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3BMPEH M3BELLITAJ 3A OCOEMHMTE HA JIEKOT

1.            MME  HA JIEKOT

MABEHKJIAl] 10 mg, Ta6Jie"

2.           KBAnMTATMBEH  M  KBAHTMTATMBEH CocTAB

CeKoja Ta6neTa coflp>KM  10 mg rmaAPM6MH (cladribine).

EKCL"nMeHCM co no3Haro 4eierBo
CeKoja Ta6neTa coAp>KM 64 mg cop6rmoJi.

3a  LieJiocHa JIMCTa  Ha  eKCLiMnMeHCM,  BMAM fleJl 6.1.

3.           ®APMAL|EBTCKA ®OPMA

Ta6iieTa.

Beiia,  oKpyrJia, 6MKOHBeKCHa Ta6JieTa co /]MjaMeTap oA 8.5 in
eAHaTa CTpaHa M "10" Ha ApyraTa cTpaHa.

4.            KJIMHMIIKM  KAPAKTEPMCTMKM

4.1          TepaneRTci(M  i4ii/]MKaL+MM

MABEHKJIAfl e MHAMLiMpaH 3a iieKyBaibe Ha Bo3pac" naHMeH" co   BMcoKo aK"BHa
peJianona MyJi"ma cKliepo3a (MS)  itaKo Li]To e Aeq)M"paHa Bp3 ocHOBa Ha tonMHMi+KM
MonMTyBaiba MJ"  onMMarba  (BM[]M Ben 5.1 )

4.2         f]o3i4paibe i4 HaLiMH Ha ani"KaL+Mja

Tepar"jaTa co MABEHKJIAq Tpe6a /]a 6MAe MHMLiMpaHa M Ha6jbyAyBaHa nod KOHTpoiia Ha
JieKap Koj e MCKyceH  Bo Jiei(yBaLbe Ha Myli"iiiia cKJiepo3a.

4o3MDaibe

rlpenopailaHaTa KyMyiia"BHa Ao3a Ha MABEHl{JIAl] e 3.5 mgMg Teiieciia Te>KMHa Bo TeKOT
Ha 2 roAMHM,  Koja ce aAMMHMCITPMpa KaKo efieH Tepa"cKM  L"KTiyc on  1.75 mg/kg  rof"uJHo.
Cei(oj TepanMcl(M L"KJlyc ce cocTOM ofl 2 HeAeJi" Tepa"cKM L+MKJiycM,  eAeH  Ha noueTOKOT
Ha  npBMOT MeceL| M eAeH  Ha noueTOKOT oA BTOPMOT MeceH 0A coo4BeTHaTa TepanMCKa
roAMHa.
CeKoj  HeAeJleH TepanMCKM  L|MKJiyc Ce cocTOM oA 4  M"  5 AeHa  Bo KOM  naLiMeHTOT npMMa  10
mg 4o 20 mg (1  Ao 2 Ta6Jie"),  KaKo eAMHeilHa 4HeBHa 4o3a, 3aBMono on TeiieonaTa
Te}KMHa. 3a noBeke AeTaJ" norJieAHeTe " Ta6enure  1  M 2,  noAOJiy.

Ilo 3aBPLLiyBart,eTO Ha 2 TepanMCKM  LiMKTiycM,  He e noTpe6Ha noHaTaMOLLIHa Tepa"ja cO
unaj]pM6MH Bo roAM"Te 3 M 4 (BM/]M qen 5.1).  noBTopHo 3anouHyBafoe Ha Tepa"jaTa no 4
roAMHM  He e  McnMTaHo.
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KDumeDuvMu 3a 3anoHHv8albe u nDo6o"{v8aH>e Ha meDanuiama

BpojoT Ha J"Md)oL+rmM Mopa Aa e:
•      HopManeH npe4 3anoiJHyBaibe Ha TpeTMaH co MABEHKJIA4 Bo npBaTa ro4MHa.
•     HajManKy 800 Kne"/mm3 npeA 3anoHHyBabe Ha Tpe"aH co MABEHKJIAI Bo

BTopaTa ro4MHa
floKotiKy e noTpe6Ho, Tepa"cKMOT Kypc 3a BTopaTa rofiMHa Mo)i{e Aa ce omo>m Ao 6
MeceuM, 3a Aa ce A03BOJ" OnopaByBLbe Ha J"MCpoi+M"Te. floKOJiKy oBa onopaByBaibe
Tpae noAOJlro oA 6 MeceL|M,  Hal+MeHTOT He Tpe6a Aa npMMa MABEHl{JIAfl noBeke.

Llucml3u6vuuia Ha Oo3a

flMCTPM6yL"jaTa Ha TOTariHaTa Ao3a Bo TeK Ha 2 roAM" qq Tepa"jaTa e AaAeHa Bo
Ta6eiia  1.  3a HeKOM  paHroBM Ha TeiiecHa Te}KMHa,  6pojoT Ha Ta6rle"  Mo}Kie Aa ce

pa3J"KyBa oA eflHa HeAeJla Ha Tepanwia Ao Apyra.  ynoTpe6aTa Ha opaJleH unaAPM6ilH tcaj
naLiMeH" KOM ce co noMaJia TeJiecHa Te>i{una qq 40 kg  He e MonMTaHa.

Ta6ena 1. J]o3a Ha MABEHKJIAJ] no TepanMcra He/]eJia cnopen TeJiecHa Te]KMHa Ha
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rlponyu]TeHa /]o3a Tpe6a Aa ce 3eMe u]TOM ke ce ce"Te,  MCTMOT /]eH cnopeA paonopeAOT
Ha Tepa"jaTa.
rlponyuiTeHaTa Ao3a He cMee Aa ce 3eMa 3ae4Ho co one4HaTa 4o3a,  oneAHMOT AeH.  Bo
onyuaj Ha nponyuJTeHa A03a,  nauMeHTOT Tpe6a Aa npoAOJl}KM co Ao3aTa iiJlaHMpaHa 3a
oneAHMOT /]eH M noToa Aa ro 3roJieMM 6PojoT Ha 4eHOBM 3a neKyBaLbe Bo Taa  He4eria.
floi{OJiny ce nponyuJTaT ABa nooneAOBaTeJi" AeHOBM,  Ba>KM  MCTOTo npaBMiio,  M 6pQjoT Ha
AeHOBM Bo TepanMCKaTa HeAeJla ce 3roJieMyBa 3a ABa 4eHa,

Mcmo8DeMeHa vnomDe6a co ODvau oDaJiHu J]eKo8u

Ce npenopaliyBa anMM"cTpaLiMjaTa Ha 6Miio Koj Apyr opaJieH  MefiML"HCM  npoM3BOA fla ce
OABOM on a/]MrmMCTpai+MjaTa Ha MABEHKJIAq 3a HajMaiiKy 3 i+aca 3a BpeMe Ha
orpaHMiieHMOT 6poj  Ha AeHOBM 3a aAMM"orpaLMja Ha  rmaAPM6MH  (BMAM den 4.5)

r]oce6Hu nonviTauuu
iiilrmi

Bv6DexH u HaDvlJJv8alba

He ce M3Bene" fleAMHMpa" cTyAMM Kaj  naLiMeH" co 6y6pe}KHM  HapyLi]

Kaj naLiMeH" co cJia6M 6y6pex" HapyLiJyBarba (Kpea""H rmMpeHc 60
ce cMeTa 3a noTpe6Ho Aa ce HanpaBM npMJiaroAyBaibe Ha Ao3aTa (BMAM

Be36efiHocTa M ecpMKacHocTa Kaj naL|MeH" Co yMepe" Ao cepMo3" 6y6
HapyLiJyBarba He e yTBPAeHa.  Cnope/I Toa MABEHKJIAfl e KOHTpai"AML|Mpa
Hal+MeH"  (BMAM Aerl 4.3).

HIT s,,KuP +  +

xenamanHu HaDvuiv8aHb_a_

He ce M3BeAe" cTyflMM Kaj naLuneH" co xenaTaii" Hapyi]jyBarba.
MaKo Ba}I{iiocTa Ha xenaTaJiHMTe a)yHKL"M 3a eiii"MHaLMjaTa Ha rmaAPM6MHOT ce CMeTa 3a
3aHeMapi"Ba (BMAM fleii 5.2),  Bo oAcycTBo Ha noAaTOL", ynoTpe6aTa Ha MABEHKJIAH He
ce npenopaiiyBa Kaj naiiMeH" co yMepe" Ao cepMo3" xenaTaJi" HapyilJyBaiba (Child-
Pugh  oL+eHKa > 6).

reDuiamDucKa non_ynauuia

LdrMHM+KMTe 'dyAMM co opaTieH  KnaAPM6MH  Bo  MC  He BIouyilyBajie  naHMeH"  HaA 65
ro4MUHa. fo3pacT, cnopen Toa He e no3HaTo Aai" "e 6M o4roBapaiie noMHaKy Ha
TepaT"jaTa On 'noMJiapure naLqueHTM.
Ce npenopailyBa npeTna3i"BocT Kora MABEHKJIAfl ce KopMc" Kaj nocTapM naHMeH",
3eMajtw ja Bo npeABMq M noTeHL"jajiHo 3roiieMeHaTa cppeKBeHHMja Ha HaMarieHa
xenaTaiiHa  M 6y6pe>Kiia ¢yHKL"ja,  KOHKOMMTaiiTi" 3a6oliyBaiba M flpy"  MeflML+MHCKM
Tepa"M Kaj oBaa nonynauMja.

ne6uiamDucKa nonvna_±±!±ja

Be36eAHocTa M ed)MKacHocTa Ha MABEHKJIAfl Kaj naLiMeH" nofl 18 roAM" cTapocT He e
yTBPAeHa.  HeMa AoCTan" noAaTOLM.

MeTo4 Ha a4MM"cTDaL"ia

MABEHKJIA;I e HaMeHer 3a opaJiHa ynoTpe6a. Ta6ne"Te Mopa Aa ce 3eMaaT co BOAa,  M
Aa ce nporoJiTaaT 6e3 LIBaKaibe. Ta6Jie"Te Mo)Ice Aa ce 3eMaaT He3aBMouo ofl BHecoT Ha
xpaHa.
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BMAejkM Ta6Jie"Te He ce o6Jioxe", "e Mopa Aa ce nporoiiTaaT BeAHau oTKaKo Re ce
M3Ba4aT on 6"cTep-naKyBaH>eTo M He cMee Aa ce ocTaBaaT M3iioxe" Ha noBPLliM" Mi"
co HMB Aa ce paKyBa no/]oJiro BpeMe on Toa LLiTo e noTpe6Ho 3a 4o3MpaLbe. AOKonKy
Ta6neTaTa ce ocTaBM Ha noBPLi"Ha,  MrM AOKoiiKy cKPLiJeHa MJiM cpparMeH"paHa Ta6JieTa
Ce oono6oflM oA 6J"cTepoT,noBpuMHaTa Tpe6a TeMeJiHo Aa ce M3MMe.
PaueTe Ha naLiMeHTOT Mopa Aa ce cyBM I(ora paKyBa Co Ta6JieTaTa,  M TeMeJiHo Aa ce
M3MMjaT no aAMM"cTpaLiMjaTa.

4.3          l{oHTpaMH]]M i{aL|MM

XMnepceH3M"BHocT Ha aKTMBHaTa cyncTaHLiwia MJ"  6Mno itoj Apyr eKCLiMnMeHc HaBeAeH  Bo

AeJioT 6.1.

MHd)eKLiMja co xyMaH  i"yHOAeq)MHMTeH  BMpyc (XMB).

ARTMBHa xpoHMHHa  MHcpeKUMja (Ty6epKyJio3a M" xena""c).

M"LiMjaLiMja Ha Tepa"jaTa  co  KnaAPM6rm  Kaj  MMyHOKOMnpMMMpa"  naLiMeHTM,  BrmyHyBajkM
M  naLiMeH"  KOM  Bo MOMeHTOT npMMaaT MMyHOcynpecMBHa  M"  MMeJiocynpecMBHa Tepa"ja

(BMAM /]eJi 4.5).

AK"BHa MaiiMrHa 6oriecT.

yMepeHo Ao cepMo3Ho 6y6pexHo HapyLiJyBaibe (Kpea""H Kj"peHc < 60 mL/min) (BMj]M
flen 5.2).

BpeMeHocT M Aoeibe (BMAM Pen 4,6).

4.4        noce6HM npenynpeAyBaiba M MepltM Ha npeTlia3i"BocT

XeMaT6`iiouKo oneneii>e

MexaHM3MOT Ha AejcTBo Ha unaAPM6MH e TecHo noBp3aH co HaMaliyBaLbe Ha 6pojoT Ha
J"McPoLiM". flejcTBOT0 Ha 6pojoT Ha "MCPouM" e Ao3Ho-3aBMCHo.  HaMaJiyBafoe Ha
HeyTpoq)rum,  uPBe"   KPB"  KJieTKM, xeMaTOKPMT, xeMorJio6MH rmM xpB" nJioiiKM
onopeAeH0 Co 6a3HMTe  Bpe4HoC" e MCTo TaKa 3a6ene}i{aHo Bo ionMHMiiKMTe cTyAMM,  Mar(o
OBMe  napaMeTPM  8006MHaeHO OcTaHyBaaT 80  paMKMTe  Ha  HOpMaiiHMTe  rpaHML+M,

AonoJi"TeJi" xeMaTOJloLLJKM Hecar(a" peaKHMM Moxe Aa ce oiieKyBaaT AOKOJIKy
rmaAPM6MH ce a+]MMHMCTPMpa npeA MJ" MCTOBpeMeHo co 4py" cyncTaHLi"
xeMaTorioLi.KMOT npocpMJl  (BMflM AeJl 4.5).
Mopa Aa Ce o/]peflM 6pojoT Ha "McPoLiM":

•     npeA 3anoilHyBalbe Ha Tepa"jaTa co MABEHKJIAfl Bo rofiMHa 1 ,
•     rlpeA 3anoilHyBaibe Ha Tepa"jaTa co MABEHKJIAfl Bo roAMHa 2,
•     2 M 6 MeceLiM no 3anoiiHyBaHDe co Tepa"jaTa Bo ceK_oja Tepa"cKa

6pojoT Ha J"Md>ouM" e-noHM3oK oA -5oo ineTKM/mm3, Tpe6a aKTMBHo
Ce /]o4eKa BpeAHocTMTe noBTopHo He ce 3roJieMaT.

3a oAJiyKM noBp3a" Co Tepa"jaTa i(oM ce oAHecyBaaT Ha 6pojoT Ha i"McPoLiM" Ha
naHMeHTOT,  BMAM fleJi 4.2  M  nod AeJl  "MHCpeKUMM"  noAOJle.

MHd)eKUMMr

KnaAPM6MH Moxe Aa ja HaMa"  MMyHOJloLUKaTa oA6paHa Ha TeJioTo M Moue Aa ja 3roJieMM
BepojaTHocTa  3a  nojaBa  Ha  MHcpeLtHMM.  XMB  MHcpeKLiMja,  aKTMBHa Ty6epKyno3a  M  aiITMBeH
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xena"T Mopa Aa ce McmyllaT npeA 3anollHyBatbe Ha TepanwiaTa Co rmaf|PM6un (BMf|M AeJl
4.3).

JlaTeHTHMTe  MHq)er(I+MM  Moxe 4a ce aRTMBMpaaT,  BKnyiiyBajRM  "  M Ty6epKyiio3a  M
xena"T.Cnope4 Toa Mopa 4a Ce M3Be4e cKPMHMHr 3a JiaTeHT" MHcpeKL+MM,  oco6eHo 3a
ry6epKyno3a M xenaTMT 8 Mi" C,  npen 3anoiiHyBaibe co Tepa"jaTa Bo roAMHa  1  M roAMHa
2.  3anoi]HyBaHDeTo Ha TpeMaH co MABEHKJIAfl Tpe6a fla ce oflJioxM AOAeKa MHcpeKL|MjaTa
He 6MAe Coo4BeTHo TpeTMpaHa.

04Jio}KyBaLbe Ha M"L|MjaHMjaTa Ha unaAPM6MH Tpe6a MCTo TaKa Aa Ce 3eMe Bo npe4BMA Kaj
naLiMeH" cO aKyTHa  MH®eKLiMja ce AOAeKa  MHq)eKLiwiaTa  He 6MAe Bo LiejiocT now KOHTpoJia.

oco6eHo  BHMMaHMe Ce npenopaHyBa  Kaj  naLiMeH"  KOM  HeMaaaT MCToPMja Ha  M3JioxeHoCT
Ha varicella zoster BMpycoT.  BaKL+MHaLiMjaTa Ha naHMeH" I(oM ce HeraTMB" Ha aHTMTeJla ce
npenopailyBa npeA 3anoilHyBaibeTo Ha Tepa"jaTa co KJiaAPM6MH.  3anoiiHyBarbeTo Ha
Tepa"jaTa co MABEHKJIAfl Tpe6a Aa ce o4JloxM 4 Ao 6 He4e" 3a Aa Ce Ao3BOJ" Aa ce
nojaBM  LieJiocHMOT eq)eKT Ha  BaKLiMHaTa.

:a°j:::T¢:oHHaMTMernpaeASH=°::eArf#aKn3:::Me/#emH3:¥:je%aaHAM:Hc:M3::erBaoA:#:#aKH°TnM[Xe6ppn°::T
npocpMJiaKca Bo CoriiacHocT co JioKaiiHaTa cTaHAapAHa npaKca 3a BpeMe Ha Jii"q)one"ja
oA 4-" cTeneH (BMAM fleJi 4.8).

rlaLiMeH"Te co 6poj Ha iil"q)oLiM" nod 5oo ioneTKM/ mm3,Tpe6a aKTMBHo Aa ce
MOHMTopMpaaT 3a 3HaLiM  M  cMMnTOMM  Ha  MHcpeKHMja,  oCo6eHo co herpes zoster.  J]oKOJiKy Ce

jaBaT TaKBM 3HaLiM M]iM cMMnTOMM, Tpe6a Aa ce 3anoi]e aH"MHcpeK"BHa Tepa"ja CnopeA
KliMHMilKMTe MH4MltauMM.  rlpeKMHyBarbe M" oquo>KyBalbe Ha Tepa"jaTa co MABEHKJIAA
Moxe 4a ce 3eMe Bo npe4BMA, Ao cooABeTHo pa3peLLJyBaLbe Ha MHcpeKUMjaTa.

CnyuaM Ha nporpecMBHa MyJi"d)oKaJiHa rieyKoeHL+eq)aJlonaTwia (PML) Ce npMja
ani"KaLiMja Ha napeHTepaJieH maAPM6MH  Kaj  naL|MeH"  KOM Ce TpeTMpa" 3a Jie
BJiaKHec" KJieTKM cO pa3i"ileH TepanMCKM  pexMM.

Bo 6a3aTa  Ha  noAaTOHM  ofl  KJIMHMilKMTe  McnMTyBaLba 3a  rmaAPM6MH  Kaj  MC  (1.9
nauMeHTM,  8.650 Hal+MeHTCKM  roAM") He e npMjaBeH " eAeH cJlyilaj  Ha PML.  C
ocHOBHa cHMMKa co MarHeTHa pe3oHaHHa (MRl) Tpe6a Aa Ce HanpaBM npeA
co MABEHKJIA4 (o6MiiHo Bo POK oA 3 MeceLiM).

3ano|1

ManMrHM 3a6onvBaiba
rlpM  KiiMHMilKMTe MonMTyBarba,  nojaBaTa Ha MaiiMr" 3a6OnyBaiba e 3a6eiie>KaHa cO
noroiieMa cppeKBeHquja Kaj napreii"Te Tpe"pa" co rmaAPM6MH Bo onopen6a co
naHMeH"Te  KOM  npMMaJle  rmaL|e6o (BMAM Hen 4.8).

MABEHKJIAl e.K6HTpaMHAML|MpaH Kaj MS naL"eH" co aK"B" MaJiMr" 3a6onyBatba
(Bml4 Hen 4.3).Tpe6a Aa ce M3BpuM  MHAMBMflyaJiHa  npoL+eHKa  Ha oAHocoT KopMCT-pM3MK
npen M"LiMjaL"ja Ha MABEHKJIAfl Kaj naLiMeH" co no3Ha" npeTxoA" MaiiMrHM
3a6oiiyBaiba.  rlaLiMeH"Te KOM ce Tpe"paaT co MABEHKJIAA Tpe6a fla ce coBeryBaaT Aa
" One4aT CTaHAapHMTe Bo4MIM 3a cKPMHMHr 3a  KaHL+ep.

KoiiToaLrenLMia

npen 3anoilHyBaLbe Ha Tepa"jaTa  M Bo roAMHa  1  M Bo roAMHa 2, >KeHLITe co noTeHqujan 3a

pafaibe M Ma>KMTe itoM  Mo>KaT noTeHUMjaiiHo fla cTaHaT TaTKOBHM Tpe6a Aa ce coBeryBaaT
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3a noTeHqujaJioT 3a cepMo3eH pM3MK 3a a)erycoT M noTpe6aTa 3a ecbeK"BHa
KOHTpaLienuMja  (BMAM den 4.6).
XeHure co noTeHLiMjaJi 3a Pafabe Mopa /]a npeBeHMpaaT 6peMeHoor co ynoTpe6a Ha
eq)eK"BHa ltoHTpaLieni+Mja 3a BpeMe Ha Tepa"jaTa cO KnaAPM6MH M HajMajiny 6 MeceL+M no
nooneAHaTa Ao3a (BMflM AeJl 4.5).
Maui{MTe naiiMeH"  MOpa Aa lipe83eMaT MepKM  Ha npeTna3i"BocT 3a npeBeHLiMja Ha
6peMeHocT Kaj  HMBHMTe >KeHCKM nap"epM 3a BpeMe Ha Tepa"jaTa co KnaflpM6MH M
HajManny 6 MeceLiM no nooneAHaTa Ao3a.

TDaHcd]v3MM  Ha  KDB

Kaj naHMeH" Ha KOM MM e noTpe6Ha TpaHccpy3Mja Ha KPB,  ce npenopailyBa  Mpa|]MjaHMja Ha
imeTOHHMTe KPB" KOMnoHeH" npen aflMM"cTpaLiwia 3a Aa ce cnpe`" TpeHccpy3MOHo-
noBp3aHo-Aaprmeii-npo"B-/]oMafuH-3a6oiiyBaibe.  Ce npenopai+yBa KOHeyJiTaHMja co
xeMaTOJior.

rlced)DnvBaLbe Ha M o4 TeDanMia co unaaDM6MH

Kaj naHMeH" i{oM npeTxo/]Ho 6rme Tpe"pa" co MMyHOMOAyiiaTopHM rum
MMyHOcynpecMB"  MeAM"HCKM  npoM3BOAM  HaHMHor Ha AejcTBO  M TpaeibeTO Ha e¢eRTOT Ha

4Py"Te  MeAML+MHCKM  npoM3BOAM Tpe6a Aa ce 3eMe Bo  npeABMA npe/I 3anoiiHyBaLbe Ha
Tepa"jaTa co MABEHKJIAfl .  rloTeHHMjaii"oT aAAM"BeH e¢eKT Ha MMyHMiioLi]KMOT
cMCTeM Tpe6a MCTo TaKa Aa  ce 3eMe Bo npei]BMA Kora TaKBM  MeAML|MHCKM  npoM3Bo/]M  ce
KopMCTaT noone Tepa"jaTa co MABEHKJIAJ] (BMAM Hen 4.5).
Kora ce npaBM  npeq)PJiaibe oA Apyr MC  MeAMLiMHCKM  npoM3BOA,  Tpe6a Aa ce  M3BplJJM
6a3MUHo cHMMaibe co MarHeTHa pe3oHaHua (BmM  nod AeJl  "MHCpeKHMM"  norope).

XenaTaJiHM  HaDVLJJVBaLba

MaK+oBaDKHocTa`HaxenaTaiiHurecpyHKL|MM3aeJiL"MHaL|MjaTaHauna4pM6MHcecMeTa3a
3aHeMapj"Ba (BM/]M Aeii 5.2),  Bo oAcycTBo Ha noAaTOL+M, ynoTpe6aTa Ha MABEHKJIAfl He
ce npenopallyBa Kaj naL"emM co yMepe" Ao cepMo3" xenaTaJi" HapyiJJyBaiba (Child-
Pugh oHeHKa >6) (BMf|M AeJi 4.2).

4.5        ,MHTepaKLiMja co ApyrM nei{oBM M Apy" ¢opMM Ha MHTep

MABEHKJIAfl coApxM xMAPoKCMnpo"J16eTaAeKc,  Koj Moke Aa ®op
Apy" Jlel(OBM,  noTeHLiMjanH0 AOBeAyBajkM /]o 3roJieMyBaibe  Ha 6Mo
TaKBMTe  npoM3BOAM  (oco6eHo  MeAMUMHCKM  npoM3BOAM  Co  HMCKa  pa
npenopavyBa a4MMHMCTPMpaLbeTo  Ha 6Mno Koj  opaJieH  MeAML+MHCK

pa3AeJieHo on aAMM"cTpaLiMjaTa Ha MABEHKJIAl] co HajMaiiKy 3
orpaHMiieHMOT 6poj.  Ha 4eHOBM  Ha a/]MM"cTpaLiMja Ha  KnaAPM6MH.

MMVHocvnDecMBHM  Me4MLIMHCKM  nDOM3Bo/]M

3anoilHyBalbeTo Ha Tepa"jaTa   co maAPM6MH e KOHTpaMHAML+MpaHo i{aj
MMyHoi{oMnpMMMpa"  nauMeHTM,  BunyuyBajkM  naLiMeH"  KOM  Bo  MOMeHTOT npMMaaT
MMyHocynpecMBHa Mt" MMjeriocynpecMBHa Tepa"ja co Ha np.:  MeTOTpel{caT,
LiMunocpoccpaMMfi,  HMKJiocnopMH  MJ"  a3aTMonpMH,  MJ" xpoHMilHa ynoTpe6a  Ha
I(OP"KOCTepoM4M  3apaAM  PM3MK OA aAMTMBeH ecpeRT Ha  MMyHOJioLLiKMOT cMCTeM  (BM4M 4eii
4.3).
AKyTHa  I(paTKOTpajHa Tepa"ja co cMCTeMCKM  I(opTMKoCTepoMAM  Moxe Aa ce aAMMHMCTPMpa
3a BpeMe Ha Tepa"jaTa co rma4PM6MH.
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flDy"  Me4MUMHCKM  nDOM3Bo4M 3a  Mo4Md)MUMDaLbe  Ha 6onec[a

ynoTpe6aTa Ha MABEHKJIAfl co MHTepcpepoH 6eTa pe3yJiTMpa co 3roJieMeH pM3MK oA
J"Mq)one"ja.  Be36eAHocTa M ecpMKacHocTa Ha MABEHKJIAI Bo KOM6MHaLiMja co Apy"
TepanMM   3a Mo/]McPML|Mpaibe  Ha 6onecTa 3a MC  He ce yTBp/]eHM.  MCTOBpeMeHaTa

ynoTpe6a He ce npenopailyBa.

XeMaTOTOKCMII"  Mel]MUMHC"  npoM3BqAM

3apaAM KnaAPM6MH-MHAyL+MpaHOTo HaMaJiyBaitie Ha 6pojoT Ha i"Mq)oLiM",  Moxe /]a ce
oileKyBaaT aflMTMB" XeMaTOJioiJJKM  HecaKa"  PeaKUMM AOKOJiKy KnaAPM6MH  Ce
a/iMMHMCTPMpa npeA M"  MCTOBpeMeHo co Apy" cyncTaHHMM  KOM  Bi"jaaT Ha
xeMaTOJioLUKMOT npocpMn (np.Kap6aMa3e"H).  Ce npenopailyBa BHMMaTeJiHo
MOHMTopMpaibe  Ha xeMaTOJioLUKMTe  napaMeTPM  Bo TaKBM  ciiyiiaM.

2!±iMBM  Mi"  XMBM  aTeHVMDa"  BaKLIMHM_

Tepa"jaTa co MABEHKJIAI He Tpe6a Aa ce 3anoiiHyBa HajMaJiKy 4 Ao 6 HeAeJ" nocJle
BaKL+MHMpaibe co XMBM  Mi"  aTeHyMpa" XMBM  BaKL|MHM  3apaAM  pM3MKOT o4 alcrMBHa
MHd)eKL|Mja ofl BaKL+MHaTa.  BaKLiM"paheTo co >KMBM  MrM  aTeHyMpa" XMBM  BaKLiM" Tpe6a

Aa ce M36erHyBa 3a BpeMe Ha M nocJie Tepa"jaTa Co KJiaflpM6MH Ce fioAeKa 6PojoT Ha
6eTMTe  KPB"  KJieTKM  Ha  naHMeHTOT He 4ojAe 80 HopMaJiHMTe  rpaHMl+M.

noTeHT"  ENT1.  CNT3 M  BCRP TDaHcnopTeD MHXM6MTopM

Ha  HMBo Ha a6copnLiwia Ha  unaAPM6MH,  eAMHCTBeHaTa  MoxHa  MHTepaKUMja  on
3HaiieHDe ce iMHvi AeKa e npoTeMHOT Ha  pe3MCTeHuwia Ha  KaHLiep Ha  rpaAMTe  (
ABCG2).  MHXM6MLiMjaTa Ha BCRP Bo racTpormTecTrmaJi"oT TpaRT Moke Aa
opaiiHa+a 6Mopach6Tio>Ki"BocT M  cMCTeMCKa  M3iioxeHocT Ha  KnaAPM6MH.  n
MLXM6MTopM  K6M  MoxaT Aa ja  npoMeHaT cpapMaKOKMHe"KaTa  Ha  BCRP cy
20% i.n vt.vo ro BKiiyiiyBaaT eiiTpoM6onar.

ln vitro CTy4MMTe MHAML|MpaaT AeKa Knaf]pM6MH  e cyncTpaT 3a eKBM"6paT

(ENT 1 ) M  KOHLieHTpaTMB"  HyKJieo3MflM (CNT 3) TpaHcnop" npoTeM".C
6Mopac.noiioxi"BocTa,  MHTpaueiiyiiapHaTa AMCTPM6yuMja M 6y6pexHaTa eI"

lthMHMIIKO

rmaflpM6MH Moxe TeopeTCKin Aa 6inAe npoMeHeTa oA noTeHTHM ENTI  M CNT3 Tpa
MHXM6MToPM  KaKo 4MJla3en,  "cpe4M"H,  HMMOAMnMH,  LiMJlocTa3oJi,  cyJ"HAaK MJ"  Pe3epnMH.
CenaK Kpaj"oT e¢`e.RT Bo CMMCJia Ha noTeHUMjaJ"  M3Me" Ha M3JioxeHocTa Ha KnaflpM6MH
ce Te.iuKM 3a npe`ABmyBaise.

MaKo  KJiMHMqKaTa 3HailajH'bcT Ha Tai(BMTe MHTepaKUMM e Heno3HaTa,  ce npenopailyBa Aa Ce
M36erHyBa Ko-aAMM"cTpaLiMja Ha noTeH"  ENT1,  CNT3 Mi"  BCRP MHXM6MTopM Bo TeK Ha
4-5 AeHOBM Ha Tepa"jaTa Co KJlaAPM6MH. floKOJiKy Toa He e Bo3MoxHo, Tpe6a fia Ce 3eMe
Bo npeABMA oA6Mpahoe  Ha aiiTepHa"B"  KOHKOMMTaHT"  MeAMUMHCKM  npoM3BOAM  KOM
HeMaaT Mi" MMaaT MMHMMan"  ENT1,  CNT3 M"  BCRP TpaHcnopTep MHXM6MpaiiKM
cBojcTBa. AOKOJiKy M Toa He e Bo3MoxHo,  ce npenopaHyBa HaMaJiyBarbe Ha A03aTa AO
MMHMMaJiHaTa 3aAojixMTeJiHa Ao3a on MeAMLiMHCKMTe  npoM3BOAM  KOM  "  coApxaT oBMe
coeAMHe"ja,  oABojyBait>e Ha BpeMeTo Ha aAMM"cTpaLiMja M BHMMaTeiiHo MOHMTopMparbe
Ha  hal+MeHTMTe.

ELOTeHll" BCRP 11 PflD lpaHcnoDTep M±HyKTop±

EcpeRTOT Ha noTeHTHMTe MHflyRTopM  Ha ecpJiyKc"Te TpaHcnopTepM  BCRP M  P-
rJ"KonpoTeMH  (P-gp)  Ha 6MopacnoJio>i(J"BoCTa  M 4Mcno3MUMjaTa Ha  KnaF|pM6MH  He Ce

a)opMaJiHo npoyiiyBaHM.  MoxHo HaMaJiyBatbe Ha M3JloxeHoCTa Ha rmaAPM6MH Tpe6a Aa Ce
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3eMe 80 npeABMfl AOKOJiny ce Ko-aAMMHMCTPMpaaT noTeH"M  BCRP(np.Kop"KocTepoMAM)
rum  pnlp (np.  pMcpaM"L+MH,  KaHTapMOH) TpaHonoprep MHAyKTOpM.

XoDMOHaJiHM  I(oHTDaLrer"BM

80 MOMeHTOT He e no3HaTO AaJ" unaflpM6rm Moxe Aa ja HaMaJ" ecpeK"BHoCTa Ha
CMCTeMCKM AejorByBaHi(M xopMOHaJi"  KOHTpaLiemMBM.  3aToa >i{e"  KOM  KopMCTaT
CMCTeMCKM AejcTByBauKM xoPMOHaJi"  itoHTpaLieri"BM Tpe6a AonoJiHureJiHo Aa KopMCITaT M
6apMepHa MeTOAa 3a BpeMe Ha Tepa"jaTa co rmaAPM6rm M HajMaJiny 4 Heflei" nocJie
nooneAHaTa Ao3a Bo ceKoja TepanMci(a roAMHa (BMAM +]eJi 4.6).

4.6        nnoAHocT, 6peMeHocT M naKTauMja

KOHTDauenuMia  Kai  Ma}KM  M xeHM

npeA 3anouHyBarbe Ha Tepa"jaTa M Bo roAMHa  1  M Bo roAMHa 2, >Ke"Te co noTeHHMjaii 3a
pafaLbe M  Ma>ItMTe KOM 6M  Mo>i{e7ie Aa cTaHaT TaTitoBUM Tpe6a /]a ce coBeryBaaT 3a
noTeHunjanoT 3a cepMo3eH pM3MK 3a q]erycoT M noTpe6aTa 3a ed)eK"BHa KOHTpauenLiMja.
Kaj >Ke"Te co noTeHL"jaii 3a pafafoe, 6peMeHocTa Mopa Aa ce MCKJiyiM npeA
3anoilHyBaLbe Ha Tepa"jaTa co MABEHKJIAfl M Bo roAMHa  1  M Bo roAMHa 2,  M 6peMeHocTa
Tpe6a 4a ce npeBeHMpa co KopMCTeLE>e Ha eq)eK"BHa KOHTpaLienL+Mja 3a BpeMe Ha
Tepa"jaTa co KnaAPM6MH M  HajMaJiKy 6 MeceuM  no nooneAHaTa /]o3a. XeHMTe KOM
KopMCTaT cMCTeMCKM AejcTByBauun xopMOHaJi" KOHTpaL|eil"BM Tpe6a AonorlHurenHo f|a
KopMCTaT M 6apMepHa MeTOAa 3a BpeMe Ha Tepa"jaTa co una4pM6MH M HajMaliKy 4 He4e"
noone noonef]HaTa Ao3a Bo ceKoja TepanMCKa roAMHa( BMAM Hen 4.5). XeHMTe KOM Re
3a6peMeHaT 3a BpeMe Ha Tepariwia co MABEHKJIAl] Tpe6a Aa ro npeKi"aT iieKyBaibeTo.
BMAejfu KJiaAPM6rmoT ja nonpeilyBa cMHTe3aTa Ha flHK,  Mo>Ke fla ce oiieKyBaaT HecaKaHM
/]ejcTBa I+a xyMaHaTa raMeToreHe3a (BMAM AeJi 5.3).  Cnopen Toa M  MaLilKrme naLiMeH"
Mopa 4a npe83eMaT MepKM fLa npeBeHMpaaT 6peMeHoor Kaj  HMBHaTa naprHepKa 3a BpeMe
Ha Tepa"jaTa co rma4pM6MH M HajMaJiry 6 Mecequ no noone4HaTa /]o3a.

EDeMeHocT

Bp3  ocHOBa  Ha `MCKycTBOTo  Ha Jiyfe  Co Apy"  CyncTaHLiMM  KOM ja  MHXM6MpaaT
cMHTe3aTa,  Kna4pM6MH  Moxe 4a npe4M3BMr(a BPo4e"  MaJi¢OPMaL+MM aKQj¥
aAMMHMCTPMpa 3a BpeMe Ha 6peMeHocT.  Cryfl"Te M3Be4e" Ha XMB
penpoAyRTMBHa Toi(CMliHoCT (BMAM den  5.3).
MABEHKJIAE e I(oHTpal"AMLiMpaH Kaj 6peMe" xe" (BMAM Aeri 4.3)

DoeLt,e

He e  no3HaTo AaJ"  KJlaAPM6MH  ce M3JiailyBa Bo MajilMHOTo MJieKo.  3ap
noTeHHMjaJi 3a CepMo3" HecaKa" PeaKL|MM Kaj AoeH"iba, AoeH5eTo
3a BpeMe Ha Tepa"jaTa co MABEHKJIAfl M  1  HefleJla nocJle llocJleAHaTa flo3a (BMAM AeJl
4.3).

riii04HOcT    _

rlpM Mc"TyBaha Ha rllyBHM,  He Ce noKaxaJie ed)eK" Ha nJloAHoCTa MJ" penpoAyKTMBHaTa
a)yHKHMjar\Ha noTOML|MTe.  CenaK ed)eRTM  Ha TecTMCMTe 6Mne 3a6eenxa"  I(aj  riiyBL+M  M
MajMy" (BM/]M den 5.3).
BMAejRM  KnaAPM6MH  MHTepcpepMpa  npM cMHTe3aTa  Ha 4HK,  Mo"e Aa ce oileKyBaaT
HecaKa" AejcTBa npM XyMaHaTa raMeToreHe3a. Cnopefl Toa MaLiJKMTe naLiMeH" Mopa Aa
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npe83eMaT Mepi(M /]a npeBeHMpaaT 6peMeHocT I(aj  HMBHaTa napTHepKa 3a BpeMe Ha
Tepa"jaTa co rna/]pM6MH M HajManKy 6 MeceLiM no nocne4HaTa 403a (BM4M norope).

4.7       Bi"jaHMe Bp3 cnoco6HocTa 3a Bo3erbe MnM panycaibe co MaiJ""

MABEHKJIAl HeMa rum MMa 3aHeMapJ"Bo BJ"ja"e Ha cnoco6Hoera 3a ynpaByBaibe co
Bo3Miio  rum  MaLLIMHM.

4.8        HecaraHM AejcTca

Pe3MMe Ha 6e36e4HoonMOT nDod)un

KnMHMiJKM Haj3HaiJaj" oA HecaKaHMTe AejcTBa npMjaBe"  Kaj naLiMeH" co MC KOM npMMaJie
KiiaflpM6rm co npenopailaHaTa nyMyJia"BHa /]o3a ofi 3,5 mg/kg   Bo TeK Ha 2 roAM" oA
KiiMHMiiKMTe cTyflMM 6rme iii"q)one"ja M herpes zoster.  MHLuneHuaTa Ha herpes zoster

#3a#OMB:¥o#:°e#M#T)::onpM##:e£M:aHa¥Bg:#eMK4oT:=unMeeHHt::ep9H:°M#cy::T
J"Mq)one"ja ofl 3 rum 4" cTeneH (BMflM Hen 4.4).

JIMCTa  Ha  HecaKaHM  DeaKt.LMM

HaBe/]eHLITe HecaKaHM peaKLLL"  Bo iiMCITaTa noAone ce M3BeFie" qu noAaToqu OA
KJiMHMilKM  cTyflMM   3a  MC  Bo  KOM  KnaflpM6MH  ce  KopMCTen  KaKo  MOHOTepa"ja  co
KyMyJla"BHa Ao3a oA 3,5 mg/kg   .  Be36eAHoonaTa 6a3a Ha noAaTOLiM qA oBMe cTyAMM
on¢aka 923 naLiMeHTM.

cJlen"Te 4ecpM"L|MM ce OAHecyBaaT Ha KOpMCTeHaTa TepMMHolio"ja 3a
MHory ilec" (21/1 o),
11ec" (21 /100 Ao <1/10),
lloMatiKy ilec" (21/1.000 Ao <1/100),
PeTKM  (21/10.000 Ao <1/1.000),
MHory peTKM  (<1/1o.ooo),
Heno3HaTa cppeKcpeHLiMja  (He MOxe 4a ce npoL|eHM 04 PacnoJloxMBMTe noA

MHd3eKuuu u uHcbecmau.ul±
llec":               opaneH xepnec, /]epManeH xepnec 3OcTep
MHory peTKo:   Ty6epKyno3a (BMAM Hen 4.4.).

HaDvurv8alba_Ha KDeHuom u nuMct)Huom cucmeM
MHory Hec":  Jli"¢one"ja
lJec":   `     +  +   HaManyBaLbe Ha 6pojoT Ha HeyTpocPM".

HaDvurv8alba Ha Koxama u nooKoxHume mKu8a
llec":               OcMn, anoneLMja

Onuc Ha o66DaHu HecaKaHu DeaKl1!±l±

J]uMd]oneHuia

Bo mMHiiKrme CTyAMM 20 Ao 25% oA naHMeii"Te Tpe"pa" co KyMyria"BHa Ao3a Ha
unaAPM6MH qu 3.5 mg/kg Bo TeK Ha 2 roflM" Kai(o MOHOTepa"ja pa3BMiie TpaH3MeH"a
i"M¢one"ja qu 3" rum 4" cTeneH. JIMMq)oneHwia qq 4" cTeneH 6rma 3a6eiie>KaHa Kaj
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noManny oA 1 % oA naLiMeH"Te.  Kaj HajroJieMMOT AeTi oA naHMeH"Te co Jii"q)oneHwia ofl
3" LmM 4" cTeneH   MCTaTa ce jaBrma 2 MeceL+M noone iipBaTa 4o3a Ha rma4PM6MH Bo
ceKoja roAMHa (4.0% M  11.3% oil naL|MeHTMTe co Jii"cpone"ja oA 3" cTeneH Bo roAMHaTa
1  M roAMHaTa 2,  0%  M ).4% oA naL|MeH"Te co J"Mq)oneHwia oA 4" CTeneH  Bo roAMHMTe  1  M
roAMHaTa 2). Ce oileKyBa AeKa noBekeTo naLiMeH" ce onopaByBaaT j]o HopMaJieH 6pQj Ha
Jii"q)oi+M" rum Jli"q)oneHwia oA 1-BM cTeneH Bo POK OA 9 MeceuM.
3a j]a ce HaMaJ" pM3MKOT oA cepMo3Ha J"Mq)one"ja, 6pojoT Ha Jii"q)oi+M" Tpe6a fla ce
oApeAM npeA,  3a BpeMe Ha  M noone Tepa"jaTa co rmaAPM6MH (BMAM +]eii 4.4) M cTpo"Te
KPMTepMyMM 3a  M"uMjai+Mja  M  nponoii>KyBaH>e Ha Tepa"jaTa cO  KnaAPM6MH  MOpa Aa ce
onef|aT (BMAM AeJl 4.2).

ManuaHu 3a6oliveaFba

Bo imMHMHKMTe cTyflMM M AOJiroTpajHOTo cJiefieibe Ha naL"eH"Te JieKyBa" co
KyMyJiaTMBHa Ao3a Ha unaflpM6MH ofl 3.5 mgMg oparleH rmafipM6MH,  nojaBaTa Ha MaJ"r"
3a6oJiyBaH>a 6rme 3a6eJie>Ka" nouecTo Kaj naiiMeH" iieKyBa" co rmaflpM6MH (10
HacTa" Bo3414 naLMeHTCKM roAM"  (0.29 nojaBM  Ha  100 nauMeHTCKM roArmM)) Bo
cnopeA6a co Hal+MeH" KOM npMMaJie iiJiaLie6o (3 HacTa" Bo 2,022 naL"eHTCKM roAM"
(0,15 HacTa"  Ha  100 naLiMeHTCKM  roArmM))  (BMEM fleJi 4.4.).

rlDMiaBVBaLEie  Ha  cvoneKTHLd  HecaKaHM  DeaKL"M  Ha jielt
npMjaByBatbeTO Ha cyoneKTHM HecaKa" peaKLiMM  Ha jieK no OA06pyBaibeTO 3a npoMeT Ha
iieKOT e Ba}Kiio. Toa oBo3Mo>KyBa KOHTMHyMpaHo oneAeibe Ha oAHocoT KopMCT/ pneMK 3a

AaAeHMOT JleK.  3ApaBCTBe"Te npocpecMOHaJiL+M ce MOJiaT +]a "   npMjaByBaaT cycneKTi"Te
HecaKa"  peaKHMM  Ha JieK npeny HaLMOHaiiHMOT cMCITeM  Ha  npwiaByBafoe.

HecaKaHMTe  peaKLiMM  on  JleKOBMTe  Moxe  Aa  "   npMjaBRTe  Bo  HauMOHaJi"oT  I+eHTap  3a

cpapM;KOBM"JiaHpe   npM  AreHLLMjaTa  3a  JieK0BM   M   Me/]MLquHCKM  cpe4cTBa   (yn.CB.KMprm   M

MeTOAMj   6p.54   faT   1,   1000   CKonje)   M"   no  eiieKTpoHCKM   naT   npeny   Be6   cTpaHara   Ha
AleHqujaTa http://inalmed,gov.ink/.
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4.9        n pe/]o3M palbe

MMa` orpa"+e" MCKycTBa co npeAo3MpaH>e co opaiieH rna/]pM6MH.   n
nojaBaTa Ha Ji"cpone"ja e Ao3Ho 3aBMCHa (BMAM AeJi 4.4 M 4.8).

oco6eHo BHL"aTeJiHo CJieAeibe Ha XeMaTOJioLLIKMTe napaMeTPM ce np
naHMeH" KOM 6Mne M3Jioxe" Ha npeKyMepHa Ao3a Ha rmaAPM6MH,

HeMa no3HaT cneHMd)MiieH aHTMAOT 3a npeAo3Mpaibe co KnaflpM6rm.
o4 BHMMaTeJIHO Ha6Jby4yBaibe M 3anollHyBaibe Ha coo4BeT" cynop"BF
rlpeKMHyBaibeTo Ha Tepa"i.aTa co MaBeHKnaA Moxe6M ke Tpe6a /]a ce 3
3apaAM  6p3aTa  M  eKCTeH3MBHa  KJieToiiHa  M TKMBHa /]MCTPM6yLiMja,  He e  8{
xeMOJiM3a Aa Ce eJ"MMHMpa  KnaAPM6MHOT /]o 3HaiiaeH  cTeneH.

5.          ®AprvlAKonoLlil{M CBojcTBA

5.1          ®apMal{oAMHaMMVKM  CBojcTBa

®apMaKOTepaneBTCKa rpyna:  CeTieKTMB" MMyHocynpecaH" ATC KOA:  L04AA40



MexaHM3aM  Ha /]eicTBo

KnappM6MH e Hyrme03MAeH aHaJlor Ha AeoKCMa4eHo3MH. XiiopHaTa cync"TyLiMja Ha
nypMHCKMOT npcTeH ro 3aLu"ryBa rmaAPM6MHOT on flerpaAaHMja Co afleHo3MH AeaMMHa3a,
3roneMyBajtw ro BpeMeTo Ha  MHTpaiuneTouHo npcTojyBaLbe Ha KnaAPM6MH npo-JieKOT.
rloonefloBaTeJiHa a)ocq)oprmaL"ja Ha Ktiaf]pM6MHOT Ao HeroBaTa aKTiriBHa TPMcPocq)a"a
a)opMa, 2-xnopoAeoi(cMafleHo3MH TPMcPoccpaT (Cd-ATP) oco6eHo ecpMKaono ce noc"rHyBa
80 iii"cpOLiM"Te,  u]TO ce Aoii>I{M  Ha  HMBHOTO  itoHCTMTy"BHO  BMcOKO  HMBO  Ha

AeoKCMUM"qrm KMHa3a (DCK)  M peiia"BHo HMCKo HMBo Ha 5'-HyKtieTraa3a (5'-NTase).
BMcoK oAHoc Ha DCK KOH 5'-NTase e noroAeH 3a aKyMyaHwia Ha Cd-ATP,  npaBejrfu "
iii"q)oi+M"Te oco6eHo noqiio>Ki" Ha KtieToiiHa CMPT.  KaKo pe3yiiTaT Ha noHM3oK oAHoc Ha
DCK/5'-NTase Apy"Te KJieTKM AepMBa" Ha KocKeHaTa cpLieBMHa ce noMaiiny acpeK"pa"
Ou J"Md]OHM"Te.  DCK e orpaHMilyBaiiKMOT eH3MM 3a 6p3MHaTa Ha  KOHBep3Mja  Ha
KnaAPM6MH npo-JieKOT Bo HeroBaTa aK"BHa TPMcPocq)aTha a)opMa,  LLJTo Bo4M 4o ceJiK"BHa

AenJle"ja Ha AeJIJiMBM M  He-fleJiJiMBM   T M  a   ioneTKM.
rlpl"ap"oT MexaHM3aM Ha AejcTBo co MH4yHMpaibe Ha anorITo3a Ha Cd-ATP MMa
AMpeKTH0  M  MHAMpeKTl+o AejcTBO Ha  cMHTe3aTa  Ha flHK M  Ha  MMToxoHAPMjaJiHaTa  CpyHKHMja.
Kaj ioneTKMTe KOM ce AeJiaT,  Cd-ATP MHTepq)epMpa npM cMHTe3aTa Ha flHK npeKy
MHXM6Mpaibe Ha pM6oHyKneo"A pe4yRTa3aTa M I(oMne"i+Mja 3a 4eoKCMaAeHo3MH
TipM¢ocq)aT 3a BrpaAyBaHDe Bo AHK oA AHK nonL"epa3MTe.  Kaj HopMaJiHMTe roneTitM
maAPM6MH npeAM3BMKyBa  npeKi"M Ha flHK Bo eAM"u"  BepM",  6p3o MCTpoLi]yBaibe Ha
HMKOTMHaMM/I aAeHMH AMHyl(Jleo"A, ATP AermeHMja  M  ltheTollHa CMPT.  MMa AOKa3M AeKa
KnaAPM6MH  Moxe MCTo raKa Aa rlpe/]M3BMKa AMpeKTi+a  Kaona3a-3aBMona  M  He3aBMoua
anoriTo3a npeny ocJio6oAyBatbe Ha L"ToxpoM  Li M anomo3a-MHAyuMpailKM cpaKTop Bo
uMTocoJloT Ha  He-/]eJiJ"BM  KneTKM.

rlaTono"jaTa Ha Mc BKiiyi+yBa KOMniieKceH TeK Ha HacTa" 80 Koj Pa3J"l," T
MMy"  iuieTKM,  BKJiyilyBajkM  M aBTopeaRTMB" T M  a  KiieTKM  MrpaaT KJiyilHa y
MexaHM3MOT npeKy Koj  unaAPM6MHOT ro  M3pa3yBa CBoeTo TepaneBTCKo Aej
e LieJiocHo pa3jacHeT Ho AOMi"aHTHo e npeKy AejcTBOTo Ha 8 M T Jii"q)o
BepyBa AeKa ja npeKMHyBa  KacitaAaTa  Ha  MMyHOJioLi]KM  HacTa"  KOM  ce Lie

BapwiaL+MMTe  Bo HMBoaTa  Ha eKcnpecMja  Ha  DCK   M  5'-NTase  noMefy MMyH
KneToil" noATMnoBM Moxe Aa ja o6|.ac" pa3rMr(aTa npM ceH3M"BHocTa Ha
KJieTKM  KOH  rma4PM6MHOT.  3apaAM  oBMe  Pa3nMKM  Bo  HMBoaTa  Ha eKcnpecMja,

rmEla„

Bp04eHMOT MwiyHonouKM cMereM ce noMaiiKy aq]eK"pa" On KiieTKMTe Ha a4arITMBHMOT
MMyHoiioLi]KM  cMCTeM.

.

®aDMaKo4MHaMMVKM  ed)elc"

l{naflpM6MHOT ce +noifa}Kan AeKa nojaByBa AOJiroTpaj" eq]eK" Ha npeq]epeHi+MjajiHo
Tapre"Paibe Ha JiviMq)oLiM" M aBTOMMyHMOT npoL+ec BKnyveH  Bo naTocPM3Mono"jaTa Ha
MC.
HM3 cTyflMrme,  Kaj HajroJieMMOT /]eJl oA naHMel+"Te ce 3a6ene>Karia nl"cpone"ja qu 3"
unM 4" cTeneH (<500 Ao 200 KneTKM/ mm3 unM <200 KneTKM/ mm3 ) 2 MeceuM no npBaTa
A03a Ha rna/]PM6MH qA ceKoja TepanMCKa ro4MHa,  yKa>KyBajfu  Ha BpeMeHcl{a npa3HMHa
noMefy mia3MaTci{MTe  i{oHiieHTpai+MM  Ha  KnaAPM6MH  M  MaKCMMaJiHMOT xeMaTOJioLi]KM  ecpeKT.

HM3 KJiMHMHKMTe cTyAMM,  noAaTOHMTe 3a  npeflJlo>KeHaTa  KyMyJla"BHa Ao3a oA 3,5 mg/kg
TeJiecHa Te"Ha noKa}KyBaaT nocTeneHo noflo6pyBahae Ha cpeAHMOT 6Poj Ha J"Mq)ol+M",
ce Ao HopMapHMOT oncer no 84Ta HeAeJia o4 npBaTa flo3a Ha KnaAPM6MH (npM6">Kiio 30
HeAeJ" noone nooneAHaTa Ao3a Ha unaAPM6rm). Bpoj.oT Ha "Mq)ouM" Kaj noBeke on 75%
oA naL"eii"Te ce BpaTrm Bo HopMaJieH oncer Ao 144-Ta HeAeJia oA npBaTa Ao3a Ha
maAPM6MH (npM6J">Kiio 90 Hej]eJ" noone nooneAHaTa flo3a Ha KJiaAPM6MH).
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Tepa"jaTa co opaJleH rmaAPM6MH AOBeAyBa Ao 6p3a peAyKUMja Ha uMPKyJ"PallKMTe CD4+
M CD8+ TKtieTKM.  CD8+ TKneTKMTe MMaaT noMajiny HarjiaceHo HaMaiiyBaibe M no6p3o
onopaByBaibe oA CD4+ TuneTKMTe,  uJTo ce pe3ymMpa co npMBpeMeHo HaMaiieH oAHoc Ha
CD4 M CD8.  KnaAPM6MH "  peAyuMpa M CD19+B IoneTKMTe M   CD16+/CD56+  npMpoAHrme
KTieTKM y6MjLiM,  KOM  MCTO TaKa  ce  BpafaaT 80 HOpMaiia  n06p3O On cD4+ T KiieTKMTe.

KnMHmra ed)Mi(aonocT M 6e36eflHocT

Pei]ancHO-DeMumeHmHa Mvnmunrla cKJleDo3a

EcPMKaouocITa  M 6e36e+]HocTa  Ha opaJiHMOT KJiaAPM6rm ce eBaJiyMpa"  Bo  paHAOMM3MpaHa,

ABojHo-3aoneneHa,  rmaL|e6o-KOHTpoJ"paHa KJiMHMiiKa cTyAMja (CLARITY) Kaj  1,326
naHMeH" co peJianono-peMMTeHTHa MC.  L|eJ"Te Ha cTyAwiaTa 6MJie fia ce npoue"
eq"KaouocTa Ha rma4pM6MHOT Hacnpo" rmaL+e6o Bo HaMaliyBalbe Ha roAMLLiHaTa cTanKa
Ha  peiiancM  (ARR)  (npMMapHa KpajHa TouKa),  HaMaJiyBarse  Ha  nporpecMja  Ha  MHBaJiMAMTeT
M  HaMaiiyBart,e Ha aK"BHMTe iie3MM  Mepe" co MRI.

rlaHMeH"Te npMMaJie rum  nnaLie6o (n=437)  rmM KyMyJla"BHa Ao3a Ha rmaflpM6MH ofl 3,5
mg/kg  (n=433) rum   5,25mgfltg TeJiecHa Te}KMHa(n=456) Bo TeKOT Ha 96 HeAeJiHa cTyAMja (2
roAM") co 2 TepanMCKM HMKtiycM.  rlaL+MeH"Te paHfioMM3Mpa" Ha KyMyiia"BHa Ao3a qu
3,5 mgn{g npMMrme npB TepanMCKML"KJiyc Bo HeAeJla  1  M Heflena 5 oA npBaTa   roAi"a,  M
BTop TepanMCKM  LMKJiyc Bo  He/]eJla  1  M  HefleJia 5 oA BTopaTa  roflMHa.
naLiMeH"Te paHfioMM3Mpa"  Ha KyMyiia"BHa Ao3a oA 5,25 mg/kg  npMMMiie AonoiiHMTeJiHa
Tepa"ja Bo 9 M  13 HeAena oA npBaTa roflMHa.  HajroJieM /]eJi o/I naLiMeHTMTe Bo rmaLie6o
rpynaTa (87,0%) M rpynaTa co KnaAPM6MH 3,5 mg/kg (91.9%) M 5,25 mg/kg (89.0%) "
3aBPLurme cMTe 96 HeAeJ" oA cTyflMjaTa.

rlpM M36opeT Ha naLiMeH" ce 6apaiio naHMeH"Te Aa MMaiie HajMaiiKy 1  pejianc Bo
npeTx04Hque .12 MeceLqu.  Bo ueJiocLiaTa nonynaquja Ha cTyAMjaTa,  cpeAHaTa Bo3pacT 6Lrma
39 roAM" (Bo oncer o[i 18 Ao 65 roAM") M oAHocoT Ha >Ke" KOH Ma>KM 6rm npM6">Kiio
2:1.  Cpe/]HOTo Tpae.Lb6 Ha  MC npe4 BKiiyiiyBaibeTo Bo cTyAMjaTa 6Miio 8.7 roAVHM,  M
cpeAHaTa 6a3MiiHa HeBpoiioLiJKa oHeonoco6eHocT cnopen pe3yJiaTaTOT no   Kurtzke
Expanded Disability Status Scale (EDSS) 6rma 3.0 (Bo oncer oA 0 Ao 6.0) HM3 cMTe
TepanMci(M  rpynM.
rlpeKy ABe Tpe"" o/I naHMeHTMTe Bo cryAMjaTa 6Mne 6e3 MCKycTBo co tieKOBM 3a
MOAMd)MUMpaLbe Ha 6o/lecTa 3a JieKyBaibe Ha MC (disease-modifying drug,
ocTaHaTMTe. Hal+MeH" 6Mne npeTxo/]Ho iieKyBa" M" co MHTepcpepoH 6eTa-1
MHTepcpepoH 6eTa-16, rJia"paMep aLieTaT Mi" HaTa"3yMa6.

naHMeH" cO periancHO-peMMTeHTHa MyiiTMnlia cKjiep03a KOM npMMaiie Klia
mg/kg noKaxaJie cTaTMCTMHKM 3Hailaj" noAo6pyBaiba Bo roAMiJJHaTa nojaBa
oflHocoT Ha naLiMeH" 6e3 peJlancM Bo TeK Ha 96 He/]eJIM,  oAHocoT Ha naHMe

yMepeHa nonpeiieHocT Bo TeKOT Ha 96 HeAenM M BpeMeHCKa Ao 3 MeceLiM  EDS
cnopef|eHo co naLiMeHTMTe Ha maHe6o (BMflM Ta6ena 3).

Ta6ena 3.  KnHMvl{M McxoAM Ha CLARITY cTyAMjaTa (96 HeAenM)

P|    .   a'

napaMeTap nnaL|e6o(n=437) KnaAPM6MH  i{yMyiiaTMBHa A03a
3,5 mg/kg 5,25 mg/kg

(n=433) (n=456)

roAMUHaLCTanKa HapeiiancM(95%Cl)
0.33 (0.29,  0.38) 0.14* (0.12,  0.17) 0.15* (0.12,  0.17)

PenaTMBHaPeAyKLiMja
F;n f f i/o 54,5%
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(rmaAPM6MH vsnnaLie6o)

flen on naLiMeH"6e3peJiancnoBekeoA96HeAeJ"
60,9% 79,7% 78,9%

BpeMeHcl(a Ao 3MeceL|MEDSSnporpecMja,10%(MeceLiM) 10.8 13.6 13.6

o/]HOc Ha pM3MK(95%Cl)
0.67*(0.48,0.93) 0.69*(0.49,0.96)

P=0.018 P=0.026

* p<0,001  cnopeAeHo co nnaLie6o

AonoJi"TeJIHo, TepanMCKaTa rpyna on 3.5 mg/kg 6Miia cTaTMc"iiKM 3HailMTeiiHo
cynepMopHa  Bo oAHoc Ha nnaLie6o rpynaTa Bo oAHoc Ha 6pojoT M peiiaTMBHaTa peAyKL+Mja
Ha TI  Gd+ iie3MM,  aiITMB" T2 Jie3MM M itoM6rmMpa" yHMKaT" iie3MM  KaKo LUTo e noKaxaHo
co MPM CHMMKM  Ha Mo3oKOT Bo TeK Ha Hei"Te 96 HeAe" Ha cTyAMjaTa.  nauMeH"Te KOM
npMMaJie KnaAPM6MH cnopeAeHM co nJiaLie6o Tepa"cKaTa rpyna   MMatie 86% peJieBaHTHa

pe/]yKLiMja Ha cpeflHMOT  6poj Ha TI  Gd+ Jle3MM (npMJlaroAeH cpeAeH 6poj 3a rmaflpM6MH 3.5
mg/kg M nnaLie6o rpynMTe e 0.12 M 0.91,  cooABeTHo),  73% peJia"BHa peflyKLiMja Ha
cpeAHMOT 6poj Ha aiITMB" T2 Jle3MM  (npMJlaro4eH cpeAeH 6poj 3a KnaAPM6MH 3.5 mg/kg  M
nJiaue6o rpynMTe e 0.38 M  1.43,  cooABeTHo)  M 74%  peJia"BHa peAyKLiMja Ha cpeAHMOT 6Poj
Ha KOM6M"pa" yHMKaT" Jie3MM no Hal+MeHT no Ci(eH (npMJiaroAeH cpeAeH 6Poj 3a
KnaAPM6MH 3.5 mg/kg  M nJiaLie6o rpynMTe e 0.43 M  1.72,  cooABeTHo)  (p<0,0013a cMTe 3
McxoAM  Ha  MRl).

Post hoc aHaJIM3a Ha BpeMe flo 6 MeceuM noTBPAeHa EDSS nporpecMja
47% HaMa/iyBaii>e Ha PM3MKOT oA nporpecMja Ha MHBaJ"4MTeT Ka|  rpy

Bo cnopeA6a co nJlaLie6o (pM3MK oAHoc - 0

p<0.d5);   Kaj  niiaLie6o rpynaTa  10 nepLieHTlmoT 6Mn  nocTMrHaT 3a 2

KnanpM6MH oq 3.5 mg/kg

boonuTo nocTMrHaT 3a  BpeMe Ha nepMOAOT Ha CryAMjaTa Kaj  rpynaT
mg/kg.

KaKo LUTo e npMKaxaHo Bo Ta6enaTa 3 norope, noBMcoKMTe KyMyJia"
AonoJiHMTeJIHa KnMHMilKM 3HaiJajHa  KopMCT,  Ho 6Mne  noBp3a" co  noBMc
i.3" cTeneH Ha j"Mcpone"ja (44.9% Bo rpynaTa 5.25 mg/kg Hacnpo" 25.6
3.5 mg/kg).

Sis He

Bo rpynaTa

rlaLiMeH"Te KOM ja 3aBPLi"iie cTyflwiaTa CLARITY Moxerie Aa ce BKiiyilaT Bo eKCTeH3" Ha
CLARITY.`     Bo oBM'e cTyAMM eKCTeH3MM,  806 naLiMeH"  npMMaJie  MJ"  niiaLie6o MrM
KyMyJia"BHa do3a oA 3.5 mg/kg (co pexMM cJiMHeH  Ha Toj KopMCTeH Bo CLARITY) Bo Tel(oT
Ha 96 he'de"  ofl cTyAMjaTa.  npi"apHaTa Lien Ha oBaa cTyAMja 6ima 6e36eAHocTa, AOAeKa
Kpaj"Te pe3yJiTa" o/I acneKT Ha ecpMKacHocT 6Mne eKcniiopa"BHM.

rotieMMHaTa Ha eq)eRTOT Ha HaMaJiyBaLbe Ha cppeKBeHLiwiaTa Ha periancM M  HaMaJiyBaibe
Ha MHBaJ"AMTeTOT Kaj  naLiMeH"  KOM  npMMaJie Ao3a oA 3.5 mg/kg  Bo TeKOT Ha 2 roAMHM,
6ima oApxaHa Bo roAMHMTe 3 M 4 (BMAM AeJl 4.2).

Ecl]uKacHocm Kai nauueHmu co 8ucoKa al(mu8Hcorh Ha 6oneclT],a

Post-hoe noArpyn" aHaJiM3M Ha ed)MKacHocTa 6Mrie M3BeAe" Kaj naLiMeH" co BMcoKa
aK"BHocT Ha 6oJlecT JleKyBa" co opaJieH rmaflpM6MH co npenopailaHaTa KyMyJia"BHa
Ao3a oA 3.5 mg/kg.  BMJie BKJiyileHM:
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•      rlaHMeH" co  1  peJianc Bo npeTxofiHaTa roAMHa M HajMaJiKy eAHa TI  Gd+ Jie3Mja
M" 9 rum noBeke T2 Jie3MM, AOAeKa 6rme Ha Tepa"ja co Apy" DMD

•     rlaLiMeH" co 2 rum noBeke peJiancM Bo npeTxoAHaTa roAMHa, 6e3 pa3J"Ka AaJ"
6rme Tpe"paHM co DMD LmM He

Bo aHaJiM3MTe Ha  noAaTOLiMTe oA CLARITY,  6rm 3a6eiie>KaH  KOHCMCTeiiTeH Tepa"cKM
ed)eK" Ha 6pQjoT Ha peJlancM co roflMLiJHa nojaBa Ha peJiancM Bo paHr oA 0.16 /]o 0.18   Bo
rpynMTe KOM  npMMaJie KnaAPM6MH Haonpo" 0.47 Ao 0.50 Kaj  nnaL|e6o rpy"Te (p<0.0001).
CnopeneHo co BKynHaTa nonynaL+Mja noroiieM ecbeKT 6rm 3a6ene>KaH Bo BpeMe Ao 6
MeceLiM  Kaj  oAP>Ka"oT MHBaJiMAMTeT Kafle KJiaflpM6rmoT ro  HaMaJirm  pM3MKOT Ha
nporpecMja Ha i"BaJ"AMTeTOT 3a 82% (pM3MK ofiHoc -0.18,  95%Cl  [0.07,  0.47]).  Kaj
niiaL+e6o rpynaTa  10 nepLieH"JioT 3a nporpecMja Ha MHBaJ"AMTeTOT 6rm noc"rHaT noMefy
16 M 23 HeAeJiM, AofleKa Kaj  rpynMTe JieKyBa" co unaAPM6MH BoonLUTo He 6Mii noerMrHaT
3a BpeMe Ha LienaTa cTyAMjaTa.

CeKVH6aDHo-nDoaDecueHa MVJTmunna cK!]_a_Do3a Co DeJ]ancu

CryAMja 3a noApiJJKa Ha naL"eii"Te JieKyBa" co KnaAPM6MH KaKo AonoTiHeHMe Ha
MHTepq)epoHrdeTa Haonpo" maLie6o+MHTepcpepoH-6eTa Mero TaKa BKiiyilyBaJia M
orpaHMiieH 6poj Ha naLuneH" co ceKyHAapHa nporpecMBHa MC(26 nauMeH").  Kaj oBMe
naHMeH" Tepa"jaTa co unaflpM6rm 3.5 mgntg pe3yii"paii co HaMaiiyBaibe Ha roAMLUHaTa
cTanKa Ha peiiancM onopeAeHo co rmaLie6o rpynaTa (0.03 Haonpo" 0.30,  pM3Mt( oAHoc:
0.11,  p<0.05).  HeMaiio pa3j"KM Bo roAMLLIHaTa cTanKa Ha peJiancM  noMefy naHMeH" co

petianono-peMM"pailKa MC M naHMeH" co ceKyiiAapHa nporpecMBHa MC co peiiancM.  Bo
HMe/]Ha qq noArpyrMTe He MoxeJio Aa 6MAe npMKa}i{aHo Bi"ja"eTo Ha nporpecMja Ha
MHBanMAMTeTOT.  I

rlauMeH" co cenyHAapHa nporpecMBHa MC 6rme MCKiiyile" oA cTyAMjaTa CLARITY. CenaK
post-hoe aHanM3a Ha MeLuaHa KoxopTa BrmyHyBajtw Hal+MeH" oA CLARITY   M ONVVARD,
Aeq)M"pa" co ocHOBeH  EDSS pe3ymaT 23.5 KaKo 3aMeHa 3a ceKyHAapHa nporpecMBHa
MC,  noKa}KaJia onMilHo HaMaiiyBaibe Ha roAMLLJHaTa cTanKa Ha PeJiancM  KaKo Kaj naqueH"
co EDDS pe3yiiTaT now 3.

rl       MiaTDMCKa  nonviiaLiMia

EBponcKaTa areHHMja 3a JieKOBM ja oTcPpJ" o6BPCKaTa Aa ce no/]HecaT pe3yJiTa" OA
cTyAMM Ha MABEHKJIAfl Kaj cMTe noArpy"  Ha neAMjaTPMCKaTa nonyJiauMja 3a Myii"niieKc
Clthepo3a (BMAM Aen 4.2 3a  MHcPopMaL|L" 3a ne4MjaTPMCKaTa ynoTpe6a)

5.2         ®apMaKOKMHe"uKM CBojcTBa

Kna/]pM6MHOT e npo-JieK Koj Tpe6a Aa ce a)occPopMrMpa MHTpauneTovH
6MOJiouKM  aKTMBeH.  ®apMaKoitMHe"KaTa  Ha  rma4PM6MHOT 6Mna
M MHTpaBeHo3Ha aAMM"CTpaLiMja Kaj naLiMeH" co MCM  naLiMeH" co
3a6otiyBait>a,  KaKo  M  in  vitro cMCTeMM.

A6coDnL"ia
Ilo opaJiHa a4MM"cTpaprja, una4pM6MH Tieouo ce a6cop6Mpa. AAMM"cTpaqujaTa Ha 10
mg  KnaAPM6MH  pe3yJITMpaJlo co cpef|Ha BpeAHoer 3a KnaflpM6MH of] Cmax Bo oncer ofi 22
4o 29 ng/n)I M coo4BeTha CpeAHa AUC Bo oncer oA 80 4o 101  ng*h/ml (APRTMe"ilKM
npecMeTi(M.04 pa3i"v" cTy4MM).
Kora opaJiHMOT KJiaAPM6MH ce AaBaJi Bo cocToj6a Ha rJiaflHo cpeAHOTo Tmax 6Mno 0,5 ilaca

(oncer 0,5 flo 1,5 ilaca). Kora ce /]aBan co o6peK 6oraT co Mac", a6cpon"jaTa Ha
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maflpM6MH 6rma oAJio}KeHa (cpeAHo Tmax 1,5 i]aca,  oncer 1  Ao 3 Haca) M Cmax 6rmo
HaMaJieHo 3a 29% (onope/I reoMeTPMCKa npoLieHKa), /]o/]eKa AUC ocTaHyBa HenpoMeHeTo.
BMopaonoJlo>K"Boora Ha  10 mg opatieH KnaAPM6MH 6rma npM6">KI+o 40%.

flMCTDM6vLiMia
BonyMeHOT Ha AMorpM6yL+Mja  e  roiieM,  LiITo yKa>nyBa  Ha  eKCTeH3MBHa TKMBHa AMCTPM6yiiMja
M  MHTpaHeiiytiapHo npMMaitie.  CryAMMTe  noKa>KaJie cpeAeH  BonyMeH  Ha AMCTPM6yuwia  Ha
KJiaAPM6MH Bo oncer ofl 480 Ao 490 L.  BpeyBaH>eTo 3a rma3MaTCKMTe npoTei"M  Ha
ithaAPM6MH e 20%  M e He3aBMCHo oA KOHL+eHTpaHMjaTa  Bo  rma3Ma.

J]MCTPM6yHMjaTa Ha rmappM6MH  npeny KneTouHMTe MeM6paHM e oiiecHeTo oA pa3"
TiaHonopTHM npoTei"M BKnyilyBajfu " M ENT1, CNT3 M BCRP.

In-vitro cTyAMMTe yKa}KyBaaT |]eKa npoTOKOT Ha  KnaAPM6MH e caMo  MMHMMaiiHo noBp3aH co
pnop.  Kiii"MilKO 3Haiiaj"  MHTepaKi+rm cO MHXM6MTOpM  Ha  pnop He ce OileKyBaaT.
rloTeH"jaJiHure nooneAMLM oq MHflyKLiMja Ha Pngp Ha 6Mopacnono}Ki"BocTa Ha KnaflpM6MH
He ce a)opMaiiHo npoyileHM.

/n vffro cTyAMure noKa>KyBaaT 3aHeMapi"Bo npe83eMarbe npeny TpaHonoprepM Ha
rmaAPM6MH  Bo iloBeiiKM xenaToi+M".

KiiaAPM6MH  MMa  noTeHUMjan Aa ja npeMMHe KPBHo-Mo3oi+HaTa 6apMepa.  Maiia cTyAwia  Kaj
nauMeH" co KaHuep noKa}Karia oflHoc Ha KOHLieHTpauMja 80 Liepe6poonMHaiiHa TeilHOcT/
nJla3Ma oA npM6J"}Kiio 0.25.

KJiaAPM6MH M/rum HeroBrme cPopq)opMJ"pa" MeTa6onM" 3HaiMTeliHo ce aKyMyi"paaT M
3aAp>KyBaaT 80 iioBeiiKMTe "McpOLiM".rlpM  In vitro  MnMTyBaiba  ,  Ofl
HacnpoTM- eKCTpaL+eiiyiiapHaTa aityMyJiaLiMja 6rm oitoiiy 30 cnpeMa
Mano>KyBaibeTo Ha maqpM6MH.

EMOTDaHcd)oDMaLiMia

MeTa6onM3MOT Ha KnaAPM6MH 6rm npoyilyBaH Kaj  nauMeH" co
Ha e/]MHeilHa Ta6JieTa oA  10 mg M e/]MHeilHa l"TpaBeHo3Ha Ao3a
HaiMHa Ha  a/]MMHMCTpaLiMja,  opaiiHa  M  MHTpaBeHo3Ha,  Po4MTeJicr(oT
KliaAPM6MH 6MJio rJiaBHaTa  KOMnoHeHTa  npMcyTHa  Bo niia3Ma  M  ypMHa,

gsH9en

JIMTOT 2-
xnopoaAeHMH 6MJi Mi4HopeH  MeTa6oJ"T npMcyTeH  Bo nJia3Ma M ypMHa,  Ha Koj ce AOJixM
caMo S3% oA M3JioxeHOTo HMBo Ha nJia3Ma PoAMTeJicKo CoeAMHe"je nocJie opaJiHa
aAMM"CTpaLiria. CaMo Tpa" oA Apy" MeTa6oi"" Moxeiie fia ce HajAaT Bo niia3Ma M
ypMHa.

Bo xenaTaii" in vitro cMCTeMM, 3aHeMapJ"Bo MeTa6oJ"3Mpatbe Ha rmaAPM6MH 6Mno
3a6eJiexaHo (HajMaJiKy 90% 6rm HenpoMeHeT KJiaflpM6MH).

KnaAPM6MHOT He e  peJieBaHTeH cyncTpaT 3a  L|MToxpoM  P450 eH3MMMTe  M  He noLta}I(yBa
3HaiJMTeJieh noTeHUMjan 4a AeJiyBa KaKo MHXM6MTop Ha CYPIA2,  CYP286,  CYP2C8,
CYP2C9,  CYP2C19,  CYP2D6,  CYP2EI  M CYP3A4.  MHXM6MLiMjaTa Ha oBMe eH3MMM M"
reHe"iiKM. noi"Mopq)M3MM (np.  CYP2D6, CYP2C9 M" CYP2C19) He ce oileKyBa Aa
pe3yii"pa cO iouMHMilKM 3Haiiaj" eq)eRTM Ha a)apMartoKMHe"ItaTa  Ha rmappM6MH Mi"
HeroBaTa  M3JioINeHocT.  KJiaAPM6MHOT HeMa  KiiMHMilKM  3HailajeH  MHAyKTMBeH  eq)eKT Ha
CYPIAI, CYP286 M CYP3A4 eH3MMM.

Ilocne HaBneryBaibe Bo HeJiHMTe KJieTKM,  una4pM6MHOT ce cPoccPoprmMpa 4o una4PM6MH
MOHo®ocq)aT (Cd-AMP)  npeKy DCK( MCTo TaKa co +]eoi(cMrBaHo3MH  itMHa3a  Bo
MMToxoHAPMMTe).  Cd-AMP noHaTaMy ce a)ocq)opM"pa Ao unaAPM6rm AMcPocq)aT (Cd-
ADP) M unaAPM6MH TPMd]ocd)aT (Cd-ATP). flecpoccpopMiiaLiriaTa  M fleaK"BaLiMjaTa Ha Cd-
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AMP e KaTaJ"3MpaHa qu HMTorma3MaTcl(aTa 5'-NTa3a.  Bo cTyAMja Ha MHTpaLieJiyJiapHaTa

®apMaKOKMHe"Ka  Ha Cd-ADP M Cd-ATP Kaj  naHMeH" co xpoHMilHa MyjeJioreHo3Ha
jieyKeMMja,  HMBoaTa  Ha Cd-ATP 6rme npM6i">Kiio noiioBMHa on HMBoaTa Ha Cd-AMP.

MHTpaLieJiynap"oT nony>KMBOT Ha Cd-AMP 6MJi  15 iiaca.  MHTpaLienynap"oT nony}KMBOT
Ha Cd-ATP 6rm 10 ilaca.

Ei"MMHaLiMia

Bp3 oonoBa Ha noflaTo" 3a a)apMaKOKMHe"Ka oA 36MPHaTa nonyJiauMja on noBeke
PaanMu" cTyAMM, cpeAHMTe BpeAHoc" 3a eJ"MMHa"ja 6rme 22.2 L/h 3a peHaiieH
Ki"peHc M 23.4 L/h 3a He-peHaiieH KJ"peHc.  PeHaii"oT Ki"peHc ja HaflMMHaii 6p3MHaTa Ha
rlioMepyJiapHa a)MJiTpauwia,  LLiTo yKa>KyBa Ha aK"BHa peHaiiHo Ty6yiiapHa ceKpeuMja Ha
KJlaAPM6MH.

He-peHal"o+ den ori enMMMHa"jaTa Ha KnaflpM6MH (npM6"}Kiio 50%) ce coc" on
3aHeMapi"Ba xenaTaJiHa MeTa6oi"3auMja M eKCTeH3MBHa MHTpaHeJiyJiapHa AMCTPM6yL+via
M 3apo6yBaibe Ha aK"BHMOT KnaAPM6MH (Cd-ATP) Bo MHTpaLieJiyJiapHMTe oHeJ" Ha
Tapre"paHMITe meTKM (np. Jli"q)ouM") M nooneAOBaTeJiHa eJii"MHaLiMja Ha
MHTpaLieJiyJiapHMOT Cd-ATP Bo corjiacHocT co >KMBOT"oT L|Mrmyc M e.iMMMHaLiMOHMOT naT
Ha  oBMe  KJieTKM.

rlpoLieHe"OT TepMMHaTieH  noiiy->KMBOT 3a "nMileH  Hal+MeHT OA nonyJiaHMCKaTa

q)apMaKOKMHe"HKa aHaJiM3a e npM6J">Ki+o  1  AeH.Toa He pe3yJi"pa co aKyMynaLiMja Ha
JieKOT no Ao3Mpalbe eAHau AHeBHo,  6Mflejwi oBoj noJiy}KMBOT ce oAHecyBa Ha caMo Mall
AeJl oA AUC.

3aBMonocT Ha 4o3a M BDeMe

no opaJiHa aflMrmMorpauMja Ha KJiaAPM6MH Bo Ao3a>KeH oncer oA 3 Ao 20 mg,  Cmax M AUC
ce 3roJieMyBaJle Ha A03HO-nponopHMOHaJleH HaiMH,  UJTO cyrepMpa AeKa Ha ancopnHMjaTa
He B"jaaT  npoLiecrme KOM ce orpaHMile" co 6peMHa rum KanaHMTeT, ce flo Ao3aTa oA 20
mg  OpaJIHO.

HeMa 3a6ene}KaHo 3Hailaj.Ha aKyMyJiaprja Ha KOHL+eHTpaquja Ha  Kna4PM6MH  Bo rma3Ma no
noBTope" 4o3M.  HeMa MHAMitaL|Mja /]eKa ¢apMar(oKMHe"KaTa Ha rmaAPM6MH Mo>Ke Aa ce
npeMe" Ha BpeMeHCKo-3aBMceH HaiiMH noone noBTopeHa aAMM"cTpaLMja.

cneuMianHM  nonvJiaLiMM

He ce M3BeAe" CTy4MM 3a Aa ce npoL+e" CpapMaL(oKMHe"L(aTa  Ha KnaAPM6MH
repMi.aTPMCKM M"  neAMjaTPMci(M  naL|MeH" co MC,  HMTy Kaj cy6jeK" co peHaiiH
xenaTariHM HapyLuyBaiba.

rlonyiiaqucKaTa KMHeTMilKa aHanM3a He noKa>nyBa ecbeRT 0/I pa3J"Ka 80 803pa
AO 65 ronMHM) M"  noJI  Ha a)apMar(oKMHe"KaTa  Ha  rmaAPM6MH.

Bv6De>KHM  HaDVLIIVBaH>a

PeHanHMOT IouMpeHc Ha  Kna4PM6MHOT Ce noKaxaJio /]eKa e 3aBMceH  oA KpeaTMHMHCKMOT
Ki"peHc,   Ba3MpaHo Ha nonyJiaL+MCKaTa ¢apMaKOKMHe"iiKa aHaJiM3a I(oja BionyilyBa
Hal+MeH"-;co  HopMaiiHa 6y6pexHa cpyHituMja M co cJia6M 6ypexHM  HapyLLlyBaLba,  TOTaTiHMOT
KJ"peHc Kaj naHMeHTMTe co cJia6M 6ypex" HapyiilyBaiba (CLCR = 60 mL/min.) ce oileKyBa
Aa ce HaMarM yMepeHo,  LiJTo BOAM Ao 3roJieMyBaibe Ha M3JioxeHocTa oA 25%.
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XenaTanHM  HaDVLuvBarba

yiioraTa Ha xenaTaJi"Te cpyHKi+rm 3a erMMMHa"jaTa Ha unaAPM6MHOT ce cMeTa 3a
3aHeMapi"Ba.

®aDMOKMHeTMiiKM  MHTeDaKUMM

CTyAMja 3a  MHTepaKL+Mja Ha JieKOBMTe Kaj  nauMeH" co  MC  noi{a>KaJia qeKa  HeMa  npoMeHa
Ha 6Mopaonono>Ki"BocTa  Ha  1o mg   KJiaAPM6MH  npM  MCTOBpeMeHa armMKaHwia co
naHTonpa3oii.

5.3        npeTrmMHi4viou 6e36eAHoc" nq[]aTOL|M

He-KJ"HMili(MTe 6e36eAHoc"  ®apMaKOJioi]JKM  M TOKCMKOJioLiJi(M  npoLieHKM  Ha
XMBOTMHCKM  Mo/]eJ"  peJieBaHTHM 3a  npoLieHKa Ha 6e36eAHocTa  Ha  KJia
noKaxaiie 3HaiMTeiiHM pe3yJiTa" ocBeH oHMe npeABMAeHM Co q)api
MexaHM3aM Ha KnaAPM6MH.  npMMap"Te TapreT" opraHM MAeH"q)
TOKCMKOJiouJKM cTy4MM co  noBekeKpaTHo Ao3Mpaibe no  riapeHTepaji
MJ" cy6KyTaHo) co Tpaeibe flo  1  roAMHa i{aj  rJiyBLiM  M  MajMy",6Mne
xeMaToneTcrtMOT cMCTeM. Apy"Te L|eJi" opra" nocJie noAOJlra aA
LiMKJiycM)  Co rmaflpM6MH  Kaj  MajMy" co cy6i(yTaHa anJ"KaLiMja 6MJie

(itapMOMeranwia Ha peHaJiHMOT ry6yJiapeH e"TeJi),  aApeHaiiHMTe
KopTeKcoT M  HaMaJieHa  BaKyoJiaLiMja),  racTpoMHTec"HaiiHMOT TpaKT (aTP
MyKo3aTa) M Tec"cure.  EcpeK" Ha 6y6pe3rme 6rme MCTo TaKa 3a6eJie>Ka" Kaj rJiyBUM.

MVTareHocT

KnanpM6MHOT ce  MHKopnopMpa  Bo  HM3MTe  Ha J]HK M  MHXM6Mpa flHK cMHTe3a  M

penapMpait.e.  KnaAPM6MHOT He  MHflyL"pa  reHeTCKa  MyTauMj.a  Kaj  6aRTepMCKM  KJieTKM  MJ"
KneTKM  Ha  LiMLraiM,  Ho  ce  noKa>Kaii  KaKO  KiiacToreHCKM  npefiM3BMKyBajfu  xpOM03OMaiiHO
oLJ]TeryBaibe Bo KiieTKM  Ha  I+MuauM  in vitro  npM  KOHL+eHTpaLMM  KOM 6rmie  17  na"  Hafl
oileKyBaHOTO  ionMHMllK0 Cmax.  In  Vivo  KJlacToreHMllHOCTa  I(aj  rJlyBL|M  6MJla AeTeK"PaHa  OA  10
mgn{g, uiTo 6Miio Haj"cKaTa Ao3a u]To 6Miia TecTMpaHa.

KaHLieDoreHocIT

KaHLieporeHCKMOT noTeHLMjan Ha  KiiaAPM6MH 6rm  npoLieHeT Bo AOJiropoi]Ha 22-MeceilHa
cTyAMja co cy6KyTaHa aAMM"CTpauMja Kaj rJlyBL|M  M xpaTKOPOuHa 26-HeAeJIHa CTyAwia
npeKy opaJiHa  pyTa  Kaj TpaHcreHCKM  rtiyBM.

•      Bo floJlropHHaTa cTyAMja 3a KaHHeporeHocT Kaj rJiyB",  HajBMcoKaTa fio3a 6rma  10
mgn(g,  Koja  Moxe Aa ce  BMflM AeKa e reHOTOKCMHHa  Bo cTyAMja  Ha  MMKpoHyKjieycM
Ha  rJiyBL+M  (eKBMBa7ieHTHo Ha  npM6J"}Kiio  16  na" oiieKyBaHaTa iioBeiiKa
M3iio)KeHocT Bo AUC  Kaj  Hal+MeH"  KOM  npMMaaT MaKCMMaJiHa AHeBHa Ao3a on 2o
mg unaAPM6MH).  HeMa 3roiieMeHa MHLiM4eHpe Ha nl"d)onpo"cpepa"B"
HapyLi]yBaiba rum Apy" "noBM  Ha ryMOpM (OcBeH nyMOpM  Ha xapAepMjaHOBM
}KJle3AM,  AOMMHa"o  aAeHOMM)  Kaj  rJiyBLiM.  TyMoprme  Ha XapAepMjaHOBM >KJle3AM  He
ce cMeTa AeKa MMaaT KJiMHMilKa 3HaiiajHocT,  6MAejwi JiyfeTo HeMaaT cnopeAJ"BM
aHaTOMCKM  cTpyKTypM.

Bo KpaTKopoiiHaTa cTyAMi.a  Ha  KaHL+eporeHocT I(aj Tg  rasH2  rJiyBLiM,  He ce npMjaBeHM
rma4PM6MH-noBP3a" 3roJieMyBaLba Ha MHUM4eHL|aTa Ha "Mq)Onpo"cpepa"B"
HapyuyBarba  M" Apy" ryMopM,  npM  HMeAHa oA McnMTyBaHMTe Ao3M Ao 3o mg/kg
Ha AeH (eKBMBaJieHTHo Ha npM6i"xHo 25 na" oileKyBaHaTa iioBeilKa M3JioxeHocT
Bo AUC  Kaj  naLiMeH"  KOM  npMMaaT MaKCMMaJiHa AHeBHa Ao3a  OA 20 mg  KnaAPM6MH)
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KTiaAPM6MHOT 6Mrl  MCTo TaKa  MonMTyBaH  co  1-ro+]MuHa  cTyflMja Ha MajMy"  npeny
cy6KyTaHa pyTa.  He ce 3a6eJie}Ka" 3roJieMyBaLba Ha i"LiMAeHHaTa Ha
ni"cponpej"¢epa"B" HapyLi]yBaiba MJ" Apy" ryMOpM 80 OBa cTyAMja.

MaKo unaAPM6MHOT Mo}Ke Aa MMa  noTeHUMjan 3a  reHOTOKCMllHocT,  AOJiropoiiHrme  noAaTOHM
Kaj  rJiyBUM  M  MajMy"  He  noKa)KyBaaT  HMKaKBM AOKa3M  3a  peTieBaHTeH  pM3MK 3a
KaHLieporeHOcT itaj iiyfe.

Penco4vK"BHa TOKCMilHocT

Mai{o HeMaiio ecpeK" Ha xeHCKaTa nrioAHoer M penpeAyK"BHMTe a)yHKu" M onuJ"oT
cTaryc Ha  noTOMUMTe,  KJiaAPM6MHOT ce noKa>Ka7i  KaKO eM6pMoiieTaiieH  Kora  ce
aAMMHMCTPMpaJi  Kaj 6PeMe"  rJiyBLiM,  M  coeAl"eHMeTO 6rmo TepaToreHo Kaj  rJiyBHM  (M
noone Tepa"ja caMo Ha Ma>i{iaLiMTe) M Kaj 3ajaLiM. 3a6eiie}Ka"Te eM6pMoneTaJi" M
TepaTore" e¢eK" ce Bo cornacHocT co CpapMaKOJiouKMOT MexaHM3aM Ha rmaAPM6rm.
Bo cTyAwia Ha rmoAHocT Ha.rJiyB" Ma>i{ia", 3a6eJi}Ka" ce a)erycM co Maiiq)opMauMM co
areHe3a  Ha /]erioBM  on flMCTaJiHMTe  KpaL+M,  xyMepycoT M/MiiM  cpeMypoT.  MHLiMAeHi+aTa  Ha
ad)eK"paHrme rJiyBiieLiJKM cpenycM  Bo oBaa cTyflMja 6Miia Bo MCT paHr co onoHTaHaTa
MHLiMf]eHua  Ha aMeJiwia M  Cool(oMeJ"ja  Bo oBoj  BMA Ha  myBLM.  CenaK ,  3eMajtw ja Bo
npeABMA reHOTOKCMiiHocTa Ha rmaAPM6MHOT,  e¢eK"Te npeHece"  npeKy Ma>i{jaL|MTe
noBpea" co noTeHqujaJiHM reHeTci(M npoMe" Kaj 4McbepeHprpaHa cnepMa He Mo}KaT Aa
ce  MCKiiyiiaT.                     +   I

KiiaAPM6MHOT He Bi"jaeJi  Ha rmoflHocTa Ha Ma}i{iai+MTe myBUM,  Ho ce 3a6eTie}i{a" ecpeK"
Ha Tec"cMTe,  KaKo HaMaJieHa Te>KMHa Ha Tec"cMTe M 3roiieMeH 6poj  Ha HenoABM}Ki"
onepMaTo3oMAM. Tec"KyiiapHa AereHepauMja M peBep3M6rmHo HaMaiiyBaibe Ha
onepMaTo3oMAMTe co pa"fiHo nporpecMBHa noABM>Ki+OCT 6MJie MCTo TaKa 3a6ene}Ka"  Kaj
MajMy". XMCTOJioLiJKM, Tec"KyJiapHaTa AereHepaHwia 6MJia 3a6eJle}KaHa caMO Kaj  1
Ma)i{jaK MajMyH  npM  1-roAMLiJHaTa Cy6KyTaHa  cTyAMja  Ha TOKCMIIHoCT.

6.           ®APMAL|EBTcl{M CBOJCTBA

6.1          JIMCTa Ha eKcliMnMeHCM

XMApoKCMnpo"n6eTaAeKc(2-xMApoKCMnpo"Ji-a-L|MKnoAeKCTPMH)
COP6MTOJI
MarHe3MyM cTeapaT

6,2        MHi(oMna"6MI"ja

He e e anJiMKaTMBHo.

6.3        PoKHaynoTpe6a

3 rod,"M

6.4         HaLiMH Ha vyBaibe

fla ce HyBa Bo opM"HaiiHOTo naKyBaitie 3a Aa ce 3aLi]"" on BJiara.

6.5        npMpoAa M co/]pxMHa Ha naryBalbe

OpMeH"paH noJ"aMMA (OPA)/ aiiyMi"MyM (Al)/ noiiMBMHMJi xiiopMfl (PVC) -aiiyMMHMyM

(Al)  6J"cTep,  3anei+aTeH  Bo  KapTOHCKM  naKeT M a)MKCMpaHo  Bo  Ha/]BopeLLiHa  itapTOHCKa
Ky"ja co 3aLLJTMTa 3a AeL|a.
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roiieMMHa Ha naKyBaibe:  1,4,5,6,7 M" 8 Ta6jie".
He cMTe roJieMMHM Ha naKyBaibe Moxe Aa ce 4ocTan" Ha na3apoT.

6.6        CheuMjanHM npeAynpeAyBaiba 3a oTCTpaHyBaibe M paKyBaibe

CeKoj  HeMCKopMCTeH  npoM3BOA MJ" oTnaAeH MaTepMjan Tpe6a /]a ce oTCTpa"  Bo
coriiacHOcT cO jioitajiHaTa peryliaTMBa.

7.          HocMTEii HA o+]oBPEHME 3A CTABAibE Bo npoMET

BApyc f|ooen
CKy", 6p. 57
1000 CKonje
MaKeAo"ja

8. Epoj HA o[]oEPEHME 3A cTABAibE Bo npoMET

MABEHKJIAJ] 10 mg,   1 Ta6neTai/nai{yBaibe:  11-7133/2 o4 25.09.2018
MABEHKJIAJ] 10 mg,  4 Ta6ne"/nai{yBaibe: 11i7132/2 o/I 25.09.20
MABEHKJIAA 10 mg,  6 Ta6ne"/naryBalbe: 11-7131/2 on 25.09.2

9. flATA HA npBo ofloEPEHME 3A cTABAibE Bo npoMET
/OBHOBA HA  OnoBPEHME

25.09.2018

io. flATA HA nociiEnHA pEBM3MjA HA TEi{cTOT

AnpMn 2020
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