe 791  (138) 913 (300)
[h x ng/ml]

(Aa/]e"Te BpeAHoC" Ce cpeA"  BpeAHoC" M cTaHAapAHMTe AeBMjauMM)

Bp3 ocHOBa Ha cnopeA6a  Ha  MHAMBMAyaJIHMTe AUC,  CpeAHaTa  peiiaTMBHa 6MopacnoiioxMBocT Ha
npeAHM3oJioH e 85%.

Statistical method Parameter Point estimator 90°/a confidence interval
AINON A in AUC 86.97 77. 03-98.19
AINfJNA`in Cmax 91.08 81.09-102.29

CV-ANOVA 3a  npoueHyBaibe  Ha  MHTpaMHAMBMAyaJIHMTe  BapMjaL+MM  Ha  BpeAHocTMTe Ha  npeAHM3ojioH
co  17.31% 3a AUC  M 3a  15.70% 3a Cmax.

PenaTMBHa 6MopacnonoxMBocT / 6Moel{BMBaiieHTHocT 5 mg Hacnpo" 20 mg

Bo PaHAOMM3MpaHa AB0jHo  Bi(PCTeHa  cryflMi.a 3a oApeAyBafoe Ha peJiaTMBHa 6MopacnoiioxMBocT /
6MoeKBMBaneHTHocT M3Be/]eHa  Bo  1992  roAMHa  Ha  12 34paBM  MaLLIKM  BoiioHTepM,1  Ta6jieTa  Ha

fleKop"H X 20 mg ce cnopeAyBa co 4 Ta6Jie" Ha fleKopTrm X 5 mg KaKo pea)epHua: Ta6JleTMTe ce
3eMaaT HayTpo co cTaHAapAeH  nojaAOK.

flo6Me" Ce cJleAHMTe Pe3yJITa" 3a  npeAHM3oJioHOT:



36L4peH M3BeuTaj 3a oco6MHMTe Ha JieKOT

Bp3 ocHOBa  Ha cnopeA6a  Ha  MHAMBMAyaJiHMTe AUC,  cpeAHaTa  pejiaTMBHa 6MopacnoiioxMBocT Ha
npeAHM3oiioH e 108%.

Statistical method Parameter Point estimator 90°/o confidence interval
AINf JN A in AUC 107.65 98.43-117.75
AINON A` in Cmax 103.01 95.40-111.21

CV-ANOVA 3a npoLieHyBaibe Ha  MHTpaMHAMBMflyaJi" BapMjaL+"  Ha BpeAHocTMTe npefiHM3oiioH co
12.38% 3a AUC  M 3a  11.88% 3a Cmax.

lliia3Ma HMBoa Ha npe4HM3oiioH

0             2             4             6             8            10           12           14           16           18          20          22          24

Hours aifer intake

PenaTMBHa 6MopacnonoxMBocT / 6Moei{BMBaneHua 5 mg Hacnpo" 10 mg

CryflMja 3a 6MopacnoJioxMBocT M3fiaAeHa  Bo  1999 roAMHa co BrmyHe"  16 3ApaBM iiMLia MM 6Miie

fLaBa" 1  Ta6!ieTa flei{op"H X 10 mg cnopeAeHa co 2 Ta6Jle" fleKop"H X 5 mg (pea)epeHua);
flo6Me" ce ciieAHMTe pe3yfiTaTM:
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36MpeH  M3BeLUTaj 3a oco6MHMTe Ha iieKOT

napaMeTPM 1  Ta6J|. 2 Ta6ii. J]eKop"H X 5
flel{op"H X 10mg mg

MaKCMMajiHa  KOHHeHTpaLiMja  Bo  njia3Ma 224.4 +/- 29.4 242.1  +/-25.3
(Cmax)  [ng/ml]
BpeMe Ha noc"rHyBarbe  Ha  MaKCMMajiHa 1.132 +/-0. 5 OJ7  +I-0.2:3
KOHL+eHTpaLiMj.a  80  niia3Ma
tmax  [h]

rloBpuMHa  nqu KPMBaTa  KOHHeHTpaL+Mja-BpeMe 1001.4 +/-131.8 1132.8 +/-139.7
[h x ng/ml]

(flafle"Te BpeAHOC" Ce CpeA" BpeflHoC" M cTaHAapA" AeBMjaLi")

flo6Me"  KPMBM  Ha cpeAHa  nJia3Ma  KOHL|eHTpaLiwia no aAMM"cTpaLiMja  Ha fleKop"H X 5 mg  M  10 mg

3                 S                 S                *a               i s               18               ffi

StLfrSd©n na€It Einnahm©

[hStlrg after intakeE

5.3 TlpenrmMHMvi{M cMrypHOc"  no/]aTOuM

npeTunM"uKMTe noAaTOLiM Ka}KyBaaT AeKa HeMa noce6" onacHoc" Kaj jiyfeTo 6a3Mpa" Ha
KOHBeHUMOHaJi" cryAMM  3a a)apMaKoiiouKa 6e36eAHocT, Ao3Ho-noBTopeHa TOKCMilHocT,

penpoAyK"BHa TOKCMHHoCT,  reHOTOKCMiiHocT M  I(apLiMHoreH  rioTeHLiMjaji.
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36MpeH  M3BeLUTaj 3a oco6MHMTe Ha iieKOT

AityTHa TOKCMLiHOcT

Bo cryAMMTe 3a  aKyTHa TOKCMiiHocT Ha  npeAHM3ojioH  Kaj  cTaopLiM  LD5o  (cMPITa  HacTaHyBa  Bo  npBMTe
7 AeHa)  no eflMHCTBeHa Ao3a e 240 mg npeAHM3orioH /kg TeiiecHa TexMHa.

cy6xpOHMVHa/xpOHMLiHa Toi{cMLiHOcT

3a6eiiexa" ce lipoMe" Ha JlaHrepxaHCoBMTe ocTPoBLia Kaj CTaopuM now onTMilKM M eiieKTPoHCKM
MMKpocKon Ilo AHeBHa MHTpariepMTOHeaJIHa aAMM"cTpauMja Ha 33 mg/kg TejiecHa TexMHa
npeAHM3ojioH  Bo TeK Ha 7 Ao  14 AeHa.  Kaj 3ajaHM,  MHflyLiMpaHo e eKcnepMMeHTariHo oLi]TeryBahe Ha
LipHMOT 4po6 no AHeBHa a4MM"cTpaL|Mja Ha /]o3a on 2 4o 3 mg/kg TeiiecHa TexMHa Bo TeK Ha 2 Ao 4
HeAejiM. XMCTOTOKCMilHMOT eq)eKT Bo CMMciia Ha MycKyjiapHa HeKpo3a ce 3a6enexa" no Hei(oiiKy
HeAejiHa aAMrmMCTpaLiMja  Ha  0.5 Ao 5 mg/kg TeiiecHa TexMHa Kaj  rBMHea cBMibM  M 4 mg/kg TeiiecHa
TexMHa  Kaj  Ky"H>a.

MyTareHocT M  KaHL+eporeHoCT

rlocToeHKMTe cryflMM 3a  riiyKOKopTMKOMAM  He  noKaxyBaaT pejieBaHT"  KjiMHMilKM  reHOTOKCMilKM

cBojcTBa.

Penpo4yRTMBHa Toi{cMtiHocT

EKcnepMMeH" M3BPLi]e" Ha rjiyBUM,  3aMoPHMH>a M 3ajauM,  Pe3yii"paaT co nojaBa Ha PacHen  Ha
HenHeTo npeAM3BMKaHo oA npeAHM3ojioH.  rlo napeHTepaJIHa anJ"KaLiMja  Ha npeAHM3oiioH Kaj
cTaopLiM, ce jaByBaaT 6na" aHOMajiMM Ha HepenoT,  BMi"LiaTa M ja3MKOT.  3a6enexa" ce
HapyLi]yBarba  Ha  MHTpayTepMHMOT pacT (BMAM 4.6).

npoiioH"paHa aAMrmMCTpaL+Mja Ha BMcoKM Ao3M Ha  npeAHM3oiioH (3o mg/AeH  HajMaJiKy 4  HeAeJ"),
npeAM3BMKyBa  peBep3M6Mji"  nopeMeryBait>a  Ha cnepMaToreHe3aTa,  KOM TpaaT Hei(ojii(y MeceLiM  no
npeKMHOT Ha Tepa"jaTa.

6. 4PyrM ®APMAUEBTcr(M noqATOHM

6.1  JIMCTa  Ha el{cLiMnMeHCM

MarHe3MyM  cTeapaT (Ph.Eur.),  KojioMAajieH cMj"LiMyM AMoi(cM/I (Ph.Eur.),  cKPo6eH HaTPMyM  r"KojiaT

(type C,  Ph.Eur.),  xMnpoMejio3a  (Ph.Eur.), TaiiK (Ph.Eur.), jiaiITo3a MOHoxMApaT (Ph.Eur.),  niieHKapeH
cKpo6  (Ph.Eur.).

6.2  MHI{oMnaTM6MnMM

He nocTojaT.

6.3 POK Ha ynoTpe6a

3 r04M"
He ro ynoTpe6yBajTe npenapaTOT no MCTeKyBabe Ha POKOT Ha ynoTpe6a.
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6,4 CneL+MjaiiHM yclioBM  Ha  LiyBaibe

JleKOT ce iiyBa Ha TeMneparypa Ao 25° C.

6.5 flo3ax" q)OPMM  M  roTieMMHa Ha  nal{yBaibe

fleKop"H X 5 mg Ta6iie"
rlBL+ 6j"cTep naKyBatbe M iioitpMBHa ajiyMMHMyMclta ¢oi"ja
20 Ta6jieTM

fleKop"H X 20 mg Ta6jie"
rlBu 6i"cTep naKyBatbe  M  noKPMBHa ajiyMMHMyMCKa q]or"ja
50 Ta6jieTM

fleKop"H X 50 mg Ta6jie"
rlBH 6J"cTep naKyBarbe  M  noKPMBHa aiiyMMHMyMCKa a)o]"j.a
50 Ta6jieTM

6.6 noce6HM Mepm Ha npeTna3i"BocT 3a oTCTpaHyBaibe

HeMa noce6" 6apalba.

7. HocMTen Ha oAo6pe"e 3a cTaBaibe Bo npoMeT

BApyc Aooeii- CKonje
yri. „CKy"" 6p. 57
1000 CKonje,  P. MaKeAo"ja

8. PeueHMe 3a o/]o6peHMe 3a cTaBaibe Ha iiel{oT Bo npoMeT

fleKop"H X 5 mg Ta6JieTM:  15-4107/14 oA 06.11.2014
fleKop"H X 20 mg Ta6Jie":  15-4108/14 o/I 13.11.2014
HeKop"H X 50 mg Ta6jieTM:  15-4109/14 oA 13.11.2014

9. flaTyM Ha o/]o6pe"e 3a cTaBalbe Bo npoMeT / o6HOBa Ha oAo6pe"e 3a cTaBaibe Bo
npoMeT

fleKop"H X 5 mg Ta6neTM:  03.10.1989 / 01.10.2002 / 30.06.2009/ 06.11.2014
fleKop"H X 20 mg Ta6jieTM:  03.10.1989 / 01.10.2002 / 30.06.2009/ 13.11.2014
fleKop"H X 50 mg Ta6neTM:  03.10.1989 / 01.10.2002 / 30.06.2009/ 13.11.2014

10. flaTyM  Ha  peBM3Mja  Ha Tei{cTOT

12.  2018

11. 3a'KOHcl{a  I{aTeropMja

JleKOT Moxe 4a.Ce M34aBa  CaMo CO jieKapcKM  peHenT (P).
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