
BBPIPEH M3BEIIITAJ 3A OCOBHHHTE HA JIEKOT

1, HME HA JIEKOT

Xarelto/ Kcaperro 10 mg purM-06710xeHn TabeTH

2. KBAJIATATHBEH U KBAHTHTATHBEH COCTAB

Cexoja banm-o610xena Ta6neTa coxpxu 10 mg puBapoKca6an.

Excuunnenc co IIO3H2T ebeKT.
Cekoja urm-o6noxena Ta6neTa conpxn 26,51 mg JaKTO3a (KaKo MOHOXHAPAT), BHM nen 44.

3a nerocHa IIMCTA Ha EKCHATHEHCH, BHJH Jen 6.1.

3. ®APMAHEBTCKA AO3HPAHA ®OPMA

Daam-0610%eHa TabseTa.
CBerro upBeHH okpyrum 6MKOHBOKCHW TaOmeTH (6 mm Anjamerap, 9 mm pagMyc Ha KPHBHHA),
o6erexanu on exxaTa crpaHa co Bayer-oBHoT kpct u "10" 4 TPHATONHHK Ha Apyrata CTpaHa.

4, KJIHHHYKH IIOIIATOIIM

4.1 TepaneBTCKA HHAUKAUHH

Kcapento e unanumpaH 3a rpeBeHuHja Ha BEHCKa TpoM6emGonuja (BTE) kaj nanuexTu noxioxeHx Ha

CJICKTHBHA 3aM@HA Ha KOJIK M KOJIEHO.

Tepanuja Ha axa6oka BeHcKa Tpom6osa (ABT) u Genonpo6na em6onnja (BE) x nperennuja Ha

pexypentua JIBT u BE, kaj sospacau (Ban nen 4.4 3a nauHeHTA co XCMOHMHQMCKQ HecTaGnna BE).

4.2 Hosnpare u H2HHH Ha ynoTpeba

IIpesenyuja na BTE Kaj eospacnu nayuenmu nodnooicenu na eneKmueHa 3AMEHA Ha

[lpenopauanata n03a e 10 mg pasapokcaGax opasHo, eaHaiu AHeBHO. IIppata 037 Nabegs
10 uaca no onepauujaTa, 3eMajK4 BO TIpeABH NeKa € BOCIIOCTQBCHQ

XEMOCTASATÉ 4
Homknnata Ha TPCTMQHOT 3ABHCH OA HHAHBAAYANHHOT PH3HK Ha TIAUMEHTOT 3a
LITO € OAPEAEHO OA THIIOT Ha OPTOIICIICKQTQ XHPYPrHja.
e 3a TAUHEHTHTE NOAJIOKEHNM Ha rOJeMa ONepalHja Ha KOK, TIpenopayana TONHH

HEAEJIM.
e 3a alIHEHTHTE HOMIOKEHH Ha TOJIEMA OMepallmja Ha KOJIEHO, Ipenopauana AOMKHHA

2 Here.
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Ako ce 3a60paBH enna TAGJITA, IIQIIMCHTOT Tpe6a Aa 3eMe Keapemto MH CJICHHHOT ACH AA

IIPOHOJIKM CO 3eMalbe Ha TAÖJIETHTE AHEBHO.



Tepanuja ua JIBT, mepanuja na BE u npesenyuja na pexypenmna [BT u BE
Ilpenopayanara 103a 3a uHnumjanna Tepar1nja na akyTHa ABT unu BE e 15 mg aBanaru AHeBHO, BO

IIPBMTC TPH Henenn, HO IIITO cnenn 20 mg CHHOIII HHCBHO 3a KOHTUHYHpaHa Tepannja u mpeBehlnja Ha

pekypentua {BT u BE.

Kparkorpajha Tepanuja (Hajmanxy 3 meceuu) Tpe6a Ja ce 3eMe BO NPEABAA Kaj NaumHern co BT unn
BE npeAH3BHKaHH ON TOJICMM MHHJIWBM PH3AK (mp. HEONAMHELIHA Ofepaumja, TpayMa).
Honrotpajna Tepanuja Tpe6a na ce 3eMe BO IpenBHA Kaj IIOIMCHTH co npenusBukana IBT unu BE kora
He ce IIOBP3aHH CO TOJIEMH MAHJIHBH PH3uK akTOpH, Henpopoumpana JIBT unu BE un uctopuja Ha

pekypeHtna IIBT un BE.

Kora e AHAAHApaHa MposomKena npeBeHudja On PeKypeHTHa JIBT u BE (nocne saBpmyBame Ha

HajManky 6 MeceuHa Tepar1nja 3a IBT unu BE), npenopayanata nosa e 10 mg exam anesho. Kaj
IIQIIMCHTH Kaj KOM PU3HKOT OX pexypeHtHa ABT un BE ce cmera 3a BHCOK, Kako OHNE co

KOMIJHUHPAHH KOMOPOHAUTETH WIM KOM pasBune pexypeHtHa IBT urn BE co npogomKena npesenunja
co 10 mg Kcapento exHau AHeBHO, Tpe6a Aa ce 3eMe BO TIPEABHA 103a of 20 mg Kcaperro.

JonxuHaTa Ha Tepanujata Tpe6a na Önne HHAABANYANHA, Noce BHHMATENHA HPOLEHKA Ha KOPHCTA OA

Tepar1njara HaCHpOTH PA3HKOT OA KpBapeHe (BAM en 4.4).

Illema Ha Ao3npame ToTanHa aHeBHa A03aBpemeucku repon
Tepannja u npesenunja Tien 1-21 15- mg ABan1aTu HIHCBHO 30- mg
Ha pexypetHa IBT u Den 22 u noHaTamybE

20- mg exam AHEBHO 20- mg

Ilpesenunja Ha Ilocne 3aBp11yBame Ha 10- mg CHHQIII AHeBHO 10- mg
pekypexTHa JIBT u BE HajManky 6- MCCCIIM n1u 20- mg equal nu 20- mg

HHCBHOreparnja Ha JIBT um
bE

3a HOAAPILIKA Ha HO3aTa 3a npeMuHyBaHe On 15 mg Ha 20 mg nocne 21 neH, HOCTQIIHO € RIPBOTO

HHAUHjarHo 4 HeneneHo TlakyBarbe Ha Kcapento (BHAH Aer 6.5).

AKO ce nponyu1ma HO3ATA 3a BpeMe Ha nepuon Ha Tepar1nja co 15 mg nsanarn AHeBHO (neH 1-21),
TALHEHTOT Tpe6a na 3eme Kcapento 3a na 06e36enu 30 mg Kcapento anesno. Bo oBoj cayua)
ase Tabnetn of, 15 mg Moxe na ce 3emaT oneaHam. Tlauventor Tpe6a Aa TIPoAOMKH CO PCHOBHO 3eMalbe

15 mg ABanaTu AHEBHO CIEAHHOT ACH, KaKO LITO € Npemopayano.

AKo ce NPONyYIUTA 103aTa 38 BpeMe Ha €JHALI HHCBHHOT TepanuckH nepHoA (NeH 22 M MoHaTamy),
NalMeHTOT Tpe6a Be Halll a 3eme Kcape1to u Aa IIPONOJDKM CHENHHOT ACH CO 3€MaHe EJIHALI AHEBHO,
KakO ITO e nperopauaHo. Jlosara He TpeOa na ce Aynnmpa HCTHOT AeH 3a Ma Ce HANOMECTH

NponyIlTeHaTa 1038.
IIpemunysarve où eumamun K anmaeonucmu (BKA) na Kcapenmo
3a ma1menru Ha Tepar1nja 3a JIBT, BE nm npesenunja Ha pekypenunja, repanujara co BKA Tpe6a na ce

IIPCKHHC u Ja ce HHHIMpa Tepar1nja co Kcapento tom e INR < 2,5.
Kora HalMEHTUTE npemunyBaar on BKA na Kcapento, INR BpenHoctuTe_ke OnnaT NakHO 3TOJICMCHH

nocne 3eMaBbe Ha Kcapento Bpeguocta na INR He e BAJIMAHA AHTHKOarynaHTHaTa

a

aKTHBHOCT Ha Kcapento u 3aT0a He Tpe6a na ce ynorpe6yBa (BuAOL 4
AN4

-M
IIpemunysarve où Kcapenmo na EUMAMUH K anmazonucmu (B.
Tloctow MOKHOCT 3a HeCOOABeTHa aHTHKOATYJ]ALHHAjA mp
KoHTAHYHpaHaTa CooABeTHa aHTHKOaryJalHja Tpe6a na
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NIpeMHHyBalbe OA QJITCPHQTHBCH AHTHKOATYIaHT. Tpe6a na ce roreuapa neka Kcapento Moxe na
npuaonece 3a noxayen INR.
Kaj nauuenrTu Kon npemunyBaat on Kcapento da BKA, BKA Tpe6a na ce AaJlaT WCTOBPCMCHO JOHEKA
INR e > 2.0. 3a BpeMe Ha NpBATE ABA HCH ON IICPMOHOT Ha npeMHHYBame, Tpe6a a ce ynoTpeou
cTannap1na nouerHa 103a of BKA, caexexa co BKA 103a, Kako IIITO e onpenena on INR Tecrpare.
Jlonexa naumenTuTe ce MCTOBPCMCHO x Ha Kcapento u Ha BKA, INR ue Tpe6a na ce TecTHpa Mopako of
24 yaca no npeTXOHHATA 03a, HO npex cnegHaTa x03a on Kcapento. Kora exam Kcapento e npekunat,
curypHo INR TeCTHpawe Moxe Ja ce HallpaBH Hajmamky 24 yaca nocne nocHeAHATA 1038 (BHAA den 4.5 u
5.2).

TIpemunyearee où napenmepannu anmukoaeynanmu na Kcapenmo
Kaj naumeHTu KOH MOMCHTQJIHO TPHMAAT MapeHTepanHH aHTMKOarynaHTH, CE MpeKHHyBa CO
TAPaHTEPANHUOT AHTHKOATYJIAHT 1 Ce MouHyBa co Kcapento 0 no 2 uaca npex BpeMeTo Ha CJICHHOTO
TIpeABHACHO Bpeme uITO Tpe6a ma Önne 3a NPHMEHA Ha HaPEHTEPANHHOT JIeK (TIP. HMCKO MOJEKyJlapHH
XeNAPHHA) KIM 3a BpeMe Ha HPOKMHOT Ha KOHTAHYHPAHATA HPMMCH2 Ha TIAPEHTEPANHNOT JIOK (TIP.
HHTPABEHCKH HEDPAKLIMOHHPAH XENAPHH).

IIpemunysarve où Kcapenmo na napenmepannu anmuKoazynanmu
Hanere ja npsara 103a Ha napeHTepaneH aHTHKOATyJIaHT BO BpeMe Kora Tpe6a Ja ce 3eme cylequata 1038
Ha Kcaperro.

Tloce6uu norynannn
byöpescnu napyuyearoa
OrpannyeHute KJIMHMMKM NONATOIM Kaj MAIMEHTHTE co TeHIKH OyOpexHu Hapy1nyBalba (kpeaTHHHH
xaupenc 15 - 29 ml/min) ykaxyBaar Ha 3HauajHo STOJIEMEHH BPCHHOCTH Ha n71a3Ma KOHLIEHTPAUNja Ha
pusapokca6an. 3aroa Kcapenro Tpe6a na ce KOPHCTH BHMMQTCJIHO Kaj OBHe TIALMEHTN. He ce
npenopauyBa ynoTpe6a kaj NaIMeHTH co Kpeatunun KJIMPCHC < 15 ml/min (Bun aenosn 4.4 15.2).

3a npesenunja Ha BTE kaj BO3paCHA NaUHEHTH MOANOKeHH Ha EJIEKTHBHA 3aMeHa Ha KOJIK HM
KOJICHO He € NOTpeGHO TIPHJIATOAYBatbe Ha HO3ATA Kaj MalMeHTH CO JICCHO (KPEATHHHH KIMpeHC
50 - 80 ml/min) um ymepeno 6yGpexHo Hapyu1yBaibe (KpeaTHHAH KJIMPCHC 30 - 49 ml/min)
(Bunn zen 5.2).
3a repannja na JIBT, tepanuja na BE u npesenunja Ha pekypentna ABT u BE ne e norpe6no
npHIATOAYBARE Ha 103aTa kaj NALHEHTH CO ECHO 6y6pexHO HapyllyBatbe (KPEATHHHH KJIMPCHC
50 - 80 ml/min) (nan zen 5.2).
Kaj maunentate co yMepeHo (kpeatunnu K1npenc 30 - 49 ml/min) nn TeLUKO 6y6pexHo
HapyllyBarbe (KpeaTHHHH KJIMPCHC 15 - 29 ml/min): naumentute Tpe6a Aa ce nekyBaar co 15 mg
ABaNaTH HHCBHO BO MpBute 3 Henenn. Tlotoa, npenopayanata 103a e 20 mg AHEBHO.
Tpe6a na ce 3eMe BO IpeaBHA HaMal1yBarse Ha 103aTa OH 20 mg exHau €BHO Ha 15 mg CHHAIU

pexypentua JIBT u BE. Ilpenopakara 3a ynorpe6a na 15 mg e
&

He € Npoy4yBaHa BO OBMC KJIMHHHKM YCJIOBM (BHM AenoBH 4.4, d

HHEBHO, aKO OIICHOTHOT PH3HK 3a KpBapere kaj HAUMEHTOT J PH3HKOT 3a
HAND Anparbe U

ut
Kora mpenopauHata mosa e 10 mg AHeBHO, He € NOTPEÖHO an Hoc Ha
npenopayanaTa 1038. +
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Xenamannu napyuyearoa
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Kcapento e KOHTPaHHAAHAPAH Kaj NayMeHTH co xenaTamHa GomecT MOBP3aHa CO KOATYJIONATHjA u

KIHHHUKH 3HAUACH PH3HK 3a KpBaperke, BKJIYUYBajKH co WMpo3a co Child Pugh IB u C (sugu
aex08H 4.3 u 5.2).

Ilocmapu nayuenmu
Hema notpe6a on npunaronyBame Ha AO3aTa (BUA Aen 5.2).

Tenecna mexcuna
Hema notpe6a ox npunaronysae Ha nosara (BAA Aes 5.2).

Hoa
Hema notpe6a on IpunaronyBarse Ha 103aTa (Bun nen 5.2).

ITedujampucka nonynayuja
bes6equocta nu ebukacHocra Ha Kceapento 10 mg kaj xeua Ha BO3pacT où 0 xo 18 roxnxu He e noKkaxaHa.

He ce xocTanHu nonaTonn. 3aToa, Kcapento 10 mg taOneTuTe He ce npenopauyBaaT 3a ynoTpeba kaj

ze1a non 18 TOAHIIHA BO3pacr.

Merox Ha ayMMHHCTpanmja

3a opas1na ynoTpeba.
Kcapesto 10 mg TaOneTH MoxaT na ce 3eMaT co HH 603 xpaHa (Bun nenoBu 4.5 n 5.2).

Kpmeise Ha TaGreruTe
3a HALMEHTUTE KOM He CE BO MODKHOCT AA TU TOJITHQT Len TAÖNETHTE, Kcapento TaGneTaTa Mmoxe na ce

CKpIM H H3MeIUA CO BONA HIN Nupe OA jaGONKO, HenocpeqHO Mpeg yrloTpe6aTA M Ja ce AHMMHHCTPHPA

OpaJIHO.
Micro Taka Moxe na ce xaye 3npo6exa TaGJIeTa npeky raCTPHAHH WeBKH, (BAM Jen 5.2 u 6.6).

4.3 KouTpannankaunn

XnmepceH3HTHBHOCT Ha QKTHBHQTQ CYIICTAHUMja WIM EKCHAIIHEHCHTE, HA6POEHH Bo enor 6.1.

K1munuku 3HayajHO QKTHBHO KpBapere.

Ilospena una cocToj6a, ako ce cMeTa [eka € CO 3H2HHTCJICH PK3HK 3a TOJICMO KpBaperse. OBa Moxe Na

BKJIyY4H WIM HEeOMAMHEINIHA r'ACTPOHHTECTHHAIHA ynuepaumja, NPACYCTBO Ha MaJHArHH

HCOIIJI23MH CO BHCOK PH3HK 3a KpBapelbe, HEONAMHELIHA M0304Ha WIM CUHHANHA NOBPeNA, HEONAMHEUIHA

mMosouna, 'p6eTHa MIM ObTanMmonoLIKa onepalnja, HCOH2MHCIIIHO UHTPAKPAHHjAarIHO KpBapelbe, IIO3HATH

WIM CYCNeKTHM e30PArEAIHH BEHH, APTEPHOBEHCKH MandbopMaluun, BackyslapHa AHEBPH3MA HIN TOJICMM

AHTPACIIHHANHH WIM HHTPALEPEOpPATHA BacKyapHH AHOMANHU.

Hcrospemex TpeTMaH co 6WJIO Koj Apyr AHTHKOATYJIaHTEH JIeK Ha TIPHMEP, HEDPAKIMHOHHPAH XemapuH

(H®X), Hucko MonekynapHH XenapuHn (eHOKCANAPHH, HANTENAPHH, uTH), ACPABATH Ha XemapunH

(donnanapunyec, HTH), AHTHKOATYAAHTH
OCBCH BO Ciel duunn ycnoBH Ha Ha aHTHKOarynaHTHata nn Kora

HOX ce AaBa BO AO3H HCOIIXOHHH 3a OpOKYBakbe Ha HEHTPAJIEH BCHCICH

D
A

= Qnen 4.5) re
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XenatanHo nosp3aHo CO koarynonaTHja U KJIHHMHK

BKAY4yBajku flaumeHTA Co uaposa x Child Pugh B u C (zum ner 5.2).
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Bpemexocr u AOËRE (Bug zen 4.6).

4.4 Iloceönn Mepkn Ha npeTna31HBOCT M NOCEÖHH npenynpenyBalba

Ce npenopauyBa KJIHHHYKO BO corlacHocT CO aHTMKOATYJIAaHTHATA Mpakca, 3a BPCMC Ha

TePanHCKHOT TIEPHOR.

Pusuk 3a xeMoparuja
Kako 1 co OCTQHQTHTC AHTHKOATYIAHTH, HAUHEHTATE LITO 3emaaT Kcapento Tpe6a BHHMaTENHO Ja OHHAT

HaOJBYAYBAHH 3a SHAIA Ha kpBapere. Ce nperopauyBa na ce ynoTpeÖyBa CO BHAMAHHE kaj COCTOjOH co
3TOJICMCH PM3HK 3a KpBapeRe. AuMAHACTpauHjaTa Ha Kcapenro Tpe6a na ce TIPeKHHE HOKOJIKY CE TOjABH
OÖHIIHO kpBapeme.

Bo KJIMHHHKMTC cryxuu Gune nouecro 3abeJleyKaHH MYKO3HH KpBapeba (T.e. enuctakca, TAHTHBANHO,

TACTPOHHTECTUHANHO, TCHHTO YPHHAPHO, BKIIy4yBajkH aOHOpMasIHO BATHHAJIHO HJIH 3TOJEMEHO

MEHCTPYAJIHO KpBaperbe) U AHEMHja 3a BpeMe Ha AOATOTpajHa Tepan1nja co paBapokcaGan BO crIopen6a co

tepar1nja co BKA. Taka, nokpaj COONBETHHOT KIIMHHYKH HAA3OP, OICHCTO € Meka Moxe Ja Önne ON

KOPHCT 1a60PaTOPHCKOTO OnpenyBarbe Ha BPeAHOCTA Ha XEMOTJIOÖHH/XEMATOKPHT 3a AeTekunja Ha

OKYJITHO KpBaperbe H KBAHTHŸHUAPAHE Ha KJIAHMYKOTO 3HQHCHC Ha OHHTJICHIHOTO KPBAperke.

Onpenenn noarpyrm Ha MalIMEHTH, KaKO LITO € ONHLIAHO TOAOIY, HMAAT 3TOeMEH PH3HK 3a KpBaperbe.
OBue Tpe6a BHMMQTCJIHO Ja Ce Ha6JByIyBaaT 3a 3HQIIM AM CHMIITOMH Ha KOMIIAKAHHH ON

KpBapelse H aHeMMja, NO 3anOuHyBarbe Ha TpeTMaHOT (Bun Aen 4.8). Kaj nauuenTa kon TIPHMaaT

Kcapenro 3a npeseHunja Ha BTE, mocne enekTuBHa oriepaumja Ha 3aMeHa Ha KOJIK HJIH KONeHO, OBA

Moke Ha Ce MpaBH CO penoBeH b¥3HKaneH pernen Ha HAUHEHTHTE, BHMMQTCJIHQ OfIcepBaunja Ha

ApEHAKATA Ha XHPYPIIIKQTQ paHa À HEPHONAAHH OAPEAYBAHA Ha XEMOTJIOÖHHOT.

Cekoj Heo6jacHer nay Ha XeMOTIIOÖHHOT WIM KPBHMOT NpHTACOK Tpe6a za Ouse HaCOUEH KOH OTKPHBQHC
Ha MECTOTO Ha KpBapeike.

Wako Tepanujata co paBapokcaGan He Gapa PyTHHCKA MOHMTOPMHT Ha EKCIIO3HHHjATA, MepeHbeTO Ha

HMBOQTQ Ha PHBApOKCAGAH CO KaTAGPAPAHA KBAHTATATHBHH AHTH-bakTop Xa TecTOBA Moxe Ja Önne

KOPMCHO BO CJIY4AM, Kale WTO 3HACHETO 3a H3JIOKEHOCT CO PABAPOKCAGAH MOXE Ja
IIOMOTHC Kako HHDOpMaudja npu KIAHAUKH OJJIYKH, IIPHMEP, Tipeqosnparhe u HTHA ONepalMja (BUM
aenoBu 5.1 u 5.2).

ByGpexkHH Hapy1l1yBama

Kaj nammentn co TeLUKO 6y6pexHO HapyluyBarbe (KpeaTHHUH KJnpenc < 30 ml/min), nnasma

KOHIIEHTPALIHjaTa Ha puBapoKcabaH Moxe Na Önne 3HauajHo MoKayena (1.6 IaTH BO IIpocek), LITO MOXE

na NoBene Jo 3rOHEMYBAIRE Ha PH3HKOT 3a KpBaperse. Kcapenro Tpe6a Ja ce KOPMCTH BHAMATEMHO kaj
TAUHEHTH CO KpeaTAHAH kanpenc 15-29 ml/min. He ce npenopauyBa ynoTpeGa kaj nauHeHTH Co

KpearuHun K1npenc < 15 ml/min (Bnxu nenoBu 4.2 u 5.2).
Kaj TAHHCHTH co yMepeno 6y6pexHo Hapyllypatbe (KpeaTHHHH KJIMPC

MCTOBPCMCHO 3eMaaT ApyTu JIEKOBU KOM MODKQT Aa ja 3roremar à Ha

pasapokcaGan, Kcaperro Tpe6a na ce KOpHCTH BHHMQTCJIHO (Bug Aer 4

min) KOHu
M

LAw & us>
HaTepaklUH co ApyrH JeKOBH

Keapento He ce nperopauyBa Kaj IIQIHCHTH KOM TPHMAAT KOHKOM

a3OJIHH AHTHMHKOTHUN -(KAKO KETOKOHA30N, HTPAKOHA30, BOPHKOHE

zu Mn

nja coa
u HIV

IpoTea3a HHXHOuTOpH (np paroHaBhp) OBHe aKTABHH CYTICTAHUAH cec CYP3A4
P-gp, 3aPaH LITO MOKQT Ja ja 3TONeMAT IIJIQ3M2 KOHHEHTPAUHATA Ha p a6au A0 KIIHHNUKH

3HayaeH CTeneH (2.6 HATH BO TIPOCEK) LITO MOXEa Aopeye 3TOJEMEH PH3HK 3a KpBapere (BUH Jen 4.5)
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Ilorpe6no € BHHMQHHC ako HAUHEHTATE Ce TpeTHpaaT KOHKOMHTQHTHO CO NeKOBH KOU BJHjaaT Ha

XCMOCTQ38TQ KQKO LITO CE HE-CTEPOHAHH aHTH-HHbraMaTopHan JIEKOBH (HCAMJI), aneruncanunanna
KHCCJIMH2 (ACA) MH HHXHÖHTOPH Ha TPOMÔOUHTHA arperaudja WIM CeNeKTHBHA HHXMOHTOPH Ha

IIOBTOPHO HpeB3eMälbe Ha CEPOTOHHH (CCH) 4 HHXHÖHTOPH Ha IIOBTOPHO NpeB3eMalbe Ha CEPOTOHAH

HopennHedpan (CHM). Kaj nauaeHTn co pn3uk 3a YAHEPATABHA TACTPOHHTECTHHANHA 6ONECT, More Ja
ce 3EME BO IpeiBHA COOHIBCTCH TPETMAH (BUH Aes 4.5).

Ilpyru xemoparuuHn pu3uK dakTopu
Kako H ApyruTe aHTHTPOMOOTHHHH JIKOBH, pABapokCaGaHHe ce mpenopayyBa Kaj IIOIIHCHTH CO

3royleMeH PM3HK 3a KpBaperse KAKO LITO ce:
© KOHTEHHTANHH WIM 3NOÖHEHH TIOpeMeTyBalba Ha KPBAPEHETO
® HEKOHTPONHPAHA TeLLIKA APTCPMCKQ XAHEPTEH3AjA
¢ Apyra racTponHecThHanHa GonecT 6e3 akTHBHa ynuepau1mja, WTO NOTEHUH)ANHO MOXKE Na HOBeJE

AO KOMNAHKALHH ON KpBapeHe (Ip. HHJIAMATOPHA upeBHa GoJecT, e3sodarutuc, rACTPATHC u

ractpoesodareas1na pebnykcha GoyiecT)
® BacKyJlapHa PETHHONATHjA

6poHXHeKTasnja HIM HCTOPUja Ha Genogpo6Ho KpBaperbe
llauneHTtu co KaHuep
IlauneHtute co MAJIMTHO 3a6o1ÿBaHe MOXKe HCTOBpeMeHO AA ÖHNAT H3NO)KEHM HA IIOTOJICM PH3HK ON

KpBapele 1 TpoM603a. HHAMBAAYANHATA KopuCT ON AHTHTPOMÖOTHYHHOT TPOTMAH Tpeba Aa ce MepH BO

OHIHOCOT Ha PH3HKOT OA KpBaperse Kaj HALHEHTH CO AKTHBEH KQPIIHHOM 3ABHCEH OA JIOKAlIMjaTa Ha

TYMOPOT, AHTUHEOINACTHyHaTa Tepanuja un dasara Ha Oonecta. Tymopure JIOHHPAHH BO

TACTPOHHTECTHHAJIHMOT WIM TEHATOYPHHAPHHOT TpakT Ce HOBP3AHH CO 3TOJICMCH PH3HK ON KpBapeibe 3a

BpeMe Ha TepannjaTa co puBapokcabaH.
Kaj nalueHTH co MaJIUTHH HEOIJIA3MH CO BHCOK PH3HK OA KpBapembe, ynoTpe6aTa Ha puBapoKcaGaH €

KOHTPAHHAHLApPaHa (BHA nen 4.3).

LlammeHtu co OTCTCKM BAJIBVJIM

bes6ennocra u ebukacHocta Ha Kcapento He e HUCrHTyBaHa Kaj NAUHEHTH CO NPOTETCKH cpleB4
BaJIByIM; Mopaqu IIITO HeMa MONATOLM WTO Ou ykaxkyBare Meka Kcapenro o6e36exyBa COOABETHA

aHTHKOaryAallmja Kaj OBaa monynaumja Ha MaywenTu. Tepar1njara co Kcapento He ce nperopauyBa 3a

OBHE NAUHEHTH.

[annenTu co autubochonunnneH CHHIIDOM

HapexrTHuTe opanHH aHT4KoaryraHTH (JIOAK) Bkayuurenxo u rivaroxaban He ce npernopauyBaaT kaj

HAUHEHTH CO HCTOPHja Ha TPOM6O3a co AHjarHo3a Ha axTabochonunnnen cHHapom. OcoGexo Kaj

TaLHEHTH KOM Ce TpojHO IIO3UTHBHH (3a JIVIIYC AHTHKOATYNAHT, AHTHKAPAHONMNAH AHTUTENA U QHTH -

6era 2 rmukonpoteuH I aHTHTeña), 3OIIITO TpeTMaHoT co JIOAK e nosp3aH co 3roreMeHa cTanka 3a

PeKypeHTHH TPOM6OTHHH HACTAHM BO CnpopexGa co BATAMAH K antaronuctu (BKA).

Onepanmnja Ha d1pakTypa Ha KOJIK

Pusapokca6an He € H3y4yBaH BO HHTCPBCHIIWCKM KIHHHUKH ACHHTYBAHA Kaj TIAIHEHTH RIOHIJIODKCHH Ha

onepaunja 3apanu pakTypa Ha KOJIK, 38 4a Ce oueHH ebukacHoCTa u 6e36eHHOCTA.
ZQMMMHCky

XeMonHHamcKu HecraGunnu na uenru co Geno o6Ha eMGonuia umn na 4% WAKE eba 3a

T oMGonu3a HM Geno o6Ha EMÖOJIEKTOMHIA 9 PEx
THA
y3a

Kcapento He ce Ipemopa4yBa Kako allTepHaTuBa 3a HeDPAKHHOHHPAH Xe BürenBS
n6enonpo6Ha emGoruja, KOM CE XEMOHHHAMCKH HeCTAGHIHH ATH Moke na Maar

+
ITOY *

4h
+
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unn Genogpobua em6orekromuja, Gunejkn 6es6enHocta u ebakacHocTa Ha KcaperTo He € BOCIIOCTQBCHQ
BO OBHE KIIUHHYKH YCJIOBH.

C1unas1na/enunypas1na aHecTesnja WIM NyHKHHja
Tipu Heypoakcnjarna aHecresnja (cnananna/enuAyparHa aHecTesnja) MM CHHHaJIHa/erHAypas1Ha
IyHKIMja, IIQIIWCHTHTC TPETHPaHH CO AHTUTPOMÖOTRUHH JIEKOBH npeseHumja Ha
TPOM60EMGONHCKH KOMILIHKALHH HMAAT 3TOJICMCH PH3HK 3a eNAAypas1eH WJM CIIMHAJICH XCMQTOM KO)
MOKC Ma AOBEIE AO HONTOTPAjHA WIM TpajHa napan1nsa. PH3MKOT 3a OBHe fojaBA MODKC Na CE 3TOJICMH Tipu
TIOCT-ONePATHBHA ynotpe6a Ha ENAAYPATHA KaTeTepH WIM KOHKOMHTAHTHA ynotpe6a Ha JICKOBH KO
BJIHjaaT Ha XEMOCTA3aTa. OBOj PH3HK MO2KC MCTO Taka 1a CE 3TOJICMH mph TpayMaTcka WIM NOBTOpyBana
enunypasna IA CHAHANHA yHKunja. Tlaunentute Tpe6a na OuqaT uecto HaOmyAyBAHM 3a 3HQIM U
CHMIITOMM 34 HCBPOJIOIIIKM HapylyBata (MP. OTPIIHQTOCT HIN CHA6OCT Ha HoTaTa, AucbyHkumja Ha
UpeBaTA HIM MOUHHOT Meyp). AKO ce 3a6enexn HCBPOJIOIIIKO HapyillyBarbe NOTpeGHO € BeAHAl JA ce

Npollenka Ha TOTEHUM)ANHATA KOPHCT U PH3HK Kaj IIALIWCHTHTC Ha aHTHKOarysaHTHa TepanHja WIM Kaj
nAUHEHTHTE KON Tpe6a Aa NPAMAAT AHTHKOQTYJI8HTHA Tepar1nja 3apa11n TpoMOonpodusaKca.
3a Ja ce PM3HKOT 38 MojaBa Ha KpBapelbe IIOBP32H2 CO HCTOBpEMEHA ynoTpeOa Ha PABapoKca6aH
n Heypoakcujana (enuayparaa/cnaHana) aHeCTesnja WIM CHHHaJIHa YHKHHjA, Ce 3eMa BO IIPCHIBHI1
apmarkokHeTCKkHOT npodns Ha pasapokcaGan. [locTaByBarseTo WH OTCTpaHyBarbeTO Ha ENH/AÿPAJIEH
KaTerep HH nyMOanHa TIyHKINja Haj106po ce WSBENyBA Kora AHTHKOATYJIAHTHHOT ecbexT Ha
puBapokca6aH ce NpoleHyBa AeKa € Ha HACKO HBO (BUH Aen 5.2).
EnuxyparnuoT Katetep He Tpe6a Ja ce OTCTpaHH mopaHo OH 18 yaca No mocneqHaTa 103a Ha
pusapokcaGan. Cnequata yo3a Ha puBapokcaGa Tpe6a na ce Mane He MopaHo OX 6 uaca no
OTCTpaHyBalbe Ha KATETEPOT.
Axo ce II0jaßH TpayMaTcka IIyHKLNja, AAMAHHCTPAUHjATA Ha DHBQPOKCA6QH ce OAIOKyBa 3a 24 yaca.

Tpernpa Ilpea HeypoakcyjanHaTa Tpe6a Jaa ce

Tlpenopaxn 3a NO3HPAHE Tipe U Mocwe HHBA3UBHU IPOUEAYPH UW XHPYPIUKH HHTEPBEHIHN, OCBEH
@JIEKTHBHA ONepalHja 3a 3aMeHa Ha KOJIK WIM KOJICHO
Kora e norpe6na HHBa3ABHA Nponenypa MAM xMpyplika WHTepBeHuMja, Kcapento 10 mg TpeOa Ja ce
npekune HajManky 24 uaca npex UHTEPBEHLMjATA, AKO € MODKCHO M BP3 OCHOBA Ha KJIHRHUKATA TIPOLICHKA.
Ako npolenypata He MOKC Ja ce OMIOKH, TpeOa Ha Ce TPOUEHH 3TOJICMCHHOT PH3HK 3a KpBapeHe
HACIIPOTH HTHOCTA Ha HHTEPBEHLHjATA.
Co Kcaperro Tpe6a noBTopHo Ja ce cTapTyBa BCHHQIII NOCse HHBA3HBHATA HPOLEAYPA WIM XHPYPIUKATA
UHTEPBEHLRjA, HOKOJIKY KJIMHHHKQTQ CocTojOa TO AO3BOIYBAa TOQ H OTKAKO € BOCIIOCTABEHA COONBETHA
XEMOCTA3a, OHPEHEHA ON Jekapot (BUH NEN 5.2).

TlocTapu nauveHTu
Co 3rousleMyBalbeTO Ha BO3pacTa MOKC Ja CE 3TOJIEMH PH3HKOT 3a KPBaperbe (uam yen 5.2).

JleapMaTONIOWIKH peaKLUHA

Cepno3HH KOKHM peakWMH, BKJIYMHTCJIHO U CreBex-[loHcoHoB CHHApOM / Tokcnuna ennxepMana
Hekpos1nsa 11 DRESS cHHnpoM, ce npHjaBeHH 3a BpeMe Ha IIOCTMAPKETHHILIKOTO CJICICHC NOBP3AHH CO

ynorpe6a Ha pmsapokca6an (Brunn nen 4.8). [launenrTute HMaat BMCOK PH3HK 3a OBH aHO BO
TeKOT Ha Tepar1njara; peaktHjaTa ce NojaByBa BO HajroneM Opoj ON CIYAAHTE BO T
on PnBapokca6an TpeOa Ja ce NPA NPBa nojaBa Ha oat Peak
LIMperbe, HHTEH3HBHpAIHE 1 lanu NOjaBa Ha NAyckaBun), HAM 6NNO KOj Apyr 3H ce

aN

NOBp3aH CO MYKO3HH JIE3HH.

w 7

Mabopmauuja 3a ekcunnmnehchTe
Kcapenro conpxu naxto3a. TlaumeHtu co HacrenHa UHTONePaHLMja Ha TAYKOB*H
NAKTO3a HAM TJIyKO3HO-TAJIaKTO3HA Maslalicopnunja He TPe6a Ha ro 3CMQQT OBOj JIeK.N

+
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OBaj JIEK coApxH IIOMQJIKY ox 1 mmol HaTpayM (23 mg) no 11034, T.e co CYIITHHA e "6e3 HaTpAyM"

4.5 Harepakuun Co ApyTH JeKoBH u Apyru PopMH Ha HHTepaKuHA

CYP3A4 u P-gp wHxu6uTopu
Ko-aaMmHHHcTpaunja Ha puBapoKca6aH H KETOKOHA30N (400 mg CAHAU AHCBHO HH PHTOHaBHp 600 mg
ABANATH AHEBHO) IOBCAYBQQT 140 3roneMyBaHe of 2.6 maTu/ 2.5 naTu Ha cpennara AUC na

puBapoxca6aH M oO sronemyBaHe On 1.7 natu/ 1.6 naru Ha cpequata C,,., Ha puBapokcaôan co

3HayajHO 3TOJIEMyBalbe Ha DapMaKOAHHAMCKHTE edexTu KOH MOAT a AOBEMAT JO 3TONEMYBarbe Ha

Pr3uKoT 3a KpBapethe. 3apa1m Toa, ynorpe6aTa Ha Kcapento He ce nperopauyBa kaj NaHMEHTH KOM

TIPAMAAT KOHKOMHTAHTHA CHCTEMCKA Tepannja CO a30JIHH AHTHMUKOTHIIM KaKO LITO CE KETOKOHA3ON,

HTpaKOHA30J1, BOPHKOHA3ON A HOCAKOHA3OJ Han HIV npoteasa HHXHOATOPH. OBHe aKTABHH CYIICTaHLIHH

ce CHJIHM HHXHOuTOpH Ha CYP3A4 u P-gp (Buan nen 4.4).

AKTHBHHTe CYIICTAHIIHH KOM BPINAT CHJIH2 HHXHOHAIHjA HA CAMO eJEH ON Ha4HHHTe Ha ENHMHHAUHjA Ha

pusapokcaGan Ouno CYP3A4 unn P-gp, ce ouekyBa Aa ja 3roneMaT na3Ma KOHLEHTPAUHjATA Ha

paBapokcaGan Oo roman crenex. KnapuTpomuunx (500 mg ABanaTn QHeBHO) Ha npyMep ce cmeTa 3a

cnnen CYP3A4 uaxnGuTop n yMepen P-gp UHXHÖHTop x MoBenyBa AO 3ro7eMyBaHe on 1.5 naT Ha

cpenHata AUC na paBapokcaôan AO 3roemMyBaæe of 1.4 naTH Ha C OBaa HHTepak1mja co

KJI2PHTPOMHIIMH HE Ce CMeTa 3a KJIHHHHKM PEJIEBAHTHA, Kaj HAjrONEM jen ON TIAIIMEHTN, HO 6M MOXKENA

Aa Ouge of roneMo 3Ha4EHE 3A BUCOKO-PH3HYHHTE NAUMEHTN. (3a nauñeHTA co 6yOpexHo OMITeTyBalbe:

Buan nen 4.4).

max'

Eprtpomnunn (500 mg TpunaTu AHEBHO) Koj BPLLIM yMepeHa uHnXuönumja Ha CYP3A4 um P-gp

AOBenyBa NO 3TOJIeMyBalbe 3a 1.3 naTH Ha cpenHata AUC u C,,,x. OBaa HHTEPaKLHja CO EPHTPOMHLAH
He CE CMETA 38 KJIHHHHKH 3HAYajHa, 3a HajrOJIEM NEN ON MallMEHTUTE, HO OH MOXEJIA Na Ohne ON TOJICMO

3HAUCHE 3a BHCOKO-PU3HYHHTE HAUHEHTH,

Kaj cy6jexru co necHo 6y6pexHo OLITETYBAlbe EPUTPOMHLMH (500 mg TpunaTu Ha nen) noBenyBa 10

3ronemyBarse On 1.8 maTH Ha cpennara AUC ua puBapokcaGan u 210 3ro1eMyBaRe on 1.6 naTH Ha Cox,
BO cmopen6a co cy6jekTH co HopMarHa 6y6pexHa dyHkunja. Kaj cy6jektu co yMepeHo 6y6pexHo
OIUTETYBAIHE, CPHTPOMMIHH HOBeNyBa AO 3TONEMYBAlbe OF 2.0 maTH Ha cpenHara AUC Ha pusapokcaGan
H WO 3roneMyBarse ON 1.6 maTH HA Cox, BO CHOpeN6a co cy6jekTu co HOpMasIHa 6y6pexHa hyHkumja.

EdeKToT Ha ePATPOMHHHH ce A0NaBa Ha OHO] ON GyOpexxHOTo OIITETYBArbe (BUA Den 4.4).

DrykoHa3on (400 mg CAHAUI AHEBHO) TO ce cMeTa 3a yMepeH HHXHOUTOp Ha CYP3A4 xoBexy8a no 1.4

natu 3TOneMyBatbe Ha cpennara AUC u 1.3 natu 3roneMyBarse Ha cpeqHata 0maxe OBaa HHTepaknmja co

PaykaHa3on He ce CMeTa 3a KIIHHMYKH 3HAMAjHA, Kaj HQJTOJICM Ne ON HAUMEHTATE, HO OM MODKCJIQ Ja
Önne Of TOJICMO 3HaueHe 3a BHCOKO-PH3HYHHTE NAUHEHTH. (3a nauyenTH co 6y6pexHO OIITETyBarke:

BUA yen 4.4).

Co ornen Ha orpaHuudeHHTe KJIHHHUKH MOAATOLN CO APOHEHAPOH, MCTOBPCMCHA aMUHUCTpaunja CO

pBapokcaGax Tpe6aa ce u36erHyBa.

AHTHKOAr JICHTH

Ilo KoMÖnHupaHa anMMHHCTpaumja Ha eHoKcanapuyH (40 mg exam aH (10 mg
SJEVE

AONOJIHNTENHH edekTu Ha TecToBute Ha koarynamnja (PT, aP 8
bapmakokunetukaTa Ha pasapokcaGan. 3apazu 3TOJIEMEH PA3HK 3a Kj panue ako

IIAlIIMEHTHTE CE TPCTHPAAT MCTOBPCMCHO CO APYTH AHTHKOAÏ YJI2HTH (B genom

AHEBHO) 3a6ejexkaH € ANUTUBEH etpeKT Ha HHXHGAUMjA Ha Xa Ges
H Ae" Jmiae Ha

©
ON

*
>

HCAMJI/ uaxu6uropu Ha TbOM6ONUTHA arperannja
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He e 3a6e1exaH0 KJIHHHUKH PENEBAHTHO HPOAOMKYBARE Ha BPCMCTO Ha KOATyJlallMja NO KOHKOMATAHTHA

aaMHHHCTpalmja Ha puBapokca6an (15 mg) x 500 mg Hanpokcex. Cenak, HCKOM HHAABHAYH MODKQT Ja
HMaAT TIOM3pa3eH PapMakOIHHAMCKH OATOBOP.
He ce 3a6enexaHH 3Ha4ajHH DapMaKOKAHETCKH WIN apMakOAMHaMCKH HHTEPAKLHH Kora PHBAPOKCA6aH
ce KO-ANMUHHCTPHpan co 500 mg AUCTHJICANAUHNHA KUCEJIHHA,

Kaonunorpen (300 mg uHuuujana cneneHa CO AO3a Ha OAPXYBARE of 75 mg) He

DapMakOKUHETCKH UHTEPAKUNH CO paBapokcaGan (15 mg), HO PEIIeEBHTHO HPOIOMKYBAHE Ha BPCMCTO
Ha KpBapere ce jaByBa Kaj OAPe/eHM NALHEHTH Koe laK He kopennpa co TPOM6OLIMTH8TQ arperaumja, P-
cenekTau uu GPIIb/IIla pexenTopHuTe H4Boa.

Tlorpe6Ho e BHHMaHHe Kaj TIAIMEHTU KOM ACTOBpeMeHO ce TpeTHpaat co HCAHJI (skayyysajku u

AUTHJICANHANANHA KACENUHA) 1 HHXHÖHTOPH Ha TPOM6ONHTHA arperaunja, Gnnejku CHTC OBHE JICKOBH

THIHYHO TO 3TOJICMJYB22T PH3HKOT 3a KpBaperse (BHU Aes 4.4).

CCH/ CHA
Kako M CO CHTC aHTMKoarysaHTH IIOCTOM MOKHOCT 3a 3TOJICMCH PH3HK ON KpBaperbe BO CJIYHAH Ha

MCTOBPCMCHQ ynotpe6a Ha CCM u CHM, mopaqu HMBHHOT no3HaT ebeKT Bp3 TpomOoumTuTe. [pu
ACTOBpeMeHa ynotpe6a BO KJIHHMHKQTQ Mporpama co pHBapokca6an, Ouse 3a0erexaHH HYMCPHHKM
HOrOJeMH CTAIIKH Ha TOJICMM H HE-TOJIEMH KJIMHMHKM 3HAUAjHA KpBaperba, Kaj CHTC TepallMcku TPyIIM.

Bapdapun
IlpemaxyBaHeTo Ha IIQIMCHTHTC OX BATAMHH K aHTarOHHCTOT, Baphapan (INR 2.0 Ha 3.0) Ha

paBapokcaGan (20 mg) wim on pusapokcaGan (20 mg) Ha Bapbap1n (INR 2.0 Ha 3.0) ro 3roremyBa
nporpomôunckoro Bpeme/INR (HeonnactuH) MoBeke OA AONOJIHUTEJIHO (Moxe na ce 3abenerkar

unansnayas1nn INR spennocru go 12), noneka ecpexrute na aPTT, HHxH6numja Ha aKTHBHOCTa Ha

akrop Xa 4 NOTEHLAÏANOT Ha CHOreHHOT TPOMÖHH Ouse ANATHBHU.

Hokonky ce caka na ce TecTupaaT dapMakoquHaMckuTe eDEKTH Ha PHBAPOKCAGAH 3a BPCMC Ha IICPHOHOT
Ha IIPEMHHYBAlsE, MOKC Ja ce YIIOTpeÖar aKTHBHOCTA Ha auTu-baktop Xa, PiCT u Heptest, Ougejku
Baphapyx He B1Injae Ha oBHe TecToBH. Ha YeTBPTHOT ACH noce IIOCJICHHATQ 103a Of BAPPAPHH, CHTC

TecToBH (8kayayBajku ru PT, aPTT, unxnönunja Ha aktuBHocTa Ha dakTop Xa u ETP) ro peprekrapaar
camo edeKToT Ha PHBAPOKCAOAH.
Hokonky ce caka 1a ce TecrupaaT DapMaKOHHHAMCKHTE eeKTH Ha BQP02PHH 3a BpeMe Ha IICPMOHOT Ha

npemaHyBae, MCPCHCTO Ha INR Moxe na ce HaNpaBA NPA Crough HA pHBapokcaGan (24 yaca nocre

TIpeTXOHOTO 3eMarbe Ha paBapokcaGan), Gnnejku paBapokcaGaH MHHHMAJIHO BJIHja€ Ha OBOj TCCT BO TO)
MOMEHT.
He e 3a6enexana PapMakOKHHETCKa HHTepakuyja 10Mefy BapibapHH u PABAPOKCAGAH.

CYP3A4 uHnnyKTopu

Ko-anmunncrpannja Ha puBapokca6an co CHJIHHOT CYP3A4 unayktop pHpamnAuAH MoBenyBa 10

HaMaslyBarbe 3a IPH6NMKHo 50% Ha CPEAHATA AUC Ha puBapokcaGan, IITO NOBeNyBa M AO MapasenHoO

HaMaslyBarbe 1 Ha (bapmakoanHamckHoT edexT. KoHkoMATaHTHa ynoTpe6a 1 co apyra cnunun CYP3A4
HHAyKTOpA (beHnTopnH, Kkap6amasenux, deHoOap6uTan KAHTAPHOH),
HAMAJIEHA n1J1a3Ma KOHIIEHTPAUNja Ha PHBAPOKCa6an. 3apa11n Toa, KO co cruay

CYP3A4 unaykTopn Tpe6a Aa ce u30erHyBa, OCBCH ako faune gr CIIEAH 3a

CHMIITOMM H 3HAUH Ha Tpom6osa
+

ig 05

x

axa>
5

TH KOHKOMHTQHTHH TCDQIIMH

He ce 3a6e71eKaH4 KIHHHUKH eurundnantun DapMaKOKAHETCKH
HpH KO-aJIMUHHCTpalmja Ha puBapokcaOaH H MHHQ3OJI2M (cyOcTpaT
Ha P-gp) aropsacrarux (cynctpaT Ha CYP3A4 u P-gp) um omenp
nymna). PupapokcaOaH He HUTy MHXMÖHLMja HHTY MHAyKUMja H

CYP3A4.

m

CTEU) Ha IIPOTOHCKQ
H30ŸOPMATE Kako
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He e 3a6enexaHa KJIMHHHKM PÊNEBAHTHA MHTepakivja CO XpaHa (BHM Aer 4.2).

Jla6opatopucku NapaMeTpu
3aGenexaHo € BJAjaHHe Ha KOaryJI1aumoHHTE napametpu (PT, aPTT, HepTest), WTO e ouekyBaHo co

OTJICA Ha MEXAHH3MOT Ha H€jCTBO Ha puBapoKca6aH (Ban Jen 5.1).

4.6 u ynoTpe6a 3a Bpeme Ha OpemeHocT 100€

BpemMeHocr
He e notspyena Ge36eqHocTa u ebaxacHocTa Ha Kcaperto kaj Gpemenx xexu. CTYAHHTE Ha DKHBOTHH

Tokakaa PETPOAYKTABHA TOKCHHHOCT (BHAM Jen 5.3). Sapaqu nOTEHUAjANHATA PENPOAYKTHBHA
TOKCHYHOCT, PH3HKOT 3a BHQTPCIIIHO KPBApelbe H IIOHIQTOKOT A€Kà DHBQPOKC862H MHHYBA BO INIAIIEHTATA,

Kcapento e KOHTPAHHAAUAPAH 3a BpeMe Ha GpeMeHOCT (BHAH Jen 4.3 ).
XKexuTe Bo penponyKTuBeH Iepuon Tpeba ma H36erHYBAAT MODKCHOCT 3a 3a6pemeHyBalbe BO TCKOT Ha

TPETMAHOT CO pABAPOKCAOAH.

OCHC
He e notspnena 6es6ennocra u eukacHocTa Ha Keapento kaj »kenn kom nojar. Ilonaro1mre on

HCTIHTYBAHETA HalPaBEHH Kaj DKMBOTHH YKAXKYBAAT veka PHBAPOKCAGAH ce CEKPETHPA BO MJIEKOTO.

3apa1n Toa paBapokcaGaHOT e KOHTPAHHAHHHAPAH 3a BpeMe Ha A0eHe (Baum en 4.3). Tlorpe6uo e na ce

onIyun Wa Ke ce IPEKHHE HOCHCTO MH TEPANHjATA.

IlnonHoct
He ce cnpoBenenx NOCe6HH CTYAHH CO pABapokcaGaH Kaj JIyre 3a eBayaumja Ha nnonHocra. Bo cTyanja
3a Malika H XCHCKA IIJIOHHOCT Kaj CTaopru He ce 3aGenexaHH epekTH (BHM Jeu 5.3).

4,7 EqextTu Bp3 cnoco6Hocra 3a Bo3elbe H pakyBalbe CO MAIIHHH

Kcapento uMa Mao BIMjaHMe Bp3 CNOCOÖHOCTA 3a BO3eHe H pakyBaHe co MALIHHH. Hecaxanute

peakLHH KaKO CHHKOII2 M 3allleMeTeHOCT Ouse IIPHjaBeHn kako BooOMYaeHH (Ba nen 4.8). TlaunenTuTe
KOH Ke TH NOYYBCTBYBaaT OBMC HECAKAHH PEAKLHH He TpeOa Ma BO3AT HIN pakyBaaT CO MALUHHH.

4,8 Hecakaun jejcrsa

Ilperneg na 6e36enHocHnoT Mpobun
Bes6equocta Ha puBapokca6an una eBanyHpaHa BO TpHHaeceT KJIHHH CTyaun Of pasa [IT (Bun Tabena

1).,
Kaj 69.608 Bo3pacHH rauyenTu BO JeBeTHaeceT cryaun on pasa III u 488 nenujarpuckn naudeHTH BO

ape pasu II u age pasa III u3noxeHu Ha pasapokca6an

Ta6ena 1: Bpo
B03P2CHH u BO CTYAAH Of pasa IT

Tepannja Kaj

Huankauuja Bpoj na BK = BANeBNAT03a: CHMAJIHO

BP eTpacibe Ha
anu a

IIpesenumja Ha BeHCKa ACHOBH6 097 10 mgN by orOV * +
Tpom6em6onnja Kaj BO3P2CHH

*

NalWeHTH ROHJIODKCHH Ha CJICKTHBH2

onepaumja 3a 3aMeHa Ha KOJIK HIN
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KOJICHO

IIpesenumja Ha BeHCKa 3 997 10 mg 39 NeHOBH

TPoM6eM6oNHja kaj MEAALHHCKH
6OJIHM H3HHCHTH

Tepanuja HaBT, BE u npesenunja 6 790 Men 1-21: 30 mg 21 Mecern
Jen 22 u noHaTaMy:Ha IIOBTOPYBQHC
20 mg
Tlocne HajManky 6
meceun: 10 mg n1n 20
mg

Tperman Ha BTE x c1peuyBarbe Ha 329 Jo3a npuaroneHa Ha 12 mecenn
TCJICCHQTQ TCDKHHQ 38NOBTopyBalbe Ha BTE kaj

HOBOPOHCHHHHA M Wella Ha BO3P2CT Aa Ce IIOCTHTHC CJIMHH2

H3JIODKCHOCT KQKO ITOnon 18 TOQMHH 110 3aHO4HYBAHETO
Ha CTaHAapAeCH AHTHKOATYHAUHCKH € 3a6eJeKaHO kaj
TpeTMaH BO3P2CHM TpeTHpaHH CO

ABT co 20 mg
eWHatpaBapokcaGax

HHCBHO

TIpesenumja Ha Mo304eH ynap H 7750 20 mg 41 meceru
CHCTEMCKH 6M6OJIM3AM Kaj THaHHEHTH
co He-BasIBylapHa ATPHjAJIHA
paGpurauuja
TIpeerumja Ha arepoTpoM6OTHYHH 10 225 5 mg 10 mg 31 Mecenu
HaCTaHH kaj TIAHHCHTH nocre AKC COONBETHO,

MCTOBPCMCHO
aAMHHUCTPHPAH HJIM CO

ACK um ACK n1yc
KJIOTTHAOTPEN HJIH

THKJIOIIMAIHH
18 244 5 MT, 3CMQHM 47 MCCCIIMTIpesernunja Ha aTepoTPoM6OTHYHH

HaCTaHH kaj co KAB/TIAB uctoppemeHo co ACK,
WJM nak 10 mg 3emaHH

CaMOCTOjHO

3,256** 5 mg MCTOBPCMCHO 42 Meceln
3emenu co ACK

H3JIODKCHM Ha HajMaJiky eAHA Ha PABAPOKCAGAH
** On VOYAGER PAD cryxujaraHajuecro npajaBeHH HecakaHH PeaKHHH Kaj TAaHHCHTH KOM NPHMaJIE

pHBapokca6an Guxe KpBaperbe (Bun men 4.4 m "Onuc Ha CEJIEKTHPAHH HeCakaHH JejCTBa" NONONy)

(ra6ena 2). Hajuectu npnjaßeHn KpBapeHa Ouse enucrakca (4.5 %) 4 KpBapeHe ON TACTPOHHTECTHHAJIÈH

Tpakt (3.8 %).
EU

oeWU Me
DHE » 24NE

TaGena 2: CTankn Ha Ba aHEMHI à MCHTH H3JIODKCHH Ha DHBADOKCAGAH HM3

BO3 a wae x al AKOMIIJICTH AHH CT HH Ka

az
> <

\® M By

SHKUP **
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Muankaunja Bano KakBO KpBapelbe AnHemnja
™ 6,8% où HaHHEHTATE 5,9% on TALHEHTHTE
tpombem6onnja (BTE) kaj

M KOJICHO

IIpepenunja Ha BTE Fxaj 19 6% 2,1%

Tperman Ha IIBT U BE u 23% on naumeHTtnte 1,6% on nalmeHTHTe

T TT 39,5 % on HaLHEHTHTE 4,6 % oA nalHeHTHuTe

IIpepenunja Ha Mo3oyeH ynap 28 na 100 nanyeuT TONHHH 2.5 na 100 nanneHT TOAHHH

arpnjanna bu6pHnaunja
TT 22 na 100 nanneHT TOAHHM 1,4 na 100 naumeHT roauHu

IIpesenunja Ha 6.7 Ha 100 nauneuT ronuu 0.15 na 100 nauuexT roauHnn**

ATEPOTPOMGOTHUHH HACTAHH kaj
naunentu co KAB/TIAB

8.38 na 100 naunenT ronnun# 0.74 Ha 100 TANHEHT
roauu***#

an

ATEM

* Bo cHTe HCHATYBaHA Ha PHBAPOKCAOAH, CHTC enyuan Ha KPBaBeHa ce coOupaar,
npnjaßyBaaT u pasrnienyBaart.
** Bo cryanjara COMPASS, noctou HucKa HHUHIEHUA Ha aHeMHja, Ongejku Ou IIPHMCHCT
COJICKTHBCH IIPMCTQII KOH co6nparse Ha HECAKAHHTE PEAKLIAH.
*** Ilpumener € CCJICKTHBCH Tpuctan 3a coOupame Ha HECAKAHH HACTAHH
# On VOYAGER PAD cryaujata

TaGerapex jTiperyie Ha HecakaHH JIEICTBA
Hecakanure nejcrBa npnjasenu co KcapenTo kaj BO3paCHH 1 TIEAHjATPHCKK NALHEHTH Ce [IPHKAXKAHH BO

ta6ena 3 nonony cnopeg System Organ Class (MedDRA) u cnopex bpexBeH1ujaTa Ha jaByBate.

DpexBeHuHHTe ce AEDHHAPAHH Kako:
MHory uecTy (> 1/10)
Boo6nuaexH (> 1/100 no < 1/10)
xeBoo6uuaeny (> 1/1000 zo < 1/100)
perku (> 1/10 000 ao < 1/1000)
muHory peTKH (< 1/10 000)

\ My,
Ce

x
o2m w ®

4,

4 te
Heno3HaTH (He MOKQT AA Ce IIPOLCHQT BP3 OCHOBQ Ha PACIIOJIOKIH foggropu®Moy>

an
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Ta6ena 3: Cure npujaBeHH HeCAKAHH PeAKUHH NOjaBeHH Kaj B03P2CHH II2LIHOHTH BO CTYAHH OA

pasa III um noce craBae Ha JIeKOT BO npoMer *
Hu Bo ABe hasn Il u age asa IH cryxuu kaj

NeAHjATPACKH NAUHeHTH
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XenaToOusHjapHn nopemMeTyBaHa
3roreMyBaie Ha XenaTano KONTHUA,
TPAHCAMAHA3HTE OIUTETYBAHE, 3TOJEMEH

3TOJICMCH KOHJyTUpaH
OunupyOun, Guñupy6ux (co
3royleMeHa AJIKQJIH2 HH 6e3

bocharasa Bo HCTOBpeMeHO
3TOJICMCH STONEMYBAlbE Ha

GGT" AJIT),
XOJIECTA3a,
xemaTuTHc

(BKAYUHTENHO U

XeTIATOHENYJIAP
Ha NOBpena)

KoXHH M HOTKOKHH IIOPCMCTYB2HA
Iipyputyc (BKn. Vprukapuja CruBenc-
HEBOOÖHYacHH LloncoHoB
cayuan Ha CHHAPOM
TCHCPQJIM3HP2H Tokcuua
NpypHTyc), acum, ernunepMañHa
EKXHMO3A, Hekpoun3a,
KODKH2 H IIOTKOKHA DRESS cuHapoM
xeMoparnja
MyckyJlockeJleTHH H CBP3HOTKHBHH IOpeMeTyBalba
Boma Bo Xemaptpo3a Myckysma KomnapTManH
ekcTpemMuTeT* xemoparuja CHHAPOM

3apa1m
KpBapeHe

By6pexnn M YPHHAPHM IIOPOMCTYB2H2
Xemoparuja Ha by6pexna
YPOTCHHTQJICH TP2KT HHCYHUHEHIH)
(BK. XeMaTypHja u a/akyTHa
MeHoparuja"), Gy6pexHa
6y6pexHo uHcybnuneHun]
HapyllyBatbe (BKII. a 3apa1n
3rOJIEMyBalbe Ha KpBapelbe LITO

KPEATHHHH BO KPBTA, Moxe
3rONEMYBAIE Ha ypea npeAH3BAKA
BO KpBTa)" xunonepdby3uja,

Hecponartnja
NOBp3aHa CO

m oTpeba Ha

mOnwrn no eme Bama M COCTOÏOH HA MeCTOTO HA AAMHHHCT
Tpecka, nepudepen UyscrtBo Ha cna6oct Jloxanu3upan

OnLUTa CHA u

eHepruja (BKN. 3aMOP,
acTeHHja)

e71eM, HaMasieHa
4 © u

BKJI. MAJIAKCAHOCT) CAMA
6

+
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A: 3a6eneKaHH Kaj npeBeHlHja Ha TpoM6oemMGonuja (BTE) kaj BO3pacHH NallMeHTH, TIOMIOKEHN Ha

eIeKTHBHA OTIepalmja 3a 3aMeHa Ha KOJIK HJIM KOJICHO

B: 3a6enexauu Kaj repar1nja na JIBT, BE x npesexnuja Ha TIOBTOpyBalbe, KAKO MHOTY HCCTE kaj KEHH <
55 FOIIHHH
B: 3a6erexanu Kako HEBOOÖHYAEHH Kaj IIPeBeHIIHja Ha ATEPOTPOM6OTHYHH HACTAHH Kaj NAIMEHTA Mocse
AKC (no nepkyTaHa KopoHapHa HHTEPBEHUNjA)

* Bo u36pann cTyaun on pasa III Geme npumener cmeumdnumpan cereKTHBEH TpHCTAN 3a

co6npame Ha HeCAKaHH HaCTaHH. HHuaneHuaTa Ha HeCaKaHH peakilM He Ce 3TOJICMM M He

Geure HAeHTUbHKyBaHa HOBA HecakaHa peakllnja Ha JICKOT IIO AHaIN3aTa Ha OBHE CTYAHH.

Onuc Ha cenekTHpaHH HECaKAHH NeEjCTBa

3apa1n PapMaKkOJNOLIKHOT MeXaHH3aM Ha JejCTBO, ynotpe6ata Ha KcaperTo Moxe Na One noBp3aHa co

SPOsIEMYBalbe Ha PH3HKOT 3a OKJJITHO JIM jaCHO KpBaperse ON 6HJIO KO€ TKHBO MJIM OpraH LITO MOKC Ja
HOBCAC AO RIOCT XEMOparHuHa aHeMHja. 3HaUHTE, CHMIITOMHTC M jauMHaTa (BK1Y4YBAjKA PaTaneH HCXON)

BAPHPAAT BO 3ABUCHOCT OA JHOKAUHjJATA M CTCIICHOT HIN AOMKAHATA Ha KpBaperbeTO (BHAH nen 4.9

CnpapyBatbe co kpBaperse). Bo KIIMHHYKH cTyaun Ouse 3a6eexKaHH MJKO3HH KpBapeHa (TIP. emucTakca,
THHTUBAJIHH, TACTPOUHECTHHAJNHH, TEHATOYPHHAPHH, BKJIY4YBajKH AGHOPMANHO BATHHAJIHO HJM

3TOJICMCHO MEHCTPYAJIHO KpBapelbe) U AHEMHja, MHOry IIOHCCTO 3a BpeM€ Ha AOJNTOTPAjHA Tepanuja co

paBapokcaGan BO OHHOC Ha Tepanuja co BKA. Taka, nokpaj COOHBCTHOTO KJIMHMHKO Clleqerbe, MOKC Ja
ce KOPHCTH JAGOPATOPHCKO OANpeAyBälbe Ha BPEJHOCTA Ha XEMOIJIOGHH/XEMATOKPHT 3a AeTeKIMja Ha

OKYJITHO KpBapeibe U KBaHTH Ha KIIHHHYKOTO SHaverbe Ha OHHTJICHIHOTO kpBapere. PH3HKOT 3a

KpBapelbe Moxe Ja Ove 3roneMeH kaj ONPENEeHH TPyIIK Ha NAUAEHTH IP. HAHHEHTH CO HEKOHTPONHPAHA

TPOLOMKEHO.

TCIIIK2 apTepucka KOHKOMHTAHTHA Tepamnja IIITO Ha XEMOCTA3aTa (BUM
Pusnk 3a xemoparnja Bo WenoT 4.4 MexCTpyaJIHOT pera, e ma GE HHTEH3HBHPAHO H/AJIH

NE DHE

XeMoparuckuTe KOMIIIMKAIMM MODKQT na ce jaB ago CII 0, 3AIIEMETEHOCT, TJABOGOJIKA
HAN HeoGjacHeTo MoTeHe, AnchHea H Heo6jac GT pe
aHeMujata 3a6e1eXaHH Ce CHMIITOMM Ha cpueBa &epinj Ka Ko-TpannTe Wi AHTAHA NEKTOPHC

TCLIIKOTO kpBaperbe, kako3a Kcapento npnjasenn
m

ce TO3HATH KOMI p

KOMMapTMaH CHHAPOM 6y6pexHa HHcydnu f) Kako xhnonepbyanja
HechponaTnja MoBp3ava co ynotpeba Ha AHTHKOATYJI eBas1yallnjaTa Ha cocTojOata Ha

+

MauWeHTHTe Ha AHTHKOaryaHTHa Tepar1nja Tpebaa ce HA MOXHOCTA 3a XEMOPATHJA

[pujasyBaHe Ha COMHHTEJIHH HECAKAHH PEAKLHH
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IlpujaByBaHeTO Ha COMHHTOJIHM HeCAKAHH PCAKLMM IIO oxo6pyBaHe Ha JICKOT € B&KHO. Toa OBO3MOXyBa

KOHTHHYHPAHO CJICACHC Ha ONHOCOT KOPHCT/PH3AK Ha JIEKOT.

HecakannTe peakiMn ON JICKOBHTC Moxe NA rH HPHjABATE Bo HAHHOHANHAOT ICHTAP 3a

cbapMakoBurHnania TIpu ATeHIMjaTa 3a 1eKOBH U MEIHIHHCKU CpencTBa (yn.CB.Kupua u Meroxuj 6p.54
KaT 1) HH M0 eNeKTPOHCKA AT Mpexy 8e6 cTpanata Ha Arenugjara http://malmed.gov.mk/.

4.9 Tipegosupane

Bune 3a6enexaHu peTku cnyuan Ha Ipexosnpame 110 1960 mg. Bo cayuaj Ha npeno3nparse, naunenTor

Tpe6a BHHMATENHO Aa Ce HaOJbyAyBa 3AKOMILIAKALAH Of KpBapelbe WIM Apyru HECAKAHH peakuMu (BAAM

nen „CnpabyBame co xkpsapetse"). [lopaan orpanwuenata ancopnuuja, HajBucoKMoT ederr 6e3

HOHATAMOUIHO 3ToOuleMyBalbe Ha HPOCEUHATA 11a3Ma H3HOHKEHOCT, Ce OHCKYBQ CO CylIpaTepalleBTCKH AO3H

OH 50 mg puBapokcabaH roBeke,
He noctou crienn@uuen aHTHAOT Koj TO aHTATOHA3Hpa PaPMaKOHAHAMCKHOT edekT Ha pABapokcaGaH.

YnoTpe6aTa Ha aKTHBeH jarnen 3a HaMaïyBaHe Ha AlCOPIIHAjATA Ha PHBAPOKCA62H BO CHYUA) Ha

Hpexo3Apate, Mowe Ja ce 3eMe BO IIPENBHN.

Cupasysame co KpBaperbe

Jokonky ce HojaBu KpBaperse Kaj NaHHEHT Koj IIPHMa PABAPOKCAGAH, cieqHaTa AAMAHHCTpauHja Tpe6a

aa ce OHJIODKH MIM TepanAjaTa Ja ce npekHHe. PaBapokcaGax HMa TIONy->KHBOT OF MpHOmM«KHO 5 Ao 13

yaca (BAXA Aen 5.2). CnpaByBaHeTO Co KpBapeHeTo Tpe6a za One HHAUBHAYANHO, chopey TEKAHATA U

xoKauyjaTa Ha KpBaperseTo. [lo noTpe6a Moxe Aa ce ynotpe6u COOHIBCTH2 CHMIITOMQTCKQ Tepaf1nja, KQKO

MeXAHHUKa KOMMpecuja (np. 3a TCIIIK2 ENHCTAKCA), XHPYPIUKA XEMOCTA3A CO HPOLEAYPH 3a KOHTPOJIA Ha

KpBapelbeTO, HANOMECTYBAlbE HA TEYHOCTH H XCMOHWHAMWCKQ TOHAPLUIKA, KPBHH HPOH3BONH (NAKYBAHH

UPBeHH KJICTKM WIM CBCKA 3aMP3HATA IJIA3MÀ, 3ABHCHO OA ACOUHPAHATA AHeMHja HM KoarylomaTHja)

TPOMÖOUHTH.
Hokonky KpBapeHeTO He MO)KE Aa Ce KOHTposINpa CO Morope HQBCIICHHTC MePKH, TpeGa Ja Ce 3eMe BO

HPeABHA AAMAHACTPauHja Ha CHeumdHUueH IPOKOAryJIaHTeH ATEHC, KAKO KOHICHTPQT Ha IIPOTPOMÖHHCKH

KOMIIJICKC (PCC), KOHUEHTPAT Ha aKTHBHPaH NPOTPOMÖHHCKH KoMnsiekc (APCC) unu pekoM6HHaHTen

daxtop Vila (r-FVlla). Cenak, BO MOMeHTOB MMA MHOry Mao KJIMHMHKO MCKYCTBO CO yIIOTpeGaTA Ha

OBHe MEAAUHHCKH TPOH3BOJH Kaj HHAABHAYA KOM TIPAMAAT pHBapokcaGan. Ilpenopaknrte ce ucTo Taka

Oa3supaHH Ha OTPaHHYEHH He-KIIHHHYKH nonaTou. Tpe6a na ce 3eMe BO NPeABHA IIOBTOPHO HO3HPQHC Ha

PeKOMÖHHAHTEH hakrop VIIa, 4 THTpHpate BO 3aBHCHOCT OF NOAO6PyYBalseTo Ha KpBaperbeTo.
Bo 3aBACHOCT Of JIOK2JIH2T2 AOCTANHOCT, Tpe6a Ja ce 3eMe BO IIPCABMA1 KOHCyJITalMja co excnepT 3a

Koaryallmja BO CIIy4aj Ha rONEMH KpBapeHa (Bun Hes 5.1).

He ce oyekyBa npotamuy cynbar u BuTaMuH K ya BIMjaAT Ha AHTMKOATyNaHTHATA aKTHBHOCT Ha

paBapokcaGax. ma orpannueHo MCKYCTBO CO TpaHekCeMHUHA KHCeNHHA U HCMQ MCKYCTBO CO

aMHHOKAIPOHYHA KHCCJIHH2 M QIIPOTHHHH Kaj HHAMBHAYH KOM TIpHMaaT puBapokca6an. Hema HuTy

Hay4Ha TPHUHHA 38 KOPACT, HHTY MCKYCTBO CO YIIOTpe6aTa HA CHCTEMCKH XCMOCTQTHK AEIMONPECHH Ka)

HHAABHAYA KOM IIPHMaaT puBapokca6an. 3apa1n BMCOKOTO Bp3yBalbe HA PNBAPOKCabaH CO myla3Ma

IIPOTEHH, He ce OyekyBa TO} Aa One Anjannanpan. #
Ÿ ASIE Ve

VAN #, €
5. DAPMAKOJIOIIKH IIOIIATOIIM © &

5.1 @apmaxoqnuamcku cBojcTBa &

+>

@apMakorepalincka rpyna: : AHTUTPOM6OTHYHH areHcu, AAPEKTHA HHxuGUTOpvin, à
IVKon BOIAFOI
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MexaHu3aM Ha AEjCTBO

PnBapokca6an € BHCOKOCENEKTUBEH H1MPCKTCH HHXHÖHTOP Ha PakTop Xa co oparHa GHOPACTIONOKHBOCT.

Hnxnönunjara Ha d@axTop Xa ru npeKHHYBa BHATPELIHHOT M HAABOPEeLIHHOT NAT BO KoaryJlannoHaTa
kackana, UHXHGHUHjA M Ha dopMHpameTo Ha TPOMÖHH M pa3BOjOoT Ha KkoaryJlyMH.

PugapoxcaGaH He BPIIIM MHXHÖHLUMja Ha TPOMÖHHOT (akTHBHpaH qaxTop II) u He Bnujae Ha

TPOM6OLHTHTE.

DapmakonuHaMCKo NEICTBO
3a6enexaHa € AO3HO-3aBHCHa MHXHÖHUNja Ha daxTop Xa kaj 11yfe. PrBapokca6anor Bimjae Ha

NPOTOMÖHHCKOTO Bpeme (PT) BO 3aBHCHOCT ON AO3aTa H € BO OJHCKa Kopenalmja co HJ143Ma

KonnenTpaugjara (R value equals 0.98) kora HEOINaCTHH ce KOpHCTH BO ecejoT. Pas1myun peareHcu
AaBaaT pas11myHu pesy1marn. Untamero Ha PT Tpe6a Ja ce HanpaBu BO cekyHnn, 3apaqu Toa IITO INR
(International Noralized Ratio) e KaIHÖPHpaH 1 BAJHAHPAH CAMO 3a KYMAPHHH H He MOKC a Ce KOPMCTH
3a Guno Koj Apyr aHTukoaryaHT. Kaj nalMeHTM IIOHIJIOKCHM Ha TOJICMH OPTOIIEACKH XHPYPLIKH 3aDATH,
5/95 on npouenToT Ha npoTpoM6HHCkaTa akTABHOCT 3a PT (HeonsactuH), 2-4 uaca mo 3eMalbe Ha

TAÖIETHTE (BO BpeMe Ha MaKCHMAJIHHOT ebekT) e Bo oricer on 13 no 25 cexyHaM (GasHUHH BPCHIHOCTH

npen onepauuja 12 ao 15 cekynan).
Bo x1mHnyka bapmakonomka CTyAHja 3a YKHHYBabe Ha PABapokCaGaH Ouse OUEHETH

bapmako1nHamnkaTa Kaj 3ApABH BO3pACHH HCHATAHAUH (n = 22), ebekTuTe Ha noennHeunn 240311 (50 IU/

kg) Ha ABa pas11myHn BHJA HA KOHLEHTPATH HA TIpoTpoMOHHCKH KOMIIEKC, 3-daxtop TIL1 (dakrop II,
IX u X) u 4-baxrop ITLL (dakrop Il, VII, IX u X). 3-axrop NLL ru Hamann cpeqHuTe BpeqHOCTH Ha

Heonnactun PT ox npnônnxHo 1.0 cekyHna Bo pox on 30 MAHYTH, BO cnopey6a co HaMaJIyBäalbe ON

okosy 3,5 cexyHau 3a6enexaHu co 4-cpaxtop ITLL]. Cnporusno na Toa, 3-bakrop TILL uman noronem u

no6p3 CeBKyneH etbeKT Ha Bpakalbe Ha IIPOMCHHTC BO CHIOTCHATQ reHepaluja Ha TPOMÔAH OX 4-caxTop
TILL1 (suau zen 4.9).
AKTHBHPAHOTO TTAPUMjAHO TPOMÖOTLIACTHHCKO Bpeme (aPTT) u HepTest ce ucTo Taka MpoOHTHpaHH BO

3ABHCHOCT Of JO3ATA; CeIIaK THe He ce MpenopayyBaaT 3a Tpouenka Ha PaPMaKOHAHAMCKHOT ebeKT Ha

paBapokcaGax. Hema roTpe6a of MOHMTOpHpame Ha KOaryalMOHHTe MapaMeTpH 3a Bpeme Ha

JIeKyBarbeTO CO DHBQPOKC86QH BO pyTHHCKaTa IIpakca. Cemak, HOKOJIKY € KIIHHAUKH HHAHUHPAHO MOKC

Aa Ce M3MCP2T BPCHHOCTHTC Ha PABAPOKCAGAH CO KAIHÔPHPAHA KBAHTHTATHBHH AHTH-Xa TCCTOBH (BHAH
nen 5.2).

K1nnnuka edbukacuoct u Ges6eJHOCT
IIpesenyuja na sencka mpombembonuja (BTE) xaj nayuenmu nodnoocenu Ha enekmusHa xupypuKa
3QMeHQ HA KOJZK U KOZ6HO

K1nnnykara nporpaMa Ha puBapokcaGan Geile Taka AH3ajHHpaHa 3a na ja eDHKACHOCTA Ha

puBapokca6an Bo pereununja Ha BTE, T.e. mpokcuMaiva 1 HMCTQJIHQ Ana6oka BeHcka TpoM603a (BT)
n ITYJIMOHApEH em6onnsam (ITE) kaj nalHEHTH IIOHIJIODKCHM Ha TOJICMM OpTOMeACKH XHPYPIIIKH

UHTEPBEHLHN Ha JOJHUTe ekcTpemuTeTH. Ilpexy 9500 nauuenTa (7050 mauneHTn co KOMIIJICTH2 3aMeHa

Ha KOK, 1 2531 co KOMMJIeTHa 3AMEHA Ha KOJICHO) CE MCIIMTYB2HH BO KOHTPOJIHPAHA, PAHAOMH3HPAHA,

ABOjHO c1ena, KJIMHHHK2 cTyAnja on casa III, Ilporpama RECORD.
PusapokcaGan 10 mg CHHQIII AHeBHO, He nopaHo ON 6 Yaca HOCT-ONepaTHBHO € CIOPEAYBAH CO

eHOKCArAPAH 40 mg exHau AHEBHO, 3anouHyBajKH 12 yaca npen-ONepaTHBHO.
Bo cute 3 cryauu on basa III (Ta6ena 4), paBapokcaGaH CHTHWOHK2HTHO ja HaMaJin CTANKATA Ha

"HE 4 cmpr) uBKYIIHH BTE (6m1o kakBa BeHorpabekn OTKpHeHa CHMNTOMaTCka JIBT, He-

ronemu BTE (mpokcHmanna JIBT, He-aranxa ITE u BTE-noBpsaHa cMpT),

T,1asnaTa GesGeqHocHa KpajHa len, TOJIEMO KpBapelbe, NOKaxKa CH

TPCTHPQHH co pnpapokca6aH 10 mg 1 eHokcanapuH 40 mg.

BU

Wel 3a edukacHoct Ha Tlonatamy Bo cure HE Ha

CHMIITOMATCKA BTE (cumnromarcka JIBT, He-haranxa ITE, BTE-noBp3f fuprybenite Ga Bo

rpynaTa co puBapokcaGaH Bo cnopeqOa CO 3

A 46 Saye
+UP

Nye *
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TaGena 4: Ebuxacnocr u Ge3Gequoct og KAHHHUKHTE CTyAHu Bo pasa IIT

RECORD 1 RECORD 2 RECORD 3

Cryaucka 4 541 natmeHtu TIOMIOKEHH Ha 2 509 naumeHTH HOMIOKEHA HA 2 531 nauweHTH TIOANO>KEHH Ha

TOTaJIHa 32MOH2 Ha KOJIK TOTAJIHA 3aMEHA Ha KOJICHOnonynaumja TOTAJIHA 34MeHa Ha KOJIK

Aosnpame u Pusapokac6an ExoxcnapHu N Pusapoxac6an EHOKCHAPHH PupapoxacOan EHokcnapmH 11

BpeMmerpaeise 10 mr ox 40 mr on 10 mr of 40 mr oA 10 mr on 40 mr ox
no 3544 nena 124+2neHa 35+4 nena 124+2nena35+4 neHa 35+4 nena
onepaumjara
Toras1na BTE 18 (1,1%) 58(3,7%) <0,001 17 (2,0%) 81(9,3%) <0,001 79 (9,6%) 166(18,9%) <0,001
Tonema BTE 9 (1,0%) 24(2,6%) 0,014 (0,2%) 33(2,0%) <0,001 6 (0,6%) 49(5,1%) <0,001
CHMIITOMATcKa 6 (0,4%) 11(0,7%) 3 (0,4%) 15(3,7%) 8 (1,0%) 24(2,7%)
BTE
Tonemo 1(0,1%) 7 (0,6%) 6(0,5%)6 (0,3%) 2(0,1%) 1 (0,1%)
KpBapeHe

n

Anamu3aTa Ha CeBKYNHMTe Pe3yNTATU of MCIMTyBalbaTa on asa III ru norBpauja mofaTouuTe of
HHAHBHAYAJIHHTE CTyAHH BO OHIHOC Ha penykumja Ha ToranHa BTE, ronema BTE n camnromareka BTE
co puBapokca6aH 10 mg enHaui IHCBHO BO cnopen6a co eHoKcanapuH 40 mg AHEBHO.

JononHaTerHo Ha asa III on RECORD nporpamara Onna cnpoBereHa nocT-aBTOPH3ALHOHA, He-

HHTePBEHUUCKA, OTBOpeHa Tpynna cryanja (XAMOS) co 17 413 maumeHTn TIOMIOKEHH Ha ronemu

OpTONezCKH ONEPALHH Ha KOJIK ANA KOJIEHO, 3a Aa ce CIIOPCIM DHBQPOKC86QH CO Apyra PapMaKkOJIOIIKA

TpomGonpodunakca (craHxapien TPETMAH) BO PEANIHO-KHBOTHO ONKpyxyBame. Camnromarcka BTE ce

cayuura Kaj 57 (0.6%) nauweHTH Bo PuBapokca6an rpymata (n = 8778) u 88 (1.0%) kaj nannenTuTe BO

Ha rpynata co cTahnapaen Tpermax (n = 8635; HR 0,63; 95% CI 0,43-0,91); 6es6eqHocHa nonynannja).
Tonemu kppapema ce c1yunne Kaj 35 (0.4%) u 29 (0.3%) Bo paBapokcaGan TpynaTa u rpynata
co crannap1en Tperman (HR 1,10; 95% CI 0,67-1,80). Taka, pesynratute Oune Bo cormacHocT co

pe3yATATATE ON KIIYYHH P2HIOMW3HP2HM CTYAHH.

Tepanuja na JIBT, BE u npesenyuja na pexypenmna u BE
K11muuykata nporpaMa Ha pmBapokcaban Omna Ansajumnpana na AeMoHcTpnpa euKacHocT Ha

puBapokca6aH BO HHHIIMjanHa H KOHTHHyHpaHa Tepannja Ha akyTHa UBT u BE u npeBenuuja Ha

NOBTOPyBaälbe.
Ilpexy 12 800 naumeHtu One HCHHTYBAHH BO HCTHPM P2HIOMW3HP8HW KOHTPONHPAHH KJIMHHHKM CTYAMH

on taza III (Einstein DVT, Einstein PE, Einstein Extension u Einstein Choice) u qononHuTenHo Ousa

cripopeyena npenebuhnpana 06enaHaTa aHannaa Ha cryauure Einstein DVT u Einstein PE. CeskynHoto
KOMÖHHHPAHO Tepanucko BpeMeTpaewe BO CUTE CTYAMM 6uno 10 21 Meceur.

Bo Einstein DVT cryanjara 6une ncnutyBanu 3 449 naunentu co akyTHa ABT 3a Tepar1nja Ha IBT u

npepenunja Ha pekypeHTHa IIBT u BE (naumentute kon umare cumnromarcka BE One uckmy4eHu 011

crygujata). Bpemerpaeisero Ha Tepanujata OHIO 3, 6 un 12 Meceum, 3aBHCHO OA KIIHHHUKATA IIPOIICHKQ
Ha UCTPAIKYBAYOT.
3a axAuyjarna 3 HenenHa Tepanuja Ha akyTHa IIBT Gun nasan 15 m CBAIATH AHEBHO.

Tlotoa crexysan 20 mg pasapokcaGaH exHal AHEBHO. X

cp

BHCHO OA
Bo Einstein PE, 4 832 nannenTu co akyreH BE 6une ucnutysann 3apan) Ha
pekypentua ABT u BE. Bpemerpaeweto Ha Tepar1njara Ouso
KIHHHUKATA IIPOLIEHKA Ha HCTPAKYBAUOT.
3a uxuugjanna Tepanvja Ha axyTHa BE Ona nasan 15 mg PHBAPOKC in Meagasy saitpaiy/so Tek Ha 3

uenenn. Tloroa crenysan 20 mg paBapokcaGax CHHAIII AHEBHO.

Ha

>4
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Bo asere cryauu Einstein DVT u Einstein PE, pexumor Ha Tepanuja Ha KOMMapaTopoT Ce cocToes ON

eHOKcanapHH Jaen HajMal1ky 5 HEHOBH BO KoMGAHauHja co BATaMHH K anraronucr noneka PT/INR Gun

Bo TepaneBtekx oncer (> 2.0). Tepanujara Ouma nponomkeHa co BHTAMHH K aHTATOHHCT A03H0-

AHANTHPAH 3a Ha BpexxocruTe Ha PT/INR Bo TepalleBTCKH oncer on 2.0 no 3.0.

Bo cryanara Einstein Extension Gune ucnutysanu 1 197 TAUHEHTHA co [BT unn BE 3a npesennuja Ha

pekypenrna IBT u BE. Bpemerpaemero Ha Tepanuja Gnna 3a nononHuTenHa 6 12 meceun Kaj
TaLHEHTA KOU LITO ja 3app11m1e Tepar1njara no 6 no 12 Meceum 3a BEHCKa TPOM6eMÖONNja, 3ABHCHO ON

KJIAHUUKATA TIPOIEHKA Ha HCTpaxyBauoT. PuBapokcaGan 20 mg exHau: AHeBHO Gun cnopenyBaH Co

nnaue6o.

Einstein DVT, PE u Extension ynoTpeÖyBare MCTH npen-NebHHHpaHnn NPHMAPHH H CEKYHAAPHH Wes 3a

ecpukacnoct. IIpnmapnara uen 3a ecpukacHocT 6una CHMIITOMaTcKa pekypentHa BTE aebunupana Kako

36np Ha pekypentna JIBT, ua daranna usu He-batanna BE. Cekynnapnara yen Ha ebukachoct Ona
nebnHnpaHa kako 30up Ha pekypeHtHa JIBT, He-haranna bE u CCBKYIICH MOPTANHTET.

Bo Einstein Choice 3396 nauuexTu co notBprena CHMIITOMQTCKA IIBT w/a BE Kon ja KOMINIETHpane
6-12 meceuHaTa aHTHKoaryiaHTHa Tepannja Ouse HcHMTyBaHU 3a npeBeHLHja Ha (haranna bE nm He-

cbaranHa cuMnromarcka PeKypeHTHa IIBT unm BE. Tlayuentute co uHaukauyja 3a TposowKena
TepaliMCkH-03Mpana AHTHKOarynammja Ouse OTCTPaHETH on cTyanjara. BpemerpaemeTo Ha Tepamujata
6una no 12 MeceuH, 3aBACHO ON HHAHBHAYHAHHOT AaTyM Ha paHnoMnsaumja (cpenno: 351 nen). buno

crlopezyBaHO PHBapokca6aH 20 mg CAHAI AHeBHO A pasapokcaGan 10 mg exHaut AHeBHO co 100 mg
AUETHACANHLUNIIHA KHCeIMHaHalll AHEBHO.

IIpnmapnara wen 3a ecbukacHocT 6una cumnTomatcka pexypentHa BTE aednnupana Kako 36np Ha

pekypeutua JIBT, niu daras1na wiv He-cbatanna BE.

Bo Einstein DVT cryxujara (sum Ta6ena 5) 6uno IICMOHCTPHP2HO Jeka pHBapokca6aH € He-

undepnopen Ha exokcarapax/BKA 3a npamapHa uen Ha edukacHoct (p < 0.0001 (recr 3a He-

undepnopkocr); cTamka Ha pysuk: 0.680 (0.443-1.042), p=0.076 (recr 3a cymepnopHocr).
Ilpecneuudupannor BkyMeH KIHHHUKH OeHeduT (npaMapen wen Ha €ŸHKACHOCT Myc romemu

KpBaperba) Gun npnjasen co cranka Ha p¥3HK of 0.67 ((95% CI:=0.47 - 0.95), HOMHHAJIHA p BPCHHOCT

p=0.027) Bo kopacr Ha puBapokca6an. INR BpegHocTuTe Önne BO TepareBTCKH ofcer BO IIPOCCK OA

60.3% on BpeMeTO 3a CpenHo BpeMeTpaeRe Ha Tepanujata on 189 nenoBu u 55.4%, 60.1% u 62.8% on

BpemeTO 3a 3-, 6- u 12-MeceuHOTO IJIaHHPAHO BpeMeTpacibe Ha TEPAIIHCKHTE Tpylu, COOABETHO. Bo
eHokcanapuH/BKA rpymata, HeMaïo jacHa peraugja noMefy cpeqHoTo HuBO Ha TTR Bo nexTapor (Time
in target INR Range ox 2.0 - 3.0) Bo eqHaKBO AMMEH3HOHHPAHHTE TeplMePH H HHUNNEHNATA Ha

perypentHa BTE (P=0.932 3a unrepakumja). Bo Hajronemuor repunep cnopey WeHTapoT, CTATIKATA Ha

pu3uk co paBapokcaGan HacnpoTu BapdapuH Guna 0.69 (95% CI:; 0.35 - 1.35).

Crankute Ha HHLHACHHA 3a NPAMapHa 6e36enHocHa Ha CTyanjata (ronemu HJIH KIHHAUKH 3HAUAjHH
HE-TOJIEMH kpBaperba) Kako MH CekyHAapHa Ge36eHHOCHA Len Ha CTYAHjATA (TONEMN KpBaperba) Ouse
CJIMHHH 38 ABETE TepaneBTCKH TPYEHH. KOBU
Ta6ena 5: Pe3yATATH na 3 449 nauvenTH CO CHMIITOMATCKA akyT,

eukacunocr n 6e3s6eqHocT of
pasa III na Einstein
DVTCryancka nonynaunja rae:
Josnpame n BpemeTpaeise Ha PsapokcaGan"
Tepanuja on 3, 6 nam 12 meceum

N=1 731

d/
9A

6 ihay12up +3 2

VE *
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Camaromarcka pexypeHtHa BTE* 36 51

(2.1%) (3.0%)
Cumnromatcka pekypeHtHa BE 20 18

(1.2%) (1.0%)
28Cumntomatcka pekypeHtHa IIBT 14

(0.8%) (1.6%)
Cumnromarcka BE u ABT 1

(0.1%) 0
Darana BE/ cmpt kan BE He Mowe 4 6

Ja ce HCKIYUH (0.2%) (0.3%)
139 138Tosemn nn KJIHHHMKM 3HaUAjHH

H€-FOJEMH KpBapersa (8.1%) (8.1%)
Tonemu KpBapelba 14 20

(0.8%) (1.2%)
a) Pupapoxca6an 15 mg ABanaTu HHCBHO BO Tek Ha 3 HEJENH, CIEAEHO co 20 mg eHalll AHEBHO
6) ExokcarapyH HajMasky 5 AEHOBH, ce CoBriafa H € CJICHCHO co BKA
* p < 0.0001 (He-unbepnopHocr Ha npecrieumbuunpana cTanka Ha PH3HK OZ 2.0); cTanka Ha PH3HK:
0.680 (0.443 - 1.042), p=0.076 (cynepuopxoct)

Bo cryaujara Einstein BE (sugu taGena 6) 6uno rnokaxaHo jjeka puBapKcaOaH e He-HHppaopex BO

oxHoc Ha euokcanapun/ BKA 3a npumapHa uen Ha ebnxkacHocT (p= 0.0026 (TecT 3a He-xxpepaopaocr);
cTanka Ha pusuk: 1.123 (0.749 - 1.684)). IIpecneyudupanvoT BkyneH KIHHHYKH OeHeduT (npaMapHa
Wel Ha eDHKACHOCT Myc TOJICMM KpBaperba) Ou npHjaBeH co CTAIIKA Ha pA3HK on 0.849 ((95% CI:
0.633-1.139), HOMHYHAJIHA p BpenHoct p=0.275). INR spexxoctuTe Ouse BO paMKHTE Ha TepaneBTCKHOT
oncer BO mpocek 011 63% OA BpeMeTO 3a CpeqHO BpemeTpaerbe Ha Tepar1njara on 215 mena, a 57%, 62% u

65% ox BpeMeTo 3a 3-, 6- u 12-MeceuHOTO IIAHHPAHO BPCMCTP8CHC Ha TCPQIIMCKHTC Tpyny, COOABETHO.
Bo rpynata eHoKcanapHH/ BKA, HCMQJIO jacHa perauuja noMefy cpeqHoTo HuBO Ha TTR Bo HEHTapoT
(Time in target INR Range ox 2.0 - 3.0) Bo eqHakBo HWMCH3HOHWP2HMTO TCPIMCPM M HHUHACHLATA Ha

pekypexTHa BTE (p=0.082 3a untepakunja). Bo HajronemuoT repunep cnopex WeHTapoT, cTankata Ha

pH3HK CO paBapokcaGan HacnpoTu BapdapuH Onna 0.642 (95% CI: 0.277 - 1.484).

Crankute Ha HHUHAEHHA 3a npAMapHaTa 6e36eHHOCHA Wen (TONEMH ANA KJIMHMHKH 3HAUAÏHH HE-TONEMH

KpBapema) Ova Masiky IIOHMCK2 BO TeparleBTCKATA rpyna co puBapokcaban (10.3% (249/2412)) orkonky
BO TeparleBTCKATA rpyma co eHokcanapun/BKA (11.4% (274/2405)). HauyrennaTa Ha cekyHnapHa
6e36enHocHa uen (ronemu KpBapersa) Ova MOHHCKa BO TpymaTa CO pABapokcaGan (1.1% (26/2412))
OTKOJIKY BO TpynaTa co eHoxcanapHH/BKA. (2.2% (52/2405)), co cranka Ha pu3nK On 0.493 (95 % Cl:
0.308 - 0.789).

TaG6ena 6: PesyntaTu na ebukacnocr u 6e36enHocT on asa III na Einstein PE
Cryaucka nonynaumja 4 832 naunenTH co akyTHa CHMNTOMATCKa BE
Aoznpame u BpeMerpaeHe Ha Pusapoxca6an" Exoxcanapun/ BKA"
Tepannja 3, 6 unn 12 Meceum 3, 6 nu 12 meceuu

N=2 419 N=2 413
CHMIITOMATCKAa pekypeHtHa BTE* 50 44

(2.1%) (1.8%)
MHCKuCumntomatcka pekypeHtHa BE 23 20

gy
(1.0% (a 9

Cumntomatcka pekypeHtHa IIBT 18

(0.7%)
Camnromarcka BE uJIBT

1°0

4 3@atanna BE/ cmpt kan BE He Moxe 1 FE SX SU
na ce Hckny4H (0.5%) 8° AS

argv *

anANAM *
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Tonemu WIM KJIHHHUKH 3HA4AjHH 249 274
HE-TOAEMH KPBaperBa (10.3%) (11.4%)
Tonemn kppapera 26 $2

(1.1%) (2.2%)
a) Pupapoxcaban 15 mg ABANATH AHeBHO BO TCK Ha 3 HEJEJNH, CJIEEHO CO 20

6) Exokcanapux HajManky 5 ACHOBH, ce coBIlafa u e Creyexo co BKA
* p < 0.0026 (He-uHhepyopHocT Ha npecnelndnumpana CTanKa Ha pH3uK of 2.0); CTar1ka Ha PH3HK:
1.123 (0.749 - 1.684)

mg CAHAI HIHCBHO

Busia u3Beyena npecnenuuyupana o6ennHera aHasin3a OX pesyITATATE Ha cTyquuTe Einstein
DVT u PE (Bnxu Ta6ena 7).

Ta6ena 7: PesyitaTu ua ebakacnocr u 6e3GeqHocT ox oÖeanHeTa 2H2JIM32 Of pa3a III na Einstein
DVT u Einstein PE
Cryancka nonynaunja 8 281 nauMeHTH co akyTHa cumnTomatcka ABT nu BE
Jo3npare u BpeMmerpaerbe Ha Pusapokca6ax Exokcanapnx/ BKA
Tepannja 3, 6 unu 12 Meceun 3, 6 unu 12 meceum

N=4 150 N=4 131

Cumnromarcka pekypenrHa BTE* 86 95

(2.1%) (2.3%)
Cumnromarcka pexypeHTHa BE 43 38

(1.0%) (0.9%)
CumnromarTcka pekypeHtHa IIBT 32 45

(0.8%) (1.1%)
Cumnromarcka BE u ABT 1 2

(< 0.1%) (< 0.1%)
@aras1na BE/ cmpt Kane BE ne 15 13

MOXe Na ce HCKJIVHH (0.4%) (0.3%)
Tonemu HIM KIHHHUYKH 3HayajHH 388 412
HE-TOJIEMH KpBapeHa (9.4%) (10.0%)
Tonemu KpBapeHa 40 72

(1.0%) (1.7%)
a) PasapokcaGax 15 mg HBQIIQTH AHeBHO BO TeK Ha 3 H€JEJIA, CJIENEHO co 20 mg eAHALI AHEBHO

6) Exokcanapux HajMasky 5 AeHOBH, ce cogriafa 1 € cneeHo co BKA
* p<0,0001 (ne-uHhepnopHocr Ha mpecneynpu4Ho cranka Ha pusuk on 1.75); cTanka Ha pusnk: 0.886

(0.661 - 1.186)

Bun npnjasen npecrneuauuäpa BKyreH KIAHHUKH 6CHCOWT (NPAMAPHH PEsYNTATH Ha EHAKACHOCT

myc rOJeMH KpBapeHa) Of O6ennHeTaTa aHaM3a co cTanka Ha pusuk of 0.771 ((95 % CI: 0.614 -

0.967), HoMHHañHa p BpeaoCT p-0.0244).

Bo Einstein Extension cryanjara (nam Ta6ena 8) pusapokcaGan Ou cyrepaopen Ha naue6o 3a

TPHMAPHATE M COKYHHQPHHTC pesyITATH Ha ebnkachocr. 3a npaMapHaTa 6e36e1HocHa Lem Ha CTYAHjaTa
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6 nu 12 Meceun 6 usu 12 MeceumHoanparse u BpemeTpaerbe Ha

Tepanuja N=602 N=594
Cumntomatcka pekypentua BTE* 8 42

(1.3%) (7.1%)
Cumntomatcka pekypenrHa BE 2 13

(0.3%) (2.2%)
5 31Cumntomatcka pexypentua ABT
(0.8%) (5.2%)

Daranna BE/cmpt kage BE He Moxe 1 1

(0.2%) (0.2%)aa ce orbp.n
Tonemu KpBapema 4 0

(0.7%) (0.0%)
32 7Kaunuuxu 3HayajHH HE-TOJIEMH

kpBapeisa (5.4%) (1.2%)

a) Pusapokca6an 20 mg HIHCBHO
*
p < 0.0001 (cyriepnopHocT), cTanka Ha PUSH: 0.185 (0.087 - 0.393)

Bo Einstein Choice cryaujara (pau Ta6ena 9) xsara puBapokca6aH 20 mg u 10 mg Önne cynepHopHH Bo

oxoc Ha 100 mg aueTHNCANNUANIHA KMCCJIHH2 3a npAMapHa edukacuoct. l'IaBHHOT 6e36enHocex HCXoA

(ronemn KpBapeise) Gun CAMYeH 3a NAUHEHTUTE TpeTHpaHH OC paBapokcaGan 20 mg 1 10 mg exam
AHeBHO BO cnopen6a co 100 mg aueTuncannumnHa KHCETHHA.

Ta6ena 9: PesyntaTu na eukacuocr x Ge36equocT ox a3a III Einstein Choice
Crynucka nonynaunja 3 396 naunexTu co npoaomKenHa MpeBeHUMja Ha pekypeHTHa BeHCKa TPOM6eM6onnja

Tlo3uparwe Ha Tepanyja PuBapokcaGan 20 mg
CHHAIII AHEBHO OA
N=1107

PusapokcaGax 10 mg
OHIHAIII HHCBHO 011

N=1127

ACK 100 mg exam
HHOBHO 011

N=1131

Cpexxo BpeMeTpaeHe Ha

repannja
[HHTepksapranen or1cer

349 [189-362] nena 353 [190-362] nena 350 [186-362] nena

CHMNTOMATCKa 17 13 50

pekypexrHa BTE (1 5%)" (1.2%) (4.4%)
CHMIITOMQTCKA 6 6 19

pekypentHa BE (0.355%) (0.5%) (1.7%)
CHMNTOMATCKa 9 8 30

pekypexrHa IBT (0.8%) (0.7%) (2.7%)
Daranna BE/cmpr kage BE 2 0 2

He MODKO na ce (0.2%) (0.0%) (0.2%)
CHMNTOMATcKa 19 18 56

pexypentua BTE, MH, (1.7%) (1.6%) (5.0%)
MO304eH yAap, HAH He-
CBS . CHCTEMCKA

eMGoryja
Tonemu KpBapeHa 6 5

(0.5%) (0.4%)
Kaunuuxu 3HauajHn He- 30 22
TOJIeMH KpBapeHa (2.7%) (2,0%)
CHMIITOMATcKa 23 17

pexypenrua BTE una (2.1%) (1.5%)**

wuKHCKas
ove VE

44 aN
00.3
20r/ yee E

umoon
0 m(1

TOJICMM KpBapeHa (HETO
KIIHHHYKA KOPHCT)

OY&
+>
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*

p<0.001 (cynepuopocr) prBapokca6aH 20 mg og vs ACK 100 mg on; HR=0.34 (0.20 - 0.59)*
p<0.001 (cynepaopnocr) pasapokcaGan 10 mg on vs ACK 100 mg on; HR=0.34 (0.14 - 0.47)

*
PusapokcaGan 20 mg og vs ACK 100 mg; HR=0.34 (0.20 - 0.59), p=0.0009 (HomuHanen)*
PusapokcaGan 10 mg og vs ACK 100 mg; HR=0.34 (0.20 - 0.59), p<0.0001 (HomuHanen)

Bo npunor na dasa III on nporpamata EINSTEIN, 6usa crpoBereHa MpocnekTuBHa, HE-HHTEPBEHNNCKA,
orBopena rpyr1na cryanja (XALIA) co TwaBHa uemHa omyka, BKNy4yBajku 1 TIOBTOPJIMBH BTE, ronemu

kpBapeHa 1 CMpT. Bo KIIHHHUKaTa rpakca Ouse BKnyyeHH 5142 nalMenTu co akyTHa JIBT 3a na ce

HCnHTA NOATOPOYHaTa Ges6eqHOcT Ha puBapoKcaOaH BO cnopenda Co CTAHHAPAHATA AHTHKOATYNAHTHA

Tepanuja. CTankaTa Ha TOJICMM KpBapersa, noBTOpmMBM BTE y cute npHUHHA 3a CMPTHOCT 3a

puBapokca6aH 6nne 0,7%, 1,4% un 0,5%, coouBeTHo. Tlocroene Pa3THKH BO OCHOBHHTC KaPaKTEPHCTHKH
Ha MallMeHTHTe, BKJ1y4YBajKH BO3PACT, pak 4 OIIITCTYB2HC Ha Gy6pesuTe. Buna AcKOpHcTeHa IIPCTXOHHO

oApeneHa AHANH3A 3a onpenyBatbe HA HaMepaTa 3a NPHIATOHYBAHE KOH OCHOBHHTC H3MEPCHH pa3JIHKH,
HO OCTATOKOT M IIOKpaj H3HEHAJIYBAHETO MOXE Ja BJHjae Ha pesylTaTuTe. KoedwuMeHToT Ha

npACHOCOËTABA ONACHOCT, CIIOPCHCHO 3a PHBAPOKCAGAH M CTAHAAPAHATA Tepar1nja 3a rOJIeMH KPBAPEHA,
nosropraBu BTE u cute npauuxu 3a MOPTQJIMTCT Onn 0,77 (95% CI 0,40 1,50), 0,91 (95% CI 0,54 1,54)
x 0,51 (95% CI 0,24 1,07), cooxBetHo.
OBue pe3yiITaTv BO KIIMHHYKATA 1pakca Ce BO COTJIQCHOCT CO YTBpACHHOT 6e36exHOCeH npobun BO OBaa

HHAHKAUHjA.

Bo noct-MapKeTHHIUKa, He-UHTEPBEHNHCKA CTyAHja, Kaj noBeke on 40.000 nanmenrn 6e3 ucTopuja Ha

pak OZ YeTUph 3eMjH, HBa okca6aH ÖHN 3a TPETMAH HIM T u IIE.
CrankuTe Ha HACTAHH Ha 100 nalImeHTuH-TOAHHH 3a CHMIITOMATCKH/KIIHHAUKH acHH

BTE/rpoMm60eM6oNHUHH HACTAHH IIITO OBEAOA AO XOCHUATANH3ANHIA ce xsnxea on 0,64 (95% CI 0,40 -

0.97) so Benuxa Bputannja no 2,30 (95% CI 2,11 - 2.51) 3a l'epmanuja. Kpsapema Kou A0BeJe NO

XOCIIHTANH3aIINja ce NojaBune co CTQIIKM Ha HACTAHH Ha 100 TALUHEHTH-TOIAHH on 0,31 95% CI 0,23 -

0,42) 3a MHTpakpanujanHo KpBapeme, 0,89 (95% CI 0,67 - 1,17) 3a racrpouxTecTuHarno KpBapeme, 0,9%
CI 0.23 - 0,44 (0,9% CI 0,23 - 0,44) yporenutamHo kppapeme u 0,41 (95% CI 0,31 - 0,54) sa npyru
K BADeHA

co BMCOK H3HK H TPOjHO IIO3HTHBCH AHTUDOCDONHIH ACH CHHIIDOM

Bo Vctpaxysa4 cmoH3opmpaHa CTyAuja - PAHAOMH3HPAHA OTBOpeHa MYJITHICHTPHHH8 CTyanja co
3acnerieHa OleHKa JO KpajHaTa Wen Ha cTyanjara, rivaroxaban Geme cropexyBaH co warfarin Kaj
TAUHEHTH CO HCTOpAja Ha TPoM6o3a, AujarHo3a Ha APS x BMCOK PH3HK 3a TPOMÔOTHUHH HacTaHH

(NO3HTHBHH Ha cute 3 autubochonnmmaHn TECTOBH: JIyIyc AHTUKOATyIaHT, AHTHKAPAHONATHH
aHTATeJa u aHTH - Geta 2 ramkonpoteuH I aHTuTena), CTyanjara e IpenBpeMeHo HPEKHHATA TO

BKIy4yBame Ha 120 nauneHTH 3apann MoBeke TPOM6OTHHHH HACTAHH Mefy BO TPyTlaTa CO

rivaroxaban. CenHoTo BpeMe Ha creneme Guro 569 meHoBH. 59 nauueHTH Oye PAHAOMASHPAHH Ha

rivaroxaban 20 mg (15 mg 3a TAUHEHTHTE CO creatinine clearance <50 mL/min) u 61 Ha warfarin INR
2.0-3.0). Tpom6oemOoumcku HacTaHH ce jaBuse Kaj 12% ON NAIMEHTHTE PAHAOMASHPAHA H

(4 HCXEMHAHH MO3OHHH YAapu MHOKAPAHHA apktu). He 6une 3a6erexann Tp
Ha Tonemu KpBapema HACTAHANHQCTQHM Ka IIQLIMCHTHTC P2HIOMW3HP2HH

(7%) Bo rpynata Ha rivaroxaban a 2 maumnern (3%) Bo rpynata Ha warfarin. yo
u

Tlennjarpucka nonyrauuja
Esponckata MexnunHcka AreHuHja ce OTKaKa ON OGBpCKATA Ja TH HOAHÈCE pesysTa Te

rayGXCTY
co Kcapento Bo cuTe RIOHITPYIIM Ha nequjarpucka nonynalnja BO npeBeHIIH
TPOM6EMÖONHCKH HacTaHH(MHopMalinja 3a NequjaTpucKa ynoTpe6a BO AemOT 4.2).

<9x

>,
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5.2 DapMaKOKHHETCKH CBOjCTBa

Ancopnunja
Pupapokca6aH ce ancop6upa 6p30 co MAKCHMAAHa KOHUeHTpauHja (Ciax) 2-4 Yaca 110 3eMaHe Ha

TaOsleTuTe, Opay1HaTa an1copm1mja Ha pABapokcaGAH e peuñcH ICJIOCH2 U OPANHATA GHOPACTONOKIABOCT

e Bucoka (80%-100%) Bo xo3a on 2,5 mg u 10 mg, 6es pass1nka jan ce 3eMa Ha TNANHO WIM CO xpaHa,
3eMaHeTO Ha xpaHa He BiIMjae Ha pmBapokcaban AUC unu Cy, BO 03a Of 2,5 mg u 10 mg.

PusapokcaGan 10 mg TaGneTH Moxe ga ce 3eMa co HJIH 6e3 xpaHa. OapMakOKHHETHKATA Ha

puBapokcaGan e sMHeapHa ao okony 15 mg exam aHeBHo. Bo nopucokn 210311 pABApOKCAGAR NoKaKyBa

orpaHAueHa amcoprumja CO HaMaJeHa OnopacnonOuKNMBOCT M HamMayieHa cTanka Ha Ancopm1m!a co

3POJIEMYBalbe Ha o3aTa. Opa e HOHATJIACEHO BO COCTO 6M Ha riiaqHO OTKOJIKY BO CHTOCT.

DapMakoKAHETHKATA Ha puBapoKcabaH € yMepeHO BapHjaOHIHA CO WHTep-HHAMBMAyaHa Pas11nka

(CV%) on 30-40% He3aBHCHO Of Ha JEHOT Ha XHPYPTHjATA H AeHOT NoToa Kora Bapnjaßnnnocra e

HoBHCOKa (70%).

Ancopmunjara Ha PHBAPOKCAGAH 3aBHCH OA MCCTOTO Ha HCTOBOTO ocnoGonyBarbe BO

TACTPOUHTECTHHANHHOT TPaKT. BHO IIPHjaBeHo HaManyBa&e Ha AUC u Cmax on 29 % u 56 % Bo oxHoc

Ha TaOJIeTa, Kora puBapoxcadan rpaHylar Ou ocr106071eH BO IIPOKCHMAJIHOTO TCHKO [peBo.
MsnoxeHocTa HOIIOJIHHTCJIHO CE HamaslyBa Kora pHBapokcaGan Gun ocnoGomeH BO MCTQJIHOTO TCHKO

pepo MM HaropHoTo Aebeno upeBo. 3aToa, AIMMHHCTPAUMjara Ha PABAPOKCAOGH HMCTQAJIHO OA

DKCJIVAHHKOT Tpe6a na ce u36erxyBa, Onnejkn Toa Moe Ja PesyATHPA CO HaMaJIeHa ar1copn1mja u

H3JIOKCHOCT NOBp3aHa CO paBapokcaGan. Baopacnoroxnusocta (AUC nu Cmax) e cnopennasa 3a 20 mg

paBapokcaGaH aHMHHHCTPHPAH OPAJIHO KaKO CMaukaHa taOneta M3MCLIIQH2 BO jaGONKOBO nupe PJIM

CycmeHAMpaHa BO BONa M ANMHHUCTPHPaHa HPCKY TACTPHUHA LEBKA HIPOCJICACHQ CO TCHHQ XpaHa, BO

enopen6a co era TaGnera. Co orseA Ha NIPeNBHANKHBHOT, A03H0-NPOHOPUMNOHAJIEH dapMakoKHHeTCKH

npobnn Ha PHBapOkCaOaH, PE3yNTATHTE 3a Of OBaa CTYAHjA Ce BepojaTHO

IPHUMEHNHBH 3a IIOHWCKH 103M Ha PHBAPOKCAOAH.

HCTPAGyuHja

Bp3yBaeTO 3a myia3Ma HPOTEHHATE Kaj nyfe € BHCOKO, npnônuxHo 92-95%, Bo HajroneM zen 3a

cepyMCKHOT anOyMuH. BonymeHoT Ha xucrpn6yuuja e yMepen co V,, on oxony 50 IIUTpH.

PBnorpanchopmauyja 1 emHMAHauyja
Ox aAMHHHCTPnpaHaTa A03a Ha puBapokcabaH, peunch 2/3 ce NOMNOKHN Ha MeTaGomHa nerpanaumja on

KOH eAHATA HOJIOBHHA Ce H31ayyBa IIPeKy 6y6pesnTe, a ApyraTa IOJIOBHH2 npeky herçecoT.

JIpyrarta 1/3 on aAMUHUCTPHpAHaTa 1032 AUPeKTHO ce HanauyBa mpexy 6y6pesnre KQKO HerpoMeHeTa
aKTHBHA CYIICTAHIMja BO YPAHATA, TJIABHO mpeky akTuBHa GyGpexHa cekpeunja.

PusapokcaGan ce meTaGorusupa npeky CYP3A4, CYP2J2 u CYP-nesasuchn MexaHu3Mn.

OxcuyaTuBHata Aerpanau1mja Ha MOPONHHOHCKATA NONOBMHA A XHAPONH3ATA Ha AMHAHHTE BPCKH ce

FIaBHH MecTa Ha ÖnoTpaHckbopmaunjara. Bp3 OCHOBa Ha HH-BHTPO HCTPAKYBAHATA PHBAPOKCAGAH e

st ve oenCJIICTPQT Ha TpaHcnopTHute npotenuu P-gp (P-glycoprotein) u Berp (breast cancer

HenpomeHeTuoT pusapokcaGan € HajBakHaTa KOMNOHCHTa BO XYMaHaTa IN HaAHCK )

TOJICMH WIM QKTHBHH META6OJIHTH. Co CucTeMCKH KAHPEHC of oxony 10 Vuac ya ce

KJIaCHbnumpa kako CyrcTaH1mja co Mal KIHpEHC
DKHBOTOT Ha eNAMAHAUHA € 4.5 yaca. [lo opanHa anmunncrpaumja ent j&ra

IIOJIYDKHBOT OX 5 WO 9 yaca Kaj
alcopnyyyja a Kaj

MIIAAH HHAHBHAYH H TEPMHHAJIEH Toy
BO3pacHu.

OA CTANKATA Ha BEjai oti#pmunejfen
BQfoa 13.8 Kaj

a

+5
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Tloce6uu rpynu
Ton
He nocTojarT KJIMHMHKH PpereBaHTHH Pa3IHKH BO DapMakOKHHETHKATA U cbapMakOAMHaMuKaTa HOMEY
M@KH U KEHH.

ITocmapu nayuenmu
Tloctapute nalHEHTH NokakyBaaT IIOBMCOKM IIJIQ3M2 KOHICHTPQHHM BO OIHOC Ha IIOMJIQHMTC TAUHEHTH,
co cpexxn BpenHoctu Ha AUC 3a npa6nuxHo 1,5 HaT NOBACOKH, TJIaBHO KaKO PC3YJITQT Ha HAMAJICH

BKYIICH U peHaJIeH KJIIHPEHC. He € HOTPC6HO npararoayBae Ha A03aTa.

Pasnuunu Kamezopuu na menecna meoicuna

EkcrpeMHocTH Bo TenecHara TexuHa (<50 kg nnu >120 kg) uMaaT Mano ByIMjaHve Ha nnasMa

KOHLEHTpauHjaTa Ha paBapokcaGan (noManky of 25%). He e norpe6Ho npararonyBae Ha 103ATa.

Emnuukupasauku
He ce 3aGenexaHH 3HauajHH KJIMHMHKH HHTEP-ETHHYKH pa3JIHKH nomefy Genata, adpHuko
aMEPHKAHCKATA, IIITIAHCKATA, jATOHCKATA WIM KHHCCKQTQ TIOTIyNaIlNja, BO OHHOC Ha DapMaKOKHHETHKATA
u PapMaKOHAHAMHKATA Ha PHBAPOKCAGAH.

Xenamannu napywyearoa
Tlaunentu co HHpo3a co yMepeHo XCIIQTQJIHO HapyliyBaHe (knachbnumpano Kako Child Pugh A)
TOK@KyBaaT CAMO MaJIH IIPOMEHH BO (PapMaKOKHHETHKATA Ha pHBapokcabaH (nokauyBake 3a 1.2 naTu Ha

AUC ua puBapokcaGaH BO IIPocek), pEuACH CHOPEANIHBO AO HHBHATQ 31paBa KOHTPOJIHQ rpyna. Kaj
TaUHEHTH CO HHPO3a CO yMepeHO XCIIQTQJIHO Hapy111yBaise (Knachbnunpano Kako Child Pugh B) AUC
Ha paBapokcaGan Gua 3HadajHo noBHcoka 3a 2.3 naTH BO OHIHOC Ha 31paBaTe 106poBonum. Hesp3anata
AUC 6nna 3ronemena 3a 2.6 naru. Kaj opve nauneHTH McTO Taka € 3a6e7exaHa HAMQJICHQ 6y6pexHa
EJIMMHHALMja Ha PABAPOKCAGAH, CIM4Ha Ha NAUHEHTATE CO yMepeHo 6y6pexHo HapylilyBalbe.
He nocrojaT noxaTouH 3a NaUMEHTH CO NOTeLIKH XCIIQTQJIHM HapylllyBatba.
HuxuGuuujara Ha akruBHocra Ha (pakTop Xa Guna sromemena 3a 2.6 IIATM Kaj HAUHEHTH CO yMepeHo
xerlara1Ho HapyllyBarbe BO cnopez6a co 3ApaB M06poBonum; Npononrauujara Ha PT e cam4Ho

3romeMeHo 3a baktop 2.1. Ilaunertu co yMepeHo XCIIQTQJIHO HapyllyBare Ouse IIOOCETIIHBH Ha

puBapokcaGan, xoBeuyBajku no OK/OA nospsanocr Mery koHueHTpauyjara u PT.
PuBapokcaGan € KOHTPAHHAAUAPAH Kaj MALMEHTH CO XCIIQTQJIHQ 6onecT HOBP3aHa CO KOATYJIONATHjA u

KIHHHUKH 3HA4ACH PH3MK 3a KpBapee, BK1yuyBajK4 HAPOTHUHA nauneHTH co Child Pugh B Bu C (um
nen 4.3).

By6peaxcuu napywyearoa
3aGenexaHa € 3TOJICMCHQ M3JIODKCHOCT Ha pHBapokcaGaH Koja Kopenmpa co HamMaseHa 6y6pexHa
yxkuuja, OIICHCTQ npeky OAPEAYBAHE HA KpeaTHHMHCKHOT Kiinpenc. Kaj myfe co JIecHo (KpearuHnH
x1npeHc 50-80 ml/MuH), yMepeHo (KpeaTu upenc 30-49 ml/mun), H TEIIIKO (KpeaTHHHH KIIHPEHC

15 ml/mun.

Bunejku paBapokcaGaH BO Hajromem

3a

Anjannanpa.

15-29 ml/mux). 6y6pexHo vAmuertpaumjara Ha puBapoKcadan (AUC) Gura
sronemeHa 3a 1.4, 1.5, 1.6 natu
STOJIEMYBArbe Ha «eheKa) O JI@CHO, YMepeHo MU Teluko 6y6pexHO

e dbaxtop 1.5, 19Ha ak 2.0,
pecneKTHBHO BO croper6a co 3A Ha PT e crauxo 3royie CHa

1.3, 2.2, u 2.4 nocrenoBar Ho
$ pau

3% 9
*

He ce o4eKyBa Aa ce
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He ce npernopauyBa yroTpe6a Kaj NaLHeHTH CO KpeaTHHHH KnMpeHc <15 ml/mun. PupapokcaGan ce

ynoTpeGyBa CO BHAMAHHE kaj NALHEHTH KOM HMAAT KpeaTuHuH Kinpenc 15-29 ml/Mun (Bugu nen 4.4).

DapMaKOKHHETCKH NOHATOLNH Kaj NALHEHTH

Kaj nauMeHTH Kou npaMaaT puBapoKca6an 3a npesenudja Ha BTE 10 mg EAHAlI AHeBHO reomerpuckata

cpexxa KoHueHtpaunja (90% ripengaren HHTepBal) 2-4 uaca u oKony 24 uaca noce xo3aTa (rpy6o
UPHKAKAHH MQKCHMQJIHM MH MHHHMAJHH KOHNEHTPAIMH 3a BpeMe Ha JO3HHOT HHTepBan) Guna 101 (7-
273) u 14 (4-51) ug/l, coogBetHo.

ADMAKOHHHAMCKA IOBD3QHOCT

DapmarkokuHercka/bapmakonnHamcka IoBp3aHocT (®K/O]) nomefy puBapoxca6baH u apyru OJ1 nenn

(nnxu6nunja Ha cbaxtop Xa, PT, aPTT, HepTest) e epanynpana no anMmuHHCTpaumja BO IIIWPOK oncer Ha

aosu (5-30 mg AHeBHO). Tlospsanocta Ha KOHIIEHTPauImjaTa Ha pABAPOKCAGAH CO AKTHBHOCTA Ha

axrop Xa e Haj106po onumana BO MOHICJI Ha Emax- 3a PT, HHHEAPHHOT MpekMHyBadKK Moen noxo6po
TH 06jacHyBa NogaTounte. Bo 3aBHCHOT Of peareHcuTe Kou ce KopucTaT 3a PT, kpuBaTa Moxe 3Hauajno

aa ce pas1mkyBa. Kora ce kopucten Heonnacrux PT, 6a314H0To PT e oxony 13 cekyHan u KpuBata 6una

okony 3 no 4 s /(100 ug/l). Pesynratute on aHanu3ata Ha DK/DJI on chaza II a III ce Kon3ucTeHTHu co

HOAATOUHTE YTBPACHH Kaj 34paBu AOOpoBonun. Kaj naunenrure, OCHOBHUTE bakrop Xa u PT Oune nog
BJIM aHH€ Ha XHPyPILIKATA HHTeBEHUMja AOBeAyBajKH AO pa3IUKAa BO KOHUCHTPaumja-PT kpuBata nomery

TIOCT-XHPYPIUKHOT AeH 1 CTA6WJ1HATA cocToj6a.

Ilennjarpucka nonynaumja
bes6equocta u ehukacHoCTa Ha paBapokcaGan 3a HHANKAUMja 3a TIpHMapHa npeseHuyja Ha BTE kaj nena
H anonecueHTH 10 18 roquHH He € NOTBPAEHA.

5.3

He-K1uHn4KHTe TOHATOUH IOKAKYBAAT Deka HE MOCTOH OIIQCHOCT 3a JIyFeTo Bp3 OCHOBQ Ha

KOHBCHIIWOHQJIHH CTYAUH 3a 6e36eqHa dapMaKoNnoTuja, TOKCHHHOCT IIPH eJHHOKPATHO HO3HpaRe,

(OTOTOKCHYHOCT, TEHOTOKCHYHOCT, KAPUHHOTEH HOTEHHAjAN H jyseunnna TOKCHYHOCT.

Ecexture 3aGenexaHH BO CTYAMH Ha AO3HO-NOBTOPYBAHA TOKCHYHOCT Ce HOJDKAT TJIQBHO Ha

TIOTEHUAPAHATO dapMakoAMHaMCKO JejcTBo Ha puBapokca6an. Kaj craopuu, 3a6enexan 3TOIEMEHH

Bpegoctu Ha IgG u IgA Bo KIHHHYKH peseBaHTHH pAMKH.

Kaj cTaoplm He ce 3a6enexaHu edeKTH Bp3 MaIUKATA u DKCHCK2T2 PEPTHJIHOCT.
4

HE NOKa@Kaa PenpOAYKTHBHa TOKCHHHOCT MOBp3aHa CO cbapMakosouKnoT M

PHBapokca6an (mp. XEMOPATHUHH kKOMMIMKayun). [pu KnMHHYKH 3Hauajn

HaManeHa OTIIOPHOCT Ha IIOHMJIOAOKOT BO 403M TOKCHUHH 3a KEHKHMTE.

3a6enexana € emOpuo-eTanHa TOKCHUHOCT (HOCT-AMNNAHTAUACKH TYÖHTO w
x

ocnubukaumja, MYJITHIIJIH CBCTJIM XEIaTHUHH AAMKH) M 3TOJIEMEHA HHI
M Npomenu Bo npe nocT-HATANHH CTyAuM ka

+

6. DAPMATTEBTCKH TOJATOUN

6.1 JIucra na ercnnunnench:
Janpo
MukpokpHCTanHa
HarpuyM kpockapMeno3a
JlakTo3a MOHOXHAPAT
Xunpomesosa (2910)
Hatpuym naypnneynbar
Marke3uyM CTeapar
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O6BuBka
Maxporon (3350)
XunepMmenosa (2910)
Turannym anokcux (E 171)
KeseseH okcHA upBeH (E 172)

6.2 HHKOMnATHÔHIHOCT

He e npuMmennngo.

6.3 Por Ha Tpaeme

3 TOAHHH.

CxpmeHu Ta6JIeTH

Cxpuenute TQ6JICTM PHBAPOKCA6aH ce CTa6HJIHH BO Boya H BO Tape ON ja6onka Jo 4 yaca.

6.4 Hauun Ha

Hema noce6HH ycIOBH Ha YyBälbe.

6.5 IIpnpona H COHPDKHH2 Ha HAKYBAHCETO

PP/ Anymunnymcka Önnctep bonnja unm PVC/PVDC/A anymunnymcka Onuctep oruja Bo kyruja ON

no 10 u 30 Ta6nern.

6.6 HHcTpykunn 3a YnOTpeOa A APYTA HHCTPYKIHH

Cexkoj HCMCKOPMCTCH MEAHLIAHCKH IIPOH3BOA HIN OTIIQICH MaTepHjan Tpe6aa One OTCTPAHET BO

COTJIQCHOCT CO JIOKEUIHHTC

Kpuretse Ha TaÖIeTH
Ta6netute PuBapokcadan MOKC Aa Ce CKPIIIQT H paCTBOPAT Bo 50 ml Boga u Ha ce ANMHHHCTPHAPAA

IIPCKY HA3OTACTPHUHA IeBKA WIM ICBKQ 3a TACTPHYHO XPAHEHE, OTKAKO Ke Ce NOTBPAH NOCTAByBArseTO
‚Ha ICBKQTQ BO KeJlyIHUKOT. Tlocne Toa, neBkaTa TPe6a 1a ce H3MHE CO BO]. Bunejkn ar1copnunjaTa Ha

pBapokcaGaH 3aBHCH ON MCCTOTO Ha OCH0601YBARE Ha aKTHBHATA CYTICTAHIlMja, TPe6a 1a ce 436erHyBa
aMHHHCTPaunja Ha PHBAPOKCa6aH HMCTAJIHO BO KEIIYIHHKOT, TOa MOxe 1a pesyTHpa CO

HamMasiena ar1copruMja, à CO Toa U HaMaslyBalbe Ha P3JIODKCHOCTQ Ha AKTHBHATA CynCTaHuAja. EHTeparo
xpaHelbe He € NOTpeÖHO BEAHAIL IIO ANMHHHCTPaumja Ha TabneTH on 10 mg.

7. HOCHTEJ HA OIIOBPEHHETO 3A CTABABbE B POMET
a> RNAVE

Bayer doo Ljubljana, IIpercrashn1uTBo Cxonje,
Va. Autos Tonos 6p.1, nor. 4/me3./nam.2, 1000 CKonjé x = os

WA, rs mr"% SoD
8. BPOJ HA OJOBPEHHETO 3A CTABAHE HA E

Kcapento 10 bunm-o6nomxenn Ta6netu: 11-6614/4 + AuPo
Nig w
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IPOMET H JATYM HA9, IATYM HA IIPBOTO OIIOBPEHIE 34 ABA
IIOCJIEIIHOTO OBHOBEHO OAOBPEHHE?

>
2

Kcapenro 10 dunm-o6noxenn TaGnetu: 21.03.2017 4

&
13N3r9v * 5 ©

>4

10. AATYM HA IIOCJIEIIHA PEBV3UJA HA TE sy +
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