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3EI4PEH ]43BEIUTAJ 3A OCOEI4HI4TE HA 
'IEKOT

Voeol neK noAnexn Ha AononHureneH MoHr4TophHr. Toa (e oBosMoxr4 no6p3o
npen03HaBaFbe Ha HoB14 ttH$oprvraqr,rra 3a 6es6e4nocra. OR npoSecraoHanHhre
3ApaBcrBeHr pa6ornrUil e no6apaHo ga npr,rjaear 6rno KaKBLI coMHNTenHu HecaKaHn
peaKllt4t4. Bn4ere pen 4.8 3a roa KaKo Aa rn npnjaaure HecaKaHr,rre gejcrBa Ha neKor.

1. 14ME HA flEKOT
XANIRVA / KCAHI/PBA 1S mg granna-o6noxexa ra6nera
XANIRVA / KCAHL'IPBA 20 mg gr,rnrvr-o6noxena ra6nera

2. KBANITATI4BEH 14 KBAHT]4TAT]4BEH COCTAB

KCAHI4PBA 15 mq bunu-o1noxeuu ma6nemu
E4Ha Qranna-o6noxeHa ra6nera co4pxt4 15 mg pneaporca6an.

KCAH4PBA 20 mq bunu-o1noxenu ma6nemu
E4na Srnrra-o6noxeHa ra6nera co,qpxu 20 mg puaapoxca6an.

llouowuu cvncmauuuu co nosuamo deicmeo:
KCAHUPBA 15 mg gunu-odnoKeHu ma6nemu
E4na $unrra-o6noxeHa ra6nera coApxr4 171,0 mg naKTo3a MoHoxr4Apar.

KCAH4PBA 20 mg Qunu-o1noKeHu ma6nemu
Egna Qranrvr-o6noxeHa ra6nera coApxr4 229,0 mg naKro3a MoHoxu.qpar.

3a qenocHa flucra Ha noMoruHure cyncraHLl4r4, BuAere ro Aenor 6.1.

3. OAPMAqEBTCKA AO3]4PAHA OOPMA

Ornna-o6noxeHa ra6nera.

KCAHI4PBA 15 mo bunu-o1noxenu ma6nemu:
LlpBeHn, TpKane3Hr, 6nxoHeexcnr $nnu-o6noxenyr
9.5 mm h BTt4cHara o3HaKa "15" og egHara crpaHa u
na ra6nerata.

KCAHI4PBA 20 mq bunu-o1noxeuu ma6nemu:
qpBeHuKaBo-xa$ern, TpKane3Hn, 6nxoHseKcHH
grjauerap oA oKony 10.5 mm t4 Brt4cHara
neo6enexaHil oA Apyrara crpaHa na ra6nerara.
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4. KNNHNq KT KAPAKTE P 14 CT ]4 KI,l

4.1 TepaneBTcKl,t t{H.qxKaqrx

BogpacHu
FlpeaeHqraja na Mc)3oqeH yAap u Ha cucreMcra eu6onraja raj Bo3pacHu naLlheHrr co
HeBanBynapna arpujaflHa $u6pnnaqnja co eAeH rnil co noeeke Saroopu Ha pu3r4K,
KaKo KoHrecrnBHa cptleBa cna6ocr, x[nepreH3nja, eospacr > 75 toAtAHV, 4raja6erec
Menrryc, npeTxoAeH t4HcynT 14nu TpaH3uTopeH ncxeMr4qeH HanaA.

Tepannja Ha 4na6ioKa BeHcKa rponlr6osa (ABT) u na 6eno4po6na eu6onraja (6E) ra

npeaeHqnja Ha pexypeHrHt4 ,[BT ra 6E raj Bo3pacHu nhqa (nornegnere ro Aeflor 4.4 ea
naqheHru co xeMo/It4HaMcKr4 necra6unna EE).

fleariarpncxa nonlrnauuja
KCAHUPBA 15 mg Sunu-o6noxeHu ma6nemu:
TperuaH Ha BeHcKa rpona6oeu6onnja (BTE) n npeBeHllaja na peKypeHrHa BTE xaj
Aeqa r aAonecqeHT[ Ha Bo3pacr no4 18 rogrnn co reflecHa rexuHa oA 30 kg go 50 kg
no uajuanry 5 gHenHa noqerHa napeHrepaflHa aHTilKoaryflaHrHa repanuja.

KCAHUPBA 20 mg Qunu-o6noxeHu ma6nemu:
Tpern,tan Ha BeHcKa rporra6oeru6onNja (BTE) u npeBeHllaja Ha peKypeHrHa BTE xaj
Aeqa u a.qonecqeHTt4 Ha Bo3pacr no4 18 rognHu co renecHa rexrHa oA HaA 50 kg no
najuanry 5 AHeeHa noqerHa napeHTepanHa aHTvlKoarynaHTHa repanr,rja.

4.2 flotupatue n HaqhH ua ynorpe6a

Eoghpalbe

llpeeenuuia ua uo:?oqeH vdoD u cucmeucxa eu1onuia xaj eoepacuu nauueumu
flpenopavaHara .qo3a e 20 mg p[BapoKca6an, e4naur Ha iqeH, uro BoerqHo e h
MaKCUManHa npenopaqaHa AHeBHa Ao3a.
Tperuaxor co Kcaxr,tpaa rpe6a Aa npoAonxu gonrorpajxo, cri AoAeKa Kopt4cra oA
npeeenqnja Ha Mo3oqeH ygap u Ha ctacreMcKa erra6onr,rja ro HaAM]tHyBa p[3r4Kor oA
KpBaBeFbe (an4ere Aen 4.4).
,[oronry ce nponyu.tr]4 Ao3a, naqueHTor rpe6a BeAHau ,qa ro 3eMe fleKor Kcanupaa u
.qa npoAonxu crlr-aAHr,tor AeH co ynorpe6a eAHau Ha AeH, Bo cornacHocr co
npenopaKrre. He -rpe6a Aa ce 3eMa 4eojxa Aosa Bo eAeH AeH 3a Aa ce HaAoMecryl
nponyuTeHara Ao3a.

803pacHu nauueHrnu
llpenopavaHara Ao3a 3a lBT rnr 5E e 15 mg, ABanaril
Ha AeH BO TeKOT Ha co 20 mg, eAHau Ha ReH 3a
KOHT]4 Hyr paHO neq/Ball-be ]4 ,[BT u 6E.
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l{pllqrpajHa repanhja (najrr,ranKy 3 Meceqr,t) rpe6a Aa ce 3eMe npr-iABr4g raj naqrenrra
co ABT t4tlt4 co 5E npeAra3BrKaHu og Heroj roneM, rpaH3rropen Sraxrop na puenx (Ha
np' HeoAaMHeuHa roneMa onepaqmja ilfln rpayMa). l-loponrorpajuo neKyBaFbe rpe6a
Aa ce 3eMe npeABu.q xaj naquenr[ co npeAn3BhKaHra IBT ranr,r 6E KoH He ce noBp3aH]tco roneMn, TpaH3nropHl4 Sarropn Ha ph3t4K, Henpe.qil3Br4KaHu IBT ranra EE nnu
rcroprja Ha peKypenrnra IBT unn ElE.

Kora e uHAl4r-lhpaHa npoAonxeHa _npeBenqraja oA peKypeHrHu lBT ra BE (no
3aBpnJyBaFbe Ha repanujara ea IBT vnu 3a 5E eo BpeMerpaeFbe o.q Hajnaanxy 6
naecequ), npenopaqaHara Ao3a e 10 mg, eAHau Ha AeH. kaj naqraenru xai ro, prern*or
oA peKypenrna ,QBT unu 6E ce cMera 3a BhcoK, KaKo uro ce oHre co KoMnnrllyrpaHu
xonaop6u4l4Tern nnv Kov l4Maar pa3BueHo peKypeHTHra lBT ranra EE npu npo4onxeHa
npeeexquja co 10 mg Kcanupea eAHalu AHeBHO, rpe6a Aa ce seM,e npeABniq Ao3a Ha
Kcaxnpaa oA20 mg e.qHau AHeBHo.

BperraerpaeFbero Ha repannjara u ns6opor Ha Ao3ara .rpe6a Aa 6nAar
l4HAl4BnAyan[3ilpaHI no BHl,lMaTenHa npoLleHKa Ha npu.qo6uaruare oA TpeTMaHoT
Hacnport4 pt43t4Kor o,q KpBaBeue (an4ere ro genor 4.4).

13xynna

30 mg

20 mg

10 mg
unn 20 mg

fro ce nponyurrl Ao3ara 3a BpeMe Ha r€lKyBabero co 15 mg ABa narrn AHeBno (4eH 1 -21), naqu-eHTor rpe6a BeAHau Aa 3eMe Kcanupaa 3a Aa o6ea6egr,l BHec Ha AHeBHa
.qo3a oA 30 mg KcaHupaa. Bo oaoj cnyvtaj, 4ae raOneru o4 1

oge,qHauJ. [laqueHror rpe6a .qa npoAonxr4 co peAoBHo
rqeH cneAH[oT AeH, KaKO UJTO e npenopaL{aHo.

Axo ce npony[lru Ao3ara AoAeKa rpae repannjara
naqheHTor rpe6a Be,qHau Aa 3eMe Kcanupea u
3eMabe Ha Ao3aTa erqHat! AHeBHO, KaKO UITO e
Aynn[pa rcT]4oT.qeH 3a Aa Ce HaAOMeCT14

Aa ce 3eMar
ABa naTu Ha

AHeBHO,

AeH CO

I AeH rnu
i zo mg eAHau

3Merpaelbe o.q iffi;J
rvr qn_x){ 
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Aa ce

Bpeuexcr[ nepxoA llJeua xa

Teparrurja ra Eea 1 -21
npeeenqnja na

15 mg, ABa narn Ha

4eH
20 mg, e.qHaul Ha



C2-lnternal

Tepanuia ua BTE u npeeeHuuia Ha peKvpeumua BTE xaj deua u xai adonecueumu

Tepanrjara xaj 4eqa I aAonecLleHril nog 18 ro4nnu rpe6a Aa ce 3anoqHe MrHhMyM no
5 Aexa o.q noqerHet repanuja co napeHTepanHr aHrhKoarynancra (angere ro 4enor 5.1).

,[oeara 3a Aeqa h aAonecqeHTr4 ce npecMeryBa cnopeA TenecHara rexuHa.- Tenecna rexuHa oR 30 go 50 kg:
npenopaqaHara Ao3a e 15 mg pt4Bapoxca6au, egxauJ Ha 4eH. Toa e MaKcnManHara
AHeBHa AO3a.

- Tenecna rexilHa 50 kg unn HaA50 kg:
npenopaqaHara Ao3a e 20 mg pr4BapoKca6an eAHau Ha.qeH. Toa e MaKcuManHara
AHeBHa AO3a.

- 3a naqneHTlr co rerecHa rexhHa noMana o,q 30 kg, nornegHere ro 36upnraor
neaeuraj sa oco6murre Ha neKor Ha npoh3Bo/ltaTe Ko]4 coApxar puBapoxca6aH eo
$opua Ha rpaHyflu 3a nepopaflHa cycnenenja, aKo ce AocranHu.

florpe6Ho e peAoaHo cneAebe Ha renecHara rexuHa raj 4eqa u npunarogyBarbe Ha
Ao3ara, Ha roj Hi:tqnH xe ce o6es6e4ra oApxyBalbe Ha repanucKara Ao3a. .[ooara
rpe6a Aa ce npunaroAn caMo Bp3 ocHoBa Ha npoMeHure Bo reflecHara rex[Ha.

Tepannjara raj geqa r,r xaj a4onecqeHru rper5a Aa ce npoAonxu Mt4Hr4MyM 3 uecequ.
Axo e KnhHhr{Kr4 norpe6Ho, repanrajara Moxe Aa ce npo.qonxu MaKcuMyM Ao 12
MeceqH. ['lpn npuuteHa xaj Aeqa, HeMa AocranHu no4aroqn 3a HaManyBabe Ha Ao3ara
no 6 naeceqn repanilja. Kaj ceroj naqueHT nor-a4[HeqHo rpe6a Aa ce npoqeHu ogHocor
Kopt,tcr-pt43ux oA ltpoAon4yBalbe Ha repanujara no 3 naecequ, senaaj(u ro npeABuA
p1431,1Kor oA peKyperHTHo rpou6osa Hacnporl4 floreHqrajarHuor pt43HK oA KpBaBeFbe.

Axo ce nponyurrr4 Ao3a, nponyureHara Ao3a lpe6a Aa ce 3eMe BeAHau uroM ce
ea6enexr, Ho caMr) vcrtAor 4en. ,[oronKy roa He e Bo3MoxHo, naLlileHTor rpe6a 4a ja
npeCKOKHe Ao3aTa il Aa npOrqOnxn CO 3eMaFbe H? CfleAHaTa AO3a KaKO 1UTO e
nponuuaHo. l-laqur-.HTor He rpe6a Aa 3eMe rqBe Eo3t4 3a Aa ja nagouecru
nponyuTeHaTa Ao3a.

FlpeaeHqurja na Mo3oqeH y1ap u Ha cucreMcxa eu6onnja:
repannjara co BJ(A rpe6a Aa ce npeKnHe ra rpe6a Aa ce hHt4qnpa repanuja co
Kcannpaa rora INR s 3,0.
3a aospacHm naLl[eHT[ Ko]4 ce Ha re unv 3a npeeexqnja na
Hr,rBHo noaTopHo nojaayearue r 3a Ha repanrja sa BTE
r npeBeHqu.ia na noeropno noj
repannjara co BJ(A rpe6a iqa ce
Kcannpaa, x,ora INR e32,5. d- ,9 \Y"1,('q t-,''u, \1*,+3 o' '(fr;i'.Y

Hr4r{r4pa repanuja co
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Kora naqheHrl4re npeMilHyBaar oA repannja co Bt(A Ha repan[ja co Kcaxnpaa,
BpeAHocrure Ha klHrepnaqnoHaflHuor HopMaflu3upaH cooltHoc (lnternationai
Normalised Ratio-lNR) 6ra Moxefle Aa 6raAar flaxHo noKar{eH[ no BHecyBaFbero Ha
Kcannpea. INR He e BanltAeH 3a Meperbe Ha aHTnKoarynaHTHara aKT[BHocr Ha
Kcanrpaa u 3aroa ne rpe6a Aa ce Kopl,1cn4 (ar,r4ere ro 4enor 4.5).

llocror MoxHocr 3a HecooABerHa aHThKoarynaqraja npu npeMnHyBaHre o.q repanhja co
Kcanupaa Ha repanrja co BKA. Tpe6a ni ce o6ee6eg, *orirnyhpaHa coo4BerHa
aHT[Koarynaquja np]4 KaKBo 6uno npeM.4HyBahbe Ha repannja 

-co 
anrepHaruBeH

aHThKoaryraHT. Tpe6a Aa ce HanoMeHe AeKa Kcannpaa Moxe Aa npr4.qoHece 3a
noKaqeHa Bpe4Hocr Ha lNR.
Kaj naqneHTure Koil npeMilHyBaar og KcannpBa Ha BKA, BKA rpe6a Aa ce AaBat4croBpeMeno cd AoAeKa INR ne e >2.0. Bo npaure ABa AeHil oA nepho,qor Ha
npeMnHyBarue rpe6a Aa ce Kopt4crt4 craHiqapAHoro noqerHo Ao3upaHre co BKA, xoe
npoAorlxyBa co BKA Aosrapalbe, cornacHo INR recrrapabero. ,[ogera naqueHTnre ce
l4croBpeMeHo Ha Kcannpea u na BKA, INR ne rpe6a Aa ce recrhpa nopaHo og24uaca
no nperxoAHara Ao3a, HO npeA cneAHara rqo3a Ha Kcannpea. Kora ke ce npeKHHe
repannjara co Kcan[pBa, TecrnpaFbero co INR naoxe ]qa ce ugBpluyl co cnrypHocr,
najuanxy 24 raaca no nocneAHara Ao3a (ar4ere ru AenoBure 4.5 n ti.z1.

l7 e0 ujam pucKu n au,u eH m u
,leqara Kon npeMnHyBaar o4 repanraja co KcanrpBa Ha BKA rpe6a Aa npo.qonxar co
ynorpe6a na KcaunpBa yure 48 qaca no npBara Ao3a Ha BrA. no R"" a"r,
KOHKOMilTaHTHa repanuja rpe6a Aa ce vcnura INR npeg annuxaqnja Ha cne.qHara
nnaHupaHa gosa Kcall4pBa. Kcanupaa ra BKA rpe6a Aa ce,qaBaar hcroBpeMeno cd go
nocrurHyBaFbe Ha INR oa >2.0. Kora xe ce npeKhHe co ynorpe6a na Kcannpaa, INR
Moxe Aa ce ulcnura co c[rypHocr najnaanxy 24 uaca no BHec Ha nocfle4Hara Ao3a(an4ere 4en 4.5).

lpe*ury"a,ae od ,epanuia co napeumepanuu aumuroaeynauctl__ua mepanuia co
Kcauupea

aHmuKoaevnaHcu

aHThKOaryflaHcl-lpexrnere co ynorpe6a na Kc,aHhpaa I npBara
AaAeTe ja ao apervreTo Kora 6r,r rpeoano Aa ce 3(

Q ^:l*ut-'9ton.rejCneurianxn nonvnauur

H 14 pB€I.

3a naqneHTHTe Kol,l MoMeHTanHo npuMaar napeHTepaflHu aHTrKoary.naHc[, rpe6a ga
ce npeKuHe co napeHTepanHuor aHTt4KoaryflaHc n Aa ce 3anoqHe co ynorpe6a na
Kcanrpea, 0 4o 2 gaca npe,q cne,qHoro onpeAeneHo BpeMe xora rpe6a Aa ce npuMeH[
napeHTepanHuor nex (ua np. xenapnHh co Ht4cxa MoneKynapHa rexuHa) unu 3a BpeMe
Ha npexrHor Ha KoHTt4Hyr,tpaHa nprMeHa Ha napenrep454et{ex (rira np. r,rHTpaBeHcKr,l
neSpaxqraoH rpaH xenapran).
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Penanno oumemtyear$e
Bospacnu naLlueumu:
OrpanrveHt4Te KfittHnt{Ku noAaroqu Kaj nallreHT}tre co reuKh peHanH[ HapyluyBa]ba
(xnrpeHc Ha Kpeat-unun 15 - 29 ml/min) yKaxyBaar na eravajno 3roneMeHt4 BpeAHocrt4
Ha nfla3MarcKara KoHqeHTpaqnja na phBapoKca6an. ['lopaA]4 Toa, Kcauupea rpe6a
BH[MareflHo Aa ce Kopl4cru raj oBue naq]4eHTh. He ce npenopaqyBa ynorpe6a xaj
naqreHr}l co KnilpeHc Ha Kpearuaun <15 mlimin (er4ere ru AenoBute 4.4 n 5.2).

3a gosraparue raj naLlueHrnre co yMepeno 6y6pexHo HapyuyBarue (xnNpeHc Ha
Kpearl4Hl4H 30-49 ml/min) unr co cepuo3Ho (xnrapenc Ha KpearuHt4H 15-29 ml/min)
6y6pexno olureryBarbe, ce npenopal{yBa cne4Horo:

. 3a npeaeHqnja Ha uHcynr I cr4creMcKa erra6onraja Kaj nallneHTt,l co He-
BanByflapHer arprjanna $n6pnnaqrja, npenopaqaHara Ao3a e 15 mg, eAHau Ha
Aen (anAere ro genor 5.2).

o 3a repannjer ea,QBT, 3a repant4ja sa 5E il 3a cnpeqyBarbe Ha peKypexrHra ,[BT n
6E: naqueHrure rpe6a Aa ce rper[paar co Ao3a oR 15 mg , ABa naru Ha AeH Bo
TeKor H? nprsvls 3 He4enn. llotoa, Kora npenopaqaHara Ao3a e 20 mg, eAHalu
Ha AeH, rpe6a,qa ce pa3Mt4cnu 3a HaManyBabe Ha Ao3ara o420 mg, eAHauJ Ha
AeH Ha 15 mg, e.qHau Ha.qeH, aKo npoqeHer[or pH314K 3a KpBaBebe Ha
naqueHTor ro Ha.qMnHyBa pu3r4Kor oA peKypeHrHn EBT u 5E. [lpenoparara 3a
ynorpe6a Ha 15 mg ce 3acHoBa Ha MoAertrpalbe na OK il He e npoyl{eHa Bo
oBue KnHHuqKt4 ycnoBH (en4ere rv AenoBrre 4.4, 5.1 u 5.2). Kora
npenopaqaHara Ao3a e 10 mg, egHalu Ha AeH, He e norpe6uo np[naro4yBabe
Ha AO3aTa.

He e norpe6uo npunaroAyBaFbe Ha Ao3ara Kaj naLluHermre co cna6o peHanHo
orureryBaFbe (xnupenc Ha KpearvrHran 50-80 ml/min) (eu4ere ro genor 5.2).

11 ed u i a m p u cxa n o rlvn auuj a:
- Eeqa h aEonecqeHTn co cna6o peHaflHo or.ureryBaFbe (cranra Ha

rfloMepyflaF)Ha $nnrpaqnja 50-80 ml/min/1 .73 mz): He e norpe6Ho
npllnaronyBalbe Ha Ao3aTa, cnopeA noAaToqnTe 3a Bo3pacH[ nallueHTt4 tA

orpaHt4qeHhre noAarou[ 3a negujarprcKm naLlueHrn (augere ro Aenor 5.2).
- [ella I aAoJ-lecqeHT]1 co yMepeHo vnv reuKo pqHanHo otureryBaue (cranra ua

rnoMepynaprHa Snnrpaqraja < 50 ml/minl1.73 m'): preapoxca6aH He ce
npenopa'.{yBa 3a ynorpe6a 6ugejxn HeMa KnhH],lqKr4 no.qaroqil (en4ere gen 4.4).

XenamanHo Hapyuyeabe
Iexor Kcannpaa e KoHTpat4H4r,rtl[paH xaj naquenr]4 co xenaranHa 6onecr noBp3aHa co
Koarynonaruia n co Kn14H14LtKt4 3HaqaeH pvr3t4K oA KpBaBeFbe, BKj]yqilTenHo h naqreHTn
co r.llrpo3a co Child Pugh B ra C (er4ere 4.3 u 5.2). Henaa AocranHil
lull4Htlt{K]4 nO.qaTOqU 3a Aeqa CO xenaT

llocmapu naque,tmu
Heua norpe6a oA nprcnoco6yaarue na

Tenecna mexuHa Tg;
o. tfi.,

a':?t

5.2).
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Heua norpeoa oA npucnocooyBahbe Ha Ao3ara 3a Bo3pacHr (BrAe-re ro Aenor 5.2). 3aneAnjarpucKr naLlneHril, Ao3ara ce oApeAyBa Bp3 ocHoBa Ha renecHara TexhHa.

lTon
Heua norpeoa oA npilcnoco6yBaHre Ha Ao3ara (ar4ere ro 4enor 5.2).

Kcaxrpaa Moxe Aa ce BoBe,qe unn Aa ce npo,qonxra raj naLltaeHTu Kot4 uMaar norpe6aoA KapAhoeepsrja. 3a rap4r'roeepsrja Bo,qeHa co rpaHcesoeareaneH exoKapAhorpaM(TEE), Kaj naLlueHru Kot4 nperxoAHo He nprMane aHrrKoar'/.naHTHa repanuja,TperMaHor co Kcannpaa rpe6a Aa 3anoqHe Hajuanxy 4 vaca npeA r(apAraoaepsr,rjara 3aAa ce o6ee6eAra coo.qBerHa aHrhKoarynaqrala laragere gen s.1 u 5.2). 3a c[renaLlheHrr, npeA KapAnoBepsnjara rpe6a Aa ce no6apa'norBp4a R"*" nr,t1aeHror3eMan KcaHupaa cnopeA npenopaKrre. Itpu AoHecyBarbe Ha oAnyKara 3a3anoqHyBaFbe n BpeMerpaeFbe Ha rperMaHor, rpe6a Aa ce 3eMar npeABrA yrBpAeHrreynarcrBa 3a aHTnKoaryflaHTHa repannja xaj naqraeHTta no,qnoxeH]r Hit xap4r,roeepeuja.

r4pBa, erqHau Ha .qeH

lTli-l3:s^ ,Y::!:i"?-6:1-enHau ta 49H ga nalrileHru co yMepeHo peHanHo
orureryBaFbe [xnrapenc Ha Kpearhnrax 30 - qg.mttuwrf xaxo AoAaroK ,, ;;;r;il;';;P.2Y-12 waxu1wroP Ao najrranory 12 rr,teceqr xaj nar4aenru co He-BaflBynapHa arpujanHa
sropr,|naqraja Ha..Kor4 l4M e norpe6na n"poprnr, ,rrr*orrynaH.rHa repanr,rja r cenoAnoxeHn aa llKVl co nocraByBarbe na creHr (Br,qere aen q.i ra 5..1).

led ujamp u cKa no n yn aq,uja
Ses6eAHocra h e$nracnoCra Ha KcaHupaa 3a uHAuKaqrajara npeBerH[uja Ha rHcynr ]lcilcreMcKa eu6onraja xaj naquenru co He-BanBynapna aiprajanna $ra6jranaqnja xe ceyrBpAeH[ 3a Aeqa Ha Bo3pacr oA 0 go 18 roAtAHu.'Henaa AocranHu noAaroqu. 3aroa,Kcannpaa He ce npenopaqyBa 3a ynorpe6a *ajae'ra noa tg-rogruni, ,oip".r 3a Apyrurl4HAUKaq]4u ocBeH 3a rperMaH xa BTE h npeBeHqraja na noBTopHa nojaea Ha BTE.

Bospacnu naqueimu
Kcanrpaa e HaMeHer 3a
xpaHa (engere gen 5.2).

nepopanHa ynorpe6a. Ta6nerrre rpe6a Ra ce 3eMaar co

3a naquenru Kor4 He Moxar.qa

l:^::^Il?6u u Aa ce h3Meura co aoqa'
ynorpe6ara v Aa ce 3eMe
ra6nera, BeAHaLU rpe6a Aa ce 3eMe
34po6eHara raOnera Moxe Aa ce A€

, ra6nerarra KcanupBa Moxe
ja6onxa HenocpeAHo npeA

Ha BaKa no4po6eHara

werue ua ma6nemume

5.2 n 6.6).
coH.qa (eulgere rH AefloB[Te
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EeUa u a)onecu,eHmu co menecHa moKuHa o0 30 kg do 50 kg (ce oduecyea ua
Kcauupea 15 mg)
Aeqa u a)onecqeHffnt co menecHa moKuHa nad 50 kg (ce oduecyea ua Kcauupea 20
mg)
Iexor Kcaxrpsa e HaMeHer 3a nepopanna ynorpe6a.
Ha naqneuror rpra6a Aa My ce AaAe coBer ra6nerara Aa ja nporonra co rel{Hocr.
Ta6nerara rpe6a Aa ce 3eMa u co xpaHa (augere Ren 5.2). Ta6nerrre rpe6a Aa ce
3eMaar Ha BpeMeFrcKr4 r4HTepBan oA oKony 24 rtaca.

Bo cnyvaj naLlueHror BeAHau Aa ja ucnnyKa Ao3ara vnu Aa noBparu Bo poK o.q 30
Mr4Hyn4 oA anfl[Karqnjara Ha Ao3ara, rpe6a.qa ce AaAe HoBa Ao3a. Ho, aro naqueHTor
noBparn no noaeke oa 30 MuHyrr4 no Ao3[pa]bero, Ao3ara xe rpe6a Aa ce AaBa
noBTopHo, Tyrry ,qa ce 3eMe cfleAHaTa Ao3a cnopeA npenopaqaHhoT pacnope,q Ha

AO314pahbe.

Ta6nerara ne cuere aa ce no.qenn eo o6na aa ce.ao6ne noMana.qosa.

Kpwerue ua ma1nemume
3a naqreHTu Kor,r He Moxar Aa nporonraar qenn ra6neru, nocror4 u $apuaqeBTcKa
$opua Ha puBapoxca6aH rpaHynu 3a nepopanHa cycneHsuja. Axo oeaa $opua He

Moxe BeAHau Aa ce xa6aeu, npu npenopaqaHr Ao3r4 oA 15 mg nnw 20 mg, raSnerara
Kcanupaa Moxe Aa ce eApo6r,r n Aa ce [3MeuJa co Bo.qa t,tfln co nupe oA ja6onxo
HenocpeAHo npeg ynorpe6ara n Aa ce 3eMe nepopaflHo.
3gpo6eHara ra6nera Moxe Aa ce AaAe h npeKy Ha3oracrpr4r{Ha rnil racrpr4qHa coHAa
(en4ere rn AenoBr4rc 5.2 n 6.6).

4.3 KoxrpauHAr4Kauuu
. flpeocerrhBocr Ha arruBHara cyncranqrja vntA Ha xoj 6uno o.q eKcLlun[eHc]4Te

HaBeAeHn ero 4enor 6.1 .

o Knunrqxu sHavajno aKTuBHo KpBaBeHre.
. Jlearaja nnn cocroj6a, 3a xoja ce cMera AeKa Hocr4 3HaqhreneH plr3r,rx oA rofleMo

KpBaBebe, KaKo TeKoBHr4 unn HeoAaMHe[uHr4 yflqepaqrh Ha

racTpol4HTecTnHaflHuoT TpaKT, npucycTBo Ha MaflnrHn Heonfla3Mn co Bl4coK
pvr3r4K oA KpBaBebe, HeoAaMHeurHa noBpe.qa Ha Mo3oKor vnv xa 'p6ernror
cton6, H€roAaMHeuJHa onepaquja Ha Mo3oKor, 'p6ernuor cron6 Anv
oQranuonouKa onepaquja, Heo4aMHeuJHa uHTpaKpaHujanHa xeuoparrja,
no3Harr hnI cycnerrxr eso$areaflHil BaphKct4, aprepuoBencxr uanSopMaqmu,
BacxynapHm aHeBpugMr4 ilnn roneMu ilHTpacnr4Hantu unv ilHTpaqepe6pannr,r
BacKyfl apHu abxopuanHocn4.

o lzlcroepeMeH TperMaH co ,qpyrn
xenaprH (IHOX). xenapuH14 co H

, Ha np. ne$parqroHnpaH
rexuHa (eHoxcanapun,

AanrenapuH, urH.), AepnBaru HyKc, nrn.), opanHn
aHrrKoaryraHo4 (aap$apnn,
Bo cneqladDn.{Fr]4 oKoflHocnr

anrrca6an, ilTH.), ocBeH

'r'4 \WKA./ 
-.,{ -o,(l:,ii5#'i. ''J|uY ..9lyllHzlu '-.4

THara repannja
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(au4ere ro Aeflor 4.2) nnw Kora HoX ce AaBa Bo Ao3h norpe6Hr 3a o4pxyBarbe
Ha orBopeH LleHTparleH BeHcKl4 rnu aprepucKu Karerep (Br,tAere ro genor 4.5;.

' Xenatanna 6onecr noBp3aHa co Koarynonarvja u co r<rtyrHt4l{Kr4 pefleBaHTeH
pl43l4K oA KpBaBebe, BKflyllyaajrr,l r naLlneHrr co L14po3a co Child irugh B u C(au4ere ro 4enor 5.2).

o EpeueHocruI .qoeFbe (aragere ro genor 4.6).

4.4 l'loce6Hr Mepxr Ha nperna3nrBocr r noce6nr npeAynpeAyBaba
3a apeue Ha neKyBaFbero ce npenopaqyBa KrhH,qKo cneAe'be Bo cornacHocr co
aHTn KoaryraHTHaTa n paKca.

Kaxo l,l co Apyrure aHT[Koaryn aHTvt, naqheHT[Te Ko]r 3eMaar. Kcanupea rpe6a
BHnMarenHo Aa ce cfleAar 3a 3Hallu Ha KpBaBerue. Ce npenopaqyrBa BH[MarenHo Aace Kopl4crn npr' cocroj6ra co 3roneMeH pta3t4r oA KpBaBeree. Ynorpr:6ara xa Kcanr,rpea
rpe6a Aa ce npeKuHe AoKonKy ce nojaer o6unxo KpBaBeFbe (ara4ere ro genor 4.g).

Bo rn[Hh'{Kl,1Te cry,quu 6nne noqecro sa6enexyBaHu MyKo3Hr4 KpBaBeua (ogxocno
enhcraKca, rrHrl4BanHo, racrpot4HTecr[Har]Ho, reH[To-yp]4HapHo, BKnyqt4TenHo vla6nopuanHo Bar[HanHo vnn 3roneMeHo MeHcrpyanHo xpaaaerue) n aneurja npil
AonrorpaeH rperMaH co prBapoxca6an cnopeAeHo co Bt(A repannja. [1opa4u roa,noxpaj cooABerHOTO KflnHl,rqKO CneAerue, na60paropilcKoro ogpeAyBaFbe Ha
BpeAHocra Ha xeMorno6ux/xeuaroKpt4T, Moxe Aa e oA BaxHocr 3a orKpt4BaFbe Ha
oKynTHo KpBaBeFbe I o,qpeAyBabe Ha KnrHhqKaTa BaxHocT 3a oTBopeHo KpBaBebe,
oHaMy KaAe UJTO Ce npolleHyBa AeKa e cooABeTHO.

Kaj nexonry noArpynt4 Ha naqueHTn, KaKo *JTo e AeraflHo np[KaxaHo no4ory, nocror,i
3roreMeH pn3hK oA KpBaBebe. oa,le nallueHTn rpe6a BH,tMarenHro A?r ce cneAar 3a3Haq[ H crMnroMu Ha KoMnnilKaq],lI oA KpBaBe]be I oA aHeMilja no 3anoqHyBaFbe Harepanujara (en4ere ro 4enor 4.9).

lexoj Heo6jacHer naA Ha xeMorno6rnor unu Ha KpBHl4or npurr4coK rpe6a Aa BoAr,r KoH
6aparue Ha Mecro Ha KpBaBerbe.

vlaro 3a neKyBahbero co pueaporca6an He e norpe6no pyrr,rHcKo cneAebe Hah3roxeHocra, MepeFbero Ha HIBOTO Ha puBapoxca6aH npoqeHero co Kanr46prapaHra
KBaHTUTaTUBHU aHan[3u na Saxropor Xa, Moxe Aa e Kopr4cHo BO 1,16gyq1aTenH1a
cvryaLp v, BO KOt4 noAaroKor 3a h3noxeHocr Ha p[BapoKca6aH naoxe .qa noMorHe KaKo
unQopnaaqraja npu AoHecyBabero Ho lo-u,rHr,19Kr,rre o4nyKil, Ha np. npt,l npe,qo3npa]be ,1
nph hrHa onepaquja (ar,rAere ru,r Aenor,r,ffi.Th5,2).

llocrojar orpaHnqeHr noAaro o3a Ha qeper6panHure BeHh r
BeHCKl4 CLlHyCl4 t(Ot4 hMaaT h 4en 5.1). llpea r 3a BpeMe HaTperMaHor co puaapoxca6an
KpBaBeFbe.

Aa ce npoqeHh p143t4KOT OA

i ^0,96r, 
. i

\5on..re.
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Penanno ourterur.aue
Kaj eoapacHn nauueHTh co cep[o3Ho peHaflHo oureryBabe (KflupeHc Ha KpearuHr4H
<30 ml/min) HHBoara Ha puaapoxca6an Bo nfla3Mara Moxe 3Hal{rreflHo .qa ce
3roneMar (1,6 naru Bo npocex), ruro Moxe Aa AoBeAe Ao 3roneMeH pn3l4K oA
KpBaBeFbe. Kcanulpea tpe6a Aa ce Kopr4crr4 BH[MarenHo Kaj naqueHT]t co Kflt4peHc Ha
KpearnHnH 15-29 ml/min. He ce npenopaqyBa ynorpe6a raj naLlueHrr co KnnpeHc Ha
KpearhHr4H <15 nrl/min (Bugere rr AenoBhrc 4.2 n 5.2).
Kcannpaa rpe6a ,qa ce Kopr4crr4 BHhMarenno xaj nallreHTu co yMepeno 6y6pexno
HapyuyBatue tlout t4croBpeMeHo nphMaar Apyru neKoBt4 Lxro ja 3roneMyBaar
KoHqeHrpaqujara Ha prBapoxca6aH Bo nna3Mara (eu4ere ro genor 4.5)
Kcanupea He ce npenopaqyBa sa ynorpe6a xaj 4eqa u a4onecqeHTh co yMepeHo nnta
TeuJKo peHaflHo ouureryBarue (cranxa Ha rfloMepynapHa Qranrpaqraja
< 50 ml/minl1.73 nr') 6ragejrr HeMa AocranHu KnrHrL{Ktr no4aroLlt4.

J4 nrepaxuuja cogpvrn neKoB l,t

Ynorpe6ara Ha Kc;anupaa He ce npenopaqyaa xaj naqr4eHTu Koh npuMaar ucroBpeMeH
CTCTeMCKt4 TpeTN[aH Co a3otlH14 aHT14M]lKoT],il-I],t (xaxO UJTo ce KeToKoHa3on,
urpaKoHa3ofl, Bopt/KoHa3on I nocaKoHason) rnr co rnxn6rropu Ha XklB nporeasa (ua
np. pl4ToHaanp). Oeue aKrrBH14 cyncraHqr4m ce crnHn nnxw6uroph KaKo na CYP3A4,
TaKa h ra P-gp, nopaiqu uro Moxe Aa ce 3roneMar KoHqeHTpaLlHt4Te Ha pnBapoxca6an
Bo nna3Mara Ao tint4Ht4.'rKt4 3HaqaeH creneH (2,6 natu Bo npoceK), luro Moxe Aa AoBeAe
AO 3rOneMeH pu3t4K OA KpBaBebe. Heua KnhHil'.{K14 nOAaTOqn 3a Aeqa KOt4 ce Ha
KoHKoMhraHTHa GucreMcxa repannja co cltnHu rxxn6nropra Ha CYP3A4 u na P-gp
(eugere Aen 4.5).
Tpe6a Aa ce BHvuilaBa Kora naLlvreHT[Te hcroBpeMeHo ce rperilpaar co neKoB]4 gJTo

annjaar Ha xeMocra3ara, KaKo uro ce HecreponAHh anrnunsnaMaropHt4 neKoBt4
(HCAfn), aqerhcantaquflHa KucenuHa u uaxn5utopta Ha rporrl6oqnrHa arperaquja unu
ceneKruBHn nuxu6utopu Ha noBTopHoro npe3eMabe Ha ceporoHt4H (CCPI4) n
rxxn6uropn Ha noBTopHoro npe3eMaHre Ha ceporoHt4H t4 HopenuHe$praH (CHPn). Kaj
naqheHTl4 co pt43vtK oA yflqeparrBHa racrpolrHTecrhHanHa 6onecr Moxe Aa ce 3eMe
npeABr4A cooABereH npo$unaxrltqKh rperMaH (an4ere ro 4enor 4.5).

.Epvru xeMoparil,.Uu daxropu Ha pnglax

Kaxo r co .qpyr[']re aHT[TpoM6orn.{Hr4 fleKoBr4, pyrBapoKca6aH ne ce npenopavyea xaj
naqueHTh co 3roneMeH p14314K oA KpBaBelbe, KaKo uTo ce:. BpoAeHH Unr4 CTeKHaTn HapyuyBaba Ha KpBaBebeTo;. HeKoHTponmpaHa reuxa aprepucKa xrneprensnja;
' Apyrn racrpol,lHTecrl,lHaflHlt sa6onyearua 6es aKTuBH14 ynqepaqu1,l, Ko]ilrjTo
noreHqnjanHo uroxe Aa AoBeAar
rH$nauaropHo sa6onyaarue Ha

14 co KpBaBeFbero (Ha np.
racTpl4Tl4c t

racrpoe3o$areanen pe$nyrc) ;. BacKynapHa peruHonarnja;
. 6poHxt4eKTar3utA nnu racropuja

flauueHrn co raputaHoM

(tf{Pssae,";'gt
l**"* -at.'{q\
^d 

t* ,,y' .-':11' a-g
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llaqneHrure co ManvtJHo 3a6onyBarbe Moxe Aa 6nAar n3rroxeHu Hia noroneM ph3r4K oA
KpBape be nn u rpoM 6o3a, L1 H.qh Br,qyart H ara Kopr4cr oA a HTurpoM6orHL{ H r4or rperM Ha H
rpe6a Aa ce Mepu Bo oAHoc Ha pn3uxor oA KpBapebe xaj naqNr:HTr4 co aKr[BeH
Kapql4HoM 3aB[ceH o.q noKalln)ata Ha ryMopor, aHTuHeonnacrhr{Hara repan uja u u
$aaara na 6onecra. Tyrvrop[Te noqhpaHh Bo racrpor4HTecrhHarqlr]4or rpaKcr unn
reHl/lToypl4HapHhor rpaKT ce noBp3aHil CO nOrOfleM pu314K OA KpBatp€)Fbe 3a BpeMe Ha
repn njara co pr4Bapoxca6an.
Kaj naqraeHTt4 co Mant,trHn 6onecru co Br4coK
prBapoKca6an e ea6panera (argere gen. 4.3)

pr,1gl4K Ha KpBapebe, ynorpe6ara na

flauheHrta co seuraqrr ganilcrouh
Pneapoxca6an xe rpe6a ,qa ce Kop14cn4 sa rporra6onpo$unaxca raj naqileHTh Kor4
HeoAaMHa 6nne noAfloxeHu Ha rpaHcrarerepcKa 3aMeHa Ha aoprHara BanByna (aortic
valve replacement -TAVR). Ses6eAHocra 14 eQnxacnocra Ha pilBapogca6an xe ce
npoyqeHH raj naqraeHTta co npocrercKtt cpLleBu 3an[croqt4, nop€l4!1 roa uro HeMa
noAaroqn xou 6u yKaxyBane gera KcannpBa oBo3MoxyBa cooABerHa aHTuKoaryflaqraja
xaj oaaa nonynaqraja Ha naqneHTr't. 3a oerae nallueHTr,r He ce npenopaqyBa neKyBalbe
co Kcannpea.

IauneHrn co anrudocdonnnnnen cnnapou
Opannra aHruKoarynaHrt4 co AnpeKrno gelcrao (Direct acting Oral Anticoagulants-
DoAc), BKnyqurenHo t4 puBaporca6ax, He ce npenopal{yBaar 3a naqileHTn co r,1cropraja
na rpou6osa xaj Kor e ,qujarrocrrllnpaH anrnSoc$onrnilReH cuHApoM. Oco6e6o xaj
naql4eHTh Kou ce rpojHo no3ilTt4BHt4 (sa nynyc aHTyrKoaryflaHT, aHT[Kaprqhorun]4HcKt4
aHTr4Tena n axru-6eta 2-rnuxonpore]4H anrnrena). TperMaHor co DroAC e noepsaH co
3roneMeHa cranKa Ha peKypeHrHl4 TpoM6oruqH[ HacraHlt Bo cnope466 co repannja co
aHTaroH[cr Ha euraMrH K.

flocrannn ce KnilHnLrKn noAaroqn oA uHTpeBeHTna cry4ffico npmMapHa qefl Aa ce
npoueHn 6es6e,qHocra xaj naqileHn4 co He-BanByflapHa arpujannar (ru6pranaq4j" *o,
ce noAnoxeHu Ha [-lKtz1 co nocraByBaFbe creHT. flo4aroqure oA e$mracnocra raj oaaa
nonynaqnja ce orpaHilqeHu (eraAere gen 4.2 ra 5.1). Henaa AocranHu noAaroqn 3a raxBr4
naqueHrlr co t4croprlja na rancynr/rpaH3nropeH ucxeM],lqeH Hana.q (Tl4l\).

Xeuoamnaucxtr reera6hnHr nauheHr[ co 6efloApo6Ha elna6on4[14,tn4..]:!iu4q.[rh r1a Kou
rrr e norpe6Ha rpou6gnr3a AnA nvnMoHanna eu60nexrouuia
Kcanrpea He ce npenopaqyBa KaKo anrepHarrBa Ha ne6Ei[roHr4paHuor xenapun xaj
naLlreHTn co 6elno4po6na xeMo.quHaMcKh Hecra6nnau tanla Moxe rqanp[Maar rpou6onnsa nnn ixrounja, 6npe1*:"u 6es6eAHocra u

oBue KnuH14r{Ktl ct4Tyallut4.e$rxacnocra Ha puBa

Kora ce Kopt4crt4 HeBpoa anna/enrgypanHa aHecrearja) unn
cnrnanna/ennAypanHa H co aHTnrpona6ornvHn rreKoBt4
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3a cnpeqyBaFbe Hat TpoM6oeM6onrcKh KoMnnrKaquu ce h3noxeH[ Ha pn3uK oA nojaBa
Ha enl4AypaneH nrlu Ha cnnHaneH xeMaToM, r.JJTo Moxe Aa AOBeAe AO AOnrOTpalHa nnu
rqo rpajHa napann3a. Pnenxor oA oBue HecaKaHr AejcrBa Moxe Aa ce 3roneMn npn
nocronepaTuBHa y'norpeoa Ha BrpaAeHu enr4,qypanHh Karerph Hnu npm ucroBpeMeHa
ynorpe6a H? rl$KOrBl,l turo Bn[jaar Ha xeMocra3ara. PLr3t4Kor Moxe Aa ce 3roneMu h
np}l TpayMarcKa nnv np],l noBTopeHa en]4AypanHa nnv cnuHanHa nyHKqhja.
llaqnenrrre rpe6a qecro Aa ce cneAar 3a 3Haqu ]4 chMnroMr4 Ha HeBponouKo
oureryBalbe (nia np. BKoqaHerocr unn cna6ocr Ha Ho3ere, 4nc$ynxqrja na qpeBara
vnn Ha Mo''lHt4oT ueyp). ,Qoxonxy ce sa6enexr HeBponouKo HapyluyBa]be, HeonxoAHa
e nrHa Aujarnoaa m rperMaH. l-lpe4 HeBpoaKcr4janna uHTepBeHllurja, xaj naLlneHrilTe co
aHTnKOaryflaHTHa repanuja unn Kaj naqueHTnre Kot4 rpe6a Aa nphMaar
aHrrKoarynaHrHa repanuja 3a rpou6onposunaxca, neKapor rpe6a Aa ja 3eMe
npeAB[A norenqrjanHara Kopl4cr Hacnpon4 pyr3r4Kor. Bo oBue cvryaqnv, HeMa
KnuHrr.tKo HcKycTBo 3a ynorpe6ara Ha pilBapoKca6an oA 15 mg ranra 20 mg.
3a Aa ce HaManlt noreHllujannnor p[3r4K oA KpBaBebe noBp3aH co r4croBpeMeHa
ynorpe6a Ha phBapoxca6aH I Ha HeBpoaxcrjanxa (enra4ypanna/cntananna) anecresuja
iln],l nyHKl-lnja na 'p6ernuor cton6, rpe6a Aa ce 3eMe npeABrA $aprraaror[HercKr4or
npoSnn Ha pilBapoxca6an. llocraeyaabero unn orcrpaHyBaFbero Ha enh4ypaneH
Karerep rnn n'yu6anHa nyHxqraja Hajgo6po ce u3BefqyBa Kora aHTilKoarynaHrHt4or
e$err Ha puBapox,ca6aH ce npoqeHyBa AeKa e Ha HncKo Hr4Bo. Cenax, ToL{Horo BpeMe
Ha nocrhrHlB?t-be Ha AoBonHo Hr43oK aHTuKoarynaHTeH eSem raj ceroj naLlueHT He e
no3Haro r rpe6ia Aa ce npoqeHn cnopeA ypreHrHocra Ha gnjarHocn4qKara npoqeAypa.
3a orcrpaHyBaFbe Ha enr.qypanHuor Karerep r Bp3 ocHoBa Ha onurllTe
KapaKTepucrrlKtl H;t OK, rpe6a Aa noMilHar Hajuanxy 2 nonyxhBorr4, oAHocHo Hajrvranxy
18 qaca Kaj t naAta Bo3pacHn naqreHTn u 26 qaca Kaj nocrap]4 nallileHTh no
nocneAHara ynorpe6a Ha pneapoxca6an (aragere ro 4enor 5.2). Cne4nara goea
prBapoKca6aH 'rpe6a Aa ce AaAe He nopaHo oA 6 qaca no orcrpaHyBaFbero Ha
KaTeTepor.

loronxy ce nojaart rpayMarcKa nyHxquja, ynorpe6ara Ha pnBapoKca6an rpe6a Aa ce
oAnoxu sa 24 qac;a. Henaa rqocranHr noAaroqn 3a BpeMero Kora Aa ce nocraBn l,tnr
orcrpaHl4 HeBpoaKcl4janex Karerep xaj ,qeqa AoAeKa ce Ha repanrja co pnBaporca6as.
Bo aaxoe cnyvai, t'perMaHor co p[Baporca6aH rpe6a Aa ce npeKuHe r Aa ce 3eMe Bo
npeABnA ynorpeOa Ha napeHTepaneH aHTilKoarynaHc co KparKo,qejcrao.

floxonry e norpe6na nHBa3nBHa nocranKa laru xr,lpypuKa uHTepBeHquja, ynorpe$ara
na KcaHupea rpe6a Aa ce npeKuHe Hajnanry 24\aca npe.q nHTepeenqrajara, AoKonKy e
MOXHO 1,r Bp3 OCHOBa Ha Kn[HrqKaTa npoqeHKa Ha neKapoT.

,Qoxonxy nocranxa'ra He Moxe Aa ce oAnoxvr rpe6a Aa ce npoqeH[ 3roneMeHuor pr43t4K

oA KpBaBebe HelonpoTl4 ktTHocTa Ha . Co repannja co Kcannpaa rpe6a
noBTopHo Aa ce 3anoqHe uTo e HHBa3UBHaTa nOCTanKa 14nu no
x1,1 pypltt KaTa u HrrepBe H quj a, ro Ao3BoayBa Toa r aKo ce
BOCnOCTaBI COOABeTHa g* 

,,yrs$gr,a $4
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repanujara (ar4elre ro Aenor 5.2
nexapor Koj ja cnpoBeAyBa
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flocrapu nauuenru
Co sroneMyBaFbero Ha Bo3pacra Moxe Aa ce 3rorreM[ ta pr43t4Kor oiEl KpBaBeHre (BnAere
ro genor 5.2).

Ja BpeMe Ha nocrMapKerhHtuKoro cneAelbe, npr4jaaenn ce cep[o3Hu peaKqu14 HaKoxara, BKtlyqt4TerlHo I CrueeHc-[oncon-oa cnngpou/roKctlqHa enHAepMaflHa
HeKponm3a n DRESS ct4HApoM acollupaHu co ynorpe6ara ua puBapoKca6aH (ar,rgere
ro Aeror 4.8)' Ce cMera ,qeKa naqueHTure ce h3noxeHn Ha Hajro.neu ph3r46 oA oBue
peaKqun Ha noqeroKor Ha repanujara: peaxqrajara ce nojaeyea ao uajronervr 6poj o,q
cnyqaure Bo reKor Ha npBhre HeAenu oA neKyBabero. Ynorpe6ara Ha praaapoxca6aH
rpe6a Aa ce npeKilHe npu npBa nojaaa Ha rexoK r4cun Ha Koxara (na npnnaep,
mHTeH3hBHo Lu]apehbe nlwnn nojaea Ha nnycxaaqn), unu npu nojaea na xoj Orano apyr
3HaK Ha npeoceTnuBocT noBp3aH co MyKo3Hr4 ne3ur.

Kcanupaa coApxt4 naKTo3a. ['laqneHrr co perKu Hacfle.qHn npo6nenan KaKo uro ce
HerorlepaHqnja na ranaKTo3a, qenoceH HeAocr[r Ha naKTa3a nnn Manancopnqraja Ha
rnhKo3a-ranaKro3a ne rpe6a Aa ro 3eMaar oeoj nex.
Oaraj nex coApxl4 nouanxy og 1 mmol narptaynlr (23 mg) Bo eAHa $ranna-o6noxeHara6neta, u ce cMera ea 'sodium-free', oAHocHo 3a fleK co He3HaqrlreflHa co.qpxhHa Ha
HaTphyM.

4.5 hnreparqraja co Apyrr reKoBlr u Apyrn sop'ua Ha rHTepaxqrja
Crenenor Ha uHrepaKu,t u raj negrajarpracKara nonynaqraja ,e e no3Har. 3a
ne4rjarpncKara nonyflaqmja rpe6a Aa ce 3eMar npeABhA flofllH?EaAeHr4re noAaroqn
3a r4Hreparqnu 4o6renra xaj Bo3pacHh naqt4eHTu u npe,qynpeAyBab€lra ogilen 4.4.

hcroapenaeHara ynorpe6a Ha phBapoxca6an co KeroKoHa3on (400 mg egHau na 4eH)hn[ co pl4roHaBup (600 mg ABa naru Ha 4eH) ,qoBeAyBaar Ao 3rr)neMyBarue og 2,6
narul2,S narlt Ha cpeAHara AUC epeAHocr Ha pilBapoKca6an u Ao nopact op, 1,7
natnl1,6 natn Ha cpeAHara Cuax Ha pnBaporca6an, co 3HaqnrenHo 3roneMyBabe Ha
Sapn,taxo4uHaMcxure eQerrr, uJTo Moxe Aa AoBeAe Ao 3roneMeH p[3r,1K oA KpBaBebe.
[lopa4ra roa, ynorpe6ara na KcanupBa He ce npenopaqyBa xaj naqrenn4 Kor4 npnMaar
l4croBpeMeHa c[creMcKa repanuja co a3o.nHn aHTuMl,lKorr4l-It4, KaKo uJTo ce
KeroKoHa3OIt, l4TpaKoHa3orl, BOphKOHa3On U nocaKoHa3on 14fl14 co XVlElnnxnonropr na
nporea3a. Oaile aKThBHl4 cyncraHLll,tn ce cilnH n unxnFlutopta KaKo rra Cyp3A 4 taxa u
na P-gp (argerc' ro 4ernor 4.4).

Arrt,teF{ ilre cyncraHllt4 ]4 rr.tro
enmM[HaLluja aa
Aa f h SrofleMar
KnapnrpoMrqun (500 mg

quja na caMo eAeH oA narhuJTara Ha
P-gp, ce ot{eKyB€l Bo noMafl creneH
Ha puaapoxcabau. Ha npilMep,

3a ct4neH nnxu6urop na CYp3A4

epM aTOnO[U K],l peaKUn ]4

3a epeue

h 3a yMepeH rrnxn6llrop ,qo 3roneMyBabe oA 1,5 narn Ha
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cpeAHara AUC epe4Hocr Ha prBapoxca6aa n Ao 3roneMyBalbe oA 1,4 narh Ha Cuax.
l4nrepaxqujara co KnapurpoMt4qr4H BepojarHo He e KnHHnqKu sxavajna Kaj HajroneM
Aen oA nallneHTilTe, Ho 6u uoxena ga 6r4e oA roneMo 3HaqaeFbe xaj naqraexrhre co
B]4COK pll314K (aa narqreHrrre co 6y6pexHo oureryBabe Bt4Aere ro genor 4.4).

EpurponuquH (5011 mg, rpr4 naru Ha gen roj yMepeHo rn unxu6npa Cyp3A4 r p-gp.
AoBeAyBa Ao srofleMyBabe oA 1,3 nart,t Ha cpeAHrre AUC n Cnaax BpeAHocr[ Ha
pl4BapoKca6an. 14urepaxqnjara co epr,rrpoMr4qr,rH aepojarxo He e Knt4Hr4vxta anavajHa sa
najroneu Aen o.q naqheHThre, Ho Moxe Aa e oA roneMo 3HaL{e}be 3a BucoKo pt43l4r.tHnre
naqheHTn.
Kaj ucnnraH[q[Te co Mano peHanHo oureryBaH,e, epilTpoMraqrH (500 mg rpt4 naru Ha
AeH) AoBeAyBa p,o 3roneMyBaFbe oA 1,8 naru Ha cpeAHara AUC Bpe.qHocr Ha
pueapoxca6an h Ao 3roneMyBaFbe oA 1,6 naril Ha Cmax, Bo cnopeg6a co
hcnrraH],lLlilre co HopMaflHa QyHxtyja. Ha 6y6peerare. Kaj ilcnhraH]4l-lilTe co yMepeHo
6y6pexHo ourery'BaFbe, epr4TpoMr4qr4H AoBe,qyBa Ao 3rorreMyBaFbe og 2,0 na14 Ha
cpeAHara AUC epeRHocr Ha puBapoKca6an n Ao 3roneMyBaFbe og 1,6 nar14 Ha Cnaax,
BO CnOpe46a CO ]4cnrraHnqure co HopManHa peHanHa $ynxqnja. Esexror Ha
epl,tTpoMl4l-I]4H e ap,hTl4BeH na oHoj o,q peHalrHoTo ouTeTyBaFbe (ar,lgere ro 4enor 4.4).

OnyroHason (400 mg, e4Hatu na 4en), roj ce cMera 3a yMepeH mHxu6urop na CYP3A4,
AoBefl Ao 3roneMyBaFbe oA 1,4 naru Ha cpeAHara AUC ape4Hocr Ha prBapoKcaflal u
Ao 3roneMyBaHre rlg 1,3 narr Ha npoceqHara Cmax. hHrepaxqujara co $nyxoHason
aepojarno He e KnhHhvxn anavajHa 3a najroneu Aen oA naq[eHThre, Ho Moxe pa6nge
oA roneMo 3Haqetbe 3a Bt4coKopr43r4LrHure naLlneHTlr (sa naqraeHTnre co 6y6pexHo
oureryBabe BHAere ro genor 4.4).
Co orneg Ha orpaHul{eHnre AocranHu KnhHnqKr no4arollt4 3a ApoHegapoH, rpe6a ga
ce ue6ernyBa ncroBpeMeHa ynorpe6a co pilBaporca6an.

AnrnxoarynaHrur
llo xona6unrpaHa lrnorpe6a Ha eHoKcanaphH (40 mg eAhHeqHa gosa) co phBaporca6an
(10 mg e.quHeqHa gosa), ea6enexaH e a.qnrlraen e$err Ha aKT[BHocra na anrn-Xa
$amopor, 6ee rqononHnreflHn e$exru Bp3 recroBrre 3a Koarynaquja (PT, aPTT).
EnorcanaprH He a.nrajaen aps QapuraKoKuHer[Kara Ha praapoxca6an.
flopa4u 3roneMeH[or pt43t4K oA KpBaBeue rpe6a Aa ce BHilMaBa axo naq[eHrnre ce
Tper}tpaar ucroBpeMeHo co EpyrH aHTilKoarynaHru (en4ere rn AenoB]rre 4.3 n 4.4).

HCAilfl/nnxu6nrolrn Ha arperaunia na rpou6ounrur
He e sa6enexaHo Kflt4Hr4qxu anavajxo npoAoflxyBalbe Ha BpeMero Ha KpBaBebe no
,lcroBpeMeHa yno'rrpe6a na puBapoKca6an (15 mg) r,r 500 mg HanpoKceH. Cenar, xaj
HeKo,1 nilqa Moxe 4a ce jaeu no[3pa3eH Sapuraro4nHaMcKt4 o4roBop. He 6rane
sa6enexaHh KnilHHt{Kn enauajHu SapnaaxoxuHercKt4 vnn SaprrltaroghHaMcKr4
uHTepaKqilu npr hcToBpeMeHa
aqeTuncanuLlmnHa Kucen hHa. 'Xy":ffi-,.;::""o"xca6ax 

co 5oo ms

Knonr4orpen (300 mg nol{erHa,qo3a, Ha o4pxyBabe oA 75 mg)
He noKaxan Sapuaxor[HercKa v

4tI-'"1:*'i}.s
H (15 mg), no 6uno

'-{;",),<$r*Y"ni"i

€;::vD
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3a6enexaHo 3HaL{ajHo 3roneMyBaHre Ha BpeMero Ha KpBoB€rr-b€ Kaj oApeAeHrl
nallueHTvl, tllTo He 6rno Bo Kopenaqraja co rpoM6oq[THara arperaqilja, co p-cefleKT]tH
nnn co Ht4Boara Ha peqenropnre Gpllb/llla,

Florpe6Ho e ,qa ce BHuMaBa aKo naLl[eHTr4re ce rper]4paar [croBpeMeHo co HCAt/Il
(exnyvurenHo il aqeruncaauq[flHa xucenrHa) h'co rHxulwopn na rpou6ollt4THa
arperaquja, 6ragej(ra oBue rIeKoBr4 o6ta.{r.ro ro 3ro.neMyBaar pu3]rrKor oA KpBaBebe
(au4ere ro 4enor 4.4),

SSRI/SNRI
Karo u co Apyr[Te aHTuKoaryflaHTu, nocror4 MoxHocr 3a 3roneMeH ph3r4x oA KpBaBebe
Bo cnyqah Ha ucroBpeMeHa ynorpeOa co SSRI tanI co SNRI, nopaAil Hl,rBHt4or no3Hare$exr eps rpou6oLll,tr[Te. flpu ucroepeMeHa ynorpe6a Bo Kln4Hr,lr{Kara nporpaMa co
p[BapoKca6aH 6rne ea6enexaHI HyMepilqK]4 noB[co6]4 cranKh Ha roneM vt una4 noManh
KntaHtaqKil sHavajHn KpBaBeFba xaj crre repanucKr4 rpynn.

BapQapr,tn
flpeurnnyeaH,ero Ha naqueHTilTe oA aHTaroHrlcr Ha BuraMnn K, aapr$apr,rn (lNR 2,0 po
3,0) xa pilBapoKca1an (2o mg) nnra oA puBapoxca6an (20 mg) na'raapgapnH (lNR 2,0go 3,0) ro 3roneMyBa nporpou6rncxoro eperue/lNR (neonna-rr,tr) no'eeke oA Hr4BHr4or
3ae.qHhLrKl4 a,qrrl,1BeH eQexr (oa6enexaH]4 ce nt1aBn1yannrl INR Bpe4Hocrr4 go 12),
AoAeKa e$errrre Bp3 aPTT, unxu1nqvla Ha aKTnBHocra Ha 

'Sarropor 
Xa n

eHAoreHtaor rpou6uxcK]4 noreHqr,rjan 6rne aAVTt BHn.
,Qoxonry e norpe6no Aa ce recrnpaar $apuaxo4uHaMcKrre e$exrm Ha puBapoxca6aH
3a BpeMe Ha nepl4oAor Ha npeMl4HyBabe, Moxe Aa ce ynorpeloar recroB[Te 3a
aKTnBHocr na anru-$aKTop Xa, P|CT u Heptest, 6ragejrir,r Ha oBue recroBr4 ne anujae
aapQapmnor. Ha qerBprklorAeH no ynorpe6a Ha nocne4Hara Ao3a oA Bapsapr*, crr"
recroBl4 (arnyvyaaj(u PT, aPTT, wnxn6ntyja Ha aKTLtBHocra na earropor Xa ra efe; ropeSnexrnpaar caMo eSexror Ha puaipoxca6an. fioxonry nocror4 HaMepa 3a
Tecr[paFbe na $apnaaKoAnHaMcK[re e$errr Ha aap$aprH 3a Bpei/le Ha neproAor Ha
npeMuHyBabe, MepeFbero na INR Moxe Aa ce HanpaBu npra Ctrouglr ua praapoxca6an
(24 uaca no nocneAHoro BHecyBalbe Ha pilBapoxca6an), 6ragejkn-puBapoKca6an nua
Ml4HrMaflHO enujanne Bp3 0aoj Tecr Bo roj MoMeHT. Hel e sa6enexaHa
$aprr,ta roxrHercKa n Hrepa Kquja nortaefy aap$a pra H r,r puBapoKca6a n.

lzlcroaperraeHara ynorpe6a Ha puBapoKca6aH co pra$arunr,tqrH, cr4neH nHAytfiop Ha
CYP3A4, ,qoBeAyBa ,qo HaM cpe4Hara AUC ape4Hocr Ha puaaporca6an,
ea npu6nuxno 50%, co na Ha HeroBlrlg,SapMaKo.qrHaMcKr4
e$exrra. hcroepenaeHara
CYP3A4 (na np. Sen

co rqpyrh cnnHu ilHAytffopl4 Ha

(Hypericu m perforatu m)
, SeHo6ap6nran unu KaHTap[oH

pmeapoxca6an Bo nrl
ynorpe6a Ha cunHt

Ao HaManeHa KoHLleHrpaqrja Ha
Aa ce ra6ernyaa rcroBpeMeHa

BHTMaTeflHO 3a 3HaLllr 14 c14

ocBeH aKO naqmeHToT Ce CneAu
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Epvra ncroepel4ena repan nja
He ce 3a6enexaHu KflttHt4qxu 3HaqajHr $aprvraroxt4HercKt4 ranr $apuaKoAt4HaMcKt4
uHrepaKqhl4 npu ucToBpeMeHara ynorpe6a Ha puBapoKca5aa n MuAa3oflau (cyncrpar
na CYP3A4), guroxcnn (cyncrpar Ha P-gp), aropBacrarun (cyncrpar Ha CYP3A4 ra P-
gp) rnn oMenpa3on (unxu6rarop Ha nporoHcKa nyuna). Puaaporca6aH ne Bpur4 Hury
rnxubnqnja Hury uxgyrqnja Ha roneMnre uso$opMu Ha cYP raro cYp3A4.

fl a6oparopucru nelpaMerpn

3a6enexaHo e Bflr4janrae Bp3 KoarynaqroHnre napaMerpra (na np[Mep, pr, apTT,
HepTest), tl,lTo e n oqeKyBaHo eerrltaj(r ro npeABuA MexaH[3Mor Ha 4ejcrao Ha
puBapoKca6an (ar4ere ro genor 5.1).

4.6 Ilno4xocr, 6peueHocr l{ Aoe}be

Epeuexocr
Ses6egnocra u e<puxacnocra Ha pnBapoKca6an ne ce yrBpAexr,r raj 6peueHu xeH1a.
Cry4nure Bp3 xl4ElorHh noKaxane penpo4yKTr4BHa roKcnqHocr (ar4ere ro genor 5.3).
[lopagu noreHqujanHara penpoAyKTr4BHa roKc]4r{Hocr, pt4314Kor oA BHarpeuHo
KpBaBebe n noAelroKor AeKa puBapoKca6an naunyBa Hn3 nnaqeHTara, Kcanupea e
KoHrpanHAl4qupaH 3a BpeMe Ha 6peuenocr (aragere ro genor 4.3). Xenure co
penpoAylffrBeH noreHqnjan rpe6a 4a na6ernyeaar Aa sa6perrlenar 3a BpeMe Ha
repanujara co puBapoxca6an.

,4oeue
Ses6eAHocra il etpnxacHocra Ha p[BapoKca6an He ce yrBpAenra xaj xeHr xor,l 4ojar.
llogaroqrre oA ucntaryBaHrara HanpaBeHh Bp3 xnBorHH noKaxyBaar AeKa
p[BapoKca6ax ce.nar{n Bo MneKoro. Ilopa,qr,t roa, neKor Kcannpea e KoHTpauH4l4l-lhpaH
3a ynorpe6a sa BpeMe Ha ,qoebe (anAere ro Aenor 4.3). Mopa Aa ce AoHece oAnyKa
Aann Aa ce npeK[He Aoe]bero unu Aa ce npeKuHe co repanrja.

!-lnognocr
He ce cnpoBeAeHrr cnerlraQr4LrHr4 cryAyl co prBapoKca6aH raj nyfe ea Aa ce npoqeHar
e$errrre Bp3 nno.qHocra. Bo eAna crygraja 3a nno.qHocra xaj ruaxjaqra n xaj xexxr
craopqu He ce sa6ienexaxu e$errr (ara4ere ro genor 5.3).

4.7 E$eru Bp3 cnoco6nocra 3a Bo3ebe r 3a paKyBalbe co MauIHHl4
Kcanrpea uMa Maflo ennjaHue Bpo cnoco6nocra 3a Bo3erbe v sa paKyBabe co
MaurHh. l-lprjaee,Hr ce HecaKaH[ peaKquI a ($pexaenqnja: noMaflKy
vecrr) u Bprornaeuqa ($peraeHqrja: r 4.8). lTaqureHrnre Kor
ke ru novyBcrByBarar oBue HecaxaHu
MauuH14.

4.8 Hecaraxr gejcraa

T nnv Aa paKyBaaT co\ (t Z,;*;

i'"wfr
t @., \til

Va::v

,r:'g
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6ee6eAHocra Ha praeaporc-6aHE eBanyrpaHa Bo rpr4Haecer cryAnn eo eaea lll(at,t4ere ra6ena 1) .

Bxynno 69608 Bo3pacHn naqreHrr eo 19 cryAtlrvl o4 eaaa lll n 412 ne4rajarpucxunaqueHill Bo ABe negnjarpracKr cryAult ao Sasa ll r Sasa I n e4na crvnr,lja aogasa lll6une h3noxeHn Ha puBaporca6an.

Ta6ena 1: Epoj Ha t4cnrraH, naqueHTlr, BKynHa .qHeBHa AoBa h MaKGlrMarrHoBpeMerpaerbe Ha rperMaHOT raj eoepa ctu u he4ujarp vtctu'n",,_1r"rry Bo cry4lr6og g_gs9 ll! *
lMaxcuuanno
Bpe[\,leTpaerbeBpe[\,leTpaerbe
na repanujara
39 4eHa

I

noAnoxeHu Ha eIeKThBHa
onepaqrja 3a 3aMeHa Ha KoflK

i l,trari ,{nii 
** * - 

i Ep"j * -
I'

I i naquenrr*
i*,=-"*-*-*- "*L_"._"
I flpeeerqraja na aeicif"----""*-ffi ogz
j rponaOoeru6onraja (BTE) raj 

I

npeaeHr.uaja Ha Bencra Ig Ob? 
*-

rpona6oeru6onuja xaj 6onnra inaLlueHryr 
i

I tclqytgn I yt":-
Tpern,ran na Rnaoora ief'cxa 

*-fAiEO

rpou6osa ([BT), EE ra j

cnpeqyBalbe Ha HnBHo 
i

l-5rflls _{grler_g i

noBTopyBatbe

oA noBropHa nojaea xa BTE
raj HaeperueHo po4eH[
HOBOpOAeHqhFba u Aeqa Ha
Bo3pacr no4 18 ro,qunn no
noqeToK Ha CTaHAapAHa
aHTIKoarynaHTHa repan nja

[-lpeeenqrja na
t4 cl4cTeMCKa
naqreHTt4 CO

Brynna AHeBHa
AO3a

10 rg -**

npu.naroAeHa Ha
TeflecHaTa
TexilHa co Llen

Aa ce nocTilrHe
cnt4qHa
l43flOXeHOCT KaKO l

KaJ BO3paCHlr
TpeTilpaHh 3a

flBT co
puBapoKca6aH ao
Ao3a o.q 20 mg,

To ms-

AeiT-:zTfo ms
Aea 22 u
noHaraMy: 20 mg
l-1o najuanxy G

Mecequ: 10 mg
unu 20 mg *
,[osa

$:r:9 :-msrnn 10

39 4ena

21 rr/lecerlr,r

1 ,_.
tperMaH na BTE ra npeeenquja

20 mg i 41 uecer{
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I areporpoM6ornqHI HacraHu
Kaj naureHTn co aKyTeH

cooABerHo, l

KOaAMhH14CTpIpaH
unv co ACK rnu
co ACK nnyc
KnonuAorpen Anu

18 244

3256**

5 mg I 47 uecer4a
KoaEMhHr4crpupaH i

i 5.g 42 uecer-ln
KOaAMT4HHCTpIpaH

co ACK

I

I

l

I

*llaqnenru ta3noxeHh na uajuanKy e.qHa Ao3a prBapoxca6ax
** oA cryAnjara VOYAGER PAD

Hajvecro npnjaaernn HecaKaHu peaKquu xaj naquenru
6une KpBaBeHra (en,qere ro Aenor 4.4. n ,,Onnc Ha

no4ony) (Ta6ena 2). Hajvecro npmjaaeHn KpBaBeba
KpBaBeFbe Bo racrpouHTecruHanHr4or rpaKT (3,8 %).

Ta6ena 2: Cranra Ha xpaaaeue* u axeruuja Kaj
puBapoxca6an Hr43 3aBpueHure cry4uu o,q Saea lll xaj
naLlheHTH
14xAr,rxaqraja :-_ _[p_" t"_qg" 9_*-" :l A * 

", 
j 1 _

['lpeeenqnja Ha aeHcxa
rpona6oeu6onrjar (BTE) xaj
BO3paCHn nallileHTr noAaoxeHn Ha

efleKTuBHa onepaquja 3a 3aMeHa Ha

KONK HNI HA KONEHO

6,8% oA nallheHTr4re 5,goh o,q naLlneHTr4Te

Koil npilManr3 pilBaporca6ax
na1panu H€c?K?Hr4 peaKqilil"
6rne enhcriaKca (4,5 %) t/1

naqheHTl4 [3noxeHh Ha
Bo3pacHu u negujarplrcKl

['lpeaeHquja Ha aeHcxa
rpou6oena6onujar raj 6onnur
naqheHTn

12,60/o OA naq[eHTuTe

Tpernaan na,EBT, 6E n npeeenqrja 23o/o OA naqueHTnTe
HA HhBHO NOBTOPVBA}bE

Tperrrltan na BTE n npeBeHqnja og ofq naq[eHTuTe
noBropHa nojaea na BTE xaj
HaBpeMeHo poAeHI
HOBOpOrqeHqnFba H AeLla Ha BO3paCT

1 noA 18 rognnr no noqeroK Ha

i CTAHAAPNHA AHT]4KOATVNAHTHii cTaHAapAHa aHTr4KoarynaHTHa

I repanrja
lTi pdeH (;ia H;-Mo3o.{eH yAap 

-;-

2,1Yo oA naqreHTuTe

1,6Yo og naqraexrrare

2,5 Ha 100 naqnenr j

ro4r4Hr4 i

I
l

1

I

cucTer\,tcKa etuCiort nauheHTrl

[lpeaeuquja xa
areporpoM6orh,{ r-r n HacraH h
raj naqrexru co l(AE/nAE

oA naql4eHTrTe
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co He-BanBtn€pHa arpr4janHa 
****l **-*T** *-f--***-----"1

lli
fir",1"J,:friff;ilfftffi-l1"d:l :,?i;; 

1 oo;a,raeii 
i li,;f i oo naur,'b,r 

i

l-lpeaexr+aja na aieflciiponiOorr,r.rr;*I6J;;--i0b--ffiqraenr 
i 0,15 na 100 nauraenr iHacraHr raj naqurenru co KAE/flAE Js*wl^ _* li.iarr+& 

rvv rrqHrrsnr 
i

i 119. 11100 - na'rreHr i"074rrHlgo:rr,fi.*l
* 3a crre civar,,i co- p;#poi.a6il, cri"=ffi;rd;]r- id#i#i' C6nprjaayaaar u ce pa3rnefqyBaar.
** Bo cryAnjara colvrpAss nocror4 Mafla ilHllil,qeHLla Ha anernaraja

It.' [j "l_:::::l' 7i lPl :1" 
n lo n c o 6 u p a ru e, a n e Ca ra H il re p e a K u u 14 .;; ffi;;;i;ffiil'';;:;;il;

nnuir6u6- ^AF^i,+r.a^

co6rpaar, ce

5ugejku 6un

5ugelkn 6unnprMeHer cereKThBeH np[Tcan ao co6npa]be Ha r,,tn60pnaaqura
# o4 cry4rajara VOyAGER pAD

Ta6ena 3: crre HecaKaHh peaxqrlr nprjaeenra xaj eospacH[re naqxeHrh ao Sasa
Il#Jj ::y :"^",1:! .::.:"^ lll H r,r3 n ocru a p xeu x u Kara l/n orp sg a* u B o ABere

na6oparopurcKr4 
| sronerr,ryaaruenapan,terpra) I ra 6pojor na
rpou6oqrrra)

AHadlnaGffi-f---
u peam_114t4, 

I

BKnyqnrenHo u i

ana$unarruve 
I

i'*Hg[- I

opereenqnvre Ha HecaKaH[ peaxqura npralaBeHu co p]4BapoKca6iln xaj Bo3pacH[ 14negrjarpracKu naqueHTr Ce pe3nMupaHu BO Ta6ena 3 nogony, anop"n Knacara HaopraHu il ct4creMil (ao MedDRA) r cnopeg $peraeHqujara.
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i i 3roneMeHa i

I I aMnna3aA i

1 lloepega, Tp'fenre h npoqeAypanHu KoMnnt.traqux

, n:crligqlaln1n, , Bacxynapn
; xeuoparrja (errn. I i "lnocTonepaTmBHa i inceBAoaHej"--'i
janervrrajanxeruoparuja i :epnsnaa"

1 og paxa), xonrysuja,
cerpeqr,rja o4 panqo
A: sa6enexaHo npr npeBenqrja Ha BeHcKa rpou6oeu6onuja xaj eospacnn r

Kou ce no4no:KHr4 Ha efleKTnBHa onepaquja ea 3aMeHa Ha KonK nflr Ha KoneHo
B: ga6enexaHo npr4 TperMaH Ha [BT, na 6E u npn npeaenquja Ha noBTopyBaFbe KaKo

MHory qecra nojaea xaj xexu < 55 rognHn
C: ea6enexaHn KelKo noManKy qecrr npu npeBeHqnjara Ha areporporu6orrvHu HacraHr
xaj naquenn4 no F,KC (no nepKyraHa KopoHapHa r,trrepeenqraja)
* Bo ue6paHure a,TyAtAV oA Oasa lll 6nn nptaMeHer oApeAeH ceneKT[BeH nphcran KoH

co6nparue H;a HecaKaHhre peaKqrta. klHqngenqara Ha HecaKaHil peaKquu He ce
3roneMn.na HHry naK Aolllno 4o nojaaa Ha HoBa HecaKaHa peaxqnja Ha neKor no
aHanh3aTa Ha oBue cTyqnv

Onrc na oapet.qeHI xecaraHt,t .qeicraa
l-'lopagr QapuaronoruKror MexaHhsaM na gejcreo, ynorpe6ara Ha praapoxca6an
Moxe Aa 6uAe norBp3aHa co 3roneMeH pn3uK o,q oKynrHo vnu oA orBopeHo KpBaBeH,e
oA Koe 6uno rKr4Elo uflr4 opraH, [rJTo Moxe Aa AoBeAe Ao nocrxeMoparnltna aueurja.
3naqute, cnMnroMr4T€ il cepilo3Hocra (axnyvnrenHo n $araneH racxog) ce
pa3nnKyBaaT Bo 3aBrcHocT oA MecToTo ,r oA cTeneHoT nnn oA ,qonxnHaTa Ha

KpBaBehbeto nlnnu Ha aHeuujara (augere ro Aeflor 4.9 ,,KoHrpona Ha KpBaBebero").
Bo xnmnnqKr4're cryAun 6une sa6enexyBaHn MyKo3Hr4 KpBaBerua (na np. enncraKca,
n4HruBarHn, lac]Tpo14HTecruHanHu, reHuro-ypIHapHla, BKnyqyaajxn a6Hopuanno
BarhHanHo t,t.nil :]roreMeHo MeHcrpyaflHo KpBaBerue) n aneurja MHory noqecro 3a
BpeMe Ha Aonro'rrpajHa repanrja co prBapoxca6an Bo o4Hoc Ha repanilja co BKA.
[1opa4u roa, nox;laj coogBerHoro KnnHuqKo cneAebe, na6oparopr4cKoro oApegyBabe
Ha BpeAHocra Ha xenaorno6un/xenaaroKpr4T Moxe .qa e oA BaxHocr 3a orKpr4BaFbe Ha
oKynTHo KpBdBel.t,e n oApeAyBabe Ha KflmHnqKoTo 3HaqeFbe Ha oTBopeHo KpBaBeFbe,
KaKO UTO Ger npoqeHyBa AeKa e COOABeTHO. PUgr4XOr OA KpBaBelbe MOXe Aa Ce
3rofleMu xaj ogpe4eHu rpynu Ha naqueHTu, Ha np., naqtaeHTil co HeKoHTponupaHa
reuKa aprepncKa xunepreH3nja nlnnn raj naquenrn KorurcroBpeMeHo ynorpe6yaaar
Apyn4 neKoBul Kor4ruro enujaar Ha xeMocra3ara (ar4ere ro Aenor 4.4 ,,Pweux og
xeuoparuja"). MenctpyanHoro KpBaBelbe Moxe Aa 6u.qe 3acnfleHo ulunu npo4onxeHo.
Moxe Aa ce nojaerar xeMoparhcKl4 KoMnfluKaqt,tr Ka

rnaao6onxa nnn neo6jacner oroK, orexHaro
cnyqata, KaKo nocneArqa Ha aHeuuja
ncxeuuja, xaxo 6onxa Bo rpaAure uflH aHrh
3a pnaapoxca6an ce npujaaexn no3HarLl pHr4 Ha cepno3Ho

naLlileHTrl

KpBaBeFbe, KilKo ruTo ce KoMnapTMeHT , KaKO pe3ynTaT

***---**--l**-**-r**-"1

urox. Bo HeKon
Ha cpLleBa
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llpoqeHara Ha 6e36eAHocra Ha ynorpe6ara raj Aella il Kaj a4oneclleHTr ce 3acHoBa

liTflili1T:"^:19"_.6e4Hocr oA ABe orBopeHr, aKruBHo KoHrponrpaHh cryAru Bogasa ll n eAHa orBopeHa, aKrrBHo KoHrpor.r4prr..rygrj; ;;'+,.!'iii'ffiilil'ffi;;
naqileHrla Ha Bo3pacr noA 18 rognnra. Hao4ure sa 6es6eAHocra K;j pa3nrl{H1aTeBo3pacHI rpynI Ha negrajarpr,tcxn naLl]4eHTil BofftaBHo ce cnuqHI nonaefypuBapoKca6aa w KoMnaparopor. ceexynno, 6esoeAHocHror npoQran xl 412 ge&a narqonecLleHTh rperupaHu co phBapoKca6ax e cn[qeH co ga6enexaH]4or 6es6elHocennpo$un raj aospacHara nonynaqraja u KoH3r4crenreH raj cure Bo3pr.r, noArpynu, uaKonpoqeHara e orpaHuqeHa oA Manhor 6poj na hcnt4TaHuqt,t.
Bo cnope46a co Bo3pacHnre naqr4eHfl4, Kaj negnjarpncrn naLlneHTh noqecro cenpnjaeenn: rnaeobonxa (rvrHory qecro, rci1"t"1, 

' ip""*" (rvrHory qecro, 11,7oh),enhcraKca (uuory qecro 11,2o/o), noepa(arue (rranory qecro, 1At,7o/o), raxnxapguja(vecro, 1,5o/o), noKaqyBabe Ha 6unupy6uHor lvecro, 1,so/o) u,io*rr"ro Hr4Bo Haxonjyrrapan 6nnupy_6uLr (nouanxy vecro, o,To ). Kaxo n xaj aospacHara nonynaquja,uenoparnja e sa6enexaHa Kai 6,60/o, (vecro) oA aiqonecqeHTrinre no MeHapxa.Tporvr6oqmroneHrja, KaKo uro e ea6enexaHa 
'xa; aoapr.rrri nonynaqr,rla nocraBaFbero Ha 

'IeKor 
Bo npoMer, e qecra (4,60/o) ao ne4ujarpncKnre KflhHr4r{Kt4 cryAv1 .Hecaxanrre peaKLlrlt4 oA neKor xaj ne4rajarpr4cKr,lTe naqt,teHTta BornaBHo ce co fleceH AoyMepeHo TexoK 14HTeH3ilTeT.

Ha xunonep$ysrja. 3aroa,
xeuoparrja nph npoqeHa Ha
repanuja.

rpe6a 4a ce uMa npe.qBrA onacHocra oA nojaea Ha
cocroj6ara xaj 6uno xoj naqueHT Ha aHTHKOaryflaHTHa

a3MaTCKa 
_[3flOXeHOCT, Ce oqeKyBa npI

.NuBapoxcaoaH vnn noae(e; HeMa AocranHlt

[lpmjaeyaaFbero Ha trecaxatrnre AErBa perucrpupaHr no 4o6reabe Ha o4o6penme sacraBabe Ha neKor Bo npoMer e oA roneMa BaxHocr. Ha oaoj HaL{nH Ce O6es6egyaa
KOHTl4Hyl4paHo cneAeFbe Ha KOpl4CTa Hacnporl4 p14314KOT OA ynorpe6ara na reKor.3Apaacraenrre pa6orHl4qt4 Moxe Aa ro nprajaaar'cexoi corune* s"'r**rro gejcreo
oA neKor ao HaqnonanH[or qeHTap sa SapuaxoanrnniHlla npu Arenqrajara 3a ne1oBr4u MeArqhHcKl4 cpeAcraa (yn'Ce.Kraprn.n Meroguj 6p.54 xar 1) ranrra'rb 

"r"*rpoHcKr4nar npeKy ae6 crpanara Ha Arenqrajara http://marmed.gov.mu.

4.9 llpeAo3hpalbe

Kaj aoepacnr npr,|jaeeHn ce perKlt cnyqar Ha npeAo3hpabe.qo 196Cr mg. Bo cnyvaj HanpeAo3upalbe, naLl[enror rpe6a BHrMarenHo Aa ce na6ruy4yBa 3a *Jrnnr*rquu oF,-_'-"'---'-' YH

::?lo"H:^i:: "fl1?IT^:::1-111!"r*,1ura. ,QocranHr ce orpaHr,rqeHn nosaroqn xajAeLla. l-lopa4ra nquja, najarcoxror e$err eieg noHaraMo[uHo3roneMyBaFbe Ha
cynpaTepaneBTcKh
noAaTollh 3a

cpeAcrBo 3a rpe'rMan (aHgexcaner
"L -x't-Sty &,.

i. 
"u",, ''"W5:n.re :

3a aospacH[ nar
anSa), Koe ro KoAuHaMcKt,tor eeerr Fta pnaapoxca6aH
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(nornegHere ro 36npnuor u3Beluraj 3a oco6uHure Ha fleKor aHAeKcaHer an$a). 3a Aa
ce HaManh ancopnqujara Bo cnyqaj Ha npeAo3hpaH,e co phBapoxcaoas Moxe Aa ce
3eMe npeABh,q ynorpeoara Ha aKTr4BeH jarneH.

KoHrpona Ha xoeaBelbero
,Qoronry ce nojaBu KoMnnuKaLlrja npu KpBaBeFbe xaj naqr,rexr xoj nprarrlta pilBapoKca6aH,
cneAHara Ao3a pllBapoxca6aH rpe6a Aa ce oAnox,l unn neKyBaFbero Aa ce npeKuHe,
KaKo luro cooABe']rHo. PuaaporcaoaH uMa nonyxnBor oA npn6nrxHo 5 - 13 vaca xaj
Bo3pacH[. flonyxmeoror xaj negnjarpracxr naqreHTh, npoqeHer cnope4 nonynaLl[cKh
$apuaxoxt4HercKr't MoAenr (popPl{) e noKparox (augere gen 5.2). Tperuaxor rpe6a 4a
6uAe nHAVBnAyanu3hpaH Bo cornacHocr co cepho3Hocra I co Mecroro Ha
KpBaBeHrero. [lo norpe6a, Moxe Aa ce ynorpe6ra cooABerHa cnMnroMarcxa repanuja,
KaKo uro e MexaHnqKara xounpecnja (na np. 3a reuKa enncraxca), xilpypuKa
xeMocra3a co npcrqeAypn 3a KoHTpona Ha KpBaBeFbero, HaAoMecryBarbe Ha reqHocrr4
h xeMo4ilHaMcKa noAApuIKa, KpBHn AepuBaTn (cnaxyaann qpBeHr KpBH14 KfleTKh tafln
cBexa 3aMp3Hara nfla3Ma, Bo 3aBucHocr oA noBp3aHa anenarja Hnu Koarynonaruja)
nnr rpou60LlHTr4.

,[oronry KpBaBeFbero He Moxe Aa ce KoHTponr4pa co ropeHaBe4eH[Te MepKr, rpe6a 4a
ce 3eMe npeflBull npuMeHa Ha cnellilSrven Qarrop Xa unxu6rrop (axgexcaner
anSa), uJTo ro aHTaroHt43r,tpa QapruaKo.q[HaMcKoro gejcrao Ha p]4Baporca6an, nnr
cneqr$nveH npoKoarynaHTeH peaepsu6unen areHc, KaKo KoHqeHTpar Ha
nporponn6nHcKt4 KoMnneKc (PCC), KoHqeHTpar Ha aKTr4BhpaH nporporvr6uncr[ KoMnreKc
(APCC) hflu peKoM6nnanren $arrop Vlla (r-FVlla). CenaK, Bo MoMeHroB hMa MHory
orpaHrqeHo KnlaHllqKo ucKycrBo sa ynorpe6ara Ha oBHe neKoBl4 Kaj Bo3pacHh vt

ne4njarpncKn naqueHTu Kot4 nprMaar prBapoKca6an. ['lpenopaKhre ce 3acHoBaar h Ha
orpaHuqeHn HeKfltltHt4..tKn noAaroqr. Tpe6a Aa ce 3eMe npeABnE noBTopHoro Ao3npaFbe
ua pexou6rHaHTeH $axrop Vlla, xaxo r,1 Tr4Tphpalbe Bo 3aB[cHocr og no4o6pyBa]bero
Ha KpBaBebero. Saat,tcFto oA floKanHara AocranHocr, rpe6a Aa ce pa3rnega
KoHcynraqrja co eKcnepr 3a Koaryflaquja eo cnyvaj na nojaea Ha roneMn KpBaBeba
(engere ro genor 5.1).
['lpotaunx cyn$ar n B]4TaMrH K ue ce oqeKyBa ga enr,tjaar Bp3 aHrnKoarynaHTHara
aKT[BHocr Ha plteapoxca6aH. flocron orpaHrqeHo ilcKycrBo co rpaHeKcaMmHcKa
KtacenlaHa h HeMa ucKycTBo co aMnHoKanpour{Ha KrcefluHa u co anpornH],tH Kaj
Bo3pacHh naLlneHlrla Kot,t nplaMaar prBapoxca6an. Henaa Hnry Hayquo o6pasnoxeHhe 3a
Kopl4cr, Ht4Ty t,tcK\/crBo co ynorpe6ara Ha chcreMcKr4 xeMocraruK Ae3Monpecmn xaj
nnqa Kot4 nphMaar pnaapoxca6aH. ['lopa4u Bt,rcoKoro Bp3yBalbe co nna3Ma-
nporeuHilTe, pr4Bapoxca6ax He ce oqeKyBa Aa nognexu aa pujannza.

5. OAPMAKONOUJKI4 CBOJCTBA

5.1 OapuaKogr{HaM}tcxu ceojcrea
OapuaxorepaneB'trcKa rpyna:

Qarrop Xa, ATC-lroA: B01AF01

MexaHusaM Ha ae,icreo

KTHI4 nHxn6Nropu Ha

dl;*;5

qffirT I
&*1,oae;:F-
Y1 '[Lil,kj.l" . '

f,a%". 
ulg$, 

d"^',,
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Pueapoxca6an e BilcoKoceneKThBeH AupeKTeH [Hxr46hrop Ha eaKTopor xa co opaflHa6uopacnonoxnuBocr. llnxw6u4niata na $arropor Xa ro npeKilHyBa BHarpetuHr4or 14HaABopeuHror nar Ha Koarynaq[oHara KacKaAa, epurejrtra uixnluquja KaKo Ha$oprr/trpar+ero Ha rpora6raH rixa r,l na pasaojor'Ha rpou6oan. pulaaporca6an He rownxn5upa rporuOnnor (amnaurpan $arrop ru , ," 
" AoKaxaHo AeKa anujae apsrpou6oqrarure.

6nncra xopenaqraja co nrra3Marc*hre KoHlleHrpa'r, (;;;;;;;;:;";r[Jj .L ;,n1;aKo 3a aHanh3ara ce Kopl4cru Heonflacr[H. PagnhqHu pearencu rrre Aa4ar pa3nuqHilpe3ynrarh. orvuryaaFbero sa pr rpe6a Aa ce u3Bprur,r Bo ceKyHA n. 1upejku INR exann6pnpaH la norBpAeH caMo 3a KyMaprHl4 h He Moxe Aa ce Kopucrh ea xoj 6rano 4pyraHTrKOaryflaHT.
Kaj narlraeHrl4 Ko14-.nprMaar prBapoKca6aH ga rperMaH na n[BT u EE u npeeenqraja HapeKypeHTHOCT, 5/95 0A npoqeHTor Ha nporporr,touHcKara ,*rr"roa, 3a pr(H.eonnacrun) 2-4 qaca no BHec'na raonenare 1r.e. Bo MoMeHTor Ha MaKc,,MaflH,,ore$err) 3a phBapo-Kca6au 15 mg, ABa narr4 Ha AeH e Bo oncer oa 17 ,qo 32ceKyHA[ a 3apuaapoxca6an 20 mg, eAHau Ha,qeH e Bo oncer oA ts ao'bo ceKyHAr. l-lpuMaKcrMa'IHI4 KoHqerpaqvn (8-16 qaca no BHec Ha ra6nerure), Slgs-oa npoLleHror Hanporpout6rHcKara aKTuBHocr 3a puB_apoxca6aH 15 mg, ABa naril Ha AeH ce.qBilxea oAM1lo24 cexynpl,r a 3a pilBapoKca6an20 mg, eAFraL Ha AeH (g-30 qaca no BHec Hara6nerrre) oa 13 4o 20 ceKyH,qr.

Kaj naqraeHrl4 co HeBanByflapna arprajanna Qra6p nnaqtaja Koh npuMaar prBaporca6an3a npeBeHqrja na Mo3oqeH y$ap n cncreMcKa euOonraja, slsis nepqeHT[pr4 sa pT(H.eonnacrun) 1-4 eaca no geMatbero ra6nera (r.e. Bo MoMeHTor Ha MaKcuMafleHesexr), 3a puBapoxca6aH 20 mg, eAHa[u Ha .qeH ce ABuxea og 144o 40 ceKyHAr4 14 o,q10 4o 50 cexyngra xaj naqraetrrraie co yMepeHo peHanHo oureryBabr3 rperupann co 15mg' eAHaru AHeBHo. l-lpra najHr,|cKo HvlBo (16 - 36 qaca no 3eMabero ra6nera) 5/95nepLleHThnu 3a p[Bapoxca6aH 20 mg, eAHaU Ha AeH 6nne Bo oncer oa 12 _ 26ceKyHAM n 12 - 26 ce*yH.qu Kaj naqreHTlrre co yMepeHo peHanHo ouJreryBalberperupaHu co e4HoKparHa AHeBHa Ao3a o4 15 mg.

Bo xnnnrqxa Qaprr'raKorlo[JKa ayguia.3a peBep3u6unnocra Ha eapruaKoA]4HaM[KaraHa puBaporca6an 6une vlcnuraHt e$errrare Ha eAuHeL{H}r Ao3r4 (50 lu/kg) Ha rqBa

firili'I.l ;Til::::Tllrll1lp-"Ip?y,6ilHcKr4,r(oMnneKc, a_6axrirp pcc (Sarroprall, lX ra X) ra 4-garrop pcc (sarrop rt, vtt, rx ra xl,-xai'##;;;:;;;--yil;5i
3-Qarropnraor PCC rn Hayanhn coenHure Rnanu.1,-?r, u^

Kaj nyfe, sa6enexaHa e Ao3Ho-3aBhcHa unxnonqu)a Ha aKTrBHocra na eaxropor Xa.
l#::"":"^111:,,ff^.i"^.^1a:lo__rr1jr" "p. npolrjir,,r6raHcroro Bp,erue (pr) u e Bo

cpefqHhre BpeAHocn4 Ha He()nflacr[n pT 3a,vtnH r I 3a

X ff 3X ililX : J 3 ":ilffi H Ix-' :ir i{lt.:: J; y r,: a }bero o,q

PCC hMan no
4-$amop PCC. Cnporueno Ha roa, 3_earnof

e$exr Bp3 apararue Ha npoMeHHTe BoeHAoreHoro renr-'f,gpfrue;.rya +"q[1 oa +-6arrof PCC (arsere r' 4e.nor 4.9).A rrr e r pa n oro n a Aritafu n Ho.+oo*ii6o# Jru H e*o o^o.r-j /a DTT\,r Lra^.r^^rBpeMe (aPTT) u Hep'l-est rcro raKa cenponoHrrpaHh BO ; cenaK, T14e He ce npenopaqyBaaT 3a npolleHKa
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Ha SapMaKoA[HaMcKr4or eSeK[ Ha puBapoKca6an. Herraa norpe6a oA cnegeH,e Ha
napaMerpure Ha Koarynaqnja 3a BpeMe Ha neKyBaFbero co phBapoKca6aH Bo
KnrH[qKaTa pyTr4Ha. Mefyroa, aKo e KnhH]4qKr4 ]4HA[q[paHo, Hl4BoTo Ha p[BapoKca6aH
MOXe Aa Ce U3Meph CO Kanr46pupaHil KBaHT]4TaTTBHU aHTh-$aXrOp Xa reCrOAU (aUAere
ro Aenor 5.2).

l-le.qr iarprcra nonvn aur,ria
PT (peareHc Heonnacrrn), aPTT r anru-Xa recror (co xanra6pilpaH KBaHTilTarnBeH
recr) xaj Aeqa noKaxyBaar recHa ropenaqraja co KoHqeHTpaqr4ure Bo nna3Mara.
Kopenaqrjara nouefy axru-Xa 14 KoHqeHTpaqilHTe Bo nna3Mara e nr4HeapHa, co
HaKnoH 6nusy 1. Moxe Aa ce jaear noe4hHeqHh pa3n[K]r co noBtacoRu vnu noHilcKt4
anru-Xa BpeAHocru Bo cnopeA6a co cooABerHrlTe KoHqeHTpaLlkr4 Bo nna3Mara. 3a
BpeMe Ha KflnHnqKr rperMaH co pr,rBapoxca6aH He e norpe6no pyrlrHcKo cfleAebe Ha
napaMerpnre Ha xoarynaqujara. Cenar, AoKonKy e Kn14Hr4qKLr t4HAt4qupaHo,
KoHqeHrpallnnre Ha pneapoxca6aH Moxe Aa ce il3Mepar co rann6pnpanu
KBaHrilrarilBHh aHrr-$axrop Xa recrosu ao mcg/L (en4ere ja ra6ena 13 eo Aenor 5.2
3a onceror Ha sa6enexaHr4 KoHLleHTpaqu[ Ha prBapoKca6aH eo nra3Mara na geqa).
Kora anrn-Xa rrsCToT ce Kopl4crl4 3a xeanrnSnraqnja Ha KoHqeHTpaqrtnre Ha
puBapoKca6aH ao nna3Mara xaj 4eqa, Mopa Aa ce 3eMe npeAB[A AonHara rpaHrqa Ha
xaaHrn$nraqnjaria. Henaa oApe,qeHo npar 3a eQnracnocr unu 6ea6egHocr oA
ynorpe6a.

Kntaxuqra e6taxacHocr u 6eg6etrxocr
llpeeeuquja Ha Mo3oqeH ydap u Ha cucmeMcKa eudonuja Kaj naqueHmu co
Heeaneyn ap ua am p uj an n a $u6 p un aquj a
KnuHu,{rata nporpaMa 3a puBapoxca6ax e guaajnmpaHa ,qa ja noxaxe e$nxacHocra Ha
praapoxca6ax 3a npeeexquja Ha Mo3oL{eH yAap il Ha cr4creMcKa enlt6onraja Kaj

nallueHru co HeBemByflapHa arprajanHa $n6punaqrja.
Bo xnyvnara gaojno cnena cry4rja ROCKET AF, 14 264 naquenrr 6une craBeHr unu
Ha puBapoxca6an 20 mg, eAHau Ha AeH (15 mg, e4Hau Ha AeH xaj naqneHrh co
KnrpeHc Ha Kpeal'r4nnn 30 - 49 ml/min) nnu Ha aap$apuH rr,rrpyrpaHh co INR qen o92,5
(repanearcKu onc;er op2,0 Ao 3,0). Cpegnoro BpeMe Ha repanrjara 6rano 19 ueceqr,
a ceBKynHoro BperMerpaelbe na repanujara Ao 41 naeceq. 34,9 o/o o.q naqueHrure 6nne
fleKyBaHr4 co aqelnflcaflnqunHa KucenuHa, a 11,4o/o 6nne neKyBaHr co aHTrapt4TMr4qt4
oA Knaca lll, exny,.ryaajxu aMuoAapoH.
Pnaapoxca6an ne 6un nH$ephopeH Bo oAHoc na eap$aphHor KaKo npfiMapxa xpajna
qen 3a eQnracHocr npn Mo3oqeH yAap u ne-CNS cilcreMcKa eur6onnja. Oa
nonynaqujara Ha repannja no nporoKon, ce nojaenn Mo3oqeH ygap unr cncreMcKa
eu6onnja Kaj 188 nallneHru Ha pueaporca6an (1,71 % rogumno) n 241 (2,160/o

rogruno) na eap$aprn (HR 0.79; 95% Cl, 0.66 - 0.96; P< 0.001 sa nenn$epraopHocr).
Mefy cN-re paHAorvu,13rr1F,?nr n aLlheHTu lTT, npruapHh HacraHr ce

2 o/o ro1nuuo) n 306 nanojaarne xaj 269 nhqa rperrpaHu co
eap$apun (2,42 % ro4rauno) (HR 0,

3a ceKyHAapHure rpajnnHerHSepnopHocr: P = 0,117 sa
Llenn, KaKo rxTo 0€ TecTHPaHn no x aHanu3ara Ha lTT, ce
npuKaxaHh na rer6enara 4. Kaj n aTa BpeAHocTl4Te Ha
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INR 6rne Bo paMK[re Ha repaneBTcxr4or oncer (2,0 po 3,0) eo npoceK oA 55 yo oABpeMero (npocex, 5g %; naefyxaaprnneH oncer, oA 43 Ao 71). E$exror Hapl4BapoKca6an ne ce pa3nhKyBan noMefy nraoro TTR ao qeHTapor (eperr,1e Bo raprerINR oncer oA 2,0 Ao 3,0) eo eAHaKBo AhMeH3roHrapaHilTe KBapran1a (p-0,74 sat4HTepaKq[ja). Bo paMKure Ha najaucoKr4or KBapran cnope4 qeH.]rapor, cranKara Hapt43r,rx (HR) co puBapoKca6an nacnporra aapSapna 6vrnao,74 (g5 o/o cl,o,4g _ 1,12).Cranxrre Ha [HLlt4AeHqa 3a ff]aBHuor l4cxo4 Ha 6es6eaxocra 4ronerrrr,r u noManhKfll4Hl4t{K]4 peneBaHTHh HacraHr Ha KpBaaerue) 6rne cnilqHh 3? 1[B€T€ TepaneBTcK]4rpynr (au4ereja raOenara 5).

4: 3a locT otr dasa lll sa ROCKFT aE:
llonynaquja ao
crygujara

ITT ananra3u 3a
HeBanBynapHa

-

eQuracnocr xal naqtaeHlrrre co
arpujan na gra 6pranaqraja

,Qosraparue lPraeapoxca6an
lzo mg egHau Ha

lnex (15 ms
egHau xa 4en xaj
nuqa co yMepeHo
peHanHo
oureryaarue)
Cranxa na
xacrann (100
naqheHr-ro,qraHr) 

]

Bap$aprax --
Tl4rpxpaH Ao qeneH
INR os 2.5
(repanearcxr
oncer 2.0 - 3.0)

Cranra Ha HacraHr
(100 naqraexr-
rogrnu)

HR (e5% ct)
p-BpeAHocT,
T|SCT 3a
c'yneplropHocT

MosoqeH yAap il He-
l-{HC cracreMcxa
eu6onuja

26e (2.12) 306 (2.42) 0.88
(0.74 - 1.03)

0.117
MosoqeH yAap u He-
l-{HC oacreMcKa
eu6onnja ra

572 (4.51) 60e (4.81) 0.94
(0.84 - 1.0s)

0.265
MogoqeH yAap il He-
l-{HC cracreMcKa
enaOonuja u
RACKVflADHA CMNT U

6se (5.24) 709 (s.65) 0.93
(0.83 - 1.03)

0.158
MosoqeH yAap

R
253 (1.e9)

I

281 (2.22) 0.90
(0.76 - 1.07)

0.221
He-l-{HC cra

eu6onraja
\1;

{.

27 (0.21) 0.74
r(0.42 - 1.32)

0.308

\UsY

Ta6ena
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MuroxapgrjafleH
uHsapKr 130 (1.02) 142 (1.11)

0.91

(0.72 - 1.16)

0.464

Ta6ena 5: Pesvnrraru 3a lll xa ROCKET AF
llonynaquja eo
cryauiara

lla que xrure co HeBan Byna pHa arp ujan na $ra6 pranaquja"l

flosupatue Puaaporca6ax
20 mg egHau Ha

aen (15 mg eAHau
Ha AeH raj nnqa co
yMepeHo peHanHo
oureryeattre)

Cranxa Ha HacraHll
(100 naqnexr-
rogunn)

BapQapnx
rlrrphpaH Ao qeneH
INR os 2.5
(repaneercxr
oncer 2.0 - 3.0)

Cranra Ha HacraHlr
(100 naqrenr-
ro4rxu)

Granra Ha pu3t4
(ss% cr)
p-BpeAHocT,

l-onenan n noMarm
Kfl14HHLrKr4 anavajnu
KPBaPeHra

1,475
(14.e1)

1,449
(14.52)

1.03
(0.e6 - 1.11)

0.442
l-oneur KpBapeH,a 395

(3.60)
386

(3.45)
1.04

(0.90 - 1.20)
0.576

Cupr nopaArl
rpaaperue*

27
(0.24)

55 (0.48) 0.50
(0.31 - 0.7e)

0.003
Kpaapeue og
Kpr4TnqeH oprau*

91
(0,82)

133 (1.18) 0.69
(0.53 - 0.e1)

0.007
14HrparpaHujanna
xeunoparrja*

55
(0.4e)

84 (0.74) 0.67
(0.47 - 0.e3)

0.019
[1ag Ha xeMorno6hH* 305

(2.77)
254 (2.26) 1.22

(1.03 - 1.44)
0.019

TpancQysnja na 2 unn
na noeexe eAhHlrqvr
naKyBaH n ep ],1Tpor_114T1,r

I Jr

183
(1.65)

149 (1.32) 1.25
(1.01 - 1.55)

0.044

llouann KnilHur{Kr4

anavajHn KpBapetua
1,185

(11.80)
.,KW \ 1.04

,.No.e6 - 1 13)
%^9\ 0.345

Ceaxynna cMprHocr 208
(1,87)

".' .ll 0.95

"" 
(dlzo - 1.02)

+t.,",/ 0.073

Vl:,1ry

F"qrct{(itr
\t?,. ='',$,'Yl
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a)
*

6eg6egHocHa nonynaqilja, Ha repannja
HOMIHanHo 3HaqajHo

Bo npnnor Ha Sa3a lll oR cryAt4jara ROCKET AF, 6nna cnpoBeAeHa u npocneKruBHa,
nocrMapKeruHr.lKa, HeuHrepBeHLI4CKa, orBopeHa rpynHa cry4raja (:XANTUS) co eAeH
nporoKon, co rnaBHa qenHa oArlyKa, axnyvyaajriu rpona6oena6onncxra HacraH[ m rofleM[
KpBaBeFba. Sune BKnyqeH14 6 785 naqt4eHrh co HeBaflByaapHa arpr,rjjanna $n6pranarlr,1jasa npeBeHqrja Ha Jvlo3oqeH yAap u Ha cilcreMcxa en6onuja na re,li:rrp"nHr,ror HepBeH
cl4creM (Non-CNS) ao KnrHilqKara npaKca. l-lpocevnrre CHADS2 ra HAS-BLEDpe3yflrarr 6une 2,0 ao XANTUS, Bo cnopeA6a co cpe4Hnre pe3ryflraru CHADS2 ra
HAS-BLED o4 3,5 u 2,8 eo RoCKET A, coogBerHo. l-onenau KpBaBeba ce cnyvune raj2,1 na 100 naqueHr-roAl,tHt4. Snna nprajaaeHa QaranHa xeuroparr,rja xaj 0,2 na 100
naqheHT-roAuHrl t4 t4HTpaKpanrajanna xenaoparvrja raj 0,4 na 100 naq[eHT-ro4unn. Eun
sa6enexaH Mo3oqeH yAap vn[ chcreMcKa ervr6onrala Ha ne-lHi Kaj 0,g Ha 100
naLlneHT-roAuHt4.
oe[e sa6eneur'n Bo KnNHhqKara npaKca ce Bo corflacHocr co yrBpAeHhor
6es6egnocen npo$ran Bo oBaa un4raraqrja.

Snna cnpoBe.qeHa noreHqnjanHa paH.qoMn314paHa, orBopeHa, MynrhqeHTpr4qHa,
r'rcrpaxyBaqKa cryAr4ja co crena npoqeHKa Ha xpajHara roqKa (x-vERT) xaj 1 504nallneHTh (nperxo4no HerperupaHil il nperxo,qHo rperupaHu co opanHilaHTilKoarynancr) co HeBanBynapHa arpr,rjanxa $ra6pranaqra.ia saKaxaHu 3a
KapAhoBeperja. l-{enra Ha crygrajara 6nna,qa ce cnopeAr praaap,rxca6ax co Ao3Ho-npucnoco6eno Bt(A (pan4orr,trasnpalu 2:1), 3a npeaenqr,rji Ha KapghoBacKynapHh
HacraHh, Suna npuMeHera Kap,qhoBepsraja BoAeHa oa TEE'(i-5 4en,a oA'AeHor Ha npe-rpernaan) unv KoHBeHqiloHaflHa KapAuoBepsraja (najnainxy rp14 

"HeAenr 
npeA

rperMaHor). flpuurapHara Llen na e$raxacHocr (cr,tre Mo3olrHr,r y4ap[, rpaH3uropeHhcxeMilqeH HanaA, ne-l-{HC cltcreMcxa ena60nuja, rr,traoxap,4ex ranQapxr' u
IapAmoBacKynapHa cypr) ce jaeuna xaj 5 (0,5 %) naqraenru Bo rpynara puaapoxca6an
(n;_s^za) ra xaj 5 (1,0 o/o) naqileHrr Bo rpynara co'BKA (n = 4g2; in o,so;' gs % c1 0,15- 1,73; uo4r'r$r,lqnpana ITT nonynaqraja;. rnaanuor r4cxoA Ha e(uxacHocr (ronenllurpeaeeua) ce nojagln Kaj 6 (0,6.%) n xa1 4 (0,9 %)'naquen.rra Bo rpynara co
qr_BapoKca6aH (n = 988) ra eo BKA (n = 49g) rpynr,rre, cooABerHo (RR 0,76;- 95 % cl0,21 - 2,67i 6es6e4nocHa_ nonyflar{aja). Oaai rcrpaxyBaqKa r3ryAuja noKaxana
cnopeAfl[ea eSnxacHocr 14 6es6egHocr nonaefy rpynure 3a rperMaH co pilBapoxca6an
n co BKA npr nocraByBaFbe Ha KapAfioeepsraja.

NqCTABVBAFbE CTCHT
Srna cnpoBeAeHa
AF-PCI) xaj 2124 

,

MynrrqeHrpr,tqHa cry4nja (PIONEER

noAnoxeHh
ea6onyaarue,

BynapHa arpnjanna $ra6prlnaqurja xou 6une
cTeHT 3a npuMapHo iaTepocKaepoTt4qHo

Ha .qBa pexilMa phBapoKca5an u na

^o4Krr.i{on.re

HA

co
rBe,qeH pext4M

\.>
paHAoMt43r4paHt,t 1:1:1 3a repanr,tja co
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BpeMerpaeFbe o,q BKynHo 12 ueceqn. llaqrexrhre co ucroprja Ha Mo3oqeH yAap nfln
co TklA 6une ilcKflyqeHr oA cryArjara.
l-pynara 1 npltn,tuna pnBapoxca6an 15 mg, eAHau Ha AeH (10 mg, eAHarrI na 4eH xaj
nallneHrn co KnupeHc Ha KpearrHr4H 30 - 49 ml/min) nnyc uHxl46rarop ua P2Y12.
l-pynara 2 npuuuna pilBaporca6aH 2,5 mg, ABa narn Ha AeH nnyc .QAAT (geojHa
aHT[arperaLluoHa repannja r.e. KnonrAorpen 75 mg (rnr anrepHaruBeH ruxr6urop ua
P2Y12l nnyc Hr,rcKu Ao3v aqerhncannLlhnHa KhcenrHa [ACK)) ea 1,6 nnn sa 12
Meceqr, npn,qpyxl3Ho co 15 mg prBapoKca6an (nnn 10 mg 3a ncnrraHt4qu co l1nhpeHc
Ha KpearuHnn 30 - 49 ml/min), e4uau Ha AeH nnyc Hl4CKa AO3a ACK. I-pynara 3
npnMrna .qo3Ho-nphcnoco6ena B1(A nnyc IAAT sa 1,6 nnv sa 12 nlteceqra, nprApyxeHa
co Ao3Ho-npucnoco6eHa BKA nnyc Ht4cKa Ao3a ACK.
[lpnuapnara xpajna roqKa na 6ea6eAHocra, KntaHrqK]4 snavajnn HacraHr co KpHaBe]be,
ce jaeune xaj 109 (15,7 oh), xaj 117 (16,6 %) n xa1167 (24,0 o/o) ncnmaHhr-p4 Bo rpynara
1, eo rpynara 2 h Bo rpynara 3. coo4BerHo (HR 0,59; gS % C1 0,47 -0,76; p < 0,001 ra

HR 0,63; 95 Yo c1 0,50 - 0,80; p < 0,001, coogBerHo). cexyHgapHara xpajHa rolrKa Ha
6ea6egnocr (rour6ranaqraja oA Kap4r4oBacKynapHu HacraHH KapAuoBacKyflapHa cMpr,
MuoKapAeH nnQaprr nnv Mo3oqeH yAap) nojaarana xa1 41 (5,9 %), xaj 36 (5,1 %) n xaj
36 (5,2 o/o) ucnutaHht-lt4 Bo rpynara 1, so rpynara 2 u ao rpynara 3. coo4eerHo. Ceroj
oA pexhMt4Te Ha pnaapoxca6ax noKaxan 3HaqurenHo HaManyBaFbe Ha Kn1aH]4qK14

sHavajnure HacraHH Ha KpBaBeH,e Bo cnopeg6a co pexuMor co BKA, xaj naLyeHTrre
co HeBanByflapHa arpnjanna Qu6prnaqr,rja Koyl 6une no4noxeHV Ha nKh CO
nocTaByBa16e cTeHT.
l-lpuuapHara Llefl na PIoNEER AF-PCl6nna Aa ce npoqeHr 6es6egnocra.
['lo4aroqrre 3a e(rnxacnocra (er<nyvrrenHo r rponlt6oena6onui{Hil nacraxr) xaj oaaa
nonynaqnja ce orpaHuqeHt4.

Tepanuia ua EBT, 6E u cnpe,aveabe ua pexvpeumnu frBT u EE
Knunuqxata nporpraMa Ha p[Baporca6ax e 4reajnrapaHa Aa ja npraxaxe e$raracHocra
Ha pilBapoxca6aH Bo noqerH[or 14 Bo KoHT],rHyrpaHuor rperMaH Ha aKyrHh IBT r,r 5E ra

e$nracnocra Bo onpeLtyBaFbe Ha HuBHo noBropyBaFbe. l-lpoyvenra ce noeeke oR 12 800
naqueHTn Bo i{er[4p14 paHAoMl43vrpaHu KoHTpof[4paHu Kn]4HyrqKt4 cry.qnn o4 $aea lll
(Einstein DVT, Einstein PE, Einstein Extension r,r Einstein Choice) h AononHrrenHo
6una cnpoBeAeHa npege$rHrpaHa s6r,tpna aHanu3a Ha cryArilre 3a Einstein DVT r,r sa
Einstein PE. Ceext/nHoro BpeMerpaebe Ha xona6nHnpaH TperMaH Bo crre cryAuA 6uno
Ao 21 Meceq.

Bo crygnjara Einstein DVT 6nne rcnrryBaHn 3 449 naqreHru co aKfrHa IBT aa
repannja xa IBT u 3a cnpeqyBaFbe Ha peKypenrna ,QBT r 5E (naqnexrrre Kou
uannSecrnpane crMnroMarcKa EE 6une rcKnyqeHlt oA oBaa cry4r,tja).
Bpeuerpaebero Ha repanrjara 6uno 3. 6 nnv 12 Mecequ, Bo 3aBucHocr oA
KnuHhqKara npoqeHKa Ha ncrpaxyBalror. 3a no.{erHuor rperMaH Ha axyrHa .[BT eo
BpeMerpaebe oA 3 ne,qenu, 15 mg AaBaH ABa narh Ha AeH. l-loroa
cneAyBan 20 mg puBapoKca6an e4Haur

Bo cry4njara [:irrstein PE 4 832 na rcnnryBaHn sa repannja
na 5E 14 3a cnpeqyBabe Ha na repanujara
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6rno 3, 6 ranra 12 uecer-lu, Bo 3aBrcHocr oA Kflr4Hr,rqKara npoqeHKa Ha ucrpaxyBaqor.3a no'{ereH rperMaH Ha aKyrHa 6E 6ran Rm+ is ,g pilBapoKcaoax 4eanaru Ha.qeHBo reK Ha rpu Hetqenu, a noroa rperMaHor npoAonxran co ZO mg pr,""f,o*."6an e4Haut
AHeBHO.

lA Bo ABere cryE,tlvt - Einstein DVT ra Einstein pE, pexrMo.r Ha repanraja HaKoMnaparopor ce cocroen o.q eHoKcanapilH AaBaH xajruanxy 5 4ena eo xoM6uHarlrajaco TperMaH co aHTaroHucr Ha Bl'lTaMun K, cd ,qoAera PT/INR 6mn eo repaneBTcKr4oncer (>2'0)' TperuaHor 6un npoAonxeH co aHTaroHncr Ha BtaTaMilH K, Ao3Ho-aAanrhpaH 3a Aa ce oApxar BpeAHOCrl,rre Ha pr/lNR, ,o p"r*rra ," ,"prneBrcKr,roroncer op,2,0 Ao 3.0.

Bo crygrajara Einstein Extension 6une ucnuryBaHil 1 1g7 naLl4eHr,r co lBT rnu co EE3a cnpeqyBaFbe Ha peKypenrnra IBT r EE. Bperuerpaehbero Har repanujara 6ranoAononHhrennu 6 nnu 12 naecequ raj naqnerrv Rovja saapr.uune lepanujara no 6-12Meceqil fleKyBaFbe Ha BeHcKa rpona6oerr,t6onuja, ao 3aBrcHocr oA KnIH4q11aranpoqeHKa Ha [crpaxyBaqor. puaaporca6an o4 20mg, erqHau Ha AeH 6rn cnopeAyBaHco nnaqe6o.

Einstein DVT, PE ra Extension ynorpe6yaane ucru npe4egraxuipaHu nprMapHu uceKyHAapHil qen14 3a e$uxacnocr. [lprauapnara qefl 3a eSrxacnocr 6er.uecilMnroMarcKa peKypeHrHa BTE, geSrHrpaHa'raxo s6rap oa p"*ip"nrna IBT ranrasaranna unn ne$aranHa EE. ceryHgapHara qen na esurxacro., 6rn. ge$raxrpanaraxo s6up oA peKypenrna.QBT, xe$aranxa EE u cMprHocr oA cure npilqhHh.

Bo cryAr,|jara Einstein choice, 3 396 naqueHru co norBpAeHa cnMnro11;arcxa IBTulnnn 5E, Kovr saBpuilfle co 6-12-naeceqHara 
"rrr*o"rynaHrH.l 

repanrja, 6une[cnrryBaHw 3a npeBefiq[ja Ha SaranHo EE nnvt Ha He6aranna cuMnroMarc1apeKypeHrHa ABT r,lnr,| EE. [laqneHrrre co r,tr4r,txaqr,tj" ., npo4on,*"r, TepaneBrcKr4Ao3hpaHa aHrrKoarynaqraja 6une l,tcKflyqeHu oA crygnjata." ap,er,,1erpae]bero Harepanrjara 6nno ao 12 MeceLlil, BO 3aBTCHOCT OA AaTMOT Ha uHAtABUAyanu3upaHapaHAoMl43aqrja (ne4rajana: 351 Aena). Erane cnopeAyBaHn prBapoxca6au o4 20 mg,eAHau Ha AeH il prBapoKca6an oA 10 mg, eAHaur na aLH co .ioo mg aqeruncaflrqunHaKrcenhHa, eAHa[! Ha ,qeH' llpranapHa l]efl Ha e$rxacnocr 6u.na cuMnroMarcKapeKypeHrHa BTE, AesranrapaHo KaKO S6rap o4 peKypeHrHa ABT unu Qara nHa vnuHe$aranna BE.

3:,,:}f1,,.]'^].:It!'i. DW (ausere ja Ta6ena 6), praaapoxca6an ce no*axan KaKo

:il:?^"f:S",:_"f ^o#o91a3ro*.rnrprrlaKA;;";;#rffi;*ffi J;"m"iJT:
(0,443 - 1,042), p=0,07

ropnocr); cranKa Ha pt43r4K (HR): 0,6g0

KfiilHl4qKa npngor5nexa
flpecneqr,t$uqupanara BKynHa

xpaaaerue) e
esuxacnocT nnyc rorfleMil HacTaHu Ha

p 0,027), Bo Koprcr
TepaneBTcKr4OT Oncer,

% Cl:0,47 - 0,95), HoMt4HaflHa p-BpeAHocr
na INR 6ea eo paMKure Ha

I Bp-eJ\4eTO 3a npoceqHo BpeMeTpaebe Ha
62,80/0 oA BpeMeTo Bo npeAB[.qeHuTe 3-,

sfl1,,'
rperMaHor og 189
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ic* l'-lrJ=?gnrsr?:ffi13il?l-"ar* -::i5GNi:::::. :"" :ircrffie:srs-Psry :-ffi:- :" rtefi-p%i-"" - ,ffiffiffiffi" llarflffi[ :_ : _',, ?di: at i: - _ :

rcxMnroirarcKilE_E 4Pr_ :- - Il (0,.1"A _: -:- :: j_o *: " " _-__
re".dn# EE/cMpr *HEE He -l?to.2r"i 

** 
lb (03r;i- * - *li__:___ __1 ':*' -_ i

i ron-ffi; mr KrfiHlr.tKr,r 3Ha.rajHr,r 
*i139 (d:i%i I i3B (8i,.1o/o1 

* *.

t !.9yq4r..!!pPq_qs""rba "*;_ . " " __"___ *_:lru' Hn--*-:-:ilffi-;--).AqII-z:*x--*i
a) Pueaporca6an oR 15 mg, ABa narr Ha AeH Bo reK na 3 HeAefl[, noHaraMy

6- u 12-Mece.{Froro nnaHupaHo BpeMerpae}be Ha repanucKvrre rpynr, coogaerno. Bo
rpynara eHoKcanapux/Bl(A HeMano jacna penaquja nouefy cpeAHoro Hreo Ha TTR
(Time in target INR oncer oA 2,0 - 3,0) Bo eAHaKBo AnMeH3t4oHupaHure repqrepn il
14HqhAeHqara Ha peKypeHrHa BTE (P=0,932 3a nHreparquja). Bo najroneMror repqrep
cnope4 qeHTapor, cranxara Ha pr43r4K co puBapoxca6au Hacnporh aap$apuu 6rana0.69
(95 % Cl: 0,35-1,35).
Cranrnre Ha nHqlrAeHqa 3a npnMapHara 6ee6eAHocra qen Ha cry4rjara (roneun nnn
KnuHilt{Kr4 sHavajHr HeroneMu HacraH14 Ha xpaaaeue), KaKo u ceKyHAapHara
6es6e4HocHa qefl xa cry4njara (ronenau HacraHu Ha KpBaBerue) 6rane cnr4lrHl4 n 3a

ABeTe TepaneBTcl(u rpynh.

Ta6ena 6: Pesynrarr oE eSrracxocra r og 6es6eAHocra og lll $asa Einstein
DVT

3, 6 nnn 12 uecequ 1 3, 6 t,tnn 12 naecequ
N= 1,731

13,6ylflh',
1 N= 1,718

npogonxeHo co pnBapoKca6aH oA 20 mg, egHaru Ha AeH
b) ExoxcanaphH najuanxy 5 Aexa, npeKnoneH co BKA, no luro cneAyBa repanraja co
BKA
*p<0,0001 (neux$epropHocr Bo oAHoc Ha nperxogHo o,qpe4eHara cranKa Ha pr3r4K oA
2,0); HR: 0,680 (0,443 - 1,042), p-0,076 (cynepmopnocr)

Bo cry4rjara Einstein PE (eugere ja Ta6ena 7), pneapoxca6aH ce noKaxan KaKo

xeuHSepnopeH Bo oAHoc Ha eHoKcanapnn/BKA 3a nprMapHara qen Ha e$nxacHocr
(p= 0,0026 (recr 3a neuxQepnopnocr); HR: 1,123 (0,749-1,684)).
[lpecneqnQnqnpanara BKynHa KnuHur{Ka nprgo6uera (npruapHa Llen Ha eSnracnocr
nflyc roneMu HaclaHn Ha KpBaBeue) e npujaaena co coo4Hocor Ha pu3r4x og 0,849 ((95
Yo C1: 0,633 - 1,139), HoMrHanHa p-Bpe,qHocr p-0,275). Bpe4Hocrure na INR 6ea so
paMKrlT(3 Ha TepaneBTCKyl(lT on,oer CO npOCeK OA BpeMeTo 3a cpeAHo
BpeMerpaerbe Ha rperMaHor oA 215 4ena, r o/o OA BpeMeTo Bo
rpynl4Te co nnaHmpaHo BpeMerpaeFbe Ha 6 n 12 Mecellr,
cooABerHo. Bo rpynara eHoxcanaprn/BKA :r noueiy H14Boro

,0) eo repLlrnureHa cpeAHoro LleHrpanno TTR (npeue Bo ra oncer'.iQA 2

Qi;1,;lJ_

CO eAHaKBa IOfl9M1,1HO t/t t4HqilAeHLlaTa Ha rponlt6oenlt6onuja

I Crygucxa nonynaquja 3449 naqtaeHT]4 co cnMnroMarcKa aKyrHa
OOKA BCHCKA

,[oaupaue n BpieMerpaebe Ha

repanujara
Puaapoxca6aH'),
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(p=0,082 3a uHrepaKqr4ja). Bo parr,,xrare Ha HajBilcoKr,ror repqhn cnope.q qeHrapor,cooAHocor Ha pr3t4K co puBapoxca6an nacnporr,r aapSapun 
'O,a.n 

0,6+2 (gS % Cl:0,277-1,494).
cranxure Ha uHLUAeHqa 3a np[MapuHor r4cxoA na 6es6egnrccra (roneura nnvlKIII,IH]4L|KI4 peneBaHTHl4 HeroreMil HacraHn Ha KpBaBerre) 6une MaflKy noHltcKt4 Borpynara 3a rperMaH co pilBapor<ca6an.(19,3 % (i49t2412)) cnopeneno'co rpynara 3arperMaH co eHoKcauapraH/BKA (11,4% (274t240s)) vrnqi,aeHqara' ,i 

""*yrgapHuorl4cxoA Ha 6ee6eAHocr (roneMil HacraHn co KpBaBerue) 6una'nor"r" ,o prrrpoxca6anrpynara (1,1% (2612 412)) cnope.qeHo co rpynara eHoKcanapraH/Bl#\ (2,2 % (52t2405))co HR 0,483 (95% Cl: 0,30g - 0,7g9).

i: -*#trw{-----l
puu_nJo"rvrqrclra 

F_E nEBJ_ _lf . .._"_ :-: - . iri:gJif/A- - : :
I 3:llr#.tY",.y:l.ioil EErre - :*llli,s,/.) *- t tu) Cisr,1 

|

N=2419 iN==2413
lSlge$I"llP"slvnerfi;gg-Iffi 1?r,6:_:**

MO)Ke Aa ce ucKJryqh

I::.::: ::l_ylitu.t,<uina.ri;iu, 2qg 1to.i"r")
Ll*o"I3ll,1!*tfp_1?p-9rsa I i-''\',""wt I

a) pu*annrnr6o.*rr__ i iX 1%) :;*"1,?.?-m_::::b Fr*p"id#, ;o ,u .;m""#r #*ff;;-r"* T; {hffi#;,%H"ra'npolonxeHo co pt4BapoKca6an o4 20 mg eAHauJ Ha AeH6) EnoxcanapilH najnaanry 5 4ena, npeKnoneH co BKA, no uro cneAyBa repanr,rja co
*p<0'0026 (neuH$epuopHocr Bo oAHoc Ha nperxoAHo o,qpeAeHara qranKa Ha pn3uK oA2,0); HR: 1,123 (0,749-1,6g4)

cnpoae4eHa e npecneqraQraqupaHa s6rapHa aHanu3a Ha pe3yflTaror oA cryAlr,rre 3aEinstein DVT ra pE (aragere ja Ta6ena g).'

<*:',9

:*-: * iEE
I flosraparue r dpeutiipati,be Ha** 'lprl"**ca6a#T-- 

T d,oKca#pr4H/BKAj repanraja 
I 3, 6;;;;i-,f""".r, I s,';.,-i 12 naeceu

Ta6ena 7: Pesllnraru Ha eSuxacnocr r 6es6eAH€)cr ()4 Saea ll! n;r Einstein pE
Crygucxa norrynaqraja 46sz nour",iir;r;il;;;;;r-;r;;;;;;

I EHoxcanapnniBKAfloalr parse u a;perraerpaer+re
repanuja t 3, €i unr 12 uecoy

N= 4 131

8281 nar-1raeH'rn co aKyrHa ,:,rn4nfsy6ra*a

4ff3i{, 12 ueceqn
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CuunroraarcKa peKypeHrma IIBT
Cuunrouarcra EiE u EBT
Oaranna 6E/cru;rr xora EE xe

-4Ti (io 0,6

72 (1:7o/o\

a) Pueapoxca6an oa 15 mg, ABa narn Ha lqeH Bo reKor
npogonxeHo co pr4BapoKca6au oA 20 mg, eAHau Ha.qeH
6) EnoxcanapuH najuanry 5 Aexa, npeKnoneH co BKA, no
BKA
*p<0,0001 (neuncpepmopHocr Bo ogHoc Ha nperxonHo oApe4eHhor HR o4 1,75);
cranKa Ha ph3r4K: 0,886 (0,661-1,186)
Srna nprjaaexa nperxo4Ho onpeAeneHa KfluHhqKa nprgo6uera (pesynrar Ha

npr4MapHa e$nxacnocr nnyc roneMr4 HacraHn Ha KpBaBeue) og a6rpnara aHan[3a co
HR oA 0,771 ((95 % Cl: 0,614-0,967), HoMrHanHa p-BpeAHocr p=9,9244r.

Bo crygrjara Einstein Extension (augere ja ra6enara 9), pneapoxca6an 6urn

cynepropeH Bo ollHoc Ha nnaqe6o sa pe3ynrarure oA npr4MapHara n oA ceKyHgapHara
eSrracnocr. 3a npnMapHara 6es6e4HocHa qen (roneMr HacraHu Ha KpBaaeue), sa
naq[eHTure rperupaHh co praapoxca6au 20 mg e4Hau Ha AeH, nocroefla
He3HaqurenHa 6pojHo noroneMa ilHLlilAeHUa Bo cnopeg6a co nnaqe6o. Ceryx4apHhor
r,rcxoA Ha 6eg6eAHocr (roneuu unu KnilHnr{KH peneBaHTHu HeroneMr4 HacraHh Ha

KpBaBebe) noraxane noBucoKr cranKta 3a naq[eHTrre neKyBaHu co pnBapoKca6an 20
mg, eAHau AHeBHo Bo ogHoc na nnaqe6o.

Ta6ena 9: Peelrnraru Ha eSnxacxocr u 6es6eAxocr oA Sasa lll Einstein
Extension
criarCia nonyniquja

i npeeeHqnja Ha peKypeHTHa BeHcKa
a

,[oaupa*,e u BpeMerpaebe Ha

repanrja

na 3 negenn, noHaraMy

uro cne4yBa repannja co

1197 natryeHru co npogonxeHa repanrja n

Cu u nlorrrilrcKa peKypeHTHit
BTE*

rMnroMarcKa peKypeHTHa 5 (0.8%)

4F-I -Oaranxa EE/cupr xora EE ne 1 (0.2o/o)

1_A,L%il_"
Knuuuqru sraviajnu noMarH 32 (5.4%)

L[g-q"gP_9_lF-9-"_ __J*_"______
a) Puaapoxca6ax oA20 mg egHaur Ha AeH

.....j
I
1

ffi@"}
s;:."W:.:-ffi
Wii;';Y

45 (.1%
? cgJ:hL
13 (0.3%)

l-oneur unta KnvrHtaqKh snauajxn 388 (e.4%)

Pueaporca6aH
6 nnu 12 uecequ I

N=602

llnaqe6o
6 nnu 12 rueceqn

42 (7j%)

:.1?_e?.:/PL
31 (5.2%)

I (1.3%)
I
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* p < 0,0001 (cynepraopHocr), HR: 0,1gS (O,Og7 _O,lig3)

Bo crygr.jara Einstein choice (ra6ena 10) pnaapo*ca6aH oa20mt] Ll oR 10 mg 6euecynepropeH Bo oAHoc Ha 100 mg aLler[flcan[unnHa KuceruHa 3a pe3ynrar Hanp[MapHara eSnxacnocr' I-naeHnor [cxo,q Ha 6es6egHocra 1r,lnen,t, HacraHu HaKpBaBeFbe) 6un cn[qeH raj naqraenrhre rperupaHn co puBapoxca6an oA2omg ra o4 10mg eAHalu Ha AeH, BO CnOpeA6a co 100 mg aqer],lncanuLlt,lnHa K,lcenilHa.

Ta6ena 10: Pe:rynrarl4 Ha e$uracxocr ra 6es6eAl{ocr o4 sasa lll llinstein choicecry4ucxa norrynaquja 3396 -r,"ur"ii;---;;; '-''';Oo;;;;i

-CuunronaarcKa U 0..5%)x
4**-. -*-.. *-.-....,.. ._

I tt 1t.zN1** so (4.4%)peKypeHrHa
BTE

l:briunfffiE io io.sz,i *ra 
roi.snpeKypeHrna EE

: .cffi".ffi 5iosu,)-*-- -' *'.;r"i
r p€KIpCHTH? i Ij_fl_Er i ;-oriin#**-*
EE/cupr rora
EE xe Moxe Aa
""q3__ol$"p*lt _"""
CrnanrouarcKa
peKypeHrHa
BTE, MJ4,
MO3OqeH yAap,
rnn ne- CBS
CTCTEMCKA

2 (0.2%)

I

te (L.7%)

2 (0.2%)

L8 (1..6%)

!*--****-i--
i 22 (2.01

I
I%-1

I

___J

I*-1
I

I

t*-_t
I 

tu'u'o*' 
I

3 (o.3%l

te (t.7%)

30 (2.7%l

l*--,,,,--

peKypeHTHa BeHCKa:

ACK
100 mg, e4Hau Ha
AeH i

i

N:1J31* * _ I

350 [186-362] 
IAeHoBl4 
I

,E\ tr,a>
Arl r4'4

5'l;s+n* *
{or r.-

20 (1.8)
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0,34 (0,20-0,59)
** p < 0,001 (cynepnopnocr) Puaapoxca5an 10 mg o4 Hacnporr4 ACK 100 mg oA; HR =
0,26 (0,14 -0,47)
+ Preapoxca6an 20 mg oA Hacnporu ACK 100 mg oa; HR = 0,44 (0,27 - 0,71),
p=0,0009 (norr,t r nanen)
++ Pheapoxca6an 10 mg oR Hacnporn ACK 100m9 oA; HR= 0,32 (0,18 -0,55), p <

0,0001(nounnanex)

Bo npnnor na Saaa lll oa nporpaMara EINSTEIN 6uno cnpoBeAeHo u norenqnjanuo,
HeuHrepBeHTHo, r(oxoprHo, orBopeHo rcrpaxyBaue ()(ALIA) co rnaena qenHa oAnyKa,
axnyvyeajku peKypeHrxr BTE, roneMo KpBaBebe 14 cMpr. Bo xnunuqKara npaKca 6une
BKnyqeHh 5 142 nall4eHrn co aKyrHa lBT ea Aa ce r4cnrra Aonropor{Hara 6es6eAHocr
Ha pnaapoxca6aH Bo cnopeg6a co craHAapAHara aHrnKoarynaHrHa repanraja.
Cranxure Ha roneMo KpBaBeFbe, peKypeHTen BTE I Ha cMprHocr oA cnre npnquHr sa
puBapoKca6aH 6une 0,7o/o, 1,4o/o n 0,50/0, coo4BerHo. ilocroene pa3nuKr Bo noqerHr4Te
KapaKrepucrr4Kr,r Ha naLl[eHTure, exnyvyaaj(]r Bo3pacr, KapqilHoM 6y6pexno
oureryBarue. [lpegcnequ$rqupaHa crparnQrLlupaHa aHanr3a 6una ilcKopr4creHa 3a
npncnoco6yBabe Ha h3MepeHrre noqerHr pa3fluKr4, Ho ocraroKor, n noxpaj oBa, Moxe
Aa snrjae Ha pe3ynrarure. Koe$uqneHror Ha npucnoco6nnBa onacHocr,
cnope4yeaj(u ro pnBapoxca6ax u craH4apAHara repanuja npu noroneMo KpBaBeFbe,
peKypeHren BTE u cMprHocr oA crre npnqrHh 6une 0,77 (95% Sl 0,40 - 1,50), 0,91
(95% Cl 0,54 - 1,54) u 0,51 (95% Cl 0,24 1,07), cooABerHo. Oene pe3ynrarn Bo
KnnH[qKara npaKca ce Bo cornacHocr co yrBp4eHuor 6es6e,qHoceH npo$nn Bo oBaa
unAnraqnja.

['lefluiarprcra norrvnauuia

Tpemuau Ha B',fE u npeeenquja Ha noemopyeabe Ha BTE Kaj nedujampucxu
nau,ueHmu
Bo uecr orBopeHh, MynruqeHTpr,rr{Hr4 negnjarprcK[ cryAuur 6nne HcnnraHh axynno 727
Aeqa co norBpAeHa aKyrHa BTE, oA Kor4 528 npnuune phBapoxca6aH. Bo crygnjara Bo

$asa lll 6nno yrBp,qeHo AeKa Ao3r4parbero nprcnoco6eHo cnopeA TenecHara rexnHa
xaj naqnenrn Ha Bo3pacr og pafaue Ao noManKy h pe3yflTr4pa co cn[qHa
r43noxeHocr Ha pnBapoKca6aH na j eospacnh naqileHrLr
co EBT rperhpaHu co puBaporca6an oA 20 ro 4enor 5.2).

KOHTpOflnpaHa,EINST'ElN Junior Qasa lll 6nnaCrygnjara
oTBOpeHa

r'gafiauJ Ha
) t" ,.7F&i\,
F Q il!;,"-.\.*)*

rQi';*,";;':,9!!nuz:C

MyflTilqeHTp14qHa KnIHuqKa 500 negnjarpncxr

, CutunrouarcKa
I pexypexrxa

I zl1z.tot"1* , t7 (LS%)++ s3 (4,7%)

BTE rnr
rofleMll
KpBaBelba
(xnuxuvxa
ropucr) i

* p . 0,001 (cynepuopHocr) Pueapoxca6an 20 mg oE Hacnport4 ACK 100 mg o,q; HR =
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naqheHfl,r (na aospacr oA parabe Ao <.1_9. roAilHr,r) co norBp4eHg aKyrHa BTE (276
Aeqa Ha BO3paCr og 12 po <19 ro4unu, 101 Aere Ha Bo3pacr o,q 6 Ao <12 roguHn,6g
Aeqa Ha Bo3pact op2 Ao <6 roAuHr4 n 54 Aerla Ha BO3paCt op<2 ro,gnnn).

llpeara BTE 6r'rna qgasrauupaHa rnr KaKo BTE acoqr,rpaHa co qeHrpaneH BeHcKr4Karerep (UB|(-BTE; 90/335 naqueHrh Bo rpynara urro nphMafla prBapoxca6an, 37116snaLllaeHTla Bo rpynara uJTo npuMana KoMnaparop), rpona'6o3a Ha q"p"'Op"nHr4Te BeHr4 14BeHcKl4 cl4Hyct4 (I-IBCT: 741335 naLlreHrh Bo rpynara ruro npuMana puBaporca6aH,
431165 naqneHTn_Bo rpynara luro np[Mara KoMnaparop) nnn cnre ocraHarn,BMyt{urenxo r ,QBT 1-5E (ne-[BK-BTE; 1 711335 naLlheHru Bo rpynara uro npuMaflaphBapoKca5aa,841165 naqraenru Bo rpynara uJTo np[Mar]a KoMnaparrop). Hajvecrarauaxusecraqr,rja Ha npBara rpour60sa'xaj 4eqa Ha Bo3pacr o4 1 2 po <1g ro4nxr 6nna
'e-UBK-BTE 

xa1211 (76,4%) Aeqa: sj ,qeqa ," ,o.p""r oA 6 Ao <1 12 rogunu n oA2 Ao<6 roAunn 6nna UBIT xaj 4g (47.5.2.i ocHoclo *"J'-aS (50,7 %) aeqa; n xaj 4eqa naBo3pacr <2 ropvutu 6nna LIBI(-BTE xa13T (6g,5 yo)'ae1r.. Bo rpynar€r srro npilManaphBapoKca6an nenaano Aeqa Ha Bo3pacr <6 ueceqra co L[BCT. 22 op,n.qr"rrrr" .o
UBCT rMane raxsexqraja na l-lHC (1'3 naqraerr, 

"o- 
rpynara uro npuMaflaprBapoKca6an n 9 naqueHr[ Bo rpynara uro npnMana rorr,lnaparop).

BTE 6rana npe,qu3Bl4{aHa oA rpajnu, MtaHntaBil unv vt rpajnr,r h Mlr-rfl],rBra earropn Hap143t4K raj 438 (87,6 %) geqa. l-laquenrure noqerHo 6une'rp"rrpii.,, .o repaneBrcKr4
'qo3h 

Ha neSpaxqraoHhpaH xenapnH (Hox), xenaprn co Hr4cKa MofleKynapHa rexuHa(XHMT) ranra Qon4anapilHyxc Bo nepuo,q o4 najrr,tanxy 5 4ena u 6wne paHAoMr43 upa*n2:1 3a Aa nphMaar Ann Ao3tA Ha p[Bapoxca6an npracnocooeH, onopeA TerrecHaraTexhHa nnv Ao3t Ha KoMnaparopor (xenapnxn, Bl(A) 3a BpeMe Ha rflaBH[or nepuoA HarcnilryBaHuor rperMaH o.q 3 ueceqn (1 naeceq 3a AeLla <2 roilunu co [IBK_BTE).'H;xpajor oA rnaBH[4or nepuoA Ha rcntaTyBaHror rperMaH, 4ujarnoc-ruqKoro cHrMabe,uro 6nno HanpaBeHo Ha noqeroKor Ha cry.qujara, 6nno noBTopeHo, AoKor.r1y 6nnoKfll4H]4t{K'l I43BoAflt4Bo' Bo oaoj MoMeHT ucnilTyBaHlaor rperMaH Mo),Ke Aa ce npeK[HetAnt ncnuryBaqor uMa AucKpeLlrcKo npaBo.qa ro npo4onxt4 BKynHo Ao 12 rrreceqn 1saAella <2 rognnu co L{BK-BTE Ro 3 naecequ).

llpun,'apHara qen na e$nxacHocra 6unacilMnroMarc*a peKypeHrHa BTE.[lpranaapnara Llen na 6es6e4Hocr9 6nna s6rapor oA roneMo KpBaBebe il noMaro
Kflr4Hr4L{Kr4 SHaVajno KpBaBeFbe (CRNMB). Crre qen14 Ha esrxarcHocra yr
6es6eAHocra 6une LleHTpanHo npoqeHeru oA He3aBncHa KoMyqaja roja ne 6una3ano3HaeHa KaKo e AoAeneH TperMaHor. pesynrar[Te 3a e$rracHocra h6es6eAHocra ce npuKaxaHn eo ra6en ute 11 n 12 noAony. '- 

'' '--"

Perypenrnra^BTE c9 j_aarangxaj 4 op 335 naqr,reHru Bo rpynara ulro nprMafla

Bi:ip:j:i?i:.I ::l::l 16?:ltrc rpynara roja nprruaua KoMnaparop36np o.q rofleMo xpaaeeue r C raj 10 oR 329 naqueHrn (3%) rpernpaHil co.puBapo aLlueHrlt (1,9 o/o) rperupaHil coKoMnapaT(cp. Hero xn peKypeHnra BTE nnycHacTaHil Ha rofleMo Kp puBapoKCa6an e

3o, Ws.*]'il ,$.,,i

\.:r-rl'.r""79/{,:z:Y

nprjaaena xaj 4 op 335 na npuMana KoMnaparop xaj 7
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oA 165 naLlheHrh. HopnaanuaaLluja Ha onroBapeHocra co rpoM6oBu npr
noBropHoTo cHuMabe 6nna 3a6enexaHa Kaj 128 oa 335 naqueHrh rpernpaHh
co puBapoKca6aH u t<a143 oR 165 naqneHrn Bo rpynara rperr4paHa co
KoMnaparop. oByle HaoAu BornaBHo 6une cn]4LrH14 Mefy Bo3pacHure rpynh.
lzlnltano 119 (36,2 %),qeqa co KaKBo 6uno KpBaBeFbe HacraHaro 3a BpeMe Ha

rperMaHor Bo rpynara rperhpaHa co puBapoKca6an ra 45 (27,8 %) Aeqa eo
rpynaTa TperupaHa co KoMnaparop.

1 m N=335*

(3.0%, 95% Ct
1 1.2o/o - 6.6%)

esraracxocr) ,,t.tl/:ff.{zfl, ,\tfd:,Zur, i0.4Yo - 3.0%) 1 1.2Yo - 6.6%)

lerE + aoruniouarcKo BnouyBam,e npyr i (t.s"'/., 9j'4.9r i (gp^"/", 9_5Z9.Ql

,noBropHo cHHMaH'e 0.6% - 3.4%) | 1.60/0 -7.64/0)
36,.Ho:craunroruaTcKapeKypeHTHai?1-^,19.-^
1BTE+ acuMnroMarcKo BflolxyBarbe + i (.6.3'l.., 9^529.91 M11%,.9_529.91

cHuMaH,e | 1S8.Zoto,95% Cl t, (26.10/o,950/o Cl
' 133'0%-43'5%) t19'8%-33'o%)

6ea npoueHa Hia noBTopHr) cH14Malbe

HopManrasaqrnja rn ph noBropHo
CHUMaHTe

4.0o/o-9.2o/o) 1 73%- 17.4Yo)

It

(1.2%,95% Cl t (4.2%,95% Cl
0.4% - 3.0%) 2.0% - 8.4Yo)

l

;36r pno : oa rrr nio uratd Ka-peirpenftra
.BTE + roreMo Kp,Baperbe (nero
,Krl1,lH 1,lq Ka BpeAH OCT

Oaranna h.nh Her
er'll6onuja

1

i..............................................

i36npno: rofleMo KpBapelbe + CRNMB

1(npnrraapHa Uen Hie 6e6ee4Hocr)

(0.3%, 95% Ct
0.0o/o - 1.60/o)

T*---****----*,
(0.6%, 95% Ct ,

0.0o/o - 3.1o/o) i

AeLla Kor
oT MeAhqhHcKr4

6uno KpBapebe nojaeeno 3a BpeMe
OT* SAF= qenocHt4 noAaroLlt4 oA a

paHAoMr,i3hpaHil !r r.uro npuMhne najuanry eAHa

t'ns.,r" t.r'SX
).y/#Qp:1"91i

npoh3BoA.

*FAS= qenocHr/r noAaroqu oA aHan[3ara, ctaTe Aeqa ron 6nne paHgoMt43upaHu

rnaBHroT

62*

t(1.9o/o,95% Cl

i0,570 -- 
5,,3,o1r)

.2%,95o/o Cl

(27.8%)

1-------:
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cnopeAyBaH co Bap$apilH Kai naLlretrr co r4croprL4ja na rpoM6o3a, 
"o"iilli.1il""r'"Aoc h co Br4coK pr43r4K oA rpona6oeu6onrcxn ,"ar"r, (nosmruaHu Ha cure 3axrrSocSonnnvAHn recroB,: nynyc aHThKoarynaHr', aHTuKapALronunilHcKr,r aHTrrena ,,ianru-oera 2-rnuronporel4H 1 airrarena). cryivr jara-6nna npeABpeMe npeKrHara noBKnyqyBabero Ha 120 naqueHT 3apaA[ nojaaa na noae(e ,por6a,rrrr, ,""rrnr,r xajnaql4eHT[Te Bo rpynara co p[BapoKca6an. CpegHo BpeMe Ha c.ne4erse 6nno 56gAeHa' Ha repanuja co puBapoKca6aH o4 20 mg brn,, p.raoMlr3hpaHra 5g naqrenru (15mg 3a naqueHrrre-c9 KnlpeHc Ha KpearuHl,lH < 50 nrl/min)u na rlpanri, co aapSapraH61 naqraenr (lNR 2,0 - 3,0). Tporvr6oena6onua*, ,rarrHh ce nojaaune ra1 12 o/o oflnaLl[eHrrre rperupaHu co pueapoxca_oan (4 ilcxeMnqHl,l MO3rOsH U ytapu u 3MroKapAHu nnSaprrra). He 6une ga6enexaxI rpona6oena6onlrcxra HacraHh KajnaqreHTure rperlapaHil co eap$apran. l-oneuu KpBaLBeFba ce nojaeune raj 4 naqheHTil(7%) oa rpynara rperupaHa co pilBaporca6an'ra r,rai 2 naqrenrr (3 %) oa rpynararpertapaHa co aap$apr,tn.

l-lpoQranor Ha e$raxacHocra r,r 6ea6e4nocra Ha prBapoKca6aH ao roneM crenen 6rncnr4qeH co npo$nnor noruefy ne4rajarpucKara nonylraqr,rja co BTE , ,oaprarrpnonynaquja co EBT/EE; rvreryroa, npoqeHTor Ha hcnuraHnqu co KaKBo 1unoKpBape'be6un noancox xaj ne{rjarpracxara nonynaLl[ja co BTll cnopeAeHo co Bo3pacHaranonynaqrja co [BT/EE.

-ffijffi,, oAhcrpaxyBaL{, CO Cnena oLleHKa 40 xpajnara qen na cry4rrjara, pilBapoKca 6a1 6un

neguiaTelrcxa nonvn ia
Eaponcrara arenqrala sa neKoBr4 ja oAnoxu o6epcrara 3a noAHecyBabe Hape3yflTarr'rre oA cryAl,il4Te Co pe$epeHTHl4oT MeflhquHcKr4 npenapar uro co.qpxllprBapoKca6aH eo cure noArpyn[ xa ne4njarprc*a nonyflaqrja ea npeaenqnja Harpona6oenaoonrcxu HacraHu (aragere ro ,qenor 4.2 ea ux$opuaquli 3a ne4ujarpucraynorpe6a).

5.2 OapuaKorl{Hercxn ceojcraa
Ancopnuuja
cnegnnre ranQopurarlvn ce Bp3 ocHoBa Ha nofqaroqra raj Bo3pacHn.Pnaapoxca6an 6pso ce ancop6[pa co MaKcuManH[ KoHlleHTpaqru (cmax) Kou cenojaayaaat 2-4 \aca no 3eMabero Ha ra6nerara.

Opannara ancopnrluja Ha puB
6ropacnonoxnilBocr e aracoxa (go,

lhJa Ha Ao3a o,q 2,5 mg r,r o4 10
BHecyearuero xpaHa ne annjae

mg, 6es orneg Aann ce 3eMa Ha

s. peqrcr qenocHa u opanHara

Bo iqo3a op2,5 mg h o4 10 mg.
aps AUC Bpe4Hc)cra rnr aps Cr
Ta6nerrre pnBapoKca6an og 2

ut -- ){.l l\..}lir; "P

(.u.**o.--+Jl*o.&9
q3;::|"p

xpaHa. Aa ce 3eMaatr co ilnh 6es
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llopaAr,t HaManeH creneH Ha ancopnLlhja npr annhKaquja Ha ra6nerara oA 20 mg Ha

rna4Ho 6nna yrBpgeHa opaflHa 6uopacnonoxflr4Bocr og 66%. l-lpn annuxaqnja na
ra6nerure puBapoKca5aa 20 mg 3ae.qHo co xpaHa 6une ea6enexaHh 3roneMyBaFba Ha

cpeAHara AUC epeAHocr oA 397o, eo cnopeg6a co aAMlrHr4crpaqmjara Ha rnaAHo, uJro
yxaxyBa Ha cKopo LlenocHa ancopnquja 14 Ha B[coKa opanHa 6ropacnonoxnhBocr.
Puaapoxca6an ra6nerhre oA 15 mg u oA20 mg rpe6a Aa ce 3eMa 3ae4Ho co xpaHa
(anAere ro genor,4.2).

OapruaxoruHeruKara Ha puBaporca6au e peqrcr nnHeapHa Ao oKony 15 mg, eAHa[u Ha

AeH aKo ce 3eMa Ha rnagHo. Bo ycnoBh Kor ace 3eMa co xpaHa, ra6nernre
prBapoKca6an oA 1 0 mg, 1Smg u oA 20 mg noKaxaa Ao3Ho nponopllt4oHafleH olqroBop.
Bo noeucoKr4 Ao3l4 puBapoKca6an noxaxyBa orpaH[qeHa ancopnquja Ha pacrBopaFbe
co HaMareHa 6lropacnonoxn14Bocr 14 co HaManeHa cranKa Ha ancopnquja co
3roneMeHa .qosa. OapnaaroxuHernKara Ha pr4Bapoxca6ax e yMepeHo aapnja6nnHa co
nHreprHAr4Br4AyaflHa pa3fluKa (CV%), xojauro ce ABlrxt4 oa 30% go 40o/o.

Ancopnqujara na puBapoKca6an gaaucu oA Mecroro Ha HeroBoro ocno6ogyBalbe Bo

racrpot4HTecrhHarrHr4or rpaKT. Suno npnjaaeno HaManyBabe Ha AUC epe4Hocra I Ha

Cmax ea 29o/o r o,q 56% cnope.qeHo co ra6nerapHa $opuynaquja, rora pnaaporca6aH
rpaHynar 6nn ocro6oAeH Bo npoKcr,rManH[or Aefl oA TeHKoro qpeBo. l4onoxenocra
AononH[TenHo ce HaManyBa Kora puBapoxca6aH re ce ocno6o4u Bo Ar4cranHoro reHKo
qpeBo tanu Bo acqeHAeHTeH KonoH. 3aroa, rpe6a Aa ce ns6ernyaa ynorpe6a na
prrBapoKca6au 4ncranHo oA xeny4Hr4Kor, 6tapejttu roa Moxe Aa AoBeAe Ao HaManeHa
ancopnqr,rja il r43noxeHocr Ha puBaporca6au.

SuopacnonoxvrBocra (AUC r Cmax) e cnopegnnBa 3a 20 mg pnaapoxca6aH
aAMuHr4crpupaH nepopaflHo KaKo e4po6ena ra6nera u3MeuJaHa Bo nupe oA jaOonxa

uflu pacTBopeHa Bo BoAa 14 aAMlrHvrcTpupaHa npeKy racTpr4qHa coHAa npocneAeHa co
TeqHa xpaHa, Bo cnopeA6a co uena ra6nera. Co orneA Ha npegBn.qnhBnor, Ao3Ho-
nponopqroHaneH Saprr,raxoxuHercKr4 npo$un Ha praapoxca6an, pe3ynrarure oA
6nopacnonoxyrBor3Ta oA oBaa cry4nja ce najeepojarno npuMeHnilBh 3a noHucKtl Ao3rl
Ha puBapoxca6aH.

f1 e d u i a m p u c xa n o,Iyn a.UliA

,Qer-lara npnMrne prBapoKca6aH ao Sopua Ha ra6nera vnv nepopanHa cycneH3uja aa

BpeMe Ha nnn BeAHau no AoxpaHa unv no BHec Ha xpaHa 3aeAHo co cooABeTHa
KontaquHa reqHoc]T 3a Aa ce o6ee6e4n curypHo Ao3r,ipaHre Ha fleKor. Karo u Kaj

Bo3pacHnre, no nepopanHa a4MuHr4crpaquja Ha pilBapoxca6an ao $opnaa xa ra6nera
vnn nepopanHa cycnensnja Kaj Aeqa, fleKor necHo ce ancop6npa. He 6nna
sa6enexaHa HhKiaKBa pa3nxKa eo OparHara Ha ancopnqnja vnv Bo creneHor Ha

ancopnqrja nouefy ra6nerara 14 rpaHynrre 3a
noAaroLl4 aa QaprnaaKoKnHeruKara no [HTpaBe

. Henaa AocranHu
qa, na 3aroa He e

no3Hara anconyrHara 6nopacnonoxnilBocr Aeqa. Orxpreuo e

HaManyBabe Ha penaruBHara 6nopacnonoxn Ha rqo3hre
(eo mgikg renecHa rexuna), urro yxaxyBa

"3;,lwlpiiiq)q !^.fJ{3pgy . -r,\,/iii,:::'g
noBvlcoKh Ao3r,1, Aypv n npil ynorpe6a na

ancopnqnjara 3a
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Ta6nernre phBapoKca6an oA 15 mg rpe6a Aa ce 3eMaar co AoxpaH a t4nvt co xpaHa(an4ere ro 4enor 4.2).

Ercrpyr6yuraja
Bpsyaaruero co nna3Ma-nporehHilTe raj eospacHr e B[coro, npu6n[xHo oA g2%o ao95o/o' npI uro cepyMcKl4or an6ynarn e rnaBHara KoMnoHeHTa Ha Bp3yBarbe.Bonyn'leHor Ha Aucrpvt6yqnja e yMepeH co Vss npu6nuxHo 50 nurpu.

11 e0 u i am p u cxa n p nyn auu i a
Herua AocranHh noAaroqu 3a Bp3yBaFbero co nna3Marcxrre nporel4Hr4 raj geqa. Herua

:;:]ii1l^l,rr3i*:::i*:i TI?I-LT, ro r4HrpaBeHcKa a.qMilHr4crpaqraja Hapraaporca6an xaj 4eqa. [lpoqenerraor Vss npe*y'nonyr"qr"*, 6"pJ;ffi;lrir"l;MoAenu Kaj Aella (na Bo3pacr o-1g ro4unra) 'no 
opanHa aAMrlH,Crpaqraja Hap[BapoKca6an e 3aBilceH oA TenecHara rexuHa u Moxe Aa ce onillue co afloMerphcKa

synxqraja, co npoceqno 113 nrarpu ea cy6jerr.o ,"n".ra rexuHa on B2.g kg.

oR npuMeHara Ao3a pueapor-iGr, npr6nuxuo 2t3 noAnexx Ha naera6onhqxopa3rpaAyBalbe, npu IJJTO nOroB[Ha OA TOa Ce enilMilHl4pa npeKy 6y6peerare, a ApyraranonoBhHa ce enuMuHrpa no QexaneH nar. Il0cne4nara' 1ti opl'nprreHara Ao3anoAnexr Ha AilpeKTHa peHanHa eKcKpeqrja xaxo HenpoMeHera aK'ruBHa cyncranqrajaBo yphHara, rnaBHo npeKy aKT[BHa peHanHa cexpequja.

Praapoxca6an ce ueraoonu3upa npeKy CYP3A4, cyp212 ra npercy cyp-HegaeucHrMexaHu3M14. orcugarnBHara 4erpa,qaqraja Ha nnopsonrano,',,rlponr.rp HaaMlaAHlare BpcKl,l ce rnaBHr Mecra Ha 6uorpaHc$opnraqujara. gp. ocroia Ha uH Br4Tpo,1cnl,tryBabara, pueapoxcaoan e cyncrpar Ha rpaHcnoprHure nporeuHl,l p_gp (n_rnhKonporeun) r Bcrp (pearacreHreH nporerH Ha paK na 4ojxa).Henponaenernor p[BapoKca6aH e Hajaaxnoro 
"olarr"Hhe 

Bo qoBeL{Kara nnagnaa, 6egnp[cycrBo Ha noroneMu vlnn aKTuBHI4 uera6onur]t turo qupKynhparar. Co ct4creMcKtrKnhpeHc oA oKofly 10 l/h, puBapoKca6an ruoxe Aa ce xnacr6rarlupa (aKo cyncranqr,1jaco Hr430K l.nl4peHc. nO rHrpaBeHc*a ynorpe6a na 40ea og 1 mg nonyxrBoror Haenrnannaqnja e oKory 4,s qaca. ito n"pop"rri np[MeHa, efluMr4Haq njara eorpaHuqeHa oA cranKara Ha ancopnqraja. 
-EnuuuHaqujara 

Ha puneapoxcaoan oAnfla3Mara ce jaayaa co repMrHaneH nonyxrBor oA 5 AO b ,aca xaj'rnnaa, nilLla I coTepMhHaneH nonyxrBor oA 11 Ao 13 qaca xai nocrapu nn1a.

Ded u i am pucxa no nvn auu i a
Henaa AocranHn noAarollt4 sa laera6oflta3Mor cnequsravHu 3a Aeqara. Henaa AocranHr4noAarollt4 sa SapnaaKoKuHeruKara no [HTpaBeHcKa np[MeHa Ha prBapoKca6a, xaj

fl:H",I:lT:.ilij1 pll"to, co noMour. Ha nonynaqucKo rsapnlraxoxrHercKo

#9"#"1|:,*:1j."^1"],:1.::.r gl o Eo < 1I roArarry491ffiqB,il-, nprreHa HapilBapoKca6aH saeilcil o.q renecHara rexilHa h Mgynrqraja, co npo."* oA 8 ,h .; ;H;;r;--;f#;EHfq#ffiN Ti",'B,?:,
:i:::f*:T?ir.,"r:r"r:rffi ry;i,XH"iruqffi iffdffi iJ"iS,IX

rn'. q-d:':15 ;I.,

Vi:",-;T,.97le?l!'."-9

noMotu Ha nonynaqrcKo Sapnaaxox[Hercxo MoAefl HA
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BO3paCTa 14 Ce BO Oncer OA 4.2 qaca Kaj aAOneCqeHTU AO OKOny 3 qaCa Kaj Aeqa Ha

Bo3pacr oA 2-12 rognan u Ao 1.9 qaca u 1.6 qaca Kaj Aella Ha Bo3pacr o.q 0.5-< 2
roAnHn u noMaflKy oA 0.5 roAHHl4, cooABerHo

CnequjanHr non,fnaqxH
llon
He ce perncrpr4paHr KflHHr4LrKr4 suavajnn pa3flr,rxr4 Bo $apnaaroxrHer[Kara u Bo

SapnaaroguHaMnx,ara nonaery Mauxu u xeHcKr4 naqr4eHTta. ExcnnoparuBHa aHanla3a He

AereKTupafla pefleBaHTHr,r pa3fllaKr4 Bo [3roxeHocra Ha p[Bapoxca6au xaj naauxn u

xeHcKl4 AeLla.

llocmapa nonvnatgja
['locrapnre naqueHTh laMaar noB[coKa nna3MarcKa xoHqeHrpaquja Bo o,qHoc Ha

noMnaAure nallneHTh, co npoceqHu Bpe.qHocrl4 Ha AUC sa npn6nuxno 1,5 narr
noBulcoKr4, rflaBHo KaKo pe3ynrar Ha HaManeH BKyneH n peHaneH KnrpeHc. He e
norpe6Ho nprcnor:o6yBabe Ha Ao3ara.

Pasnuquu rcameectpuu ua mexuua
Excrpennnre Bo renecHara rexuHa (<50 kg unn >120 kg) nMaar caMo Mano annjanne
Bp3 KoHqeHrpaqunre Ha puaaporca6an Bo nfla3Mara (nouanxy oA 25%). He e
norpe6Ho nprcnoco6yBabe Ha Ao3ara. ErcnnoparnBHa aHaflu3a He Aerexrupana
pefleBaHTHo anujaHue Ha renecHara rexuHa Bp3 n3noxeHocra Ha puBapoxca6au xaj

Aella.

Meryemuuqxu pagnuKu_

He ce sa6enexaHu KnnHnqKr4 peneBanrHu ueryerH[r{Kr,r pa3nnKu nltery 6enara, aQpo
aMepuKaHcKara, unaHcKara, janoxcxara Anv KuHecKara nonynaqnja Ha naqr4eHTlr Bo

o4Hoc na $apnaaKoKnHernKara n ua $apnaaKogr4HaMrKara Ha pneapoxca6an.
Co racrspaxyBaqKa aHafln3a He ce orKptaeHh pefleBarHu ruefyernnvK[ pa3fl]rKr4 Bo
r43noxeHocra Ha puBapoKca6an Kaj Aeqarac o4 janoncKara, KnHecKara unh a3r4cKara
nonynaqmja HaABrcp o4 Janonuja n Krna Bo cnopeA6a co cooABerHara negujarpmcKa
nonynaquja.

Xenamanuo owmemveabe
flaqreHrure co qr4po3a co necHo oureryBaHre Ha qpH[or Apo6 (rnacr$uqhpaHu KaKo

Child Pugh A) noKaxane caMo Manh npoMeHr Bo SapnaaxoxnHer[Kara Ha
prBapoKca6an (snoneMyBalbe aa 1,2 narn Ha AUC epeAHocra Ha phBapoxca6aH eo
npocer), peqrcu cnopegnuBo co Hr4BHara cooABerHa aApaBa KoHrponHa rpyna. Kaj
naqileHTuTe co ull4po3a co yMepeHo xenaTanHo rnacua$rqhpaHo KaKo

Child Pugh B), cpe4Hara AUC Bpe4Hocr Ha pr nTeflHo noByrcoKa

ea 2,3 naru Bo c)AHoc Ha 34paBnre go6poeon Ci ape4nocr 6nna
3roneMeHa sa 2,6 naru. Kaj oane naqneHTta
6y6pexua enuuunaquja Ha pnaapoxca6aH,
oureryBabe na l5y6pe3nre. Heua noAaroLl4

HaManeHa
re co yMepeHo

U;;::9
HO OUTeTyBaEe
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Ha LlpHLror Apo6. V1nxn6n4ulara Ha aKr[BHocra Ha SaKropor Xa 6una 3roneMeHa 3a2,6 narn Kai naql4eHrl4 co yMepeHo xenaranHo o[lTeryBaFbe Bo cnope46a co 3ApaBhBonoHTep[; npoAoaxyBaFbero Ha PT 6nno cflt4ltHo 3rofleMeHr) 3a earrop'2.1.[]aqnenrure co yMepeHo xenaranHo oureryBaFbe 6une n,rry*rrrreflHr HaphBapoKca6an, utto pe3yflrhpa Bo noocrpa BpcKa ol{/og nourery *o'nq"rrp"qrajara raPT.
Kcarrpea e KoHTpauH.quLlnpaH Kaj naqrreHTh co xenararrHa 6onecr noBp3aHa coxoarynonaruja il co KnuHhL{Kt4 pefleBaHTeH pu3r,rK oA KpBaBerbe, BKnyqr4TenHo n
r-114po3H14 naqreHrr co child pugh B r c (ar4ere ro 4enor 4.'3).
Heua AocranHh *nr4Hr4..rKr4 no.qaroL[4 xai aeqa co xenararHo orrrreryBaFbe.

Peuanuo owmemveame
Kai aoapacnu,6rn perucrprpaH nopacr Ha ta3noxeHocra Ha puaapoxca6ax Boxopenaqrja co HaManyBabero na 6y6pexHara Qyxxqraja, KaKo rrro ce npoqeHyBanpeKy MepeFba Ha KnhpeHcor Ha KpearhHl4H. Kajnraqa co 6naro (rorapenc Ha KpearuHt4H50-80 ml/min), yMePgHo (roupenc Ha Kpearrnri go-+g ml/min) H co cepuosHo (roupencHa KpearhH14H 15-29 ml/min) peHanHo or.ureryBaFbe, KoHqeHrpaLl,rhre HapuBapoKca6aH ao nna3Mara (AUC) ce 3roneMeH[ COOflBerHo 3a 1,4, 3a 1,5 u sa 1,6naru' coo4aernure 3roreMyBahba na $apllaKoAtaHaMrqKure eSexru ce no[3pa3eHn.Kaj nnqa co 6naro, yMepeHo h co reluxo 6y6pexHo or.ureryBabe, Lleao1ynHararnxr6mqnja Ha aKTLlBHocra ra $axropor Xa e ironenaeHa 3a $arrrop 1,s; 1,g n 2,0cooABerHo Bo cnopeA6a co 3,qpaBh BonoHTepr; npoAonxyBaFbero rra pT 6uno cflt4.'rHo3roneMeHo CO $arrop o,q 1,3; 2,2 u 2,4, coogaerHo. Herr,ta no,qaroqh 3a naqheHTyl COKJlt'lpeHc Ha Kpearilnun <15 ml/min. l-'lopagra BncoKoTo Bp3yBabe co n;ra3Marc*r4Te
nporeuHu, puBapoKcaoan ne ce oqeKyBa Aa noAflexu Ha gnjaiusa.
He ce npenopaqyBa ynorpe6a xaj naqreHTtl co KnupeHc Ha Kpea.fuHt4| <15 mt/min.Kcannpea rpe6a BHilMareflHo Aa ce Kopr,rcrra xaj naqlreHTr,r co lsr4peHc Ha KpearuHylH
1?-29 ml/min (ar4ere ro 4enor 4.4).
Heua AocranHr4 KnuHur{Kh noAaroqh xaj_ geqana Bo3pacr o4 }1 rorqhHa co yMepeHovnu cepho3Ho peHanHo oureryBarue (cranxa Ha rnoMepynapHa Qr,lnrpaqraja <50
ml/min/1 .73 mz)

Kaj naqraenru Kot4 npuMaar prr"apoxciGiDo--mg, eAHauI Ha AeH 3a.rperMaH Ha a*rrHa
,QBT, reouerpucKara npoceqHa KoHqeHTpaqra;a [so'yo uHTepBan Ha flpeAB,Ayaaue), 2_4 qaca u oKony 24 qaca no Ao3ara (npra6nraxno npercraByBa MaKcrMaflHa uMt4HhManHa KoHqeHrpaquja Bo reKor Ha rHrepBanor Ha 4osara) 6ina 215 (22- 535) r32 (6 - 239) mcg/!, coo4eerno.

Kaj ne4njarprcKilre naqreHrr co aKyrHa BTE ror,' npuMane
npunaroEeHa cnope.q TeflecHaTa TexuHa uTo pe3ynfrvtJEt,,tg

puBapoKca6aH ao Aosa

xaro xaj Bo3pacHr naq[eHT]4 co .QBT *o, nprra"i .h3no)fi,eHt3cT Cnfi L{Ha

reoMeTpucKt4Te CpeAHh BpeAHOCTn Ha KoH
e,qHau Ha AeH,

), ao apeueroHa 3eMaFbe Ha nphMepoKor LUTo npu6nrNno
najarcoxure KoHlleHTpaqnv 3a BpeMe aH [HTepBi

xajnNcxnre n
ce nprKaxaHLt

q*ruz
eo Ta6ena 13.
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Ta6ena 13: 36npxv crarncruqKu no.qaroqh (reoMerphcKa cpeAHa BpeAHocr (90%
nHrpeBan)) na nnilsuarcKara KoHqeHrpar4aja na prBapoKca6an (mcg/l) ao cocroj6a Ha

o.d. = eAHau Ha p,eH, b.i.d. = ABa narn Ha AeH, t.i.d. rpra naru Ha AeH, n.c. = He e
npecMeTaHo
Bpe4xocrnre Kot,t 6ea nonucKa oA AonHara rpaHi4Lla Ha KBaHrt4$r,rxaqraja (LLOQ) 6ea
3aMeHerr co 112 LLOQ 3a npecMeryBaFbe Ha crarucrr4r{Kt4re noAaroqt4 (LLOQ =
0.5 mcg/l).

Oapua roxr Hercxe/6apnltaxoau nanltcra apcxa
OapuaroxrHercKara/$apruaroguHaMcKara BpcKa (O[UO[) noMery KoHLleHrpaqr,ljara Ha
prBapoKca6aH eo nna3Mara u HeKonKy xpajHra roqKil na O! (raxxr,l6r,lqraja na $arrop Xa,
PT, aPTT, Heptest) 6una oqeHera no ynorpe6a na urpoK oncer Ha Ao3r4 (5-30 mg, ABa
narh Ha AeH). Bpcxara noMery KoHqeHrpaqrajara Ha phBa h AKTNBHOCTA HA

$amop Xa xajgol5po 6eure onHUaHa co MoAen Euax. oT Ha nuHeapHo
npecpeTHyBaHre FeHepanHo rV OnuUyBa 3aBUCHOCT OA
pa3nnqHnre ynorpe6eHu peareHcu 3a PT, narnoHor . Kora
ce Kophcren Neoplastin PT, noqerHara PT 6rana
Ao 4 s/(100 mcgl). Pesynrarrre oA aHanr3nre
corflacHocr co nofl?Toqure yrBp4eHu xaj s4paeu

lle.ar iarprcxa norrvn a unia

6rn oxony 3
lll 6hne so

HaMt4qKa par\/tHc]Texa HA A

Bpenaencrr
xHTepBan14

o.d. N 12-
<19
fOlUHl,t

N 6 12
roAhH14

2.5-4 q no
ao314DaFbe

'17'1 241.5
(105-484)

24 229.7
(91.5-777\

20-24 u no
AO3hpatbe

1t;1 20.6
(5.6e-
66.5)

24 15.9
(3.42-45.5)

b.i.d. N 6-<12
rollHH]r

N 2 -< 6 years N 0.5 -< 2
vears

2.5-4 q no
ao3nDaFbe

313 145.4
(46.0-343)

38 171.8
(70.7-438)

2 n.c.

10-16 q no
AO3t,lpaFbe

3:3 26.0
(7.ee-
94.9)

37 22.2
(0.25-127)

3 10.7
(n.c.-n.c.)

t.i.d. N 2-<6
roAHHlt

N og paiamre

< 2 roauttu

N o.5 -< 2
roAuHu

I\l og pafarue -
< 0.5 roAtaHx

0.5-3 q no
ao3t4paFbe

5; 164.7
(108-283)

115 111.2
(22.9-320\

13 114.3
(22.9-346)

1

2
108.0
(1e.2-320)

7-8,{ no

AO3UpaFbe

:i 33.2
(18.7-
99.7)

23 18.7
(10.1-36.5)

12 21.4
(10.5-65.6)

,1

1

16.1
(1.03-33.6)

r r0e34ilfj,Ii .k c.l

wi;:"9
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He ce yrBpAeHu 6es6eAHocra u e$uKacHocra 3a Aeqa I a4oncqeHr[ .qo 1g rogunn aonn4nxaqrjara npeBeHLll4ja Ha Mo3oqeH yAap n c[creMcKa eu6onuja xal naqraeHT],r co
HeBaaBynapna arpujan Ha Sra6pr,tnaqraja.

5.3 flperrnrH]tr{Kl4 nogaroqr sa 6es6eAHocr
HexnuHilt{rure noAaroLll4 yKaxyBaar Ha roa rqeKa He nocror4 noce6na onacHocr 3anyfero Bp3 ocHoBa Ha KoHBeHq[oHanHhre cry,quu 3a 6es6eAHocrna $aprvraxonorrja,ToKcl4qHocr npr eAHoKparHo Ao3hpaFbe, $otoroKct4qHocr, reHoroKcnqHocr,
KaHqeporen norenqrja.n u 3a roKcuqHocr xaj rranagu nuLla.
E$exrrre ga6enexaHu Bo cryAt4rre 3a roKcr4r{Hocr npt,t noBTope]Hq Ao3h rnaBHo ce
Aonxar Ha noreHlll4paHoro Qapnaaxogt4taMcxo 4ejcreo Ha puBapoxca6an. Kaj craoprlre ga6enexaHo 3rofleMeHo Ht4Bo Ha lgG ra lgA ao nra3Mara npr KnuHr4vxu sxavajnn
HIBOa Ha n3noxeHocT.
Kaj craoprlil He ce sa6enexanu e$exrr Bp3 nnoAHocra raj naaxjaqrre ra xaj xenrrre.cryAhnre Bp3 X14BOTH[4 nOKaXaa penpoAyKTr4BHa rOKCr4qHOrCT nOBp3aHa co
$apuaronouJKt4or MexaHu3aM na gejcreo'Ha 

-puBaporca6ax 
(xar np. xeMoparuqHu

xounnuxaqnn). I-lpu Kn14Ht4ttt(14 snavajnn KoHLleHTpaqr4u nna3Mara sa6enexaHa e
eu6pno-SeraflHa roKcl4qHocr (nocrrunnaHTaLlltcKt4 ry6urox, 3a4oqHera/xanpegrara
ocu$rxaqnia, myntunHlt, cBerro o6oenn xenaranHu 4arr,txra) u 3roneMeHa hHqn4eHqaHa eoo6il,{aeHh rvran$opruaqnu, KaKo u npoMeHu Ha nJtarleHTara. Bo npe_ vtnocrHaraflHure cry$t[t Kaj craopqh e ea6enexana HaManeHa oApxn[Bocr Ha
noAMnaAoKor Bo Ao3t4 [!To 6une roKct4.-tHt4 3a xeHKhre.
Pnaaporca6an e hcnuraH xaj jyaexr,rnHh craopq[ Ha 3 MeceqHa repanuja, novnyaaj(raoA 4tnot nocrHaraneH AeH r noKaxafl He Ao3Ho 3aBncHo aroneMyBabe Ha
nep1414HcynapHa xeMoparuia. Heua AoKa3u 3a raprer-opraH cnequ$rnvHa ToKct4qHocr,

6. OAPMAqEBTCKTI CBOJCTBA
6.1 Iracra Ha excqunreHct4

M 14 KpOKpt4CTan H a qeryno3a,
KpocKapMero3a HarpilyM,
xnnpoMeno3a,
HarpilyM naypnn cyn$ar,
MarHe3uyM cTeapaT.

xnnpoMeno3a,
rrraHryM At4oKcu,q (E1Z 1),
MaKporon 3350,

naKTo3a MOHOXl4ApaT,

6?:;.0S':li;*i:;-$
l'.4 rcto',u..'q**-"42-&9

v:;lr9qpBeH xene3o oxcrA G172).
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XANIRVA / KCAHI4PBA 20 mq 6rnu-o6noxeHa ra6nera
Jadpo ua madnemiama:
naKTo3a MoHoxt4ApaT,
M 14 KpOKp14CTafl Ha Llerryfl O3a,
KpocKapMefl o3a HaTpuyM,
x14npoMerlo3a,
HarpuyM flaypun cynQar,
MarHe3hyM cTeapaT.

@unu-o6noxvearue (OPADRY BROWN 03F56
xunpoMen03a,
ruraHuyM .quoKct4pl (E17 1),
MaKporon 3350,
qpBeH xefle3o oKct44 (E172).

6.2 l4nrounarn6unxocrtl
He e npuueHnnBo.

6.3 Pox Ha rpaelbe
2 ro4ulu.

6.4 CnequjarHlt ycnoBlt Ha qyBaHre
fleror rpe6a Aa ce qyBa HaABop oA go$ar na Aerla!
He ce norpe6un noce6nu ycnoBr,t 3a qyBaHre Ha fleKor.

6.5 Ilpr,rpo4a u cogpxt4Ha Ha naxyBalbero

28 Qnnu-o6noxeHn ra6nern (6nucrep 2 x 14)l ryrraja.

6.6 IIoce6Hu MepKx Ha nperna3nrBocr npta orcrpaHyBabe
ceroj HeucKopr4creH MeAhL$4HcKr4 npo[3BoA r4nr4 orna.qeH ruareprajan
oTcTpaHh Bo corflacHocT co noKanHttTe nponncu.

Kpr.uerue na ra6nerure
Ta6nerrre pnBapoKca6aH uoxe Aa ce sgpo6ar n
aAMhHr,tcTpIpaaT npeKy Ha3oracTpl4qeHa coH,qa
xpaHebe no noTBpAa AeKa coHAaTa e npaBrnHo
Toa, coHAara rpe6a Aa ce hcnnaKHe co Bo.qa.

rpe6a Aa ce

pacrBopar eo 50 ml ao4a yl Aa ce
vnu npeKy racTpl4qHa coH,qa 3a
nocraBeHa Bo xenygHr4Kor. flocne

6n4ej(u ancopnqrrrjara Ha puBapoKca6aH gaanct,t oA MecroTo
aKT[BHara cyncraHquja, norpe6Ho e ynorpe6ara
AncranHo oA xeny,qHnKor 6r4ejxn roa Aa
ancopnqrja u co roa Aa ce HaManh il3rroxeH

r"a'w
r}J t
i at-'

-\ s'

::,yln,ljor*o*
\.'hx:-rv -

no annnKaqrja Ha'ra6nera oR 15 nng ra 20

na ocno6ogyBaFbe Ha

,qa ce rs6erHyea
co HaManeHa

Begnaut
ncxpaHa.
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14TEn HA OEOEPEHHETO 3A CTABAIbE BO npoMET
a f'lxaprvra Maxe4onuja gooen Cxonje

Mmjanxoe 6p.48-111-2,

Ceaepna Mare.qonraja

HA OAOEPEHI,|ETO 3A CTABAIbE BO npOMET

,TYM HA NPBOTO OIOEPEHUEIO
BO NPOMET

TyM HA nOCflEAHATA PEBII
, 2022 ro,quHa.
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