HPUJIOKEHHUE I

KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA



1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Pradaxa 75 mg TBBpaM Kancyau

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Bcesika TBBpaA Kancyna ceabpka 75 mg gaburatpan erekcuiar (dabigatran etexilate) (kaTo mesunar).

3a IIBIHUA CIIMCHK HA IIOMOII[HUTE BEIIECTBA BIDKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA

TBBpaa kancyna.

Karncynu ¢ 6510 Henmpo3pavHo Karave U 0510 HEMPO3pavHo TSIIO € pa3Mep 2, HAITBITHEHO C )KBJITCHHKABH
nenery. Kanadero e mamMmnoBaHo chC CMMBOJIa Ha kKommanusta Boehringer Ingelheim, a tsmoro — ¢ “R75”.
4. KJIMHNUYHU JAHHU

4.1 TepaneBTHYHHU MOKA3ZAHUS

H"prI/I‘IHa IMMPEBCHIM HAa BECHO3HU TpOM60€M6OJ'II/I‘IHI/I CcHOUTHUA IIpu Bb3paCTHU NAITUCHTH, IIOJAJIOKCHU Ha
IJIAaHOBO LAJIOCTHO MPOTE3UPAHC HA Ta306ez[peHa CTaBa WJIN LOAJIOCTHO NPOTEC3UPAHE HA KOJIAHHA CTaBa.

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

2 losnpomca

IHvpeuuna npeeeHyus Ha 6eHO3EH MPOMOOEMDOIUIHM DU OPMONEOUUHA XUPYP2USL

[penopbunrtennata no3a Pradaxa u mpobKUTETHOCTTA HA TEpAIKATA 33 IBPBUYHA ITPEBEHIIHS HA BEHO3CH
TpoMO0EeMOOIM3bM IPH OPTOIIEANYHA XUPYPIHs ca MoKa3aHu B Tabiuna 1.



Taoauma 1:

l'[penopmm 3a 103MPOBKaTa U NPOABL/IKUTEC/IHOCTTA HA TEPANIUATA 3a MbPBUYHA

NpeBeHIMsI HA BeHO3eH TPOM00eMO0IN3bM NPH OPTONeANYHA XUPYPIrusl

HauaJjio na Honabp:kama IMpoabaxkuTeIHOCT
JIeYeHHeTo B IeHA HA | 1034, HA MPUJIOKEHHETO
omepamnusTa, NMPUJI0KEHUETO | HA MOATbpPKAIATA
1-4 yaca caen HA KOSTO no3a
3aBbpPIIBaHE HA 3a104Ba B
omepamnusita HPBHUS JIeH
caen
onepamnusita
ITannenTy ciaen IIAHOBO 220 mg Pradaxa,
MpOTE3UpaHE HA KOJISTHHA CTaBa BEJIHBXK JHEBHO, 10 nam
T ———— €JIHa KaricyJia oT MIPHETH 110
MPOTE3MPaHe Ha Ta300eIpeHa cTaBa 110 mg Pradaxa popvara Ha 28-35
2 xarcyiu ot AHA
110 mg
Ilpenopvusa ce namansgane na
odozama
[Naruentu ¢ ymepeno Ob0pevHO
yBpexaane (KpeaTHHHHOB
xupbHe, CrCL 30-50 ml/min) 150 mg Pradaxa | 10 nxu

HaI_[I/IGHTI/I, KOHWTO 1IOJIy4daBaT
ChIIBTCTBAIIIO BepaHaMI/IJ'I*,
aMHOJapOH, XUHUIWH

ITanmenTy Ha wiu Hax 75-roguIliHa
Bb3pacT

€JIHa KarcyJa oT
75 mg Pradaxa

BEAHBX JHEBHO,
NPUETH IO
(dhopmata Ha

2 Karcysiu ot

75 mg

(npore3upaHe Ha
KOJISTHHA CTaBa) WIH
28-35 quu
(mpore3upaHe Ha
Tazo0eIpeHa cTaBa)

>kl_IpI/I MNanueHTH ¢ YMEPCHO 6’B6p€‘IHO YBPCXKIAAHC HA CHIIBTCTBAILO JICHCHUC C BEPAIlaMUJI, BUXKTC

CrienmaTHy TIOTTYJIaITiH.

W npu nBara Buja NpoTe3upaHe, ako HE € OCUTYPEHa XeMOCTa3a, HauyaJloTo Ha JIEYEHUETOo TpsaOBa 1a Oble
OTJIOKEHO. AKO JICYEHUETO HE € 3all0YHATO B JEHS Ha OllepalysTa, To Tpsa0Ba J1a 3alouHe ¢ 2 Kalcyiu

BEIHBK JTHEBHO.

Ouenka Ha 6vbpeunama yHkyus npedu 3anoysane Ui no epeme Ha aevyeruemo ¢ Pradaxa

[Ipu Bcnuky manyueHTH ¥ 0COOEHO B cTapuecka Bb3pacT (> 75 roguHm), Thid KaTo 0bOPEeYHOTO YBpEKIaHe
MOJKE JIa € 4eCTO CPeIaHo IPHY Ta3u BH3PacToBa rpyma:
. [Ipenu 3anouBane Ha jeueHue ¢ Pradaxa 0b0peunaTa QyHKIMs TpssOBa 1a ObJe OICHEHA Ype3
n34HciIsiBaHe Ha KpeaTuHHHOBHA KiMpbHC (CrCL), 3a na ce M3KII0YaT NalueHTH C TEKKO ObOpedHO
yBpexaane (T.e. CrCL < 30 ml/min) (Bx. Touku 4.3, 4.4 u 5.2).

. BbrOpeunara ¢pynkuus TpsiOBa n1a Ob/ie OlleHEeHa ChILO U PH ChbMHEHUSI 3a BIIOIIAaBaHe Ha ObOpevyHaTa

(YHKIHS TI0 BpeMe Ha JICUEHUETO (HaIlp. XUIIOBOJIEMHUS, IEXUAPATAIH, U TIPY CHITHTCTBAIIA
ynotpe0a Ha HAKOM JIEKAPCTBEHH MPOAYKTH).

MetoasT, KOWTO TpsAOBa Ja ce M3MO0JI3Ba 32 OlleHKa Ha Ob0peunata pynkuusa (CrCL B ml/min), e MeToabT Ha

Cockcroft-Gault.

Ilponycnama 0oza

HpenoquBa C€ aa CC MpOABJIKHU C OCTAHAINTE CKECAHEBHU 103U Pradaxa mmo ChbIIOTO BPEMCE Ha ClICABallIuA

JCH.

HBOﬁHa J03a, € ICJI KOMIICHCUPAHE Ha IIPOIyCHATUTE J03U, HC TpSI6Ba Ja Cc¢ nmprucma.
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Ilpexkpamssane na npuema na Pradaxa

Jleuennero ¢ Pradaxa He TpsiOBa ja ce npekbeBa Oe3 siekapcku cbBeT. [lanuenTure TpsioBa jga Obaat
MHCTPYKTHPAHU J1a CE CBBPIKAT C JIEKYBAIllUs JIEKAp, aKO Pa3BUAT CTOMAIIHO-YPEBHU CUMIITOMH, KaTO
Jqucnencus (Bx. Touka 4.8).

Ilpomsana na revenuemo

[IpemunaBane ot neyenne ¢ Pradaxa kbM mapeHTepalieH aHTUKOATyJIaHT:
[IpenopbuBa ce u3uakBaHe OT 24 yaca ciies HocieaHaTa /103a, Ipeau aa npemuHere ot Pradaxa keMm
napeHTepalieH aHTUKOaryJianT (Bx. Touka 4.5).

[IpemMuHaBaHe OT JeUeHHE C MApEHTEPaJIeH aHTUKOAryJIanT KbM Pradaxa:

[TapeHTepaTHUAT AHTUKOATYJIAHT TPAOBa Ja ce MPEeKbCHE U Aa ce 3anoune Pradaxa 0-2 gaca mpexan yaca,
Ha3Ha4eH 32 IPHEMAaHEeTO Ha CJIeBaIlaTa 103a OT aITEPHATUBHOTO JICKAPCTBEHO CPEACTBO WM TIPH
MpeKpaTsBaHe Ha JICYEHUETO, B CIydall Ha HENPEKbCHATO JieueHHe (Hanp. HehpaKIHOHUPAaH HHTPABEHO3EH
xermaput (UFH) (Bx. Touka 4.5).

Cneuuafmu nonyaayuu

bvopeuno yepescoane

Jleuennero ¢ Pradaxa npu nanuenTu ¢ Texxko 060peuno yspexaane ( CrCL < 30 ml/min) e
MIPOTHUBOIIOKA3aHo (BXK. ToUKa 4.3).

[Tpu nanmentu ¢ ymepeno 660peuno yBpexaane (CrCL 30-50 ml/min) ce npenopbyBa HamMalsiBaHe Ha
no3ata (Bx. Tabnuua 1 mo-rope u Touku 4.4 u 5.1).

Cvnvmcemesawa ynompebda na Pradaxa u cnabu 0o ymepenu P-enuxonpomeunosu (P-gp) unxubumopu, nanp.
amuooapom, XUHUOUH UlU 8ePanamu

Jo3ara Tpa6Ba 1a 6b1e HaMajeHa, KakTo € Moco4eHo B Tabmuna 1 (Bx. cpmio Touku 4.4 n 4.5). B To3u
ciryyaii, Pradaxa v Te3u mekapcTBEHH MPOAYKTH TPsIOBa Ja ObJaT NpUEMaHu 10 €JHO U CHII0 BpPEME.

[Ipu maruenTH ¢ yMepeHo OBOPEYHO YBpEKJaHe U ChITHTCTBAIIO JICKYBaHH C BeparaMui, go3ara Ha Pradaxa
TpsOBa ga ce HaMamu 0 75 mg gHeBHO (BX. Touku 4.4 u 4.5).

Cmapuecka év3pacm

[Ipu naumenTy B crapyecka Bb3pacT > 75 roauHM_ce MpenopbyBa HamMallsiBaHe Ha Jj03aTa (Bxk. Tabuuna 1 mo-
rope u Touku 4.4 u 5.1).

Tenecno meano

WMa MHOrO OrpaHndeH KIMHUYEH OIUT C MPENOPhUYUTEIHATA T03UPOBKA MTPH MALUEHTH C TEJIECHO TETJIO

< 50 kg wim > 110 kg. Karo ce umaT npeaBua HaTMYHUTE KIMHUYHE U KHHETUYHH JJaHHU, KOPEKLIUS Ha
7i03aTa He € HeoOxoaumMa (BK. ToUka 5.2), HO ce MpenopbyBa MoJpoOHO KIMHUYHO MIPOCieAsBaHe (BXK. TOUKA
4.4).

Ilon

He ce nanara kopurupane Ha fo3ara (BxX. Touka 5.2).



Ileouampuuna nonynayus

Ymotpebata Ha Pradaxa HsiMa ChOTBETHO MPUIIOKEHNE B TIEAUATPUYHATA TIOITYJIAIHSI IPY TTOKA3aHHE
ITEPBUYHA MPEBEHITNS HA BEHO3HH TPOMOOEMOOINIHY CHOUTHS TIPH MTAIIUEHTH, KOUTO Ca OWIIN TTO/IIOKECHH
Ha TIAHOBO ISUIOCTHO MPOTE3NpaHe Ha Ta300eApeHa cTaBa WK ISUIOCTHO IIPOTE3UpaHe Ha KOJISHHA CTaBa.

Hauun Ha OPUITOKCHHEC

Pradaxa e 3a nepopaiiHO mpHIIOKEHHE.

Kancynure morat na ce npuemat cbe niu 6e3 xpana. Kancynara Pradaxa TpsiOBa na ce reaTa msuia ¢ yama
BOJIa, 32 J]a C€ yJIECHH JOCTUTAaHETO H 0 cToMaxa.

[MarmenTure TpsiOBa a OBJAAT HHCTPYKTUPAHU JIa HE OTBAPSAT KarcyJiaTa, Thil KATO TOBa MOXeE Ja IOBUIIIN
pHCKa OT KbpBeHE (BXK. TOUKH 5.2 1 6.6).

4.3

4.4

l'[ponmormmwamm

CBpBX4YYBCTBUTEIIHOCT KbM aKTUBHOTO BEIIECTBO WIIM KbM HSKOE OT IIOMOIITHHUTE BEIIECTBA,
n30poeHu B T. 6.1

[MarmenTn ¢ Texko 660peuno yBpexaane (CrCL < 30 ml/min)

AKTHBHO KJIMHUYHO 3HAYUMO KbpPBEHE

Jle3us wim chCcTOSTHYE, KOETO CE ONpeIelis KaTo 3HAYUM PUCKOB (PaKTOp 3a rojisiMo KbpBeHe. ToBa
MOJKE Jia BKIIFOUBA HACTOSIIIH WJIA CKOPOIIIHN CTOMAIITHO-YPEBHU Pa3sA3BSIBAHUS, HATNYHETO HA
3JI0KQ4E€CTBEHU HOBOOOPA3yBaHUs ¢ BUCOK PUCK OT KbPBEHE, CKOPOIIIHA MO3bYHH MJIM IPhOHAYHHU
HapaHsSBaHUs, CKOPOIIHU MO3bYHH, TPHOHAYHN WJIM OYHU XUPYPTrUYHNA UHTEPBEHIIMH, CKOPOILIEH
BBTpEUEperieH KPbBOU3JINB, U3BECTHU TN BEPOSTHH BapHUIIM HA XPAHOIIPOBOJIa, HA aPTEPHUOBEHO3HHI
MajiopMaluy, ChJOBH aHEBPU3MH UJIH FOJIEMH BHTPErpbOHAYHHU HJIK BBTPEMO3bYHH ChIOBU
AHOMAJTAH

ChIrbTCTBAIIO JICYSHHE C HIKOW JPYTH aHTUKOATYJIaHTHU CPECTBA, HAMp. HePpaKIMOHUPaH XeapuH
(UFH), xemapuHu ¢ HUCKO MOJIEKYJTHO TETJo (€HOKCAIllapyH, JajTeIapyH U JIp.), IPOU3BOIHU Ha
xermapuHa ((hoHIAMapUHYKC | Jp.), aHTUKOATYJIAHTHU 3a IEPOPaTHO IpUIIoKeHue (BaphapuH,
puBapokcabaH, anukcabaH U JIp.), OCBEH B CTIeUM(UIHN yCIOBHS HA IPOMsHA HAa aHTUKOATYJIaHTHOTO
neveHue (Bxk. Touka 4.2), unu korato UFH ce monasa B 1031, HEOOXOIMMHU 3a MOAIbPIKAHE Ha
OTBOPEH IIEHTPAITHO BEHO3EH WM apTepUaleH KaTeThp (BXK. Touka 4.5)

YepHoIpoOHO YBpEXKIaHE MU YEPHOAPOOHO 3a00JIBaHe, 3a KOETO CE 0YaKBa Ja MMa OTPAKEHHUE
BBPXY MPESIKUBIEMOCTTA

CHITBTCTBAIO MPUIIOKEHUE ChC CISTHUTE MOITHU P-gp MEXNONUTOPH: KETOKOHA30J1, IIUKJIOCTIOPHH,
WTPaKOHA30J U JPOHEIAPOH, IPHUJIaraHl CHCTEMHO (BXX. Touka 4.5)

ChplieyHH KIIAITHY [TPOTE3U, M3UCKBAIIM aHTUKOATYJIAHTHO JIeYeHHe (BXK. ToUka 5.1)

CrnenuaJiHu NpeAynpekIeHus U MpeIna3Hu MepKHU MpH ynorpeda

XeMoparnyeH puck

Pradaxa Tpsi0Ba ja ce npuiiara ¢ MOBHILIEHO BHUMAHKE TIPU ChCTOSHHUS C ITOBHIICH PUCK OT KbPBEHE WIIH TPH
CBITBTCTBAINA YIIOTpeOa Ha JIEKapCTBEHH MPOYKTH, OBIHSBALIA XeMOCTa3aTa Ype3 HHXHOMpaHe Ha
TpoMbonuTHata arperauus. [lo Bpeme Ha Tepanusta ¢ Pradaxa KpbBOM3/INMB MOXKeE 2 ce MOSBU HABCAKBJIE.
[Ipu HEeouakBaH crajg Ha XeMOTJIO0MHA H/WIM XEMaTOKPUTA, WK CTIaj Ha KPBBHOTO HaJsIraHe TpsiOBa Ja
Obe M3BBPIIEH NPErie] 3a yCTAHOBABAHE MSICTOTO Ha KPbBOM3IIUB.

B ciydan Ha XMBOTO3acTpalIaBalio WX HEKOHTPOJIMPAHO KbPBEHE, KOTaToO € He0OX0aUMO OBP30
HEYTpalM3UpaHe Ha aHTUKOATyJIaHTHHS e(eKT Ha TabUTaTpaH, MOXKe JIa c€ M3MOJI3Ba Cenu(pUIHOTO
HeyTpanuzupamo cpeactso (Praxbind, unapynusyma0) (Bx. Touka 4.9).

Ynorpedata Ha UHXUOMTOPH Ha TPOMOOLIMTHATA arperamus, KaTo KJIOMUI0rPEN U alleTUICATHUIMIOBA
kucennHaa (ASA) wim HectepouiHu TpoTHBOBE3ManuTeTHN cpeacTBa (HCIIBC), kakTo 1 Hamn9IueTo Ha
e30(¢arut, raCTpUT WK racToezodareaicH peQIrykc, yBeInyaBaT PUCKA OT TACTPOMHTECTHHAITHO KbPBEHE.



Puckosu hakmopu

Tabnuma 2 0606m1aBa pakTopuTe, KOUTO MOTAT J]a MOBUIIAT XEMOPArHYHHS PHUCK.

Tabumna 2: PakTopH, KOUTO MOTaT A2 MOBUILAT XeMOPATMYHHSA PHCK.

dapmMakoMHAMHYHH Y KHHETHYHH (aKTOPH Bwo3pact > 75 ronunu
@daxTOpH, KOUTO NOBHIIABAT MJIA3MEHUTE HUBA Ha ['naBHu:
naduratpaH . Ymepeno 060peuno yBpexnane (30-
50 ml/min CrCL)
. Momnu P-gp naxuburopu (Bx. Touku 4.3 u
4.5)
. CbBMeECTHO Ipuilarase Ha cjadu 10 yMepeHu

P-gp naxuburopu (Hamp. aMuoapoH,
BeparaMuil, XUHUJIMH U THUKarpesop, BXK.

Touka 4.5)

Bropocrenensu:

. Hucko tenecno Terno (<50 kg)
dapMakoAHAMHYHH B3aUMOACUCTBUS (BXK. . ALETUICAIMIMIOBA KUCEINHA U IPYTH
TouKa 4.5) MHXUOUTOPH Ha TPOMOOLMTHATA arperanus,

KaTo KJIOMHUIOTPe
° HCIIBC
SSRIs i SNRIs
. Jpyru nekapcTBeHU MPOJYKTH, KOUTO MOTaT
Jla HapyImiaT XeMocra3aTa
3abomnsBanus / mpoLeLypH ¢ OCOOCH XeMOparuieH . Bponenu nnu npugo0UTH HapyIIEHUS B
pHCK KoaryJjanusra
. TpomOouuToneHns: Wi (yHKIMOHATIHN

TpoMOOUUTHH AeeKTH

CxopotrHa OHOTICHS WK TOJIIMa TpaBMa
° BakrepuasieH eHoKapaInuT

E3odarur, ractpur, racrpoesodareanex

pedaykc

ChbimecTByBaT OrpaHuueHy JaHHU npu nanueHTd < 50 kg (Bx. Touka 5.2).

HD@@I’ICI?HZ/I MePKU U os1aodsasane Ha xXemopacudHusl puck

3a OBJIAASIBAHCTO HA YCIIOXKXHCHUS BCJICACTBHUC KbPBCHC BUIKTC CHILIO TOYKA 4.9,
lejeHKa HA CbOMHoueHuemo n0ﬂ3a/pu(:7<

Hanuuwnero Ha ne3uu, ycnoBus, npouenypH u/nnu dapmaxonorndyno jgeuerne (karo HCIIBC, tpombonutHI
aatuarperanT, SSRIs 1 SNRIs, Bk. Touka 4.5), KOUTO 3HAUUTEITHO YBEIMYABAT PHUCKA OT TOJISIMO KEPBEHE,
W3MCKBAT BHUMATEHA OIleHKa Ha ChOTHOIIEHUETO Moli3a-prck. Pradaxa Tps0Ba ia ce gaBa camMmo ako
oJI3aTa Ha/IBUIIaBa PUCKA OT KbPBEHE.

Buumamenno knunuyno nHabaooenue

[penopbuBa ce BHUMATEITHO HAOIIOJICHUE 32 TPU3HAIM HA KbPBEHE WITH aHEMHUS TIPe3 LeTUsl IepUoJT Ha
nedeHune, 0co0eHO ako puCKoBHTE (pakTOpH ca KOMOMHMpaHU (BXK. Tabnwmia 2 mo-rope). TpsoBa ma ce
BHUMaBa 0c0O0E€HO MHOTO, KoraTo Pradaxa ce mpuiara eJHOBpEeMEHHO C BepanaMuil, aMHOIAPOH, XUHUINH
unu kinapurpoMunrH (P-gp naxuburopn) 1 0codbeHO NpH MosiBa Ha KbpPBEHE, Hali-Bede MPU MAaLUEHTH, KOUTO
MMar JIEKO JI0 yMepeHo Ob0peuHo yBpexxaaHe (BxkK. Touka 4.5).

[IpenopbuBa ce BHUMATEIHO HAOMIOACHUE 3a IPU3HALIM HA KbPBEHE NPH MALMEHTH, JICKYBaH! ChII'BTCTBAILO
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¢ HCIIBC (Bx. Touka 4.5).
IIpexvceane na newenuemo ¢ Pradaxa

[MareHTHTE, KOUTO Pa3BUAT OCTPa OBOPEUHA HEAOCTATHUHOCT, TPAOBA Ja MPEyCTAaHOBAT npreMa Ha Pradaxa
(Bk. chIIo Touka 4.3).

Koraro ce mosiBu CHITHO KbpBEHE, TpsiOBa J1a ce PEKpaTH JICYUSHUETO, 1a Ce M3CieBa IPUYHHATA 32
KbPBEHETO M MOXKE Jia € OOMHCIIH IPUIIOKEHNE Ha CIISIU(UIHOTO HEYTpaaIu3upaIo cpeactso Praxbind
(mmapymmzyma0) (Bxk. Touka 4.9 OBnagsgBaHe Ha yCIOKHEHHS OT KPBBOHU3IIHNB).

Hamanseane na 003(1}’}1(1
[IpenopruBa ce HamalIIBaHE Ha /103aTa, KAKTO € TOCOYEHO B TOUKa 4.2.
Ynompeba na unxubumopu na npomonnama nomna

Moxe 1a ce 0OMuCIu NPUIOKEHNE Ha MHXHUOUTOP Ha npoToHHaTta nomna (PPI) 3a npexorBparsBane Ha
racTpO-MHTECTUHAIHO KbpPBEHE.

JlabopamopHu KoazyniayuoHnu napamempu

Brnpeku ue Pradaxa mo npuHIMI He U3UCKBA PYTUHHO MOHUTOPHPAaHE Ha aHTUKOAryJalusTa,
OIIpEeIITHETO HA CBhp3aHaTa ¢ JadurarpaH aHTUKOAryJjalus MoXKe 1a Objie OT 10JI13a 33 YCTaHOBSIBaHE Ha
MPEKOMEPHO BHCOKA €KCIIO3UIMS Ha Ja0UraTpaH Npy HaJU4Yhe Ha JOIIBIIHUTEIHN PUCKOBU (aKTOPH.
TpombunoBo Bpeme upe3 pazpexaane (dTT), ekapuHoBo Bpeme Ha cbenpBane (ECT) u aktuBupano
napuuajiHo TpomooriacTuHOBO Bpeme (aPTT) moraT a mpeaocTaBsT mojie3Ha uHbopMarys, Ho
pesynraTuTe TpA0Ba /a ce THIKYBAT C MOBUIIEHO BHUMAaHKE TIOPaIn BapHaOMIIHOCTTA MEXKIY TECTOBETE (BXK.
Touka 5.1). TecThT 3a onpeesnsiHe Ha MEXIyHapOIHOTO HOpMaIu3upaHo crkoTHoeHue (International
Normalised Ratio, INR) He e HagexxaeH npu MaueHTy Ha JieueHue ¢ Pradaxa, 1 nMa JOKaiBaHM CIIydau ¢
(anmmuBo nonoxurenHo nmosuiienrue Ha INR. 3atoa INR TectoBe He TpsiOBa ga ObIAT MPOBEXKIAHH.

Tabnuia 3 moka3Ba Hali-HUCKUTE MPAroBe Ha KOAryJIalHOHHUTE TECTOBE, KOUTO MOTaT Ja ObJIaT CBbP3aHU C
MTOBHIIIEH PUCK OT KbpBeHE (BXK. ToukKa 5.1)

Tabumna 3: Hajli-HHCKHU MparoBe HA KOATYJIAMOHHUTE TECTOBE, KOMTO MOTaT a O0bJAT CBbP3aHH C
NMOBHUIIEH PUCK OT KbpPBEHe.

Tect (Hail-HUCKA CTOWHOCT)

dTT [ng/ml] > 67

ECT [X-'bTH HaJ ropHaTa rpaHuNa)] Hsama nannu

aPTT [Xx-'bTH HajJ ropHaTa rpaHuIA >1,3

INR He tpsi6Ba na ce nmpoBexaa

YHOTDe6a Ha d)I/I6DI/IHOJ'II/ITI/I‘-IHI/I JICKAPCTBCHHU MNPOAYKTH 3a JCYCHUETO HA OCTHP UCXCMHUYCH MHCYIIT

VYnorpebara Ha GUOPUHOIUTHYHY JICKAPCTBEHU IIPOIYKTH 32 JICUCHUETO Ha OCTHP UCXEMUYEH HHCYIT MOXKE
na ce o00cwan, ako croHoctute Ha dTT, ECT nnm aPTT He HapBumaBaT ropHara rpaHuIla Ha HOpMara
(ULN) ciopen mectHUTE pedepeHTHH TPAHUIIH.

XHDVDFH‘IHH onepanv 1 HHTCPBCHIIMHA

[Ipu naumentu, npuemain Pradaxa, konTo ca moyiokeH! Ha XMPYPTUYHA MHTEPBEHIMS MIIM HHBA3UBHU
MIPOILIEAYPH CHIECTBYBA PUCK OT KbpBeHe. [1o Ta3u npuunHa, XupypruyHaTa HHTEPBEHIINS MOXKE J1a HAJIOXKHU
BpEMEHHO TpeKpaTsiBaHe Ha mpuemanero Ha Pradaxa.



Heo6xomumo e moBHIIeHO BHUMaHUE, KOTATO JICYEHUETO BPEMEHHO Ce MIPEKPaTh MOpau HHTEPBEHIINH U Ce
MpernopbYBa MOHUTOPHpAHE Ha aHTHKoarynanuara. [Ipu manyuenT ¢ 6b0peyHa HeAOCTATHYHOCT KIUPBHCHT
Ha gaburaTpaH MOXe J1a MPOIBIKH MO-IBITO (BXK. Touka 5.2). ToBa TpsiOBa Aa ce B3eMe IPEIBHT TIPEIH
BCAKa Mpoueaypa. B TakuBa cirydan xoarynanioHeH TecT (BX. Toukd 4.4 u 5.1) 1me cioMorHe n1a ce
OIIpENIEIN JAJI BCE OLIE NMa HapylIEHHE B XEMOCTa3aTa.

CrnewHu xupyp2uitiu onepayui Uil HeomaoACHU npoyueoypu

[IpuemsbT Ha Pradaxa TpsiOBa na Objie BpeMEHHO MpeKpaTeH. AKO € He00X0IuMO ObP30 HEyTpaIu3UpaHe Ha
AQHTUKOATYJIaHTHHS eEeKT, MOXKeE Jla Ce U3I0JI3Ba CIEUPUIHOTO HEYTPATM3UPAIIo cpe/icTBO Ha Pradaxa
(Praxbind, nnapynuzyma0).

[Tpu npeycTaHOBsIBaHE Ha TepamnusiTa ¢ Ja0UraTpaH MalMEHTHTE Ca U3JI0KEHH Ha TPOMOOTHYEH PHUCK,
CBBP3aH ¢ OCHOBHOTO UM 3abosisiBane. Jledenuero ¢ Pradaxa, cies npuiioxkeHue Ha crieiuduaHOTO
HeyTpan3upaino cpeactsoPraxbind (mmapyinsyma0d), Moske 1a Objie Bb300HOBEHO 24 yaca clie/l
MPUJIATaHETO MY , TIPY YCIIOBHE Y€ MAIMEHTHT € KJIMHAYHO CTaOHIIEH U € TOCTUTHATA aJeKBaTHAa XeMOCTa3a.

Xupypauunu onepayuu/unmepseryui npu OO0CMPU CbCMOIHUA

[MpuembT Ha Pradaxa Tpsi6Ba na Obe BpeMeHHO mpekpareH. [1o Bb3MOXKHOCT, XUpyprayHara
oTiepaIs/MHTEPBEHIHS TPsOBa Ja ObJie 3a0aBeHa Hali-Manko 12 Jyaca cliesl mpueMa Ha MocjeHara J103a.
AKO XHpypru9HaTa orepanus He MOXe 1a Ob/e OTI0KEHA, CHIIECTBYBA MTOBHUILIEH PUCK OT KbpBeHe. To3u
pHCK TpsiOBa J1a ObJie MPELEHEeH CHPSAMO CIIEIIHOCTTA Ha MHTEPBEHIIUATA.

Iianosa xupypauuna onepayus

[Ipu BE3MOXKHOCT, pueMbT Ha Pradaxa TpsiOBa ga Obe mpekpaTeH Hall-MaJIko 24 yaca mpeau
M3BBHPIIBAHETO HA MHBA3MBHA WM XUPYprudHa npoueaypa. [Ipekparssane npuema Ha Pradaxa 2-4 qan
npeay XUPYprudHa ornepanus TpsiOBa ja ce uMa NpeaBHl IPH MALUEHTH ¢ IIOBUILEH PHCK OT KbPBEHE WM B
cllydyail Ha rojsiMa orepanus, Ipy KOATO € Heo0X0AuMa IIbJIHA XeMOCTa3a.

Tabnuna 4 06001IaBa MpaBuIIaTa 3a MpeKpaTsBaHe Ha MpreMa MPeId HHBA3UBHU WA XUPYPIrHYHH
MpoIeypH

Tabumna 4: IlpaBuiia 3a npekpaTsiBaHe Ha NpYeMa NpeJy MHBAa3UBHHU WM XUPYPIrUYHHU NPOLEAYPH

br6peuna [Ipubnmsutenex [IpuemsbT Ha Pradaxa Tps6Ba 1a ce cpe mpeau miaHoBa

byHKIMs TOJTYKUBOT XHpYPruyHa onepanus

(CrCL B (dacose) Bucok prck oT KbpBEHE WIH CraHmapTeH puck

ml/min) rojsiMa XMpyprudHa onepanus

>80 ~13 2 THY NIPeIBAPUTEITHO 24 daca npeaBapuUTEIIHO

>50-< 80 ~15 2-3 mHY NpeABAPUTEITHO 1-2 nmHW IpeIBapUTEITHO

>30-<50 ~ 18 4 IHU TIpeIBapUTEITHO 2-3 mHU IpeaBaAPUTEITHO
(> 48 yaca)

Crnunanna anecmesust/enuoypaina aHecmesus/Iymoaina nyHKyus

Hpouez{yplxl KaTo CIIMHaJIHa aHCCTC3U U3MCKBAT IIBJIHOLICHHA XCMOCTaTHYHA (l)yHKLII/Iﬂ.

PuckbT OT cimHANEH WIN CIIUAYypaJICH XEMaTOM MOXKE a C€ IMOBULIU IIPH CIIYyHYanuTEC HA TpaBMaTUYHU WA
MHOT'OKPATHU NYHKIHWU U IIPU NPOABIDKUTCIIHA yHOTpe6a Ha CIuAypaHu KaTCTPHU. CJ'IC)_'[ OTCTPAaHABAHC HA
KaTCThpa TpH6Ba Ja MUHAT Haii-MaJjKko 2 Jaca npeav NpucMaHe Ha I'bpBaTa 403a Pradaxa. Te3u alMCHTH
HU3HUCKBAT 4YE€CTO Ha6J'I}0)IeHI/Ie 3a HCBPOJIOTUYHU IIPHU3HAIIX U CUMIITOMH Ha CIIMHAJICH UJIU CIIUAYPaJICH
XeMaToMm.




Hocmonepamusna aza

Cren nHBa3WMBHA MPOIIEypa WK XUPYPruvHa orneparus jeueHueTo ¢ Pradaxa TpsOBa a ce moIHOBH
BeJHara, Npy ycJjoBUE Y€ KIIMHUYHATA CUTYaIlMs TT03BOJIsIBa U MMa aJIeKBaTHA XEMOCTa3a.

Heo6xomumo e noBHIIeHO BHUMAHUE NPH NAMEHTH C PUCK OT KbPBEHE WM NAIlMEHTH C PHCK OT
CBPBXEKCIIO3HIIUS, 0COOEHO NanueHT! ¢ ymepeHo 0p0peuno yBpexaane (CrCL 30-50 ml/min) (Bxk. Touka
44u5.1).

[TammeHTH ¢ BUCOK OIIEpATUBEH PUCK OT CMBPTHOCT M C BETPEIIHNA PUCKOBH (hakTopu 3a TPOMOOEMOOINYHHA
CchrOuTHSA

ColiiecTBYBaT OIpaHHYUEHH JJaHHH 3a epuKacHOCT u Oe3omacHocT Ha Pradaxa npu Te3u malMeHTy U mopaju
TOBa Te TpsAOBa Ja ObJAT JCKYyBaHH C TIOBUIIICHO BHUMAHHUE.

OHGDaLII/Iﬂ opu d)DaKTVDa Ha IMiKaTa Ha 6CL[DGHaTa KOCT

Hsma nannu 3a ynorpedara Ha Pradaxa npu manyeHTH, IOI0OKEHN Ha onepaliys npy GpakTypa Ha muikaTa
Ha OenpeHata koct. Clie0BaTeIHO JICYCHUETO HE CE MPErnophyBa.

YepHOAPOOHO YBpPEKIAHE

[TanmenTn ¢ moBumeHn yepHoapooHu en3umu > 2 ULN (ropHara rpaHnia Ha HOpMaTa) ca U3KJIIOYeHH OT
KOHTPOJIMPAaHUTE KIIMHUYHY U3MUTBAHMsSI, KOUTO U3CieaABar npeBeHnusaTa Ha VTE cien mianoBo
MpoTe3upane Ha Tazo0e/[peHa Wik KOJITHHA cTaBa. HaMa HajIW4YeH TeparieBTUYEH ONHT 32 Ta3n
cyOmomynamnus OT NalMeHTH U CJIeI0BAaTEIIHO, IPH Ta3u MoIyJanus ynorpedaTta Ha Pradaxa He ce
npenopbyBa. YepHoapoOHO yBpeKIaHe HIIN YepHOAPOOHO 3a00IsBaHe, 3a KOETO CE 0OYaKBa J1a UMa
OTpakeHHE BBPXY MPEKHUBIEMOCTTA, € MPOTUBOIIOKa3aHO (BX. TouKa 4.3).

BsaumonerictBue ¢ P-gp ungykropu

ChIBTCTBAIIOTO TpUIIaTaHe Ha P-gp HHIYKTOpH ce 0vakBa jJa IOHKH IJIa3MEHUTE KOHIIEHTPAIUY Ha
naOuratpad 1 TpsOBa Aa Obae u30srBaHo (BXK. TOUKH 4.5 u 5.2).

4.5 BzaumopeiicTBHe ¢ IPYIrd JeKapCTBEHH NPOAYKTH M ApYyru (popMH Ha B3auMojaelicTBHe

BsaumoaelicTBus ¢ TpaHCOOPTEPU

Jaburarpan erekcuiar e cyocTpar Ha edurykcHus Tpancrnoprep P-gp. CernprcTBama ymnorpeda Ha P-gp
MHXUOUTOPH (BXK. TAOJIMIIA 5) ce OYaKBa Ja OBEC /IO MIOBUINICHN HUBA Ha TUTa3MeHaTa KOHIICHTPAIKs Ha
nadurarpa.

AKO HE € MPEeITUCaHo APYTro, € HEOOXOIUMO CTPOTO KIMHUYHO HaOIFOIeHUe (CIeIeHe 3a MPU3HAIY Ha
KbPBEHE WJIM aHEMUSs), KOTaTo aOUraTpaH ce MpreMa eHOBPEMEHHO ¢ MOITHU P-gp naxubutopu. Moxe na
ca HeoOXO0IMMU HaMaJsIBaHUs Ha J03aTa B KOMOWHaIus ¢ Hikou P-gp maxuburopu (Bk. Touku 4.2, 4.3, 4.4
us.1).



Tabdnauua 5: B3aumogeiicTBHUA ¢ TPaHCOPTEPH

P-9p unxubumopu

Covnvmemsawama ynompeda e npomueonokasua (8sc. mouka 4.3)

Keroxonazon Kerokonazon nosumiasa toranautre AUC ., u C ,,x CTOMHOCTH Ha gaburarpan
2,38 mptH 1 2,35 MBTH, CHOTBETHO, CIIE] MpUJIarane Ha eAMHIYHA [TepopaTHa 1032
ot 400 mg, u 2,53 eTH U 2,49 IHTH, CHOTBETHO, CJIE MHOTOKPATHO TIEPOPATTHO
npunarane Ha 400 mg KeTOKOHA30J1 BeIHBHX JHEBHO.

Hponenapox [Ipu enHOBpEMEHHOTO NPUIIOXKEHHE Ha JaOuraTpaH eTeKCHaT U IpOHeJapoH,
totatanTe AUC ), T Cppax CTOMHOCTH Ha TaOWUTATPaH C€ YBEIMUABAT CHOTBETHO
0K0JI0 2,4 TbTH ¥ 2,3 IBTH, ClIe] MHOTOKpaTHO npritokeHue Ha 400 mg
JPOHENAPOH ABa ITbTH JTHEBHO U CHOTBETHO OKOJO 2,1 mbTH 1 1,9 nbTH, ciex
eanHn4Ha 1o3a ot 400 mg.

HtpakoHasou, Bb3 0CHOBa Ha pe3yJITaTUTE in Vilro MOXe J1a ce 04akBa Mo100eH eeKT, KaKTo C
ITUKJIOCTIOPUH KETOKOHA30J1.

Cvnvmcemesawama ynompeba He ce npenopvused

Takpomumyc In vitro e ycTaHOBEHO, Y€ CTEIICHTa Ha MHXHUOUTOPEH e(heKT Ha TAKPOJIUMYC BPXY
P-gp e nogo6Ha Ha Ta3u, HaOMIOJaBaHa TIPU UTPAKOHA30JI U IUKIIOCTIOPHH.
EnHOBpeMEHHOTO MPUIIOKEHNE Ha JTaOUTaTpaH €TEKCHUIIAT C TAKPOJIMMYC HE €
IMPOYYCHO KIIMHUYHO. B’preKI/I TOBa, OrPaHUYCHUTC KIIMHUYHU JaHHU OT APYTrU
P-gp cyOcTpatu (eBepoumyc) mpeamnosnarat mo-ciabo naxubupane Ha P-gp ot
TaKpOJUMYC, B CPABHEHHE C YCTAHOBEHOTO NP CHIIHU P-gp nHXHOUTOpPH.

Heobxooumo e nosuweno guumanue npu convmemeawja ynompeoa (8xc. mouku 4.2 u 4.4)

Bepamammn Korato maburarpan erexcmiar (150 mg) ce mpuiara eTHOBPEMEHHO C TIEpOpajieH
BeparmaMu, C,x 1 AUC Ha naburaTpaH ce yBelIn4yaBaT, HO CTEIICHTa Ha Ta3H
MPOMSIHA € pa3InyHa B 3aBUCHMOCT OT BPEMETO Ha MpUeMaHe 1 opMmara Ha
BeparmaMui (BX. Touku 4.2 u 4.4).

Haii-ronsamoro nosumaBane Ha €KCIO3UIMSITA HAa Ja0UraTpaH ce HabI0AaBa Ipu
IbpBaTa /1032 Ha BepanaMuil ¢ He3a0aBHO OCBOOOKAaBaHe, IPUET €UH Yac Mpean
npueMa Ha naburaTtpan erekcuiar (ysenudaBane Ha Cy,, OKOJIO 2,8 ThTH U Ha
AUC okono 2,5 metr). EQexThT nporpecuBHO HamalsiBa IIpyu NpueMaHe Ha
(dhopMmarta ¢ yabbKeHO 0cBOOOKAaBaHe (yBearnuaBaHe Ha Ci,, 0K0J10 1,9 1bTH U Ha
AUC oxomo 1,7 mpTH) WK TIpy IpUeMaHe Ha MHOTOKPATHH JJO3H BeparaMuil
(yBenmmuaBane Ha C,, 0koiio 1,6 mbt 1 Ha AUC okoinol,S mbTH).

He ce HabmoaBa 3Ha4MMO B3aUMO/IEHCTBHE, KOTATO BeparmaMuIiI ce mpremMa 2 gaca
cien maburatpas eTekcuiat (yBennyaBaHe Ha Co,yx okono 1,1 ety ut Ha AUC
okoJo 1,2 metH). ToBa ce 0bsacHsIBa ¢ bIHaTa abcopOIMs Ha JadUraTpaH cieq

2 yaca.

AmMuonapoH Koraro Pradaxa ce npuiiara e JHOBpEMEHHO C eJMHHYHA IepopaiiHa 103a ot 600 mg
aMHO/IapOH, CTETIEHTa U CKOPOCTTa Ha aOCOPOLHA HAa aMHOAAPOH U HA aKTUBHHS MY
metabomut DEA 1o chiiectBo He ce mpoMeHsT. AUC u C,,x Ha maburatpan
HapacTBaT ChOTBETHO OKouo 1,6 mbTH U 1,5 mbTH. [lopaan ApATHA MOTYKUBOT Ha
aMHUOJIapOH Bb3MOXHOCTTA 3a B3aUMOZEHCTBHE MOXKE J1a ChIIECTBYBA CEIMULIU
clIe/l TPeKpaTsBaHe Ha JICUEHUETO ¢ aMHOJIapoH (BX. Touku 4.2 u 4.4).

XWHHAIAH XuHuAMH € Oui npuiiarad karo no3a ot 200 mg Ha Bceku 2 yaca 10 KpaiiHa 103a
1 000 mg. [laburarpan erekcuiat € OWi Mpuiiarad 2 MbTH JHEBHO B MPOJBIDKEHUE
Ha 3 mocienoBaTeNTHu THU, Che wiu 0e3 xuHuauH Ha TpeTust AeH. AUC i 1 Cax s
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Ha gaburaTtpas ca ce yBenuuwin cpeaHo 1,53 mbetu u 1,56 mbTH, CbOTBETHO, CIIE
CHITBTCTBAIIOTO MPHUIIOKEHHE C XUHUAMH (BXK. Touku 4.2 1 4.4).

Knapurpomuiun

Korato xnapurpomunus (500 mg 1Ba mbTH JHEBHO) CE NpUiIara 3ae¢aHo ¢
naburaTpaH eTeKCHIIAT TIPH 31paBy JOOPOBOJIIH, ce HAOII01aBa TIOBUINIABAaHE HA
AUC oxkoio 1,19 nptu 1 Ha C,p 0KOJIO 1,15 IBTH.

Tukarpenop

Koraro ennau4Ha 103a 0T 75 mg naburaTpaH €TeKCHIAT ce Ipuiara
€ITHOBPEMEHHO ¢ HaToBapBamia f03a oT 180 mg tukarpesnop, AUC u C,,,, Ha
Jlaburatpan ce moBHIaBar choTBeTHO 1,73 mbth 1 1,95 meTu. Cien MHOTOKpaTHH
Jto3u Ha THKarpenop 90 mg, 1Ba MbTH JHEBHO, YBEIMYABAHETO HA EKCITO3UIIUATA HA
nmaburarpas e 1,56 mbtr 1 1,46 6TH, CHOTBETHO 32 Cp 1 AUC.

CpIIbTCTBALIOTO MPHIIOKEHUE HA HATOBapBalla Ao3a Tukarpenop 180 mg u
naburatpan erexcunat 110 mg (B cranmonapHo cbetosiHue) nosumasa AUC, i 1
Cinax.ss Ha aburatpan 1,49 ety 1 1,65 mbTH CHOTBETHO, B CPaBHEHHE ¢ TadUraTpaH
eTeKCHJIaT, MpuiIarad camocrosTenHo. Korato HatoBapBama g03a ot 180 mg
TUKarpesop ce nasa 2 yaca cief npueM Ha 110 mg gaburatpan erekcuiar (B
CTallMOHAPHO ChcTosHUE ), ToBUIIaBaHeTo Ha AUC, i u C,,x Ha gaOUraTpan
HamaJIsaBa chOTBETHO A0 1,27 mpTr 1 1,23 mbTH B cpaBHEHHE C TabUraTpaH
€TEKCHJIaT, MPHJIaraH CaMOCTOATENHO. TakbB OTJIOKEH MPUEM CE MTPETOPHUBA ITPU
3aro4BaHe Ha THKarpejgop ¢ HaToBapBallla J03a.

ChIbTCTBANIOTO TIPIIIOKEeHHE Ha 90 mg THKArpenop ABa MbTH JHEBHO
(mopmwbpikania no3a) U 110 mg nadburaTpaH eTeKCHIIAT MMOBUIIIABA PETYIUPAHOTO
AUC, 11 Ciax ss Ha aburatpan 1,26 mpte 1 1,29 I5TH CHOTBETHO, CPABHEHO C
JlaburaTpaH eTeKCUIaT, MPUIaral CaMOCTOSTETHO.

ITo3akonason

Ilo3akonazon CbIIO I/IHXI/I6I/Ipa B HJKaKBa CTCIICH P—gp, HO TOBa HEC € IIPOYYCHO
KIIMHUYHO. EI[HOBpeMeHHOTO MOPUIIOKCHHUEC Ha Pradaxa ¢ mo3akoHa3oJ1 Hajara
BHHUMATCIIHO NPOCIICAsIBAHE.

P-9p unoykmopu

Cvnvmcemesawama ynompeba mpsaoea 0a ce u36526a.

Harmp.
pUdaMITUIIKH,
XKBJIT KaHTAPHOH,
(Hypericum
perforatum),
KapOaMazernH
unu GeHUTOUH

ChIIBTCTBANIOTO MPHUIIOKEHUE CE OYAKBA JIa JIOBEJIE 10 IIOHMW)KaBaHEe Ha
KOHIICHTpAIUATa Ha Ta0UTaTpaH.

[Ipemeankamus ¢ u3cieABaHUs HHAYKTOP pudaMnuiuH B 103a 600 mg BeTHBK
JHEBHO 3a 7 THHM MOHM)KaBa 0011aTa MMKOBA KOHLEHTPALUs Ha 1aburatpat 1
o0mara eKCHo3UIHs ChC CHOTBETHO 65,5 % u 67 %. Mnnynupamusr edexr e
MOHM)KEH, KOETO BOAM J0 HUBO HA €KCIIO3ULMS Ha Aa0UraTpaH, OJIM3KO 10
pedepeHTHaTa CTOMHOCT A0 JieH 7 cie] cliupaHe Ha JieueHreTo ¢ pudammuius. He
¢ HaOII0JaBaHo JIPyro MOBHUIIIEHNE Ha OMOHAIIMYHOCTTA CJIE/T AOITBIHUTEITHO
7-THEBHO NPHJIOKECHHUE.

Tpomeasznu unxubumopu, Kamo pUMoHaAeup

Cvnvmcemesawama ynompeba e ce npenopvused

Hanp.
PUTOHABUD U
KOMOWHAIIMUTE
My C ApYyTH
MPOTea3HU
WHXUOUTOPH

Te moBnusiBat P-gp (kakTo KaTo HHXHOUTOP, Taka M KaTo HHIYKTOp). Te He ca 6mmn
NPOYYBaHH, ITOPAJIN KOETO HE CE MPEMOPhUBAT 3a ChIIBTCTRAIIO JeueHue ¢ Pradaxa.

11




P-gp cyocmpam

I[I/IFOKCI/IH B Mpoy4BaHC, NPOBCACHO C 24 3ApaBu ):[O6pOBOJ'IL[I/I, npu €CAHOBPEMEHHOTO
IMPUIIOKCHUC Ha Pradaxa u JHUTOKCHUH HE Ca Ha6J'IIO,Z[aBaHI/I IMPpOMCHU B
CKCIIO3MIIMATAa HAa JUT'OKCHUH U HE Ca Ha6HIOJIaBaHI/I KIIMHUYHO 3HAaYMMHU IIPOMCHU B
CKCIIO3MIMATA Ha z[a61/1ranaH.

AHTI/IKO&FVHaHTI/I N JICKApCTBCHU ITPOAYKTH CPCITY TDOM6OIH/ITHa arperanus

JIuncea UM chiIecTByBa CaMO OIPaHUYEH OIUT ChC CICAHUTE JICUEHHSI, KOUTO MOrar Jia MOBUILAT PUCKA OT
KBbPBEHE, KOTraTo ce Mpujiarat ChIbTCcTBAIO ¢ Pradaxa: aHTHKOarynanTu, Karo HepakKIMOHUPaH XeTapuH
(UFH), auckomonexyinan xenapuan (LMWH) u xemmapuHOBH nipor3Bo1HH (POHIATAPHUHYKC, E3UPYIHH),
TPOMOOIIUTHYHH JIEKAPCTBEHH MIPOJTYKTH U aHTArOHUCTH Ha BUTaMuH K, puBapokcaban wim apyru
AHTUKOATYJIaHTH 3a TIEPOPATHO MPUIIOKEeHUE (BXK. TOUKa 4.3), WU JICKAPCTBEHH MPOTYKTH CPEIITY
TpombouuTHa arperanus, karo GPIIb/IIla penentopHu aHTarOHUCTH, TUKIONUIUH, TIPacyTpell, THKAarpesnop,
JeKCTpaH U cyN(UHNNPa30H (BK. Touka 4.4).

UFH moxe ma ce nmpuiara B 1034, HEOOXOIMMH 3a MOAAbPIKaHE Ha MPOXOIUMOCTTA Ha IIEHTPAJIEH BEHO3EH
WU apTepHANICH KaTeThp (BXK. TOUKH 4.3).

Tabamna 6: B3aumogelcTBHA ¢ AHTMKOATYJIAHTH U JIEKAPCTBEHH MPOAYKTH Cpely TPOMOOIUTHA
arperanus

HCIIBC IIpunaranu 3a kpaTkocpoyHa npenonepaTtuBHa ananresus, HCIIBC He ce cBbp3Bar C
MOBHUIIIEH PUCK OT KbPBEHE, KOraTo ca MpHUjlaraHy ChI'bTCTBAILO ¢ Jadurarpan
erekcwiart. [Ipu npoawxurenna ynorpeda HCIIBC yBennyaBat pucka oT KbpBEHE C
oko110 50 % kakTo npu TaburatpaH eTeKCUIIAT, TaKa U MPH BapapHH.

Knonuporpen B npoy4Bane Ha Mjiaau 3/paBu JOOPOBOJILIK OT MBIKKHU I10J1 ChIIBTCTBAIIOTO
MIPHUJIOKEHNE Ha JaA0UTaTPaH €TSKCUIIAT U KIIOIHJIOTPEI He € JIOBEJIO JI0
JIOITBTHATEITHO YIbJKaBaHe Ha BPEMETO Ha KaIMIIPHO KbPBEHE B CPABHEHUE C
moHotepanus ¢ kionugorpes. OcseH ToBa AUC, i U Cppy s, U U3MEPUTEIUTE HA
KoaryJanusTa 3a eexra Ha JaburaTpaH, Wi HHXUOMPAHETO Ha TPOMOOIUTHATA
arperanus KaTo u3MepHuTel Ha e)eKkTa Ha KIIOMHUIOTPEI, 110 ChIIECTBO OCTaBaT
HEIPOMEHEHHU IPU CpaBHSIBaHE HA KOMOMHMPAHOTO JICYEHHE M ChOTBETHATA
MmoHotepanus. I[Ipu Haroapsama 1o3a ot 300 mg nnu 600 mg knonunorpen, AUC,
1 C x5 HA TAOWTaTpaH ca nosuieHu ¢ okoso 30-40 % (Bxk. Touka 4.4).

Anerwicanununosa | ExHoBpemennoto npunoxenne Ha ASA u 150 mg maburatpaH eTeKCHIIAT 1Ba TBTH
kucennHa (ASA) JTHEBHO MOJKE /1a TIOBHIIIM pUCKa OT KbpBeHe oT 12 % no 18 % u 24 % cpoTBETHO IpH
no3u 81 mg u 325 mg ASA (Bx. Touka 4.4).

Huckomonexymau CeirpTCTBaIaTa YyIOTPeOa HA HUICKOMOJICKYJTHH XETIapHHH, KaTO EHOKCAIapuH U
XeTapuHu JaburaTpaH eTeKCHUIaT, He € CIelaiHO IpoyuBaHa. Ciiesl MpeMUHaBaHe OT 3-THEBHO
nedenue ¢ eHokcamaput 40 mg s.c. BEIHBK AHEBHO, 24 yaca ciie[] IocieaHaTa 103a
€HOKCaIapuH, EKCIIO3UIMATA Ha Ja0UraTpaH ¢ Ouia MajKo Mo—HUCKa, OTKOJKOTO
Ta3H, HEIMOCPEACTBEHO CJIE]] MPHUIIOKEHUETO CaMO Ha Ja0uraTpaH eTeKCHIaT
(emuanuHa n03a ot 220 mg). HabnronaBana e no-eucoka antu-FXa/Flla aktuBHOCT
CJIe]T IPUIIOKEHUETO Ha Ta0UraTpaH €TEKCUIIAT C TIPEIBAPUTEITHO JICUCHHUE C
EHOKCaIapuH B CpaBHEHHE C JISYEHUETO caMo ¢ Jaduratpan erekcuinar. Cuura ce, 4e
TOBA C€ AB/DKU Ha MPOIBIKUTETHOCTTA Ha e()eKTa Ha EHOKCAIapHH CJIe]I JICUCHUETO
(carry-over effect) u ciemoBaTesIHO HEe € KIMHUYHO 3HaUuM. OCTaHAIUTE PE3yJITaTH
OT aHTHKOATYJIAIIMOHHHU M3CIICABAHMSI, CBbP3aHM C Ja0UTraTpaH HEe ca MPOMEHEHH
3HAYUMO OT JICUEHHETO C CHOKCAITapHUH.
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Jlpyru B3aUMOJIENCTBUS

Tabauua 7: JApyru B3aumojaeicTBus

CenexmusHu unxubumopu Ha obpamuomo 3axeawiare Ha cepomonuna (SSRIs) wi cenexmughu
uHxXubUmMopU Ha 0OPAMHOMO 3axequiane Ha cepomonuna u Hopenunedpuna (SNRIs)

SSRIs, SNRIs | SSRIs u SNRIs ca moBummiiu pucka oT KbpBeHE BB BCHUKH IPYIIH Ha JICUEHHE B
KJIMHUYHO n3nuTBane ¢asa Ill, cpaBHsaBamio naburarpan ¢ Bapdapus 3a
NpeAoTBpaTsIBaHE HA MHCYJIT IPH NMALMEHTH ¢ npencbpaHo mbxkaeHe (RE-LY).

Bewecmesa, koumo nosnussam cmomawnomo pH

[Mantonpazon | IIpu emHOBpemeHHO npuiokeHue Ha Pradaxa u manTompason, ce Habro1aBa
npubnuzutenso 30 % namanenue Ha AUC na gaburarpasn. [lanTonpason u qpyru
uHXuOuTOpH Ha npoToHHara nommna (PPI) ca npunaranu exnoBpemenHo ¢ Pradaxa B
KJIMHUYHY IPOYYBaHUS U ChIIBTCTBAILOTO JieueHue ¢ PPl He u3rnexa na Hamansisa
edukacHocTTa Ha Pradaxa.

PanuTuaua [IpunoskeHneTo Ha paHUTHIUH 3aeIHO ¢ Pradaxa He Oka3Ba KIIMHUYHO 3HAYHMU
e(eKTH BBpPXY CTEIeHTa Ha abcopOIus Ha Jadurarpas.

B38,I/IMOJICI’ICTBI/I$I, CBBbpP3aHHU C METa00IUTHUS HDOdJI/IJ'I Ha 11a6HranaH CTCKCHUJIAT U Ha6HFaTDaH

Jlaburarpan eTekcuiar u JaburaTpad He ce MeTabOIU3UpaT OT CUcTeMaTa Ha muToXpoM P450 u He ca
MoKazai in vitro eekTu BbpXy 4oBeImKkuTe nuToxpoM P450 ensumu. Cnenoparento, ¢ qaburatpaH He ce
OYaKBaT ChbOTBETHH JICKAPCTBEHU B3aUMOICHCTBHSI.

4.6 DepTHINTET, 6DeMeHHOCT U KbPpMCHE

KeHu ¢ geTepoieH NOTCHIINAI

XKenu ¢ nerepojieH nmoTeHIMaN TpsOBa Ja U30ArBaT OPEeMEHHOCT 10 BpeMe Ha JiedeHueTo ¢ Pradaxa.

BpemenHocT

Hanune e orpannyeHo KONMYeCTBO JaHHU OTHOCHO yrnoTpebaTa Ha Pradaxa npu OpeMeHHH >KEHH.
ExcnepuMenTamHuTe Npoy4YBaHUS P )KMBOTHH [TOKa3BaT PEMPOAYKTHBHA TOKCHYHOCT (BXK. TOUKa 5.3).
[ToTeHIIMaNHUAT PUCK MIPH XOpa HE € U3BECTEH.

Pradaxa He Tps0Ba 1a ce U3MOJ3Ba M0 BpeMe Ha OPEMEHHOCT, OCBEH B ClTydai Ha KaTeropuvHa
HEOOXOAUMOCT.

Kopmene

Hsma kmuHUYHY TaHHY 32 eeKTa Ha JaburaTpaH BppXy KbpMaueTara 1o BpemMe Ha KbpMEHe.
Kvpmenero TpsiOBa 1a ObJie mpeycTaHOBEHO MO BpeMe Ha JieueHueto ¢ Pradaxa.

depTUnurer

Hsma nannu npu xopa.

[Tpu npoy4BaHus BEPXY )KUBOTHH € HaOro1aBaH eeKT BbPXY (QEpTHUIUTETA IIPH KEHCKUTE o] popMaTa Ha
HamalsiBaHe Ha Oposi Ha UMIUIAHTAIIMKUTE M MTOBHIIABAHE Ha TPEINMILIAHTAIMOHHHTE 3aryOu MpH 7032

70 mg/kg (5-KpaTHOTO HMBO Ha IUIa3MEHa eKCIIO3ULMS NpH nanueHTr). He ca HaOmonaBanu Apyru epexTu
BBPXY QepTHINTETa ITpH )KeHcKuTe. HsiMa BimsiHre BbpXy (epTunnrera npu Mexkkute. [Ipu 103u, Kouto ca
TOKCHYHH 32 MaiikuTe (5- 10 10-KpaTHOTO HHMBO HA TUTA3MEHA €KCITO3UIIHS MPH MALMeHTH ), TIPY TUIBXOBE U
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3aliy ce HaO0AaBa HaMalsIBaHe Ha TEJIECHOTO TETJI0 U eMOpHrodeTaiHaTa XU3HECIOCOOHOCT, 3a€/IHO C
MOBHIIaBaHE HA eTANHUTE Bapualy. B npeHaTamHu 1 MOCTHATAIHU NPOYYBaHUs € HaOII0JaBaHO
MOBHIIIaBaHe Ha (eTaHaTa CMBPTHOCT TPH JIO3H, KOUTO ca TOKCHYHHU 32 MallKuTe (1032, ChOTBETCTBAIA Ha
4 IBTH TIO-BHCOKO HHMBO HA TIA3MEHA €KCIIO3UIIHS OT HAOJI0JaBAHOTO MPH MAIIUEHTH).

4.7 EdexTn BbpXy crioco0HOCTTA 32 mo¢upaHe U padoTa ¢ MAIIUHA

Pradaxa He noBiMsBa WM MOBJIKSABA IPEHEOPEKUMO CIIOCOOHOCTTA 3a ModHpaHe U padboTa ¢ MAIIMHH.

4.8 Hexenanu jeKapcTBEHH PeaKIUU

O06006111eH1Ee Ha poduiia Ha OE30IIaCHOCT

B xonTponmpanu n3nutBanus 3a npeseHys Ha VIE 6 684 manuenTn ca nekyBanu cbe 150 mg mnm 220 mg
Pradaxa nueBHO.

Haii-uecTto crobmaBanuTe cHOUTHS ca KbpBEHE, HAOI0JaBaIIo ce B MpuOmm3uTenHo 14% oT manueHTure.
YecToTara Ha TOJIEMUTE XEMOparuu (BKIIOUYUTEIHO KbPBEHE OT MICTOTO Ha paHaTa) € Mo-Majko oT 2%.

B’preKI/I 4e € psAaKa 110 4€CTOTa IMPU KIIMHUYHHA IMTPOYYBaHUA, MOXKE 1a HACTBIIMN I'OJIAMa U TCXKKaA
XeMoparus, KoATO HE3aBUCUMO OT MACTOTO Ha Bb3HUKBAHE MOXKE Ja JOBEAC 1O HHBAJIMIU3UPAHE,

JKMBOTO3acCTpalaaBano CbCTOAHUEC UKW JOPU JICTAJICH U3XOM.

CIceK Ha HEKEIAHUTE PEeaKIny 1o hopMara Ha Tabauna

Tabnuma 8 moka3Ba HeXEIAaHUTE PEaKIy, TPYIHPaHH 10 cucTeMo-opranau kinacose (SOC) u no yecrora ¢
M3M0JI3BaHe Ha CJIEIHUTE Kateropuu: MHoro yectu (>1/10), yectu (>1/100 mo <1/10), neuectu (>1/1 000 1o
<1/100), peaxu (=1/10 000 mo <1/1 000), maoTO peaxu (<1/10 000); c Hen3BecTHA YecTOTa (OT HAJTUYHUTE
JTAHHU HE MOXKe J1a ObJIe HApaBeHa OICHKA 33 YECTOTATA).
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Tadauua 8: Hexenanu peakunu

SOC / Ilpeanoyntan TEpMUH | YecTora
Hapymenus Ha kpbBTa M AMMQHATA cCCTEMa
[lonmxenue Ha XxeMOra00MHA Yectn
Anemus Heuectn
TToHMXeHue Ha XeMaTOKpUTa Heuectu
TpomMOorTOTICHUS Penkxu
Hapymenns Ha IMyHHaTa CUCTEMA
JlexapcTBeHa Heuectn
CBPBXUYBCTBUTEIHOCT
AHadunakTHIHA peaKIus Penku
AHTHoeneM Penxu
Yprukapus Penku
O6puB Penku
IIpypuryc Penku
Bbponxocmnazsm C Hem3BecTHa YeCTOTa
Hapy1ieHnust Ha HepBHaTa cCUCTEMA
Brrpeuepenna xemoparus Penku
CpI0BH HapylIEHUs
XemaToM Heuectu
KpbBOTEUueHue ot onepaTuBHaTa Heuectu
paHa
Xemoparus Penxu
PecniuparopHu, rppJHU U MEANACTUHAJIHU HAPYLIEHUS
Enucrakcuc Heuectu
XemodtHza Penku
CromanHo-4peBHU HapyLIECHUS
CromamHo-4peBHa XeMoparus Heuectn
PekTanna xemoparus Heuectu
XeMOpoHIaTHa XeMOParus Heuectn
Huapus Heuectn
l'anene Heuectn
[ToBprIIane Heuectn
CroMarnrHo-4peBHa 3B, Penxu
BKIIFOUHUTEIIHO e30(areaiHa s3Ba
l"actpoe3odarut Penku
I"actpoesodareanna pedaykcHa Penku
Oonect
AbpomuHaHa 00JKa Penku
Jucnerncus Penkxu
Hucdarus Penku
XenatoOWJIMapHU HapyLICHUs
Hapymena yeproapobna GpyHKIus Yectn
/OTKIIOHEHNS BbB
(yHKIIMOHAHUTE YePHOAPOOHN
MOKa3aTeNH
[loBuiieHne Ha anaHuH Heuectn
amMuHOTpaHc(epasaTta
IloBuiieHne Ha aciaprar Heuectu
aMuHOTpaHcdepazaTa
[loBumenu yepHOAPOOHU EH3UMH Heuectu
XunepounupyonHemMus Heuectn
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SOC / Ilpeanoyntad TEPMUH | Yecrora
Hapymenns Ha KokaTa M MOJIKO)KHATA ThKaH
KoxHM KpBBOHU3INBU | Heuectn
Hapyuienus Ha MyCKyJIHO-CKEJIETHATa CUCTEMA U CheAMHUTENIHATA ThKaH
XemapTposa | Heuectu
Hapymenns Ha Op0peruTe 1 TUKOYHUTE MIBTHINA
YporeHnranHa XeMoparws, Heuectn
BKJIFOYUTEITHO XeMaTypus
OO0 HapymieHus u eheKTH Ha MSCTOTO Ha MPIIIOKEHUE
Xemoparusi Ha MICTOTO Ha Penku
WHXEKTHpaHe
Xemoparust Ha MSICTOTO Ha Penxu
MOCTaBAHE Ha KaTeThpa
KspBas cekper Penku
HapansiBanusi, OTpaBsiHUS ¥ YCIOKHEHUS, Bb3HUKHAIM B PE3YyATAT Ha HHTEPBEHIIUU
TpaBmaTnu4Ha XemMoparus Heuectu
IloctnporierypeH xemaTom Heuectu
[TocTnpouenypHa xemoparus Heuectn
[TocTnpoueaypHa cexpenus Heuectn
Cekpelus OT oriepaTUBHATA paHa Heuectu
Xemoparus Ha MSICTOTO Ha Penxu
WHITA3HS
IloctonepatuBHa aHEMUS Penxu
XUpypruyecku U MEIULIMHCKU UHTEPBEHILIUU
JpeHax Ha onepaTUBHATA paHa Penku
IToctnponeypex npeHax Penxu

Onwucanue Ha I/136DaHI/I HCXCJIaHU PCAKIINN

Peaxyuu na kvpeene

[lopanu papmakonornyHus MEXaHU3bM Ha JieiicTBue, ynotpedaTta Ha Pradaxa Moxe n1a Obae cBbp3aHa ¢
MOBHIICH PUCK OT OKYJTHO WJIM SIBHO KbPBEHE OT BCSKA ThKaH WM oprad. [IpusHanure, cuMnToMure u
TeXecTTa (BKIIOUNTENHO U JIeTaJeH N3X0/1) BApUPAT CIIOPE MSACTOTO U CTETIEHTA WM 00XBaTa Ha KbPBEHETO
W/WI aHeMUsITa. B KITMHUYHKUTE TPOYYBaHUS MYKO3HOTO KbpBEHE (HAIp. CTOMAITHO-UYPEBHO,
TeHUTOYPHUHAPHO) € HAa0II01aBaHO M0-YeCTO MPH ABJITOCPOYHO Jeuenne ¢ Pradaxa, B cpaBHEHHE C JIeYeHNUE C
ButamuH K antaronnctu (VKA). Taka, B 1onbIHEHHE KbM MOAXOAIIO KIMHUYHO HAOMIOACHHUE,
na0opaToOpHUTE U3CIIEABAHUS HA XEMOTTIOOMH/XeMaTOKPHUT ca LIEHHH 32 OTKPUBaHE HA OKYJITHO KbPBEHE.
PuckbT 0T KbpBEHE MOXKE Ja C€ TOBHILY [IPH ONIPEAeSICHH TPYITH MALMEHTH, Halp. Te3H, KOUTO UMatT
yMepeHo 0bOpPEeYHO YBpexkIaHe W/UITK ca Ha ChITBTCTBAIIIO JICUCHHE, 3acATal0 XeMOoCcTa3ara Wi CUIIHA P-gp
WHXHOUTOPH (BXK. Touka 4.4 XemoparndeH pruck). XeMOparnaHUTE YCIOKHEHUS MOXKE J1a Ce MPOSABST KaTo
ciaboct, 0J1€IHOCT, 3aMasiHOCT, IJ1aBO0OIME WIIH HEOOSCHUMO TO{yBaHe, IUCITHES ¥ HEOOSCHUM IIIOK.

CpoOmaBa ce 3a MO3HATH YCIIOKHEHHUS C KbPBEHE, KATO KOMITAPTMEHT CHHIPOM U ocTpa 0b0pedHa
HEIOCTAThYHOCT NOpaay xunonepdysus BbB Bpb3ka ¢ Pradaxa. CinenoBatenHo, TpsiOBa J1a ce oT4nTa
BEPOATHOCTTA 33 XEMOpATHs MPH OIIEHKaTa Ha ChCTOSHUETO Ha BCEKH aHTUKOAryJIMpaH nanuent. Mma
HAJIMYHO cHeur(UIHO HEYTPAIU3UPALIO CPEACTBO 3a JadurarpaH, naapynu3ymao, B ciiydyaid Ha
HEKOHTPOJIMPYEMO KbpBEHE (BXK. Touka 4.9).

Ta6mmia 9 nokassa 6pos (%) Ha HmarMeHTuTe ¢ KbPBEHE, KaTO HEeXKeIaHa JIEKapCTBEHA PEakIys, 10 BpeMe Ha

nepuoja Ha JICUCHHUEC B IBEC OCHOBHU KIIMHUYHU MIPOYYUBAHUS 3a IIPCBCHIIUA HAa VTE, B 3aBUCHUMOCT OT
Jo3arta.
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Tabimna 9: Bpoii (%) nanueHTH ¢ KbpBeHe, KATO HexKeIaHa JIeKAPCTBEHA PeaKust

Pradaxa Pradaxa Enokcamapun

150 mg 220 mg

N (%) N (%) N (%)
JlexyBaHM MAIMEHTH 1 866 (100,0) 1 825 (100,0) 1 848 (100,0)
['onemu xemoparuu 24 (1,3) 33 (1,8) 27(1,5)
BcsikakBu xemoparuu 258 (13,8) 251 (13,8) 247 (13,4)

Chob1iaBane Ha MOJ03UPAHN HEWKEIAHU PEAKIUK

CpoOI11aBaHETO Ha MOI03UPAHK HEXKETaHU PEaKIMK CJIe]] pa3pelaBaHe 3a yrnoTpeda Ha JIeKapCTBEHUsI
MPOIYKT € BayKHO. ToBa M0O3BOJISIBA /1 TIPOABIIKH HAOIIOICHUETO HA ChOTHOIIIEHHETO TT0J13a/PUCK 32
JICKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIIUATUCTH CE€ U3UCKBA J]a ChOOIIABAT BCSKA MOI03MpaHa
HEeXXEJTaHa peakilvs Ype3 Hal[oHATHA CUCTeMa 3a ChoOIIaBaHe, mocoueHa B [Ipuioxkenue V.

4.9 IIpeno3upane
I[O3I/I Pradaxa, HaJABUIIIaBaIlu MPECIIOPBUYBAHUTE NJO3U, U3JIaraT NalfluCHTA Ha MIOBUILICH PUCK OT XEMOparus.

[Ipu cpMHEHME 32 Tpeo3upaHe MPOBEKIAHETO HAa KOAryJIallMOHEH TECT MOJKE J1a IOMOTHE 32 OIpe/IeNsTHe
Ha pUCcKa OT KbpBeHe (Bxk. Touka 4.4 u 5.1). Kamubpupan xonuuectBen dTT Tect wnu maorokpatau dTT
W3MepBaHUs MMO3BOJISIBAT NPEABMKIAHE HA BPEMETO, KOraTo Ie ObJaT JOCTUTHATH ONpeesIeH! HUBA Ha
nmaburarpat (BX. Touka 5.1), CBIIIO B CIIy9ai ca MPEeANPUETH JOMIBITHATEIIHA MEPKH —HATIP. THATN3A.

[IpekomepHaTa aHTHUKOATYJIALMS MOKE J]a M3MCKBa NPEYCTaHOBsSIBaHE Ha JieueHuero ¢ Pradaxa. Tl kaTo
naduraTpaH ce eKCKpeTHpa MpeJuMHO dpe3 Ob0pennTe, TpsAOBa Aa ce moJabpsKa JocTaTb4Ha auypesa. Toi
KaTo CBBbP3BAaHETO C MPOTEHNHU € B HUCKA CTETeH, JaduraTpaH MoXe /1a ObJe Tualn3upaH; UMa OTpaHudYeH
KJIMHAYEH OIUT, AEMOHCTPUPAII NI0J13aTa OT TO3M MOAX0A B KJIMHUYHU NMPOyYBaHHA (BXK. TOUKa 5.2).

OBHaZIHBaHe Ha YCJIOKHCHHA OT KPBbBOU3JIUB

B ciydait Ha XeMoparuyHu ycloXHEHHs JieueHneto ¢ Pradaxa tpsOBa i1a ObJe npeycTaHOBEHO, a
HU3TOYHUKBT HAa KbPBCHE — IIPOYYCH. ITo MMPEICHKA Ha JICKYBaIlW JICKAp U B 3aBUCHMMOCT OT KIIMHUYHATa
CUTyaIwsi, TPSAOBa Ja ce MpeAnprueMe MOIXO0 IS0 MOTHPIKAIIIO JICUSHUE, KATO XUPYPTUIHA XeMOCTa3a WiTH
3aMeCcTBaHE Ha KPbBEH 00eM.

B ciydan, koraro € He00X0AMMO OBP30 HEYTpATU3UpPAHE HA AaHTUKOAryJIaHTHUS eekT Ha Pradaxa, moxe na
ce M3IM0JI3Ba crenu(UIHOTO HeyTpain3upaino cpeactso (Praxbind, naapyrnusymat), KOSTO aHTarOHU3KUPa
¢dapmakomuaamMuanus edekt Ha Pradaxa (Bxk. Touka 4.4).

Moxe Jia ce uMa MpeJIBUJI IPUIIarane Ha KOHIIEHTPATH Ha KOAryJIallMOHHH (DakTopH (aKTHBUPAHU HITH
HEaKTHBHPaHU) WK pekoMOuHaHTeH (akrop VIla. IMa HIKOM eKCIIepUMEHTAIHH J10Ka3aTeIcTBa B
MOJKpeIia Ha poJIsiTa Ha Te3H JIEKapCTBEHU POAYKTH B OOpbLIaHE HA aHTUKOATYJIaHTHHUA eeKT Ha
naOuraTpaH, HO JaHHHUTE 3a 110J13aTa UM B KIIMHUYHH YCJIOBUS, KaKTO U 32 BB3MOKHHS PUCK OT pUdayH[
TpOoMOOEMOOIM3bM ca MHOTO orpaHdyeHd. KoarynaioHHHTE TECTOBE MOTAT Jia CTaHAT HEHAJISKIHU CIIe]T
MpUiIarane Ha mpeIoKeHNUTe KOHIIGHTPATH Ha KoaryJlalMoHHU GakTtopu. TpsoBa Ja ce BHUMAaBa MpH
TBHJIKYBAaHETO Ha Te3U TecToBe. TpsOBa 1a ce 0OMHCIH MpHIaraHeTo Ha TPOMOOIIMTHA Maca B CIIyJauTe,
KOTaTO MMa TPOMOOIIMTOIICHHUS MM ca OMIIM M3II0JI3BaHU JIBJTOACHCTBAIIN aHTUTPOMOOTHYHH JIEKAPCTBEHU
npoayKTH. LIsoTo cCHMNTOMAaTHYHO JIedeHHe TPpAOBa Jla ce Mpuiiara 1o MpeneHKa Ha JIeKaps.

B 3aBHCHMOCT OT MECTHUTE BB3MOXKHOCTH, TPSIOBA /1a € OOMUCITH KOHCYJITAIIHNS ChC CIICIIUATUCT B CITydai
Ha TOJISIMO KbPBEHE.
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5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 @apmakoaMHAMUYHU CBOWCTBA

dapMakoTepaneBTHYHA TPyIa: aHTUTPOMOOTHYHHU CPEACTBA, NUPEKTHH TpPoMOWHOBH uHXuOuTOpH, ATC
kox: BO1AEQ7

Mexanus3bsM Ha JEUCTBUE

JlaburaTpan eTeKcuiaT € HUCKOMOJIEKYJTHO MPEIIeKapcTBO, KOETO He MOKa3Ba (papMaKOIOTHYHA aKTHBHOCT.
Cren nmepopaiHo MpujiokeHue qaburatpad eTeKcuiaT ce abcopoupa Obp30 U ce mpeBpbhlla B 1adurarpan
Ype3 KaTajJu3hpaHa OT ecTepasa XuApOJr3a B Ila3MaTa ¥ B YepHHs ApoO. JlaburaTpan € MOIIEH,
KOHKYPEHTEH, 00paTHM, TUPEKTEeH TPOMOWHOB HHXHOUTOP U € OCHOBHOTO BEIIECTBO C aKTUBHO JICHCTBHE B
uIa3mara.

Tbii KaTO TPOMOHMHBT (CEPUHOBA MTPOTEa3a) MO3BOJISIBA MIPEBPHIIAHETO Ha GUOPHHOTEHA BHB PHOPHH B X071
Ha KoaryJalliOHHAaTa KacKaja, MHXHOUpaHETO My MpeoTBpaTsIBa 00pa3yBaHeTo Ha cheupek. JladuraTpan
WHXUOMpa CBOOOJHMS TPOMOMH, GUOPHUH-CBBP3aHUS TPOMOUH U TPOMOMH-MHIYLIUpaHaTa TPOMOOIIMTHA
arperauusi.

q)aDMaKOZII/IHaMI/IT-IHI/I ed)eKTI/I

In vivo n ex vivo poy4YBaHUs TIPH KUBOTHH JEMOHCTPUPAT aHTUTPOMOO3HA e(h)UKACHOCT U aHTUKOATryJIaHTHA
aKTHBHOCT Ha JaOuraTpaH cjie] HHTPAaBEHO3HO MPUIOKEHUE U Ha Ja0UraTpaH €TeKCUIaT cliell HepopaiHo
MPUIOKEHUE NIPY PA3IMYHH KUBOTHHCKHY €KCIIEPUMEHTAIHU MOJIEH Ha TpoMOo03a.

ChimecTByBa OTUETIIMBA KOPEAIUs MEXTy TUIa3MeHaTa KOHIICHTPAIUs Ha Ta0UTaTpaH v CTEIeHTa Ha
aHTUKOAryJaHTHUS epeKT, 0a3upano Ha ¢aza Il npoyusanus. Jlaburarpan yipikaBa TPOMOHMHOBOTO BpeMe
(TT), ECT, xakro u aPTT.

KamuGpupanusat konmmuectBen Tect Ha TT upes paspexnane (dTT) naBa oneHka 3a muasmeHnata
KOHIIEHTpAIHs Ha Ja0uraTpaH, KOsITO MOXe /1a ObJie CpaBHEHA C OYaKBAHUTE TUIa3MEHH KOHIICHTPAINH Ha
nmaburarpas. B ciydait ue kamubpupanusat dTT TecT mokaxke pe3ynraT 3a mia3MeHaTa KOHIIEHTpaus Ha
naburatpaH, KOWTO € Ha WM MO TPAaHHUIIaTa Ha KOJIMYECTBEHOTO OMpeAeIsHe, CIe/lBa Aa ce OOMHUCIH
MIPOBEXAAHE Ha JONBIHUATENHO u3cneasane, Hanpumep TT, ECT, nnm aPTT.

ECT moxe Ja OCUTYpH NUPCKTHA OLICHKA 3a aAKTUBHOCTTA HAa JTUPCKTHUTC Tp0M6I/IHOBI/I I/IHXI/I6I/ITOpI/I.

TectpT aPTT e mmpoko KocThIleH U MOKa3Ba MPUOIN3UTEIHO AHTUKOATYIaHTHATa MHTEH3UBHOCT,
nocturnara ¢ qaburarpan. O6aue, aPTT TecThT nMa orpaHnYeHa YyBCTBUTEIIHOCT U HE € TIOJXO/IAII 32
TOYHO KOJIMYECTBEHO OTPE/IEIITHE HA aHTUKOATYJIAHTHHUS e€eKT, 0COOCHO MPH BUCOKH IJIa3MEHU
KOHIIEHTpaluy Ha faduratpad. Benpeku, ue Bucoku croitnocty Ha aPTT TpsiOBa a ce ThiKyBaT ¢
MIOBULIEHO BHUMAHUE, T€ ITOKA3BAT, Y€ MAlUEHTHT € aHTUKOATI'yJIUPAH.

Karo 1510, MOXeE 1a ce Impueme, 4e Te3U [0Ka3aTeIIn 33 aHTUKOAryJIaHTHA aKTUBHOCT MOTAT Jla OTpas3sT
HMBATa Ha Ja0buraTpaH, KaKTo ¥ Jia MPEJ0CTaBAT HACOKH 3a OIEHKA Ha PUCKA OT KbpBeHe, T.¢. Hax 90 ™
MEPCEHTUI Ha HAall-HUCKUTE HUBA Ha Ja0UraTpaH WK KOAaryJalMOHEH TECT, KaTO Hali-HUCKH H3MEPEHU
croitnoctu Ha aPTT (3a mparosete Ha aPTT, Bxk. T. 4.4, Tabnuna 3), MOXKe J1a c€ acOLMUPA C TIOBHUILIEH PUCK
OT KbPBEHE.

CrammoHapHaTa cpeJiHa reOMeTpUYHa MMKOBA TJIa3MeHa KOHIIeHTpanus (ciex 3 1eH) Ha Ja0urarpas,
M3MepeHa OKoJIo 2 Jaca cie]l npuinarade Ha 220 mg padurarpan erekcuiar, ¢ 70,8 ng/ml, ¢ rpanumnm
35,2-162 ng/ml (B unTepBana 25-tu — 75-tu nepcentwin). CpeHaTa TeOMETPUYHA Hal-HUCKA KOHLEHTPALUS
Ha raburarpaH, U3MepeHa B Kpasi Ha J1030BuUs MHTepBa (T.. 24 yaca cieq no3a gadurarpas 220 mg), e
cpeano okoio 22,0 ng/ml, B rpanunum 13-35,7 ng/ml (B uaTEpBana 25-tu — 75-Tu nepceHTHI).

B enHO cnienmanHo mpoy4BaHe, caMo NPH MMAIUEHTH ¢ YMEPEHO ObOPEUHO yBpeX/IaHe (KpeaTHHIHOB
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kiupbHC 30-50 ml/min), nekyBanu ¢ gaburatpad erexcunar 150 mg BeqHBX JHEBHO, CpeAHATa
reoMeTprYHa Hall-HUCKa KOHIIEHTpAIIUs Ha Ja0uraTpan, i3MepeHa B Kpast Ha J030BHS MHTEPBAJI, € CPEJIHO
47,5 ng/ml, B rpanuim 29,6 — 72,2 ng/ml (B unTepBana 25™-75™ nepcentun).

[Ipu naumentu, nexyBanu ¢ 220 mg qaduraTpaH eTeKCUaT BEAHBXK AHEBHO, 3a peBeHIMs Ha VTE crex
MpoTe3upaHe Ha Ta300eapeHa WiK KOJISTHHA CTaBa,

. 90-usT MepceHTHI Ha Hall-HUCKUTE TUIa3MEHH KOHLIEHTpaluy Ha gaduratpas e 67 ng /ml, (20-28 gaca
cleN IpueMa Ha MpeaunrHaTa 103a) (BK. Touku 4.4 1 4.9),
. 90-uat nepceHTHN Ha Hal-HUCKUTE cToHOCTH Ha aPTT (20-28 waca cnex mpuema Ha MpeAnITHATA

no3a) e 51 cekynam, koeto e 1,3 TbTH Haj TOpHATa TPaHHIIa Ha HOpMaTa.

ECT He e u3amepBaHO Npy MaMEHTH, JIeKyBaHu ¢ 220 mg nadburarpal eTeKCuiIaT BeIHbXK THEBHO, 32
npodunaktika Ha VTE crnen nmpoTtesupane Ha Tazo0eIpeHa UK KOJITHHA CTaBa.

Kimmanunga edukacHOCT ¥ 0€30I1aCHOCT

Emmnuuecku npousxoo

He ce Ha6J'IIO,Z[aBaT KIIMHAYHO 3HAaYMMHU €THUYCCKU PA3JIMKH MCKAY MAIIUCHTUTE OT €BPOIICHHATa paca, C
a(i)po-aMepI/IKaHCKI/I, JIATUHO-aMEPHUKAHCKHU, ATTOHCKHU HUJIU KATaUCKH IIPOU3XOI.

Knunuunu npoyueanus evpxy I’lDOd)LUZCZKWlMKCZmCZ HA 6EHO3€¢H mDOM60€M6OJlM3’bM (VTE) cned npome3upaHe
HA 2cojiemu cmaeu

[TanmenTH, MOANIOKEHN HA IUIAHOBA rOJIsIMa OPTOIeIMYHA Ollepalys B 2 TOJIEMH PaHAOMHU3UPaHH,
MapajeIHO-TPYIIOBH, JBOHHOCIIENH, 1032-OTBBbPKIABAIIY IPOYYBaHHS (IPU €IHOTO — MPOTE3UpaHE HA
KOJISIHHATa CTaBa, a P JIPyroTo — Ha Ta3o0e/jpeHara crasa), nomydasar Pradaxa 75 mg wim 110 mg 1-4
Yaca cje]l orepanuara, a cien Toa no 150 niam 220 mg qHeBHO Npu rapaHTHpaHa xemocTasa wim 40 mg
CHOKCaIapHH B ICHS MpeId ONepanusiTa, a cjell TOBa — BEAHbX JHEBHO.

B uznurBanero RE-MODEL (kosstHHO mpoTe3upane) JeueHHeTo NpoabiikaBa 6-10 qHH, a B U3NUTBAHETO
RE-NOVATE (npore3upane Ha TazobeapeHara craBa) — 28-35 auu. OOmusT Opoii IeKyBaH! NallMeHTH €
cboTBeTHO 2 076 (konstHHA cTaBa) U 3 494 (Ta3zobenpeHa crasa).

CrwueranueTo ot obmiara cMbpTHOCT nopaau VTE (BkimrounTesHo 6enoapodeH eMO0au3bM, MPOKCUMAJICH U
JHCTaJIeH IBJIOOK BEHO3€H TPOoMO0EeMOOIN3bM — CHMITOMEH MIIM aCUMIITOMEH, YCTAaHOBEH Upe3 pyTHHHA
BeHorpadus) ¥ CMbPTHOCTTA MOPAAY BCSIKAKBU MPUYMHM NPEACTABIISABA IBPBUYHA KpaliHa TOYKa M Ha JIBETE
npoyusanusi. Crueranuero ot royisim VTE (BrirountenHo 0enonpodeH eMOO0In3bM U MPOKCHUMAJeH ABJIOOK
BEHO3EH TPOMOOEeMOOIN3bM — CUMIITOMEH HMJIM ACHMIITOMEH, YCTAaHOBEH Upe3 pyTHHHA BeHOTpadus) 1
cMmbpTHOCT nopaau VTE npencrasisiBa BTOpU4yHa KpaifHa TOUKa U C€ CYUTA, Y€ UMa MO-TOJISIMO KJIMHUYHO
3HAYEHHE.

Pesynrartute oT ABeTE M3NMUTBAHMA NIOKA3BAT, Ye aHTUTPOMOO3HHA edekT Ha Pradaxa 220 mg u 150 mg He
OTCTBIIBA CTATHCTHYECKH HA €HOKCHIIApUH 10 oTHowmeHue Ha oomus VTE n obmara cmbpTHOCT. KpaitHust
pesynrat 3a cay4yaute Ha rosisiM VTE u ecmbpTHOCT nopagu VTE npu no3a 150 mg e Manko mo-iom,
OTKOJIKOTO MpH eHoKkcanapuH (tadsuia 10). [To-mo0pu pesynratu ce HabmogaBaT rpu 1o3a 220 mg, KbASTO
KpalHuAT pe3ynrar 3a rojisiM VTE e Manko mo-m1o65p, OTKOIKOTO TP eHoKcamapuH (Tabmuma 10).

Knauanunure H3CJICABAHUA Ca MPOBCACHU IIPU NAITUCHTU CBC CPCIHA BB3PACT >65 T'OAWHH.

Hsima pasnuku B JaHHUTE 32 €PUKACHOCT M O€30MACHOCT MEKIY MBKE M KEHHU BbB (ha3za 3 KIMHUYHH
MPOYYBaHUSI.

B nscnensanara nomynamus Ha RE-MODEL u RE-NOVATE (5 539 nexyBanu naruentn), 51% umar
npuapysKaBaiia XUnepTonus, 9% uMat npuapysxkasail auadet, 9% umar npuapyxasanio 3a00isiBaHe Ha
KopoHapHaTa aptepus 1 20% uMaTt aHaMHe3a 3a BeHO3Ha He1oCTaThbuyHOCT. HUTO eaHo OT Te3u 3abomsBanus
HE MOKa3Ba Bb3JIeHCTBUE BHPXY edeKkTuTe Ha nadburarpan 3a VTE npeBeHIMs U yecToTaTa Ha KbpPBEHE.
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Hannure 3a ronaMm VTE u cmbpTHOCTTa opaau VTE ca XOMOTeHHH IO OTHOILIEHUE HA IbPBUYHUTE KpailHU
TOYKH 32 e(PUKacHOCT U ca Tokazanu B Tabnuma 10.

JHannwnte 3a ob6mara cMbpTHOCT nopagu VTE u 3a cMBbpTHOCTTA MOpay BCSIKAKBYU IPUYMHHM Ca TIOKA3aHH B
Taomuma 11.

I[aHHI/ITe 34 YCTAHOBCHUTEC I'OJIECMU XEMOpAruniiu MHOUACHTH Ca IMIOKA3aHU B Ta6nnua 12 mo-ao0Jgy.

Ta6aunua 10: Ananu3 Ha caydaute Ha roiasaM VTE u cmbpTHOCT mopaau VTE npe3 TepaneBTHYHaTa
¢aza na npoyuBanusata RE-MODEL u RE-NOVATE npu oproneaAnynu onepauun

N3nutBane Pradaxa Pradaxa Enoxcanapun
220 mg 150 mg 40 mg

RE-NOVATE (Tazobenpena crana)

Bp. nexyBanu nanueHTH 909 888 917

UYecrota (%) 28 (3,1) 38 (4,3) 36 (3,9)

Koegwumment Ha pucka 0.78 1,09

CHpsAMO €HOKCanapuH

95% CI 0,48; 1,27 0,70; 1,70

RE-MODEL (xonstHO)

Bp. nexyBanu nanueHTu 506 527 511

Yecrora (%) 13 (2,6) 20 (3,%) 18 (3,5)

Koe¢wumment Ha pucka 0.73 1,08

CIpAMO €HOKCalapuH

95% CI 0,36; 1,47 0,58; 2,01

Taéauua 11: Ananu3 Ha odmara cMbpTHOCT nopaau VIE U Ha cMBPTHOCTTA MOPaaAN BCAKAKBH
NPUYUHY Npe3 TepaneBTHYHATA (pa3a Ha npoyuBanuaTa RE-NOVATE u RE-MODEL
NPH OPTONECAUYHH ONepannu

N3nurBane Pradaxa Pradaxa EHnoxcanapun
220 mg 150 mg 40 mg

RE-NOVATE (Tazo6enpena crana)

Bp. nexyBanu nanueHTH 880 874 897

UYecroTa (%) 53 (6,0) 75 (8,6) 60 (6,7)

Koegwumment Ha pucka 0.9 128

CHIPSIMO €HOKCAIapHH

95% CI (0,63; 1,29) (0,93; 1,78)

RE-MODEL (xonsiHO)

Bbp. nexyBaHu naryeHTH 503 526 512

Yecrota (%) 183 (36,4) 213 (40,5) 193 (37,7)

Koeduuuenr Ha pucka 0.97 1.07

CHPSIMO EHOKCAapHH

95% CI (0,82; 1,13) (0,92; 1,25)
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Tabamna 12: T'oJieMn XeMOparu4Hu cbOMTHS B 3aBHCHMMOCT OT JiedeHHneTo B npoy4uBanust RE-
MODEL u RE-NOVATE, npeacraBeHu nooTaeIHO

W3nutBane Pradaxa Pradaxa Enoxcanapun
220 mg 150 mg 40 mg

RE-NOVATE (Ta3zo0enpena crasa)

bp. nexyBanu narmmenTn | 1146 1163 1154

TNonemu xemoparuuHu

chOuTIs (%) 23 (2,0) 15(1,3) 18 (1,6)

RE-MODEL (xonsiHO)

Bp. nexyBanu marnmenTu | 679 703 694

TNonemu xemoparuusnu 10 (1,5) 9(1.3) 9(1.3)

croutHs (%)

Knunuunu usnumeanus 3a npodunaxmuxa Ha mpomooemoboIusvmM npu RAYUEHMU CbC CbPOCYHU KIANHU
npomesu

B uznutBane daza Il maburarpan eTekcuiar 1 BapaprH ca MpoydeHH IpH o010 252 manueHTH,
MPeTHPIETN HACKOPO XUPYPrUyHa ONepalys 3a MOCTaBsiHE Ha MEXaHUYHa Chp/CYHA Kiara (T.e. B pAMKHTE
Ha HACTOSIIATa UM XOCHHUTAIN3aLKs ), KAKTO U [IPU NalUeHTH, IPETHPIENN ONepanys 3a MOCTaBsiHe Ha
MeXaHHYHa ChbpACYHA KJala IMpeay noseue oT Tpu Mecena. [loBeue TpomOoeMO0IMuHN cHOUTHS (OCHOBHO
WHCYJITU U CUMIITTOMHH/aCHMIITOMHY TPOMOO31 Ha IPOTE3NPAHUTE KJIAlN) U TIOBEYE ClIydan Ha KbPBEHE ca
HaOJIF0/IaBaHM NIPY 1a0MTaTpaH eTeKCUIIAT B CpaBHEHHE ¢ BapapuH. [Ipu manueHTiTe B paHHUs
MTOCTOTIEPAaTHUBEH MTEPHOJ, MACUBHUTE KPHBOU3IIMBY Ca C€ MPOSBIBAIN OCHOBHO KaTo CIIEAONEPATUBEH
XEeMOparuieH nepuKapAeH U3JUB, MO-CIIEHUATHO IPH MAHEHTH, 3alI0YHAIM IPUEM Ha Jaburarpan
eTEeKCIJIAT CKOpo (Ha 3-us IeH) ciied] XUpYprudHaTa onepanys 3a CMsIHa Ha ChbpAeyHa Kiana (BX. T. 4.3).

HCZ[I/IaTDI/ILIHa nonyJianusa

EBpornefickaTa areHmus 1mo JexapcTBaTa 0CBOO0XK/IaBa OT 3aAbDKEHUETO 3a IPEJOCTaBIHE HA Pe3yITaTUTE
OT TIpoyuBaHusTa ¢ Pradaxa BbB BCHUKH MOATPYITH HA MeAMATPUYHATA MTOMYJIANNS TIPY IPEBEHITUS Ha
TPOMOOEMOOTMYHN CHOUTHS 32 Pa3pelIeHOTO MoKa3aHue (BXkK. Touka 4.2 3a mH(poOpMaIrs OTHOCHO yroTpeda
B MEANATPHTA).

5.2 ®apMakOKMHETHYHH CBOICTBA

Crnen nepopaiHO NpUIOKEHHE JaduraTpaH eTeKCuiIaT Obp30 U HAITBIIHO Ce MPEBPHIIA B JaburarpaH, KOUTO
¢ akTrBHarTa (hopMa B Ta3Mara. PasrenBanero Ha peAsiekapcTBOTO JaburaTpaH eTeKcuiar 4pes3
KaTaJM3upaHa OT ecTepasa XUApOoJin3a 0 aKTUBHOTO BEIIECTBO Ja0uUTaTpaH € mpeodiiaaBamara
MeTa0OJIMTHA peakiys. AOCONOTHATa OMOHATMYHOCT Ha JaburaTpaH cje]| MepopaiHo MPHIIOKEHUE Ha
Pradaxa e mpubnusurento 6,5%.

Crnen nepopaiHo NPUIOKEHHUE Ha Ta0UTaTpaH €TeKCHIIAT MIPY 3IpaBy TOOPOBOIIIHN, PapMaKOKHHETHIHUSIT
nponi Ha JaburaTpaH B IUIa3Mara ce XxapakTepu3upa ¢ Obp30 HapacTBaHE Ha TUIA3MEHUTE KOHIICHTPAIIUH C
nocturane Ha Cp,,x B pamkute Ha 0,5-2,0 daca cien NpuioKeHUETO.

AOGcopOLus

[IpoyuBane, oneHsBaIIO MOCTONEPaTUBHATA aOCOPOIMA Ha JaburaTpad eTekcuuar 1-3 daca cie onepanus,
JIEMOHCTPHpPa OTHOCUTENHO OaBHa abcopOLys B CpaBHEHHUE C Ta3H IPH 3/ApaBH JOOPOBOIIIH, TOKa3BAWKH
IIaBeH Mpo¢uII Ha TUIa3MeHaTa KOHIEHTPALKs BbB BpeMeTO 0e3 BUCOKM MUKOBH IUIa3MEHN KOHIIEHTPALHH.
[InkoBM MIIa3MeHN KOHIIEHTPALIMHU Ce JOCTUTAT 6 Yaca Ciie]l IPUIOKESHUETO B MMOCTOTIEPATUBHUS TIEPHOJ
nopaJii HAKoM (pakTopH, KaTo HaIpUMEpP aHEeCTEe3Usl, CTOMAITHO-UYPEBHA Mape3a U XUPYPruvHu eeKTy,
HE3aBUCHMO OT IiepopaliHara JiekapcTBeHa ¢popma. J[pyro nmpoydysane JeMOHCTPUPA, Yye OaBHA U
3aKbCHsIBala abcopOLrs OOMKHOBEHO ce HabJtoJaBa camo B JIeHs Ha onepauusaTta. Ha cneapamure 1Hu
abcopOuusTa Ha Jaburatpad € Obp3a U MUKOBH IUIa3MEHN KOHIIEHTPALMH Ce JOCTHTaT 2 yaca ciell
MIPWJIOKEHUE Ha JIEKAPCTBEHUSI TPOIYKT.
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XpaHaTa HE MOBJINsIBa OMOHAJINYHOCTTA Ha HaGI/IFanaH €TCKCHUJIarT, HO 3a0aBs BpPEMETO OO0 IMMKOBUTE
TJIa3MEHH KOHIICHTPAIMH C 2 Jaca.

Cinax 1 AUC ca nponoplroHaIHU Ha J03aTa.

BronannyHoCTTa ciiell mepopaIHo NMPHIOKEHNE MOXKE J1a ce TIOBUIIU che 75 % cren mpuiiaraie Ha
eIrHNYHA 71032 U ¢ 37% B CTallMOHAPHO CHCTOSIHUE, B CpaBHEHHUE ¢ pedepeHTHaTa KalcyiaHa popMa, Korato
TeJIETUTE ce pueMat 6e3 karcyiiHa 06BuBka oT xutpomeno3a (HPMC). Lenocrra Ha kancynute or HPMC
BUHAry Tps0Ba J1a ObJie 3ama3eHa npyu KIMHWYHA yroTpeda, 3a J1a ce u30erHe HeyMHIIUIEHOTO TTOBUIIIABaHE
Ha OMOHAJIMYHOCTTA Ha JaburarpaH eTekcunaT (Bx Touka 4.2).

PasnpenencHue
Hao6monasa ce ci1abo (34-35%), He3aBUCHMMO OT KOHIICHTpAIMATa CBbP3BaHE Ha 1a0UraTpaH ¢ YOBEIIKUTE
w1asMenn npotenan. O6eMbT Ha pa3npeseneHue Ha gadburarpan ot 60-70 muTpa npeBuIaBa oomus ooemMm

Ha TeJIECHUTE TEYHOCTH, KOETO O3HAUaBa, ue Jaburatpad vMa yMepeHO ThKaHHO paslpesielieHue.

BI/IOTD aHCd)ODMaLII/Iﬂ

MeTabomu3MbT U €KCKpEnHsITa Ha JaburaTpaHd ca MPOyUSHH MPH 3IPaBU MBKE TOOPOBOIIIH CIIET €AMHIYIHA
HMHTPaBEHO3HA J103a JaburaTpaH, Oejsi3ad ¢ paauoakTuBeH u3otorn. Ciiel] MHTpaBeHO3HATA /1034,
MIPOM3XOXKAIATa OT JaOUTaTpaH paTHOaKTUBHOCT Ce eTMMUHUpA II1aBHO ¢ ypuHaTta (85%). dekxanHaTa
EKCKpeIus oTroBaps Ha 6% ot mpmiiokeHata no3a. Cnen 168 yaca obmaTa paanoakTHBHOCT C€
BB3CTaHOBsIBA B paMKuTe Ha 88-94% oT mpuioxeHaTa a03a.

JlaburarpaH ce nojyiara Ha KOHIOTaIUs, IPU KOETO ce 00pa3yBaT (papMaKOoJIOTHYHO aKTUBHU
aruIrioKyporuan. ChIecTBYBaT 4 MO3UITMOHHY m3oMepa, 1-0, 2-0, 3-0, 4-O-anuiritoKypoHU I, BCEKH OT
KOUTO CHCTaBIsABA MO-MalKo OT 10% oT 061m0TO Kom4yecTBo nadburatpad B riasmara. Cliefiu OT ApyTru
MeTabOJINTH C€ YCTAHOBSABAT CAMO C BUCOKOUYBCTBUTEIHHM aHATMTHYHHA METOIH. [laburarpaH ce eTMMUHUpa
TJIABHO B HeMpoMeHeHa (popma ¢ ypuHara ¢ npubnusutensa ckopoct 100 ml/min, choTBEeTCTBAIIA Ha
CKOPOCTTa Ha TIIOMepYJTHA (BUIITPALIHSL.

Enumunupane

[1na3mennTe KOHIEHTpAMK Ha TaOUTaTpaH MOKa3BaT OMEKCIIOHEHIANIEH CTIa]] ChC CPEACH TEPMUHAIECH
MoJTy>KMBOT 11 yaca nmpu 3paBu HHAMBHUAN B cTapyecka Bb3pacT. Cien MHOTOKPaTHO MIpUJIaraHe ce
HabJro1aBa TEpMUHAICH MTOYXHUBOT OT 0K0J10 12-14 yaca. [Toy>KMBOTBT € HE3aBUCHM OT J03aTa.
[Tonmy)HuBOTHT € yIbJDKEH, ako ObOpeuyHaTa QyHKIMS € HapyIlIeHa, KaKTo € [oKa3aHo B Tabiuua 13.

Crenuaisy onyiaiu

Bvbpeuna nedocmamvunocm

B npoyuBanus dasza [, excniozunusita (AUC) Ha naburarpaH ciies nepopaiHo npuioxenue Ha Pradaxa e
NpUOIM3UTENHO 2,7 THTH MO-BUCOKA NPH 100poBOILHM ¢ yMepeHa 0b0peuna HenoctaTbuHoCT (CrCL mexmy
30 — 50 ml/min), OTKOJKOTO IpH Te3u 0e3 ObOpeUHa HETOCTATHYHOCT.

[Tpu mabk 6poit qoOpoBoH ¢ Texka 6b0peuna HenocrarbaHOCT (CrCL 10 - 30 ml/min), excriozunusta
(AUC) na gaburarpas e npuONIU3UTENHO 6 IBTH MO-BUCOKA, & MOIYKUBOTHT NPHOINU3UTENHO 2 TBTH
MO-IBJIBT OT HAOJII0JaBaHUTE B MOy anus 0e3 ObOpeuHa HeaoCTaThbUHOCT (BK. Touku 4.2, 4.3 u 4.4).
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Tabumna 13: Ioay:kuBOT Ha 00IIMA JA0UTATPAH NPH 3APABU HHIMBHUAN U HHIUBHM/IH C HAPYIIEHA
0bOpeuHa pyHKUMA

CkopocCT Ha roMepyiapHaTa gMean (gCV%; rpanuim)
¢wmnrpanus (CrCL,) MOJTy’KUBOT
[ml/min] [h]
>80 13,4 (25,7 %; 11,0-21,6)
>50- <80 15,3 (42,7 %;11,7-34,1)
>30-<50 18,4 (18,5 %;13,3-23,0)
<30 27,2(15,3 %; 2,.6-35,0)

JIO'BITHHUTEINHO, eKCIIO3UIIHATA Ha TJa0UraTpaH (Hali-HUCKa U MIHKOBA) € OIICHEHA B €/IHO MPOCIIEKTUBHO,
OTKPHTO, PAHAOMH3HPAHO, (DapMaKOKHHETUIHO NMPOYYBAHE MPH MAIIMEHTH C HEKJIAIMHO MPEACHPIHO
MBxAeHe (non-valvular atrial fibrillation, NVAF) ¢ Texko 650pedHo yBpexxaane (onpeneneHo KaTo
kpeatnHHOB KimpbHC [CrCl] 15-30 ml/min), nonydaBamy gaburatpas eTekcunat 75 mg aBa IbTH AHEBHO.
To3u pexum e 10Be O Hall-HUCKaA CpeiHa reoMeTpryuHa KoHIeHTpanus 155 ng/ml (gCV 76,9%), namepena
HETIOCPEACTBEHO MPEeIN MPUIIOKEHNETO Ha CJI/IBAINATA /103, U 10 TUKOBA CPeHa FeOMeTpHYHA
koHueHTparus 202 ng/ml (gCV 70,6%), n3MepeHa JiBa yaca clie/i IPUIOKEHUETO Ha MocTeTHaTa J103a.

KnupbHebT Ha JaburaTpa upes XxeMoauann3a € U3ciieIBaH NpH 7 MalMeHTH ¢ TepMUHaTHa Ob0pedHa
HegoctarbuHocT (ESRD), 6e3 mpenchpaHo mbxkaene. Juanusara e nposeaeHa cbe 700 ml/min auanuseH
neOuT, IPOIBIDKUTEITHOCT YETHPH Yaca U CKOPOCT Ha KpbBHUA TOK 200 ml/min unu 350-390 ml/min. Tosa
BoaM 110 oTcTpaHsBane Ha 50% 110 60% OT KOHIEHTpaIMsITa Ha faduraTpaH. KoandecTBOTO BEIIECTRO,
OTCTPaHEHO Ype3 JIMAIN3a, € POIOPIIHOHAITHO Ha CKOPOCTTA Ha KPBBHUS TOK, IIPH CKOPOCT HA HAa KPHBHUS
ToK 110 300 ml/min. AHTHKOATyJIaHTHATa aKTUBHOCT Ha JJa0WUTaTpaH HaMaJIsiBa C HaMaJlsiBaHE Ha TUIa3MEHHUTE
koHueHTpanyuu 1 GK/DJ] Bpb3Kara He e Ouiia 3acersara oT Mpoleaypara.

Hayuenmu 6 cmapyecka 6b3pacm

Crietubuunu hapMakKOKMHETHYHHU Hpoy4BaHus (a3a | npu nmanueHTy B cTapuecka Bb3pacT oKa3BaT
yBenmuuenue ot 40 1o 60% na AUC u noBede ot 25% Ha C,.x B CpaBHEHHUE ¢ MJIaJId TalueHTH. EQexThT Ha
BB3pACTTa BbPXY €KCIO3UIHTA Ha TaduraTpaH e MoTBbpAeH oT mpoyuBaneTo RE-LY ¢ okono 31% mo-
BHCOKO HHMBO Ha Hail-HHCKa KOHIICHTPALXA 3a UHIUBUJIU > 75 TOJUHU U ¢ 0K0JI0 22% TMO-HUCKO HUBO Ha
Hal-HUCKaTa KOHLEHTpaIUs Opyu UHAUBUIU < 65 TOIMHY, B CPABHEHUE C MHAUBUIAN MEXTY 65 u 75 ronuHu
(Bk. Touku 4.2 u 4.4).

Yeprnoopobuo napywenue
He ce HabmoiaBa mpoMsiHa B €KCIIO3UIMSATA HA JaburaTpad npy 12 manueHTH ¢ yMepeHa 4epHoIpoOHa
HenocraTbyHocT (Child Pugh B) B cpaBrenue ¢ 12 kortponu (Bx. Touku 4.2 u 4.4).

Tenecno meano

Haii-anckure KoHIEeHTpanuy Ha qaburaTpa ca okoso 20% Mmo-HUCKU TP TAIIMEHTH C TEIECHO TETJIo

> 100 kg B cpaBrenue ¢ 50-100 kg. Muo3uncTroTo (80,8%) OT MHAMBHINTE ca B KaTeropusra > 50 kg u
< 100 kg, 6e3 ycraHOBeHa sicHa pa3nuka (Bx. ToukH 4.2 u 4.4). [Ipu nanmenTn ¢ tenecHo terio < 50 kg
KJIMHUYHHTE JaHHU Ca OTPaHUYCHH.

Llon
EKCHO3I/IHI/I$[Ta Ha aKTUBHOTO BC€IICCTBO B IIbPBOHAYAIHUTE ITPOYYBaHUA 3a MIPEBCHIMA HaA VTE e okomno
40% 1o 50% mo-BuCOKa MPH MAMEHTH OT KEHCKH TI0JI, HO HE CE MPETophYBa KOPEKIIHs Ha 103aTa.

Emuuvecku npousxod

Hsama kMMHUYHO 3HAYMMU MEXKTyETHUUECKH pa3Inyus MEXy HallUeHTH OT €BPOIleUHATA paca, HalueHTH C
adpo-aMEepUKaHCKH, IATHHO-AMEPUKAHCKH, SITTOHCKU ¥ KUTAWCKH MTPOU3XO0]] 10 OTHOIIICHHE Ha
(hapmakokrHeTHKaTa ¥ (papMaKoIMHAMHKATa Ha Ja0UraTpaH.
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q)aDMaKOKI/IHeTI/I‘lHI/I BBaHMOHeﬁCTBHﬂ

In vitro mpoy4yBaHUs 32 B3aUMO/IEIICTBHE HE IMOKAa3BaT MHXUOMpaHe MM HHIYIMPAHE Ha TJaBHUTE
M30eH3UMH Ha uToXpoM P450. Toa ce mOTBBpkKAaBa OT in Vivo IPOYIBAHUS C YIACTHETO HA 3MIpaBU
JO0OpPOBOJILIM, KOMTO HE IMIOKa3BaT B3aMMOJICHCTBHE MEXy TOBA JICUEHHUE U CIICIHUTE JIEKapCTBEHH
npoayktu: atopBactatud (CYP3A4), nurokcus (B3aumopaeicTBre ¢ TpaHcnopTHUs P-gp) u nqukiodenak
(CYP2C9).

5.3 IlpenkJMHUYHH JAHHHU 32 0€30MACHOCT

Hexnuamnaaute JaHHH HC ITIOKa3BaT ocobeH PHUCK 3a XOopaTa Ha 0asa Ha KOHBCHIIMOHAJTHUTEC
q)apMaKOJ'IOFI/I‘IHI/I HU3IMUTBAHHUA 3a 6C3OHaCHOCT, TOKCUYHOCT IIpYU MHOT'OKPATHO IIpHUJIaraHe u
TCHOTOKCHUYHOCT.

Edexrure, HabnaronaBaHu B M3NUTBAHKUTA 32 TOKCHYHOCT MIPY MHOTOKPATHO MpHUJIaraHe, ce JbbKaT Ha
3acwiieHust (hapMakoJIMHaMUYeH eeKT Ha JaduraTpaH.

Edexr BbpXy KeHCKaTa PEerpoyKTHBHOCT € HaboaBaH 1moj (hopMaTta Ha HaMallsiBaHe Ha Opost Ha
VMMIUTAHTAIIUUTE W TIOBUIIIABAHE HA MPEANMILIAHTAIIMOHHUTE 3aryou mpu jno3a 70 mg/kg (5-kpaTHOTO HMBO
Ha TIa3MeHa eKCIIO3UIHS TP TarueHT ). [Ipu mo3m, KouTo ca TOKCHYIHH 3a Maitkute (5- 10 10-kpaTHOTO
HUBO Ha IUTa3MEHA SKCIIO3UIIMS ITPY MAIMEHTH), P IUIHXOBE M 3alllK ce Ha0JI0/[aBa HaMaJIsiBaHe Ha
TEJIECHOTO TETJIO U JKU3HECIIOCOOHOCTTa Ha (peTyca, 3aeJJHO C MOBUIIIaBaHe Ha (eTaTHuTe Bapuanuu. B
MPEHATAIHY U MIOCTHATAHH MTPOYYBaHUs € HaOJI0/IJaBaHO MOBHINIABaHEe HA (DeTaliHaTa CMBPTHOCT IIPH JI03H,
KOWTO ca TOKCHYHH 32 MalKuTe (71032, ChOTBETCTBAIIA HAa 4 TIHTH ITO-BUCOKO HUBO HA TIa3MEHa €KCIIO3HITHS
0T HAOJI0JaBAaHOTO MIPH MAI[UCHTH).

JIBATOCPOUHUTE TOKCHKOIOTHYHH ITPOYYBAHMUS TIPH INTHXOBE M MUIITKH HE TI0Ka3axXa JaHHH 32 TYMOPOTE€HEH
MOTEHIIMA Ha Ja0duraTpaH 10 MakcuMaiaHu 103 oT 200 mg/kg.

JlaburarpaH, akTUBHATA 9aCT OT Ja0UTaTpaH €TEeKCUIAT ME3WIAT, € YCTONYHB B OKOJTHATA Cpefa.

6. DAPMAIEBTUYHU JAHHHA
6.1 Chnucbk HA IOMOIIHUTE BeleCTBA

KancynHo cpabppxumMo
Bunena kucenuna
ApaOcka ryma
Xurnpomenosa

Humetukon 350

Tanx
XHIPOKCUNIPOITMIILIENTYII03a

CxucTaB Ha KaricyJarta
Kaparenan

Kaynes xnopun
Tutanos guokcumg
Xumnpomenosa

YepHO II€YaTHO MACTHIIO
ennak

Uepen xenezen okcup (E172)
Kanues xuapoxcu
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6.2 HecbBMecTUMOCTH
Henpunoxumo.
6.3 Cpoxk Ha rogHocT

Baucrep u OyTiika
3 roauHU

Cren orBapsiHe Ha OyTHIIKaTa JIEKApPCTBEHUSAT IIPOAYKT TpsAOBa J1a ce U3I0JI3Ba 10 4 Mecela.
6.4 CrnenuajaHu ycJ10BHA Ha CbXpPaHeHHUe

Baucrep

I[a CC CbXpaHsBa B OpUTMHAJIHATa OIIAKOBKA, 3a 1a CC MPCAIa3u OT BJIara.

Byrtunka

Jla ce cbXpaHsiBa B OpUI'MHAJIHATA ONIAKOBKA, 3a J1a CE MIPEIa3y OT BJiara.
CroxpansBaiiTe OyTHJIKaTa ITHTHO 3aTBOPEHA.

6.5 Buau chabp:KaHHE HA ONIAKOBKATA

Kapronena onakoBka, ceappskama 10 x 1, 30 x 1 umu 60 X 1 TBBpauM Karcynu B nepopupaHy aTyMHUHHUEBH
OnucTepy C EAMHUYHH JI03H.

KaproHeHna onakoBka, chappikaiia 6 omucrepuu jentu (60 x 1) B nephopupanu aryMHHUEBU O€TU
OJIMCTEepY C TUHUYHU JI03H.

[TonmumponunenoBa OyTuiika, chabpxaiia 60 TBEpAM KalCyJd, ¢ Kalayka Ha BUHT.
He Bcruky BUOBE ONaKOBKH MOTaT a ObAaT MyCHATH B POJaXx0a.
6.6 CrnenuajaHu nMpeaNna3sHu MepKHU NMPH U3XBbPJIsiHE H padoTa

[Ipu m3Baxkmane Ha Pradaxa xamcynu ot OMcTepHAaTa OIMaKkoBKa TPsIOBa 1a ObAT CrIa3BaHM CICTHUTE
yKa3aHUs:

o Bcsika kancyna tpsOBa ga ObJie OT/eIeHa OT OmcTepa 1o neppopupaHara JHHUSL.

o donmoTo Ha GiucTepa TPAOBA J1a ce OTIIEIH, CIIe/l KOSTO KarcyiaTa MOXKe Jia Ce 3Ba/Iu.

o TBBpauTE KanCcysm He TpAOBa ca ObJaT N3BAXKAAHH Npe3 OIMCTEPHOTO (OIHO.

. Brcreproto domuo TpsiOBa 1a Obae 00eBaHO CaMO KOTAaTO € He00XO0IMMO JIa ce TIpueMe TBbp/a
Karcya.

I[Mpu u3BakJaHe Ha TBBP/IA KAIICyJia OT OyTuiKara, TpsiOBa Ja ce CIa3BaT CIICJAHUTE YKa3aHUs:

. Kamaukara ce oTBaps upe3 HaTHCKaHE U 3aBbpPTAHE.

. Cren u3BaXkaaHe Ha KarcysiaTa OT OyTHIIKATa, Karmadykara BeJHara TpsioBa Jia ce mocTaBu 00paTHO U
OyTHIIKaTa 1a ce 3aTBOPH ILTBTHO.

Hewnsnon3paausT JICKAPCTBCH NPOAYKT WJIN OTHAABYHUTE MAaTCPpUAJId OT HETO TpH6Ba Ja C€ U3BXBBPJIAT B
CHOTBCTCTBUEC C MCCTHUTC U3MCKBAHMA.
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7. HPUTEXATEJI HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

D-55216 Ingelheim am Rhein

I'epmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/442/001
EU/1/08/442/002
EU/1/08/442/003
EU/1/08/442/004
EU/1/08/442/017

9. JATA HA I'bPBO PAZPEIIABAHE/IIOJTHOBABAHE HA PASPELIEHUETO 3A
YIIOTPEBA

Jara Ha mepBo pazpemasane : 18 mapt 2008 r.
[Hata Ha nocnenHo nogxHoBsiane: 17 suyapu 2013 1.

10. JOATA HA AKTYAJIUBUPAHE HA TEKCTA

[MonpoOHa nH(OpMAaIUs 32 TO3M JIEKAPCTBEH MPOIYKT € MpeIocTaBeHa Ha yeb caiita Ha EBpormelickara
areHIus 10 JiekapcTBaTa http:/ www.ema.europa.eu/.
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1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Pradaxa 110 mg TBBpAM Karcynm

2. KAYECTBEH U KOJIMYECTBEH CbCTAB
Bcesika TBBpaa Kancyna ceabspka 110 mg nadburarpan erekcuiat (dabigatran etexilate) (kato me3unar ).

3a IIBIHUA CIIMCHK HA IIOMOII[HUTE BEIIECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ®OPMA

TBbpaa kancyna.

Karmncynu cbe cBeTIIOCHHBO HEMPO3payHO Kalave W CBETIIOCHHBO HEMPO3PAvyHO TAJIO C pa3Mep 1, HaITbJIHEHO
C XbJTCHUKaBH 1ejeTu. KanaueTo e maMnoBaHo cbe cMMBOJIa Ha KoMmmnanusaTa Boehringer Ingelheim, a
Tan0to — ¢ “R110™.

4. KJIMHUYHU JAHHHA

4.1 TepaneBTHYHHU MOKA3ZAHUS

[IppBUYHa TpeBEHIVS HA BEHO3HH TPOMOOEMOOIHMYHHN CHOUTHS IPH BH3PACTHU HMAIMEHTH, ITOIJIOKEHH Ha
IUIaHOBO LISTIOCTHO MPOTE3UpaHe Ha Ta300eIpeHa cTaBa WM IUIOCTHO NPOTE3UpaHe Ha KOJISIHHA CTaBa.

[IpeBeHIIMs Ha MO3BUYCH HHCYIT U CHCTEMEH eMOOTN3bM TP BH3PACTHH MAMEHTH C HEKJIAITHO MPEACHPIHO
mbxaeHe (NVAF) ¢ equs nim nmoBede puckoBU (aKTOPH, KAaTO MPEAIECTBAI MO3bUSH HHCYJIIT WU
npexojiHa ucxemu4Ha araka (TIA); Bp3pact > 75 roquHy; chpaedHa HeaocTarbyHOCT (Kiac mo NYHA > I1);
3axapeH AnadeT; XUMePTOHUS.

Jledyenue Ha nba00Ka BeHo3Ha TpoMOo3a (DVT) u 6enoapoden emoonuzbM (PE), kakTo v npeBeHIus Ha
peunauBy Ha DVT u PE nipu Bb3pacTHU NallMEHTH.

4.2 Jlo3upoBKa M HAYMH HA MPUJIOKEHHE

2 lOSI/I[ )OBKaA

Ivpeuuna npeeeHyus Ha 6eHO3EH MPOMOOEMDOIUIOM NPU OPMONECOUUHA XUPYP2USL

[Ipenoprunrennure no3u Pradaxa v IpoABIKATEIHOCTTA HAa TEPAITMATA 32 ITbPBUYHA TPEBEHITUS HA
BEHO3€H TPOMO0eMOOIN3bM NIPU OPTONEANYHA XUPYPrHsl ca MOKa3aH! B Tabumna 1.
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Taoauma 1:

l'[penopmm 3a 103MPOBKaTa U NPOABL/IKUTEC/IHOCTTA HA TEPANIUATA 3a MbPBUYHA

NpeBeHIMsI HA BeHO3eH TPOM00eMO0IN3bM NPH OPTONeANYHA XUPYPIrusl

HauaJjio na Honabp:kama IMpoabaxkuTeIHOCT
JIeYeHHeTo B JIeHs Ha | 1034, HA MPUJIOKEHHETO
onepamnusTa, NMPUJI0KEHUETO | HA MOAIbpPKAIIATA
1-4 yaca caen HA KOSTO no3a
3aBbpPIIBaHE HA 3a104Ba B
omepamnusita HPBHUS JIeH
caen
onepamnusita
ITannenTy ciaen IIAHOBO 220 mg Pradaxa,
MpOTE3UpaHE HA KOJISTHHA CTaBa BEJIHBXK JHEBHO, 10 nam
T ———— €JIHa KaricyJia oT MIPHETH 110
MPOTE3MPaHe Ha Ta300eIpeHa cTaBa 110 mg Pradaxa popvara Ha 28-35
2 xarcyiu ot AHA
110 mg
Ilpenopvusa ce namansgane na
odozama
[Naruentu ¢ ymepeno Ob0pevHO
yBpexaaHe (KpeaTHHHHOB
xupbHe, CrCL 30-50 ml/min) 150 mg Pradaxa | 10 nxu

HaI_[I/IGHTI/I, KOHWTO 1IOJIy4daBaT
ChIIBTCTBAIIIO BepaHaMI/IJ'I*,
aMHOJapOH, XUHUIWH

ITanmenTn Ha wiu Hax 75-roguIlHA
Bb3pacT

€JIHa KarcyJa oT
75 mg Pradaxa

BEAHBX JHEBHO,
NPUETH IO
(dhopmata Ha

2 Karcysiu ot

75 mg

(mpore3upaHe Ha
KOJISTHHA CTaBa) WIH
28-35 quu
(mporte3upaHe Ha
Tazo0e/IpeHa cTaBa)

>kl_IpI/I MNanueHTH ¢ YMEPCHO 6’B6p€‘IHO YBPCKAAHC HA CHIIBTCTBAILO JICHCHUC C BEPAIlaMUJI, BUXKTC

CrienmaTHy TIOTTYJIaITiH.

W npu nBara Buja NpoTe3upaHe, ako HE € OCUTYPEHa XeMOCTa3a, HauyaJloTo Ha JIEYEHUETOo TpsaOBa 1a Oble
OTJIOKEHO. AKO JICYUEHHETO HE € 3all0YHATO B JCHS Ha OllepalysTa, To Tpsa0Ba Ja 3all0uHe ¢ 2 Kalcyjiu

BEIHBK JTHEBHO.

Ouenka Ha 6vbpeunama yHkyus npedu 3anoysane uiu no epeme Ha aevyeruemo c Pradaxa

[Ipu Bcruky manyeHTH ¥ 0COOEHO B cTapyecka Bh3pacT (> 75 roguHm), Thid KaTo 0bOPEeUHOTO YBpEKIaHe
MOJKE Jla € 4YeCTO CPelIaHo IPHY Ta3u Bh3PacToBa rpyma:
. [Ipenu 3anouBane Ha jeueHue ¢ Pradaxa 0b0peunaTa QyHKIMs TpssOBa 1a ObJe OICHEHA Ype3
n34HciIsiBaHe Ha KpeaTuHHHOBHA KiMpbHC (CrCL), 3a na ce M3KII0YaT NalueHTH C TEKKO ObOpedHO
yBpexaane (t.e. CrCL < 30 ml/min) (Bx. Touku 4.3, 4.4 1 5.2).

. BbrOpeunara ¢pynkuus TpsiOBa n1a Ob/ie OlleHEeHa ChILO U IPH ChbMHEHUSI 3a BIIOIIaBaHe Ha ObOpevyHaTa

(YHKIHS IO BpeMe Ha JICUEHUETO (HaIlp. XUIIOBOJIEMUS, IEXUAPATAIH, U TIPY CHITHTCTBAIIA
ynotpe0a Ha HAKOH JIEKAPCTBEHH MPOIAYKTH)

MetoasT, KOWTO TpsAOBa Ja ce U3MO0JI3Ba 32 OlleHKa Ha Ob0Opeunata pynkuusa (CrCL B ml/min), e MeToabT Ha

Cockcroft-Gault.

Ilponycnama 0oza

HpenoquBa C€ aa CC MpOABJIKHU C OCTAHAINTE CKECAHEBHU 103U Pradaxa mmo ChbIIOTO BPEMCE Ha ClICABallIuA

JCH.

HBOﬁHa J03a, € 11CJI KOMIICHCUPAHE Ha IMPOIyCHATUTE J03U, HC TpH6Ba Ja Cc€ nmpucma.
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Ilpexkpamssane na npuema na Pradaxa

Jleuennero ¢ Pradaxa He TpsiOBa ja ce npekbeBa Oe3 siekapcku cbBeT. [lanuenTure TpsioBa jga Obaat
WHCTPYKTHPAHU J1a CE CBBPIKAT C JIEKYBAaIllUs JIEKAp, aKO Pa3BUAT CTOMAIIHO-YPEBHU CUMIITOMH, KaTO
qucnencus (Bx. Touka 4.8).

Ilpomsana na revenuemo

[IpemunaBane ot neyenne ¢ Pradaxa kbM mapeHTepalieH aHTUKOATyJIaHT:
[IpenoppuBa ce u3uakBaHe OT 24 yaca ciies ocieaHaTa /103a, Ipeau aa npemuHere ot Pradaxa kem
napeHTepalieH aHTUKOaryJjanT (BxXK. Touka 4.5).

[IpemMuHaBaHe OT JieueHHE C MApEeHTEPaJieH aHTUKOAryJanT KbM Pradaxa:

[TapeHTepamTHUAT AHTUKOATYJIAHT TPIOBa Ja ce MPEeKbCHE U Aa ce 3anouHe Pradaxa 0-2 gaca mpexan yaca,
Ha3HA4eH 32 IPHEMAaHEeTO Ha CJIeBaIlaTa 103a OT aITEPHATUBHOTO JICKAPCTBEHO CPEACTBO MM IIPH
MpeKpaTsBaHe Ha JICUYEHUETO, B Cllyyaid Ha HEMPEKbCHATO JieueHue (Harp. HeppakMOHUPaH UHTPABEHO3ECH
xermaput (UFH) (Bx. Touka 4.5).

Cneuuafmu nonyaayuu

bvopeuno yepescoane

Jleuennero ¢ Pradaxa npu nanuenTH ¢ Texko 060peuno yspexxgane (CrCL < 30 ml/min) e
MIPOTHUBOIIOKA3aHO (BXK. ToUKa 4.3).

[Tpu nanmentn ¢ ymepeno 660peuno yspexaane (CrCL 30-50 ml/min) ce npenopbyBa HamMalsiBaHe Ha
no3ata (Bx. Tabnuua 1 mo-rope u Touku 4.4 u 5.1).

Cvnvmcemesawa ynompebda na Pradaxa u cnabu 0o ymepenu P-enuxonpomeunosu (P-gp) unxubumopu, nanp.
amuo0apom, XUHUOUH Ul 8epanamu

Jo3ara Tpa6Ba 1a 6b1e HaMajeHa, KakTo € Moco4eHo B Tabmuna 1 (Bx. cbmio Touku 4.4 n 4.5). B To3u
ciryyaii, Pradaxa v Te3u mekapcTBEHH MPOAYKTH TPsIOBa Ja ObJaT NpUEMaHu 10 €JHO U CHII0 BpPEME.

[Ipu maruenTH ¢ yMepeHo ObOPEYHO YBPEKIaHE U CHITHTCTBAIIO JICUSHUE C BeparmaMui no3aTta Pradaxa
TpsOBa ga ce HaMamu 0 75 mg gHeBHO (BX. Touku 4.4 u 4.5).

Cmapuecka év3pacm

[Ipu naumenTy B crapyecka Bb3pacT (> 75 TOAMHU) ce MpernopbyuBa HaMallsiBaHe Ha J1o3arta (Bxk. Tabnuua 1
no-rope u Touku 4.4 u 5.1).

Tenecno meano

WMa MHOrO OrpaHndeH KIMHUYEH OIUT C MPENOPhUYUTEIHATA T03UPOBKA MTPH MALUEHTH C TEJIECHO TETJIO

< 50 kg wim > 110 kg. Karo ce umaT npeaBua HaTMYHUTE KIMHUYHE U KHHETUYHH JJaHHU, KOPEKLIUS Ha
7i03aTa He € HeoOxoaumMa (BK. ToUka 5.2), HO ce MpenopbyBa MoIpoOHO KIMHUYHO MIPOCIeAsIBaHe (BXK. TOUKA
4.4).

Ilon

He ce nanara kopurupane Ha fo3ata (BxX. Touka 5.2).
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Ileouampuuna nonynayus

Ynotpebara Ha Pradaxa HfMa ChOTBETHO MPUIIOKEHUE B TIeIMATPUIHATA TIOITyJIAIUS IPH TIOKa3aHKe
MI'bPBUYHA MPEBEHIHS HA BEHO3HH TPOMOOEMOOIMYHN CHOUTHS MPH MAIIMEHTH, KOUTO ca OHIIH MOJI0KEHH
Ha IJIaHOBO ISUIOCTHO MPOTE3UpaHe Ha Ta300eApeHa CTaBa MilH LSUIOCTHO MIPOTE3UpaHe Ha KOJITHHA CTaBa.

Ilpesenyusn na mo3vueHn uncyam u cucmemen embonuzvm npu ev3pacmuu nayuenmu ¢ NVAF c edun
unu noseue puckosu gpaxkmopu (SPAF)

Jleuenue na ovaooka senozna mpomoosa (DVT) u 6enoopooen emoonuswvm (PE), kakmo u npesenyus na
peuuousu na DVT u PE npu év3pacmuu nauyuenmu (DVT/PE)

[Ipenoppunrennure no3u Pradaxa mpu mokazanusita SPAF, DVT u PE ca mokazanu B Tabnuma 2.

Ta6auua 2: Ilpenopbku 3a no3upoBkarta npu SPAF, DVT u PE

IIpenopbka 3a 103UpoBKaTa

IIpeBennus Ha MO3BUEH MHCYAT U CUCTEMEH
eMOOJIM3EM IIPY BE3PACTHH ITAIIMEHTH C
NVAF c ennH nin mosedye puckoBH (haxkTopu

(SPAF)

300 mg Pradaxa, npreMaHu KaTo €Ha KarcyJja oT
150 mg aBa TbTH THEBHO

Jleuenue Ha ABJI0OOKA BEHO3HA TpoMOO3a
(DVT) u 6enonpoden embonnseM (PE),
KaKTO M IIpeBeHINs Ha peruanBy Ha DVT n
PE npu Be3pactaun naimentu (DVT/PE).

300 mg Pradaxa, mpuemMaHu KaTo eHa KarcyJsa oT
150 mg nBa mMbTH THEBHO, CIE[ JIEYCHNUE C
MapeHTepaieH aHTUKOAryJIaHT B MPOIBIDKEHHE Ha
Hal-MaJko 5 1HU.

Ilpenopvusa ce namanasane na oozama

[TanmentuTe HaA BB3pacT > 80 ToAuHN

HaHI/IeHTI/ITe, KOHUTO IIprUE€MAT ChIIbTCBAIIO
BCpamaMuil

JuerHa mo3a 220 mg Pradaxa, mpuemana kato eqHa
karcyna ot 110 mg aBa mbTH THEBHO

Tpaoea 0a ce 06cvou namansgarne Ha
odozama

[TanmenTH Ha BB3pacT Mexy 75-80 roauHM

[Naruentu ¢ ymepeHo OBOPEYHO YBpEKIaHE
(CrCL 30-50 ml/min)

[ManmenTH ¢ racTpur, e30haruT Win
ractpoe3odareancH pedurykc

Jpyry nanyeHTy ¢ MOBUILIEH PUCK OT
KbpBEHE

Tpsab6Ba na ce n3bepe aueBHa g03a 300 mg wim 220 mg
Pradaxa, 6a3upaiiku ce Ha MHIUBHTyaTHATA OIICHKA Ha
TPOMOOEMOOTMYHHS PUCK M PHCKA OT KbpBEHE

3a DVT/PE npenopbkara 3a npunarade Ha 220 mg Pradaxa, npuemanu karo eana xarcyna ot 110 mg nBa
'BTU JIHEBHO, C€ OCHOBAaBa Ha (hapMaKOKMHETHYHH U (papMaKoIMHAMUYHH aHAJIM3H U HE € IPOyYBaHa B
KJIMHUYHU yclI0BUA. Brxre no-gony u touku 4.4, 4.5, 5.1 u 5.2.

B cayuait Ha HemoHOCHMOCT KbM Pradaxa, manueHnTuTe TpsiOBa Ja ObIaT MHCTPYKTUPAHHU Ja C€ KOHCYJITHPAT
BeJ(Hara C JISKyBalllKs CH JIeKap, 3a Ja 0bJie MPEAIPUETO IPUEMITHBO AITEPHATUBHO JICUCHUE 32 IMPEBEHIIHS

Ha MO3BbUCH MHCYJIT U CUCTCMCH 6M6OJ'II/13’BM, aCoMUpaHu C IMpeACHPAHO MBIKIACHEC NI Ha DVT/PE.

Ouenka na 6vbpeunama yHkyus npedu u no epeme Ha seyenuemo ¢ Pradaxa

[Ipu Bcnuky manueHTH 1 0COOEHO B cTapyecka Bh3pacT (> 75 romuHm), Thid KaTo 0bOpEedHOTO YBpEKIaHe

MOXe /Ia € 4EeCTO CPEIIaHo B Ta3U Bb3PACTOBA Ipyma:

. [Ipenu 3anouBane Ha jeyenue ¢ Pradaxa Ob0peunara GpyHKIus TpssOBa Ja Obae oleHeHa Ype3
n34HciIsiBaHe Ha KpeaTuHHHOBHSA KiupbHC (CrCL), 32 fa ce M3KiIoYaT NauueHTy ¢ TEKKO ObOpedHO
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yBpexaane (t.e. CrCL < 30 ml/min) (Bx. Touku 4.3,4.4 1 5.2).

) brOpeunara ¢pyHKIMs TpsOBa qa ObJie OLIEHEHA ChIO U MPH ChbMHEHMSI 3a BJIOIIaBaHe Ha ObOpeyHarTa
(GYHKITHUS 110 BpeMe Ha JICUCHUETO (HaIp. XMIIOBOJIEMHUS, IEXUAPATAIMS, U TIPU ChITBTCTBAIIA
ynorpeba Ha HAKOH JIEKAPCTBCHH MTPOAYKTH ).

JlOIbJIHUTETHY M3UCKBAHNS P HALMEHTH C JIEKO JI0 YMEPEHO ObOPEYHO yBpEk/1aHe ¥ NPH MANUCHTH Ha

BB3pacT Haj 75 TOJUHHU:

. o Bpeme Ha neuenue ¢ Pradaxa 0p0peunaTa yHkuus TpsiOBa ga Obae oLeHsIBaHa HA-MaJIKO eIuH
I'BT TOAWIIHO WM TO-YECTO, IPU HEOOXOAUMOCT, B ONIPEIeNICHH KIMHUYHN CUTYallUH, KOTaTO UMa
CbMHEHHS, e ObOpeuHarTa GpyHKIMS MOXKe Jja ce TIOHMKH WIIY JIa CE BIIOIIN (HAIp. XUITOBOJIEMHUS,
JeXUIpaTaIys, KaKTo ¥ MIPH ChII'BTCTBAINA YIOTpeOa Ha HIKOH JIGKAPCTBEHH MTPOIYKTH, H JIp.).

MetoasT, KOWTO TpsIOBa Ja ce U3MOoJ3Ba 3a olieHKa Ha Ob0peunata ¢pynkuus (CrCL B ml/min), € meToasT Ha
Cockcroft-Gault.

Ipooviocumennocm na ynompeba

[IponpmxurenHocTTa Ha yrorpebara Ha Pradaxa nmpu nmokazanusata SPAF, DVT u PE e nokazana B
Tadiauma 3

Taéauua 3: Ilpoabiaxutennoct Ha ynoTpeda npu SPAF u DVT/PE

[Mokazanue | IIpoABIKUTETHOCT HA YIOTPeHa

SPAF Jleuennero TpsiOBa 11a € ABATOCPOUHO.

DVT/PE IIpoabmKUTETHOCTTA HA JICICHUETO TPSIOBA J1a Ce ONPEAeIIsT HHANBUIYATHO IS
BHUMATeITHA MPEICHKA Ha M0J13aTa OT JICYCHUETO CIPSIMO PUCKA OT KbpPBEHE (BXK.
Touka 4.4).

Kpatkocpouno neuenue (Hait--Manko 3 Mecena) TpssOBa /1a ce IpOBEXaa MPH HATHINE
Ha MPEXOHN PUCKOBH (aKTOpH (HAIp. CKOPOIITHA XUPYPTrUYHA OTepalivsi, TPaBMa,
00e3/IBUkKBaHE), a MO-IIPOIBIKUTEITHO JICUSCHHE — IPU TPAHU PUCKOBU (DaKTOPH MU
nauomnatnyda DVT umu PE.

Iponycuama 0osa

IMTpomycHara no3a Pradaxa moxe ia Ob/ie npuera 10 6 yaca npe/u clie/Baiiara npeamnucana n1o03a. [Ipu mo-
MaJIKo OT 6 4Yaca /10 BpeMeTO Ha CIIeBallHs IIPHeM, POITyCHaTa Jl03a He TpsOBa jia ce nmpruema.

He TpSI6Ba Ja c€ Ipucma HBOﬁHa [03a, 3a 1a C€ KOMIICHCUPAT NPOIMYCHATUTC NUHAUBUAYAJIHU JO3U.

Ipexpamseane na npuema na Pradaxa

Jleuennero ¢ Pradaxa He TpsiOBa na ce npekbeBa Oe3 siekapcku cbBeT. [lanuenTure TpsioBa jga Obaat
WHCTPYKTHPAHU J1a Ce CBBPIKAT C JIEKYBAIIUs JIEKap, aKO Pa3BUAT CTOMAITHO-YPEBHH CUMIITOMH, KaTO
Jqucnencus (Bx. Touka 4.8).

Ilpomsana na revenuemo

[IpemunaBane ot neuenue ¢ Pradaxa kbM napeHTepaieH aHTUKOATrYJIaHT:
[IpenopbuBa ce n3uakBaHe oT 12 yaca ciiex nocieaHata 103a, Ipeau aa npemuHere ot Pradaxa kem
MapeHTepaeH aHTUKoarynanT (BXK. Touka 4.5).

[IpemuHaBane OT JIedeHNE C TAPEHTEPAIEH aHTUKOATYJIaHT KbM Pradaxa:

[TapeHTepamHUAT aHTUKOATYJIaHT TPsIOBa Jla ce MpeKbCcHeE U Aa ce 3armoyHe Pradaxa 0-2 yaca npeau vaca,
HAa3HA4YECH 34 IPUEMAHETO Ha CIEABAIATA J03a OT AITEPHATUBHOTO JIEKAPCTBEHO CPEACTBO WU IIPH
MpeKpaTsBaHe Ha JICYEHUETO, B CIIydail Ha HEMPEKbCHATO JieueHHe (Hanp. HehpaKIHOHUPAaH HHTPABEHO3EH
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xenapuH (UFH) (Bx. Touka 4.5).

[Mpemunapane ot neuenne ¢ Pradaxa kpM BuTamuH K anraronucru (VKA):
MomeHTsT Ha 3amouBaHe Ha VKA TpsioBa ia Obae kopurupan cripsmo CrCL kakto cienpa:

e CrCL > 50 ml/min, npuembT Ha VKA TpsiOBa na 3anoune 3 AHU npeau npekbeBaHeTo Ha Pradaxa

e CrCL > 30-< 50 ml/min, npuembT Ha VKA Tpsi0Ba Aa 3ano4nHe 2 AHU Npean NPEeKbCBaHETO Ha

Pradaxa

Twit kaTo Pradaxa moxe ma moBimse Ha MexayHapoaHOTO HOpMam3upano ceoTHomeHne (INR), INR me
otpasu no-noope epexra Ha VKA enBa ciies; ciupanero Ha Pradaxa 3a nHaii-manko 2 mau. [lororasa, INR
CTOMHOCTHUTE TPAOBA J1a C€ THIKYBAT C BHUMaHHE.

[IpemunaBane ot yeyenue ¢ BuTamuH K antaronnctu (VKA) kbm Pradaxa:
[IpuembT HAa VKA TpsiOBa na Obje npeycraHoBeH. Pradaxa moxe na Obae mpuiarad Beanara mom INR e

<2,0.

Kapouosepszuo (SPAF)

[TanmenTHTE MOTAT Ja MPOABDKAT NprueMa Ha Pradaxa mo Bpeme Ha KapAHOBEP3HO.

Kamemwvpua abrayus na npedcopono mwvorcoene (SPAF)

Jluncear nannawm 3a neueHunero ¢ Pradaxa 110 mg nBa mbTH AHEBHO.

Cneyuannu nonyiayuu

Cmapuecka év3pacm
3a mpoMeHH B Jj03aTa MPpH Ta3u MOyl BUXKTE Ta0IuIa 2 mo-rope.

Tayuenmu c puck om KbpeeHe

[TarmenTy ¢ OBHUIIIEH PHUCK OT KbpBeHe (BXK. Touku 4.4, 4.5, 5.1 u 5.2) Tpsi6Ba qa ObaT CTPOTO KIUHIUYHO
MOHUTOPHpPAaHU (CJIeeHe 3a MPU3HALM Ha KbpBeHe U aHemus). Kopurupane Ha go3ata TpsOBa qa 0bae
PELICHO 10 YCMOTPEHHE Ha JIEKYBAILU JieKap, e[| MpeLeHsIBaHe Ha ChOTHOILIEHUETO T0I3a/PUCK 3a
KOHKPETHHA MaIeHT (BX. Tabnuma 2 nmo-rope). Koarynamuonen rect (Bx. Touka 4.4) moamomara
UACHTU(QHULIUPAHETO HA MALUEHTUTE C MOBHUILIEH PUCK OT KbPBEHE, IPUUMHEH OT M3JIMIIHA €KCIIO3ULIUS Ha
naburatpat. KoraTto ce ycTaHOBM M3JHIIHA €KCHO3UIMS HA 1a0bUraTpaH, IPH NAlUEeHTH C BUCOK PHCK OT
KbpBEHE, Ce MPenopbyuBa NpujlaraHe Ha HamalsieHa J1o3a oT 220 mg, mpruemMana kKaTo efaHa karcyinaa ot 110 mg
JIBa IIbTU JIHEBHO. [IpH MosiBa Ha KITMHUYHO 3HAYMMO KbPBEHE, JICUCHUETO TPsIOBA J1a ce PEKbCHE.

Hopam/l IMOBUIICHUA PUCK OT IaCTPO-MHTECTUHAIHO KbPBCHE IIPH IMAIIMUECHTU C TaCTPUT, eSO(i)aI'I/IT Ui
ractpoesodaruaieH pedurykec MoXKe J1a ce 0OMUC/IM HaMallsIBaHe Ha J1o3aTa (BX. TabiuIa 2 mo-rope ¥ Touka
4.4).

bvopeuno yspescoane

Jleuennero ¢ Pradaxa npu nanuentu ¢ Texko 0p0peuno yspexxaane (CrCL < 30 ml/min) e
MIPOTHUBOITOKA3aHO (BXK. ToUKa 4.3).

He e HeoOxo01umMo KOpUrHpaHe Ha J03aTa IIpU NaIMeHTH ¢ Jieko 0b0peuno yepexaane (CrCL 50-

<80 ml/min). [Tpu manmentn ¢ ymepena 660peuna HenocrarbuHocT (CrCL 30-50 ml/min),
npenopbunTenHata go3a Pradaxa e cpmo 300 mg, npuemanu karo 1 karncyna 150 mg, 1Ba mbTH THEBHO.
Brnpeku ToBa, npy MaLMEHTH ¢ BUCOK PUCK OT KbpBEHE TPsIOBa ja ce 0OMHUCIIM HaMaIsIBaHE Ha J103aTa
Pradaxa no 220 mg, npuemanu kato 110 mg kancyna, 1Ba mbTH JHEBHO (BX To4kH 4.4 u 5.2). [lonpobHo
KIMHUYHO MPOCJIeIBaHe Ce NMPENopbYBa MPH MAMEHTH ¢ ObOPEYHO yBpEXKAaHe.
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Cvnvmcemesawa ynompebda na Pradaxa u cnabu 0o ymepenu P-enuxonpomeunosu (P-gp) unxubumopu, nanp.
aAMUOOAPOH, XUHUOUH UTU 8EPANAMUL

He e HeoOxoqiMa KOPEKIHs Ha JI03aTa MPH ChITbTCTBAIIO MPHUI0KEHUE C AMUOIAPOH WM XUHUIUH. (BXK.
Touku 4.4,4.5u5.2).

[IpenopruBa ce HamasIABaHE Ha J103aTa MPH MAIUEHTH, KOUTO IIPUEMAT CHITHTCTBAIIO BepanaMmI (BxK
Tabnua 2 no-rope u Touku 4.4 n 4.5).B takbB cnyvaii Pradaxa u BepanaMui TpsiOBa Jia ce mpreMar o eIHO
U CBILIO BpEMe.

Tenecrno meano

He ce Hanara xopurupase Ha j103ata (BXK. TO4Ka 5.2), HO ce IpernopbyBa MOAPOOHO KIMHHYHO MPOCIIEIIBaHE
MIpH MaIUeHTH ¢ TenecHo Tero < 50 kg (Bxk. Touka 4.4).

Tlon
He ce nanara kopurupane Ha fo3ata (BxX. To4ka 5.2).
Ileouampuuna nonynayus

VYnorpebara Ha Pradaxa HsIMa CbOTBETHO NPUIIOXKEHHE B TIeAUaTPUYHATA MOITYJIALMS TPH TIOKa3aHUe
MPEBEHIMS Ha HHCYIT U CUCTEMEH eMOonu3bM npu nauueHTu ¢ NVAF.

3a nmokazanueto DVT/PE, 6e3omacHocTTa 1 emkacHocTTa Ha Pradaxa mpu fiera oT paxkJjaHeTo JI0 1Mo
18-ronumiHa BB3pacT Bce Ollle He ca ycTaHOBeHH. HanmanuTe naHHM ca onrcanu B Touku 4.8 1 5.1, HO He

MOXK€E a C€ aaac MperopbKa OTHOCHO JO3UPOBKATa.

Hauun Ha OPUITOKCHHEC

Pradaxa e 3a mepopaitHO IpHIIOKEHHE.

Kancynure morat na ce npuemMat cbe niu 6e3 xpana. Kancynara Pradaxa tps6Ba fa ce reaTa 1suia ¢ yama
BOJIa, 3a J]a C€ yJIECHH JOCTUTAaHETO H 10 cToMaxa.

[MarmenTure TpsiOBa 1a OBJAAT HHCTPYKTUPAHU JIa HE OTBAPST KalcyJiaTa, Thil KaTO TOBa MOXeE Ja IOBUIIIN
pHCKa OT KbpBeHE (BXK. TOUKH 5.2 1 6.6).

4.3 IIporuBomokazanus

. CBpBXUYBCTBUTEITHOCT KbM aKTUBHOTO BEIIECTBO MU KbM HSIKOE OT IIOMOIIHUTE BEIIECTBA,
n30poeHu B T. 6.1
[ManmenTn ¢ Texko 6p0peuno yspexaane (CrCL < 30 ml/min)

. AKTUBHO KJIMHUYHO 3HAYHMO KbPBEHE

. Jle3ust nim ChCTOSIHUE, KOETO CE OTPEIENs KaTO 3HAYMM PUCKOB (hakTop 3a ToJisiMo KbpBeHe. ToBa
MOJKE J1a BKITFOUBA HACTOSIIU WM CKOPOIITHY CTOMAITHO-YPEBHH Pa3sI3BBAHMS, HATMYUETO HA
371I0Ka4eCTBEHH HOBOOOPA3yBaHUs C BUCOK PUCK OT KbPBEHE, CKOPOIIHN MO3bYHH WIH TPHOHAYHH
HapaHsIBaHUs, CKOPOIITHN MO3bYHH, TPHOHAYHH MITH OYHU XUPYPTUYHH HHTEPBEHIIMU, CKOPOIIIEH
BBTpeUepericH KPhbBOU3INB, H3BECTHH MIIM BEPOSITHU BApHUIIM Ha XPAaHOIPOBO/Ia, HA apTEPUOBEHO3HU
MasopManru, ChI0BH aHEBPU3MH WM TOJIEMH BTPErpbOHaYHN WIIM BETPEMO3bYHU ChIOBU
aHOMaJIUH

. ChIpTCTBAIIO JIYEHHE C HAKOE JIPYTH aHTUKOATYJIaHTHH,CPE/ICTBA, HAP. He(hPAKIIMOHUPAH XETaphH
(UFH), xemapuHy ¢ HICKO MOJIEKYJTHO TETJI0 (€HOKCalapyH, JaJTEeapyiH U Ap.), IPOU3BOIHU Ha
xenaprHa ((poHIanmapuHyKc U JIp.), aHTUKOAryJaHTH 3a MepopaHO NpUiIokeHne(BapdapuH,
puBapokcadaH, anukcabaH U Ap.),0CBEH B crieU(UYHH YCIOBHATA HA IPOMSHA HA
AHTHKOATryJAaHTHOTO JiedeHne (Bx.Touka 4.2), mwnmn koraro UFH ce mogasa B 1o3u , HeoOXxoanmu 3a
MTOAIBP)KaHE Ha OTBOPEH IIEHTPATHO BEHO3EH W apTeprajieH KaTeThp (BXK.TouKa 4.5).

. YepHOAPOOHO YBpEXKIaHE WK YEPHOIPOOHO 3a00IsIBaHe, 32 KOETO CE OYaKBa Ja UMa OTPAKEHHE
BBPXY NPEKUBIEMOCTTA
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. ChIpTCTBALIO NPUIIOKEHNE CHC CIASTHUTE MOIIHU P-gp HHXHOUTOPHU: KETOKOHA30J1, IUKIOCTIOPHUH,
UTPaKOHA30JI U JPOHEIAPOH, IPUJIaraHu CUCTEMHO (BX. ToUKa 4.5)
. ChbpaeyHu KJIarmHu NPOTe3H, H3UCKBAILM aHTUKOATYJIAHTHO JieueHHe (BXK. Touka 5.1)

4.4 Cneuuananu npeaynpesxaeHus U NpeANna3Hu MepKH NMpHU ynoTpeda

XeMoparnyeH puck

Pradaxa Tpsi6Ba 1a ce mpuiara ¢ MOBUIIEHO BHUMAaHHUE MPU ChCTOSHMUS C TIOBUIIIEH PUCK OT KbPBEHE WU PU
CBITBTCTBAINA YIIOTpeOa Ha JIEKapCTBEHH MPOYKTH, MOBIHSBALIA XeMOCTa3aTa Ype3 HHXHONpaHe Ha
TpoMmbonuTHara arperanus. [To Bpeme Ha Tepanusita ¢ Pradaxa KpbBOM3JIMB MOXKeE J1a CE MOSBU HABCAKBJIC.
[Ipu HEeouakBaH crag Ha XeMOTJIO0MHA H/WIM XeMaTOKPUTA, WK CIaj] HA KpbBHOTO HaJsiraHe TpAOBa 1a
Obie M3BBPIIEH MpErie] 3a yCTAaHOBABAHE MSCTOTO Ha KPbBOM3IIUBA.

B ciydaun Ha )KMBOTO3acTpalllaBaIio WIK HEKOHTPOJIMPAHO KbPBEHE, KOTATO € HE0OXO0IMMO OBP30
HEyTpaJM3upaHe Ha aHTHKOAryJIaHTHHS e(eKT Ha JaburaTpaH, MOKE JIa Ce M3I0I3Ba CIenn()UIHOTO
HEYTpaJIM3UpPaIlo CPEACTBO Ha gaburarpan erekcunar (Praxbind, nmapyiusyma0) (Bxk. Touka 4.9).

B xnmHuuHyM n3nuTBanHus, Pradaxa ce cBbp3Ba ¢ M0-BUCOKM HHUBA Ha rosieMu ractpounectiuraiau (I'1)
KpbBOoM3MBH. [loBHINIeH prCcK € HaOM0JaBaH MPH MAlMEHTH B CTapyecka Bb3pacT (= 75 ToaAnHN) MpHU cxema
Ha npunarade 150 mg nBa meTH AHEBHO. pyru puckoBu ¢akTopu (BXK. ChIIo Tabauna 4) BKIIOYBAT
€HOBPEMEHHO JIeUeHNE C MHXUOMTOPH Ha TPOMOOIIMTHATA arperanys, KaTo KIOMUI0Tpel 1
areTHIICAMITIIOBA KucennHa (ASA) uiu HecTepouaHy npoTuBoBb3nanuTennn cpenctea (HCIIBC), kakTo
1 HaJJMYMETO Ha e30(aruT, racTpuT WK racTpoe3odareaneH pediykce.

Puckosu chaxkmopu

Tabnuua 4 060611aBa pakTopuTe, KOUTO MOTaT Jja MOBUIIAT XEMOPArHYHHS PUCK.
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Tabimna 4: PuckoBH (paKTOPH, KOUTO MOTaT A2 MOBUILAT XeMOParMYHHS PHCK.

dapmMakoMHAMHYHH U KHHETHYHH (aKTOPH Bw3pact > 75 ronunu
dakTopu, KOUTO MMOBUIIABAT TNIA3MEHHUTE HBA HA Cnasuwm:
naburarpan e  VYmepeHo 060peuno yspexaane (30-50 ml/min
CrCL)
e Momnu P-gp naxuburopu (Bx. Touku 4.3 1
4.5)

e  (CbBMECTHO NpUJIaraHe Ha ciaabu JO yMEpeH!
P-gp naxubutopu (Hamp. aMuoapoH,
BEpanaMujl, XUHUJUH U TUKArpeToJi, BXK. TOUKa

4.5)

BropocrenenHu:
e  Hucko tenecno reruo (< 50 kg)

dapMakoAHAMHYHH B3aUMOACUCTBHS (BIXK. e  ANeTHIICANMIMIOBA KUCEINHA U IPYTH
Touka 4.5) MHXUOUTOPH Ha TPOMOOLMTHATA arperanus,
KaTO KJIOMHUIOTPe
HCIIBC
e  SSRIs nnmu SNRIs
Jpyru nekapcTBeHU MPOJYKTH, KOUTO MOTaT
Jla HapyIaT XxeMocra3aTa

3abomnsBaHus / IpoONelypH ¢ 0COOEH XeMOparunieH e  Bpojenu iy npuo0UTH HAPYIICHUS B

pHCK KoaryJanusra

e  TpomOouuroneHus i GYHKIMOHATHH
TpoMOOUUTHH AeeKTH

. CkoporirHa OHoTCHs WK ToJIsiMa TpaBMa

e  bBakrepualieH eHIOKapIUT

e  E3zodarur, racrpur, racrpoezodareaneH

pedurykc

ChimecTByBaT OrpaHudeHy JaHHU npu nanueHT < 50 kg (Bxk. Touka 5.2).

HD@O”CI?HH MepKU U 081a0s8ane Ha xXemopazsuiHusi pucK

3a OBJIAAABAHCTO Ha YCJIIOKHCHHUA B CJICACTBUC KbPBCHC BUIKTC CHIIO TOYKA 4.9.
OL;@HKCI HA CbOnmHouieHueno I’lOJl?Cl/pI/lCK

Hanuuuero Ha ne3uu, yclioBus, mpoleaypu 1 / uiu Gpapmakosiorundso sedenne (kato HCIIBC,rpoMbonuTHH
aatuarperadt, SSRIs 1 SNRIs, Bk. Touka 4.5), KOUTO 3HAUUTEITHO YBEINIABAT PUCKA OT TOJISIMO KEPBEHE,
W3MCKBAT BHUMATENHA OIleHKa Ha ChOTHOIIEHUETO Moii3a-prck. Pradaxa TpsiOBa na ce maBa camo ako
0J13aTa Ha/IBUILIaBa PUCKA OT KbPBEHE.

Buumamenrno knunuyno nabaooenue

[penopbuBa ce BHUMATEITHO HAOJIOJICHUE 32 TPU3HAIM HA KbPBEHE WITH aHEMHUS TIPe3 IeITUsl IepUo]T Ha
nedeHune, 0co0eHO ako pucKoBHTE (pakTOopu ca KOMOMHMpaHU (BK. Tabnwia 4 mo-rope). TpsoBa ma ce
BHHUMaBa 0c00E€HO MHOTO, KoraTo Pradaxa ce mpuiara eJHOBpEMEHHO ¢ BepanaMuil, aMHOIAPOH, XUHUINH
unu kinapurpomMunrH (P-gp naxubutopn) 1 0cobeHo NpH MosiBa Ha KbpPBEHE, Hali-Bede MPU MAaLMEHTH, KOUTO
MMar JIEKO JI0 yMepeHo Ob0peuHo yBpexxaaHe (BxkK. Touka 4.5).

[IpenopbuBa ce BHUMATEITHO HAOIIOICHUE 32 IPU3HAIM HA KbPBEHE TIPH MAIMEHTH, JICKYBAaHU CHIIBTCTBAIIO
¢ HCIIBC (Bx. Touka 4.5).
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Hpekbceaﬂe Ha nevenuemo ¢ Pradaxa

[TanmeHTHTE, KOUTO PA3BHAT OCTpa OBOpEeUHA HEMOCTATHUHOCT, TPSIOBA Aa MPEyCTAHOBAT NpueMa Ha Pradaxa
(BX. cpio Touka 4.3).

Korato ce nosiBu cuiHo KbpBeHE, TPsOBa /1a ce MPEKpaTy JICYEHUETO, 1a Ce N3CIIeBa IPUINHATA 32
KBPBEHETO M MOKE J1a c€ OOMHUCIIN M3MOI3BAHETO Ha CEUM(UIHOTO HEyTpanu3upauio cpeactso Praxbind
(mmapymzyma0) (Bxk. Touka 4.9 OBnagsBaHe Ha yCIOKHEHHS OT KPbBOU3IINB).

Hamanasane na oosama
TpsiOBa win 1a ce oOMHUCITN HaMalsIBaHE Ha J03aTa WK CE MPENopbhyBa, KAKTO € IIOCOYSHO B TOUKa 4.2.
Ynompeba na unxubumopu Ha npomonnama nomna

Moske n1a ce 0OMUCITH MPUIIOKEHNE HAa MHXHOUTOp Ha poToHHaTa momiia (PPI) 3a mpeBermus Ha racTpo-
WHTECTUHAIHO KbpPBEHE.

JlabopamopHu KoazyniayuoHuu napamempu

Bwnpeku ue Pradaxa mo npuHIMN He M3UCKBA PYTHHHO MOHUTOPHPAHE HAa aHTUKOATYJIalusTa,
OTIpEJIENITHETO HA CBhP3aHaTa ¢ JaduraTpaH aHTUKOAryJaius MoXe Jia Objie OT 10JI3a, 32 YCTaHOBSIBaHE Ha
MPEKOMEPHO BHCOKA EKCITO3UIINS Ha JJa0UraTpaH Npy HaJW4YHe Ha JOMIBITHUTEIHA PUCKOBU (aKTOPH.
Tpomo6unoBo Bpeme upes paspexxaane (dTT), exkapunoBo Bpeme Ha cbeupBane (ECT) u aktuBupano
napuuaiHo TpomoOomiactuHoBo Bpeme (aPTT) morar na npenoctaBsT mojie3Ha HHPOpMAIus, HO
pesyaTaTuTe TpsiOBa Aa ce THIKYBAT C MOBULICHO BHUMAHUE MOPaaAN BapuabMUITHOCTTa MEXY TECTOBETE (BIK.
Touka 5.1). TecThT 3a ompesienisiHe Ha MEXTYHAPOIHOTO HOpMau3upano crotHomrenue (International
Normalised Ratio, INR) He e Haex 1eH Ipy HallMEHTH Ha JieueHue ¢ Pradaxa u uma JokIazBaHu CiIydau ¢
(dhammmBo mooxuTeHo nopunreHre Ha INR. 3aroBa INR TecToBe He TpsiOBa 1a ObIaT MPOBEXKIAHM.

Tabnuua 5 moka3Ba Hali-HUCKHUTE MIPAaroBe Ha KOAryJAMOHHUTE TECTOBE, KOUTO MOTaT Jja ObIaT CBbP3aHHU C
MOBHIIECH PUCK OT KbPBEHE (BXK. Touka 5.1).

Tabauna 5: Haii-HuMCcKH MparoBe Ha KOAryJallMOHHUTE TECTOBE, KOMTO MOraT Ja 0bIAT CBbP3aHH C
MOBHUIIIEH PUCK OT KbpPBEHe.

TecT (Haif-HUCKA CTOHHOCT) ITokazanue

[IspBuuHa npeBeHIMS Ha SPAF u DVT/PE
BEHO3EH
TpoMO0EeMOOIU3bM NPH
OopTOoNeIMYHa Onepanus

dTT [ng/ml] > 67 > 200

ECT [x-rpTH Haj ropHaTa rpaHuIa)] Jluncear nanHu >3

aPTT [x-pTH HajJ rOpHATa TpaHUIA] >1,3 >2

INR He tpsi0Ba na ce nposexkna | He Tpsa6Ba na ce mpoBexna

YHOTDC6a Ha (bl/I6DI/IHOJ'II/ITI/I"IHI/I JICKAPCTBCHHU NMPOAYKTH 3a JCYCHUEC HA OCTHP UCXCMHUYCH UHCYIJIT

Ynotpebata Ha (GUOPUHOTUTHYHH JIEKAPCTBEHN MPOAYKTH 32 JICICHHETO HA OCTHP UCXEMUYEH WHCYIT MOXKeE
na ce o0cwan, ako croHoctute Ha dTT, ECT nnm aPTT He HapBumaBaT ropHara rpaHuIla Ha HOpMara
(ULN) ciopen mecTHUTE pedepeHTHH TPAHUIIH.

XI/IDVDFI/I‘IHI/I onepanv 1 HHTCPBCHIIMNA

HpI/I ManueHTH, IpueMali Pradaxa, KOHWTO Ca NOMJIOKCHU Ha XUPYpPruiHa HHTCPBCHINA UKW WHBa3UBHU
mnmpoucaypu CblI€CTBYBa pUCK OT KBPBEHE. IIo Ta3n IIpUYrHa XUpypruiyHaTa MHTCPBCHIIUA MOXKE 1a HAJIOXKHU
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BPEMCHHO IPCKPATABAHC HA IPUCMAHCTO Ha Pradaxa.

[ManmenTHTE MOTAT JIa MPOABLIDKAT pueMa Ha Pradaxa, koraro ca 1moJuiokeHH Ha KapauoBep3uo. Jlumncear
JlaHHU 3a JeuenneTo ¢ Pradaxa 110 mg qBa mbTH THEBHO MPH MAIIMEHTH, KOUTO Ca MOJUIOKEHH Ha KaTeThPHA
abnanus Ha IpeACHPAHO MBXKICHE (BXK. Touka 4.2).

Heo6xomumo e moBHIIeHO BHUMaHUE, KOTATO JICYEHUETO BPEMEHHO Ce MIPEKPaTh MOpaad HHTEPBEHIINH U Ce
npenopbyBa MOHUTOPHPAHE Ha aHTHUKoaryanusaTa. [Ipu manueHTH ¢ 6b0peyHa HeT0CTATHYHOCT
KINBPBHCHT Ha TAOUTaTpaH MOXeE J1a MPOIBIDKHU MO-IBJIT0 (BK. Touka 5.2). ToBa Tps6Ba 1a ce B3eme
MIpeBU/I IPEAN BCSAKA Mpoleaypa. B TakuBa ciydau KoaryjanuoHeH TecT (BXK. Touku 4.4 u 5.1) me
CIIOMOTHE /1a CE€ ONPEJENIN AT BCE OILE MMa HapyIIeHHEe B XEMOCTa3ara.

CrnewHu xupyp2usuhi onepayu Uil HeomaoACHU npoyueoypu

[IpuemsbT Ha Pradaxa TpsiOBa na Objie BpeMEHHO MpeKpaTeH. AKO € He00X0auMO Obp30 HEyTpaau3upaHe Ha
AQHTUKOATYJIaHTHHS e(EeKT, MOXKeE Jla Ce U3I0JI3Ba CIIEUPUIHOTO HEYTPATM3UPAIIo cpe/icTBO Ha Pradaxa
(Praxbind, nnapyuzyma0).

[Ipu npeycTaHoBsIBaHE Ha TepanusiTa ¢ Ta0UraTpaH MalMEHTUTE Ca U3JI0KEHU HAa TPOMOOTUYEH PUCK,
CBBP3aH C OCHOBHOTO UM 3a0ossiBaHe. JleueHuero ¢ Pradaxa, cien npuinoxeHue Ha crieliu(uaHOTO
HeyTpaim3upaiio cpeactso Praxbind (upapyrusymat), Moke 1a Obie Bb30OHOBEHO 24 yaca ciiel
MIPUIIATaHETO MY, IIPH YCJIOBUE Y€ MANMECHTHT € KIMHUIHO CTAOWMIICH U € IIOCTUTHATA aJleKBaTHA XEMOCTa3a.

Xupypauunu onepayuu/unmepseryuiy npu nOOOCMPU CbCMOIHUSA

[MpuemsbT Ha Pradaxa Tpsi6Ba na Obe BpeMeHHO mpekpareH. [10 Bb3MOKHOCT, XUpypruyHara
oTiepaIs/MHTePBEHIHS TPsAOBa Ja ObJic 3a0aBeHa Hali-Manko 12 Jyaca cliesl mpueMa Ha MocjeHara J103a.
AKO XHpypru9HaTa orepanus He MOXxe 1a Ob/e OTI0KEHA, CHIIECTBYBA MTOBHUIIIEH PUCK OT KbpBeHe. To3u
pHCK TpsiOBa J1a ObJie MPELEHEeH CHPSAMO CIIEITHOCTTA Ha HHTEPBEHIUATA.

Inanosa xupypauuna onepayus

[Ipu BE3MOXKHOCT, TpueMbT Ha Pradaxa TpsiOBa ga Obe mpekpaTeH Hall-MaIKko 24 yaca mpeau
M3BBPIIBAHETO HA MHBA3MBHA WM XUPYprudHa npoueaypa. [Ipekparssane npuema Ha Pradaxa 2-4 qan
Npeay XUPYpruuHa ornepanys TpsOBa 1a ce uMa MpeaBHl IPH MALUEHTH ¢ IOBUILEH PUCK OT KbPBEHE MIIH B
clly4yail Ha rojsiMa orepanus, Ipy KOATO € Heo0X0AuMa IIbJIHA XeMOCTa3a.

Tabnua 6 06001IaBa MpaBuIIaTa 3a MpEeKpaTsIBaHe Ha MpreMa MPeId HHBA3UBHH WA XUPYPrHYHH
MpoIeypH

Tabimna 6: IlpaBuiia 3a npekpaTsiBaHe Ha NpYeMa NpeJu MHBA3UBHHU WJIH XHPYPTrU4YHHA MPOLEAYPH

BrOpeuna [Mpubimzurenen [MpuemsbT Ha Pradaxa TpsibBa ;1a ce cripe mpeju riaHoBa

byHKIMs TOJTYKUBOT XHpYPruyHa onepanus

(CrCL B (dacoge) Bucok prck oT KbpBEHE WIH CraHmapTeH pucK

ml/min) rojsiMa XMpypruyHa ornepanus

>80 ~13 2 THY NIPeIBAPUTEITHO 24 daca npeaBapUTEIIHO

>50-< 80 ~15 2-3 mHU NpeaBAPUTEITHO 1-2 nmHW IpeIBapUTEITHO

>30-<50 ~ 18 4 IHU TIpeIBapUTEITHO 2-3 mHU IpeaBapPUTEITHO
(> 48 yaca)

Crnunanna anecmesust/enuoypaina auecmesus/Iymoaina NyHKyus

Hpouez{yplxl KaTo CIIMHaJIHa aHCCTC3Us U3MCKBAT IIBJIHOLICHHA XCMOCTaTHYHA (l)yHKLII/Iﬂ.

PuckbT OT cimHaNEH WIN CIIUAYpPAJICH XEMAaTOM MOXKE [a C€ IMOBULIU IIPH CIIyHYanuTEC HA TpaBMaTUYHU UJIN

37




MHOT'OKPATHU NYHKIHU U IIPU NPOABIJDKUTCIIHA yHOTpe6a Ha CIAypaHu KaTCTPH. CJ'IC,Z[ OTCTPAHsABAHC HaA
KaTCThpa Tpﬂ6Ba Ja MUHaT Haii-Majko 2 Jaca npeav NpucMaHe Ha I'bpBaTa 403a Pradaxa. Te3un aluCHTH
HU3HUCKBAT 4Y€CTO Ha6J'I}0)IeHI/Ie 3a HCBPOJIOTUYHHU IIPHU3HAIIU U CUMIITOMH Ha CIIMHAJICH UJIU CIIUAYPaJICH
XeMaToMm.

Hocmonepamusna aza

CJ'IC}_'[ HWHBAa3WBHaA Hpoucaypa WKW XUPYprudHa onepanud JICUHCHUCTO C Pradaxa Tpﬂ6Ba Ja C€ IIOJHOBH
BC€AHara, npu yCJIOBUC UC KIIMHNUYHATA CUTyallus MO3BOJIABA U UMA aJICKBATHA XEMOCTa3a.

Heo0x011Mo ¢ MOBUIIIEHO BHUMAHHUE TP MAIIMEHTH ¢ PUCK OT KbPBEHE WJIU IMAIIUEHTH C PUCK OT
CBPBXEKCIIO3UIHS, 0COOCHO ManueHTn ¢ yMepeHo 0n0peuno yepexaane (CrCL 30-50 ml/min) (Bx. Touka
44u5.1).

ITameHTy ¢ BUCOK OIIEPATUBEH PUCK OT CMBPTHOCT M C BETPEIIHU PUCKOBU (haKTOpH 32 TPOMOOEMOOINYHHA
CcpOnTHS

C’LH_ICCTBYBaT OrpaHUYCHHU JaHHU 3a G(I)I/IKaCHOCT u Oe3omacHocT Ha Pradaxa IIpU TE3U MAUUCHTHU U ITOpaan
TOBaA TC TpSI6Ba Ja 6’B}_IaT JICKYBAaHHU C MMOBUIIICHO BHUMAHUEC.

OHCDaLII/IH opu d)DaKTVDa Ha IIMHAKaTa Ha 6C,Z[D€H3,Ta KOCT

HsMa nannu 3a ynorpedara Ha Pradaxa npu manueHTH, 0IOKEHN Ha oniepaliys npu GpakTypa Ha ImuiKaTa
Ha OenpeHata koct. Clie10BaTeIHO JICYCHUETO HE CE MPEenophUBa.

YepHOAPOOHO YBpPEKIAHE

[TanmenTn ¢ moBumeHn yepHoapooHu en3umu > 2 ULN (ropHara rpaHnia Ha HOpMarta) ca U3KJII0OYeHH OT
OCHOBHHUTE M3MUTBaHUs. HsiMa HaW4eH TepareBTHYEeH OIUT 32 Ta3u CyOIoIyalys OT MallueHTH ’
CIIeIOBaTEIHO, TIPH Ta3| MOIMyJanus yrnorpedara Ha Pradaxa He ce mpenopbuBa. YepHOAPOOHO yBpexkIaHe
WK 4€pHOIPOOHO 3a00JsIBaHE, 38 KOETO CE 0YaKBa Jja MMa OTPaskeHHE BBPXY MPEKUBIEMOCTTA, €
MIPOTHUBOINOKA3aHO (BX. Touka 4.3).

Bsaumoneiicteue ¢ P-gp nHAVYKTOPH

ChITBTCTBANIOTO TIpWiIarade Ha P-gp WHIyKTOpY ce 0YakBa J1a MOHIDKH IJIa3MEHH KOHIICHTPAIMH Ha
nmaburatpaH u TpsiOBa fga Obe m30sTBaHo (BXK. TOUKU 4.5 1 5.2).

HNudapkr Ha Muokapaa (M)

BbB mpoyuBane RE-LY ¢aza III (SPAF, Bx. Touka 5.1) nusnocraara yecrora Ha MU e 0,82, 0,81 u 0,64% /
roauHa 3a qaburatpad erexcunar 110 mg n1Ba mbTH AHEBHO, naburarpan erekcuwiat 150 mg aBa IbTH
JTHEBHO U Bap(apHH, ChOTBETHO YBEJIUYCHNE B OTHOCUTEIIHUS PUCK 3a nadurarpad oT 29 % u 27 % B
cpaBHeHue ¢ BapdapuH. HezaBucumo ot JiedeHneTo, Hail-BUCOKUAT adcoioTeH puck or MU ce HabioqaBa B
CJIEIHUTE MOATPYIH, C €JHAKBB OTHOCUTEJICH PUCK: MALMEHTH ¢ npeautieH MU, manuenty > 65 ronuau u
IabeT WM KOpoHapHa apTepuaiHa 0oJiecT Ha ChPIIETO, MAIMEHTH C JIEBOOKaMEpHa (pakIusl Ha
n3tnackBaHe < 40 % u manueHTH ¢ ymepeHo 0b0peyHo yBpexaaHe. B nombiHeHne mo-BUCOK puck oT MU ce
Ha0JronaBa nNpy NalMeHTH, €THOBPEMEHHO npreMaiid ASA TUIoc KIONUIOTPe WK KIOMHUAO0Tpel
CaMOCTOSTEIHO.

B tpute aktuBHO KOHTponupanu npoyusanus ¢asa Il 3a DVT/PE ce cpo011aBa no-Bucoka 4yectora Ha
ciryyan Ha MU npu nanmeHTHTe, preMary Jaburatpal eTeKCHiIaT, B CpaBHEHHUE C T€3H, TPHEeMaIln
Bapdapun: 0,4% crpsmo 0,2% B xparkocpournte npoyuBaans RE-COVER u RE-COVER 11, u 0,8%
crpsmo 0,1% B mearocpouroro m3nutBane RE-MEDY. VYBenudeHneTo € cTaTuCTUYIECKH 3HAYNMO B TOBA
npoyusane (p=0,022).

B npoyuBaneto RE-SONATE, koeto cpaBHsiBa naburarpan erekcuiar ¢ miarebo, uecrorara ua MU e 0,1%
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IIpU MauCHTUTE, ITpUCMallln ;[a61/1ranaH CTCKCHUJIaT, U 0,2% IIpyU MaUCHTUTC Ha nﬂaue60.

IMauueHTy ¢ akTUBHO OHKOJIOTMYHO 3aboisiBane (DVT/PE)

He ca ycranoBenu eprukacHOCTTa M 0€30IIACHOCTTA IIPU MAIMEHTH, CTPAIAIHA OT aKTUBHO OHKOJIIOTUYHO
3aboisiBane u DVT/PE.

4.5 BzamMmopeiicTBHe ¢ IPYIH JeKAPCTBEHH NPOAYKTH M Apyru (popMH Ha B3auMojaelicTBre

BsaumoaelicTBus ¢ TpaHCOOPTEPU

JaburaTpan erekcuiar e cyocTpar Ha ediykcHUs TpaHcioptep P-gp. CenbreTBammara ynorpebda va P-gp
WHXUOUTOPH (BXXK. TaOJIMIIa 7) ce OYaKBa Ja JOBEJC /IO MIOBHUINICHN HUBA HA TUTa3MeHaTa KOHIICHTPAKs Ha
nmaburarpas.

AKO HE € MPEeJIITUCaHo APYTo, € HEOOXOUMO CTPOTO KIMHUYHO HaOIFOIeHUe (CIeIeHe 3a MPU3HAIN Ha
KbPBEHE WM aHEMUs), KOraTo TaduraTpaH ce mpreMa eHOBPEMEHHO ¢ MOIHU P-gp naxubutopu. Moxe na
ca HeOOXO0IMMHU HaMaJIsIBaHHS Ha J103aTa B KOMOUHaIus ¢ Hskou P-gp uaxuduropu (Bx. Touku 4.2, 4.3, 4.4
us.1).

Tabdauua 7: B3aumogeiicTBHA ¢ TPaHCOPTEPH

P-9p unxubumopu

Cvnvmcemesawama ynompeda e npomueonokasHa (8. mouxa 4.3)

Ketoxonazon Kerokonazon nosumiasa toranautre AUC ., u C,,x CTOMHOCTH Ha qaburarpan
2,38 obTH U 2,35 MBTU, CHOTBETHO, CIIE]] IpUJIaraHe Ha eAMHUYHA [IepopaIHa 1032
ot 400 mg, u 2,53 nbTU U 2,49 IbTH, CHOTBETHO, CJIEA MHOTOKPATHO HNEPOPATHO
npunarane Ha 400 mg KeTOKOHA30J1 BeIHHX JTHEBHO.

HpoHenapon IIpu eqHOBPEMEHHOTO MPIIIOKEHUE HA TA0UTAaTpaH €TEeKCHUIIAT U JPOHEIapOH,
totatanTe AUC ), T Cppax CTOMHOCTH Ha TaOWUTATPaH C€ YBEIMUABAT CHOTBETHO
0KOJI0 2,4 IbTHU U 2,3 IBTH, CJIeA MHOTOKpATHO MpuiiokeHue Ha 400 mg
JIPOHEIAPOH JBA IIHTH THEBHO M CHOTBETHO OKOJI0 2,1 bt U 1,9 mbTH, Ciien
enquHUYHA 1032 oT 400 mg.

Wtpaxonazou, B®3 ocHOBa Ha pe3yiTaTHTE in Vitro MOXe Jja c€ 04akBa MoA00eH eeKT, KakTo C
LUKJIOCIIOPUH KETOKOHA301.

Cvnvmemeawama ynompeba He ce npenopvbusd

Takpoaumyc In vitro e ycTraHOBEHO, Ue CTEIIEHTa HA MHXUOUTOPEH e€PeKT Ha TAKPOIUMYC BBPXY
P-gp e momoOHa Ha Ta3u, HAOIIOJaBaHA ITPY UTPAKOHA30J U ITUKJIOCTIOPHH.
EnHOBpPEeMEHHOTO MPUIIOKEHHE Ha JaOUraTpaH €TeKCHIAT ¢ TAKPOJIUMYC HE €
MPOYYEHO KJIMHUYHO. BhIpeku ToBa, OrpaHMYCHUTE KIMHUYHHU JaHHH OT IPYTH
P-gp cyGcTpaTu (eBeponuMyc) mpemnonarar no-ciiabo nHxuoupane Ha P-gp ot
TaKpPOJUMYC, B CPAaBHEHHE C YCTAHOBEHOTO IPU CHIIHU P-gp HHXUOUTOPH.

Heobxooumo e nosuuteno enumanue npu convmesawa ynompeoa (8xc. mouxu 4.2 u 4.4)

Bepanamun Koraro naburarpan erexcunat (150 mg) ce npuiiara eTHOBPEMEHHO C ITepopajicH
Bepamnamu, Cp,x 1 AUC Ha gaburaTpan ce yBeIndaBar, HO CTEIICHTA Ha Ta3H
MPOMsIHA € pa3jinyHa B 3aBUCHMOCT OT BPEMETO Ha MpUeMaHe 1 popmara Ha
Bepanamui (Bx. ToUkH 4.2 u 4.4).

Haii-roisiMoTO NOBHIIIaBaHE HAa EKCIO3HMIUSTA HA JaburaTpaH ce Hablo1aBa npu
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IbpBaTa JI03a Ha BepalaMui ¢ He3a0aBHO OCBOOOK IaBaHe, MPHET eJIUH Yac NpeIn
npuema Ha naburarpa erekcuiat (yBennyaBane Ha Cp,y OKOJIO 2,8 IbTH U HA
AUC oxomno 2,5 mptn). EdhekThT mporpecnBHO HaMasiBa pH MpHEeMaHe Ha
(dhopMarta ¢ yabbKeHO 0cBOOOKAaBaHe (yBeanuaBaHe Ha Cy,, 0K0J10 1,9 1bTH U Ha
AUC okomno 1,7 mbTH) WM [IpH IpUeMaHe Ha MHOTOKPAaTHH 03U BeparaMuil
(yBenmmuaBane Ha C,, 0koiio 1,6 mbt 1 Ha AUC okoiol,S mbTH).

He ce nabiroaBa 3Ha4MMO B3aUMOJICHCTBHE, KOTaTO BepanaMuil ce mpruema 2 gaca
cien maburatpas eTekcuiat (yBennyaBaHe Ha Co,x okono 1,1 ety ut Ha AUC
okoJjio 1,2 metun). ToBa ce 00sCHSBA ¢ ITbJIHATA aOCOPOIMs Ha 1a0uraTpaH ciies

2 yaca.

Amuonapox

Korato Pradaxa ce npunara eHOBpeMEHHO C eAMHUYHA NepopaiHa 103a oT 600 mg
aMHO/IapOH, CTETIEHTa U CKOPOCTTa Ha a0COPOLHA Ha aMHOAAPOH U HA aKTUBHHS MY
Metabonmut DEA no ceiiectso He ce mpomeHaT. AUC u C,,,, Ha maburatpan
HapacTBaT ChOTBETHO OKouo 1,6 mbTH U 1,5 mbTH. [lopaam ApATHS MOTYKUBOT Ha
aMHUOJIapOH Bb3MOXHOCTTA 3a B3aUMOJEHCTBHE MOXKE J1a ChLIECTBYBA CEIMULIU
CJIe]l TIpeKpaTsIBaHe Ha JICYCHHETO ¢ aMHOJapoH (BXK. Touku 4.2 u 4.4).

XUHUIUH

XuHuAMH € Oui npuiiarad karo go3a ot 200 mg Ha Bceku 2 yaca 10 KpaiiHa 103a

1 000 mg. JaOuratpan eTekcuiar € OWI IpuiIarad 2 MbTH JHEBHO B POIBIDKEHUE
Ha 3 mocienoBaTeHu THH, CbC MM 0e3 XuHUIUH Ha TpeTust JeH. AUC, i 1 Cruy s
Ha gaburaTpa ca ce ypenuuwim cpeaHo 1,53 mbetu u 1,56 mbTH, CbOTBETHO, CIIE]
CBHITPTCTBAIIOTO MPHUIIOKEHHE C XUHUAMH (BXK. Touku 4.2 u 4.4).

Knapurpomunun

Korato xnapurpomunus (500 mg 1Ba mbTH JHEBHO) CE IpUiIara 3ae¢aHo ¢
naburaTpaH eTeKCHIaT Py 3ApaBH JOOPOBOIILH, ce HAOJI0AaBa MIOBUILIABAHE HA
AUC okormo 1,19 mbti u Ha C,y OKONO 1,15 IBTH.

Tuxarpenop

Korato ennanyHa 703a oT 75 mg naburarpaH eTeKCUIIAT ce puiiara
€HOBPEMEHHO ¢ HaToBapBaa f03a ot 180 mg tukarpenop, AUC u C,, Ha
JaburatpaH ce moBuiaBar choTBeTHO 1,73 mbtr 1 1,95 meTu. Cien MHOTOKpaTHH
Jo3u Ha THKarpenop 90 mg, 1Ba IbTH AHEBHO, YBEINYABAHETO HA EKCITO3UIIMATA Ha
nmaburarpas e 1,56 mbtr 1 1,46 6TH, CHOTBETHO 32 Cp 1 AUC.

ChIrbTCTBANIOTO MPHIIOKEHUE HA HATOBapBala J03a Tukarpenop 180 mg u
naburatpan erexkcunat 110 mg (B cranmonapHo cbetosiHue) nosumasa AUC, i 1
Cinax.ss Ha Jaduratpat 1,49 mbti 1 1,65 mbTH CHOTBETHO, B CpaBHEHHE C TaburarpaH
eTEeKCHJIaT, MpuJjIaran caMocTosTeTHo. KoraTto maroBapsara mgo3a ot 180 mg
THKarpenop ce napa 2 gaca cien nmpueM Ha 110 mg maburarpan erexcunar (B
CTaLlMOHAPHO ChcTosHUE ), oBUIIaBaHeTo Ha AUC, i u C,,x Ha gaOUraTpan
HamaJsaBa chOTBETHO A0 1,27 mpTr 1 1,23 mbTH B cpaBHEHHE C TabUraTpaH
€TeKCHJIAT, MPUJIaTaH CaMOCTOSTENTHO. TakbB OTIIOKEH MpHUeMCce MPEenopbyBa Mpu
3aro4yBaHe Ha THKarpeyop /ia 3aloyBa ¢ HaToBapBalla J103a.

CorpTeTBaIIO MpUIoKeHne Ha 90 mg TUKarpeop ABa IBTH THEBHO (IO IbprKaIia
no3a) u 110 mg naburatpan erexcunar nopuiasa peryJupaHoTo AUC, g1 Copy ss
Ha gaburatpad 1,26 ety 1 1,29 mbTH CHOTBETHO, CPAaBHEHO € AadHUraTpan
eTEeKCHJIAT, MPUJIaraH CaMOCTOSTEITHO.

ITozakonazon

[o3akoHa301 chIIO MHXKUOMPA B HSIKAKBa cTETNeH P-gp, HO TOBa He € MPOyYEeHO
KIMHUYHO. EnHOBpeMenHOTO npmiioskeHune Ha Pradaxa ¢ mo3akoHa3071 Hanara
BHUMATEIIHO MTPOCIIE/IIBAaHE.

P-9p unoyxkmopu

Covnvmemsawama ynompedba mpsadea oa ce u3osesa.

Harmp.
pubamMnuIyH,
XKBJIT KAHTAPHOH,

C’I)H’BTCTBa]J_IOTO TO IMPUJIOKECHUC CC OYaKBa Ja JOBECAC A0 ITIOHUKABAHC Ha
KOHIOCHTpalusATa Ha ;[a61/1ranaH.
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(Hypericum [Ipemenukaius ¢ u3cieaBaHus HHAYKTOP prudaMnuiuH B 103a 600 mg BeTHBK

perforatum), JTHEBHO 32 7 JTHU MMOHIKaBa 00I[aTa MUKOBA KOHIIEHTPAIUs Ha Ja0uratpa u
KapOaMazenH o011aTa eKCro3uIus ChC ChOTBETHO 65,5 % u 67 %. Unayuupamust eQekr e
i QEHUTOUH MMOHMKEH, KOSTO BOJIM 10 HUBO Ha EKCITO3UIINA Ha JaburaTpas, OJIM3KO 10

pedepeHTHaTa CTOMHOCT JI0 JIeH 7 cliell CUpaHe Ha JiedeHueTo ¢ pudammunuH. He
€ Ha0JIr01aBaHO IPYTO NOBUIIIEHHE HA OMOHATMIHOCTTA CIIE] IOTBITHUTEITHO
7-ITHEBHO MTPUJIOKEHHUE.

Ilpomeasnu uqu6um0pu, Kamo pumornaeup

Cvnvmcesawama ynompeba e ce npenopvusa.

Harmp. Te moBnusiBat P-gp (kakTo KaTo MHXHOUTOP, TaKa ¥ KaTo HHIYKTOP). Te He ca Oun
PUTOHABHUD U MPOYyYBaHH, MOPAIH KOETO HE Ce MPEMOPhYBAT 3a ChIIBTCTBAIIIO JiedeHHe ¢ Pradaxa.
KOMOHWHAIIMNATE
My C IpyTH
MpOTEa3HU
WHXHOUTOPHU

P-gp cybcmpam

I[I/IFOKCI/IH B Mpoy4BaHC, NPOBCACHO C 24 3ApaBu ):[O6pOBOJ'IL[I/I, npu €CAHOBPEMEHHOTO
IMPUIJIOKCHUE HAa Pradaxa n JUT'OKCHUH HEC Ca Ha6JHOJIaBaHI/I IIPOMCHU B
CKCIIO3MIIMATAa HAa JUT'OKCHUH U HE Ca Ha6HIOJIaBaHI/I KIIMHUYHO 3HAaYMMHU IIPOMCHU B
CKCIIO3HMIMATA Ha }_Ia6I/Il" aTpaH.

AHTI/IKO&FVHaHTI/I N JICKApCTBCHU ITPOAYKTH CPCILY TDOM6OIH/ITHa arperanus

JIuncBa unm chIecTBYBa CaMO OIPaHUYEH OIUT ChC CIECAHNUTE JICYEHHS, KOUTO MOTaT Ja MOBUILAT PUCKA OT
KbPBEHE, KOTaTo Ce Mpuiiarat ChI'bTCTBAINO ¢ Pradaxa: aHTHKOarynanTu, Kato HeQpakMOHUPaH XeapruH
(UFH), auckomonexyinan xenapuan (LMWH) u xemmapuHOBH Nipor3BoIHH (POHIATAPUHYKC, Je3UPYIHH),
TPOMOOJIUTUYHH JIEKapCTBEHH MIPOAYKTH U aHTAarOHMCTH Ha BUuTaMuH K, puBapokcaban wi apyru
AQHTUKOAryJIaHTH 3a MEPOPAITHO NPUIIOKEHHE (BXK. TOUKa 4.3), WK JIEKapCTBEHH MPOLYKTH CPeILy
TpoMOonuTHa arperanus, karo GPIIb/Ila perienTopHr aHTarOHKCTH, TUKJIOMUUH, ITPACyTPell, THKArpesop,
JeKCTpaH U cyN(UHNNPa30H (BK. Touka 4.4).

Ot nannuTe, chOpanu no BpeMe Ha ¢asa Il npoyusane RE-LY (Bx. Touka 5.1), e HabmoaaBaHo, ue
CBITBTCTBAINATA yIIOTPeOa ¢ APYTH NMEPOpaTHH WIH TTAPSHTEPATHNA aHTUKOATYJIaHTH TIOBUIIIaBa YeCTOTaTa Ha
rOJISIMO KbpBEHE NMPUOIM3UTENHO 2,5 MBTH, KAKTO MPH Aa0UraTpaH eTeKcuiar, Taka 1 npu BapdapuH,
IJIaBHO B CUTYALlMH, CBBP3aHHU C IPEMUHABAHE OT CAMHUS aHTUKOATYJIAHT KbM JIpyrus (BXK. Touka 4.3).
OcgeH TOBa, CHIIBTCTBAIIATA YIIOTpeOa Ha aHTUTPOMOOTHYHH CPeACTBa, ASA MK KIOMUAOTPe
NPUOM3UTENTHO YABOSBA YECTOTATa Ha TOJSIMO KbpBEHE, KAKTO IPH 1aduraTpaH eTeKCHIIaT, Taka U pH
BapdapuH (Bx. Touka 4.4).

UFH moxe na ce nmpuiara B 031, HCOOXOAMMH 32 TOTbpKaHEe Ha IPOXOJUMOCTTA Ha IIEHTPAJICH BEHO3EH
WM apTepualieH KaTeThp (BXK. Touka 4.3).
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Tabumna 8: B3aumogelcTBHA ¢ AHTMKOATYJIAHTH U JIEKAPCTBEHH MPOAYKTH Cpelly TPOMOOIUTHA
arperanus

HCIIBC

[Ipunaranu 3a kpaTkocpouyHa npenonepatuBHa ananresus, HCIIBC He ce cBbp3Bar C
MIOBHUIIIEH PUCK OT KbPBEHE, KOTraTo ca MpHUjlaraHd eIHOBPEMEHHO C JaduratpaH
erekcwiar. [Ipu npoxbinkurenta ynotpeda B nmpoyusaHeto RE-LY HCIIBC
yBeJIMYaBaT pUCKa OT KbpBeHE ¢ 0K0JI0 50 % KaKTo Npu AaburaTpaH eTeKcuiar, Taka
1 ipu BapdapuH.

Knonuporpen

B npoy4Bane Ha mMitaau 371paBu JOOPOBOIIIN OT MBKKH TOJI ChITBTCTBAIIOTO
MIPHUJIOKEHHE Ha Ta0OUTaTPaH €TSKCUIIAT U KIIOHJIOTPEN He € JIOBEJO JI0
JIOTTBITHUTETHO yABDKaBaHE Ha BPEMETO Ha KaWIIPHO KEPBEHE B CPABHEHHE C
MoHoTepanus ¢ knonuaorpes. OcseH ToBa AUC, U Cax s, 1 U3MEPUTETUTE HA
KoaryJanusTa 3a eexkra Ha JaduraTpaH, Wi HHXUOMPAHETO Ha TPOMOOITUTHATA
arperanus KaTto u3Mepures Ha e)eKkTa Ha KIIOMHUIOTPEJI, 110 ChIIECTBO OCTaBaT
HEIPOMEHEHHU IIPU CPaBHSIBaHE HA KOMOMHUPAHOTO JICYEHUE M ChOTBETHATA
MoHoTepanus. [Ipu HaroBapsamia 1o3a ot 300 mg unu 600 mg knonunorpen, AUC,
U Ciaxss HA TaOuTaTpan ca nopuiiern ¢ okoyio 30-40 % (Bk. Touka 4.4).

AlleTUIICATHITIITOBA
kucenuHa (ASA)

EnnoBpemennoro npunoxenne Ha ASA u 150 mg maburatpan eTeKcuiaaT J1Ba IbTH
JTHEBHO MOJKE /1a TOBUILHU pUCKa OT KbpBeHE OT 12 % 1o 18 % u 24 % cpoTBETHO IpH
no3u 81 mg u 325 mg ASA (Bx. Touka 4.4).

HuckomMonexynuu
XeMnapuHu

CoIrbTCTBaIIATA YIIOTPEOA HA HUICKOMOJICKYJIHH XETapHHH, KaTO EHOKCAIapHH U
JaburaTpaH eTeKCHUIaT, He € CIelnanHo npoyyBaHa. Ciies MpeMUHaBaHe OT 3-THEBHO
JedeHue ¢ eHokcamaput 40 mg s.C. BEIHBK JHEBHO, 24 yaca e[| IocieiHaTa 103a
€HOKCaIapuH, eKCITO3UINATA Ha TaduraTpaH ¢ Onina Majako Mo—HUCKA, OTKOIKOTO
Ta3H, HEIMOCPEACTBEHO CJIE] MPHIIOKEHUETO CaMO Ha JladuraTpaH eTeKCHIaT
(enuunyna n03a ot 220 mg). Habnroaaana e no-eucoka antu-FXa/Flla aktuBHOCT
clie]l TIPUIIOKEHUETO Ha Ta0MraTpaH eTeKCHIIAT ¢ MPEIBAPUTEIHO JICUCHHUE C
EHOKCalapyH B CpaBHEHHE C JISYEHUETO caMo ¢ Jjaburatpan erekcuinat. Cuura ce, 4e
TOBA C€ ABJDKU Ha MPOIBIDKUTEITHOCTTA Ha e)eKTa Ha SHOKCAIApUH CIIe]T JICYSHUETO
(carry-over effect) u ciemoBaTerHo He € KIMHUYHO 3HaUYUM. OCTaHAIUTE PE3yJITaTH
OT aHTHKOATYJIAIIMOHHHU M3CIICABAHMSI, CBbP3aHM C Ja0UTraTpaH HEe ca MPOMEHEHH
3HAYUMO OT JICUCHHETO C EHOKCAIapHH.

Jlpyru B3auMOJIEHCTBUS

Tabimna 9: Jlpyru B3auMopeiicTBus

Cenexmushu unxubumopu Ha obpamuomo saxsauiane na cepomonuna (SSRIs) wiu cenexkmuseuu

UHXUOUMOPU HA 0OPAMHOMO 3aX6AWane Ha cepomonuna u Hopenurnedpuna (SNRIs)

SSRIs, SNRIs | SSRIs u SNRIs ca moBummiam pucka ot KbpBeHE BbB BCHUKH I'PYIIH Ha JICUEHHE B
npoyuBaHeTo RE-LY.

Bewecmesa, koumo nosnussam cmomawnomo pH

[Mantonpazon | IIpu emHOBpeMeHHO npuiokeHune Ha Pradaxa u manTomnpason, ce Habro1aBa
npubnuzutenso 30 % namanenne Ha AUC na gaburarpas. [lanTonpason u qpyru
uHXUOUTOpH Ha npoToHHarta nommna (PPI) ca npunaranu eagnoBpemenHo ¢ Pradaxa B
KJIIMHUYHY IPOYYBaHUS U ChIIBTCTBAILOTO JieueHue ¢ PPl He usrnexa na Hamansisa
eukacHoctTa Ha Pradaxa.

PanuTuaua [IpunosxkeHneTo Ha paHUTHIUH 3aeIHO ¢ Pradaxa He Oka3Ba KIIMHUYHO 3HAYHMU
e(eKTH BbPXY CTEIeHTa Ha aOcopOIus Ha JaduraTpaH.

B3aPIMOI[eI>iCTBHﬂ, CBBP3daHHU C META0OIUTHHUS HDOd)I/IJ'I Ha z[a61/1ranaH CTCKCHJIAT U }_Ia6I/II‘ aTpaH

Jlaburarpan eTekcuiar 1 JaburaTpad He ce METaOOIU3UpaT OT CUCTeMaTa Ha muToXxpoM P450 u He ca
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MoKa3aiu in vitro epekTu BbpXy 4oBeIKuTe LuToXpoM P450 enzumu. CienoBarenHo, ¢ qaduraTpa He ce
OYaKBaT CHOTBETHHM JIEKAPCTBEHU B3aUMOJICHCTBHS.

4.6 @DepTHaUTET, O)PEMEHHOCT U KbpPMeHe

KeHu ¢ geTepoAcH IOTCHIINAI

Kenwm ¢ ACTCPOJACH MOTCHIHAJI TpH6Ba Ja H305rBaT 6peMeHHOCT 10 BpEMC Ha JICUCHHUCTO C Pradaxa.

BpemenHocT

Hanune e orpannyeHo KONMYECTBO JaHHU OTHOCHO yrnoTpebaTta Ha Pradaxa npu OpeMeHHH >KEHH.
ExcriepuMeHTaIHUTE TPOYYBAHUSA TIPU KUBOTHH ITOKA3BaT PETPOTyKTHBHA TOKCHYHOCT (BXX. Touka 5.3).
[ToTeHUMaNHUAT PUCK IIPU XOPA HE € U3BECTEH.

Pradaxa He Tps0Ba 712 ce U3IMOJ3Ba 10 BpeMe Ha OPEMEHHOCT, OCBEH B ClTydai Ha KaTeropuvHa
HEOOXOUMOCT.

Kopmene

Hsma kmuHUYHY TaHHY 32 eeKTa Ha qaburaTpaH BppXy KbpMadeTara 1o BpeMe Ha KbpPMEHE.
Kbpmenero TpsiOBa 1a ObJie mpeycTaHOBEHO MO BpeMe Ha JieueHueto ¢ Pradaxa.

depTunurer

Hsma nannu npu xopa.

[Ipu npoyuBaHust BPXY )KUBOTHH € HaOmo1aBaH eeKT BbpXy (epTHINTETa Ha )KEHCKHUTE oA (opMara Ha
HamalsiBaHe Ha Opos Ha UMIUIAHTAIIUKUTE ¥ MTOBHIIABAHE HA MPEANMILIAHTAIMOHHHTE 3aryOu MpH 7032

70 mg/kg (5-KpaTHOTO HUBO Ha IIa3MEHa eKCIIO3HIIUS MpH nanueHTr). He ca HaOmonaBanu Apyru eQekTu
BBPXY (epTHINTETa IIpH KeHCKuTe. HsiMa BimsiHue BbpXy (peprunureTa npu Mbxkure. [Ipu 103u, kouto ca
TOKCHYHHM 3a Maiikute (5- 10 10-KpaTHOTO HHBO HA MJIa3MEHA EKCIIO3UIMSA NPH MALUEHTH ), TIPH ILTHXOBE U
3aiiny ce HaOJIr01aBa HAMAJIIBaHE Ha TEJIECHOTO TETJI0 U eMOprodeTaaHaTa )KU3HECIOCOOHOCT, 3ae/THO C
MOBHIIIABaHE HA ()eTATHUTE Bapuallii. B npeHaTaHu U MOCTHATAIHN POYYBaHUs € HaOJII0JaBaHO
MOBHIIaBaHe Ha (eTanHaTa CMBPTHOCT IPH JI03H, KOUTO ca TOKCUYHHM 32 MalKuTe (1032, ChOTBETCTBAILA HA
4 IBTH TIO-BHCOKO HUBO HA TIA3MEHA €KCTIO3UIHSI OT HAOIIOIaBAHOTO TPH MAIIUEHTH).

4.7 EdexTn BbpXy cniocodHOCTTA 32 modupaHe U padoTa ¢ MAIIUHA
Pradaxa He mOBIMsABa MK MOBJIMSIBA IPEHEOPEKUMO CIIOCOOHOCTTA 3a IOodHpaHe U padboTa ¢ MAIIMHH.
4.8 Hexenanu jekapcTBeHH peakuu

O06006111eH1Ee Ha poduiia Ha OE30IIaCHOCT

BeszonacnocrTa Ha Pradaxa e ouenena B necet npoyusanus ¢asa I, Bkmrousamm 23 393 nanuenTH ¢
excrio3utyst Ha Pradaxa (Bx. Ta0numa 10)
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Tab6amna 10: Bpoii mpoy4eHn NanueHTH, MAKCHMAJIHA THEeBHA 1032 BbB (¢a3a III npoyuBanus

Iloka3anus Bpoii nauuenTH, MaxkcumanHa
JekyBaHu ¢ Pradaxa | nHeBHa 103a

pVTEp oproneanuna 6 684 220 mg

XUPYPrust

[IpeBennus Ha wHCYAT U | 6 059 300 mg

CHUCTEMEH eMOOIU3HM 5983 220 mg

IIpU MAIUCHTHU C
npeaACHPAHO MBIKIACHC

Jleuenne Ha DVT/PE 2553 300 mg
(RE-COVER, RE-
COVER 1)

[Tpesennus Ha DVT/PE | 2 114 300 mg
(RE-MEDY, RE-
SONATE)

06110 0K0II0 9% OT MaIMeHTUTe JIEKYBaHU 3a IIAHUPAHO MPOTE3NpPaHe Ha Ta300eIpeHa 1 KOJISTHHA CTaBa
(xpaTtkocpouHo eyenne A0 42 nuu), 22% oT maIrMeHTuTe ¢ MPEICHPAHO MBKICHE, JIEKYBaHHU 3a TPEBEHIHUS
Ha MHCYJT ¥ CUCTEMEH eMOOIN3BM (ABITOCPOUHO JeUeHue 10 3 roauHn), 14 % ot nauueHTuTe, JeKyBaH! 3a
DVT/PE, u 15% ot nauuenrure, npodunaktupanu 3a DVT/PE ca noiayuniau HexxenaHu peakiuyy.

Haii-yecto cpobmaBanuTe cCbOMTHS ca KbpBEHE, HAOII0IaBaILO ce Py NpuoIu3uTeIHo 14% ot
MalMeHTHTE, JeKYBaHH KPAaTKOCPOUYHO 32 IIAaHWPAHO MPOTE3UpaHe Ha Ta300epeHa 1 KoJsHHa cTaBa, 16,6 %
OT MAIIMEHTHUTE C IPEACHPAHO MBXKACHE, JIEKYBaHHU IBJITOCPOYHO 32 PEBEHIUS HA MHCYNT U CHCTEMEH
em00n3bM, U 14,4% ot nanueHTuTe, JekyBanu 3a octpa Gpopma Ha DVT/PE. OcBen ToBa, € MMajo ciry4au
Ha KbpBeHe npH 19,4% ot naumenTuTe B u3nuTBaHero 3a npeseHius Ha DVT/PE, RE-MEDY, u 10,5% ot
nmarueHTuTe B u3nurBanero 3a npeeHiys Ha DVT/PE, RE-SONATE.

Tl KaTO MOMyJNAaLUKUTE OT MALNEHTH, JIEKYBaHH 32 TPUTE TIOKA3aHUs, HE Ca CPABHUMH U XEMOParunuHUTE
CHOUTHS 00XBAIIAT HAKOJIKO cucTeMo-opraniu kiaca (SOC), 060011eH0TO onHucaHue Ha TOJIEMUTE
XEMOparuyH! CHOUTHUS U Ha BCAKAKBU XEMOPAarHuHU CHOUTHS € pasnpeie]IeHO CIope]] IOKa3aHUeTo U
nazeHo B Tabymmm 12-16 mo-moiry.

B’preKI/I Y€ € HUCKaA I10 YECTOTAa IMPU KIMHUYHHU IIPOYUBaHHA, MOXKE Ja HACTBIIU roJisiMa UJIU TCKKa
XeMoparus, KoATO HE3aBUCUMO OT MACTOTO Ha Bb3HUKBAHE MOXKE Aa JOBEAC 1O HHBAJIMIU3UPAHE,

JKMBOTO3acTpaliaBanio CbCTOAHUC UIIU JOPU JICTAJICH U3XOM.

CIceK Ha HEKEIAHUTE PEeaKIiy 1o hopMarTa Ha Tabauna

Tabnuua 11 nokas3Ba HeXXeJIAHUTE PeakK, YCTAHOBEHU OT IbPBUYHUTE MPOY4BaHuUs Ha npeBeHuus Ha VTE
clie/l IPOTe3UpaHe Ha Ta300epeHa W KOJISTHHA CTaBa, IPOYYBAHETO 3a TIPEBEHIINS Ha TPOMOOEeMOOINYeH
WHCYJIT ¥ CUCTEMEH eMOOIIU3bM IPHU MALUEHTH C IPEACHPIHO MBXKJIEHE, ¥ TPOYUBAHUSATA 32 JICUCHUE Ha
DVT/PE u npesenuusa Ha DVT/PE, rpynupanu no cucremo-opranau kiacose (SOC) u no yecrora ¢
M3M0JI3BaHe Ha CIIEIHUTE Kateropuu: MHoro yectu (>1/10), uectu (>1/100 mo <1/10), meuectu (>1/1 000 m0
<1/100), peaxu (>1/10 000 mo <1/1 000), maoro penku (<1/10 000); c Hen3BecTHA YecTOTa (OT HATUIHUTE
JaHHU HE MOXKe Ja ObJie HalpaBeHa MPeleHKa 3a YecToTaTa).
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Tadauua 11: Hexenanu peakunu

YecToTa

SOC / IlpeanounTan TEPMHUH

[IppBUYHA IpEeBEHLINS HA

IIpeBenuus Ha

Jleuenue Ha

VTE cnen nmpore3upane WHCYJIT ¥ CUCTEMEH DVT/PE u
Ha Ta300enpeHa nin eMOOIIN3BM TIpU MIPEBEHIINS Ha
KOJISTHHA CTaBa MMAIEHTH C DVT/PE
IpeACHPIHO
MBXKICHE
Hapymenns Ha kpbBTa ¥ TUMQHATA CUCTEMA
Anemus Heuectn Yectu Heuectn
ITonmxenune Ha XxeMOTII00MHA Yecrtu Heuectu C HensBecTHA
YECTOTA
TpomboruToneHus Penxu Heuectn Penxu
TloHmxeHue Ha XeMaTOKpUTa Heuectn Penku C HensBecTHA
YecToTa
Hapyuienus Ha uMyHHaTa cuctemMa
JlexapcTBeHa Heuectn Heuectn Heuectn
CBPBXUYBCTBUTEITHOCT
O6puB Penxu Heuectu Heuectn
IIpypuryc Penku Heuectu Heuectun
AHaduIakTHYHA peakKus Penxu Penxu Penxu
AHruoenem Penxu Penxu Penxu
Yprukapus Penxu Penxu Penxu
Bponxocnazsm C Hem3BecTHa YeCTOTa C Hem3BecTHa YecTOTa C HemsBecTHa
YECTOTA
Hapyuienus Ha HepBHATa cucTemMa
Borpeuepenna xemoparus | Penku Heuectu Penku
Cpa0BU HapyIIEHUS
XemaTtoM Heuectn Heuectu Heuectn
Xemoparus Penku Heuectu Heuectn
KpbBOTEuenue ot Heuectun - -
OTiepaTHBHATA paHa
PecniupaTopHu, rpbAHN U MEIMACTUHAIHYU HAPYIICHUS
Enucrakcuc Heuectn Uectn UecTtn
XemodtHza Penxu Heuectu Heuectn
CtoMantHO-9peBHI HAPYIICHUS
CromamHo-4peBHa XeMOparus Heuwectn Yectu Yectu
AOGpomuHaiHa O0JIKa Penku Uectn Heuectn
Huapus Heuectn Yectu Heuectn
Jncnencus Penxu Yectn Yectu
T"anene Heuectn YecTtr Heuectn
PexTanna xemoparus Heuwectn Heuectn Yectu
XemopouJialiHa XeMOparus Heuectn Heuectu Heuectn
CroMantHo-4peBHA 3B, Penxu Heuectu Heuectn
BKIIFOUHUTEIIHO e30(areaaHa
sI3Ba
["actpoe3odarut Penxu Heuectn Heuectn
T'actpoesodareanna Penxu Heuectn Heuectn
peduykcHa donect
[ToBpbLIane Heuwectn Heuectn Heuectn
Jucharus Penxu Heuectn Penxu
XenaToOmIHapHu HApYIIESHUS
Hapymiena gyepaoapo6Ha Yectu Heuectu Heuectn
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¢bysknus/ OTKIOHEHHS BbB
(yHKIIMOHATHUTE
YepPHOIPOOHHU TTOKA3aTEITN
IToBuiieHUE HA aNaHUH Heuectn Heuectu Heuectn
amMuHOTpaHcepasarta
IloBumienne Ha  acmaprar Heuectun Heuectu Heuectun
aMHUHOTpaHcdepaszaTa
IToBumenu YEPHOAPOOHHN Heuectn Penku Heuectn
€H3UMU
XunepOunupyOnHeMust Heuectn Penku C HeusBecTHA
YecToTa
Hapymmenns Ha KoKaTa U OJIKO)KHATA ThKaH
KoxHu KppBOU3INBU | Hewectn | Yectu Yectu
HapymieHns Ha MyCKyJIHO-CKEJIETHATa CHCTEMA M ChEIMHUTENIHATA ThKaH
XemapTpo3sa | Heuectn | Penxu Heuectn
Hapymenuns Ha Ob0penyTe ¥ TUKOYHHUTE MHTHIIA
YporenuranHa xeMoparus, Heuectn Yectn Yectn
BKJIFOUMTEITHO XEMaTypus
OO6um HapyuieHus: 1 eeKTH Ha MACTOTO Ha MPUIIOKEHHUE
Xemoparus Ha MSICTOTO Ha Penxu Penxu Penxnu
WHXEKTHpPaHe
Xemoparus Ha MSICTOTO Ha Penkn Penkxn Penkun
MIOCTaBsIHE HAa KaTeThpa
KspBaB cekper Penku - -
HapansBanusg, oTpaBsiHUSI M YCIIOKHEHVSI, B3HUKHAJIM B Pe3yJITAT HA MHTEPBEHITNH
TpaBMaTH4YHA XeMOpParus Hewectn Penku Hewectn
Xemoparusi Ha MICTOTO Ha Penxu Penxu Penxu
paspesa
TloctnpouenypeH xemaTom Heuectn - -
[TocTpouienypHa xemoparust Hewectn - -
ITocTonepaTuBHa aHeMUs Penku - -
[TocTnpoueaypHa cexpenus Heuectn - -
Cexperusi OT oOInepaTHBHATa Heuwectn - -
paHa
Xupyprudecku ¥ MEAUIIMHCKA HHTEPBEHIIMU
[peHax Ha onepaTHBHATa Penxn - -
paHa
TloctnpouenypeH apeHax Penxu - -

Onucanue Ha I/I36DaHI/I HCXCIIaHU PCAKIINN

Peaxyuu na xvpeene

[Mopanu Gapmakoorn4HUsI MEXaHU3bM Ha JielicTBre, yoTpedaTa Ha Pradaxa Moxe aa Obje cBbp3aHa ¢
MTOBHIIIEH PUCK OT OKYJTHO WIIM SIBHO KbpPBEHE OT BCSIKA ThKaH WK oprad. llpu3nanuTe, cCMHMOTOMUTE
TeXecTTa (BKIIOUMTENHO U JIeTaJIeH N3X0/1) BApUPAT CIIOPE MSACTOTO U CTETIEHTA WM 00XBaTa Ha KbPBEHETO
W/WIM aHeMUsITa. B KMTMHUYHKUTE IPOYYBaHMS MYKO3HOTO KbpBEHE (Harp. CTOMAIIHO-YPEBHO,
TeHUTOYPHUHAPHO) € HaOJI0AaBaHO MO-YECTO MPH ABJITOCPOUHO JeyeHne ¢ Pradaxa, B cpaBHEHHE C JIeUCHUE C
ButamuH K antaronuctu (VKA). Taka, B 1ombJIHEHHE KbM NOAXOSIIO KIMHUYHO HAOIIOACHHUE,
nabopaTopHUTE U3CIIEABAHUS Ha XEMOTTIOOMH/XEeMaTOKPUT ca IIEHHH 33 OTKPUBaHE HA OKYJITHO KbpPBEHE.
PrckbT OT KbpBEHE MOXKE J1a Ce MMOBHUIIY IPHU OINIPEIEICHN TPYNH NAIeHTH, Hallp. T€3H, KOUTO UMaT
yMepeHo 0bOpeYHO YBpexkIaHe W/UITK ca Ha ChITBTCTBAIIIO JICUSHHE, 3acATall0 XeMOocTa3ara Wik CHtHu P-gp
UHXUOUTOPH (BK. TOuka 4.4 XeMoparuieH pyuck). XeMOparnyHUTE YCIIOKHEHUSI MOXKE 12 CE MPOSIBIT KaTo
ciaboct, 0JeTHOCT, 3aMastHOCT, I1aBO0O0JIHE WM HEOOSCHUMO ITOTyBaHe, JUCITHES 1 HEOOSICHUM IIOK.
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CpoOmaBa ce 3a MO3HATH YCIIOKHEHHUS C KbPBEHE, KaTO KOMIIAPTMEHT CHHIPOM U OCTpa ObOpedHa
HEIOCTAaThYHOCT Opaay xunonepdysus BbB Bpb3ka ¢ Pradaxa. CinenoBaTtenHo, TpsiOBa J1a ce oT4nTa
BEPOATHOCTTA 33 XEMOpArus MPH OIIEHKaTa Ha ChCTOSHMUETO Ha BCEKH aHTUKOAryJIMpaH nanuent. Mma
HAJIMYHO cHenn(UIHO HEYTPAIU3UPALIO0 CPEJICTBO 32 TaduraTpaH, uaapynu3ymao, B ciiydai Ha
HEKOHTPOJIMPYEMO KbpBEHE (BXK. Touka 4.9).

ITvpsuuna npesenyus Ha 6eHozeH MpoMO0emMboIU3bM NPU OPMONEOUYHA XUPYPIUsL

Tabnuua 12 nokassa 6pos (%) Ha NalMEHTHTE ¢ KbPBEHE KaTO HEXKeJaHa JIeKapCTBEHA peakiys 10 BpeMe Ha
Meproa 3a JeueHHe B IB€ OCHOBHY KIIMHUYHU IpoyuBaHus 3a npeBeHnus Ha VTE B 3aBucumoct ot go3ara.

Tadauua 12: Bpoii (%) nauueHTH ¢ KbpBeHe, KATO HeXKeJIAHA JeKapCTBeHA peaKkuusi

Pradaxa Pradaxa Enokcanapun

150 mg Bemuwk qHEBHO |220 mg BETHBXK THEBHO

N (%) N (%) N (%)
JlekyBaHM manueHTu 1 866 (100,0) 1 825 (100,0) 1 848 (100,0)
['onemu xemoparuu 24 (1,3) 33 (1,8) 27 (1,5)
BcsikakBu xemoparuu 258 (13,8) 251 (13,8) 247 (13,4)

TIpesenyus na uncyim u cucmemer emooauzvm npu v3pacmuu nayuenmu ¢ NVAF ¢ edun unu noseue
puckosu ghaxmopu

Tabnuma 13 moka3Ba XxeMOparudyHUTE CHOUTHS Pa3MpENETCHH KaTo roJIeMH U BCAKAKBU XEMOPAruy B
OCHOBHOTO ITPOYYBaHe, U3CIEABAIIO TPEBEHIUATA HA TPOMOOEMOOINYEH HHCYIT U CUCTEMEH eMOOIN3bM
MIPY TALUEHTH C MPEACHPIHO MBXKICHE.

Tabamna 13: Xemoparnyau cb0UTHSI B MTPOYYBaHe, M3CJIEABALIO IPEeBEHIMATA HA TPOMOoeMOoTHYeH
HHCYJIT M CHCTeMeH eMO0IN3bM NPH MAIUEHTH ¢ MPeAChPAHO MbK/AeHe

Pradaxa Pradaxa Bapdapun
110 mg nBa mbTH 150 mg nBa mpTH
JTHEBHO JTHEBHO
PannomMusupanu nanueHTH 6015 6076 6022
TNonsima xemoparus 347 (2,92%) 409 (3,40%) 426 (3,61%)
WHTpakapHUaiHa XeMOparus 27 (0,23%) 39 (0,32%) 91 (0,77%)
I'1 xemoparus 134 (1,13%) 192 (1,60%) 128 (1,09%)
@daTanHa xeMoparus 26 (0,19%) 30 (0,25%) 42 (0,36%)
Maska xemoparus 1,566 (13,16%) 1,787 (14,85%) 1,931 (16,37%)
BesikakBa xemoparus 1,759 (14,74%) 1,997 (16.60%) 2,169 (18,39%)

B pangomusupano npoyuBaHe, Ipu nanueHture, npuemanu Pradaxa 110 mg nBa mbtr gHeBHO Wim 150 mg
7B ITBTU THEBHO € CHILIECTBYBAJ MO-HUCHK PUCK OT KUBOTO3acCTpallaBallia XeMOparus 1 HHTpakapHUaIHa
XeMoparusi, B CpaBHEHHE C Te3u, mpuemanu Bapdaput [p<0,05]. U nBere koHunenTparnyu Ha Pradaxa ca
WMall CTaTHCTHYECKH 3HAYUM TI0-HUCHK 001 XeMoparndeH puck . [Ipu nanuenTuTe, npueManm
pargomusupano 110 mg nBa mbTH AHEeBHO Pradaxa chiecTByBasl 3HAaUMTEITHO MO-HUCHK PUCK OT TOJIEMH
XeMoparuu B cpaBHeHue ¢ Bapdapus (puckoBo crotHomieHue 0,81 [p=0,0027]). [1pu nanuieHTHTE IpUeMatu
pangomusupano 150 mg Pradaxa aBa mbTH JHEBHO € ChIIECTBYBAJ 3HAYUTETHO MO-TOJIIM prck ot ['U
KbpBEHE B cpaBHEHHE ¢ BapdapuH (puckoBo crotHouenue 1.48 [p=0,0005]. To3u edekT e HaOm01aBaH
[JIABHO NPH MALUEHTH > 75 TOAWHH.

Knuandanara momsa oT maburaTpaH 1Mo OTHOIIEHHE Ha MPEBEHIUATa HA MHCYNIT U CHCTEMEH eMOOJTU3bM H
MTOHIDKEHUAT PUCK OT MHTPaKpaHHWaIHAa XeMOparus B cCpaBHEHHE ¢ Bap(apuH ce 3ama3Bar npu
WHAWBUAYaITHUTE CyOrpynu, Hanp. ObOpeyHO yBpexaaHe, Bb3PacT, ChIIBTCTBAILA YIOTpeda Ha JIeKapCTBEHH
MPOAYKTH KaTo HAMp. aHTUTPOMOOTHIN uii P-gp maxnburopu. JlokaTto HAKOM CyOTrpyIu OT MAallMeHTH ca
3acTpaimieHy OT MOBUIIIEH PUCK OT rojiiMa XeMOoparus, KoraTo ca JIEKyBaHH C aHTUKOAryJIaHT, IIOBUIICHUST
PHCK OT KbPBEHE NpH JaduraTpaH eTekcuiar € cBbp3an ¢ [’ xemoparusi, 0OMKHOBEHO HalJt0JaBaHa npe3
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MIBPBUTC 3-6 MEce1a CJICA 3al104YBaHEC HA JICUCHUCTO C Pradaxa.

Jleuenue na ovaboka eenoszna mpombosa (DVT) u 6enoopoden emboruzvm (PE) u npesenyus na
peyuousupawu DVT u PE npu évspacmnu (DVT/PE)

B Tabnuna 14 ca mocoueHu JaHHU 3a XeMOpParn4Hu chOUTHUS OT 0000IIeHNTEe OCHOBHU ITpoy4BaHus RE-
COVER u RE-COVER II, B kouTO Ce M3NMUTBA JeUEHNETO Ha IBJI00KA BeHo3Ha Tpombo3a (DVT) n
6enoapoben embonu3bsM (PE). B cOopuuTe npoyuBanusi, TbpBUYHUTE KpaliHU TOYKH 3a 0€30MaCHOCT 1O
OTHOLICHHE HA 3HAYUTETHO KbPBEHE, 3HAYMTEIHO WM KJIMHUYHO 3HAYMMO KbPBEHE U BCSIKAaKBO KbPBEHE ca
3HAYHUTEITHO MO-MAJIKO B CpaBHEHHUE ¢ BapdapHH Npu HOMHHATHO anda HUBO OT 5 %.

Tabmna 14: Xemoparuynu cs0utns B npoyusanusita RE-COVER u RE-COVER 11, B kouto ce
H3MHUTBA JIeYeHUEeTO HA THJI00KAa BeHo3HA TpoMOo3a (DVT) u 6enoapodeH eM00a1u3bM

(PE)
Pradaxa Bapdapun Koeduuuent Ha
150 mg nBa meTH PHUCK CIIpSIMO
JTHEBHO BapdapuH
(95% CI)
ITanuenTy, BKIOYEHU B 2 456 2462
aHaim3a Ha 0€30IMacHOCTTa
3HAUYUTETHU XeMOparuuHu 24 (1,0 %) 40 (1,6 %) 0,60 (0,36, 0,99)
CHOUTHS
WHTpaKkpaHUaIHO 2 (0,1 %) 4 (0,2 %) 0,50 (0,09, 2,74)
KbpPBEHE
3nauutenHo I'M kppBeHE 10 (0,4 %) 12 (0,5 %) 0,83 (0,36, 1,93)
’KuBoro-3acTpaiiapaiio 4 (0,2 %) 6 (0,2 %) 0,66 (0,19, 2,36)
KbpPBEHE
Crydan Ha 3HAYUTEITHO 109 (4,4 %) 189 (7,7 %) 0,56 (0,45, 0,71)
KbPBEHE/KJIMHUYHO 3HAYMMO
KbpBEHE
BcsikakBo kbpBeHE 354 (14,4 %) 503 (20,4 %) 0,67 (0,59, 0,77)
Bcesikakso I'U kbpBeHe 70 (2,9 %) 55 (2,2 %) 1,27 (0,90, 1,82)

XeMoparnuHuTe CHOUTHS IIPH JBETE JICUCHHSI Ca OTYUTAHU OT IIbpBUs npreM Ha Pradaxa wnm Bapdapun
clIe]] IpeKpaTsIBaHe Ha MapeHTepaliHaTa Tepanus (TIepruoj] caMo Ha IepopajiHo jedeHne). ToBa BKIo4YBa
BCHUYKH XEMOparuiHu chOUTHsI, Bh3HUKHAJIM 110 BpeMe Ha TepanusiTa ¢ Pradaxa. BxiroueHu ca Bcnuku
XEMOparu4Hu ChOUTHS, Bb3HUKHAIIH 10 BpeMe Ha Tepanusara ¢ BapdapuH, OCBEH OHE3HU, KOUTO ca
BB3HUKHAIH 110 BpeMe Ha Nepuoja, B KOWTO Ce 3aCThIIBAT JICUCHUETO C Bap(papHrH U MapeHTepaHaTa
Tepanus.

B Tabnuua 15 ca mocoueHu AaHHM 32 XeMOparuiHu chOUTHs B 0cHOBHOTO npoyuyBane RE-MEDY, B koeto
ce U3MUTBA NpOoQHIaKTHKATa Ha AbI00Ka BeHo3Ha Tpombo3a (DVT) u 6enoapoden emObonuzsm (PE). Haxon
xemoparnunau croutusi (MBEs/CRBES; BcsikakBo KbpBeHE) ca 3HAYMTEIIHO MO-MAJIKO IPU HOMHHAIHO ajida
HUBO OT 5% npu manuenTy, npuemany Pradaxa B cpaBHeHHe ¢ Te3H, TprueMany BaphapuH.
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Tabmmna 15: Xemoparuynu cs0utns B npoyusane RE-MEDY, B koeTo ce H3nuTBa NpOQHIaAKTHKATA
Ha IbJ00Ka BeHo3Ha TPoMOo3a (DVT) u Gesoapoden emooauzsm (PE)

Pradaxa Bapdapun Koedunuenr Ha prucka
150 mg nBa mbTH crpsiMo BaphapuH
JTHEBHO (95% CI)
JlexyBaHM nmanyeHTn 1430 1426
3HAUUTETTHH XeMOParudHu 13 (0,9 %) 25 (1,8 %) 0,54 (0,25, 1,16)
CHOUTHS
WnTpakpanuamHo 2 (0,1 %) 4 (0,3 %) He moxe na 6bae
KbPBEHE n3yncien*
3naunrtento ' 4 (0,3%) 8 (0,5%) He moxe na 6b1e
KbpBEHE n3gucnen®
JKuBoTo-3acTparaBario 1(0,1 %) 3 (0,2 %)) He moxe na 6b1e
KbPBEHE n3yncien*
Cry4au Ha 3HaUYUTEITHO 80 (5,6 %) 145 (10,2 %) 0,55 (0,41, 0,72)
KbPBEHE/KITMHUYHO
3HaYMMO KbPBEHE
BcesikakBo KbpBeHe 278 (19,4 %) 373 (26,2 %) 0,71 (0,61, 0,83)
BcesikakBo I'U kbpBeHe 45 (3,1%) 32 (2,2%) 1,39 (0,87, 2,20)

*KP He Moke 1a ObJie M3UMCIICH MIOPaJIN JIMIICATa Ha CbOUTHE B KOSATO U JIa € KOXOpTa/JIedYeHHe

B tabnuia 16 ca mocoueHu JaHHHU 3a XeMOparuyHu chbOuTHs B ocHOBHOTO npoyuBane RE-SONATE, B koeTo
Ce M3MUTBA NPOQHUIAKTUKATa Ha abiI00Kka BeHo3Ha TpoMbOo3a (DVT) um Genompoben embommzbem (PE).
Crenenta Ha komOunupane Ha MBEs/CRBEs 1 BcsikakBo KbpBEHE € 3HAUUTENTHO MO-MaJIka IPU HOMHHAIHO
ana HEBO OT 5% MpU NaLMEHTH, IPUEMalIn IJianedo, B CpaBHEHHE C Te3H, npuemainu Pradaxa.

Tabamna 16:_Xemoparuynu cs0utns B npoyusane RE-SONATE, B koeto ce n3anurea
npopUIaKTUKATA HA IbJA00KA BeHOo3HAa TPpoMOo3a (DVT) u Oesoapoden em6om3bM (PE)

Pradaxa [Tnare6o KoeduiueHt Ha pucka
150 mg nBa mbTH THEBHO cpaMo manebo
(95% CI)

JlexyBaHM NaMeHTH 684 659

3HAYUTETHN XEMOparndHu 2 (0,3 %) 0 He moxxe na Obze

crOUTHSA W34HCIIeH *
WHTpakpanuaiHo 0 0 He moxe na 6p1e
KbpBEHE W3YHCIIeH *
3nauurenno ' 2 (0,3%) 0 He moxe na 6b1e
KbPBEHE W34HCIeH *
’KuBoTo-3acTpariasaio 0 0 He moxe na 6p1e
KbpBEHE W34HCIIeH *

Crnyyaun Ha 3HAYUTEITHO 36 (5,3 %) 13 (2,0 %) 2.69 (1.43,5.07)

KbPBEHE/KITMHUYHO

3HaYMMO KbPBEHE

BcesikakBa xemoparus 72 (10,5 %) 40 (6,1 %) 1,77 (1,20, 2,61)
Bcesikakso I'U kppBeHe 5 (0,7%) 2 (0,3%) 2,38 (0,46, 12,27)

*KP He Moxke Ja 6’5,[[6 H34YHCJICH IOpaan JIUIicaTa Ha cnouTHE IIpU KOCTO U Aa € OT JICUCHUATA

Ilegnarpuuna nonyaamus (DVT/PE)

B xnuanunHOTO npoyuBane 1160.88 o6mo 9 nanuenTu B 1oHomecka Bb3pact (0T 12 1o mox 18 rogunn) ¢
nuarHoctuipana mepsudHa DVT, ca mpuemanyu mbpBOHaYaIHO IEPOPaIHa 1032 OT Ja0uraTpaH eTeKCHaT
ot 1,71 (£10%) mg/kg Tenecuo terno. Cropes pe3yiaTaTUTe 3a KOHICHTPALMUTE Ha Ja0UraTpas,
OIIpeJeNICHH OT TeCTa ¢ KaJIMOpUpaHO TPOMOMHOBO BpEME Upe3 pa3peskaaHe U KIMHUYHUTE OLIEHKH, [103aTa €
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KOpHTHUpaHa JIo IpuIleNiHaTa 103a oT 2,14 (£10%) mg/kg TenecHo Terno ot gaburarpan etexcuiart. [1o
BpeMe Ha JiedeHueTo 2 (22,1%) manueHTy ca iMalid CBbP3aHHU JICKU HEXKEIIaHU peakiuy (racTpoe3odareancH
peduykc/ kopemHa 6oika, tuckoMdopT B kopema) u 1 (11,1%) nanmeHT e MMan HecBbp3aHa CepHO3Ha
HexxenaHa peakius (peruausupan] VTE Ha kpaka) B mepro/a cies JIeUeHHETO MMOBEYe OT 3 THU CIIE
CIHMpaHe IpueMa Ha Ja0uraTpaH eTeKCHJIar.

Cpo0111aBate Ha HOJ03UPAHU HEKEIAHU PEAKIINN

Cro011aBaHeTo Ha TIOJJO3MPAHU HEeXKEIIaH! PEaKIluy Clie]] pa3pelaBaHe 3a ynorpeda Ha JIeKapCTBEHUS
MPOJYKT € BaXKHO. TOBa IMO3BOJISABA Ja PO IBIIKK HAOIIOJICHUETO Ha ChOTHOIIIEHUETO IT0JI3a/PUCK 32
JIeKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIIHAIMCTH CE M3UCKBA J1a CHOOIaBaT BCSAKA IMOJ03UPaHA
HEeXeJTaHa peakins Ype3 HaIlMOHAlTHA CUCTEMa 3a ChoOIaBaHe, mocodeHa B [Ipunoxenue V.

4.9 Ilpeno3upane
21031/1 Pradaxa, HaJABUIIABAIHU IMPEIIOPBUYBAHUTE AJO3U, U3JIaraT Naqu€HTa Ha IIOBUILICH PUCK OT XEMOparus.

[Ipu ceMHeHHME 3a Ipeao3upane, MPOBEKIAHETO Ha KOaryJalloHEH TECT MOJKeE JIa IOMOTHE 3a ONpeesiHe
Ha pUcKa OT KbpBeHe (Bk. Touka 4.4 u 5.1). Kammbpupan xkonmuectBeH dTT Tect ninu mHOrokpatau dTT
W3MepBaHUsl MMO3BOJISIBAT MPEJIBIKIAHE HA BPEMETO, KOTaTo Iie ObJaT JOCTUTHATH ONpeIeIeHH HUBa Ha
naburarpat (BX. Todka 5.1), ChIIIO B cay4ai ca IpeAnprueTy JOMBIHATETHA MEPKH —HArp. THaIn3a.

[IpekomepHaTa aHTHKOATYJIAIHS MOKE Jla M3UCKBa TPEYCTAHOBSIBaHE Ha jiedeHueTo ¢ Pradaxa. Teil kaTo
nadurarpaH ce eKCKpeTHpa NpeAruMHO upe3 ObOperuTe, TpsOBa 1a ce MoAIbprka 10CTaThuHa auypesa. Toi
KaTo CBBP3BAHETO C IIPOTEUHHU € B HUCKA CTeIeH, Jaduratpad Moe J1a Ob/ie TMalu3upaH; UMa OrpaHuYeH
KJIMHAYEH OIUT, AEMOHCTPUPAII NI03aTa OT TO3M MOAX0A B KJIMHUYHH MPOyYBaHHA (BX. TOUKa 5.2).

OBJ'Ia}_IFIBaHC Ha YCJIOXKHECHUA OT KPbBOU3JIUB

B cityuaii Ha XxeMoparuuHu yciokHeHMs JeuenneTo ¢ Pradaxa tpsoBa j1a Objie IpeycTaHOBEHO, a
M3TOYHHKBT Ha KbpBEHE — Mpoy4eH. [1o npelieHka Ha JIeKyBalus JeKap U B 3aBUCHMOCT OT KIIMHAYHATA
cUTyauusi, TpA0Ba J1a ce npeanprueMe MoaX0IAIIO MOATbPIKAILO JCUYSHNE, KATO XUPYPruiHa XeMOCTa3a Win
3aMeCcTBaHE Ha KpbBEH 00eM.

B ciydan, koraro e Heo6xoauMo OBP30 HEYyTpATU3NpPaHe HA aHTUKOAryJIaHTHUS epekT Ha Pradaxa, Mmoxe na
ce U3I0JI3Ba crieqUPUIHOTO HeyTpanu3upaio cpeactso (Praxbind, naapyuusymab), KOeTo aHTaroHU3Upa
¢dapmakonuHamMuunus edext Ha Pradaxa (Bxk. Touka 4.4).

Moxe Ja ce Ma MpeBU/I IpuilaraHe Ha KOHLEHTPATH Ha KOAaryJIaluOHHH (DakTopH (aKTUBHPAHU HIIH
HEaKTHBHPaHW) Win pekoMOuHanTeH (akrop VIla. iMa HIKOM eKCIIEpUMEHTAHH JI0OKAa3aTelcTBa B
MOJIKpena Ha poJIsiTa Ha Te3H JIEKapCTBEHU MPAYKTH B OOPBIIaHE HA AHTUKOATYJIaHTHUS e(PeKT Ha
naburarpaH, HO JaHHHUTE 32 TI0J13aTa UM B KIIMHUYHU YCJIOBHS, KAKTO U 332 BH3MOXKHUS PUCKA OT pHOAyHI
TpoMO0eMOOIM3bM ca MHOTO orpandeHu. KoarynaioHHHUTE TECTOBE MOTAT Ja CTaHAT HEHAJSKIHU CJIe
npuiaraHe Ha NpeayioXeHUTe KOHIIEHTPaTH Ha KoaryJalMoHHU GakTtopu. TpadBa na ce BHUMaBa IpH
TBJIKYBaHETO Ha Te3U TecToBe. TpsOBa Ja ce 0OMuUCIIN pUIaraHeTo Ha TPOMOOLIMTHA Maca B CITy4Yaure,
KOTaTO MMa TPOMOOITUTOTICHUS MM ca OWITM M3IIOJI3BAHU JIBJITO-EHCTBAIN aHTUTPOMOOTHYHH JIEKAPCTBEHH
npoayKTH. Ls710TO CHMIITOMATHYHO JIeYeHHe TPpIOBa Jia ce Ipuiiara 1o MpereHKa Ha JIEKaps.

B 3aBrCHMOCT OT MeCcTHUTE BB3MOXHOCTH, TpSI6Ba Ja ce oomucau KOHCYJITallus ChC CIICHUAIINCT B cnyqaﬁ
Ha rojiiMO KbpPBCHEC.

5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 ®apmakoAMHAMHMYHM CBOCTBA

dapmakoTepaneBTHYHA IPyIa: aHTUTPOMOOTHYHHU CPEJICTBA, JUPEKTHU TPoMOUHOBH nHXUOUTOpH, ATC
kox: BO1AEOQ7.
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MexaHn3bM Ha JIEHCTBUE

JlaburaTpaH eTeKCcHIIaT € HHCKOMOJIEKYITHO MPeIeKapcTBO, KOETO He MOoKa3Ba apMaKoIOTHYHA aKTHBHOCT.
Crnen nepopaiiHo pHUIIOKEHHE TaburaTpaH eTeKcuiaT ce abcopoupa Obp30 U ce IpeBpbIla B 1aburarpan
Ype3 KaTadu3npana OT ecTepasa XUApoJrn3a B Ila3MaTa U B YepHus ApoO. JlaburaTpan € MoIleH,
KOHKYPEHTEH, 00paTHM, TUPEKTEH TPOMOMHOB HHXHOUTOP U € OCHOBHOTO BELIECTBO C aKTUBHO JACHCTBHE B
1a3Mara.

Toii KaTO TPOMOMHBT (CEPHHOBA MTPOTEa3a) MO3BOJISIBA IPEBPBLIAHETO Ha (UOPHHOreHa BbB PUOPUH B X042
Ha KoaryJallioHHaTa Kackajla, MHXHOUpaHeTo My MpeJ0TBpaTsIBa 00pa3yBaHeTo Ha cheupek. JladuraTpan
WHXUOHpPA CBOOOHHS TPOMOUH, GUOPUH-CBBP3aHUSI TPOMOUH ¥ TPOMOUH-UHTyIMpaHaTa TPOMOOITUTHA
arperarusi.

q)aDMaKO}_II/IHaMI/ILIHI/I e(beKTI/I

In vivo u ex vivo ipoy4BaHUs IPH )KUBOTHU AEMOHCTPUPAT aHTUTPOMOO3HA e(pUKACHOCT M aHTUKOAryJaHTHA
aKTUBHOCT Ha JJa0UraTpaH cjie]] HHTPAaBEHO3HO MPUIOKEHUE U Ha JJa0UraTpaH eTeKCHUIAT Clie]l IepopatHO
MPHIJIO’KEHUE MTPH Pa3INIHU JKUBOTHHCKH €KCIIEPHIMEHTAHNA MOJIENN Ha TPOMOO03a.

ChbIliecTBYBa OTUETIIMBA KOPENALUsl MEXy TUIa3MeHaTa KOHIEHTPaLus Ha 1aduraTpat v CTeTeHTa Ha
AHTUKOAryJaHTHHA eeKT, 6azupano Ha Qasa Il npoyusanus. laburarpan yapinkaBa TPOMOMHOBOTO BpeMe
(TT), ECT, xakto u aPTT.

Kanubpupanust koiauuectBed TecT Ha TT upes paspexaane (dTT) naea orenka 3a mia3meHaTa
KOHIIEHTpAIlKs Ha Ja0uraTpaH, KOsSTO MOXKe J1a ObJie CpaBHEHA C OYaKBaHUTE IIa3MEHHUTE KOHIICHTPAIUK Ha
naburarpas. B cnyyait ue kanmoOpupanuar dTT Tect mokaxke pe3ynrarT 3a Iia3MeHaTa KOHIISHTpaIlus Ha
naburarpaH, KOWTO € Ha WM TOJI TPAaHUIIaTa Ha KOJMYECTBEHOTO ONpEAeIsHE, CIe/lBa Aa C€ OOMUCIH
MIPOBEXKIaHe Ha JOMBIHUTENHO m3cnensane, Hampumep 1T, ECT wn aPTT.

ECT mMoxe ma ocurypu TUpeKTHA OIIEHKA 33 aKTUBHOCTTA Ha TUPEKTHUTE TPOMOMHOBU MHXUOHUTOPH.

TectbT aPTT € mmMpoko JoCThIIEH U TOKa3Ba NPUOIM3UTEIHO aHTHKOAryJJaHTHATa HHTEH3UBHOCT,
nocturHara ¢ gadurarpan. Obaue, aPTT TecThT MMa orpaHuueHa YyBCTBUTEIHOCT M HE € IOAXOISII 32
TOYHO KOJIMYECTBEHO OTPEETITHE Ha aHTHKOAryJIaHTHHUS €(eKT, 0COOEHO NIPHU BUCOKH TJIa3MEHHU
KOHIIEHTpAINK Ha Jaburatpad. Benpeku, ue Bucoku croitHoctr Ha aPTT Tps6Ba na ce ThIKyBaT C
[IOBULIEHO BHUMAHUE, T€ ITOKA3BaT, Y€ NALUEHTHT € AaHTUKOATYJIUPAH.

Karo 1sm0, MoXke aa ce mpueme, e Te3H MOKa3aTesu 3a aHTUKOATryJIaHTHA aKTHUBHOCT MOTAT Jia OTpas3sT
HHBaTa Ha JaburaTpaH, KakTo ¥ Jia MPeJ0CTaBAT HACOKH 3a OIICHKa Ha PHCKa OT KbpBeHe, T.¢. Hax 90 ™
TMIEPCCHTUIT HA Hal-HUCKNATE HUBA Ha )Ia6PIFanaH HJIK KOoaryJialfuOHEH TECT, KaTO Hal-HUCKH U3MEPECHU
croiiHoctr Ha aPTT (3a mparosere Ha aPTT Bxk. Touka 4.4, Tabnura 5), Moke 1a ce acoIMupa C MOBUIIIEH
PUCK OT KbPBEHE.

Tvpeuuna npesenyus Ha 6eHO3eH MPOMOOEMOOIUZLM NPU OPMONEOUYHA XUPYD2UsL

CranmonapHaTa cpeJjHa TeOMEeTpUYHA TIMKOBA IJIa3MEeHa KOHIEHTpanus (cies 3 ieH) Ha JaduraTpas,
M3MepeHa OKoJIo 2 vaca cie]| npuinarade Ha 220 mg padurarpan erekcunar, ¢ 70,8 ng/ml, ¢ rpanunm
35,2-162 ng/ml(B uaTepBana 25-tu — 75-ti nepcentmin). CpeHaTa TeOMETPUYHA Hal-HUCKA KOHIIEHTPALIUS
Ha naburarpaH, U3MepeHa B Kpasi Ha 1030BUs HHTepBal (T.e. 24 yaca cieq no3a gaduratpatn 220 mg), e
cpexno okojo 22,0 ng/ml, B rpanuium 13-35,7 ng/ml(B uaTepBana 25-tu — 75-T1 MEPCEHTHI).

B enno cienmanHo mpoy4yBaHe, caMo MPH MAIMEHTH ¢ YMEpeHo OBOpedHo yBpekaane (KpeaTHHUHOB
kiupbHC 30-50 ml/min), texyBanu ¢ qaburatpan erekcunar 150 mg BeJHBXK JTHEBHO, CpeHATA
reoMeTpHYHa Hall-HUCKa KOHIIEHTpAaIYs Ha Ja0uraTpaH, U3MepeHa B Kpast Ha JIO30BHsI HHTEPBAJI, € CPEJTHO
47,5 ng/ml, B rpanum 29,6-72,2 ng/ml (B uaTepBana 25 — 75 nepceHTi).

[Ipu naumenty, nexyBanu ¢ 220 mg qaburaTpaH eTeKCHaT BEAHBK AHEBHO 3a npo¢wiaktuka Ha VTE cien
IpoTe3upaHe Ha Ta300eIpeHa I KOJISHHA CTaBa,
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. 90-usT mepceHTHI Ha Hall-HUCKUTE TUIa3MEHH KOHLIEHTpaluy Ha gaburatpas e 67 ng /ml, (20-28 gaca
clen mpreMa Ha MpeaunHaTa 103a) (BK. Touku 4.4 1 4.9),

. 90-uat nepceHTHIT HA Hal-HUCKUTE cToHOCTH Ha aPTT (20-28 waca cnex mpuema Ha mpeAnITHATa
no3a) € 51 cexynnu, koeto ¢ 1,3 IpTH HaJl TOpHATa rpaHUIla Ha HOpMarTa.

ECT He e u3mepBaHO IpH MAalMeHTH, JieKyBaHu ¢ 220 mg padurarpaH €TEeKCHJIaT BEAHBK THEBHO, 3a
npodunaktrka Ha VTE cien nmpoTte3upane Ha Tazo0eIpeHa Win KOJITHHA CTaBa.

Ilpesenyus_na uncyam _u_cucmemer_embooauszvm_npu_evzpacmuu_nayueumu ¢ NVAF ¢ edun unu noseue
puckoeu pakmopu (SPAF)

CrauuoHapHaTa cpeJHa FeOMEeTPUYHA IIMKOBA IJIa3MEHa KOHIEHTPALUs Ha JadurarpaH, H3MepeHa OKoJIo
2 yaca cnen npuiarade Ha 150 mg naburatpan erekcuiar, € 175 ng/ml, ¢ rpanunm 117-275 ng/ml(s
nHTepBana 25-ti — 75-tu nepcentuin). CpenHaTa reoMeTpryHa Hali-HICKa KOHIIEHTpaIus Ha qaburarpas,
M3MepeHa CyTpHH B Kpas Ha JI030BHsI HHTepBan (T.e. 12 yaca cies BeuepHa fo03a nqadurarpan 150 mg), e
cpenno okono 91,0 ng/ml, B rpanutm 61.0-143 ng/ml(B nHTEpBana 25-TU — 75-TH NEPCEHTIII).

[Tpu naumentu ¢ NVAF, nekyBanu 3a npouiiakTuKa Ha HHCYIT U CUCTEMEH eMOoan3bM cbe 150 mg
naOuraTpaH eTeKCHaT ABa MbTU JIHEBHO,

. 90-us TIepCEeHTIIT Ha U3MEPEHHUTE Hall-HUCKY IIJIa3MEeHU KOHIIGHTpalluK Ha nadurarpad, (10-16 daca
clIe]] mpyeMa Ha IpeJuiinHaTa 103a) € okoso 200 ng/ml,
. Hai-Huckute croitHoctuTe Ha ECT (10-16 yaca cien nmprema Ha MpeauIIHATA 103a), TOBUIIEHN

MpuOIU3UTENTHO 3 ITBTH HAJ| TOPHATA IpaHUIla Ha HOpMara, ce OTHACAT 10 HaOiroaaBanus 90-
nepceHTwI1 Ha yabimkaBane Ha ECT ot 103 cekynau,

. Hal-HuCKH cToriHOCTH Ha aPTT, moBede ot 2 mbTH HaJ| ropHATa IpaHUIa Ha HopMaTa (yIbJDKaBaHe Ha
aPTT c okomo 80 cexynmn), (10-16 gaca cien mpreMa Ha IIpEeAMITHATA 103a) ca OTpa3eHu Ha 90-us
MEPCEHTHIT OT HAOJIOJICHUETO.

Jleuenue na ovaboka eenozna mpombosa (DVT) u benoopoben emboruzom (PE), kakmo u npesenyus Ha
peyuousu na DVT u PE npu év3pacmuu nayueumu (DVT/PE).

[Ipu nauuentu, nexyBanu 32 DVT u PE cbc 150 mg gaburarpan eTekcuiar ABa IbTH JHEBHO, CpEAHATA
reoMeTprYHa Hali-HUCKa KOHIIEHTpaIys Ha gadurarpan, uamepena 10-16 gaca cien mpuem Ha 7034, B Kpast
Ha J1030BHUs MHTEpBalI (T.e. 12 yaca cien BeuepHa o03a qadburarpan erekcuiar 150 mg), € 59,7 ng/ml, B
rpanuny 38,6-94,5 ng/ml (B untepBana ot 25-tu 1o 75-tu nepcentun). Ilpu neuennero Ha DVT u PE ¢
naburatpat erekcuiar 150 mg 1Ba mbTH AHEBHO

. 90-u4T EepCEeHTHI HAa U3MEPEHUTE Hall-HUCKU TUIa3MEeHH KOHIICHTparyuu Ha naburatpad, (10-16 gaca
cIe]] MpyeMa Ha IpeJuilHaTa /103a) € 0kojo 146 ng/ml,
. Hail-auckure croiiHoctute Ha ECT (10-16 yaca cien mpuema Ha npeauInHaTa 103a), HOBUIICHH

MpUOIU3UTENTHO 2,3 MBTH CIIPSMO HAYaTHUTE CTOWHOCTH, C€ OTHACAT J10 HaOmonaBanus 90-tu
nepceHTwI1 Ha yabimkaBane Ha ECT ot 74 cexynau

. 90-usat nepceHTHI HA Hal-HUCKH cToHOCTH Ha aPTT (10-16 waca cien mpuema Ha peauIIHATA 103a)
e 62 cexyHam, KoeTo ¢ 1,8 T CTOWHOCTTa Ha U3XOIHO HUBO.

Hsma nannu 3a papMakoKkuHeTHKATa IPU MTAIMEHTH, JIEKYBaHH 3a poduiakTrka Ha peuuansupaiia DVT u
PE cwe 150 mg maburarpan eTeKcumaT IBa MbTH JHEBHO.

Kinnununa edrkacHOCT B 6€3001aCHOCT

Emmnuuecku npousxoo

He ce HaGmoaBat KIMHUYHO 3HAYMMU €THHUYECKH PA3JIMKH MEX]Ty MAIlMEHTHTE OT eBPOIIeHIHATA paca, C
appo-aMepUKaHCKH, JIATHHO-aMEPUKAHCKH, SITTOHCKH WIIA KUTalCKU TIPOU3XO/I.
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Knunuunu usnumeanust 6bpxy npouirakmuxama Ha eenoszer mpomboemboauzom (VIE) cned npomesupane
Ha 20/lemMu cmasuy

[TarmenTn, MOUTOKEHN Ha MJIAHOBA TOJIIMA OPTOIIEAMYHA ONEpalys B 2 TOJIEMH PaHIOMU3HPAHH,
napajieIHo-TPYIIOBH, IBOMHOCIENH, 103a-NOTBBPKIABAILY POYyYBaHUA (IIPH €AHOTO — MPOTE3UpaHE Ha
KOJISIHHATa CTaBa, a IIpH ApYyroTo — Ha Tazo0eapenara crasa), mosrydasar Pradaxa 75 mg nim 110 mg 1-4
yaca clie]] orepanusira, a cief topa o 150 unu 220 mg BeIHbX AHEBHO MPU rapaHTHUPaHa XeMOCTa3a Uid
40 mg eHOKcamapyH B JACHA MPEIU ONepanusiTa, a Cie]] TOBa — BEAHBK THEBHO.

B m3nurBaneTro RE-MODEL (konstHHO poTe3npaHe) JIeUeHHEeTo Mpoibnkana 6-10 1HU, a B U3MUTBAHETO
RE-NOVATE (npote3upane Ha Tazo0eapeHara ctaBa) — 28-35 nuu. OOImsT Opoii JeKyBaHH MAIUCHTH €
cboTBeTHO 2 076 (konsiHHA cTaBa) U 3 494 (TazobenpeHa crasa).

CpueranueTo ot obmara cMbpTHOCT opaau VTE (BkiarounTenHo OenonpodbeH eMO0In3bM, IPOKCUMATICH U
JIICTaJIEH JTBIIOOK BEHO3eH TPOMOOEMOOIH3bM — CHMIITOMEH HIIM ACUMIITOMEH, YCTAaHOBEH Upe3 PyTHHHA
BeHOrpadus) ¥ CMBPTHOCTTA IOPAJIN BCIKAKBY MPUYUHU TPEJICTABIISABA THPBHYHA KpaliHa TOYKA M Ha JIBETE
npoyuBanusi. Cpueranuero ot rojsiM VTE (Bximrountenno OenoapodeH eMO0IM3bM U MPOKCUMAJIEH TBJIOOK
BEHO3€H TPOMO0eMOOIN3bM — CUMIITOMEH MJIM ACUMIITOMEH, YCTAaHOBEH Ype3 pyTUHHA BEHOTpadus) 1
cmbpTHOCT opaau VTE npencrasnsBa BTopuuHa KpaiiHa TOUKA M €€ CUNTA, Y€ UMA MO-TOJISIMO KIIMHUYHO
3HAUYEHHE.

Pesynrartute OT ABeTE M3MUTBAHMS NIOKA3BAT, Ye aHTHTPOMOO3HHS edekT Ha Pradaxa 220 mg u 150 mg He
OTCTHITBA CTATHCTHYECKH HA €HOKCHIIAPWH 10 oTHOomeHne Ha oomust VTE n obmara cmbptHOCT. KpaitHusT
pesyarar 3a ciydante Ha ToisiM VTE u emepTHOCT topanu VTE mpu mo3a 150 mg e Manko mo-Jrom,
OTKOJIKOTO NpH eHokcanapuH (tadbmuna 17). Ilo-no6pu pesynrartu ce HaOmronaBar npu go3a 220 mg, KbAETO
KpaifHusT pe3ynarart 3a roisiMm VTE e manko nmo-go0bp, OTKOIKOTO MpH eHoKcanapuH (tadmuna 17).

KnuanananTe npoy4dBaHus ca MPOBEIeHH MPH MallMEeHTH ChC CPEAHA BB3pacT > 65 ToANHY.

Hsma pa3nuku B JaHHUTE 332 €PUKACHOCT M OE30MACHOCT MEXKTYy MBKE M KEeHHU BbB (Daza 3 KIMHUYHU
MIPOYy4YBaHUS.

B uzcnenpanara nomynauus Ha RE-MODEL u RE-NOVATE (5 539 nekyBanu nauuentn), 51% umat
MpHUIpYyXKaBala XunepToHus, 9% uMar npuapysxasamy nuadert, 9% umat npuapyxasaiio 3aboisBaHe Ha
KopoHapHata aptepus u 20% nMart aHaMHe3a 3a BEeHO3Ha HeIOCTAThUHOCT. HUTO e1HO OT Te3n 3ab0sIBaHuUs

HE MOKa3BaT Bh3JIeHCTBUE BbpXY edekrute Ha naburatpan 3a VTE npeBeHnus u yectortaTa Ha KbpPBEHE.

Hannute 3a ronsasM VTE u cvbpTHOCTTa opaau VTE ca XOMOreHHH IO OTHOIIEHUE HA IbPBUYHUTE KpailHU
TOYKH 32 e()UKaCHOCT U ca IokazaHu B Tabnuua 17.

Janawnte 3a ob6mara cMbpTHOCT nopaau VTE u 3a cMbpTHOCTTA MOpaay BCSIKAKBH MPUYUHY Ca TIOKa3aHH B
Tabnuua 18.

I[aHHI/ITe 34 YCTAaHOBCHUTEC I'OJICMU XEMOpArniHu HHOUJACHTHU Ca MOKAa3aHU B Ta6nnua 19 mo-aoJgy.
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Tabumna 17: Ananu3 Ha caydyaute Ha rosM VTE u embpTHOCT nopaau VTE npe3 TepaneBTH4HAaTA
¢aza Ha npoyuBanusaTa RE-MODEL u RE-NOVATE npu oproneAnyHu onepanun

W3nutBane Pradaxa Pradaxa Enokcanapun
220 mg BegHBXK JHEBHO | 150 mg BeJHBK THEBHO 40 mg

RE-NOVATE (Ta3zo0enpena crasa)

Bp. nexyBanu nanueHTu 909 888 917

Yecrora (%) 28 (3,1) 38 4,3) 36 (3,9

Koeduuuenr Ha pucka 0.78 1,09

CHpsAMO €HOKCanapuH

95% CI 0,48; 1,27 0,70; 1,70

RE-MODEL (xomnstH0)

Bp. nexyBanu nanueHTH 506 527 511

UYecroTa (%) 13 (2,6) 20 (3,8) 18 (3,5)

Koegwumment Ha pucka 0.73 1,08

CHpsAMO €HOKCanapuH

95% CI 0,36; 1,47 0,58; 2,01

Tabamna 18: Ananu3 Ha odmara cMbpTHOCT opaau VTE n Ha cMBPTHOCTTA MOpaAN BCAKAKBH
NPUYUHY Npe3 TepaneBTU4YHATa (pa3a Ha npoyuBanuaTa RE-NOVATE u RE-MODEL
NpH OPTONEAUYHH ONepanuu

N3nutBane Pradaxa Pradaxa EHokcanapun
220 mg BegHBXK JHEBHO | 150 mg BeHBK THEBHO 40 mg

RE-NOVATE (Tazobenpena craa)

Bp. nexyBanu nanueHTu 880 874 897

UYecroTa (%) 53 (6,0) 75 (8,6) 60 (6,7)

Koeduuuenr Ha pucka 0.9 128

CHpsAMO €HOKCaapuH

95% CI (0,63; 1,29) (0,93; 1,78)

RE-MODEL (xonstHO)

Bp. nexyBaHu nanueHTH 503 526 512

Yecrora (%) 183 (36,4) 213 (40,5) 193 (37,7)

Koegwumment Ha pucka 0.97 1,07

CHpsAMO €HOKCanapuH

95% CI (0,82; 1,13) (0,92; 1,25)

Tabauua 19: I'osieMu XeMoparu4Hu CbOUTHS B 3aBUCHMOCT OT JieUeHHeTO B poyuBaHusa RE-
MODEL u RE-NOVATE, npeacraBeHu MooTAeIHO

N3nutBane Pradaxa Pradaxa EHokcanapun
220 mg BegHBXK JHEBHO | 150 mg BeHBK THEBHO 40 mg

RE-NOVATE (Tazobenpena crana)

bp. nekyBaHu nauveHTn 1146 1163 1154

lNonemu xemoparuunu

chOuTi (%) 23 (2,0) 15 (1,3) 18 (1,6)

RE-MODEL (xonstH0)

Bp. nexyBanu nanueHTu 679 703 694

lNonemu xemoparuunu 10 (1,5) 9(13) 9(1.3)

crouTHs (%)

Ilpesenyus na uncyam u cucmemen emboIU3 LM npu 8b3padcnHu nayueHmu ¢ NVAF ¢ edun unu noseue
pUcKoesu d)aKmopu

KnuangyanTe NaHHu 3a e(pUKaCHOCTTA Ha TJa0UraTpaH eTeKCUIIaT ca pe3ynTar ot npoyusaHeto RE-LY
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(Randomised Evaluation of Long-term anticoagulant therapY) — MyATHIIEHTPOBO, MyITHHALMOHAIIHO,
PaHIOMHU3UPAHO MapaJIeHO CIAIO W3MUTBAHE ¢ ABe 403U Aadburarpan erekcunat (110 mg u 150 mg nBa
'BTU JIHEBHO) B CPaBHEHHE C OTKPUT MTPHUEM Ha Bap(dapyH MPH NAIMEHTH C MPEJCHPIHO MBXKJICHE C YMEPEH
JI0 BUCOK PUCK OT MHCYJIT U CUCTeMeH eMOon3bM. [IbpBUYHATA 1€ Ha TIPOYYBaHETO € Ja ONPEIeIH I
naOuraTpaH eTeKCHIaT OTCTHIIBA Ha Bap(aprH MpH MOHWKaBaHETO HA ChCTaBHATA KpaiiHa TOYKA Ha WHCYINT
u cucteMeH eM00mn3bM. ChIIIO Taka € aHATM3UPAHO U CTATUCTUYECKOTO MPEBB3X0/CTBO.

B npoyusanero RE-LY 18 113 manuentu Ha cpenna Bb3pact 71,5 roqunun u cpeaen CHADS, c6op ot 2,1 ca
MOJIYYHIIM PaHIOMH3UpaHo Jadurarpad erekcuiar. [lomynanusara ot naueHTu e 64% ot Mbxku 1o, 70%
oT eBpornenieH npousxon u 16% ot azuatcku npousxoa. Ilpu nanuentuTe, mosydaBanu BapdapuH, CpeaHUs
nporleHT Ha BpeMeto B TepaneBTnanus o0xBaT (TTR) (INR 2-3) e 6un 64,4 % (cpenno TTR 67 %).

[IpoyuBanero RE-LY moka3a, ue maburatpan eTekcuiaaT npu 1o3u 110 mg aBa mbTH JHEBHO HE OTCTHITBA HA
edexTa oT BaphapuH MPH MPEBEHIIHS HA WHCYJIT ¥ CUCTEMEH eMOOITU3bM MPU MAIMEHTH C IPEACHPIHO
MBXKZEHE, ¢ ToHmKeH puck ot ICH, o6mio kepBene u rossiMo kbpBeHe. Jlozata ot 150 mg nBa mbTH AHEBHO
MOHM)KaBa 3HAYUMO PUCKA OT UCXEMHUUEH U XEMOParuueH HHCYIIT, ¢hlioBa cMBPT, [CH 1 00110 KbpBEHE B
cpaBHeHue ¢ BapdapuH. HuBaTa Ha rossiMo KbpBEHE TP Ta3M J103a ca cpaBHUMU ¢ BaphapuH. HuBara Ha
roJISIMO KbPBEHE IIPH Ta3M J103a ca CpaBHUMHU ¢ BaphapuH . YecToTnTe HAa MUOKapAeH HH(APKT ca JIeKOo
MOBHIIEHHU NpH Jaduratpad erexcunar 110 mg 2 mbTr AHEeBHO U 150 mg 2 IbTH THEBHO B CPaBHEHHE C
BapdapuH (hazard ratio 1,29; p=0,0929 u hazard ratio 1,27; p=0,1240, choTBeTHO). C moio0psiBaHe Ha
npocneassaneTo Ha INR, HaGmogaBanu nmoisu ¢ naburarpaH eTeKcuiaT B CpaBHEHKE ¢ BapdapuH
oTciadBar.

Ta6mmmm 20-22 moka3BaT HOAPOOHO KITFOYOBHUTE PE3YJITATH B IIsJIaTa TOITYJIAIIHS:

Taéaunua 20: AHaIu3 Ha THPBOTO CHLONTHE - HHCYJIT WJIM CHCTEMeH eM00Ju3bM (TLPBUYHA KpaiiHa
TOYKA) M0 BpeMe Ha Mepuosaa Ha npoyuBaHe Ha RE-LY.

Pradaxa Pradaxa Bapdapun
110 mg aBa nptu gHeBHO | 150 mg nBa IbTH THEBHO
Pangomusupanu 6015 6 076 6 022
MAIMEHTH
Wucynt w/unu cucremex
eMO0IN3bM

Yecrora (%) 183 (1,54) 135 (1,12) 203 (1,72)
PuckoB xoeduimeHr c/y 0,89 (0,73; 1,09) 0,65 (0,52; 0,81)
Bapdapus (95% CI)
[IpeBB3X0OACTBO p=0,2721 p=0,0001

p CTOMHOCT

% ce oTHacs J0 rogvuiHara 4€CTtoTa Ha crOuTHATA
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Tabamna 21: AHaIu3 HAa MBPBUSA HHIUACHT HA HCXeMUYeH I XeMOparuieH MHCYJIT 10 BpeMe Ha
nepuojaa Ha npoyysane Ha RE-LY.

Pradaxa Pradaxa Bapdapun
110 mg aBa nbTH fHeBHO | 150 mg nBa mbTU AHEBHO
Panpgomusupanu 6015 6076 6 022
MAIUEHTH
WHcynt
Yecrorta (%) 171 (1,44) 123 (1,01) 187 (1,59)
Puckos 0,91 (0,74; 1,12) 0,64 (0,51; 0,81)
KOeQHIIUEHT c/y
Bapdaput (95% CI)
p-CTOWHOCT 0,3553 0,0001
CucremeHn eMOOJIN3BM
Yecrorta (%) 15 (0,13) 13 (0,11) 21 (0,18)
Puckos 0,71 (0,37; 1,38) 0,61 (0,30; 1,21)
KOeQHIIUEHT c/y
Bapdapun (95% CI)
p-CTOMHOCT 0,3099 0,1582
HcxemMuueH MHCYIT
UYecrota (%) 152 (1,28) 104 (0,86) 134 (1,14)
Puckos 1,13 (0,89; 1,42) 0,76 (0,59; 0,98)
KOe(HILIMEHT c/y
Bapdapun (95% CI)
p-CTOWHOCT 0,3138 0,0351
XeMoparuyeH UHCYJIT
Yecrorta (%) 14 (0,12) 12 (0,10) 45 (0,38)

Puckos 0,31 (0,17; 0,56) 0,26 (0,14; 0,49)
KOeQHIIUEHT c/y

Bapdaput (95% CI)

p-CTOWHOCT 0,0001 <0,0001

% ce oTHAacs 0 TOAMIIIHATA YeCTOTa Ha crOUTHATA

Tabanua 22: AHaIU3 HA CMBPTHOCT U HA KAPAMOBACKYJIAPHA CMBPTHOCT M0 BpeMe Ha NMepuoAa Ha
npoyusane Ha RE-LY.

Pradaxa Pradaxa Bapdapun
110 mg aBa nbTH fHEeBHO | 150 mg nBa mbTU AHEBHO
Pangomusupanu 6015 6076 6 022
MAIUCHTH
CMBPTHOCT 110
Yecrora (%) 446 (3,75) 438 (3,64) 487 (4,13)
Puckos 0,91 (0,80; 1,03) 0,88 (0,77; 1,00)
KOeQHIIUEHT c/y
Bapdaput (95% CI)
p-CTOMHOCT 0,1308 0,0517
Cp10Ba CMBPTHOCT
UYecroTa (%) 289 (2,43) 274 (2,28) 317 (2,69)

Puckos
KOeQHIIUEHT c/y
Bapdapun (95% CI)

0,90 (0,7; 1,06)

0,85 (0,72; 0,99)

p-CTOMHOCT

0,2081

0,0430

% ce OTHACS 10 TOMIIHATA YECTOTA HA CHbOUTHUATA

Tabmumm 23-25 nmoka3Bar pe3yaTaTuTe OT IbPBUYHATA KpaifHa TOUKa 3a e(pUKACHOCT 1 6€301TacHOCT B
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CHOTBCTHUTC cy6n0nynaunn:

3a mppBUYHATA KpaliHa TOYKa, MHCYJT U CUCTEMEH eMOOJIN3bM, He 0s1Xa uAeHTU(HUIIUpaHu Cyorpymnu (T.e.

BB3pACT, TETJI0, IMOJI, ObOpedHa PyHKIHS, €eTHHYECKA TPUHAICHKHOCT, U JIP.) C PA3IUICH PUCKOB
KOe(UIIUEHT B CPaBHEHHUE C Bap(apuH.

Tabamna 23: PuckoB koepuuuent u 95% CI 3a nuHcyaT/cucTeMeH eMOOJIN3BM NPH CYyOrpynu

Kpaiina Touxa Pradaxa Pradaxa
110 mg nBa mbTH AHEBHO C/y 150 mg nBa mbTH AHEBHO C/y
BapdhapuH BapdhapuH
Br3pact(romuan)
<65 1,10 (0,64; 1,87) 0,51 (0,26; 0,98)
65<u<75 0,86 (0,62; 1,19) 0,67 (0,47; 0,95)
>75 0,88 (0,66; 1,17) 0,68 (0,50; 0,92)
>80 0,68 (0,44; 1,05) 0,67 (0,44; 1,02)
CrCL(ml/min)
30 <and <50 0,89 (0,61; 1,31) 0,48 (0,31; 0,76)
50< and < 80 0,91 (0,68; 1,20) 0,65 (0,47; 0,88)
>80 0,81 (0,51; 1,28) 0,69 (0,43; 1,12)

3a mbpBUYHATA KpaliHa TOYKA 32 OMACHOCT OT I'OJISIMO KbPBEHE MMallle B3aUMOJICHCTBIE Ha e(eKTa OT
JieYeHneTo U Bb3pactTa. OTHOCUTENHUST PUCK OT KbPBEHE C JaburarpaH B CpaBHEHHE C BapdapHH ce
yBeJIM4aBalie ¢ Bb3pacTra. OTHOCUTETHUAT pUCK Oellle Hali-BHCOK NMPH MAMEHTH > 75 TOAMHHU.
EnnoBpemenHara ynorpeba Ha aHTUTPOMOOTHYHHM CpeAcTBa, ASA MM KIOMUIOTPEN, HPUOIU3UTEITHO
y/IBOSIBA YECTOTATa HA TOJSIMO KBPBEHE, KAKTO MPH JaburaTpaH eTeKcuiar, Taka u npu Bapdapun. Hamare
3HAYMMO B3aUMOJICHCTBUE HA TEpanieBTHYHNUTE e(DeKTH che cyOrpynure Ha Ob0peunara ¢pynknus u CHADS,

pesyarar.

Tabamnna 24: PuckoB koeduuuent n 95% CI 3a ronemMn xeMoparuu no cyorpynu

Kpaitna Touka Pradaxa Pradaxa
110 mg nBa mbTH THEBHO C/y 150 mg nBa mMbTH THEBHO C/y
Bapdapux Bapdapux
Br3pact (rogunamn)
<65 0,32 (0,18; 0,57) 0,35 (0,20; 0,61)
65<u<75 0,71 (0,56; 0,89) 0,82 (0,66; 1,03)
>75 1,01 (0,84; 1,23) 1,19 (0,99; 1,43)
>80 1,14 (0,86; 1,51) 1,35 (1,03; 1,76)
CrCL(ml/min)
30<u<50 1,02 (0,79; 1,32) 0,94 (0,73; 1,22)
50<u <80 0,75 (0,61; 0,92) 0,90 (0,74; 1,09)
>80 0,59 (0,43; 0,82) 0,87 (0.65; 1,17)
Ynorpeba Ha ASA 0,84 (0,69; 1,03) 0,97 (0,79; 1,18)
Ynorpebda Ha KIONHIOTPEI 0,88 (0,56; 1,37) 0,92 (0,57; 1,48)

RELY-ABLE (0vr20cpouto, MyamuyeHmpo8o pa3uupero usnumeane Ha ieyenuemo ¢ oabueampan, npu
nayueHmu ¢ npeodcvpOHO MviIcoeHe, KOUmo ca 3agvpuiuiu usnumearemo RE-LY)

[Ipoawsmxennero Ha uanutBaHeto RE-LY (RELY-ABLE) ocurypsiBa nonbaHuTenHa nHGOpManus 3a
0e30macHOCTTa MPY KOXOPTa MaIMeHTH, KOUTO ca TIPOIBIDKIIIH J1a IPUeMaT Ta0uraTapH eTeKCUIIaT, B
chlaTa 1o3a, onpeaeneHa B n3nuraneTo RE-LY. 3a manutBanero RELY-ABLE ca u36panu nannenTy,
KOUTO IO BPEMETO Ha MOCIEAHATa UM BU3UTa oT n3nuTBaHeTo RE-LY He ca npexkbcHanu neueHnero 3a
MOCTOSIHHO. BKiIIoueHNnTE ManenT ca NPOAbDKMIIN J1a PHEeMaT ChIllaTa ABOMHO clisina A03a fadurarpan
eTeKcuyIaT , paHaoMu3upano onpezaenena B RE-LY, 3a nmepuon 1o 43 mecerna, kato npoabbkerue cien RE-
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LY (ob6ma cpenna npoabmkutennoct RE-LY + RELY-ABLE, 4.5 rogunwn). [logopanu ca 5897 manueHTH,
KOuTO TipeacTaBisBat 49 % OT MalueHTUTE MbPBOHAYAIHO, PAHJIOMHU3UPAHO ONPE/ICIICHH J1a IpueMaT
nmaburarpan erekcuiar B RE-LY u 86 % ot m30panute nanment B RELY-ABLE.

[To Bpeme Ha mombaHUTENHUTE 2,5 ToAUHH OT JedeHneTro B RELY-ABLE, ¢ MakcuManHa eKCIIO3HUITHS OT
Haj 6 ronuHu (o6ma excriozuius B RE-LY + RELY-ABLE) npodunst Ha 6e30nacHOCT Ha gaburarpan
€TeKCHJIAT B ILJITOCPOYCH IJIaH € TIOTBhPE/ICH 3a JIBEeTe M3NUTBaHu 103u 110 mg aBa mbTH THEBHO. U

150 mg nBa meTH nHeBHO. He ca HabmojaBaHN HOBU KOHCTATaIllUK, CBBP3aHHU C O€301MacHOCTTA.
CreneHnTe Ha U3XOAHU CHOUTHS, BKIIFOUUTEITHO I'OJISIMO KEPBEHE U IPYTH CHOUTHS Ha KbPBEHE
CHOTBETCTBAT Ha Te3M, HaOmonaBanu B RE-LY.

Jleuenue na ovaboka eenozna mpombosa (DVT) u benoopoben emboauzovm (PE) npu ev3pacmuu nayuenmu
(nevernue na DVT/PE)

EdukacHocTTa 1 6€30macHOCTTa ca MPOYYBaHHU B JIBE MHOTOLICHTPOBH, PAHIOMU3UPAHH, JBOHHOCIIEIIH,
MpOy4YBaHUs C MOBTapsAmIo ce Jedenue u napanennu rpynu RE-COVER u RE-COVER II. B te3un
MPOYyYBaHUs Ce cpaBHiIBa nadburaTpad erekcuiaT (150 mg nBa mbTH 1HEBHO) ¢ BapdapuH (1ie/ieBa CTOHHOCT
Ha INR 2,0-3,0) npu naruentu ¢ octpa DVT u/unu PE. OcHOBHaTa 11e)1 Ha T€3u MPOy4YBaHUs € Jia ce
OIIpeeN Jaliu 1adburatpaH eTeKCUIIaT UMa He To-Mayika e(pUKacHOCT OT Bap(apuH MpHU HaMalsiBaHe
BB3HUKBAHETO Ha ITbPBUYHATA KpaiiHa 11eJ1, KOSTO MPEACTaBIsIBa KOMOWHALMATA OT PELUANBUpAILA
cumrnroMatruHa DVT w/unmu PE u cBbp3aHuTE CMBPTHH CITy4au B pAMKHTE Ha 6-MECEUHUS IIepPHoJl Ha
JIEYEeHNE.

B coopnure npoyuBanus RE-COVER u RE-COVER 11 o610 5 153 nanuentu ca pangomusupanu u 5 107
ca JIEKyBaHHU.

[Ipoab/KUTETHOCTTA Ha JICYCHHETO ¢ (PUKCHUpaHaTa J103a oT gaburarpan e 174,0 qHu 6e3 npociieasBaHe Ha
Koarynanusta. [lanuenTure, paHIOMU3NpaHy 3a IpreM Ha BapdapuH, ca B TeparneBTideH nHTepsai (INR
2,0 1o 3,0) cpemro 60,6% oT BpemeTo.

WznurBanusra ImokKa3szaxa, 4€ JICUCHHUECTO C ;[a61/1ranaH erexcunat 150 mg ABa I'bTU JHCBHO € HC I10O-MaJIKO

edukacHo Ot JedeHueTo ¢ Bapdaput (He nmo-manka eguxacHoct 3a RE-COVER u RE-COVER 1I: 3,6 % 3a
pasnuka B pucka u 2,75 3a Koe(hUIIUEeHT Ha PHUCKA).
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Tabamna 25: AHaIu3 Ha MBPBUYHATA U BTOPHYHHUTE KpaiiHu TO4YkH 3a epuxacHocT (VTE ce cbeTon
ot DVT wn/umm PE) 1o xpas Ha nepuoaa cjie JedeHUeTo B cOopHuTe npoyuBanus RE-
COVER u RE-COVER 11

Pradaxa Bapapun

150 mg aBa ObTU JTHEBHO pQap
JlexyBaHu manueHTH 2553 2554
PeunnuBupary u
cumnromatuueH VTE u 68 (2,7 %) 62 (2,4 %)
cebpp3aHa ¢ VIE cMmppT
Koedunuent Ha puck cpsmo 1.09
Baphapux ’
(95% CI) (0,77, 1,54)

Bropruunu kpaiiHu TOUKH

PenmauBupain cumnromaTiueH
VTE u cMBpT N0 BCAKAKBa

109 (4,3 %)

104 (4,1 %)

MpPUYIHHA

95% CI 3,52,5,13 3,34,491
Cumnromarnuna DVT 45 (1,8 %) 39 (1,5 %)
95% CI 1,29, 2,35 1,09, 2,08
CumnroMatudeH PE 27 (1,1 %) 26 (1,0 %)
95% CI 0,70, 1,54 0,67, 1,49
Csbp3ana ¢ VTE cmbpt 4 (0,2 %) 3 (0,1 %)
95% CI 0,04, 0,40 0,02, 0,34
CMBPT 110 BCIKAKBa MPUYMHA 51 (2,0 %) 52 (2,0 %)
95% CI 1,49, 2,62 1,52, 2,66

Ipodunaxmuxa na peyuousupauia 0vrooka eeHosna mpombosa (DVT) u benoodpoben emboauszom (PE) npu
swv3pacmuu (npounaxmuxa na DVT/PE)

JIBe paHIOMU3UPAHH, IBOITHO-3aCIIEIIEHH IPOYYBAHNA B NTApaJIesIHU IPYIH ca IPOBEIAEHU MIPH MALIUEHTH C
npeaxoIHa aHTUKoaryjaaHTHa Tepanus. B npoyusanero RE-MEDY, xontponupano ¢ BapgapuH, ca
BKJIFOUEHH NMALMEHTH, IPEIXOAHO JIEKYBAaHH B IPOIBIDKEHHE Ha 3 10 12 Mecena, KOUTO c€ HykKAasiT OT
JOITBJTHUTETHO aHTUKOATYJIAaHTHO JIEYeHHe, a miarne0o-koHTponnpanoTo npoyuBane RE-SONATE, BkimtouBa
MAlMCHTH, TIPEIX0THO JIEKYBaHH B MPOABIDKEHHE Ha 6 10 18 Mecena ¢ maxuOuTopu Ha Butamun K.

Lenra na npoyuBanero RE-MEDY e na ce cpaBuAT 6e30macHOCTTa U €(UKACHOCTTA HAa IEPOPATTHUS
naburatpan erekcunar (150 mg aBa mbTH THEBHO) ¢ BapdapuH (1enesa ctoiiHocT Ha INR — 2,0-3,0) npu
MPOABIDKUTENHO JIeUeHNE U NpouIakTHKa Ha peuuanBupamia cumnromatnayda DVT w/unu PE. O61mo

2 866 manueHTy ca paHIOMHU3UpaHu U 2 856 ca nexyBaHU. [IpoapDKUTETHOCTTA HA JICUSHUETO ¢ JaburaTpan
eTeKcHIIaT Bapupa oT 6 10 36 Mecera (cpeaHo — 534,0 nun). Ianuenture, 1eKyBanu ¢ Bapdaput, ca B
tepaneBTrdeH nuama3oH (INR 2,0-3,0) cpexro 64,9 % ot BpemeTo.

RE-MEDY mnoka3sBa, ue JieueHHeTo ¢ nadburarpan erekcunat 150 mg ABa IbTH THEBHO € HE MO-MaJIKo

edukacHO OoT BapdapuH (He mo-Mayka eeKTUBHOCT: 2,85 3a koe(UIIMEHT Ha pUCKa U 2,8 3a pa3iuKa B
pHCKa).
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Tabamna 26: AHanu3 HAa MBPBUYHATE H BTOPHYHUTE KpaiiHu ToO4YKH 32 epuxacHocT (VTE ce cbeTon
ot DVT u/unu PE) no kpasi Ha nepuoaa cjie jJeyeHueTo B npoyuBanero RE-MEDY

Pradaxa Bapdapun
150 mg ABa IbTH JHEBHO

JlekyBaHU MalMEHTH 1430 1426
Permnusupanr cumanromarnued VITE
u 0131,p3aH£1J ¢ VTE cmbpT 26 (1.8 %) 18 (1,3 %)
Koeduuuent Ha pucka cpsimo 1,44
Bapdapun (95% CI) (0,78, 2,64)
HE Mo-MajKka e(pUKacHOCT 2,85
[TaruenTn, Ipy KOUTO € BH3HUKHAIIO

22 17
cpoutue kpM 18-ust Mmecery
KymynatuseH puck ksM 18-us mecent

1,7 1,4
(%)
Pa3nuka B pucka cripsimo Bapdapua

0,4
(%)
95% CI
HE M0-MaJIKa e(UKACHOCT 2,8
BTopuunu kpailHu TOYKH 3a
e(uKacHOCT
Penmausupam cumntomatiueH VTE 42.(2.9 %) 36 (2.5 %)
U CMBPT 110 BCSIKaKBa MPUYHHA
95 % CI 2,12, 3,95 1,77, 3,48
Cumnromatuuna DVT 17 (1,2 %) 13 (0,9 %)
95 % CI 0,69, 1,90 0,49, 1,55
CumnromarnueHn PE 10 (0,7 %) 5 (0,4 %)
95 % CI 0,34, 1,28 0,11, 0,82
Csbp3ana ¢ VTE cmbpT 1 (0,1 %) 1 (0,1 %)
95 % CI 0,00, 0,39 0,00, 0,39
CMBPT 10 BCSKAaKBa NPUYKHA 17 (1,2 %) 19 (1,3 %)
95 % CI 0,69, 1,90 0,80, 2,07

enTa Ha mpoyuBanero RE-SONATE e n1a ce olieHr peBB3X0JICTBOTO HA JabUraTpaH €TeKCHIIAT CIIPSIMO
iane6o mpu npoduiIakTrKara Ha pernuauBupaiy cumnromarndi DVT w/unu PE npu nanuentu,
MIPEeMHHAJIH MTPEIXO0IHO JiedueHune ot 6 1o 18 mecena ¢ anraronuct Ha Butamun K (VKA). [TnaaupanoTo
niedeHue e naburarpan erekcuiar 150 mg qBa mbTH THEBHO B MPOIBIDKEHHUE Ha 6 Mecena, 0e3
HEOOXOIMMOCT OT HaOJIIOICHHE.

[IpoyuBaneto RE-SONATE nokasa npeBb3x0oAcTBO Ha JaburarpaH eTekcriaT CupsaMo mianedo mo
OTHOLICHUE NMPOopUIIaKTHKaTa Ha ChOUTHS ¢ peunauBupaiy cumnromatnaad DVT/PE, B T.4. cMBpT 10
HEOOSICHUMHU MPUYMHY, C TIOHKEHHE Ha pucka ot 5,6% 1o 0,4% (HamansBaHe Ha OTHOCHTEITHHS PUCK 92 %
0a3upaHo Ha KOe(HUIMEHTa Ha PHCK) 110 BpeMe Ha nepuoja Ha sieuenue (p<0,0001). Bcuuku BTOprYHK
aHAJIM3Y W aHAJIM3W Ha YyBCTBUTEIHOCTTA HA MbPBUYHATA KpalfHa TOYKA W HA BCHYKHA BTOPUYHH KpailHH
TOYKH [T0OKa3axa MPEeBH3XO0ICTBO HA JaOUTaTpaH eTEKCHIIAT CIPSMO IJarnedo.

[IpoyuBaneTo BKiIrOUBa 12-MeceqHo nmpociieAsBane 3a HabJIoAeHue ciie Kpast Ha edeHunero. Cnen
IpeKpaTsBaHe Ha MPUJIAraHeToO Ha M3MHUTBAHOTO JIEKAPCTBO, €PEKTHT Ce € 3ama3uil 10 Kpas Ha IIeprojaa Ha
npociesBaHe, KOeTo MoKa3Ba MoJAbpKaHe Ha eeKTa OT IbPBOHAYAIHOTO JieueHHe ¢ Jaduratpas
etekcuiiat. He e HabmronaBan pebayny edekt. B kpas Ha npocnenssaneTo chOutusita ¢ VTE npu
MAaMEeHTHTE, JIEKyBaHH ¢ Jaburarpan erekcuiar e 6,9% copsamo 10,7% B rpynara ¢ mianeo (KoepuimeHT
Ha pucka 0,61 (95% AU 0,42,0,88) p = 0,0082).
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Tabanna 27: AHaIu3 Ha MBPBUYHATA M BTOPHYHHATe KpaiHu To4kHu 3a epukacHoct (VTE ce cecron
ot DVT u/unu PE) no kpasi Ha nepuoaa cjieq JeuyeHuero B npoyuBaneto RE-SONATE.

Pradaxa [Tnane6o
150 mg ABa IbTH JHEBHO

JlexyBaHm manueHTn 681 662
PenmauBupan cumnromaTiueH
VTE n CBEp3aHa C HETO CMBPT 3 (04%) 37(5,6 %)
Koeduuent Ha puck cpsmo
WIATe00 0 Og,o(z)z 25
(95% CI) (0,02, 0,25)
p-CTOMHOCT 32 IPEBB3XOJCTBO <0,0001
Bropuunu kpaiiHu TOUKH 3a
e(UKacHOCT
PenuBuparin cuMnToMaTuaeH
VTE u cMBpT 110 BCAKAKBA 3 (0,4 %) 37 (5,6 %)
MpUYHHA
95% CI 0,09, 1,28 3,97,7,62
Cumnromatuuna DVT 2 (0,3 %) 23 (3,5 %)
95% CI 0,04, 1,06 2,21,5,17
Cumnromatuyer PE 1 (0,1 %) 14 (2,1 %)
95% CI 0,00, 0,82 1,16, 3,52
Ceopzana ¢ VIE cmbpt 0(0) 0(0)
95% CI 0,00, 0,54 0,00, 0,56
CMBPT 110 HEOOSICHUMH 0 (0) 2(0.3 %)
MPUYUHU
95% CI 0,00, 0,54 0,04, 1,09
CMBPT 110 BCAKaKBa MPUYHMHA 00 2 (0,3 %)
95% CI 0,00, 0,54 0,04, 1,09

Knunuunu usnumeanus 3a npodunakmuxa Ha mpomooemooiu3vm npyu NAYUEeHMU CbC CbPOCYHU KIANHU
npomesu

B uznutBane daza Il maburarpan eTekcuiar 1 BapQaprH ca MpoydeHH IpHu o010 252 maueHTH,
MPeTHPIENN HACKOPO XUPYPrUyHa ONepalys 3a MOCTaBsiHE Ha MEXaHUYHa ChpACYHA Kiama (T.e. B paMKHUTE
Ha HACTOSIATa UM XOCIHUTAIN3aLKs ), KAKTO U [IPU NalUeHTH, IPETHPIENN ONepanys 3a MOCTaBsiHe Ha
MeXaHHYHa ChbpACYHA KJama peay noseue oT Tpu Mecena. [loBeue TpomboeMO0nuHN cHOUTHS (OCHOBHO
WHCYJITH M CUMITTOMHH/aCUMIITOMHH TPOMOO3H Ha TIPOTE3WPaHUTE KJIAllN) U IOBeUe clydan Ha KbpBEHE ca
HaOJroIaBaHu TIpH JTaburaTpaH eTeKCUIIaT B cpaBHeHHE ¢ BapdapuH. [Ipu nanueHTuTe B paHHUS
MTOCTOTIEPAaTHUBEH MTEPHOJ, MACUBHUTE KPHBOMU3IIMBY Ca C€ MPOSBIBAIN OCHOBHO KaTO CIIEAONEPATHBEH
XEeMOparuieH MepuKapAeH U3JUB, MO-CIIEUATHO TP MAHEHTH, 3alI0YHAIM IPUEM Ha Jaburatpan
eTEeKCIWIAT CKOpo (Ha 3-usi IeH) clied XUpYpPruuHaTa onepanys 3a CMsIHa Ha ChbpAeYHa Kiana (BX. T. 4.3).

Heduamnulma nonyaauus

EBporneiickaTa areHnus mo jexapcTBaTa 0CBOOOK1aBa OT 33AbKEHUETO 3a IPEJOCTaBIAHE HA PE3yITaTUTE
OT npoyuBaHusTa ¢ Pradaxa BbB BCHYKH MOATPYIH HA MEAMATPUYHATA [TOMYJIALNS 33 Pa3PEIICHUTE
nmokasaHus (BK. Touka 4.2 3a uHpopMalysi OTHOCHO yroTpeda B MeANaTpHsITa).

dapmakokMHETHKATA U (hapMaKOAMHAMUKATa Ha qaburatpaH eTeKCUIIaT, IIpuiiaral J[Ba TbTH JTHEBHO B
MPOBIDKEHNE Ha TPH MOCIIEA0BaTEHN JHH (00110 6 J1031) clell Kpas Ha CTaH/IapTHA aHTUKOATyJIaHTHA
Tepanus ca MPOy4YBaHH B OTBOPSHO MPOYyYBaHE Ha 0€30MIaCHOCTTAa U IOHOCHUMOCTTA IpH 9 roHOIIH (Ha
BB3pacT oT 12 10 o 18 rogunu) cbe crabuiaHa Gpopma Ha 3a00siBaHEeTO. BCHUKY HAIIMEHTH ca IPHEIH
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HayajHa repopajiHa ao3a naburarpan erekcunat ot 1,71 (= 10%) mg/kg (80% ot mo3aTa npu Bb3pacTHU OT
150 mg/70 kg, ananTupaHa CpsiMoO TErJI0TO Ha HamueHTa). Criope/] KOHIIEHTpaIusITa Ha Jadurarpan u
pe3yATaTUTE OT KIMHUYHHUTE OIEHKH, BIIOCIIEJCTBUE JI03aTa € IPOMEHEHA Ha MPUIIEITHATA 1032 OT

2,14 (+ 10%) mg/kg nadurarpan erexcunar (100% oT qo3arta npu Be3pacTHH, aJJaliTUPaHa CIIPSIMO TETI0TO
Ha nanuenTa). M3riexna, ye To3u MarbK Opoil ManueHTH B I0HOLIECKa Bh3PacT ca MOHECIN JaduraTpan
eTeKcwiat oA ¢popmara Ha Karcyid, KaTo € UMajo caMo TPH JIEKU M IPEXOAHU HEeXEJaHU PEaKUH OT
CTpaHa Ha CTOMAILHO-YPEBHUS TPAKT, ChOOIICHH IIPH ABaMa MalueHTH. Bb3 0cHOBa Ha CPaBHUTEITHO
HUCKaTa eKCITO3UIIHs, clie]l 72 yaca Koarynanusra (mpenoiaracMa Hal-HUCKa KOHIICHTPaIUs Ha
naburaTpaH B CTAIIMOHAPHO ChCTOSIHUE HITH B YCIIOBUS, OJIU3KH JIO HETO) € eJ[Ba c1a00 yIbKeHa —
makcumaiHo 1,6 metr 3a aPTT, 1,86 mbtu 3a ECT u 1,36 merr 3a Hemoclot” TT (Anti-Flla). ITnasmennte
KOHIIEHTpAalMK Ha Ja0uraTpaH, HaOIr0laBaH! Ha 72-Ms 4ac ca CPaBHUTEIHO HUCKH — Mexay 32,9 ng/ml n
97,2 ng/ml npu kpaiinute 1031 Mexay 100 mg u 150 mg (gMean no30-HOpManu3upaHa mia3MeHa
KOHIIeHTparus Ha qaburarpas ot 0,493 ng/ml/mg).

5.2 ®apMakOKMHETHYHHM CBOICTBA

Crnen nepopaiHo NpUIOKEeHHE JaduraTpaH eTeKCUIaT Obp30 U HAITBIIHO Ce MPEBPHIIA B JadurarpaH, KOUTO
¢ akTrBHarTa (hopMa B Ta3Mara. PasrenBaneTo Ha peJIeKapcTBOTO JabUraTpaH eTeKCUiaT 4pes3
KaTaJu3upaHa OT ecTepasa XUAPOoJIn3a 10 aKkTHBHOTO BEIIECTBO Aadurarpan e npeobasaBaiiara
MeTa0oJMTHA peakiys. AOCONMOTHATa ONOHATMYHOCT Ha JaburaTpaH cje]| epopaiHo MPHIIOKEHUE Ha
Pradaxa e mpubnusurenso 6,5%.

Crnen nepopaiHo NPUIOKEHHUE Ha Ta0UTaTpaH €TeKCHIIAT IPY 3IpaBy TOOPOBOIIIHN, PapMaKOKHHETHIHUSIT
npori Ha JaburaTpaH B IUIa3Mara ce XapakTepusupa ¢ Obp30 HapacTBaHE HA TIA3MEHHUTE KOHIICHTPAIIUH C
nocturane Ha Cp,,x B pamkute Ha 0,5-2,0 daca cien NpuioKeHUETO.

AOGcopOLus

[IpoyuBane, oneHsBaIIO MOCTONEPaTUBHATA aOCOPOIMA Ha JaburaTpad eTekcunar 1-3 daca cien onepanus,
JIEMOHCTPHpPA OTHOCUTENHO OaBHa abcopOLys B CpaBHEHHE C Ta3U IPH 3paBU AOOPOBOIIIH, IOKa3BaHKU
I1aBeH Mpo¢uII Ha TUIa3MeHaTa KOHIEHTPALHs BbB BpeMeTo 0e3 BUCOKM MUKOBH IUIa3MEHU KOHIIEHTPALHH.
[InkoBYM MIIa3MeHN KOHIIEHTPALIMHU Ce JOCTUTAT 6 Yaca Ciie]l IPUIIOKEHUETO B MOCTOTIEPATHBHIS TIEPHO
nopaJii HAKOM (pakTopH, KaTo HAIpUMEp aHEeCTe3Usl, CTOMAITHO-UYPEBHA Mape3a U XUPyPruaHu eeKT,
HE3aBUCHMO OT TiepopaliHara JiekapcTBeHa ¢popma. J[pyro npoydysane JeMOHCTpUpA, e OaBHA U
3aKbCHsIBaIa abcopOurs OOMKHOBEHO ce HaloJaBa caMo B JIeHs Ha oniepauusaTta. Ha cnenpamure 1au
abcopOuusTa Ha naburaTpad € Obp3a U MUKOBH IUTa3MEHU KOHIIEHTPALMH Ce JOCTHUTaT 2 yaca ciell
MIPUJIO’KEHUE Ha JIEKAPCTBEHUSI TPOIYKT.

XpaHaTa HE TIOBJIMsIBa OMOHAINYHOCTTA Ha )1a61/1ranaH C€TCKCHJIaT, HO 3a0aBs BpPEMETO A0 IMMKOBUTE
TJIa3MEHH KOHIICHTPAIUH C 2 Jaca.

Cinax 1 AUC ca nponoplroHaIHU Ha J03aTa.

BronannyHoCTTa Clie]T TepopaTHo MPHIIOKEHNUE MOXKE JIa ce TIOBUIIHM Che 75 % clien mpuiiaraie Ha
eMHNYHA 71032 U ¢ 37% B CTallMOHAPHO CHCTOSIHUE, B CPAaBHEHUE C pedpepeHTHaTa KarcyiHa (opma, Korato
TeTIETUTE ce pueMat 6e3 karcyiiHa 0oBuBka oT xutpomenosa (HPMC). Llenocrra Ha kancynute ot HPMC
BUHAry Tps0Ba J1a ObJie 3ama3eHa npyu KIMHWYHA yroTpeda, 3a J1a ce u30erHe HeyMHIIUIEHOTO TIOBUIIIABaHEe
Ha OMOHAJIMYHOCTTA Ha JJa0WTaTpaH eTeKcuiar (Bx Todka 4.2).

PasnpeneneHue
Hao6monasa ce cabo (34-35%), He3aBUCMMO OT KOHIICHTpAIIMATa CBbP3BaHE Ha 1a0uraTpaH ¢ YOBEIIKUTE

1asMenu npotenan. O6eMbT Ha pa3npeseneHue Ha gadburarpan ot 60-70 nmuTpa npeBuIaBa oomus o6emMm
Ha TEeJIECHUTE TeYHOCTH, KOETO 03HAUaBa, ue JadurarpaH UMa yMepeHO ThKaHHO pa3mpeie/ieHue.
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BI/IOTD aHCd)ODMaLII/Iﬂ

MeTabomu3MbT U €KCKpENHsITa Ha JaburaTpaH ca MPoydIeHH MPHU 3JIpaBU MBKe TOOPOBOIIIN CIIeT EAMHIIHA
WHTpaBEHO3HA J03a naburarpat, Oems3an ¢ paanoakTuseH u3otol. Ciex nHTpaBeHO3HaTa 1034,
MPOU3XO0XKAAIATa OT JaburaTpaH paJMOaKTUBHOCT Ce eIMMHUHUpA IIIaBHO ¢ ypuHaTta (85%). Dekannara
EKCKpeIus oTroBaps Ha 6% ot mpuioxeHara f03a. Cien 168 yaca oOmiara pauoakTHBHOCT Ce
BB3CTaHOBsIBA B paMKUTE Ha 88-94% oT mpuioxkeHaTa a03a.

JlaOuratpaH ce mojyiara Ha KOHIOTaIus, MPU KOETO ce 00pa3yBaT (hapMaKoJIOrHYHO aKTUBHU
arurmokyporuan. CeitiecTBYBaT 4 O3UITMOHHY m3oMepa, 1-0, 2-0, 3-0, 4-O-anuiritoKypoHu I, BCEKH OT
KOUTO CHCTaBIsABA MO-MalKo OT 10% oT 061m0To Kom4yecTBo naduratpad B riasmara. Ciieii oT IpyTru
MeTabOoJIUTH CE€ YCTAaHOBSBAT CAMO C BUCOKOUYBCTBHTEIIHH aHAIMTUYHU MeToau. Jlaburarpan ce emuMuHApa
TJIaBHO B HelpoMeHeHa (popma ¢ ypunara ¢ npubnusutensa ckopoct 100 ml/min, choTBETCTBAIIA Ha
CKOPOCTTa Ha IIIOMepYJTHA (BUIITPAIIHS.

Enumunupane

[Ina3mMeHNTE KOHLEHTPALMU HA 1adUraTpaH MoKa3BaT OMEKCIIOHEHIIMAIICH Ca/l ChC CpelieH TepMUHAJICH
noiyuBoT 11 daca mpu 37paBu HHAMBUAM B cTapyecka Bb3pacT. Ciiel MHOTOKPAaTHO MpHJIaraHe ce
HabJro1aBa TEPMUHAJICH MTOYXHUBOT OT 0K0J10 12-14 yaca. [Toy>KMBOTBT € HE3aBUCHM OT J03aTa.
[Mony)XMBOTHT € yJIbIDKEH, ako ObOpedyHaTa QyHKIHS € HapyllleHa, KaKTo € [MoKa3aHo B Tabiuma 28.

Crenuaisy onyiaiu

Bvbpeuna nedocmamvunocm

BB daza | npoyusane excniozunusita (AUC) Ha naburatpas ciiesi nepopaiHo npuioxkenue Ha Pradaxa e
MPHOIM3UTETHO 2,7 IBTH MO-BUCOKA IIPH J0OPOBOJIIH ¢ yMepeHa 0b0peuHa HemoctaTbuHocT (CrCL mexay
30 — 50 ml/min), OTKOJKOTO IpH Te3u 0e3 ObOpeUHa HETOCTATHYHOCT.

[Tpu maxbk Opoit mobpoBoH ¢ Texxka 0b0peuHa HegoctarbyHOCT (CrCL 10 - 30 ml/min), excrio3unusra
(AUC) na naburarpas e npuOIU3UTENHO 6 IBTH MO-BUCOKA, & MOIYKUBOTHT MPHOIN3UTENHO 2 TBTH
MO-IBJIBT OT HaOJII0JaBaHUTE B NOMyJanus 0e3 OpOpeuHa HeroCcTaThbYHOCT (BK. Touku 4.2, 4.3 u 4.4).

Ta6auna 28: Ioay:knBOT Ha 001K TA0UTraTPaH NMPH 31PABH HHIAUBUIU U HHAMBHU/IH C HAPYIIEeHA
0bOpeyHa pyHKUIMA

CKopocT Ha rioMepyliapHaTa gMean (gCV%; rpanuim)
¢dwrrparus (CrCL,) MIOJIYKUBOT
[ml/min] [h]
> 80 13,4 (25,7%; 11,0-21,6)
>50-< 80 15,3 (42,7%; 11,7-34,1)
> 30-< 50 18,4 (18,5%; 13,3-23,0)
<30 27,2 (15,3%; 21,6-35,0)

JIOITBITHUTEITHO, EKCIIO3UITUATA Ha Ja0uraTpaH (Hai-HICKA U ITHKOBA) € OIIEHEHA B €THO MPOCIIEKTUBHO,
OTKPHUTO, PAaHJOMHU3HUPAHO, PapMaKOKHHETHYHO MTPOYYBaHE MPU MAIIMEHTHU C HEKIIAITHO PEICHPIHO
MBxIeHe (non-valvular atrial fibrillation, NVAF) ¢ Texxko 0b0peuHO yBpexaaHe (OnpeesieHo KaTo
kpeatnHHOB KIMpBHC [CrCl] 15-30 ml/min), nony4aBamy gaduratpan eTekcuiar 75 mg JiBa bTH JHEBHO.
To3u peskuM € I0BeI 10 Hal-HUCKa CpeiHa reoMeTpuyHa KoHieHTpaius 155 ng/ml (gCV 76,9%), usmepena
HETIOCPEICTBEHO TPEIN MPIIIOKEHUETO Ha ClIe[BaliaTa 103a, ¥ JI0 TUKOBA CPEeIHA TEOMETPHUIHA
koHneHtpamus 202 ng/ml (gCV 70,6%), uamepeHa aBa yaca cje NpUIOKEHHETO Ha ToCTeIHaTa J103a.

KimupbHCHT Ha aburaTpaH 4pe3 XeMoauaan3a € U3CIe/IBaH Ipy 7 MAIMeHTH C TePMUHATHa ObOpeuHa
HegocrarbuHocT (ESRD), 0e3 mpencbpaHo mbxkaeHe. JuanusaTa e nposeaeHa cbe 700 ml/min auanuseH
JeOUT, MPOIBIKUTETHOCT YETUPH Yaca U CKOpocT Ha KpbBHUS TOK 200 ml/min miu 350-390 ml/min. Tosa
BOJIM JIO OTCTpaHsBaHe ChOoTBeTHO Ha 50% 1m0 60% oT KoHIIeHTpaIusaTa Ha naburarpad. KommdaecTBoTo Ha
BEIIECTBOTO, OTCTPAHEHO Ype3 JUAIIN3a, € MPOITOPIIMOHATHO Ha CKOPOCTTa Ha KPBBHUSA TOK, ITPU CKOPOCT Ha
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Ha KpbBHUA TOK 110 300 ml/min. AHTHKOAaryIaHTHaTa aKTHBHOCT Ha JIa0UraTpaH HamallsiBa C HaMaJsBaHe Ha
1a3MenuTe KoHnenTpanun U GK/DJ] Bpb3kata He € Ouiia 3acerHara ot npolieaypara.

Menuanara Ha CrCL in RE-LY e 68,4 ml/min. [Toutn nonosunara (45,8%) or RE-LY narnuenTture nmar
CrCL > 50 - < 80 ml/min. ITamentute ¢ 060peuno yBpexnane B ymepeHa creneH (CrCL mexny 30 -

50 ml/min) umar cpemso 2,29-mp1H U 1,81-1bTH MO-BUCOKA TUTa3MEHA KOHIICHTPAIIHSI IPEIU U CIIE]T
npreMaHe Ha J03aTa Ha JaburatpaH B CpaBHEHHE C MALMEHTH 0e3 HapylleHne Ha ObOpeunaTa GyHKuus
(CrCL > 80 ml/min).

Menauanara va CrCl B mpoyuBaneTo RE-COVER ¢ 100,4 ml/min. [Tpu 21,7% 0T manueHTHTE € MMAJI0
0b0peuHo yBpexnane B sieka ctereH (CrCl > 50 - <80 ml/min) u ipu 4,5 % oT Ts1X —OBOPEYHO YBpEKIaHE B
ymepena crerie (CrCl mexy 30 u 50 ml/min). [Tanuentute ¢ 60peyHO yBpexkaaHe B JIeKa U yMepeHa
CTEeIleH Ca MMM B CTALJMOHAPHO CHCTOSHUE CHOTBETHO 1,8 IbTH 1 3,6 MBTU CPEHO MO-BUCOKH IJIa3MEHU
KOHIICHTpAIMK [TPEeIn NPUIOKESHHUE Ha J103aTa OT JadburartpaH B cpaBHeHue ¢ namuentute ¢ CrCl > 80
ml/min. Cxonnu croiinoct Ha CrCl ca ycranosenu B RE-COVER 11.

Menuanara na CrCl B npoyusanusita RE-MEDY u RE-SONATE ca csotBetHO 99,0 ml/min u 99,7 ml/min.
[pu 22,9% u 22,5% ot nanuenture croitHoctute Ha CrCl ca >50 u <80 ml/min, a mpu 4,8% ot 1s1x CrCl e
Mexay 30 u 50 ml/min B npoyuBanusita RE-MEDY u RE-SONATE.

Hayuenmu 6 cmapuecka 8v3pacm.

Cretubuunu hapMakOKMHETHYHHU Hpoy4BaHus (asa | npu namueHTH B cTapuecka Bh3pacT oKa3BaT
yBenmueHue ot 40 10 60% Ha AUC u oBeue oT 25% Ha Cy,x B CPaBHEHHE C MJIaiu NarieHTu. EQexkThT Ha
BB3pACTTa BbPXY €KCIIO3ULIUATA Ha Jaburarpad e NoTBbpAeH oT npoyuBaneto RE-LY ¢ okono 31% no-
BHCOKO HMBO Ha Hail-HHCKaTa KOHLIEHTPALUs 32 UHAUBUIU > 75 TOAUHU U ¢ 0KOJIO 22% MO-HUCKO HUBO Ha
Hal-HUCKAaTa KOHIICHTPAIUs IPHU WHIUBUIN < 65 TOOUHU B CpaBHEHHUE C HHIWBHUIN MEXTY 65 U 75 roguHu
(Bx. Toukn 4.2 u 4.4).

YepnoopobHo Hapyuwerue
He ce nabmonaBa npoMsiHa B €KCIIO3ULMATA HA 1aburaTpad npH 12 mauueHTy ¢ yMepeHa 4epHoIpoOHa
HenocraTbyHocT (Child Pugh B) B cpaBaenue ¢ 12 korTponu (Bx. Touku 4.2 u 4.4).

Tenecno meano

Haii-anckure kKoHIEeHTpanuy Ha naburatpa ca okoo 20% Mmo-HUCKU TP TAIlMEHTH C TEIECHO TErJIo
> 100 kg B cpaBHenue ¢ 50-100 kg. Muo3unctBoTo (80,8%) oT nHAMBHANTE ca B Kareropusta > 50kg u
< 100 kg 6e3 ycraHoBeHa sicHa pa3nuka (BxX. Touku 4.2 u 4.4). Ilpu nanuenTu ¢ tenecHo Terio < 50 kg
KIMHAYHUATE JaHHU Ca OTPaHUYCHU.

Hon

Exkcmo3unusTa Ha aKTHBHOTO BEIIECTBO B ITPBOHAYATHUTE MpOoy4YBaHws 3a peseHus Ha VTE e okoio
40% no 50% mno-BUCOKa MpU MALMEHTH OT XKEHCKHU I0JI, HO HE C€ MPEenopbuBa KOpeKLus Ha go3ata. [Ipu
MAalKUEHTUTE C NPEICHPIHO MBKIEHE, MALIMEHTUTE OT >KEHCKH 10J ca uMaiu cpeaHo 30% mo-Bucoku

CTOﬁHOCTH Ha Haﬁ—HHCKa 1 NIOCT-A030Ba KOHUCHTPpAIUs. He CC M3MCKBA KOPCKIUA HA J03aTa (B)K. TOYKa
4.2).

Emnuuecku npousxod

Hsima KTMHUYHO 3HAYMMHU MEKAYETHUUECKH Pa3niMs MEKAY MAHEeHTH OT eBpOIenIHAaTa paca, MalueHTH ¢
appo-aMepUKaHCKH, JIATHHO-aMEPUKAHCKH, SITOHCKH U KUTAHCKHU MPOU3XO0J N0 OTHOLIEHHE Ha
(apmakokrHeTHKaTa 1 (hapMakoJIMHaAMUKaTa Ha 1aburarpas.

dapMaKOKHHETHYHU B3aUMOJIEHCTBUSI

In vitro poyuyBaHMA 32 B3aUMOACHCTBHE HE NIOKa3BaT MHXHUOUpaHe WK MHAYLUPaHe Ha TIaBHUTE
n3oeH3uMu Ha uToxpoM P450. ToBa ce moTBBpKaaBa OT in Vivo MPOYUBaHUS C YUaCTHUETO Ha 3/IpaBH
JO0OpPOBOJILIM, KOMTO HE IMIOKA3BaT B3aMMOJICHCTBHE MEXIy TOBA JICUEHHUE U CICIHUTE JIEKapCTBEHH
npoaykTu: atopBactatud (CYP3A4), nurokcuH (B3auMoielcTBHE ¢ TpaHCTIOpTHUS P-gp) u qukinodenak
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(CYP2C9).
5.3 IlpenkJMHUYHH JAHHHU 32 0€30MACHOCT

Hexnuangaaute JaHHHU HC ITIOKa3BaT ocobeH PHUCK 3a XOopaTa Ha 0asa Ha KOHBCHIIMOHAJTHUTEC
q)apMaKOJ'IOFI/I‘IHI/I H3IMUTBAHHUA 3a 6C3OHaCHOCT, TOKCUYHOCT IIpYU MHOT'OKPATHO IIpHUJIaraHe u
TCHOTOKCHUYHOCT.

Edexrure, HabnronaBaHy B M3NUTBAHKUTA 32 TOKCHYHOCT MIPY MHOTOKPATHO NpHJIaraHe, ce IbKaT Ha
3acwiieHusl (hapMakoIMHaMUYeH eeKT Ha JaduraTpax.

EdexT Bppxy jxeHCKaTa penpoIyKTHBHOCT € HaOIro1aBaH noJ popMaTa Ha HaMasIsiBaHe Ha Opost Ha
WMIUIAaHTALMHUTE U IOBUIIaBaHE HA MPeIUMILIaHTalMOHHKTE 3aryou npu no3a 70 mg/kg (5-kpaTHOTO HUBO
Ha TTa3MeHa eKCIO3HINA NpH nanuenTn). [Ipu 1o3m, KouTo ca TokcuvyHM 3a Maiikute (5- 10 10-kpaTHOTO
HUBO Ha TUIa3MeHa eKCIIO3HIIUS MPH TIAIIMEHTH ), TIPY TUIHXO0BE U 3alIU ce HaOIt0/]aBa HaMassiBaHe Ha
TEJIECHOTO TETJIO U )KU3HECIIOCOOHOCTTA Ha (eTyca, 3aeJHO C MOBHIIaBaHe Ha GeTanHnuTe Bapuanuu. B
MpeHaTaJIHM ¥ TOCTHATAIHU POYYBaHUs € HaOJlI0JaBaHo MOBUIIaBaHE Ha (eTaHaTa CMBbPTHOCT IIPH JI03H,
KOHUTO ca TOKCHYHHU 32 MaiikuTe (71033, ChOTBETCTBAIA HA 4 IIBTH MMO-BUCOKO HWBO HA TJIa3MEHA €KCITO3UITHS
OT HaOJII0JABAHOTO MPH NAIIUEHTH).

HBHI‘OCquHI/ITe TOKCHUKOJIOTUYHHU MTPOYyUIBAHUA ITPU IUIBXOBE M MUIIIKU HE IMOKa3axa JaHHHU 3a TYMOPOI'CHCH
MOTEHIIMA Ha Ja0duraTpaH 10 MakcuMaiaHu 103 oT 200 mg/kg.

JlaburarpaH, akTUBHATA 9acT OT Ja0UTaTpaH €TEKCUIIAT ME3WIAT, € YCTOMYHB B OKOJTHATA Cpefa.

6. OAPMAIEBTUYHU JAHHU
6.1 Chnucnbk HA IOMOIIHUTE BeleCTBA

KancyinHo chIbpKUMO
BuHeHna kucenuHa
ApaOcka ryma
Xurnpomenosa

Jumernkon 350

Tank
XuApOoKCUITPOMUIILIENYI03a

CrcTaB Ha KarcyJiata
Kaparenan

Kaynes xnopun
TuraHoB TUOKCHUIT
WNupuroxapmun (E132)
Xurnpomenosa

YepHO 1meyaTHO MAaCTUIIO
ennak

Uepen xenesen okcup (E172)
Kanues xuapoxcun

6.2 HecnbBMecTHMOCTH

Henpunoxumo.
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6.3 Cpoxk Ha roaHoCT

Baucrep u OyTHIIKa

3 roauHU
Cnen oTBapsiHe Ha OyTHIIKATa, JIGKAPCTBEHHST MPOAYKT TPAOBa /1a ce M3MOi3Ba 10 4 Mecera.
6.4 CrnenuajaHu ycJI0BHA Ha CbXpPaHeHHUe

Baucrep

21a CC€ ChbXpaHsBa B OpUTMHAJIHATa OITaKOBKaA, 3a Jia CC MpEAIasu OT BJjiara.

Byrtunka

Jla ce cbXpaHsiBa B OpUI'MHAJIHATA ONIAKOBKA, 3a J1a CE MIPEIa3y OT BJiara.
CoxpansBaiiTe OyTHIKaTa IUIBTHO 3aTBOPEHA.

6.5 JlaHHM 32 omaKoBKaTa

Kapronena onakoBka, ceappskama 10 x 1, 30 x 1 umu 60 x 1 TBBpauM Kancynu B nephoprUpaHd aTyMHUHHUEBH
OJIMCTEpH C eAUHUYHU JI03H.

I'pymoBa omakoBka, chabpikama 3 onakoBku oT 60 X 1 TBepau kancynu (180 TBBpIM Karcynm) B
nephopupaHu ATyMHUHUEBH OJIMCTEPH C €AMHUYHU JI03H..

I'pynoBa onakoBka, chabpikaiia 2 onakoBkd oT 50 x 1 TBepau kancynu (100 TBbpAM Karcynm) B
nephopupaHy ATyMHHUEBH OJIMCTEPH C SIMHUYHU JIO3H.

KaproHeHna onakoBka, chappikaiia 6 omucrepuu jentu (60 x 1) B nephopupanu aryMHHUEBU O€TU
OnmucTepy C EAMHUYHU JIO3H.

[MonmumponmienoBa OyTuiika, chabpxkaimia 60 TBEpAM KaNcCyJd, C Kalayka Ha BUHT.
He Bcruky BUOBE ONaKOBKH MOTaT a ObAaT MyCHATH B POJaXx0a.
6.6 CrnenuajaHu nMpeaNna3sHu MepKHU NMPH U3XBbPJIsiHE H padoTa

[Ipu m3Baxkmane Ha Pradaxa kamcynu ot OMcTepHATa OTAKOBKA TPSOBa 1a OBAAT ClIa3BaHU CIICTHUTE
yKa3aHUs:

. Bcsika kancyna TpsioBa ga 6ba€ oTAeneHa oT OnucTepa o nepdopupaHara JUHHSA.

. ®donnoto Ha OnucTepa TpsIOBa J1a ce OTIIEIH, CJIEA KOETO KarcyJjara MoXe Ja ce U3BaH.

. TBbpaAnTE Karcynu He TpsiOBa ca ObAAT U3BAKAAHU MPeE3 OIMCTEPHOTO OIHO.

. Brucreproro dhonuo TpsiOBa 1a Obae 00eIBAHO CaMO KOTATO € He00XO0IMMO Jia Ce IpUeMe TBbp/Ia
Karcya.

ITpu n3BaxgaHe Ha TBBbPAA KaIcyJla OT OyTWIIKaTa, TpsAOBa Jja ce clla3BaT CIEJHUTE YKa3aHUs:
. KamaukaTa ce oTBaps upe3 HaTHCKaHE U 3aBbpPTaHE.
. Cren u3BakaaHe Ha KarcyliaTa oT OyTHiKara, Karnadykara BegHara TpsiOBa 1a ce IOCTaBu OOpaTHO U

6yTI/IHKaTa Ja €€ 3aTBOPHU IIIIBTHO.

Heusnon3panusr JICKAPCTBCH HNPOAYKT WIN OTHAABYHUTC MATCPUAJIN OT HETO Tpﬂ6Ba Ja CC€ U3XBBPJIAT B
CHhOTBETCTBUEC C MCCTHUTC U3UCKBAHMUA.
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7. HPUTEXATEJI HA PABPEIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

D-55216 Ingelheim am Rhein

I'epmanus

8. HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/442/005
EU/1/08/442/006
EU/1/08/442/007
EU/1/08/442/008
EU/1/08/442/014
EU/1/08/442/015
EU/1/08/442/018

9. JATA HA I'bPBO PASBPEIIABAHE/IIOJJTHOBSBAHE HA PASPEIHLIEHUETO 3A
YIIOTPEBA

Jara Ha mppBoO pa3pemasane: 18 mapt 2008

[Hata Ha nocnenHo nogHossiane: 17 suyapu 2013

10. JOATA HA AKTYAJIUBUPAHE HA TEKCTA

[Monpo6Ha nH(pOpMaIMs 3a TO3H JEKapCTBEH MPOIYKT € MpelocTaBeHa Ha yeb caiita Ha EBporelickara
areHIus 10 JiekapcTBaTa http:// www.ema.europa.eu/.
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1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Pradaxa 150 mg TBBpAN Kancynu

2. KAYECTBEH U KOJIUYECTBEH CbCTAB
Bcesika TBBpaa Karicyiia chabppxka 150 mg nadburatpan erekcuiar (dabigatran etexilate) (kato Me3uiar ).

3a IIBJIHUSA COUCHK Ha ITOMOIIHHUTE BCIICCTBA BHXKTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
TeBpaa kancyJa.

Kancynm cbe CBETIOCHHBO HENPO3pavyHO Karaue U 0510 Hempo3padHo TsuIo ¢ pa3Mmep 0, HaITbIIHEHO ¢©
KBJITEHUKaBH MeseTr. Kamaueto e mamMnoBaHo che cuMBoJia Ha komnanusita Boehringer Ingelheim, a
Tan0tTo — ¢ “R150”.

4. KJIMHUYHU JAHHUA
4.1 TepaneBTHYHHU NMOKA3AHUS

[IpeBeHnMs Ha MO3BYECH UHCYIT U CUCTEMEH €MOOJIM3bM IIPH Bh3PACTHU MAIMEHTH C HEKIIAITHO NPEJCHPIHO
mbxzeHe (NVAF) ¢ erH Wi moBeue pucKOBU AaKTOPH, KaTo MPEIecTBaIl MO3bYCH HHCYIT WITH
npexoaHa ucxemmudHa ataka (TIA); Be3pact > 75 roguau; chpaedyHa HegocTarbuHOCT (Kac mo NYHA > II);
3axapeH Ana0eT; XUMEePTOHNS.

Jleuenue Ha apia0Ooka BeHo3HA TpoMOo3a (DVT) u 6enoapoden embonnzbm (PE), kakTo u npoduiakTuka Ha
peunauBu Ha DVT u PE npu Bb3pacTHU NallMEHTH.

4.2 )Io:mpomca U HAYUH HA NPUWIOKEHUE

AO3I/IQOBKa

Ilpesenyusa na mo3vueH uHcyam u cucmemen emboonuzvm npu ev3pacmuu nayuenmu ¢ NVAF, npu
Koumo uma eoun unu nogeye puckosu gpaxmopu (SPAF)

Jleuenue na ovaooka senozna mpomoosa (DVT) u 6enoopooen emoonuzwvm (PE), kakmo u npesenyus na
peyuoueu na DVT u PE npu eév3pacmnu nayuenmu (DVT/PE)

[Ipenoprunrennure no3u Pradaxa mpu mokazanusita SPAF, DVT u PE ca moka3anu B Tabnuma 1.
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Ta6mmna 1: Ilpenopbku 3a no3uposkara npu SPAF, DVT u PE

l'[penopmca 3a 103MpoBKaTa

HDCBCHTII/IS[ Ha MO3BYCH MHCYJIT U CUCTEMECH

e€MO0JIM3BM IIPU Bb3PACTHU ITAIIUEHTH C 300 mg Pradaxa, mpueMaHu KaTo €/1Ha Karcysa oT
NVAF ¢ enuH wiv noBeue puckoBu daktopu | 150 mg 1Ba mbTH JHEBHO

(SPAF)

Jleuenue Ha 1B100Ka BEHO3HA TpoMbO3a 300 mg Pradaxa, npreMaHu KaTo €/IHa KarcyJja oT
(DVT) u 6enopoden emboaussMm (PE), 150 mg nBa bTU JHEBHO, CIEH JICUCHUE C

KaKTO ¥ npeBeHIws Ha peumaner Ha DVT U | mapeHTepaieH aHTHKOATyJIaHT B MTPOBIDKEHUE Ha
PE npu Be3pactau naimentu (DVT/PE). Hall-MaJIKO 5 JIHH.

Ilpenopvusa ce namanaeane Ha 0ozama

[Tanmentu Ha BB3pacT > 80 roguHU

JuesHa no3a 220 mg Pradaxa, mpuemana xato emHa

[TarmenTH, KOMTO MpUEMAT CHITBTCTBALIO
karicyna ot 110 mg aBa mbTH THEBHO

BepanammI

Tpaoea 0a ce 00cvou namanseare na
oozama

[Nanmentn Ha BB3pacT Mexay 75-80 roquHu

[ManmenTn ¢ ymepeHo OBOpEUHO YBpeKaaHe

(CrCL 30-50 ml/min) TpsidBa na ce u3depe nHeBHa mo3a 300 mg min 220 mg

[TanmenTu ¢ racTpur, e30¢aruT Win Pradaxa, 6asupaiiku ce Ha HHOUBHyalHATa OLIEHKA Ha
ractpoe3ogareaneH pedurykc TPOMOOEMOOITHMYHHS PUCK M PHCKA OT KbpBEHE

Jpyru nanyeHTy ¢ NOBULIEH PUCK OT
KbpPBEHE

3a DVT/PE npenopbkara 3a npunarade Ha 220 mg Pradaxa, npuemanu karo efna kamncysia ot 110 mg aBa
I'BTU THEBHO, ce 0azupa Ha (apMaKOKMHETHYHH U (papMaKoJUHAMUYHH aHAIM3U U HE € IPOyUYBaHa B
KJIMHAYHU yCIOBUs. BrkTe mo-gony u Touku 4.4, 4.5, 5.1 u 5.2.

B ciyyait Ha HemoHOCHMOCT KbM Pradaxa, manuenTute TpsiOBa Ja ObIaT MHCTPYKTUPAHHU Ja C€ KOHCYJITHPAT
BeJ[Hara C JISKyBalllUs CH JIeKap, 3a Aa 0blie NPEANpPUETO IPUEMITHBO AJITEPHATUBHO JICUCHHUE 32 MPEBEHIIHS

Ha MO3BbUCH UHCYJIT U CUCTCMCH 6M60J'II/I3’BM, aCoMUpaHu C MpeACHPAHO MBIKACHEC WK Ha DVT/PE.

Ouenka na 6vbpeunama yHkyus npedu u no epeme Ha seyenuemo ¢ Pradaxa

[Tpu BcrukyM marueHTy 1 0coOeHO B cTapyecka Bb3pacT (> 75 ToANHU), ThH KaTo ObOPEYHOTO YBpEKIaHE

MOJKE JIa € 4eCTO CPEIaHo B Ta3u Bh3pacToBa rpyra:

. [Ipenu 3anouBane Ha jeyenue ¢ Pradaxa Ob0peunara GpyHkIus TpssOBa Ja ObJe oleHeHa Ype3
n34HciIsiBaHe Ha KpeaTnHrHOBHA KiupbHC (CrCL), 3a na ce M3KII0YaT NalueHTH ¢ TEKKO ObOpedHO
yBpexaane (1.e. CrCL < 30 ml/min) (Bx. Touku 4.3, 4.4 1 5.2).

. brOpeunara ¢pyHKIMs TpsOBa qa ObJie OlIEHEHA ChIIO U MPH ChbMHEHMSI 3a BJIOIIaBaHe Ha ObOpeyHarTa
(YHKIUS 110 BpeMe Ha JICUSHUETO (HaIp. XUIIOBOJIEMUS, IEXUAPATAIHS, U IIPH CHITbTCTBRAIIA
ynotpeba Ha HIKOM JIEKapCTBEHH MTPOLYKTH).

JIOBITHHUTEITHY U3UCKBAHUSI ITPH TAIIMEHTH C JIEKO JI0 YMEPEHO ObOPEUYHO YBPEXKIaHE U MPH MAIlUEHTH Ha

BB3pACT HaJ 75 TOAVHM:

. o Bpeme Ha neuyenue ¢ Pradaxa 6p0peunata yHkuus TpsiOBa ga ObAe OLEHsIBaHA HAl-MaJIKO eIuH
BT TOAWIIHO WK TO-YECTO, IPU HEOOXOAUMOCT, B ONIPEIeSICHH KIMHUYHN CUTYallUH, KOTaTo HMa
CbMHEHHS, ye ObOpeyHaTa pyHKIHUSA MOXKe Jja C€ TIOHMKH WIIM /1 CE BIIOIIN (HAMp. XUIIOBOJIEMHUS,
JeXUIpaTaIys, KaKTO ¥ MIPH ChIIBTCTBAINA YIOTpeOa Ha HIKOH JIGKAPCTBEHH MIPOITYKTH, H JIp.).

MetonbT, KOWTO TpsIOBa Ja ce U3M0JI3Ba 3a olleHKa Ha O0b0peunaTa ¢pynkuus (CrCL B ml/min), € MeToasT Ha
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Cockcroft-Gault.

Ipooviocumennocm na ynompeba

[poxwsmxurenHoctTa Ha ynorpeda Ha Pradaxa npu nmokazanusara SPAF, DVT u PE ca nokazanu B Tabnuma 2.

Tabmmuna 2: Ilpoabixutennoct Ha ynorpeba npu SPAF n DVT/PE

IMoka3zanne | IIpoabKHTESHOCT HA yIOTPeOa

SPAF JleuenneTo TpsOBA A2 NPOIBIIKU 32 IBJIBI CPOK.

DVT/PE [IpoapkUTEeTHOCTTA Ha JICYCHHETO TPSAOBA Ja Ob/ie WHAUBHUYATU3UPAHO CIIE]
BHHMATEJTHA OIIEHKA Ha M0JI3aTa OT JICYCHUETO CPEITy pHUCKa OT KbpBEHE. (BK.
Touka 4.4).

KparkocpouHo neuenue (Haii-maiko 3 Mecena) TpsaOBa Ja ce MPOBEeX/a MPH HAJIMIHe
Ha MPEXOAHU PUCKOBH (aKTOpH (HAIp. CKOPOILHA XUPYPrUdHa Oepamnus, TpaBMa,
00e3/IBIKBaHE), a TIO-NPOABIDKUTETHO JICUEHHE — MTPU TPAHU PUCKOBU (PaKTOPH HITH
nauonatnuda DVT umu PE.

Iponycuama 0osa

IMTpomycHara no3a Pradaxa moxe ja Ob/ie mpuera 10 6 yaca npe/u ciieBaiiara npeamnucana n103a. [Ipu mo-
MAaJIKO OT 6 yaca J0 BPEMETO Ha CJIeIBAIIKs MPHeM, MPOIyCHATa J1o3a He TPps0Ba J1a ce mpuema.

He Tpsi6Ba na ce nprema JBoOiHA /1033, 3a 1a CE KOMIIEHCUPAT MPOMYCHATUTE MHIUBUIYAIHU J03H.

Ipexpamseane na npuema na Pradaxa

Jleuenuero ¢ Pradaxa He TpsiOBa 1a ce npekbeBa Oe3 yiekapcku cbBeT. [lanuenTure TpsioBa jga Obaat
HUHCTPYKTHUPAHU J1a C€ CBBPXKAT C JICKYBAllWs JICKAp, aKO pa3sBUAT CTOMAIIHO-YPEBHU CUMIITOMH, KaTO
nucriencus (Bx. Touka 4.8).

HpOMﬂH(J HA J1e4ernuemo

[IpemunaBane ot neyenne ¢ Pradaxa kbM mapeHTepasieH aHTUKOATyJIaHT:
[IpenopbuBa ce n3uakBaHe OT 12 yaca ciies1 mocieHara J103a, Ipeu 1a npemuHeTe ot Pradaxa keM
MapeHTepaeH aHTUKoarynanT (BXxK. Touka 4.5).

[IpemMunaBaHe OT JeueHHE C MapeHTEpaJIeH aHTUKOAaryJaanT kbM Pradaxa:

[TapeHTepamHUAT aHTUKOATYJIaHT TPsIOBa Jla ce peKbCcHE U Aa ce 3arnouHe Pradaxa 0-2 yaca npeau vaca,
Ha3HA4eH 32 IPHEMaHEeTO Ha CJIeBaIlaTa 103a OT alITEPHATUBHOTO JICKAPCTBEHO CPEACTBO MIIH TIPH
npeKpaTsBaHe Ha JISYCHUETO, B ClIy4yaid Ha HEMPEKbCHATO JieueHue (Harp. HepakIIMOHUPaH UHTPABEHO3CH
xemmaput (UFH) (Bx. Touka 4.5).

[IpemunaBane ot neuenne ¢ Pradaxa keMm BuTamun K antaronnctu (VKA):
MomeHTsT Ha 3anouBaHe Ha VKA tpsiOBa na 6bae kopurupas cinpsamo CrCL kakro ciensa:
° CrCL > 50 ml/min, npuembT Ha BKA Tpsi0Ba 1a 3anouyHe 3 nHU npeau mpekbcBanero Ha Pradaxa
e CrCL > 30-< 50 ml/min, npuembT Ha VKA TpsiOBa 1a 3amoyHe 2 JHU IPEId NPEKbCBAHETO HA
Pradaxa

Toit kaTo Pradaxa mose na mosnusie Ha MexxayHapoIHOTO HopManu3upano cbotHomeHue (INR), INR me
otpasu no-noope edexra Ha VKA ensa ciies ciupanero Ha Pradaxa 3a naii-manko 2 nuu. Jlororasa, INR
CTOWHOCTHUTE TPsIOBa J1a ce THIKYBAT C BHUMaHHeE.

[IpemunaBane ot neyenne ¢ BuTamuH K antaronnctu (VKA) kpm Pradaxa:
[Tpuemst Ha VKA TpsiOBa na 0b1e npeycraHoBeH. Pradaxa mosxe na Obe npunarad BegHara mom INR e
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<2,0.

Kapouosepsuo (SPAF)

HaI_[I/IeHTI/ITe Morart Ja nmpoAbJKAT nNprueMa Ha Pradaxa o BpPEMC Ha KapJIMOBEP3HUO.

Kamemuwpua abrauus na npedcovpono mvorcoene (SPAF)

[Tpu nanmentyn Ha nedenue ¢ Pradaxa 150 mg 1Ba mbTH JHEBHO MOXKeE J]a Ce MPOBEJIe KaTeThpHA abalus.
He ce nanara npexnscBaHe Ha nedenneTo ¢ Pradaxa (Bx. Touka 5.1).

Cneyuanuu nonyiayuu

Cmapuecka v3pacm
3a MpoMeHH B 103aTa MPH Ta3! MOIyJIaus BIKTe Tabawma 1 mo-rope.
Ilayuenmu c puck om Kvpsene

[TanenTH ¢ MOBUILIEH PUCK OT KbpBeHE (BX. Touku 4.4, 4.5, 5.1 1 5.2) Tpsi6Ba qa ObaT CTPOro KIMHUYHO
MOHUTOPHPAaHU (ClIeJeHe 3a MPU3HALM Ha KbpBeHe U aHemust). Kopurupane Ha go3ata TpsOBa qa 0bae
pELIeHO IO YCMOTPEHHE Ha JICKYBAIH JIeKap, e NPeleHsIBaHe Ha ChOTHOLIEHHETO T10JI3a/PUCK 32
KOHKpPETHHA nanueHT (Bx. Tabdnuna 1 no-rope). Koarymnanuonen tect (Bx. Touka 4.4) noanomMara
UACHTHQHULIUPAHETO HA MALIUEHTUTE C MIOBHUILIEH PUCK OT KbPBEHE, MPUUMHEH OT M3JIMILIHA EKCIIO3HULIUS Ha
naburarpat. Koraro ce ycraHOBH M3MUIIHA €KCIIO3UIMS HA Ta0UTaTpaH, IPH MAIlMEHTH C BUCOK PUCK OT
KbpBEHE, Ce MPenopbyuBa NpujlaraHe Ha HamalsieHa J1o3a oT 220 mg, npruemMana KaTo efHa Karcyinaa ot 110 mg
JBa IbTU JAHEBHO. IIpy nmosBa Ha KIMHUYHO 3HAYMMO KbPBEHE, JICUCHUETO TPsIOBA Ja ce MPEKbCHE.

[Topasu MOBHUILIEHUS PUCK OT raCTPO-UHTECTUHAIIHO KbPBEHE MPH MALMUEHTH C TaCTPUT, €30(aruT uiu
ractpoe3odaruaneH pedurykc MoxKe Jia ce 0OMHCIIM HaMalsiBaHe Ha J1o3aTa (Bxk. Tabnuia 1 mo-rope u Todka
4.4).

bvopeuno yspescoane

Jleuennero ¢ Pradaxa npu marmenTtu ¢ Texxko 060peuno yBpexaane ( (CrCL) < 30 mlml/min) e
MIPOTHUBOIIOKA3aHO (BXK. ToUKa 4.3).

He e HeoOxoauMo Kopurupane Ha o3aTa [py HauueHTu Jieko 0p0peuno yBpexaane (CrCL 50-<80 ml/min).
[pu nanmentn ¢ ymepena 6s0peuna HenocrarbyHocT (CrCL 30-50 ml/min), npenoprunTenHara 103a
Pradaxa e cpmo 300 mg, mpuemanu kato 1 xarcymna 150 mg, nBa mbTH JHEBHO. Bppeku ToBa, pn
MAaIMeHTH C BUCOK PHCK OT KbpBEHE TPsAOBa J1a ce 0OMUC/IM HamasBaHe Ha jo3aTta Pradaxa mo 220 mg,
npuemanu kato 110 mg kancyna, 18a mbTH AHEBHO (BX ToukH 4.4 1 5.2). [loapoOHO KIMHUYHO
MpociieIsIBaHe ce MPernopbyuBa NPpH MAUEeHTH ¢ ObOPEeYHO YBpEKAaHe.

Cvnvmcemesawa ynompebda na Pradaxa u cnabu 0o ymepenu P-enuxonpomeunosu (P-gp) unxubumopu, nanp.
aAMUOOAPOH, XUHUOUH UTU 8EPANAMUL

He e HeoOxomumo kopurupane Ha go3ara (Bxk. Touku 4.4, 4.5 u 5.2).

HamansBane Ha fo3aTa ce nmpenopbyuBa NpH MAUEHTH, KOUTO IpUEMaT ChII'BTCTBAILO BepanaMui (BX
tabnuua 1 no-rope u Touku 4.4 u 4.5). B TakbB ciydait Pradaxa u Bepanamui TpsiOBa ia ce npuemar 1o
€/IHO U CBILO BpEME.

Tenecrno meano

He ce Hanara xopurupase Ha jo3ata (BXK. TO4Ka 5.2), HO ce IpernopbyBa MOAPOOHO KIMHHYHO MPOCIIEIIBaHE
MIpH MaIUeHTH ¢ TenecHo Terno < 50 kg (Bx. Touka 4.4).
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Tlon
He ce namara kopurupasne Ha mo3ara (BX. TOUKa 5.2).
Tleouampuuna nonyrayus

VYnorpebara Ha Pradaxa HsIMa CHOTBETHO NPUIIOXKEHHE B TIEAUaTPUYHATA MOIYJIALMS TPH TIOKa3aHUE
MPEBEHIMS Ha HHCYIT U CUCTeMEeH eMOoyn3bM ipu nauueHtu ¢ NVAF.

3a nokazanueto 3a DVT/PE, 6e3onacHocTTa 1 edmkacHocTTa Ha Pradaxa mpu fiema oT paxkJjaHeTo 10 1Mo
18-ronumiHa BB3pacT Bce Ollle He ca ycTaHOBeHH. HanmanuTe naHHM ca onvcanu B Touku 4.8 1 5.1, HO He

MOXE a €€ Janc nmpernopbKa OTHOCHO JO3UPOBKATa.

Hauun Ha OPUITOKCHUEC

Pradaxa e 3a nepopaiiHO IpHIIOKEHHE.

Kancynure morat na ce mpuemat cbe uinu 6e3 xpana. Kancynara Pradaxa TpsiOBa a ce moripLia 1suia ¢
Jara Bo/ia, 3a J1a C€ YJIECHU JOCTHI'aHeTo i JI0 cToMaxa.

[ManmenTrte TpsiOBa 1a OBJAT HHCTPYKTUPAHU JIa HE OTBAPST KalcyJara, Thil KaTo TOBa MOXKeE Jia IOBUIIIN
pHCKa OT KbpBeHE (BXK. TOUKH 5.2 1 6.6).

4.3 IIporuBomoka3zanus

. CBpBXYYBCTBUTEIHOCT KbM aKTUBHOTO BEIIECTBO MJIM KbM HSIKOE OT IOMOLTHHUTE BEIIECTBA,
n30poeHu B T. 6.1
[ManmenTn ¢ Texko 660peuno yBpexaane (CrCL < 30 ml/min).
AKTHBHO KIIMHUYHO 3HAYNMO KbpPBEHE
Jle3ust nnu cbCTOSIHUE, KOETO CE OTNPEAEs KaTo 3HaUuM PUCKOB (akTop 3a ToyisiMo KbpBeHe. Toa
MO’K€ Jia BKJIFOUBA HACTOSIIN WA CKOPOIIIHN CTOMAIIHO-YPEBHHU Pa3s3BABAHNSA, HAINYMETO HA
3710Ka4eCTBEHH HOBOOOpa3yBaHHs C BUCOK PUCK OT KbPBEHE, CKOPOLIHU MO3bYHH I TPHOHAYHH
HapaHJIBaHUs, CKOPOITHN MO3bYHH IPHOHAYHH WIIM OYHU XUPYPTUYHHA UHTEPBEHIIMH, CKOPOIIIEH
BBTpEUEperieH KPbBOM3INB, N3BECTHHU HIIM BEPOSITHH BapHIIM HA XPAHOIIPOBO/1a, HA aAPTEPHOBEHO3HU
MasihopMaIiuu, ChJI0OBH aHEBPU3MH MM TOJIEMH BBTPETPbOHAYHH WIIK BETPEMO3BbYHH ChJIOBU
aHOMaJINH

. ChIpTCTBALIO JIEYEHHE C HAKOU APYTH aHTHUKOAryJaHTH, Hanp. Hedpakuuonupan xenapu(UFH),
XeTaprHU ¢ HUCKO MOJIEKYJTHO TETJIO (€HOKCAllapyH, JAITEapyH U Jp.), IPOU3BOAHU Ha XemapuHa
(ponmanapuHyKc u Jp.), aHTUKOATYJIAHTH 3a TIEPOPATHO MPHUIIOKEeHUE(BappaprH, puBapoKkcadaH,
anuKcabaH ¥ Jip.), OCBEH B crielM()UYHU YCIIOBHATA HA IIPOMSHA HA aHTHKOATYJIAHTHOTO JICUeHHE
(Bx.Touka 4.2), wim koraro UFH ce mogaBa B 1031, HE0OX0AMMH 32 TIOJIbPKAHE HA OTBOPEH
LEHTPaJTHO BEHO3EH WM apTepHalieH KaTeThp (BX. Touka 4.5)

. YepHOApOOHO YBpEXKIaHE WM YEPHOIPOOHO 3200 IsIBaHE, 32 KOETO C€ OYaKBa Ja UMa OTPAKEHHE
BBPXY MPEKUBIEMOCTTA

. ChIbTCTBAIIO NPUIIOKEHNE ChC CIACTHUTE MOIIHU P-gp HHXHOUTOPH: KETOKOHA30J1, IUKIOCTIOPHH,
UTPaKOHA30JI U JPOHEIAPOH, IIpUJIaraHu CUCTEMHO (BX. TOUKa 4.5)

. ChbpaeyHu KJIammHu NPOTe3H, H3UCKBAILM aHTUKOATYJIAHTHO JieueHHe (BXK. Touka 5.1)

4.4 Cneuuananu npeaynpesxaeHusi U NpeANna3sHy MepKH NPHU ynoTpeda

XeMoparnyeH puck

Pradaxa Tps6Ba na ce npuiiara ¢ MOBUILICHO BHUMAaHHUE IIPH ChCTOSIHUS C ITOBHUIIEH PUCK OT KbPBEHE WIIK NPH
CBIIBTCTBAILA YIIOTpeOa Ha JEKapCTBEHHU NMPOAYKTH, MOBIHMSIBALIA XEMOCTa3aTa Ype3 HHXUONpaHe Ha
TpoMbonuTHarta arperauus. [lo Bpeme Ha Tepanusta ¢ Pradaxa KpbBOM3/INMB MOXKE Ja ce MOSBHU HABCAKBJIC.
[Tpu HeodakBaH craj Ha XeMOTJIO0MHA W/MJIM XeMaTOKPHTA, WM CIaj] Ha KpBBHOTO HaJsIraHe, TPsOBa Ja
ObJIc U3BBPIIICH TIPETIIe]] 32 YCTAHOBSBAHE MSCTOTO Ha KPHBOM3IIUB.
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B ciyuau Ha )KHBOTO3aCTpAIIIABAII0 MM HEKOHTPOJIUPAHO KbPBEHE, KOTAaTO € HEOOXOIUMO OBP30
HEyTpaJlM3UpaHe Ha aHTHKOAryJIaHTHUS e(eKT Ha JaburaTpaH, MOKE JIa Ce M3I0I3Ba Cenn()UIHOTO
HEYTpaJIM3UpPaIlo CPEACTBO Ha gaburarpan erekcunar (Praxbind, umapyiusyma0) (Bxk. Touka 4.9).

B xnuHnuHM m3nutBanusd, Pradaxa ce cBpp3Ba ¢ Mo-BUCOKH HUBA Ha rojemu ractpouHectuHanau (I'H)
KpbBOU3MBY. [IoBHINIEH pUCK € HAOIIOMaBaH MPH MAIIMEHTH B cTapyecka Bh3pacT (> 75 TOAMHU) NIPU cxema
Ha npunarade 150 mg nBa meTH qHEBHO. J{pyru puckoBu dakTopu (BXK. ChIIO Tabawa 3) BKIIOYBAT
€THOBPEMEHHO JICYEHHE ¢ MHXMOUTOPU Ha TPOMOOLUTHATA arperaius, KaTo KIONMUA0Trpel ’
areTHIICATMINIIOBA KucenuHa (ASA) uiu HecTepouaHy npoTuBoBb3naiuTennu cpenctsa (HCIIBC), kakTo
Y HAJIMYMETO Ha e30(haruT, raCTPUT WK racTpoe3odareaicH peduykc.

Puckosu hakmopu

Tabnua 3 0606maBa pakTopuTe, KOUTO MOTAT J]a MOBUIIAT XEMOPATrHYHHS PHUCK.

Taﬁ.lmua 3: PuckoBm (l)aKTOpH, KOUTO MOraT ia NOBHIIAT XEMOPAru4yHus pucCK.

dapMaKkoAMHAMUYHH U KHHETHYHH (aKTOPH Bw3pact > 75 rogunu
dakTopu, KOUTO MMOBHUILIABAT IJIA3MEHUTE HUBA HA I'naBuu:
nadurarpas e  VYwmepeno 6b0peuHo yBpexaane (30-50 ml/min
CrCL)
. Mommnu P-gp naxuburopu (Bx. Touku 4.3 u
4.5)

e  CpBMECTHO IpujIarane Ha ciabu 10 yMEpeHH
Pg-unxuburtopu (Hamp. aMHOAapOH,
Bepanamuil, XHHUIUH | THKarpesop, BiK.

TouKa 4.5)

Bropocrenennu:

. Hucko tenecHo Terno (< 50 kg)
®apMaKkOJMHAMUYHY B3aUMOJIEHCTBHUS (BK. . ASA u apyru ”HXMOUTOPH Ha TPOMOOLIUTHATA
TouKa 4.5) arperanusi, KaTo KJIOMUI0Tpe

° HCIIBC

SSRIs mmu SNRIs

. Hpyru jiekapcTBEHH NPOLYKTH, KOUTO MOTraT
Jla HapyuiaT XxeMocTa3ara

3a0oJisiBaHus / IPOLIEIYPH C OCOOCH XeMOparuieH . Bpoaenu uny npuao0UTH HAPYILEHNUs B

pHUCK KoaryJanusra

. Tpombonuronenust win GyHKIIMOHATHH
TpoMOOUUTHH AeeKTH

. CxkopolirHa OUOTICHS WITH TOJIIMa TpaBMa

. BakTepuanen eHnokapauT

. E3odarut, ractput, racrpoezodareancH

peduykc

CrimecTByBaT OrpaHudeHu JaHHU npu nanueHT < 50 kg (Bxk. Touka 5.2).

HD@@I’ICI?HZ/I MePKU U os1aodsasane Ha xemopacudHusl puck

3a OBJIAASIBAHCTO HA YCIIOXKHCHUS BCJICACTBHUC KbPBCHC BUIKTC CHILIO TOYKA 4.9,
OL;@HKCI HA CbOMHOWEHRUENO NONA3A-PUCK

Hanuuuero Ha ne3uu, ycnoBus, npouenypu u/nnu ¢papmaxoiorndao neuenue (karo HCIIBC, pombontan
antuarperanty, SSRIs u SNRIs, Bx. Touka 4.5), KOUTO 3HAYUTEIHO yBEINYABAT PUCKA OT TOJISIMO KbPBEHE,
W3MCKBAT BHUMATEJHA OLICHKA Ha ChOTHOIIEHUETO MmoJi3a-pruck. Pradaxa TpsiOBa na ce gaBa camo ako
[10J13aTa Ha/IBUIIIABA PUCKA OT KbPBEHE.
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Brumamenno kaunuuno nabarooenue

[penopbuBa ce BHUMATEITHO HAOIIOJICHUE 32 TPU3HAIM HA KbPBEHE WITH aHEMHUS TIPe3 [eTUsl IepUo]T Ha
JieuyeHne, 0COOEHO ako pUCKOBUTE (haKTOpH ca KoMOWHUpaHH (BX. Tabnuna 3 no-rope). Tpsabda xa ce
BHUMaBa 0c00E€HO MHOT0, KoraTo Pradaxa ce mpuiara eJHOBPEMEHHO ¢ BepalaMuil, aMHOIApPOH, XUHUIUH
unu kinapurpomMunrH (P-gp naxuburopn) 1 0codbeHO IpH MosiBa Ha KbpPBEHE, Hal-Bede MPU MAaLUEHTH, KOUTO
MMaT JIEKO JI0 yMepeHo 0BO0peuHo yBpekmane (BxK. Touka 4.5).

[penopbuBa ce BHUMATEITHO HAOIIOICHUE 32 IPU3HAIM HA KbPBEHE TPH MAIMEHTH, JICKYBAaHU CHII'BTCTBAIIO
¢ HCIIBC (Bx. Touka 4.5).

Hpekbceaﬂe Ha nevenuemo ¢ Pradaxa

[TanmeHTHTE, KOUTO PA3BHAT OCTpa OBOpEeUHA HENOCTATHUHOCT, TPSIOBA Aa MPEyCTAHOBAT NpueMa Ha Pradaxa
(BX. cpio Touka 4.3).

Korato ce nosiBu cuiHo KbpBeHE, TPsIOBa 1a ce MPEeKpaTy JICYEHUETO, 1a Ce U3CIeABa MPUINHATA 32
KBPBEHETO M MOKeE J1a c€ 0OMHUCIIN PUIIOKEHNE Ha CIeUU(PUYHOTO HeyTpam3upamo cpeactso Praxbind
(mmapyunzyma0) (Bx. Touka 4.9 OBnagsiBaHe Ha YCIOXXHEHHSI OT KPbBOHM3IIUB).

Hamanseane na oosama
[IpenopruBa ce HamalIIBaHE Ha J103aTa, KAKTO € TIOCOYEHO B TOUKa 4.2.
Ynompeba na unxubumopu na npomounama nomna

Mosxe ia ce 0OMHCTH IPHIIOKEHNE Ha MHXUOUTOP Ha ipoToHHaTa rmomma (PPI) 3a mpenoTBpartsBane Ha
racTpo-MHTECTUHAITHO KbpPBEHE.

Jlabopamopnu koazynrayuonnu napamempu

Boipeku, ye Pradaxa mo npuHIUI He U3MCKBA PYTHHHO MOHUTOPUPAHE Ha aHTHUKOATrYJIalusTa,
OIpeIeITHETO Ha CBhp3aHaTa ¢ 1aduraTpal aHTHKOAryJjalus MOKe Ja ObJIe OT 10J13a, 32 YCTAHOBSIBaHE Ha
MIPEKOMEPHO BUCOKA €KCIIO3UIUs Ha JaduraTrpaH, pyH HATMYUE HA JOIBJIHUTEIIHH PUCKOBH (DAaKTOPH.
TpombuHOBO Bpeme upe3 paspexaane (dTT), ekapuroBo Bpeme Ha cheupBaHe (ECT) u akTuBupaHo
napuuaiHo TpomOoruacTuHOBO Bpeme (aPTT) moraT ma mpegocTaBsT mosie3Ha nHGopMarIs, Ho
pe3ynraTute TpaOBa Jia ce THIKYBAT C MOBUIICHO BHUMAHUE TIOPAId BAPUAOMITHOCTTA MEXKIY TECTOBETE (BK.
Touka 5.1). TecThbT 3a onpeneisiHe Ha MEKIYHAPOAHOTO HOpMaIU3upaHo choTHolIeHue (International
Normalised Ratio, INR) He e Haex 1eH Ipy HallMEHTH Ha jiedyeHue ¢ Pradaxa u uma JokIazBaHu CiIydau ¢
(dhammmBo monoxutenno nopumienne Ha INR. 3aroBa INR TecToBe He TpsiOBa a ObIaT MPOBEKTAHM.

Tabnuua 4 nmoka3Ba Hali-HUCKHUTE MIPAaroBe Ha KOAryJAMOHHUTE TECTOBE, KOUTO MOraT Jja ObIaT CBbP3aHHU C
MOBHLICH PUCK OT KbpBEHE(BXK. Touka 5.1)

Taﬁ.mma 4: Haii-HUCKH CTOMHOCTH HA KOoaryJIaifMOHHUTE TECTOBE, KOUTO MOrart a 6'b[[aT CBbp3aHu
C IIOBMIICH PUCK OT KbPBEHE.

Tect (Hall-HUCKA CTOWHOCT) ITokazanue
SPAF u DVT/PE
dTT [ng/ml] > 200
ECT [x-rpTH Haj ropHaTa rpaHuIa)] >3
aPTT [x-pTH HajJ ropHaTa rpaHUIlA >2
INR He tpsi6Ba na ce npoBexaa
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YHOTDC63. Ha d)I/I6DI/IHOJ'II/ITI/I‘IHI/I JICKAPCTBCHHU NMPOAYKTH 3a JCYCHUEC HA OCTHP UCXCMHUYCH UHCYIJIT

Ynotpebata Ha (GUOPUHOTUTHYHH JIEKAPCTBEHN MPOAYKTH 32 JICYEHHETO HA OCTHP UCXEMUYEH HHCYIT MOXKE
na ce oocwau, ako croiiHoctute Ha ATT, ECT nnm aPTT He HajgBUIIaBat ropHara rpaHdIia Ha HOpMaTa
(ULN) cnopen MmecTHHTE pedepeHTHH IPaHHILIH.

XHDVDFH‘IHH oncpanvi 1 HUHTCPBCHIIUHU

HpI/I ManueHTH, pueMali Pradaxa, KOHUTO Ca NOMJIOKCHU Ha XUPYpPruiHa HHTCPBCHINA UKW WHBa3UBHU
mnmpoucaypu CblICCTBYBa PUCK OT KBPBCHE. Ilo Ta3mu NpUYrHa XUPpYypruiHaTa MHTCPBCHIUA MOXKE 1a HAJIOXHU
BPEMCHHO IPCKPATABAHC HA IPUCMAHCTO Ha Pradaxa.

[Naruenture Morar Ja npopiikar npueMa Ha Pradaxa, korato ca mojuioxeHu Ha kapauoBepsuo. He ce
Hajara npeKbcBane Ha jieueHnero ¢ Pradaxa (150 mg nBa mbTH JHEBHO) MIPH MAIMCHTH, MTOJIOKCHH HA
KaTeThpHa abjanus Ha IPeAChPAHO MBX/IEHE (BX. Touka 4.2).

Heo6xomumo e moBHIIeHO BHUMaHUE, KOTATO JICYEHUETO BPEMEHHO Ce MIPEKPaTh MOpaau HHTEPBEHIINH U Ce
npenopbyBa MOHUTOPHUPAHE Ha aHTUKoaryauusaTa. [lpu nanuent ¢ 6p0peyHa He10CTaTHYHOCT
KIUBPBHCHT Ha Aa0UraTpaH MoXe Jja MPOIBIDKH MO-ABJIT0 (BXK. Touka 5.2). ToBa TpsiOBa 1a ce B3eMe
MIpeBU/I IPEAN BCSAKA Mpoleaypa. B TakuBa ciydau KoaryjanuoHeH TecT (BXK. Touku 4.4 u 5.1) me
HOJIIIOMOTHE /1 C€ OIPEJIeNIN aIM BCE OIlle UMa HapyIIEHUE B XEMOCTa3aTa.

CrnewHu xupyp2uihi onepayuy Uil HeOmaoACHU NPpoyueoypu

[IpuemsbT Ha Pradaxa Tpsi6Ba na Ob/1e BpeMEHHO MpeKpaTeH. AKO € Heo0X0IuMO Obp30 HEyTpaIu3upaHe Ha
AHTUKOATYJIaHTHHS e(EeKT, MOXKeE Jla Ce U3I0JI3Ba CIIEUPUIHOTO HEYTpATM3UpAaIIo cpe/icTBO Ha Pradaxa
(Praxbind, unapyiusyma0).

[Ipu npeycTanoBsiBaHe Ha TepanusiTa ¢ JaOUraTpaH, NAIUEHTUTE Ca U3JI0KEHU Ha TPOMOOTHYEH PHCK,
CBBP3aH ¢ OCHOBHOTO UM 3a0onsBane. Jleuenunero ¢ Pradaxa, cnen npuioskeHue Ha cienu(UIHOTO
HeyTpanu3upao cpeactBo Praxbind (npapynusymab), Mmosxke na Oblie Bb30OHOBEHO 24 yaca ciel
MPUIATaHETO MY, MIPH yCIIOBUE Y€ MAIMEHTHT € KIMHUYHO CTAOWIICH | € MIOCTUTHATA aJIeKBaTHA XeMOCTa3a.

Xupypeuunu onepauuu/uHmepeeHuuu npu nodocmpu CbCIMOAHUA

[IpuemsbT Ha Pradaxa TpsiOBa na Obae BpeMeHHO mpekpareH. [1o Bb3MOXKHOCT, XUpyprayHara
olepalys/MHTepBEeHINA TpsAOBa da Obae 3a0aBeHa Hall-Manko 12 yaca cies npueMa Ha MocjeaHara 103a.
AKO XHpyprU9HaTa orepanus He MOXe Ja Ob/ie OTI0KEHA, CHIIECTBYBA MTOBHUIIIEH PUCK OT KbpBeHe. To3u
pUCK TpsA6Ba 1a 6’bJie MPEIeHEH CIPSMO CIIENTHOCTTAa HA HHTEPBEHIIUATA.

Inanosa xupypauuna onepayus

[Tpu BB3MOXKHOCT, TpreMbT Ha Pradaxa TpsiOBa ga Obae npekpaTeH Halli-masko 24 yaca npenu
M3BBHPIIBAHETO HA MHBA3MBHA WM XUPYprudHa npoueaypa. [Ipekparspane npuema Ha Pradaxa 2-4 qan
MpeJr XUpYprudHa oreparys TpsiOBa jia ce nMa MpeIBHI IPH MAIMEeHTH ¢ TIOBUIIIEH PUCK OT KbPBEHE HJIH B
Cllyuail Ha rojsiMa omeparsl, Ipu KosTo € Heo0X01uMa IIbJIHA XEMOCTa3a

Tabnuua 5 06001aBa npaBuiIaTa 3a NpeKpaTsBaHe Ha MpHeMa MpeIyd HHBA3UBHH WIHA XUPYPTrHYHH
MpoLeaypH
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Tabmmna 5: IlpaBuiia 3a npekpaTsiBaHe Ha MpYeMa NpeJy MHBA3WUBHHU WJIH XHPYPTrUYHHA NMPOLEAYPH

brbpeuna IIpubmm3uTenexn Pradaxa Tpsi6Ba ma ce cripe mpeau IIaHOBa XUPYyPrudHa Oreparus
PYp P
¢byHKUMSA MOJTYKUBOT
(CrCL B (uacose) Bucox puck oT KbpBeHE WIH CranmapTeH puck
ml/min) roJIsIMa XUPypPruvHa onepaus
>80 ~13 2 ITHY TIpeIBapUTEITHO 24 ygaca nmpeaBapuTEITHO
p p
>50- <80 ~ 15 2-3 THU NpeBapUTEITHO 1-2 gHM mpenBapUTETHO
>30-<50 ~18 4 nHU NpenBapUTETHO 2-3 HU NpEABAPUTEITHO
(> 48 yaca)

Cnunanna aHecmeSuﬂ/enuavpaﬂHa aHecme3wz/szM6aJlHa NYHKUUA

Hpouez[yplzl KaTo CIIMHaJIHA aHECTC3Us U3HMCKBAT IIBJIHOLICHHA XEMOCTaTHYHA ®YHKHHH.

PuckbT OT ciMHazeH WK enuaypajeH XeMaToM MOXeE J1a C€ MOBUILH P CIydanuTe Ha TPaBMaTU4HU WIN
MHOTOKPATHH ITyHKIIMW B TIPU TIPOIBIDKUTENHA yrioTpeba Ha enuaypaitau karerpu. Ciies oTcTpaHsIBaHe Ha
KaTeThpa TpsAOBa Ja MUHAT Hal-MaJIKo 2 Yaca Ipeay nprueMaHe Ha mbpBaTa fo3a Pradaxa. Te3u nauneHTn
W3UCKBAT YeCcTO HAOJII0IeHHNE 332 HEBPOJIOTMYHM IPU3HALM M CUMIITOMU Ha CIIMHAJIEH WIH eUIypalieH
XEMaTOM.

Hocmonepamusna aza

Crnen WHBa3MBHA MpOIEAypa WM XUPYprudHa omepaius JeudeHuero ¢ Pradaxa TpsOBa ma ce MOJHOBH
BeJHara, py ycJIOBUE Y€ KJIIMHUYHATA CUTYallMs N03BOJIsIBA U MMa aJIcKBaTHA XEMOCTa3a.

Heo0x011Mo ¢ MOBHUIIIEHO BHUMAHHUE TP MAIIMEHTH ¢ PUCK OT KbPBEHE WJIU IMAIIUEHTH C PUCK OT
CBPBXEKCIIO3UIIHS, 0COOCHO ManueHTH ¢ yMepeHo 0s0peuno yBpexaane (CrCL 30-50 ml/min) (Bx. Touka
44u5.1).

[TalmeHTH ¢ BUCOK OIIEpATUBEH PUCK OT CMBPTHOCT M C BETPEIIHN PUCKOBU (haKTOpH 32 TPOMOOEMOOINYHI
CchrouTHA

ColiiecTBYBaT OIpaHHYUEHH JTaHHH 3a epuKacHOCT U Oe3omacHocT Ha Pradaxa npu Te3u MarueHTy U mopaju
TOBa Te TPsIOBa 1a OBAT JICKYBAHH C ITOBUIIICHO BHUMAHHE.

YepHoapoOHO YBpeXKIaHE

[TanmenTn ¢ moBumeHn yepHoaApooHu en3umu > 2 ULN (ropHara rpaHnia Ha HOpMarta) ca U3KJIIOYeHH OT
OCHOBHHUTE M3MUTBaHUs. HsiMa Hann4eH TepaneBTHUEH ONMHUT 3a Ta3u cyOnomyaanys oT MalueHTH 1
CIIeIOBaTEHO, IPH Ta3H MOIMyianus ynorpebdara Ha Pradaxa He ce mpenopbuBa. YepHOAPOOHO yBpexKIaHe
WK 4epHOIpOOHO 3a0019BaHe, 32 KOETO CEe 0YaKBa J1a UMa OTPaKEHHE BbPXY MPEKHUBIEMOCTTa, €
MIPOTHUBOINOKA3aHO (BX. Touka 4.3).

Bsaunmonelicteue ¢ P-gp nHaAVYKTOPH

ChopTCTBALIOTO NpHJIaraHe Ha P-gp HHAYKTOpH ce 04akBa Aa MOHIKY IJIa3MEHU KOHLIEHTPALUH Ha
naduratpad U TpsOBa Aa Obae N30srBaHo (BXK. TOUkU 4.5 u 5.2).

HNudapkr Ha Muokapaa (M)

BbB mpoyuBaneTo RE-LY ¢aza III (SPAF, Bx. Touka 5.1) msutoctHata yectora Ha MU ¢ 0,82, 0,81 u 0,64%
/ ropuHa 3a naburatpad erexcuiar 110 mg aBa mbTH IHEBHO, Jaburatpad erekcunar 150 mg nBa mbTH
JTHEBHO U Bap(apHH, ChOTBETHO YBEJIHUUYECHHUE B OTHOCUTEIIHUS PUCK 3a Aadurarpan oT 29 % u 27 % B
cpaBHeHue ¢ Bapdaput . HezaBrucuMo OT JIe4UeHHUETO, Hal-BUCOKUAT abcostoTeH puck ot MU ce HabtonaBa
B CJIETHUTE MOATPYIH, C €THAKBB OTHOCUTEJEH PHUCK: MALMEHTH ¢ IpeaumeH MU, nanuenTy > 65 roquau u
nrabeT WM UCXeMU4Ha 0oJiecT Ha ChPLETO, NalMeHTH C JIeBOOKaMepHa (pakius Ha u3tiaacksane < 40 % u
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MalMeHTH ¢ yMepeHa 0b0peuna nucdykkuusi. B nonbiHeHue no-Bucok puck or MU ce nabmronasa npu
MAIUEHTH, €THOBPEMEHHO MTPHEMAIIH aleTHIICATHLMIOBA KUCENINHA TUTIOC KIOMUAOTPEN WK KIIOMHOTPET
CaMOCTOSITEIIHO.

B tpute aktuBHO KOHTponupanu npoyusanus ¢asa Il 3a DVT/PE ce cpo01aBa no-Bucoka 4yectora Ha
ciryyan Ha MU npu nanmeHTHTe, preMary Jaburarpal eTeKCHIaT, B CPaBHEHHUE C Te3H, IPHEMallln
Bapdapun: 0,4% crpsmo 0,2% B kpatrocpourute npoyuBanusi RE-COVER u RE-COVER 11, u 0,8%
capsmo 0,1% B pearocpounoro u3nurtsane RE-MEDY. VBenuueHuero € cTaTuCTUYeCKH 3HAYUMO B TOBA
npoyusane (p=0,022).

B mpoyuBaneto RE-SONATE, xoeto cpaBHsiBa jaburatpan eTeKcuiar ¢ mianebo, yecrorara Ha MU e 0,1%
MpY NalMEHTUTe, IpUeMaliy JaduraTpan etekcunar, u 0,2% npu nauMeHTuTe Ha mianedo.

IMaumeHTy ¢ akTUBHO OHKOJIOTMYHO 3aboisiBane (DVT/PE)

He ca ycranoBenu epukacHOCTTa M 0€30MACHOCTTA MPU MAIMEHTH, CTPAIAIA OT aKTUBHO OHKOJIIOTUYHO
3aboisBane u DVT/PE.

4.5 BzamMmopeiicTBHe ¢ IPYIH JeKAPCTBEHH NPOAYKTH M Apyru (popMH Ha B3auMojaelicTBHe

BsaumoaelicTBus ¢ TpaHCOOPTEPU

Jlaburatpan erekcuiar e cyocTpar Ha edurykcHus tpancnoprep P-gp. CeprcTBammara ynorpeda Ha P-gp
WHXUOUTOPH (BXK. TaOJIMIIA 6) ce 0OYaKBa Ja JOBEAC /IO MOBUINICHN HUBA HA TUTa3MeHAaTa KOHIICHTPAIKs Ha
nmaburarpas.

AKO HE € MPEeJITUCaHo APYTo, € HEOOXOIUMO CTPOTO KIMHUYHO HaOIIOIeH e (CIeIeHe 3a MPU3HAIN Ha
KbPBEHE WJIM aHEMUs), KOraTo aduraTpaH ce Mpuiiara eIHOBpeMeHHO ¢ MoHu P-gp naxuburopu. Moxe
Jla ca HeoOXOAMMHU HaMaJIsIBaHUS Ha Jl03aTa B KOMOMHAIMS ¢ HIKoU P-gp naxubuTopu (BxK. Touku 4.2, 4.3,
44u5.1).
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Tabdauua 6: B3aumogeiicTBHA ¢ TPaHCOPTEPH

P-9p unxubumopu

Covnvmemsawama ynompeda e npomueonokasua (6sxc. mouka 4.3)

Keroxonazon Kerokonazon nosumiasa toranautre AUC ., u C ,,x CTOMHOCTH Ha gaburarpan
2,38 mptH 1 2,35 MBTH, CHOTBETHO, CIIE] MpUJIarane Ha eAMHIYHA [TepOpaTHa 1032
ot 400 mg, u 2,53 meTH U 2,49 IHTH, CHOTBETHO, CJIE MHOTOKPATHO TIEPOPATHO
npunarane Ha 400 mg KeTOKOHA30J1 BEIHHX JTHEBHO.

Hponenapox [Ipu enHOBpEMEHHOTO NPUIIOXKEHHE Ha JaOuraTpaH eTeKCHIaT U IpOHeJapoH,
totastanTe AUC ), T Cppax CTOMHOCTH Ha TaOWUTATPaH C€ YBEIMYABAT CHOTBETHO
0K0JI0 2,4 TbTH ¥ 2,3 IBTH, CIIe[] MHOTOKpATHO npritokeHue Ha 400 mg
JIPOHENAPOH JABa IIbTH JHEBHO U CHOTBETHO OKOJO 2,1 mbTH 1 1,9 bTH, ciex
eanHn4Ha 1o3a ot 400 mg.

Htpakonasou, Bb3 0CHOBa Ha pe3yJITaTHTE in Vilro MOXe J1a ce 04akBa Mo100eH eeKT, KaKTo C
ITUKJIOCTIOPUH KETOKOHA30J1.

Cvnvmcemesawama ynompebda e ce npenopvued

Takpomumyc In vitro e ycTaHOBEHO, Y€ CTEIICHTa Ha MHXHUOUTOPEH e(heKT Ha TAKPOJIUMYC BPXY
P-gp e noso0OHa Ha Ta3u, HaOMIOJaBaHa IPH UTPAKOHA30JI U IWKIIOCTIOPHH.
EnHOBpeMEHHOTO MPUIIOKEHNE Ha JTaOUTaTpaH €TEKCHUIIAT C TAKPOJIMMYC HE €
IMPOYYCHO KIIMHUYHO. B'preKI/I TOBa, OrPaHUYCHUTC KIIMHUYHU JaHHU OT APYTU
P-gp cyOcTpatu (eBepoumyc) mpeamnosnarat mo-ciabo naxubupane Ha P-gp ot
TaKpOJIUMYC, B CPAaBHEHHE C YCTAHOBEHOTO NPH CHIIHU P-gp nHXHOUTOpH.

Heobxooumo e nosuweno uumanue npu convmemeawja ynompeoa (6sic. mouxu 4.2 u 4.4)

Bepamammn Korato maburarpan erexcmiar (150 mg) ce mpuiara eTHOBPEMEHHO C TIEpOpajieH
Bepamamu, C,x 1 AUC Ha maburaTtpaH ce yBeln4aBar, HO CTETIICHTa Ha Ta3H
MPOMSIHA € pa3InyHa B 3aBUCHMOCT OT BPEMETO Ha MpUeMaHe U ¢popMmara Ha
BeparmaMui (BX. Touku 4.2 u 4.4).

Haii-ronsamoro nosumaBane Ha €KCIO3UIMSITA HAa Ja0UraTpaH ce HabI0AaBa Ipu
IbpBaTa JI03a Ha BepanaMui ¢ He3a0aBHO OCBOOOK IaBaHe, MPHET eJIUH Yac MpeIn
npueMa Ha naburaTtpan erekcuiar (ysenudaBane Ha Cy,, OKOJIO 2,8 ThTH U Ha
AUC okono 2,5 metr). EdexThT nporpecuBHO HamalsiBa [Ipyu NpUeMaHe Ha
(dhopMarta ¢ yabnKeHO 0cBOOOKAaBaHe (yBearnuaBaHe Ha Co,, 0K0J10 1,9 1bTH U Ha
AUC oxomo 1,7 mpTH) WK TIpW IpUeMaHe Ha MHOTOKPATHH JJO3H BeparaMuil
(yBenmmuaBane Ha C,, okoiio 1,6 mbt 1 Ha AUC okoiol,S mbTH).

He ce HabmronaBa 3Ha4MMO B3aUMO/IEHCTBHE, KOTaTO BepanaMui ce mpuemMa 2 gaca
cien maburatpas eTekcuiat (yBennyaBaHe Ha Co,x okono 1,1 ety ut Ha AUC
okoso 1,2 metH). ToBa ce 0bsacHIBa ¢ bIHaTa abcopOLMs Ha Ja0uraTpaH cieq

2 yaca.

AmMuonapoH Koraro Pradaxa ce npuiiara efHOBpEMEHHO C eJMHHYHA IepopaiiHa 103a ot 600 mg
aMHO/IapOH, CTETIEHTa U CKOPOCTTa Ha aOCOPOLHA HAa aMHOAAPOH U HA aKTUBHHS MY
meTabomut DEA 1o chimectBo He ce mpomeHsT. AUC u C,,x Ha maburatpan
HapacTBaT ChOTBETHO OKouo 1,6 mbTH U 1,5 mbTH. [lopaam ApATHS MOTYKUBOT HA
aMHUOJIapOH Bb3MOXHOCTTA 3a B3aUMOZEHCTBHE MOXKE J1a ChIIECTBYBA CEIMULIU
ClIe/l TPeKpaTsaBaHe Ha JICYEHUETO ¢ aMHOapoH (BX. Touku 4.2 u 4.4).

XWHHAIAH XuHuAMH € Oui npuiiarad karo no3a ot 200 mg Ha Bceku 2 yaca 10 KpaiiHa 103a
1 000 mg. TaburaTpan eTekcuiar ¢ OWJI IpuIarad 2 MbTH JHEBHO B IPOIbIDKEHUE
Ha 3 mocienoBaTeNTH! THU, Che wiu 0e3 xuHuauH Ha TpeTus AeH. AUC i 1 Caxss
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Ha gaburaTtpa ca ce ypenuuwin cpeaHo 1,53 mbetu u 1,56 mbTH, CbOTBETHO, CIIE]
CHITBTCTBAIIOTO MPHUIIOKEHHE C XUHUAMH (BXK. Touku 4.2 u 4.4).

Knapurpomuiun

Korato xnapurpomunus (500 mg 1Ba mbTH JHEBHO) CE NpUiIara 3ae¢aHo ¢
naburaTpaH eTeKCHIIaT P 3paBy JOOPOBOJIIIH, ce HAOII01aBa TIOBUINIABAaHE HA
AUC oxkoio 1,19 nptu 1 Ha C,n 0K0JIO 1,15 IBTH.

Tukarpenop

Koraro ennaudHa 103a 0T 75 mg naduraTpaH €TeKCHIAT ce Ipuiara
€ITHOBPEMEHHO ¢ HaToBapBamia f03a oT 180 mg tukarpesnop, AUC u C,,,, Ha
JaburatpaH ce moBuIaBar choTBeTHO 1,73 mbtr 1 1,95 meTu. Cien MHOTOKpaTHH
Jto3u Ha THKarpenop 90 mg, 1Ba MHTH JHEBHO, YBEIMYABAHETO HA EKCITO3UIIUATA HA
nmaburarpas e 1,56 mbtr 1 1,46 6TH, CHOTBETHO 32 Cp 1 AUC.

CeIrbTCTBAIIO MPHUIIOKEHNE HA HATOBapBalla 103a Tukarpenop 180 mg u
naburatpan erexcunat 110 mg (B cranmonapHo cbetosiHue) nosumasa AUC, i 1
Cinax.ss Ha aburatpan 1,49 ety 1 1,65 mbTH CHOTBETHO, B CPAaBHEHUE ¢ TabUTaTpaH
eTeKCHJIaT, MpuiIarad camocrosTenHo. Korato HatoBapBama g03a ot 180 mg
TUKarpesop ce nasa 2 yaca cief npueM Ha 110 mg gaburatpan erexcuiar (B
CTallMOHAPHO ChcTosHUE ), ToBUIIaBaHeTo Ha AUC, i u C,,x Ha gaOUraTpan
HamaJsBa choTBeTHO A0 1,27 bty 1 1,23 mbTH B cpaBHEHHE C TabUraTpan
€TEKCHJIaT, MPUJIaraH CaMOCTOATENHO. TakbB OTIIOKEH IPUEM CE MIPENOPHUBA ITPU
3aro4BaHe Ha THKarpejaop ¢ HaToBapBallla J03a.

ChIbTCTBANIOTO TIPIIIOKEeHHE Ha 90 mg THKArpenop ABa MbTH JHEBHO
(mopmwepikania no3a) u 110 mg nadburaTpaH eTeKCHIIAT IOBUIIIABA PETYIUPAHOTO
AUC, 11 Ciax ss Ha aburatpan 1,26 mptr 1 1,29 I5TH CHOTBETHO, CPABHEHO C
JlaburaTpaH eTeKCHIIAT, IPIJIaraH CaMOCTOSTEITHO.

ITo3akonason

Ilo3akonazon CbIIO I/IHXI/I6I/Ipa B HJKaKBa CTCIICH P—gp, HO TOBa HEC € IIPOYYCHO
KIIMHUYHO. E,Z[HOBpeMCHHOTO MNPUITIOKCHUEC Ha Pradaxa ¢ mo3akoHa30J1 Hajara
BHHUMATCIIHO NPOCIICAsIBAHE.

P-9p unoyxkmopu

Cvnvmcemesawaama ynompeba mpabea 0a ce uzdsaeeaq.

Harmp.
pUQaMITUIINH,
XKBJIT KaHTAPHOH,
(Hypericum
perforatum),
KapOaMazernH
unu GeHUTOUH

ChIIBTCTBANIOTO MPHUIIOKEHUE CE OYAKBA JIa JIOBEJIE 10 IIOHM)KaBaHEe Ha
KOHIICHTpAIUATa Ha Ta0UTaTpaH.

[Ipemeankanus ¢ u3ciieABaHus MHAYKTOP prudaMnuuuH B 103a 600 mg BeTHBK
JTHEBHO 3a 7 THY NOHM)XKaBa 0011aTa MMKOBA KOHLEHTPALUs Ha Jaburatpat 1
o0mara eKCHo3UIHs ChC CHOTBETHO 65,5 % u 67 %. Mnnynupamusr edexr e
MOHM)KEH, KOETO BOAM JI0 HUBO Ha €KCIIO3MLIMS Ha Jaduratpas, OJIM3KO 10
pedepenTHaTa CTOMHOCT A0 JIeH 7 ciel ciupaHe Ha JiedeHHeTo ¢ pudamnuiud. He
¢ HaOII0JaBaHo JIPyro MOBHUIIIEHNE Ha OMOHAIIMYHOCTTA CJIE/T AOITBIHUTEITHO
7-THEBHO NPHJIOKECHHUE.

Tpomeasznu unxubumopu, Kamo pUMoHaAeUp

Eonoepemennama ynompeba ne ce npenopvusa.

Hanp.
PUTOHABUD U
KOMOWHAIIMUTE
My C ApYyTH
MPOTea3HU
WHXUOUTOPH

Te moBnusiBat P-gp (kakTo KaTo MHXUOUTOP, TaKa M KaTo HHAYKTOP). Te He ca 6mnn
NPOYYBaHH, ITOPAJIN KOETO HE Ce MPEMOPhUBaT 3a ChII'BTCTRAIIO JeueHue ¢ Pradaxa.
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P-gp cyocmpam

I[I/IFOKCI/IH B Mpoy4BaHC, NPOBCACHO C 24 3ApaBu ):[O6pOBOJ'IL[I/I, npu €CAHOBPEMEHHOTO
IMPUIIOKCHUC Ha Pradaxa u JHUTOKCHUH HE Ca Ha6J'IIO,Z[aBaHI/I IMPpOMCHU B
CKCIIO3MIIMATAa HAa JUT'OKCHUH U HE Ca Ha6HIOJIaBaHI/I KIIMHUYHO 3HAaYMMHU IIPOMCHU B
CKCIIO3MIMATA Ha }_Ia6I/II‘ aTpaH.

AHTI/IKO&FVJ’I&HTI/I X1 JCKAapCTBCHHU IIPOAYKTH CPEILY TDOM6OI_II/ITHEI arperanus

JluncBa unm chIIECTBYBa CaMO OIPaHUYEH OIMUT ChC CIEAHNUTE JICYCHHS, KOUTO MOTaT Ja MMOBUINAT PUCKA OT
KbPBEHE, KOTaTo ce Mpuiiarat ChIIbTCTBAILO ¢ Pradaxa: aHTHKOarynanTu, Kato HepakIMOHUPaH XeTapruH
(UFH), auckomonexyinau xenapuan (LMWH) u xemapunoBu npou3Bouu (PpoHIaTapruHYKC, Je3UPYIUH),
TPOMOOIIUTHYHH JIEKAPCTBEHH MPOJTYKTH U aHTArOHUCTH Ha BUTaMuH K, puBapokcaban wim apyru
AHTUKOATYJIaHTH 3a TIEPOPATHO MPUIIOKEeHUE (BXK. TOUKa 4.3), WK JICKAPCTBEHH MPOIYKTH CPEIITY
TpombouuTHa arperanus, karo GPIIb/IIla penentopHu aHTarOHUCTH, TUKIONUIUH, IPacyTpell, THKarpeuop,
JEKCTpaH U cynpuHIpa3oH (BX. Touka 4.4).

Ot nannuTe, chOpanu no BpeMme Ha ¢asa Il npoyusane RE-LY (Bx. Touka 5.1), e HabmogaBaHo, ue
€IHOBpEMEHHAaTa yrnorpeda Ha Ipyry IepOpaIHy WK MapeHTePAIIHU aHTUKOATYJIAHTH IIOBUIIIABA YECTOTATa
HAa TOJISIMO KbPBEHE PUOIU3UTEIHO 2,5 MBTH, KAKTO NP Ta0UTaTpaH €TEKCUIIAT, Taka U IIPH BapapuH,
TJIABHO B CUTYaIllH, CBbP3aHU C TPEMHUHABAHE OT €IWHUSI AaHTUKOATYJIAaHT KbM JIpyTHs (BXK. Touka 4.3).
OcBeH TOBa, €AHOBpPEMEHHATa yrnoTpeda Ha aHTUTPOMOOTHYHH CcpeAcTBa, ASA MU KIOUAOTPEN
MPUOIU3UTETTHO YABOSBA YECTOTATA HA TOJISIMO KbPBEHE, KAKTO MPH aOUTAaTpaH eTeKCUIIaT, Taka U MpH
BapdapuH (BX. Touka 4.4).

UFH wmoxe na ce npuiara B 1031, HEOOXOAUMH 3a TIOJIbPKaHe Ha MPOXOJMMOCTTA Ha IICHTPaJIEH BEHO3EH
WU apTEePUANICH KaTeThp (BXK. Touka 4.3).
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Tabumna 7: B3aumogelcTBHA ¢ AHTMKOATYJIAHTH U JIEKAPCTBEHH MPOAYKTH Cpelly TPOMOOIMTHA
arperanus

HCIIBC

IIpunaranu 3a kpaTkocpouHa npenonepaTtusHa aHanresus, HCIIBCII e ce cBbp3BaT
C TIOBHUIIIEH PHUCK OT KbPBEHE, KOTaTo ca MPHJIAaraHu eTHOBPEMEHHO C Ja0uraTpan
erekcuiar. [Ipu npoxbinkurenta ynotpeda B nmpoyusaneto RE-LY HCIIBC
yBeIUYaBaT PHCKa OT KbpBeHE ¢ 0K0JI0 50 % KaKTo Mpu AadUraTpaH €TeKCHiaT, Taka
1 Tipy BapQapuH.

Knonunorpen

B npoyuBane Ha Mitaau 37jpaBu IOOPOBOJIIIN OT MBXKKH MOJ ChITBTCTBAIIOTO
MIPHUJIOKEHNE Ha Ta0UTaTPaH €TSKCUIIAT U KIIOHJIOTPEI He € JIOBEJO JI0
JIOITBTHATEITHO YIbJKaBaHe Ha BPEMETO Ha KaIMIIPHO KbPBEHE B CPABHEHUE C
moHotepanus ¢ kionugorpen. OcseH ToBa AUC, i U Cppy s, U U3MEPUTEIUTE HA
KoaryJamusiTa 3a eekra Ha JaduraTpaH, Wi HHXHOMpPaHETO Ha TPOMOOIIUTHATA
arperanus KaTo u3MepHuTel Ha e)eKkTa Ha KIIOMHIOTPEI, 110 ChIIECTBO OCTaBaT
HerOMeHeHI/I HpI/I CpaBHHBaHe Ha KOM6HHHpaHOTO JICHCHHUEC U CbOTBECTHATA
moHotepanus. I[Ipu Haroapsama 1o3a ot 300 mg nnu 600 mg knonunorpen, AUC,
1 Cpax5s HA TAOUTaTpaH ca nosuieHu ¢ okoso 30-40 % (Bxk. Touka 4.4).

AneTuiicaauimaoBa
kucennHa (ASA)

EnnoBpemenHoTo npuinoxxkenre Ha ASA u 150 mg naburatpan eTekcuiar ABa IbTH
JTHEBHO MOJKE J1a TIOBHIIIN PHICKa OT KbpBeHE OT 12 % 1o 18 % u 24 % chOTBETHO MpH
no3u 81 mg u 325 mg ASA (Bx. Touka 4.4).

HI/ICKOMOHCKyHHI/I
XCHapuHU

CeropreTBamiaTa ynorpeda Ha HUCKOMOJIEKYJIHU XEaphuHH, KaTo €HOKCaIllapuH U
JaburaTpaH eTeKCHIIaT, He € CrieUaiHo npoyyBana. Cies mpeMuHaBaHe OT 3-JHEBHO
nedenue ¢ eHokcamaput 40 mg s.c. BEIHBK AHEBHO, 24 yaca clie[] IocieIHaTa 103a
€HOKCAaapHH, eKCIIO3UIMATA Ha JaduraTpaH e Ouiia MajKko O—HUCKA, OTKOJIKOTO
Ta3u, HEMOCPEACTBEHO CIIe/l IPUIIOKEHUETO CaMo Ha 1aduraTpaH eTeKCcuiat
(enuunyna n03a ot 220 mg). Habnronaana e no-eucoka antu-FXa/Flla akruBHOCT
CJIe/l MPUJIOKEHUETO Ha TAOUTaTpaH eTEKCUIIAT ¢ IPEABAPUTEITHO JICUCHHE C
€HOKCaIaphH B CPaBHEHHUE C JICYCHUETO caMo ¢ jaburarpan erekcuwiat. Cuura ce, ue
TOBA C€ JIbJDKU Ha TIPOJIBIDKUTEITHOCTTA Ha e()eKTa Ha CHOKCANIApUH CJIe]| JICYEHHETO
(carry-over effect) u cienoBaTeNTHO He € KIMHUYHO 3Ha4nM. OCTaHAINTE Pe3yNTaTH
OT aHTUKOATYJIALIMOHHH U3CJIeIBaHHA, CBbP3aHU C Ja0uraTpaH He ca NIPOMEHEHH
3HaYMMO OT JICYCHUETO C EHOKCAIApHH.

JIpyru B3auMOAeCTBUSA

Tabumna 8: JIpyru BzaumopeiicTBus

Cenexmushu unxubumopu Ha 0opamuomo saxeawane na cepomonuna (SSRIs) unu cenexmusuu

UHXUOUMOpU HA 0OPAMHOMO 3axeawane Ha cepomonuna u hopenunedpuna (SNRIs)

SSRIs, SNRIs | SSRIs u SNRIs ca moBummiam pucka ot KbpBeHE BbB BCHUKH I'PYIIH Ha JICUEHHE B
npoyusaHeTo RE-LY.

Bewecmesa, koumo nosnussam cmomawnomo pH

[Mantonpazon | IIpu emHOBpeMeHHO npuiokeHue Ha Pradaxa u manTomnpason, ce Habmr01aBa
npubnuzutenHo 30 % namanenne Ha AUC na gaburarpan. [lanTonpason u qpyru
uHXUOUTOpH Ha npoToHHara momma (PPI) ca npunaranu eqnoBpemenHo ¢ Pradaxa B
KJIMHUYHY IPOYYBaHUS U ChIIBTCTBAILOTO JieueHue ¢ PPl He usrnexa na Hamansisa
eukacHoctTa Ha Pradaxa.

PanuTuaua [IpunosxkeHneTo Ha paHUTHIUH 3aeIHO ¢ Pradaxa He Oka3Ba KIIMHUYHO 3HAYHMU
e(eKTH BbPXY CTEIEeHTa Ha aOcopOIus Ha JaduraTpaH.

B3aHMOHCﬁCTBHﬂ, CBBpP3daHHU C META0OIUTHHUS HDOd)I/IJ'I Ha z[a61/1ranaH CTCKCHJIAT U }_Ia6I/II‘ aTpaH

Jlaburarpan eTekcuiar 1 JaburaTpad He ce METaOOIU3UpaT OT CUCTeEMaTa Ha muToXpoM P450 u He ca
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MoKa3aiu in vitro epekTu BbpXy 4oBeIKuTe LuToXpoM P450 ensumu. CnenoBaresto, ¢ qaburatpaH He ce
OUYaKBaT CHOTBETHHM JIEKAPCTBEHU B3aUMOJICHCTBHSI.

4.6 @DepTHaUTET, O)PEMEHHOCT U KbpPMeHe

KeHu ¢ geTepoAcH IOTCHIINAI

Kenwm ¢ ACTCPOJACH MOTCHIHAJI TpH6Ba Ja H305rBaT 6peMeHHOCT 10 BpEMC Ha JICUCHHUCTO C Pradaxa.

BpemenHocT

Hanune e orpannyeHo KONM4YeCTBO JaHHU OTHOCHO yrnoTpebaTa Ha Pradaxa npu OpeMeHHH >KeHH.
ExcriepuMeHTaIHUTE TPOYYBAHUSA TIPU KUBOTHH ITOKA3BaT PETPOTyKTHBHA TOKCHYHOCT (BXX. Touka 5.3).
[ToTeHUMaNHUAT PUCK IIPU XOPA HE € U3BECTEH.

Pradaxa He Tps0Ba 12 ce U3MOJ3Ba 10 BpeMe Ha OPEMEHHOCT, OCBCH B ClTydai Ha KaTeropuvHa
HEOOXOUMOCT.

Kspmene

Hsma knmuanyHM gaHHY 32 eeKkTa Ha JaduraTpad BEpXy KbpMaueTara 110 BpeMe Ha KbpMEHE.
Kvpmenero TpsiOBa 1a ObJie mpeycTaHOBEHO MO BpeMe Ha JieueHueto ¢ Pradaxa.

depTUnurer

Hsma nannum npu xopa.

[Tpu npoy4uBaHus BEPXY )KUBOTHU € HaOMI01aBaH epeKT BhPXY (epTHIIUTETA ITPH )KEHCKUTE 1oJ] popmaTa Ha
HaMaJsiBaHe Ha Opos Ha MMIUIAHTALlMUTE M MOBUIIABaHE HA MPEIUMIUIAHTALIHOHHUTE 3aryOu MpH 1032

70 mg/kg (5-KpaTHOTO HMBO Ha IIa3MEHa eKCIO3HULUS NpH nanueHT). He ca HaOmonaBanu Apyru epexTu
BBPXY (QepTHINTETa ITPpH )KeHCKuTe. HsiMa BimsiHre BbpXy (epTunurera npu Mexkkute. [Ipu 103u, Kouto ca
TOKCHYHHM 3a Maiikute (5- 10 10-KpaTHOTO HHBO HA IJIa3MEHA EKCIIO3UIMSA NP MALUEHTH ), IPH ILTHXOBE U
3aiy ce HaOJI0AaBa HaMallsIBaHE Ha TEJIECHOTO TETJI0 U eMOpHrodeTaIHaTa KU3HECIOCOOHOCT, 3a8AHO C
MOBHIIIABaHE HA ()eTAHUTE Bapuallii. B npeHaTaHu U MOCTHATAIHN POYYBaHUs € HaOJI0JaBaHO
MOBHIIIaBaHe Ha (eTaHaTa CMBPTHOCT TPH JIO3H, KOUTO ca TOKCHYHHU 32 MallKuTe (J103a, ChOTBETCTBAIA Ha
4 IBTH TO-BUCOKO HUBO HA IJIa3MEHA €KCIO3UIMS OT HaOII0JaBaHOTO MPH MALIMEHTH).

4.7 EdexTn BbpXy crnioco0HOCTTA 32 mo¢upaHe U padoTa ¢ MAIIUHA
Pradaxa He moBIMsABa MK MOBJIMSIBA IPEHEOPEKUMO CIIOCOOHOCTTA 3a IodHpaHe U padboTa ¢ MAIIMHH.
4.8 Hexenanu jekapcTBeHH peakuu

O06006111eH1Ee Ha poduiia Ha OE30IIaCHOCT

be3onacHocTTa Ha Pradaxa e orjeHeHa B €JHO OCHOBHO ITPOYYBaHe, U3CIIEIBAIIO TPEBESHIUATA HA HHCYIIT U
crcTeMEH eMOOJIM3bM IPH MALUEHTH C TPEACHPAHO MBXICHE, B IBE aKTUBHO KOHTPOJIMPAHU M3MIUTBAHNUS 32
neuenne npu DVT/PE u B eqHO akTUBHO KOHTpOJIMpaHo u3nuTBaHe 3a npeseHuus Ha DVT/PE. B te3u
yetnpu m3nuTBanus ¢aza Ill, 16 709 manmenTn ca 6unm ¢ excrio3unyst Ha Pradaxa (Bx. Tabmuia 9).
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Tabamna 9: Bpoii npoyYeHn NanMeHTH, MAKCHMAJIHA THEBHA 1032 B IpoyuBanus ¢a3sa 111

Iloka3anus Bpoii nauuenTH, MaxkcumanHa
JexkyBaHu ¢ Pradaxa | nHeBHa 103a

[IpeBenuns Ha uacynt u | 6 059 300 mg

CHCTEMEH eMOOIH3bM 5983 220 mg

[IpY NALUEHTH C
HPEACHPAHO MBXKACHE

Jleuenne na DVT/PE 2553 300 mg
(RE-COVER, RE-
COVER 1)

[pesennus va DVT/PE | 2 114 300 mg
(RE-MEDY, RE-
SONATE)

006110 22% OT MaIMEeHTHTE C MPEICHPIHO MBK/ICHE, JICKYBaHHU 3a TIPEBEHIUSA HA MHCYJIT U CHCTEMEH
eMO0IH3bM (IBIATOCPOYHO JeueHue 10 3 ronuuu), 14 % ot manuenTure, iekyBanu 3a DVT/PE, u 15% ot
nanueHTure, npopunaktupanu 3a DVT/PE, ca nony4uiy HexxenaHu peakiyu.

Haii-yecto cpo011aBanuTe CbOMTHS Cca Cilydyan Ha KbpPBEHE, Bb3HUKHAIU IIpH 16,6 % OT manueHTuTe ¢
MPENICHPIHO MBXKICHE, JIEKYBaHU IBITOCPOYHO 33 MPEBEHIINS HA WHCYJT U CUCTEMEH eMoomn3bM, U 14,4%
OT manuenTuTe, JiekyBanu 3a DVT/PE. OcBeH ToBa, € IMaJo ciiy4au Ha KbpBeHe npu 19,4% oT narnueHTure
B n3nuTBaHeTo 3a npeseHius Ha DVT/PE, RE-MEDY, u 10,5% oT nanueHTHTe B M3NUTBAHETO 32
npesenus Ha DVT/PE, RE-SONATE.

TBif KaTo MoOMyaMKUTE OT NAIMEHTH, JIEKyBaHH 3a TPUTE TIOKAa3aHMsI, HE ca CPABHUMH U CITyJanTe Ha
XeMOparu4Hu crouTHs 3acarat Hiakoiako Cucremo-Oprannu Knaca (SOC), 0600mieHo onrcanue Ha Haii-
CEpUO3HUTE U Ha BCUYKH CITy4ad Ha KbPBEHE € KJIacCH(UIIMPAHO CIIOPE]] IIOKA3aHUETO U € IOCOUYCHO B
Tabmumy 11-14 mo-gomy.

B’LHpeKI/I YC € HUCKaA I10 YCCTOTAa IIPpU KIMHUYHU IIPOYUBAHHUA, MOKEC Ja HACTHIIU IroJisiMa UJIN TCIKKa
XeMoparus, KoATO HE3aBUCUMO OT MACTOTO Ha Bb3HUKBAHE MOXKE Aa JOBEAC 10 HHBAJIMIU3UPAHE,

JKMBOTO3acTpaliaBaio CbCTOAHUC UIIU JOPU JICTAJICH U3XOM.

CImceK Ha HEKEIAHUTE PeaKIny 1o hopMara Ha Tabauna

Tabnuua 10 noka3Ba HeXKeJIAHUTE PEaKHK, YCTAHOBEHHU OT IIPOYUYBAHETO 32 MPEBEHLUS Ha
TPOMOOEMOOIMYCH UHCYIIT H CUCTEMEH eMOOM3bM TIPH MAIUESHTH C TIPEICHPAHO MBX/ICHE, IPOYYBAHUSATA
3a ieuenue Ha DVT/PE u npesennus Ha DVT/PE, rpynupanu no cucremo-opranau kinacose (SOC) u o
YecTOoTa ¢ U3MO0JI3BaHE Ha CIEJHUTE KaTeropuu: MHoro yectd (>1/10), uectu (>1/100 no <1/10), HeuecTn
(>1/1 000 mo <1/100), penku (>1/10 000 mo <1/1 000), mHoTO peaku (<1/10 000); c Heu3BecTHA YecToTa (OT
HAJIMYHUTE JAaHHHU HE MOXe Jia O'bjie HalpaBeHa MpeleHKa 3a YeCToTaTa).
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Tabamna 10: HexkesraHu peaknuu

YectoTa
SOC / Ilpeanoynran TepMUH IIpeBeHnys Ha UHCYIIT U Jleuenue va DVT/PE u
cucTeMeH eMOOT3bM IpU npeseHus Ha DVT/PE
MAUEHTH C IPEACHPAHO
MBXKICHE
Hapymienus Ha kpbBTa M IMQHATA cCcTEMa
Anemust Yectu Heuectu
[ToHmxeHnue Ha XeMOTa00HuHa Heuectn C Heu3sBecTHa yecToTa
TpomboruToneHus Heuectn Penxu
[ToHmxeHue Ha XeMaTOKPUTA Penku C Hem3BecTHa YeCTOTa
Hapymenns Ha IMyHHaTa CUCTEMa
JlexapcTBeHa Heuectn Heuectn
CBPBXUYBCTBUTEIHOCT
O6puB Heuectn Heuectn
[Ipypuryc Heuectu Heuectu
AHadunakTHYHA peaknus Penxu Penxu
AHrunoenem Penkn Penxn
Yprukapus Penxu Penxu
Bponxocnazem C Hem3BecTHa YeCTOTa C Hem3BecTHa YeCTOTa
Hapyuienust Ha HepBHAaTa cucTeMa
Brrpeuepenna xemoparus | Heuectn Penku
Cp10BH HapyIIeHUs
XemaTom Heuectu HeuecTtu
Xemoparust Heuectu Heuectu
PecnupatopHu, rpbAHU U METMACTUHAIHYU HAPYIICHUS
Enucrakcuc Yectu Yectu
XemodrHza Heuectn Heuectn
CroMalrHo-4YpeBHU HAPYIICHHUS
CromamHo-4peBHa XEMOparus Yectu Yectu
AOnomMuHaiIHa OOJIKA Yectu Heuectn
Huapus Yectu Heuectu
Jucnerncus Yectn Yectn
lanene UecTtn Heuectu
PekTanna xemoparus Heuectu Yectu
XemopoujajaHa XeMoparus Heuectu Heuectn
CromanrHo-4peBHa s13Ba, Heuectu Heuectu
BKJIIOUUTENTHO e30(areanHa
sI3Ba
l'acTpoe3odarut Heuectun Heuectn
lacrpoesodareanta pedaykcHa Heuectn Heuectn
Oonect
[ToBprpIiIane Heuectn Heuectn
Jucharus Heuectn Penxu
XemnaToOMIMapHU HAPYIIEHUS
Hapymena yeproapobna Heuectn Heuectn
¢ynkuuns/ OTKIOHEHUS BbB
(YHKLINOHATHUTE
YEPHOAPOOHH TIOKa3aTEIHN
IToBuiieHue Ha anaHuH Heuectu Heuectu
amuHOTpaHchepasaTa
[loBumenue  Ha  acmaprar Heuectu Heuectu
aMuHOTpaHc(hepas3aTa
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IToBummenu YePHOAPOOHU Penxu Heuectu

SH3UMHU

XunepOunupyOnHeMHust Penku C Hem3BecTHa YeCTOTa
Hapymienns Ha KokaTa M MOJIKOXKHATA ThKaH

Ko>xHU KpBBOU3IMBH | Yectu Yectu
Hapymenus Ha MyCKyJHO-CKEJIETHaTa CUCTEMa U ChEIUHMTEIIHATa
ThKaH

XemapTposa | Penxu Heuectn
Hapymenns Ha 0p0penuTe 1 MUKOYHHUTE MBTHIIA

YporeHuTanaHa Xxemoparus, Yecrtu Yecrtu

BKJIFOUUTCIIHO XEMATYpPUs

O6H.[I/I HapylmcHus 1 e(l)eKTI/I Ha MSACTOTO Ha NPHUIIOKCHUC

Xemoparusi Ha MICTOTO Ha Penxu Penxu
UHXEKTUpaHe
Xemoparusi Ha MSICTOTO Ha Penxnu Penxu

IMMOCTAaBsAHC Ha KaTCThpa
HapaHHBaHI/IH, OTpaBsAHHA U YCJIOKHCHUA, Bb3HUKHAJIIM B PE3yJITaT Ha

UHTEPBEHLUU
TpaBMaTuyHa XeMoparus Penku Heuectu
Xemoparus Ha MSICTOTO Ha Penxnu Penxu
paspesa

Onucanue Ha I/I36DaHI/I HOXCIaHHU JICKAPCTBECHHU PCAKITMHN

Peaxyuu na kvpeene

[opanau papmakomornyHus MEXaHU3bM Ha JIelCTBHE, yrioTpeOara Ha Pradaxa moxe na Obie cBbp3anHa ¢
MOBUIIEH PUCK OT OKYJITHO WJIU SIBHO KbPBEHE OT BCAKA ThKaH Wi oprat. [Ipu3Hanure, CHMIOITOMUTE U
TeXecTTa (BKIFOYUTEIHO U JIETAJICH U3X0]T) BApUPAT CIIOPE MSCTOTO U CTEIIEHTA WM 00XBaTa Ha KbPBEHETO
W/WiM aHeMusiTa. B KITMHUYHUTE TPOYYBaHUSA MYKO3HOTO KbPBEHE (HAlp. CTOMAIIHO-YPEBHO,
TCHUTOYPHUHAPHO) € Ha0JII0IaBaHO MO-YE€CTO MPH IBJITOCPOUHO JieueHue ¢ Pradaxa, B cpaBHEHHE C JICUCHHE C
ButamuH K anraronuct (VKA). Taka, B JOITbIHEHHE KBM HOIXOIAIIO KIMHUIHO HAOIIOACHIE,
1abOpaTOPHUTE U3CIIEABAHHS HA XEMOTIIO0MH/XEMATOKPUT ca IIEHHH 32 OTKPHUBaHE Ha OKYJITHO KbPBEHE.
PucCKkbBT OT KbpBEHE MOKE Ja CE MOBULIYU MPU ONPEEICHHU IPYNH NAUKUEHTH, HAMp. T€3U, KOUTO UMAT
yMepeHo 0bOpedHO0 YBpEkKIaHe /WK ca Ha ChITHTCTBAIIO JISYSHHUE, 3acsrallo XeMocTa3ara Wi CHIIHA P-gp
WHXHOUTOPH (BXK. Touka 4.4 XemoparndeH pruck). XeMOparnaHUTE YCIOKHEHUS MOXKE J1a Ce MPOSBST KaTo
cimaboct, 0J1eIHOCT, 3aMasiHOCT, IJIaBO00IME WIIH HEOOSCHUMO OyBaHe, IUCITHES ¥ HEOOSCHUM IIIOK.

CpoOmaBa ce 3a MO3HATH YCIIOKHEHHUS C KbPBEHE, KaTO KOMIIAPTMEHT CHHIPOM U OcTpa ObOpedHa
HEJIOCTaThYHOCT Mopaay Xxunonepdysus BbB Bpb3ka ¢ Pradaxa. CnenoBaTenHo, TpsiOBa 1ja ce 0TYNTA
BEPOSITHOCTTA 3a XEMOpAarus MpH OlIEHKaTa Ha ChCTOSHUETO Ha BCEKM aHTHUKOATYJIMpPaH MauuenT. Mma
HAJIMYHO creurn(UIHO HEYTPAIU3UPALI0 CPEACTBO 3a JadurarpaH, Haapyuu3ymao, B ciiydaid Ha
HEKOHTPOJIMPYEMO KbpBeHe (BXK. Touka 4.9).

Ilpesenyus na uncynim u cucmemer emMOOIU3bM NPU 8L3PACMHU NAYUEHMU C HEKTIANHO NPe0CHPOHO
MvIUCcOeHe, npu KOUMo uma eOuH uiu nogeve puckosu gaxmopu (SPAF)

Ta6m/1ua 11 noka3Ba XECMOPAruaHuTe C’L6I/ITI/I$I, PpasnpeaciiCHU KaTo IOJICMHU U BCAKAKBU XEMOpAruu B

OCHOBHOTO IIPOYYBaHEC, U3CJICABAIIO IPCBCHIUATA HA TpOM60eM6OJ'II/I‘-ICH HUHCYJT U CUCTCMCH eMOOIU3BEM
IIpU MayuEeHTHU C NPEACHPAHO MBXKICHE.
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Tabumna 11: Xemoparuynu cb0UTHS B MPOYYBaHe, M3CJIEABALLO IPEeBEHIMATA HA TPOMOOeMOoTHYeH
HHCYJIT M CHCTeMeH eMOO0IN3bM NPH MAIUEHTH ¢ MPeAChPAHO MbK/AeHe

Pradaxa Pradaxa Bapdapun
110 mg aBa nbTH 150 mg aBa bTH
JTHEBHO JTHEBHO
PanmoMusnpany narmeHTH 6015 6076 6022
lomsima xemoparust 347 (2,92%) 409 (3,40%) 426 (3,61%)
WnTpakpannanna 27 (0,23%) 39 (0,32%) 91 (0,77%)
XeMoparus

I' xemoparus

134 (1,13%)

192 (1,60%)

128 (1,09%)

@PaTanHa XeMoparus

26 (0,22%)

30 (0,25%)

42 (0,36%)

Marnka xemoparust

1,566 (13,16%)

1,787 (14,85%)

1,931 (16,37%)

Besikakpa XeMoparusa

1,759 (14,78%)

1,997 (16,60%)

2,169 (18,39%)

B pangomusupano npoyuBaHe, IpHu nanueHTure, npuemanu Pradaxa 110 mg nea metr AHeBHO Mim 150 mg
JIBa ITHTU THEBHO € CHIIECTBYBAJ MO-HUCHK PHUCK OT KUBOTO3ACTpallaBalla XeMoparus 1 HHTpakapHuaIHa
XeMoparus, B CpaBHEHHE C Te3H, puemanu Bapdaput [p<0,05]. U nBere konuenTpanuu Ha Pradaxa ca
UMl CTaTUCTHYECKH 3HAYMMO MO-HUCKa 00Ila YecToTa Ha KbpBeHe. [Ipu nauueHTuTe, npuemManu
parnommsupano 110 mg aBa meTH qHEBHO Pradaxa chIecTByBa 3HAUUTEITHO MO-HUCHK PUCK OT TOJIEMHU
XeMoparuu B cpaBHeHue ¢ Bapdapus (puckoBo crotHolienue 0,81 [p=0,0027]). [1pu narueHTUTe NpUeMaiu
pannoMusupano Pradaxa 150 mg 1Ba mbTH JHEBHO € CHIIECTBYBAI 3HAYUTEIHO HO-TOJSIM pHck oT ['U
KbpBEHE B cpaBHEHUeE ¢ BapdapuH (puckoBo crotHomienue 1,48 [p=0,0005]. To3u edekt e Habmr01aBaH
IJ1aBHO MIPU MAlUEHTH > 75 TOJIUHM.
Knuanvnata mon3a ot qaburatpaH 1o OTHOLICHHE HA IPEBEHINS Ha UHCYJIT U CUCTEMEH eMOOJTM3bM U
MOHM)XEH PUCK OT MHTpaKpaHUallHa XeMOoparusi B CpaBHEHHE ¢ BapQapHH ce 3ara3Ba Ipu HHANBUAYAITHUTE
cyOrpymnu, Hanp. 0bOpeUHO yBpEKIaHe, Bb3pacT, €AHOBPEMEHHA yHoTpeOa Ha JeKapCTBEHHU MPOIYKTH KaTo
HAarp. aHTH-TPOMOOTHIN WK P-gp maxubutopu. JlokaTo HSIKOW CyOrpyIny OT MalUeHTH ca 3aCTPalIeH! OT
MOBHILIEH PUCK OT TOJIsIMa XEMOparus, KoraTo ca JEKyBaHH ¢ aHTUKOATyJIaHT, TIOBUIIEHUAT PUCK OT KbPBEHE
NpY JTaburatpan eTekcuiar e cBbp3an ¢ [’ xemoparusi, 00OMKHOBEHO Ha0JII0JaBaHa 1pe3 MbpBUTE 3-6
Mecela cieJl 3arouBaHe Ha JedeHueTo ¢ Pradaxa.

Jleuenue na ovnooka éenosna mpombosa (DVT) u benoopoben emborusvm (PE) u npogunaxmuxa na
peyuousupawu DVT u PE npu evzpacmuu (DVT/PE)

B tabnuia 12 ca nocoueHu JaHHHU 3a XeMOpParndHu ChOUTHUS OT 000OIIEHUTE OCHOBHHU Ipoy4BaHus RE-
COVER u RE-COVER I, B KOUTO ce U3NMUTBA JICYCHUETO Ha JIBJIOOKA BeHo3Ha Tpombo3a (DVT) u
oenopoben em6oau3bpM (PE). B cOopauTe nipoy4yBaHusl, MbPBUYHUTE KpaiiHU TOUKH 32 O€30M1aCHOCT 110
OTHOIIIEHUE HA 3HAYUTEITHO KbPBEHE, 3HAUUTEITHO MIIM KIMHUYHO 3HAYMMO KbPBEHE M BCIKAKBO KbPBEHE Ca

3HAYMUTEIIHO NO-MAJIKO B CpaBHEHHUE ¢ Bap(apHuH NpH HOMHUHAIHO asda HUBO OT 5 %.
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Tabmna 12: Xemoparuynu cs0utns B npoyusanusita RE-COVER u RE-COVER 11, B kouto ce
H3NHMTBA JeYeHUeTo Ha IbJI00Ka BeHo3HA TpoMOo3a (DVT) u Genogpoden em001u3bM

(PE)
Pradaxa Bapdapun Koeduuunent Ha
150 mg nBa mbTH PHCK CIIPSIMO
JTHEBHO Bapdapux
(95% CI)
ITannenTy, BKIIFOYSHHU B aHAJTH3a 2 456 2462
Ha 0€301acHOCTTa
3HAUYUTETHU XeMOparuuHu 24 (1,0 %) 40 (1,6 %) 0,60 (0,36, 0,99)
CHOUTHUS
MHTpakpaHnaiHo KbpBEHE 2 (0,1 %) 4 (0,2 %) 0,50 (0,09, 2,74)
3uauntenno 'V kepBeHe 10 (0,4 %) 12 (0,5 %) 0,83 (0,36, 1,93)
JKuoTto-3acTpariasamio 4 (0,2 %) 6 (0,2 %) 0,66 (0,19, 2,36)
KbpPBEHE
Crydan Ha 3HAYUTEITHO 109 (4,4 %) 189 (7,7 %) 0,56 (0,45, 0,71)
KbpBeHe/ KIIMHUYHO 3HAYUMO
KbpBEHE
BcsikakBo KbpBeHE 354 (14,4 %) 503 (20,4 %) 0,67 (0,59, 0,77)
Bcesikakso I'U kbpBeHe 70 (2,9 %) 55 (2,2 %) 1,27 (0,90, 1,82)

XeMoparnuyHuTe CHOUTHS MIPH JBETE JICUCHHsI Ca OTYUTAHU OT IIbpBUs npreM Ha Pradaxa wnm Bapdapun
cllesl IpeKpaTsBaHe Ha MapeHTepaiHaTa Tepanus (IIeprojl caMo Ha MepopaHo JeueHne). ToBa BKiIoYBa
BCHMYKH XEMOparuiHu chOUTHsI, Bb3HUKHAJIM 110 BpeMe Ha TepanusiTa ¢ Pradaxa. Bkirouenu ca Bcuuku
XEMOparu4Hu ChOUTHS, BE3HUKHAIH 110 BpeMe Ha Tepanusara ¢ BapdapuH, OCBEH OHE3H, KOUTO ca
BB3HUKHAIH 10 BpeMe Ha NIepUo/ia, B KOWTO Ce 3aCThIIBAT JICUSHUETO C Bap(aprH U napeHTeparHara

Tepanus.

B tabnuma 13 ca mocodeHu qJaHHY 3a XeMOpParndHu ChOUTHS B OCHOBHOTO TipoyuBane RE-MEDY, B xoeto

Ce M3MHUTBA MPO(UITAKTHKATA HA IBIOOKa BeHO3HA TpoMmbo3a (DVT) u 6enonpoden emoou3bm (PE). Hakou
xemoparnunu csoutusi (MBEs/CRBES; BcsikakBo KbpBeHE) ca 3HAYUTEIIHO MO-MAJIKO TPYU HOMHHAIHO ajida

HHUBO OT 5% npu narueHT, npuemMaiu Pradaxa B cpaBHEHUE ¢ Te3u, MpUeMaiu BapdapuH.

87




Taéimna 13: Xemoparuynu cs0utns B npoyusane RE-MEDY, B koeTo ce H3nuTBa NPOQHIAKTHKATA
Ha IbJ00Ka BeHo3Ha TPoMOo3a (DVT) u Gesoapoden emooauzsm (PE)

KbpBeHe/ KIIMHAYHO
3HaYMMO KbPBEHE

Pradaxa Bapdapun Koe¢wumment Ha pucka
150 mg aBa mbTH THEBHO crpsimo Bapdapux
(95% CI)
JlexyBaHM NManMeHTH 1430 1426
3HaUUTETTHU 13 (0,9 %) 25 (1,8 %) 0,54 (0,25, 1,16)
XEMOPAaruIHu CHOUTHS
WHTpakpanuaizo 2 (0,1 %) 4 (0,3 %) He moxe na 6b11e
KbpBEHE n34yucien™®
3nauurenno ' 4 (0,3%) 8 (0,5%) He moxe na 6b1e
KbpBEHE uzqncien™®
’Kusoro- 1(0,1 %) 3 (0,2 %)) He Moxe nma 6b11e
3acTpaniaBario u34yuciieH*
KbpBEHE
Cry4au Ha 3HAUYUTEITHO 80 (5,6 %) 145 (10,2 %) 0,55(0,41,0,72)

BceskakBo kbpBeHe

278 (19,4 %)

373 (26,2 %)

0,71 (0,61, 0,83)

Bcakaxso '
KBpPBCHE

45 (3,1%)

32(2,2%)

1,39 (0,87, 2,20)

*KP He Moke 1a ObJIe M3UMCIICH IIOPaIY JINIICAaTa Ha ChOUTHE B KOSATO U JIa € KOXOpTa/JIeYeHHe

B Tabauua 14 ca mocodyeHM AaHHM 32 XeMOparudHu cbOMTHs B muioTHOTO mpoyuBaHe RE-SONATE, B
KOETO Ce M3MUTBa MpoMIaKTHKaTa Ha ThI00Ka BeHo3Ha TpoMbo3a (DVT) u G6enonpoden embommzeMm (PE).
Crenenta Ha komOunupane Ha MBEs/CRBESs 1 BcsikakBo KbpBEHE € 3HAUUTENTHO MO-MaJIka IPU HOMHHAIHO
anda HuBO OT 5% NpH NalMeHTH, MPUEMaIH 1iae0o0, B CpaBHEHHUE ¢ Te3u, npuemMain Pradaxa.

Taéaunua 14: Xemoparuunu cr0utus B npoyusaie RE-SONATE, B koeTo ce n3nursa
npopUIaKTUKATA HA IbJA00KA BeHOo3HAa TpomOo3a (DVT) u Oenoapoden em60m3bM (PE)

Pradaxa [Tnane6o KoeduiueHt Ha pucka
150 mg nBa mbTH THEBHO cpaMo manedo
(95% CI)

JlexyBaHM ManeHTn 684 659

3HAUUTETTHU 2 (0,3 %) 0 He moxe na 6b1e

XEMOparuyHyu ChbOUTHUS M3YHUCIIEH *
WnTpakpannanto 0 0 He moxe na 6p1e
KbpBEHE W3YHCIIeH *
3nauntenno I' 2 (0,3%) 0 He moxe na Ob1e
KbpPBEHE M3YUCIICH *
JKusoro- 0 0 He moxe na 6p1e
3acTpaniaBario H3YHUCIIECH *
KbpBEHE

Crnyuyaun Ha 3HAYUTEITHO 36 (5,3 %) 13 (2,0 %) 2.69 (1.43,5.07)

KbpBEeHE/ KIMHUYHO

3HAYUMO KbPBEHE

BcesikakBo KbpBEHE 72 (10,5 %) 40 (6,1 %) 1,77 (1,20, 2,61)
Beskakso ' 5(0,7%) 2 (0,3%) 2,38 (0,46, 12,27)

KbpBEHE

*KP He Moxe Ja 6’L,Z[e HU3YMCJICH IOpaJiy JiuIicaTta Ha cnLOuTHE IIpU KOCTO U Aa € OT JICUCHUATA
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I[emnarpruna nonyiaamusg (DVT/PE)

B xknuuauunOoTO nipoyuBane 1160.88 061110 9 narpieHTH B roHOIIECKa Bb3pacT (0T 12 10 nmoj 18 roauuu) ¢
nuarHoctuiupana mepBuuHa VTE, ca mpuemanyu mbpBOHAYATHO MEpOpaiHa 03a OT JaburaTpaH eTeKCHIaT
ot 1,71 (£10%) mg/kg TenecHo terio. Criopes pe3yaTaTUTe 3a KOHIICHTPAIIMUTE Ha qadurarpaH,
OIIpeJeNICHH OT TeCTa ¢ KAIMOPUpaHO TPOMOMHOBO BpeMe Upe3 pa3peskaaHe U KIMHUYHUTE OLIEHKH, 7103aTa €
KOpHTHUpaHa JIo puIleNiHaTa 1o3a oT 2,14 (£10%) mg/kg TrenecHo Terno ot gaburarpan erekcunar. [lo
BpeMe Ha jiedeHneTo 2 (22,1%) manueHTy ca uMainy CBbP3aHH JIEKH HEeKeJIaHU peakluu (ractpoe3odareaieH
peduykc/ kopemHa Oosnka, guckomdopt B kopema) u 1 (11,1%) manueHT e uman HecBbp3aHa CEpUO3HA
HexxenaHa peaxius (peruauBupan VTE Ha kpaka) B meproa cies JedeHHeTo MoBede OT 3 THU CIIe
CTIHMpaHe TpueMa Ha JaduraTpaH eTeKCHIaT.

Chob1iaBaHe Ha MOJ03UPAHN HEWKEIAHU PEAKIUH

ChoO1aBaHeTo Ha MOIO3MPAHN HEXKETIAaHW PEAKIIUH Clie]] pa3peliaBaHe 3a ynorpeba Ha JIeKapCTBEHUS
MPOAYKT € BaxkHO. ToBa MO3BOJISIBA Ja IPOIBIIKK HAOTIOICHUETO HA ChOTHOIIIEHUETO MOJI3a/PUCK 3a
JICKapCTBEHUS MPOAYKT. OT MEIUIIMHCKUTE CIICIIUATUCTH CE€ U3UCKBA J]a ChOOIIABAT BCSKA MMOI03UPaHa
HEXKelaHa peakiys Ype3 Hal[oHalTHa CUCTeMa 3a ChoOIaBaHe, mocoueHa B [Ipmioxkenue V.

4.9 IIpeno3upane
21031/1 Pradaxa, HaJABUIIABAIlH IMPEIIOPBUYBAHUTE AJO3U, U3JIaraT Naqu€HTa Ha IIOBUIICH PUCK OT XEMOparus.

[Ipu cbmHEHME 3a IpeIo3upaHe, MPOBEKAAHETO HA KOATYIAIIMOHEH TECT MOXKE /1a IOMOTHE 3a ONpeesiHe
Ha pUCKa OT KbpBeHe (Bxk. Touka 4.4 u 5.1). Kanudpupan xonuuecrsed dTT tect wiu maorokparau dTT
M3MEpPBaHUS TO3BOJIABAT MPEABHKIAHE Ha BpEMETO, KOTaTo Iie ObJaT JOCTUTHATH OTPE/ICIICHN HIBA HA
naburarpas (BXkK. Todka 5.1), ChIIO B ciIy4ail ca mpeanprueTH TOMMBIHUTEITHA MEPKH - HATIP. TUAIN3A.

[IpexomepHaTa aHTHKOATyJIaUA MOKE /1a M3UCKBA ITPEYCTAaHOBsABaHE Ha jedeHueTo ¢ Pradaxa. Twit kato
naduraTpaH ce eKCKpeTHpa MpeauMHo upe3 ObOpennTe, TpsAOBa Aa ce moJabpKa JocTaTbuHa auypesa. Tri
KaTo CBBP3BAHETO C POTEHMHM € HUCKA CTENEH, 1aburarpal Moxke Aa Objie AUaNnu3upaH; IMa OrpaHHYeH
KJIMHUYEH OIUT, IEMOHCTPHPAII] TI0I3aTa OT TO3W MOAX0/ B KIIMHIUYHHU POYYIBaHUS (BXK. TOUKa 5.2).

OBJ'Ia}_IFIBaHC Ha YCJIOXKHECHUA OT KPbBOW3JIUB

B ciydait Ha XeMOparuuH1 yCIIOXKHEHHs JieueHneTo ¢ Pradaxa tps6Ba na Ob1e mpeycTaHOBEHO, a
W3TOYHHUKBT Ha KbpBEHE — MpoydeH. [1o npeneHka Ha eKkyBamys JeKap U B 3aBUCUMOCT OT KIIMHAYHATa
cUTyauusi, TpA0Ba J1a ce npeanprueMe MoaX0AAII0 MOATbPIKAIIO JICYCHHE, KATO XUPYPruiHa XeMOCTa3a WU
3aMeCTBaHE Ha KphBEH 00eM.

B ciyuan, korato e HeoOX0AMMO OBbP30 HEYTpaIU3UpaHe Ha aHTUKOAryJaHTHHS epekT Ha Pradaxa, moxe na
ce U3I0JI3Ba crieqUPUIHOTO HeyTpanu3upaio cpeactso (Praxbind, naapyuusymab), KOeTo aHTaroHU3Upa
dapmakomuramMuanus edekt Ha Pradaxa (Bxk. Touka 4.4).

Moxe 1a ce uMa MpeIBUA NPUIIaraHeTo Ha KOHLIEHTPATH Ha KOaryJauuoHHU (akTopH (aKTUBUPAHU MU
HEaKTHBHMPaHW) WK pekomMOuHaHTeH (akrop VIla. IMa HIKOM eKCIIepUMEHTAIHH J10Ka3aTeIcTBa B
MOJIKpena Ha poJIsiTa Ha TE€3H JEKapCTBEHHU MPOIYKTH B OOpPBIIaHE Ha aHTHKOATYJIaHTHUS eeKT Ha
naburarpaH, HO JaHHHUTE 3a TI0J13aTa UM B KIIMHUYHU YCJIOBHS, KAaKTO U 332 BH3MOXKHUS PUCKA OT pHOAyH
TpOoMOOEMOOIM3bM ca MHOTO orpaHdyeHd. KoarynaioHHHUTE TECTOBE MOTAT Jia CTAHAT HEHAJISKITHH CJIe]T
npuiaraHe Ha NpeayioXeHUTe KOHIIEHTPATH Ha KoaryJaluoHHU GakTopu. TpaoBa na ce BHUMaBa IpH
TBJIKYBaHETO Ha Te3U TecToBe. TpsOBa Ja ce 0OMuUCIN pUIaraHeTo Ha TPOMOOLMTHA Maca B CIIy4yaure,
KOTaTO MMa TPOMOOIIMTOIICHHUS MM ca OMIIM M3II0JI3BaHU JIBJTOACHCTBAIN aHTUTPOMOOTHYHH JIEKAPCTBEHU
npoaykTH. Ls710To cCUMITTOMATHYHO JIeueHue TPpIOBa Jia ce IpHiiara 1o MpereHKa Ha JIEKaps.

B 3aBHCHMOCT OT MECTHHTE BB3MOXHOCTH, TpSI6Ba Ja ce oOMHMCIIH KOHCYJITalus CbC CIICHUAIINCT B cnyqaﬁ
Ha rojiiMO KbpPBCHE.
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5. ®PAMAKOJIMTUYHHA CBOMCTBA
5.1 ®apmakoAMHAMHMYHM CBOCTBA

dapmakoTepaneBTHYHA IPyIa: aHTUTPOMOOTHYHHU CPEJICTBA, JUPEKTHU TPOoMOUHOBH nHXUOUTOpH, ATC
xox: BO1AEQ7

Mexanus3bsM Ha JEUCTBUE

JlaburaTpan eTeKcuiaT € HUCKOMOJIEKYJIHO MPeIeKapcTBO, KOETO HE MOKa3Ba (papMaKOIOTHYHA aKTHBHOCT.
Cren nmepopaiHo NMpUJIokKeHUe JaburatpaH eTeKcuiiaT ce abcopOoupa Obp30 U ce IpeBpbhlla B 1adburarpan
Yype3 KaTadu3upaHa oT ecTepasa XuAPOoJr3a B IulazMaTa u B yepHus Apo0. [laburaTpaH e MollieH,
KOHKYPEHTEH, 00paThM, TUPEKTEeH TPOMONHOB MHXHOUTODP U € OCHOBHOTO BEIIECTBO C AKTUBHO JICHCTBHE B
1a3mara.

Tbii KaTO TPOMOHHBT (CEPUHOBA MTPOTEa3a) MO3BOJISBA MTPEBPHIIAHETO Ha GUOPHHOTEHA BHB PHOPHH B X071
Ha KoaryJialliOHHAaTa KacKaja, MHXMOUpaHEeTO My MpeJoTBpaTsIBa 00pa3yBaHETO Ha cheupek. laduraTpan
WHXUOMpa CBOOOJHMS TPOMOMH, PUOPHUH-CBBP3aHUs TPOMOUH U TPOMOMH-MHIYIUpaHaTa TPOMOOIITHA
arperauusi.

q)aDMaKOZII/IHaMI/IT-IHI/I ed)eKTI/I

In vivo n ex vivo poy4YBaHHS NP KUBOTHU JEMOHCTPUPAT AHTUTPOMOO3HA e(PUKACHOCT U aHTUKOATryJIaHTHA
aKTHBHOCT Ha JaOuraTpaH cjie] HHTPAaBEHO3HO MPUIOKEHUE U Ha Ja0UraTpaH €TeKCUIaT cliell HepopaiHoO
NPUIOKEHHUE MTPU PA3TMYHH KUBOTHHCKM €KCIIEPUMEHTAIHN MOJIEH Ha TpoMOo03a.

ColiiecTBYyBa OTYET/IMBA KOPEIAIKsI MKy TUIa3MEeHATa KOHIIEHTPAIlKsA Ha qaduratpaH U CTEIICHTa Ha
AHTHKOAryJJaHTHUs edekT, 6azupano Ha (asa Il npoyusanus. /laburarpaH yabkaBa TPOMOMHOBOTO BpeMe
(TT), ECT, xakro u aPTT.

KanuGpupanust konmdectBen Tect Ha TT upes paspexnane (dTT) naBa onenka 3a miuazmeHnata
KOHIIEHTpAaIys Ha Ja0uraTpaH, KOsTO MOXe /1a ObJie CpaBHEHA C OYaKBaHUTE IJIa3MEHH KOHIIEHTPAI[MH Ha
nmaburarpas. B ciygait ue kamuOpupanusat dTT TecT mokake pe3yirar 3a Imia3MeHaTa KOHIICHTPAIns Ha
naburaTpaH, KOMTO € Ha WM 110/ TPAaHUIaTa Ha KOJIMYECTBEHOTO ONpEJIeNsIHE, CIe/Ba 1a ce OOMUCIN
MIPOBEX/IaHE Ha JONMBIHUATENHO u3cneasane, Hanpumep TT, ECT unum aPTT.

ECT moxe Ja OCUTYpH NUPCKTHA OLICHKA 3a aAKTUBHOCTTA Ha JUPCKTHUTC Tp0M6I/IHOBI/I I/IHXI/I6I/ITOpI/I.

TectpT aPTT e mupoko KocThIeH U MMOKa3Ba MPUOIN3UTETHO AHTUKOATYJIaHTHATa MHTEH3UBHOCT,
nocturHara ¢ qaburarpat. O6aue, aPTT TecThT nMa orpaHnYeHa YyBCTBUTEIIHOCT U HE € TIOXO/IAI 32
TOYHO KOJIMYECTBEHO OTPE/IENITHE HA aHTUKOATYJIAHTHHUS €eKT, 0COOCHO TP BUCOKH IIa3MEHU
KOHIIEHTpaluy Ha faduratpad. Benpeku, de Bucoku croitnoctu Ha aPTT TpsiOBa 1a ce ThIKyBaT ¢
MIOBULIEHO BHUMAHUE, T€ NTOKA3BAT, Y€ MAlUEHTHT € aHTUKOATI'yJIUPAH.

Karo 15110, MOXE 112 ce IIpueme, 4e Te3H [0Ka3aTeN1 3a AaHTUKOAryJJaHTHA aKTUBHOCT MOTI'aT Jla OTpassiT
HMBATa Ha JabuUraTpaH, KaKTo ¥ Jia MPEJI0CTaBAT HACOKH 32 OIIEHKa HA PHCKa OT KbpBeHe, T.¢. Hax 90 ™
MEPCEHTUII Ha HAall-HUCKUTE HUBA Ha Ja0UraTpaH WK KOAaryJIallMOHEH TECT, KaTO Hali-HUCKH H3MEPEHU
croitnoctu Ha aPTT (3a mparosere Ha aPTT, Bk. Touka 4.4, Tabnuna 4), MOXKe J1a ce aCOLMKPA C MOBHUILIECH
PHUCK OT KbPBEHE.

CranmoHapHaTa cpe/iHa TeOMETpUYHA TMKOBA IJIa3MEeHa KOHIIGHTpanus Ha qaduraTpaH, M3MepeHa OKoJo 2
yaca cneq npuiiarade Ha 150 mg naburaTtpan etekcunar, € 175 ng/ml, ¢ rpaaunu 117-275 ng/ml(s
uHTEpBana 25-tu — 75-tu nepceHTn). CpeaHaTa reoMeTprUYHa Hail-HICKa KOHLIEHTpalKs Ha Ja0uraTpa,
n3MepeHa CyTpHH B Kpasi Ha J030BHs MHTepBa (T.e. 12 yaca cien BeuepHa Jo3a gqaduratpad 150 mg), e
cpeano okono 91,0 ng/ml, B rpanumm 61.0-143 ng/ml(B uaTepBana 25-tu — 75-TH NEPCEHTMI).

[Ipu marmentn ¢ NVAF, nexyBanu 3a mponirakTika Ha HHCYJT U CHCTeMeH eM0onn3bM cbe 150 mg
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)1a61/1ranaH CTCKCHUJIAT ABa IIbTHU JHCBHO,

° 90-u4T mepceHTHII Ha U3MEPEHUTE Hall-HUCKY TUIa3MEeHH KOHIIeHTparuy Ha nadburatpad, (10-16 gaca
clen mpreMa Ha MpeaunrHara 1o03a) € okonxo 200 ng/ml,
° Haii-Huckure croitHoctuTe Ha ECT (10-16 waca cien nmprema Ha MpeIuIIHaTa /103a), TOBUIIEHU

NpUOIM3UTENTHO 3 MBTH HaJI TOpHATa IpaHra Ha HOpMaTa, ce OTHACAT /10 HabmoaaBaHust 90-
nepceHTwI1 Ha yabikaBane Ha ECT ot 103 cekynau,

° Hail-Hucku cToiiHocTH Ha aPTT, moBeue oT 2 mbTH HaJl rOpHATA TPAHUIIA HA HOpMaTa (yIbJKaBaHe Ha
aPTT c oxomo 80 cexynmn), (10-16 gaca crmen mprema Ha IPEeAUIITHATA 103a) ca OTpa3eHu Ha 90-ms
MEPCEHTHIT OT HAOIIOJCHUETO.

[pu naruenty, ekysanu 3a DVT u PE c¢be 150 mg naburaTpan eTekcuiaT 1Ba IbTH JHEBHO, CpeIHaTa
reoMeTpuyHa Hall-HUCKa KOHLEHTpauus Ha gaduratpas, usmepena 10-16 gaca cnen nmpuem Ha 103a, B Kpas
Ha J1030BUs uHTepBa (T.e. 12 yaca ciiex BeuepHa go3a naburarpan erekcuwiat 150 mg), e 59,7 ng/ml, B
rpanuny 38,6-94,5 ng/ml (B uaTepBana ot 25-tu 1o 75-tu nepcentun). [Ipu neuennero Ha DVT u PE ¢
nmaburarpan erekcwiar 150 mg aBa IbTH THEBHO

. 90-usT MepceHTHI Ha U3MEPEHUTE Hall-HUCKH TUIa3MEHH KOHIIEHTpaluy Ha qaduratpa, (10-16 yaca
cJie]] mpueMa Ha TpeJIUIHaTa /1o3a) € okoio 146 ng/ml,
. Haii-Huckure croitHoctuTe Ha ECT (10-16 yaca cien nmprema Ha MpeauIIHATA 103a), TOBUIIEHU

MPHOIM3UTETHO 2,3 MBTH CIPSMO HAYaTHUTE CTOWHOCTH, C€ OTHACAT J10 HaOmonaBanus 90-tu
nepceHTIT Ha yabokaBadne Ha ECT ot 74 cexynam

. 90-usT nepceHTH HA Hall-HUCKU cToriHOCTH HA aPTT (10-16 yaca ciex mprema Ha MpeIUIIHATA 103a)
e 62 cekyHaH, KOeTo € 1,8 mbTH CTOMHOCTTAa Ha U3XOJHO HHUBO.

Hsma nanHu 3a papMakoKWHETHKATA MY MAIUEHTH, JISKYBaHU 3a nmpodriakTuka Ha perpnuBupama DVT u
PE cbc 150 mg naburarpan eTeKcuiar JBa I'bTH JTHEBHO.

Kinnnnuna edukacHoCT U 6€300aCHOCT

Emmnuuecku npousxoo

He ce Ha6J'IIOI[aBaT KIIMHUYHO 3HAaYMMU €THUYCCKU PA3JIMKHA MCKAY MALIUCHTUTE OT CBpOIICHHATa paca, €
a(i)pO—aMepI/IKaHCKI/I, JIATUHO-aMCPUKAHCKU, SIITOHCKU UJIHN KUTaNCKHU MMPpOU3XOA.

Hpodunakmuxa Ha uncyim u cucumemen_ embonusvm npu ev3pacmuu nayueumu ¢ NVAF, ¢ eOun unu nogeue
pUcKosu (hakmopu

KnuanynauTe nannu 3a epUKacHOCTTa HA 1a0UraTpaH eTeKCHIIAT ca pe3yaTar oT npoyuyBanero RE-LY
(Randomised Evaluation of Long-term anticoagulant therapY) — MynITHIIEHTPOBO, MyJITHHALIIOHAITHO,
PaHIOMU3NPAHO MMapalieTHO CIIATO M3MUTBAHE C JBe 103U maburarpan erexcuaat (110 mg u 150 mg aBa
I'BTU JIHEBHO) B CPaBHEHHE C OTKPUT MPHEM Ha BaphapyH MPH NAIUEHTH C MPEJCHPIHO MBXKJICHE C YMEpEH
710 BUCOK PUCK OT MHCYJT U CUCTeMeH eMOonn3bM. [IbpBUUHaTa 11e11 Ha IpOYyYBaHETO € JAa ONpeaed Jalln
naburaTpaH eTeKCHIIaT OTCTHIIBA Ha Bap(haprH MpH MOHWKABaHETO HA ChCTaBHATA KpaifHa TOYKA HA WHCYJIT
U cucteMeH eMOonu3bM. ChIO Taka € aHAIN3UPAHO U CTATUCTUYECKOTO NMPEBB3XO/ICTBO.

B npoyusanero RE-LY 18 113 manuentu Ha cpenna Bb3pact 71,5 rogunu u cpegen CHADS, c6op ot 2,1 ca
MOJYYHIIM PaHAOMHU3UpaHO nadburarpan erekcwiart. [lomynanusara ot nauueHTH € 64% ot MBxkH 1o, 70%
OT eBpoIenieH npou3xoa u 16% ot azmarcku npousxox. Ilpu manuenture, noryyaBanu BaphapuH, CpeaHUs
nporieHT Ha BpemeTo Ha TepamneBTrdeH 00xBat (TTR) (INR 2-3) e 6un 64.4 % (cpenro TTR 67 %).

[Ipoyusanero RE-LY mnokasa, ue naburarpan erekcuiat npu go3u 110 mg qBa mbTH AHEBHO HE OTCTHIIBA HA
edexTa oT BaphapuH MpH NPEBEHIMS Ha MHCYJIT U CUCTEMEH eMOOTU3bM NPU MALMEeHTH C IPEACHPIHO
MBXCHE, ¢ ToHKeH puck ot ICH, 06mo kspBeHe u roysiMo KbpBeHe. Jlozara or 150 mg nBa mbTH THEBHO
MOHM)KaBa 3HAYUMO PUCKA OT UCXEMHUUYECH U XEMOparnieH HHCYIIT, ¢hlioBa cMBPT, [CH 1 00110 KbpBeHE B
cpaBHeHue ¢ BapdapuH. HuBaTa Ha rojisiMo KbpBEeHE IIPH Ta3M J103a Ca CPaBHUMHU ¢ BaphapuH.

HugBara Ha roysiMo KbpBEHE MpH Ta3M J103a ca CpaBHUMH ¢ BapdapuH . YecToTuTe Ha MUOKap/ieH HH(BAPKT ca
JIEKO TIOBUIIICHH TTpH gadurarpan erekcwiar 110 mg 2 mbty nHeBHO 1 150 mg 2 mbTH JJHEBHO B CpaBHEHUE C
BapdapuH (hazard ratio 1,29; p=0,0929 u hazard ratio 1,27; p=0,1240, crorBeTHO). C IO00psiBaHe HA
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npocneasBaneTo Ha INR, HaGmonaBanu nonsu ¢ naburarpaH eTeKCUiIaT B CpaBHEHKE ¢ BapdapuH

orciiabBar.

Tabmumm 15-17 moka3BaT moApoOHO KITFOYOBHUTE PE3YJITATH B IIsJIaTa IMOITYJIAITHS:

Tabamnna 15: AHanu3 Ha TBPBOTO CHONTHE - HHCYJIT HJIN CHCTeMeH eM00JH3bM (ITbPBUYHA KpaiiHa
TOYKA) M0 BpeMe Ha NMepuoaa Ha npoyuBaHe Ha RE-LY.

Pradaxa Pradaxa Bapdapun
110 mg nBa mptH qHEBHO | 150 mgnBa mbTH JTHEBHO
Pannommsupanu 6015 6 076 6 022
MalUeHTH
WHcynT w/vnu cucreMeH
eMOO0IN3BM
Yectora (%) 183 (1,54) 135 (1,12) 203 (1,72)

PuckoB koedunueHT
c/y Bapdapun (95%
CI)

0,89 (0,73; 1,09)

0,65 (0,52; 0,81)

IIpeBB3x0ACTBO
p CTOMHOCT

p=0,2721

p=0,0001

% ce oTHacs J0 rogvuiHara 4€CTtoTa Ha crOuTHATA

Tabamna 16: AHanu3 Ha MBPBUSA MHIUACHT HA HCXeMHYeH MJIM XeMOpArn4eH MHCYJIT [0 BpeMe Ha
nepuojaa Ha npoyysane Ha RE-LY.

Pradaxa Pradaxa Bapdapun
110 mg aBa nbTH JHeBHO | 150 mg nBa mbTH AHEBHO
Pangomusupanu 6015 6076 6 022
MAIUEHTH
Wucynt
Yecrorta (%) 171 (1,44) 123 (1,02) 187 (1,59)
Puckos 0,91 (0,74; 1,12) 0,64 (0,51; 0,81)
KOe(QUILIMEHT c/y
Bapdaput (95% CI)
p-CTOWHOCT 0,3553 0,0001
CuctemeH eMOOJIN3BM
Yecrorta (%) 15 (0,13) 13 (0,11) 21 (0,18)
Puckos 0,71 (0,37; 1,38) 0,61 (0,30; 1,21)
KOeQHIIUEHT c/y
Bapdaput (95% CI)
p-CTOMHOCT 0,3099 0,1582
HcxemuueH HHCYNT
UYecroTa (%) 152 (1,28) 104 (0,86) 134 (1,14)
Puckos 1,13 (0,89; 1,42) 0,76 (0,59; 0,98)
KOe(QHILIMEHT c/y
Bapdapun (95% CI)
p-CTOWHOCT 0,3138 0,0351
XeMoparuyeH MHCYJIT
Yecrorta (%) 14 (0,12) 12 (0,10) 45 (0,38)

Puckos 0,31 (0,17; 0,56) 0.26 (0,14; 0,49)
KOe(QUILMEHT c/y

Bapdaput (95% CI)

p-CTOWHOCT 0,0001 <0,0001

% ce oTHacs J0 rogvuiHaTra 4€CTtoTa Ha crOuTHATA
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Tabumna 17: AHanu3 Ha 00IaTa CMBPTHOCT H HA KAPANOBACKYJIAapPHA CMBPTHOCT 10 BpeMe Ha
nepuojaa Ha npoyusane Ha RE-LY.

Pradaxa Pradaxa Bapdapun
110 mg aBa nbTu gHeBHO | 150 mg nBa mbTH IHEBHO
Panpgomusupanu 6015 6 076 6 022
MAIUEHTH
CMBPTHOCT 110
Yectota (%) 446 (3,75) 438 (3,64) 487 (4,13)
Puckos 0,91 (0,80; 1,03) 0,88 (0,77; 1,00)
KOeQHIIUEHT c/y
Bapdaput (95% CI)
p-CTOHHOCT 0,1308 0,0517
CpaoBa CMBPTHOCT
Yecrorta (%) 289 (2,43) 274 (2,28) 317 (2,69)
Puckos 0,90 (0,77; 1,06) 0,85 (0,72; 0,99)
KOeQHIIUEHT c/y
Bapdapun (95% CI)
p-CTOMHOCT 0,2081 0,0430

% ce OTHACS JI0 TOAMIIHATA YECTOTA HA CHOUTHUATA

Tabnuu 18-19 mokaszsar pe3ynraTure OT IbpBHYHATA KpaliHa TOUYKa 32 e(PUKACHOCT U 0€30MacHOCT B
CHOTBETHHUTE CYOITOMyIaHu:

3a mppBUYHATA KpaiiHa TOYKA, HHCYJIT U CUCTEMEH eMOOJIN3bM, He 051Xa HHACHTUHUIUPaHU cyOrpymnu (T.e.
BB3PACT, TETJI0, MM0J1, 0bOpevHa QYHKIHS, ETHUYECKa TPHHAIIICKHOCT, IP.) ¢ Pa3IIMueH PUCKOB KOS(UIIMEHT

B CpaBHEHHUE C BapdapuH.

Tab6amnna 18: PuckoB koedpuuuent u 95% CI 3a nuHcyaT/cucTeMeH eM0OOJIN3BM NPH CYyOrpynu

Kpaiina Touxa Pradaxa Pradaxa
110 mg nBa mbTH THEBHO C/y 150 mg nBa mbTH THEBHO C/y
Bapdapun BapbapuH
Bo3pact(romunn)
<65 1,10 (0,64; 1,87) 0,51 (0,26; 0,98)
65<u<75 0,86 (0,62; 1,19) 0,67 (0,47; 0,95)
>75 0,88 (0,66; 1,17) 0,68 (0,50; 0,92)
>80 0,68 (0,44; 1,05) 0,67 (0,44; 1,02)
CrCL(ml/min)
30 <and <50 0,89 (0,61; 1,31) 0,48 (0,31; 0,76)
50< and < 80 0,91 (0,68; 1,20) 0,65 (0,47; 0,88)
>80 0,81 (0,51; 1,28) 0,69 (0,43; 1,12)

3a mbpBUYHATA KpaiiHa TOYKA 32 OMACHOCT OT rOJISIMO KbPBEHE MMallle B3aUMOACHCTBHIE Ha e(eKTa OT
JISYEHNETO U Bb3pacTTa. OTHOCUTENHUAT PUCK OT KbpPBEHE C Ja0UTaTpaH B CpaBHEHHUE C BapdapuH ce
yBenuJaBalie ¢ Bb3pactra. OTHOCUTETHUAT pUCK Oelie Hail-BIUCOK MPHY MAITUEHTH > 75 TOANHM.
EnnoBpemenHara ynorpeba Ha aHTUTPOMOOTHYHHTE CPEICTBA, ASA WIIN KIIOMHJOTPEl, IPHOIN3UTETHO
y/BOsIBa YeCTOTaTa Ha TOJSIMO KbPBEHE, KAKTO NPH JaduraTpaH eTeKCuiar, Taka u npu Bapdapus. Hamaie
3HAYMMO B3aWMOJIEHCTBUE Ha TepaneBTUIHNUTE e(heKTH che cyOrpynure Ha Ob0peunaTa ¢pynkuus u CHADS,
pe3yaTar.
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Tabamnna 19: PuckoB koeduuuent n 95% CI 3a ronemMn xeMoparuu no cyorpynu

Kpaitna Touka Pradaxa

110 mg nBa mbTH qHEBHO ¢/y Bapdapun | 150 mg nBa nbTH AHEBHO c/y BaphapuH
Bo3pact (rogunamn)
<65 0,32 (0,18; 0,57) 0,35 (0,20; 0,61)
65<u<75 0,71 (0,56; 0,89) 0,82 (0,66; 1,03)
=75 1,01 (0,84; 1,23) 1,19 (0,99; 1,43)
>80 1,14 (0,86; 1,51) 1,35 (1,03; 1,76)
CrCL(ml/min)
30<u<50 1,02 (0,79; 1,32) 0,94 (0,73; 1,22)
50<u <80 0,75 (0,61; 0,92) 0,90 (0,74; 1,09)
> 80 0,59 (0,43; 0,82) 0,874 (0,65; 1,17)
Ynorpeba Ha ASA 0,84 (0,69; 1,03) 0,97 (0,79; 1,18)
Ynorpeba Ha 0,89 (0,55; 1,45) 0,92 (0,57; 1,48)
KJIIOMTUJIOTpe

RELY-ABLE (0vr20cpouto, MyamuyeHmpo8o pa3uupero usnumeane Ha ieyenuemo ¢ oabueampan, npu
nayueHmu ¢ npeodcvLpOHo MvdicoeHe, KOUmo ca 3agvpuiuiu usnumearemo RE-LY)

[Mponwsmxennero Ha uanureadeto RE-LY (RELY-ABLE) ocurypsiBa nonbiHuTENHA HHQOpMAIIHS 32
0e30IacHOCTTa MPU KOXOPTa MaIUeHTH, KOUTO ca MPOABIDKUIIM JIa pueMar naduratapH eTeKcuiar, B
chllaTa /103a, onpeaencHa B n3nurBaneTo RE-LY. 3a usnutBanero RELY-ABLE ca u30panu nanueHTH,
KOUTO MO BPEMETO Ha MOCJIeIHaTa UM Bu3uTa oT u3nutBaneTro RE-LY He ca npekbcHalu Je4eHUeTo 3a
TTOCTOSTHHO. BKITFOUCHHTE TIAIMEHTH Ca MPOIBIDKIIIA Jla TIpUeMaT ChIlaTa JBOMHO CisIa 103a Jadurarpan
eTEeKCHJIAT, paHaoMu3upano onpeaenera B RE-LY, 3a mepuon no 43 mecena, kato mpoabnkerue cies RE-
LY (o6ma cpemna npogbmxutenHocT RE-LY + RELY-ABLE, 4,5 ronuan). [logopanu ca 5897 nmanmeHTy,
KouTo npeactaBisBatr 49 % oT malMeHTUTe IbPBOHAYAIHO, PAHIOMU3UPAHO ONpPEICICHH 1a TpueMaT
naburatpan erekcunar B RE-LY u 86 % ot u3bpanute naunentu B RELY-ABLE.

[To Bpeme Ha nombanutenHure 2,5 roaunu ot jdedenuero B RELY-ABLE, ¢ makcumanHa ekcro3uuus oT HaJ
6 roguan (o6ma excrio3unwst B RE-LY + RELY-ABLE) npodwmrsT Ha 6e30macHOCT Ha Jaburatpas
eTeKCUJIaT B IBIATOCPOUYEH TUIaH € IOTBBPEICH 3a ABeTe m3nuTBaHu 4031 110 mg nBa mbTH mHEBHO. U 150
mg 11Ba ITTU JHEBHO. He ca Habmro/1aBaHn HOBY KOHCTATAITUH, CBBP3aHH ¢ 0€30MTacHOCTTA.

CreneHnTe Ha U3XOHU CHOUTHS, BKIIFOUUTEITHO TOJISIMO KEPBEHE U IPYTH CHOUTHS Ha KbPBEHE
CHLOTBETCTBAT Ha Te3W, HaOmogaBanu B RE-LY.

THayuenmu, noonodicenu na kamemvpHa adIAYUS NPU NPEOCLPOHO MbIUCOCHE

[IpoBeneHo € MpOCIeKTUBHO, PaHIOMU3UPAHO, OTKPUTO, MHOTOLIEHTPOBO, U3CIIEI0BATEIICKO ITPOYUBAHE ChC
3aciernena, IeHTPaIHO YCTaHOBEeHa olleHKa Ha KpaitHata Touka (RE-CIRCUIT) npu 704 nannenTt Ha
YCTaHOBEHO aHTHKOATyJIAHTHO JIeYeHre. B mpoy4YBaHeTo € CpaBHEHO HETIPEKHCHATOTO JIEYCHHUE C
naburarpan erekcuiar 150 mg qBa mbTH THEBHO C HEMPEKBCHATOTO JIeUeHHE ¢ KOPUTHpPaHa Bb3 OCHOBA Ha
INR no3a Bapdapus npu kaTeTbpHa a0JIaIUsg Ha TAPOKCU3MAaTHO WM IEPCUCTHPAIIIO MPEACHPIHO MBXKIICHE.
Ot 704-1e BKITIOUCHH MTAueHTH, 317 ca MmoI0KEeH! Ha ablalus Ha PEIChPAHOTO MBXK/ICHE IPU
HEMPEeKbCHATO JICUeHHE ¢ JadurarpaH, a 318 ca moanoxxeHun Ha abnanus Ha IPEAChPAHOTO MBKICHE MTPH
HENPEeKbCHATO JieueHue ¢ BaphapuH. Ha Bcuuku nanueHTy e HanpaBeHa TpaHce3odarearHa
exokapauorpadust (TEE) npeau karerbpHaTa abnaius. OCHOBHUAT pe3yaTar (YCTaHOBEHHU TOJIEMHU
XeMOparu4Hy HHIHIEHTH criopen kputepunte Ha ISTH) HactenBa npu 5 (1,6%) marnuenTy B rpymnaTa Ha
JieueHue ¢ qaburarpaH erekcuiar u npu 22 (6,9%) manueHTH B rpynara Ha JiedeHue ¢ BapdapuH (paziuka B
pucka —5,3%; 95% CI —8,4, —2,2; P=0,0009). Hama cpOuTHE Ha UHCYIT/CUCTEMEH eMOOIN3bM/TIPEXOTHA
ncxemuyHa ataka (TIA) (koMOMHUPAHO) B paMOTO Ha JICYCHUETO C TaOUTaTPaH €TEKCHIIAT K UMa €JTHO
croutHe (TTA) B pamoTo Ha JedeHue ¢ BapdapuH OT BpeMeTo Ha abjanusara 1 10 8§ CEAMUIH CIie]
abnanusTa. ToBa H3cIeI0BATEIICKO MTPOYUYBAHE TIOKAa3a, ue JaburarpaH eTeKCUIIaT € CBbP3aH ChC 3HAYUTEITHO
HamansBaHe Ha cterieHTa Ha MBE B cpaBHeHHe ¢ kopurupana Bb3 ocHoBa Ha INR j103a Bapdapun B
yCJIOBUSITA HA abJaIvsl.
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Jleuenue na ovaboka eenozna mpombosa (DVT) u benoopoben emboruzom (PE) npu ev3pacmuu nayuenmu
(neuenue na DVT/PE)

EdukacHocTTa 11 6€30macHOCTTa ca U3CIEABAHN B JBE MHOTOIICHTPOBH, PaHIOMHU3HPAHH, JBOWHO-CIIEIH,
MIpOy4YBaHus ¢ MoBTapsAuIo ce nedenue u napanenu rpynu RE-COVER u RE-COVER 1I. B Te3un
MpOYYBaHUs ce cpaBHsBa qaduratpa erexkcuiar (150 mg aBa mbTH 1HEBHO) ¢ BapdapuH (1eseBa CTOWHOCT
Ha INR 2,0-3,0) npu naruentu ¢ octpa DVT w/unu PE. OcHoBHata 11e1 Ha Te€3u MpOy4YBaHUs € Ja ce
OTIpEeJIeIN JIANIK TA0UTaTpaH eTEKCUIIAT UMa He Io-Mayika e(pUKaCHOCT OT BaphapuH MpH HaMalsiBaHe
BB3HUKBAHETO HA ITbPBUYHATA KpaifHa TOYKA, KOATO MPEACTABISIBa KOMOMHAIUATA OT PEIUIUBHpAIIa
cumrnroMatraHa DVT w/unmu PE u cBbp3aHiTEe CMBPTHH CITy4au B pAMKHTE Ha 6-MECEUHUS MEepHoJl Ha
JICYEHHE.

B coopnaure npoyusanuss RE-COVER u RE-COVER 11 06mio 5 153 nanuentu ca pangomusupanu u 5 107
ca JIeKyBaHH.

[Ipoab/HKUTEIHOCTTA Ha JIEYSHHETO ¢ (PUKCUpaHaTa J103a OT gadburatpa ¢ 174,0 gau 6e3 nmpocieasBaHe Ha
koarynanusta. [lanuenTure, paHAOMU3NpPaHU 3a IpUeM Ha BapdapuH, ca B TepaneBTudeH uarepsai (INR
2,0 no 3,0) cpeano 60,6% ot BpemeTo.

M3nuTBanusATa IOKa3axa, 4e JICUCHUEeTo ¢ fadurarpad eTekcuiar 150 mg qBa IbTH THEBHO € HE TO-MaJIKO
edukacHo ot iedeHueTo ¢ Bapdapun (He mo-manka egukacHoct 32 RE-COVER u RE-COVER 1I: 3,6 % 3a
pasiuka B pucka u 2,75 3a Koe(UIIMEHT Ha PUCKA).

Tabumna 20: AHaIM3 Ha OCHOBHATA M BTOPHYHHMTe KpaiHu neau 3a epukacHoct (VTE ce cherou ot
DVT w/nim PE) no xkpasi Ha mepuoga cjel JiedueHHeTO B cOopHuUTe mpoyuBaHusi RE-
COVER n RE-COVER 11

Pradaxa Bapdapun
150 mg aBa ObTU JHEBHO
JlexyBaHu nanueHTH 2553 2 554
PenmauBupan u cuMnroMaTuyeH
VTE u cBbp3ana ¢ VTE cmepT 68 (2,7 %) 62 (2,4 %)
Koedumuent Ha puck cupsimMo 1.09
BapGapuH (077, 1.54)

(95% CI)

BTopuunu kpaiiHu Touka

PenuauBupaiil cuMnromMaTuieH

VTE u cMBpT 110 BCAKAKBA IPUYNHA

109 (4,3 %)

104 (4,1 %)

95% CI 3,52,5,13 3,34,4.91
Cumnromaruuna DVT 45 (1,8 %) 39 (1,5 %)
95% CI 1,29, 2,35 1,09, 2,08
CumnroMatndeH PE 27 (1,1 %) 26 (1,0 %)
95% CI 0,70, 1,54 0,67, 1,49
Cspp3ana c VTE cMbpt 4 (0,2 %) 3 (0,1 %)
95% CI 0,04, 0,40 0,02, 0,34
CMBPT 10 BCSKAaKBa IPUIMHA 51 (2,0 %) 52 (2,0 %)
95% CI 1,49, 2,62 1,52,2,66

Ipodunaxmuxa na peyuousupaua 0v1boka eenosna mpombosa (DVT) u benodpoben emboauszom (PE) npu
sv3pacmuu (npounaxmuxa na DVT/PE)

JIBe paHIOMU3UPAHH, IBOITHO-3aCIIETIEHN IPOYYBAHNA B NTapajiesIHU TPy ca IPOBEIAEHU MIPH MAL[UEHTH C
npeaxonHa aHTukoarynantHa tepanus. B RE-MEDY, kontponupano ¢ BapdapuH, ca BKIIOYSHH HalUeHTH,
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MPEAXOAHO JIEKYBaHU B IPOAbJKEHUE Ha 3 10 12 Mecela, KOUTO € HYXKJAsAT OT JOMbIHUTEIHO
AHTUKOATYJIaHTHO JICUCHHE, a Tuiane0o-KoHTpoaupanoTo npoyuBane RE-SONATE,, BkirtouBa manuenTu,
MIPEIXOTHO JICKYBaHU B IPpOAbIDKeHNE Ha 6 10 18 Mecerna ¢ maxudutopn Ha Butamus K.

Lenra na npoyuBanero RE-MEDY e na ce cpaBuaT 6e30macHOCTTa U €(UKaCHOCTTA HAa IEPOPATHUS
naburatpad erexkcunat (150 mg aBa bty 1HEBHO) ¢ Bapdaput (1enesa ctoitHocT Ha INR — 2,0-3,0) npu
MPOABIDKUTENHO JCUeHNE U TPOoQUIakTHKa Ha peunauBupainia cumnromatnuyHa DVT w/unu PE. O61mo

2 866 manueHTy ca paHIOMHU3UpaHu U 2 856 ca nexyBaHU. [IpoabpIDKUTETHOCTTA Ha ICYSHUETO ¢ JaburaTpan
eTeKcHIIaT Bapupa oT 6 10 36 Mecera (cpeaHo — 534,0 nun). Ianuenture, JeKyBanu ¢ Bapdaput, ca B
tepaneBTrdeH uHTEpBAT (INR 2,0-3,0) cpenno 64,9 % ot BpemeTo.

RE-MEDY moka3Ba, ge jedeHrneTo ¢ qadurarpad etekcmiar 150 mg aBa IbTH THEBHO € HE IMTO-MaJIKO
edukacHo oT BapdapuH (He mo-mayka eekTUBHOCT: 2,85 3a koeUIIMEHT Ha pucKa U 2,8 3a pa3jiKa B
pHCKa).

Tabamnna 21: AHaIU3 HA MBPBHYHMTE U BTOPUYHUTe KpaiHn To4YkH 3a epukacHoct (VTE ce cecTron
ot DVT n/unm PE) no xpas Ha nepuoga cijen jgedeHuero B npoyusanero RE-MEDY

Pradaxa Bapdapun
150 mg aBa ObTU JTHEBHO

JlekyBaHU MalMEHTH 1430 1426
Permnusupan cumnromatnyed VITE
u CB’praHS ¢ VTE cmppT 26 (1.8 %) 18(1,3%)
Koeduuuent Ha pucka cpsimo 1,44
Bapdapus (95% CI) (0,78, 2,64)
HE Mo-MajKa e(pUKacHOCT 2,85
[TanuenTH, IpU KOUTO € BE3HUKHAIIO

22 17
cpoutue kpM 18-ust Mmecery
KymynatuseH puck ksM 18-us mecent

1,7 1,4
(%)
Paznuka B pucka cripsiMo Bapgapux

0,4
(%)
95% CI
HE MMo-MaJIka e)UKacHOCT 2,8
BTopuunu kpaiiHu TOUKH 3a
e(uKacHOCT
PeumauBupam cumnromatnuen VTE 42 (2.9 %) 36 (2,5 %)
U CMBPT 110 BCSIKaKBa MPUYHHA
95 % CI 2,12, 3,95 1,77, 3,48
Cumnromaruuna DVT 17 (1,2 %) 13 (0,9 %)
95 % CI 0,69, 1,90 0,49, 1,55
Cumnromatuyer PE 10 (0,7 %) 5 (0,4 %)
95 % CI 0,34, 1,28 0,11, 0,82
Csbp3ana ¢ VTE cmbpT 1 (0,1 %) 1 (0,1 %)
95 % CI 0,00, 0,39 0,00, 0,39
CMBpT 10 BCSIKAKBa IPUYUHA 17 (1,2 %) 19 (1,3 %)
95 % CI 0,69, 1,90 0,80, 2,07

Lenra na npoyuBaneto RE-SONATE e na ce orieHn npeBb3X0ACTBOTO HA Ja0UraTpaH €TeKCUIaT CIpsiIMO
miane6o npu npoQuiIakTUKaTa Ha pequauBupaiy cumaromarnuid DVT w/unu PE npu nauumenTy,
MpPEeMUHATM TPEeAXOoAHo JeueHue ot 6 1o 18 mecena ¢ antaronuctu Ha Butamun K (VKA). [Inanupanoro
JedeHue € qaburarpad erekcmwiar 150 mg aBa IbTH THEBHO B IPOIBIDKEHUE Ha 6 Mecera, 6e3
HEO0XOIUMOCT OT HaOJIIOJJEHHUE.
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[IpoyuBanetro RE-SONATE noka3za npeBb3X0ACTBO Ha JaburaTpaH eTekcuiar CupsMo mianedo mo
OTHOIIEHUE NMPOGUIIAKTHKATA Ha ChOUTHS ¢ penuauBupany cumnromMatiaar DVT/PE, B T.4. cMBpT 10
HEeOoOsSCHUMH NPUYUHH, C TIOHMKEHHE Ha prcKa oT 5,6% 1o 0,4% (HamansBaHe Ha OTHOCUTEITHHS pUCK 92 %
0a3upaHo Ha Koe(UIMEHTa Ha PUCK) 10 BpeMe Ha nepuoja Ha edenue (p<0,0001). Becuuku BTOprYHM
aHAJIM3H W aHAJM3U Ha YyBCTBUTEIHOCTTA HA IbPBUYHATA KpaliHa TOYKa U HAa BCUYKH BTOPUYHH KpailHU
TOYKH ITOKa3axa MPEeBb3X0JICTBO HA Ja0UraTpaH €TeKCUiIaT CpsMo mianedo.

ITpoyuBaneTo BKiItOUBa 12-MeceyHO NpociesBaHe 3a HaOJIIoA€HUE cilell Kpas Ha jedeHuero. Cien
HpeKpaTsBaHe Ha MPWIAraHEeTO Ha M3MUTBAHOTO JICKAPCTBO, €(PEeKTHT ce € 3ammas3ni 10 Kpas Ha Ieprojia Ha
npociensBaHe, KOETO MOKa3Ba MoJAbPKaHe Ha eeKTa OT IbPBOHAYAIHOTO JICUeHHE C Ja0uraTpan
erekcwiat. He e HabnronaBan pebayna edext. B kpas Ha npocnensBanero cwoutusta ¢ VTE npu
MalMeHTHTe, JeKyBaHH ¢ fadburarpan erekcunart e 6,9% cupsmo 10,7% B rpynata ¢ mane6o (KoepuuueHT
Ha pucka 0,61 (95% AU 0,42,0,88) p = 0,0082).

Tabanua 22: AHaIU3 HA TBPBHYHATA M BTOPHYHHMTE Kpaiinu Touku 3a epuxacHocT (VITE ce cberon
ot DVT u/unu PE) no kpas Ha nepuoaa cieq jgeyeHuetro B npoyuBaneto RE-SONATE.

Pradaxa [Tnane6o
150 mg nBa IbTH THEBHO

JlekyBaHu manueHTu 681 662
Penmausupain
cumnromatnaer  VTE m 3 (0,4 %) 37 (5,6 %)
CBBP3aHa C HETO CMBPT
Koedpummenr Ha  puck
cpsMo manedo 0 ()%Og 25
(95% CI) 0,02,0,25)
p-CTOHHOCT 3a <0,0001
MIPEBBH3XOJICTBO
Bropuunu kpaiiHu TOYKH 3a
euKacHOCT
Penmnusupain
cumnromatuieH VTE wu 3 (0.4 %) 37(5.6 %)
CMBPT o BCSIKAKBa
MpUYHHA
95% CI 0,09, 1,28 3,97, 7,62
Cumnromaruuna DVT 2 (0,3 %) 23 (3,5 %)
95% CI 0,04, 1,06 2,21,5,17
CumnromarnueH PE 1 (0,1 %) 14 (2,1 %)
95% CI 0,00, 0,82 1,16, 3,52
Ceopzana ¢ VTE cmbpt 0(0) 0(0)
95% CI 0,00, 0,54 0,00, 0,56
CMBpT 1O  HEOOICHUMU 0 (0) 2(0.3 %)
MIPUYUHU
95% CI 0,00, 0,54 0,04, 1,09
CwmbpT o BCSKaKBa 0 (0) 2(0.3 %)
MpUYUHA
95% CI 0,00, 0,54 0,04, 1,09

Knunuunu uznumeanus 3a npod)uﬂakmuka HA mp0M60€M6OJlu3bM npu nayuenmu coC C’bl?aellHu KaanHu
npomesu

B u3nutBane daza Il gaburarpan eTexcuiar 1 BapapHH ca MpoydeHU IpH o010 252 manueHTH,
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MPETHPIENN HACKOPO XUPYPrUYHa ONepalys 3a MOCTaBsiHE Ha MEXaHUYHA Chp/CYHA Kiara (T.e. B pAaMKHTE
Ha HacTofAIaTra nMm XOCHI/ITaJ'II/ISaIH/ISI), KaKTO U IIPpU MaUCHTH, MTPETHPIECIIN OnI€palysd 3a MMOCTaBsAHE Ha
MeXaHHYHa ChpJIeYHa KJIala MpeJiu moBeue oT Tpu Mecena. [loBeye TpoMOoeMO0IMIHN CHOUTHS (OCHOBHO
WHCYJITU H CUMIITTOMHH/aCHMIITOMHY TPOMOO3U Ha IPOTE3NPAHUTE KJIAlN) U TIOBEYE ClIydan Ha KbPBEHE ca
HaOJronaBaHy NpU 1a0dUraTpaH eTeKCUIIaT B CpaBHEHHE ¢ BapapuH. [Ipu nmanueHTiTe B paHHUS
MOCTOIIEPAaTHUBEH NEPHOA , MACUBHHUTE KPBBOU3IIMBH Ca C€ MPOSBABAIN OCHOBHO KaTO CIIEA0NEPaTHBEH
XEeMOparuieH nepuKapAeH U3JUB, MO-CIIEHUATHO TP MAUEHTH, 3a[I0YHAIM IPUEM Ha Jaburatpan
eTeKCHJIaT CKopo (Ha 3-ud JieH) cleq] XUupypruvHaTa onepanus 3a CMsIHa Ha Chp/eyHa kiamna (Bx. T. 4.3).

Heduamnulma nonyaauus

EBpomnelickaTa areHIms 1o JiekapcTBaTa 0cBOOOKAaBa OT 3aIbJKCHUETO 3a MIPEJOCTABSIHE HA PE3YJITATUTE
oT npoyuBaHusiTa ¢ Pradaxa BbB BCHUKH NOATPYIH Ha MEHATPUIHATA TIOTYJIAINS 32 pa3pelIeHUTe
nokazanus (BXk. Touka 4.2 3a uHpOpMaIKs OTHOCHO YIOTpeOa B METUATPHSATA).

dapmakoknHETHKATa U (hapMaKOAMHAMUKATA Ha qaburarpaH eTeKcuiar, IpuiaraH J1Ba IbTH JHEBHO B
MPOBIDKEHUE Ha TPH MOCIIEA0BATEHU JHU (001110 6 1031) clell Kpas Ha CTaH/IapTHA aHTUKOATryJIaHTHA
Tepamnus ca Mpoy4YBaHU B OTBOPEHO MPOYyYBaHE Ha O€30MaCHOCTTa U TOHOCUMOCTTA MPH 9 IOHOIIH (Ha
BB3pacT oT 12 10 noj 18 roauuu) che crabuiiHa Gpopma Ha 3a00ssiBaHeTO. BCHMUKY NAIlMEHTH ca MPHEIH
HavajiHa repopaiiHa j1o3a gaburatpan erekcuiaat ot 1,71 (= 10%) mg/kg (80% ot qo3ara npu Bb3pacTHU OT
150 mg/70 kg, ananTupaHa cpsiMo TEIJI0TO Ha naruenTa). Criope/] KOHIIEHTpaluATa Ha Jadurarpad u
pe3yATaTUTE OT KIMHUYHUTE OLEHKH, BIOCIEACTBUE J103aTa € MPOMEHEHA Ha MIPULIEIHATA 1032 OT

2,14 (+ 10%) mg/kg naburatpan erexcunar (100% ot no3arta npu Bb3pacTHH, aJalTUPaHa CIPSIMO TErJI0TO
Ha manueHTa). M3riexma, 9e To3u MarbK Opoii MalueHTH B FOHOIIECKa Bh3pacT ca MOHECHIN Ja0urarpan
eTeKkcmiar 1o (popMara Ha KarcyJi, KaTo € IMajo caMo TPU JIEKH ¥ IPEXOIHU HEeXEIIaHH PEaKIUH OT
CTpaHa Ha CTOMAIITHO-YPEBHUS TPAKT, ChOOIICHH ITPH JBaMa MalieHTH. Bb3 0CHOBa Ha CPaBHUTEITHO
HUCKaTa eKCITO3UIIHS, clie]l 72 yaca KoaryianusTa (mpeanojaracMa Hal-HUCKa KOHIICHTPAaIUs Ha
naduraTpaH B CTALIMOHAPHO CHCTOSIHUE WJIM B YCIIOBHS, OJTU3KH 10 HETO) € e/Ba c1ad0 yabiKeHa —
makcumainso 1,6 eru 3a aPTT, 1,86 e 3a ECT 1 1,36 merr 32 Hemoclot® TT (Anti-FIla). [Tna3menure
KOHIICHTpAIIMK Ha JTa0uraTpaH, HaOIr0JaBaHy Ha 72-Usl 4ac ca CPaBHUTEITHO HUCKH — MexkAy 32,9 ng/ml u
97,2 ng/ml nipu kpaitaute 1031 Mexay 100 mg u 150 mg (gMean 1030-HOpMaJIM3MpaHa Mia3MeHa
KOHIIeHTpaIus Ha fadurarpas ot 0,493 ng/ml/mg).

5.2 ®apMakoKMHETHYHM CBOICTBA

Cren nepopaiHo MpUJIoKeHUe JaduraTpad eTeKcuiaaT Obp30 U HAITBIIHO ce IPEeBphIa B JadburarpaH, KOUTO
¢ akTuBHaTa (opma B T1azMara. PasienBanero Ha IMpeUIeKapcTBOTO Ja0UraTpaH eTeKCHIaT Ype3
KaTaJIn3upaHa OT ecTepas3a XHIpoJin3a JI0 aKTUBHOTO BEIIECTBO JlaburarpaH e mpeobiiajaBaniara
MeTa0OJIMTHA peakiys. AOCONMOTHATa ONOHATMYHOCT Ha JaburaTpaH cje]| epopaiHo MPHIIOKEHUE Ha
Pradaxa e npubnusutento 6,5%.

Cren nepopainHo MpuiIoKeHUe Ha JaburaTpaH eTeKCHIaT py 34paBu JOOpOBOILH, HapMaKOKUHETUIHUST
npodun Ha Jaburatpas B IIa3Mara ce Xapakrepusupa ¢ Obp30 HapacTBaHe Ha IIa3MEHUTE KOHLIEHTPALUH C
nocturane Ha Cp,, B pamkure Ha 0,5-2,0 aca ciex MpUIoKEHUETO.

AOGcopOLus

[IpoyuBane, oneHsBaIIO TOCTONEPaTUBHATA a0COPOIMA Ha JaburaTpad eTekcunar 1-3 daca cien onepanus,
JIEMOHCTPHpPa OTHOCUTENHO OaBHa abcopOLMs B CpaBHEHHUE C Ta3H IPH 3/ApaBH JOOPOBOJIIH, TOKa3BaAWKH
IIaBeH Mpo(rIiI Ha TUIa3MeHaTa KOHIIEHTPAIUs BbB BpeMeTO 0€3 BICOKH TUKOBH TJIa3MEHHN KOHIIEHTPAIIHH.
[InkoBYM MIIa3MeHN KOHIIEHTPALIMU Ce JOCTUTAT 6 Yaca Ciie]l IPUIIOKEHUETO B MOCTOTIEPATUBHIS TTEPHOJ
nopaJii HAKOM (pakTopH, KaTo HAIpUMEpP aHEeCTEe3Usl, CTOMAITHO-UYPEBHA Mape3a U XUPYPruIHu eeKT,
HE3aBUCHMO OT IiepopaiiHara JiekapcTBeHa ¢popma. Jpyro nmpoydusane 1eMOHCTpHUPA, ye OaBHA U
3aKbCHsIBaIa abcopOurs OOMKHOBEHO ce HalIoJaBa camMo B JIeHs Ha oniepauusaTta. Ha cnenpamure 1Hu
abcopOuusTa Ha JaburaTpa € Obp3a U MMKOBH IUIa3MEHN KOHIIEHTPALMH Ce JOCTHTaT 2 yaca ciell
MPHIJIO’KEHUE Ha JIEKAPCTBEHHS MPOIYKT.
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XpaHara He NoBJHsIBa OMOHATMYHOCTTA HA Ja0uUTraTpaH eTeKCHIIaT, HO 3a0aBs BpEMETO J0 ITMKOBHUTE
TJIa3MEHH KOHIICHTPAIUH C 2 Jaca.

Cinax 1 AUC ca mpornopIiiOHaTHH Ha Jj03aTa.

BuonanmyHOCTTA Ciie/ IepOpaTHO MPUIIOKEHNE MOXKE JIa Ce MTOBHINHU Che 75 % cliep mpuarane Ha
eMHUYHA 71032 U ¢ 37% B CTAIlMOHAPHO CHhCTOSIHUE B CPaBHEHUE C pedepeHTHaTa KarcyiHa Gopma, Korato
TeJIETUTE ce pueMat 6e3 karcyiiHa 06BuBka oT xurpomernosa (HPMC). Lenocrra Ha kancynute ot HPMC
BHUHAr# TpsiOBa fa ObJie 3ama3eHa Mpu KIMHWYHA yIoTpeda, 3a Ja ce n30erHe HEYMUIILICHOTO MOBUIIIABaHE
Ha OMOHAJIMYHOCTTA Ha JJa0WTaTpaH eTekcuiar (Bx Todka 4.2).

PasnpenencHue
Habmonasa ce cnabo (34-35%), He3aBUCHMMO OT KOHIICHTPAIUATA CBhP3BaHE HA Na0UraTpaH C YOBEIIKUTE
ruiazMeHu npotenHu. O0eMbT Ha pasnpeneneHue Ha qaburatpad ot 60-70 nuTpa npeBuIaBa ooums ooem

Ha TeJIECHUTE TEYHOCTH, KOETO O3HAUaBa, ue JaburatpaH vMa yMepeHO ThKaHHO pasIipe/ielieHHE.

BI/IOTD aHCd)ODMaLII/Iﬂ

MeTabom3MBbT 1 eKCKpelusITa Ha Ja0UTaTpaH ca MPOyYeHU NIPU 3[[paBU MBbKe JOOPOBOJIIH CIe] €IMHUYHA
HMHTPaBEHO3HA J103a JaburaTpaH, Oejsi3aH ¢ paauoakTuBeH n3oTorn. Cie MHTpaBeHO3HATA /1034,
MIPOM3X0XKAIaTa OT JaduTraTpaH paIlOaKTUBHOCT Ce eTMMUHMpA TIaBHO ¢ ypuHarta (85%). dekamHaTta
eKCKpemmsi 0TroBaps Ha 6% ot mprtokeHara no3a. Cien 168 gaca obmara paanoakTUBHOCT Ce
BB3CTaHOBSIBA B paMKUTE Ha 88-94% OT mpuiokeHaTa a03a.

Jlaburatpan ce nojyiara Ha KOHIOTaIUs, PH KOETO ce 00pa3yBaT (papMaKoJIOTHYHO aKTUBHU
auuIrIoKypoHuan. CeliecTBYBaT 4 MO3ULKMOHHY u3omepa, 1-0, 2-0, 3-0, 4-O-auuiaratoKypoHua, BCEKU OT
KOUTO CHCTaBIsABA MO-MalKo OT 10% OT 061m0TOo Komm4yecTBo naburatpaH B ria3Mara. Cieau oT ApyTru
MeTa0OJIUTH CE€ YCTAHOBSIBAT CAMO C BUCOKOUYYBCTBUTEIHM aHAJIMTUYHU MeTOoAM. Jlaburarpan ce eTuMUHApa
IJIaBHO B HelTpoMeHeHa (popmMa ¢ ypuHara ¢ npudausuTensa ckopoct 100 ml/min, chOTBETCTBAILIA HA
CKOPOCTTa Ha TIIOMEpYJTHA (UIITPAIIHS.

Eanmunupane

[1na3mennTe KOHIEHTpPAMK Ha TaOUTaTpaH MOKa3BaT OMEKCIIOHEHIIHANIEH CTIa]] ChC CPEJCH TEPMUHAIECH
mory>kuBoT 11 gaca mpu 3paBu HHANBHUAN B cTapuecka Bb3pacT. Ciex MHOTOKPATHO MpHUJIaraHe ce
HabJro1aBa TEpMUHAJICH MTOYXHUBOT OT 0K0J10 12-14 yaca. [Tory>KMBOTHT € HE3aBUCHM OT J03aTa.
[Tonmy)HuBOTHT € yIbJDKEH, ako ObOpedyHaTa QyHKIMS € HapyllleHa, KaKTo € [MoKa3aHo B Tabiuua 23.

Crenuaigy onyiaiu

bvopeuna nedoocmamvunocm

B npoyuBanus daza I excniozunusara (AUC) Ha gaburatpas cief nepopajiHo npuioxkeHue Ha Pradaxa e
NpUOTU3UTENHO 2,7 THTH MO-BUCOKA NPH 100poBOILHU ¢ yMepeHa 0b0peuna HenoctaTbuHoCT (CrCL mexmy
30 — 50 ml/min), OTKONKOTO NpH Te3u Oe3 ObOpeuHa HEAOCTATHYHOCT.

[Tpu manbk 6poit qoOpoBoH ¢ Texka 6b0peuna HenocrarbaHOCT (CrCL 10 - 30 ml/min), excriozunusta
(AUC) Ha naburarpas € IpyuOJM3UTEIHO 6 IBTH IO-BUCOKA, a MOTYKHUBOTHT MPUOIUIUTEIIHO 2 IBTH
MO-IBJIBT OT HaOJII0JaBaHUTE B MOMyJanus 0e3 Op0peuHa HeoCcTaThbuHOCT (BK. Touku 4.2, 4.3 u 4.4).
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Tabamna 23: Ioay:KkuBOT Ha 00IMA JA0UTATPAH NPH 3APABU HHIMBHAN U HHIAUBHU/IH C HAPYIIEHA
0bOpeuyHa pyHKIMA

CKopocT Ha rioMepyliapHaTa gMean (gCV%; rpanuim)
¢wmnrpanus (CrCL,) MOJTy’KUBOT
[ml/min] [h]
>80 13,4 (25,7%; 11,0-21,6)
>50- <80 15,3 (42,7%; 11,7-34,1)
>30-<50 18,4 (18,5%; 13,3-23,0)
<30 27,2(15,3%; 21,6-35,0)

JIO'BITHHUTEITHO, €KCIIO3UIIHATA Ha JabUTraTpaH (Hali-HUCKa U IIHKOBA) € OIICHEHA B €/IHO MPOCIIEKTUBHO,
OTKPHTO, PaHAOMH3UPAHO, (DapMaKOKUHETUIHO MPOYYBAHE IPH MAIIMEHTH ¢ HEKIIAITHO MTPEChPIHO
MBxIeHe (non-valvular atrial fibrillation, NVAF) ¢ Texxko 0b0peuHO yBpexaaHe (OmpeesieHo KaTo
kpeatnHUHOB KJIMpBHC [CrCl] 15-30 ml/min), nony4aBamy gaburatpas eTekcuiar 75 mg 1Ba IIbTH AHEBHO.
To3u pexxuM e JI0BeI JI0 Hall-HUCKa CpeiHa reoMeTpuyHa KoHIeHTpaus 155 ng/ml (gCV 76,9%), uamepena
HETIOCPEICTBEHO TPEU MPUIIOKESHNUETO Ha ClIe/IBallaTa J103a, ¥ JI0 TMKOBa Cpe/lHa FeOMEeTpHYHA
koHuenTpanus 202 ng/ml (gCV 70,6%), n3MepeHna Jia yaca ciieji MpUiIoKeHUETO Ha MoclieIHaTa J103a.

KnupbHebT Ha JaburaTpa upes XxeMoauann3a € U3ciieIBaH NpH 7 MalMeHTH ¢ TepMUHaTHa Ob0pedHa
HegocrarbuHocT (ESRD), 6e3 mpenchpaHo mbxaene. Juanu3zata e nposeaeHa cbe 700 ml/min auanuseH
NneOuT, TPOIBIDKUTETHOCT YETHPH Yaca U CKOPOCT Ha KpbBHUS TOK 200 mlml/min nnu 350-390 ml/min.
Tora Boam 10 oTcTpaHsBaHe chOTBETHO Ha 50% 10 60% OT KOHIEHTpaIusATa Ha adurarpan. KonmaecTBoTo
Ha BEUIECTBOTO, OTCTPAHEHO Ype3 IMAIN3a, € POMOPIIHOHATHO Ha CKOPOCTTA Ha KPBBHUS TOK, IPH CKOPOCT
Ha Ha KpBBHU TOK 710 300 ml/min. AHTHKOaryJaHTHATa akTHBHOCT Ha JaOUraTpaH HamallsiBa ¢ HaMalsiBaHe
Ha r1a3MeHuTe KoHueHtpauuu u OK/®/ Bpp3kara He e Ouiia 3acersaTta oT Hpoueaypara.

Menunanara Ha CrCL B npoyuBanero RE-LY Oeme 68.4 ml/min. Ilourn monosunata (45.8%) ot nauueHTuTe
B mpoyuBaHeTo RE-LY ca umanu CrCL >50- <80 ml/min. [Taruentute ¢ ymepeHo 0bOpeUHO yBpEkKaaHe
(CrCL mexay 30 u 50 ml/min) cca umanu cpenro 2.29 meTe 1 1.81 bTH MO-BHCOKA MPEI- U MOCT- JJ030Ba
TUIa3MeHa KOHIIEHTpaIys Ha [aburarpaH, ChOTBETHO, B CPAaBHEHHUE € TAIIMEHTH 0e3 ObOpeuHo yBpeKIaHe
(CrCL = 80 ml/min).

Menuanara Ha CrCl B mpoyusanero RE-COVER e 100,4 ml/min. IIpu 21,7% oT nanueHTuTe € uMaiio
0n0peuno yspexane B neka crerneH (CrCl > 50 - <80 ml/min) u nipu 4,5 % OT Ts1X — ObOpEUHO yBpEXKIaHE B
ymepene creried (CrCl mexy 30 1 50 ml/min). [TanmenTuTe ¢ 6OpEeYHO YBpEkKIaHEe B JIeKa U yMepeHa
CTETIeH Ca MMaJi B CTAI[MOHAPHO ChCTOSTHUE CHOTBETHO 1,8 mbTH U 3,6 MBTH CPEIHO MO-BUCOKHU TUTa3MEHU
KOHIIEHTpALK Npear NPUWIOKEHHE Ha Jj03aTa OT AaduraTpat B cpaBHeHue ¢ nanueHTure ¢ CrCl > 80
ml/min. Cxonnu crorinoct Ha CrCl ca ycranosenu B RE-COVER I1.

Menuanata va CrCl B nmpoyuBanusita RE-MEDY u RE-SONATE ca cwotBetHO 99,0 ml/min u 99,7 ml/min.
Ipu 22,9% u 22,5% ot nanuenture, croiinocture Ha CrCl ca >50 u <80 ml/min, a npu 4,8% ot ts1x CrCl e
Mexay 30 u 50 ml/min B npoyuBanusita RE-MEDY u RE-SONATE.

Cmapuecka 6v3pacm:

Crierudnynan hapMakOKHHETUYHU Npoy4BaHus (pasa | mpu manueHTH B crapuecka Bh3pacT MoKa3BaT
yBenmuuenue ot 40 1o 60% na AUC u nmoBede ot 25% Ha C,.x B CpaBHEHHE ¢ MIIa/Iv TalueHTH. EQexThT Ha
BB3pACTTa BbPXY EKCIIO3UIIHATA Ha TaduraTpaH e MoTBbpAeH oT mpoyuBaHeTo RE-LY ¢ okono 31% mo-
BHCOKO HWBO Ha Hall-HUCKaTa KOHIICHTPAITUS 32 WHIUBUIN > 75 TOAUHH U ¢ 0KOJIO 22% MO-HIUCKO HUBO Ha
Hal-HUCKaTa KOHLUEHTpAaIUs Ipyu UHAUBUIU < 65 TOJUHU B CpaBHEHUE C UHIUBUIU MEXAY 65 u 75
roguHu(BXK. TOUkH 4.2 1 4.4).

Yeprnoopobuo napywernue
He ce naOioaBa npoMsiHa B €KCIIO3UIMATA HA TadUTraTpaH NpH 12 ManueHTy ¢ yMepeHa YepHoIpoOHa
nHenocraTpyHoct (Child Pugh B) B cpaBHenue ¢ 12 korTponu (Bk. Touku 4.2 u 4.4).
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Tenecrno meano

Haii-auckure kKoHIEHTpanys Ha gaburatpad ca okosio 20% Mmo-HUCKY NIPU TAIMEeHTH C TEJIECHO TETJI0

> 100 kg B cpaBrenue ¢ 50-100 kg. Muo3uncTBoTo (80,8%) 0T nHAMBHIUTE OsiXa B Kareropusra > 50kg u
<100 kg 6e3 ycraHOBeHa sicHa pa3iuka (Bx. Touku 4.2 u 4.4). [1pu namuentu ¢ tenaecHo tero < 50 kg
KITMHAYHUATE JJAHHU Ca OTPaHUYCHHU.

Ton
[Ipu marueHTUTE ¢ MPEACHPAHO MBXKACHE, TTAITMEHTUTE OT KEHCKHU T0JI ca uManu cpeaHo 30% mo-BUCOKH

CTOWHOCTHY Ha Hall-HHUCKA ¥ IMOCT-1030Ba KoHIIeHTpamwsa. He ce n3mckBa KOpeKnus Ha jo3aTa (BX. TOUKa
4.2).

Emnuuecku npousxoo

HsMa kIMHMYHO 3HaYMMM MEXITyETHUYECKH Pa3Inyns MKy NAlMeHTH OT EBPONEUIHATa paca, MAUeHTH C
appo-aMepUKaHCKH, JIATHHO-aMEPHUKAHCKH, SITTOHCKH W KUTAWCKHU MPOU3XO0/1 110 OTHOIIEHUE Ha
(dapMakokrHeTHKaTa 1 (hapMakoIMHAMUKAaTa Ha TaburarpaH.

q)aDMaKOKI/IHeTI/I‘lHI/I BBaHMOHeﬁCTBHﬂ

In vitro poyuyBaHM 32 B3aUMOACHCTBHE HE NIOKAa3BaT MHXHUOUpaHe WK MHAYLUPAaHe Ha TTaBHUTE
M30€H3UMU Ha uToXpoM P450. ToBa ce mOTBBpKAaBa OT in Vivo IPOYIBAHUS C YUACTHUETO HA 3/IPaBU
JOOPOBOJIITH, KOUTO HE TIOKa3BaT B3aMMOJCHCTBHE MKy TOBA JICUEHUE U CIIETHUTE JIEKApPCTBEHU
npoaykTa: atopBactatud (CYP3A4), nmurokcuH (B3anMoieiicTBre ¢ TpaHCOpTHHS P-gp) u qukinodenak
(CYP2C9).

5.3 IlpenkJMHUYHH JAHHH 32 0€30MACHOCT

Hexnmumananure JaHHHU HC IIOKa3BaT ocobeH PHUCK 3a XOpaTta Ha 0aza Ha KOHBCHIIMOHAJTHUTC
q)apMaKOJ'IOFI/I‘IHI/I HU3IMUTBAHHUA 3a 6630HaCHOCT, TOKCUYHOCT IIpYU MHOT'OKPATHO IIpHUJIaraHe u
T€HOTOKCHUYHOCT.

Edexrure, HabnaronaBaHu B M3NUTBAHUTA 32 TOKCHYHOCT IPY MHOTOKPATHO MpHJIaraHe, ce IbKaT Ha
3acwiieHusl hapMaKkoIMHAMUYeH eeKT Ha Ja0uraTpas.

Edexr BbpXy KeHCKaTa PEIPOyKTHBHOCT € HabIoJaBaH moja (hpopMaTta Ha HamallsiBaHe Ha Opost Ha
HMMIUTAHTAI[MUTE W TIOBUIIIABAHE Ha MPEAMMILIAaHTAMOHHUTE 3aryou mpu no3a 70 mg/kg (5-KpaTHOTO HUBO
Ha TTa3MeHa eKCIO3HINA NpH nanuenTn). [Ipu 1o3m, KouTo ca TokcuvyHM 3a Maiikute (5- 10 10-kpaTHOTO
HUBO Ha IUTa3MEHA SKCIIO3UIIHS ITPY MAIUEHTH), IPH ILTHXOBE U 3alIK ce HAOII0/[aBa HaMaJIsiBaHE Ha
TEJIECHOTO TETJIO U )KU3HECTIOCOOHOCTTA Ha (peTyca, 3ae/JHO ¢ TOBUIIIaBaHe Ha eTaTHUTE Bapualyn. B
MPEeHATAHN U TIOCTHATAJIHM MTPOYYBaHHUs € HaOJII01aBaHO MMOBHUINIaBaHe Ha (peTaHaTa CMbPTHOCT IIPH JI03H,
KOHUTO ca TOKCHYHH 332 MaiKuTe (71033, ChOTBETCTBAIIA Ha 4 MBTH I10-BUCOKO HUBO HA IJIa3MEHA EKCIIO3UIIHS
0T HAOJIOJABAaHOTO TIPH MAI[UCHTH).

JABArocpoYHUTE TOKCUKOJIOTUYHY U3CJIEIBAHMS MPY IUTbXOBE U MUILIKHU HE IMOKa3aXa JaHHU 32 TYMOPOTE€HEH
MOTEHIIMAN Ha Ta0uraTpaH J0 MakcuMmaiHu 103 oT 200 mg/kg.

Jlaburarpan, akTHBHATA YacT OT Ja0UTraTpaH €TEKCUIIAT ME3WIAT, € YCTOMYHMB B OKOJTHATA Cpefa.

6. DAPMAIEBTNYHU JTAHHHA
6.1 CnucnbK HAa NIOMOIIHHUTE BelIeCTBa

Karncynao cbappkuMo
Bunena kucenuHa
ApaOcka ryma
Xurnpomenosa
Humetukon 350
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Tanx
XuUApOoKCUITPOMUIILIENYI03a

CncTaB Ha KalcyJiara
Kaparenan

Kanues xnopun
TuraHoB TUOKCHU]T
WNupuroxapmun (E132)
Xumnpomenosa

YepHO IM€YaTHO MACTHIIO
Iennak

Uepen xenesen okcup (E172)
Kanues xuapoxcu

6.2 HecbBMecTUMOCTH
Henpunoxumo.
6.3 Cpoxk Ha roIHoCT

Baucrep u OyTrika
3 roguHU

Cren oTBapsiHe Ha OyTHIIKATa, JIEKapCTBEHUT NPOLYKT TpsOBa Jja ce U3I0JI3Ba 10 4 Mecela.
6.4 CrnenuajaHu ycJ10BHA Ha ChXpPaHeHUe

bnucrep

21a CC€ CbXpaHsBa B OpUTMHAJIHATa OITaKOBKaA, 3a Jia CC MpEAIasu OT BJjiara.

Bytuika

Jla ce cbxpaHsABa B OpUTMHAIHATA OMAKOBKa, 32 Jja C€ Mpeas3y OT Biara.
CroxpansBaiiTe OyTHJIKaTa ITHTHO 3aTBOPEHA.

6.5 Jlanuwm 32 omakoBKAaTa

Kapronena onakoBka, ceabpkama 10 x 1, 30 x 1 umu 60 X 1 TBBpIU Karcynu B iephopupaHy aTyMHHUEBH
OmucTepy C eAMHUYHH JI03H.

I'pymnoBa onakoBka, chbpkaiia 3 onakoBkd oT 60 x 1 TBbpau kancynu (180 TBbpAM Karcynm) B
nephopupaHy ATyMHHUEBH OJIMCTEPH C SIMHUYHH JIO3H.

I'pymnoBa omakoBka, chabpikama 2 onakoBku oT 50 X 1 TBepau karncynu (100 TBBpIU Karcyminm) B
nephopupaH ATyMHUHUEBH OJIMCTEPH C €AMHUYHU J103H.

KaproneHna onakoBka, chappikaiiia 6 oaucrepau jgeHtu (60 x 1) B mephopupaty aTlyMHUHUEBU €IHOT030BH
Oenu OnucTepH.

[onunponuneHosa OyTuika, cbabpskama 60 TBbpAM KaICyH, ¢ Karnayka Ha BUHT.

He Bcruky BUOBE OMaKOBKH MOTaT ja ObAaT MyCHATH B POJaXx0a.

6.6 CrnenuaJiHu NpeANna3Hy MepKH NPU U3XBbpPJsiHe U padoTa

[Ipu m3Baxxnane Ha Pradaxa kamcynu ot 6iuctepHaTa onakoBKa TpsiOBa j1a ObAaT cria3BaHU CIETHUTE
YKa3aHUS:

. Bcsika kancyna tpg6Ba na ObJie oTAeeHa oT OiucTepa 1o nephoprupaHara JIHHUSL.
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o donmoTo Ha GiucTepa TPAOBA J1a ce OTIIEIH, CIIe/l KOCTO KarcyiaTa MOXKe Jia Ce U3Ba/Iu.
TBBpANTE KANCyH He TPsiOBa ca ObAAT U3BAXKIAAHU Mpe3 OIUCTEPHOTO (OIHO.
BrucreproTro dhonuo TpsiOBa 1a Obae 00€BAHO CaMO KOTaTO € He0OX0IMMO Jia Ce IpUeMe TBbp/Ia
Karcya.

[Ipu n3BakJaHe Ha TBBHPAA Karcyna oT OyTHIIKaTa, TpsOBa J1a Ce CIa3BaT CICAHUTE yKa3aHHs:

. Kamaukara ce oTBaps upe3 HaTHCKaHE U 3aBbpPTAHE.
. Cren u3BaXkaaHe Ha KarcysiaTa OT OyTHIIKATa, Karmadykara BejHara TpsioBa Jia ce oCcTaBu 00paTHO U
OyTuIIKaTta 1a ce 3aTBOPH ILUIBTHO

Heusnon3panust JICKApPCTBCH HNPOAYKT WIN OTHAABYHUTC MATCPUAJIN OT HETO Tpﬂ6Ba Ja CC€ U3XBBPJIAT B
CHOTBCTCTBUEC C MCCTHUTC U3HMCKBAHMA.

7. HPUTEXATEJI HA PASPEIIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Str. 173

D-55216 Ingelheim am Rhein

I'epmanus

8. HOMEP(A) HA PASPEHHIEHUETO 3A YIIOTPEBA

EU/1/08/442/009
EU/1/08/442/010
EU/1/08/442/011
EU/1/08/442/012
EU/1/08/442/013
EU/1/08/442/016
EU/1/08/442/019

9. JATA HA TbPBO PAZPEIIABAHE/TIOJHOBABAHE HA PASPEIIEHUETO 3A
YIHOTPEBA

Jara Ha mepBO paspemasane: 18 mapt 2008 r.
[Hata Ha nocnenHno nogxHoBsiane: 17 sayapu 2013 1.

10. JOATA HA AKTYAJIUBUPAHE HA TEKCTA

[MonpoOHa nH(OpMaIUs 3a TO3M JIEKApCTBEH MPOIYKT € MpelocTaBeHa Ha yeb caiita Ha EBpometickara
areHIus 10 JieKapcTBaTa http://www.ema.europa.eu/
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HNPUJIOKEHUE 11

MNPOU3BOJAUTEJI(N), OTTOBOPEH(HHN) 3A
OCBOBOXKJIABAHE HA ITAPTUIN

YCJOBUA NJIN OTPAHUYEHUSA 3A TOCTABKA U
YIHOTPEBA

APYI'N YCJIOBUS U U3BUCKBAHUSA HA
PASPEHIEHUMETO 3A YIIHOTPEBA

YCJIOBUA NI OI'PAHUYEHUA 3A BE3OITACHA U EOEKTUBHA
YIOTPEBA HA JIEKAPCTBEHMUS ITPOAYKT
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A. TTPOU3BOJUTEJI(N), OTTOBOPEH(HH) 3A OCBOBOXJIABAHE HA TTAPTUIN

HwmMe u anpec Ha mpousBoauTesi(nre), OTTOBOPEH(HM) 32 0OCBOOOKIaBaAHE HA ITAPTUANTE

Boehringer Ingelheim Pharma GmbH & Co. KG
Binger Strasse 173

55216 Ingelheim am Rhein

I'epmanus

Boehringer Ingelheim Pharma GmbH & Co. KG
Birkendorfer Strasse 65

D-88397 Biberach an der Riss

I'epmanus

IleuaTHaTta nuCcTOBKA Ha JICKapCTBCHUA IPOAYKT TpH6Ba Ja CbAbpKa MMETO U aapeca Ha IMPOU3BOJUTEIIA,
OTT'OBOPCH 3a OCBO60)KJIaBaHeTO Ha CbOTBE€THATA mapTuaa.

b. YCJIOBUA WJIN OT'PAHUYEHUS 3A TIOCTABKA U YIIOTPEBA

.HeKapCTBeHI/IﬂT MNPOAYKT C€ OTITYCKa I1O JICKAPCKO MPCAIMNUCAaHUC.

B. JPYI' YCJIOBUS N UBNCKBAHUS HA PASPEHIEHUETO 3A YIIOTPEBA
o IleproanyHN aKTYaIN3UPAHU JOKJIAIH 32 6€30NMaCHOCT

W3nckBanusTa 3a 1ojiaBaHe Ha NEPUOJUYHH aKTyaIM3UpaHU JOKIAIN 3a 0€30IIacHOCT 3a TO3M JIEKapCTBEH
MPOAYKT ca MIOCOYEHH B cIUCchKa ¢ pedpepentHure natu Ha EBponetickus cvio3 (EURD criucek), npeasuaeH
B wi. 1078, ann. 7 ot Jdupextura 2001/83/EO, 1 BbB BCHUKH CJICABAIIN aKTyaIN3allH, TyOJINKYBaHH Ha
eBpoIlelicKusl yeOropTal 3a JIeKapcTBa.

r. YCJIOBUA NJIN OTPAHUYEHUSA 3A BE3OITIACHA U E@OEKTUBHA YIIOTPEBA
HA JIEKAPCTBEHUS TPOAYKT

. Ilian 3a ynpasiaenue Ha pucka (ITYP)

[IPY TpsiOBa 1a U3MIBbJIHABA U3UCKBAHUTE ICHHOCTH M JCHCTBHS, CBbP3aHHU C JIEKAPCTBEHATa 0€30I1aCHOCT,
nocouenu B onoopenus [1YP, npeacrasen B Moayn 1.8.2 Ha Pa3zpermenueTo 3a ynorpeba, KakTo ¥ pu
BCUYKH CIIBAIIM ChIIIACyBaHM akTyann3anuu Ha [TYP.

Axrtyanuzupas [1YP Tpa6Ba na ce mogasa
e 110 uckane Ha EBpomnelickaTa areHIHs 10 JIeKapCcTBaTa;
e BHHArW, KOraTo ce U3MeHs CUCTeMaTa 3a YIpaBJIeHHE Ha PUCKa, 0COOEHO B pe3yJITaT Ha MOTydaBaHe
Ha HOBa MH(OPMAIH, KOSITO MOXeE J1a I0BEJE O 3HAYMMH IPOMEHHU B ChOTHOIIEHUETO I0JI3a/PHUCK,
WIIH CJIeJl JOCTUTaHe Ha BayKEeH eTarl (BbB Bpb3Ka C MPOCIesIBaHe Ha JEKapCTBEHATa 0€30MacHOCT
WM CBEXKJIaHE HA PUCKA JI0 MUHUMYM).

105



° IlOH]:JIHI/ITeJIHH MEPKH 3a CBCKAAHE HA PUCKA 10 MUHUMYM

3a BCSIKO OT TepaneBTUYHUTE Toka3anus, [IPY TpsOBa na npegocTaBu 00y4YHTENICH MTAKET, MPEAHA3HAYCH 3a
BCUYKH JIEKapH, 332 KOUTO Ce Mperoara, de mie npeamnucsaTr Pradaxa. O0y4uTeTHUST AKeT €
MpeJHa3HAYEH 3a MMOBUIIABAHE HA BHUMAHHUETO KbM NOTEHLMAJIHUSA PUCK OT KbPBEHE, 10 BpEME HA
TepanusTta ¢ Pradaxa u npenocraBsiHe Ha pbKOBOJICTBO 32 YIIPABICHUETO HA TO3H PHCK.

I1PY TpsiBOBa 51a chriacysa ChIIbPKAHUETO U (hopMaTa Ha OOYUHUTEIHUS MaTepHall, 3a¢HO C TUIaHa 3a
KOMYHHKAIHA, ChC CHOTBETHHS HALMOHAJICH PETYIATOPEH OpraH, MPeIu 1a pa3NpoCcTpaHu 00yUINTETHUS
nakeT. OOYYUTETHHSAT IMAaKeT 32 BCHYKH TEPANleBTUYHH ITOKa3aHWs TPsOBa a ObJie rOTOB 32
Pa3pOCTpaHEHUE IIPEAU IyCKAHETO Ha [1a3apa B IbPKaBa-YICHKA.

O6yLII/ITeJ'IHI/I$IT MaKeT 3a JICKapu Tpﬂ6Ba Ja CbAbpiKa:

. Kpartka xapakTepucTrika Ha IpOayKTa
. PBKOBOICTBO 32 TIpeANACBAIINS JIEKap
. CurHajgHu KapTH Ha TAIUEHTa

PbroBoaCcTBOTO 32 peAnucBanys jJekap TpsOBa 1a chabpika cieHara Kio4oBa HHpopMmamus 3a

Oe3omacHocCTTa:

. [MonmpoOua uHbOpManys 3a MOMyJIAIMHTE, C TIOTCHIIUAITHO T0-BHCOK PUCK OT KbPBEHE

U Wudopmarius 3a 1eKapcTBEHUTE MPOIYKTH, KOUTO ca MPOTUBOTIOKA3aHH WIIM KOUTO TpsAOBa 1a Obaat

Impujiaraiv € IOBUIICHO BHUMAHUEC, ITOpaJd MOBUIICH PUCK OT KbPBCHE W/WIY NIOBUIIIEHA
KOHILIEHTpalMs Ha Jaduratpad

. [IpoTrBONIOKa3aHNE NIPU MALMEHTH ChC ChPJACYHH KIIAIHU MPOTE3H, U3UCKBAILM aHTHKOATYJIAHTHO
JICUYEHUE.
[Ipenopbka 3a n3mepBaHe Ha ObOpeyHaTa QYHKITHS
IIpenoprku 3a HaMaJIIBaHE HA J103aTa IPU PUCKOBHU NOIMYyJIal[UU
Mepku, B ci1yyau Ha IPEJO3UPAHE
Ynorpeba Ha KoaryJalMOHHU TECTOBE U MHTEPIIPETALUATA UM
Ye Ha BCMUKM NaLMEHTH TPpsiOBa 1a Obae npeaocraBeHa CUrHaIHA KapTa Ha MalMeHTa u Aa ObJe
00CB/IEHO CIEHOTO:

- HpHBHaHI/I WM CUMIITOMH Ha KbPBCHE, U KOra Jia C€ NOTbPCU KOHCYJITAllUusA C MEAULTNHCKU
CHETATTUCT

- 3HaueHHETO HA MMPUABPKAHETO KbM JICUCHHUETO

=  HeoOxoxumocTTa HauMeHTHT Ja HOCH BUHATH Che ceOe cu cBosita CUrHaIHa KapTa

=  HeoOxoxumocTTa 1a HHPOPMUPA MEIUIMHCKUTE CIIELUATUCTH 32 BCUYKH JIEKapCTBa, KOUTO IpUEMa B
MOMEHTa

L] HeoOxoaumocTTa 1a nHGOpMHUpa METUIIMHCKUTE CIICIIMATUCTH, Y€ pueMaT Pradaxa B ciyuali, ue Ha
nanyueHTa My NpeacTon ornepanua Ui HHBa3UBHA IIpoUcaypa

- WnucTpykmus xak ga ce npuema Pradaxa

OcBeH TOBa, BBB BCsIKa JieKapcTBEeHa onakoBka, [IPY TpsOBa ga ocurypu curaajgHaTta KapTa Ha MalueHTa,
TEKCTa Ha KosATO ce chabpxka B [Ipunoxxenue I11.
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HNPUJIOKEHUE 111

JAHHU BBPXY OITAKOBKATA U JIMCTOBKATA
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A. JAHHHU BbPXY OITAKOBKATA
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JAHHHU, KOUTO TPABBA JJA CBbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A BJIMCTEP 3a 75 mg

| 1.

NME HA JIEKAPCTBEHUSA MTPOAYKT

Pradaxa 75 mg TBBpaM Karncyiau
nmaburaTrpaH eTeKCHIaT

2.

OBSIBABAHE HA AKTUBHOTOMTE) BELLIECTBO(A)

Bcska TBEpaa Kancymna chabpika 75 mg maburatpaH eTekcuiar (KaTo ME3uyaT).

| 3.

CIIUCBK HA IOMOIIIHUTE BEHIECTBA

| 4.

JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

10 x 1 TBBpAM KAy
30 x 1 TBBpAM KanCyIn
60 x 1 TBBpIM KanCyIn

5.

HAYMH HA ITPUJIOKEHHUE U IbT(UIIA) HA BBBEXJIAHE

I'enraiiTe Kancynata Lsia, 1a He ce AbBYE WIN pa3dyIlBa.
IIpenu ynorpeba npodereTe IMCTOBKATA.

[lepopanHo mpunoxeHue.

OmnakoBKaTa ChIbpKa CUTHAJIHA KapTa Ha MalMeHTa.

Pasnenere
,_\\
g
Ortiemnere

6.

CIHHEINUAJIHO NPEAYHPEXJIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA A CE

CBbXPAHSABA HA MACTO JAJIEYE OT IIOIVIEJA U TOCETI'A HA JELA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHIIHO 3a ACIA.
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| 7. APYI'U CHEHUAJIHU NPEAYHPEX/IEHUS, AKO E HEOBXO/JIUMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

TI'omen no:

| 9. CIHHELIUAJIHU YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpPaHsBa B OpUTMHAJIHATa OIIAKOBKA, 3a 1a CC MPEAIa3u OT BJIara.

10. CIEHLUAJIHU ITPEAITASHU MEPKU ITPU U3XBBPJISIHE HA HEU3IIOJI3BAHA YACT
OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTHAABYHU MATEPUAJIAN OT THX, AKO
CE UBUCKBAT TAKHUBA

11. HME U AJIAPEC HA ITPUTEXATEJIS HA PASPEIHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Strasse 173

D-55216 Ingelheim am Rhein

I'epmanus

12. HOMEP(A) HA PASPEHIEHHUETO 3A YIIOTPEBA

EU/1/08/442/001 10 x 1 karcynu
EU/1/08/442/002 30 x 1 xancynu
EU/1/08/442/003 60 x 1 xancynu
EU/1/08/442/017 60 x 1 xancynu

13. NAPTHUIAEH HOMEP HA ITPOU3BOAUTEJIA

[TapTunen Ne

| 14. HAYUH HA OTIITYCKAHE

| 15. YKA3AHWUs 3A YIIOTPEBA

| 16. WH®OPMAIIMS HA BPAIHJIOBA A3BBYKA

Pradaxa 75 mg

| 17. YHUMKAJIEH HAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JByn3mMepeH 6apKoJ1 ¢ BKIIOYCH YHUKAICH HICHTUPHKATOD
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18. YHMKAJIEH HAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC:
SN:
NN:
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

KAPTOHEHA OITAKOBKA 3A BJIUCTEP 3a 110 mg

1.

HUME HA JIEKAPCTBEHUS ITPOAYKT

Pradaxa 110 mg TBBpAN Karncyau
nmaburatpaH eTeKCHIaT

2.

OBSIBABAHE HA AKTUBHOTOMTE) BEHLIECTBO(A)

Bcesika 1BBpaa karcyna ceappxka 110 mg naburatpan erekcniar (KaTo Me3niar).

| 3.

CIIUCBK HA TIOMOIIIHUTE BEIIECTBA

| 4.

JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

10 x 1 TBBpAN Kancyan
30 x 1 TBBpIM KanCyIn
60 x 1 TBBpIM KaNICYIN

5.

HAYMH HA ITPUJIOXKXEHHUE U IbT(UIIA) HA BBBEXJIAHE

I'biTaiiTe Kancynara usia, Ja He ce AbBYE WM pa3vyyIBa.
[peau ynorpeda nmpovereTe IUCTOBKATA.

[TepopanHo mpunoxeHue.

OnakoBKaTa ChJIbpKa CUTHAJIHA KapTa Ha MalleHTa.

Pasznenere

3

Ortenere

6.

CIHHEHHUAJIHO NPEAYHPEXJIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA A CE

CBbXPAHSABA HA MACTO JAJIEYE OT IIOIVIEJA U TOCETI'A HA JELA

Jla ce cpxpaHsiBa Ha MACTO, HEAOCTHITHO 3a JICTIA.
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| 7. APYI'U CHEHUAJIHU NPEAYIPEXIEHUS, AKO E HEOBXOJINUMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

TI'omen no:

| 9. CIHHELIUAJIHU YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpPaHsBa B OpUTMHAJIHATa OIIAKOBKA, 3a 1a CC MPEAIa3u OT BJIara.

10. CIENUAJHHU IIPEAITASHU MEPKHU ITPU NU3XBBPJIAHE HA HEU3IIOJI3BAHA YACT
OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTHAABYHU MATEPUAJIN OT THAX, AKO
CE U3UCKBAT TAKHUBA

11. HMME U AJAPEC HA ITPUTEXKXATEJISI HA PASPEIHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Strasse 173

D-55216 Ingelheim am Rhein

I'epmanus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/08/442/005 10 x 1 xancynu
EU/1/08/442/006 30 x 1 xancynu
EU/1/08/442/007 60 x 1 karcynu
EU/1/08/442/018 60 x 1 xancynu

13. NAPTHUIAEH HOMEP HA ITPOU3BOJAUTEJIA

[TapTunen Ne

| 14. HAYUH HA OTITYCKAHE

| 15. YKA3AHWNS 3A YIIOTPEBA

| 16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

Pradaxa 110 mg

| 17. YHMKAJIEH WAEHTU®UKATOP — IBYU3MEPEH BAPKO/]

JByn3mMepeH 6apKoJ1 ¢ BKIIOYCH YHUKAICH HICHTUPHKATOD
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18. YHMKAJIEH HAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC:
SN:
NN:
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

I'YIIOBA OITAKOBKA OT 180 ( 3 OTAKOBKH OT 60 TBbPAU KAIICYJIN) — BE3 BLUE BOX -
110 mg TBbPAU KAIICYJIN

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Pradaxa 110 mg TBBpAN Karcymu
naburatpaH eTeKCHIaT

2. OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika 1BBpaa karcyna ceappxka 110 mg naburatpan erekcuiar (KaTo Me3niar).

| 3. CIIMCBK HA IOMOIIHUTE BEIIECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

60x1 TBbPJAU KAIICYJIN. KommnoneHnr Ha rpymnoBa OIlaKOBKa, HE CC MpoAdaBa MOOTACIHO.

| 5. HAYUH HA ITPUJIOKEHUE U IbT(MIIA) HA BBBEXKJIAHE

I'biTaiiTe Kancynara usia, Ja He ce JbBYE WM pa3vyyIBa.
[Ipenu ymorpeda mpoverere IMCTOBKATA.

ITepopanHo npunoxeHue.

OmnakoBKaTa ChIIbpkKa CUTHAJIHA KapTa Ha TMaIieHTa.

Pasznenere

3

Ortnemnere

6. CHELNUAJIHO NPEAYHPEXJIEHHUE, YE JIEKAPCTBEHUAT HPOAYKT TPSABBA JIA CE
CBbXPAHSABA HA MACTO JAJIEYE OT IIOIVIEJA U TOCEI'A HA JELA

Jla ce cpxpaHsBa Ha MACTO, HEAOCTHITHO 34 JICTIA.

115



| 7. APYI'U CHEHUAJIHU NPEAYIPEXIEHUS, AKO E HEOBXOJINUMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'omen no:

| 9. CIHHELIUAJIHU YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpPaHsBa B OpUTMHAJIHATa OIIAKOBKA, 3a 1a CC MPEAIa3u OT BJIara.

10. CHEHUWAJIHM ITPEAITAZHA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BBAHA YACT
OT JIEKAPCTBEHUTE NPOAYKTHU NJIK OTHHAABYHUN MATEPUAJIN OT TAX, AKO CE
N3UCKBAT TAKHUBA

11. HMME U AJAPEC HA ITPUTEXKXATEJISI HA PASPEIHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Strasse 173

D-55216 Ingelheim am Rhein

I'epmanus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/08/442/014

13. HAPTHUAEH HOMEP HA ITPOU3BOAUTEJIA

[Taptuaen Ne

| 14. HAYUH HA OTITYCKAHE

| 15. YKA3AHWNS 3A YIIOTPEBA

| 16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

Pradaxa 110 mg

| 17. YHMKAJIEH NWAEHTU®UKATOP — IBYU3MEPEH BAPKO/

| 18. YHMKAJIEH WIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

BAHIAEPOJI HA T'PYIHOBA OITAKOBKA OT 180 (3 OIAKOBKH OT 60 TBbPAU KAIICYJIN)
OBBUTHU B ITPO3PAYHO ®OJINO - BKUIOYUTEJHO BLUE BOX- 110 mg TBbPJIN

KAIICYJIM

1.

UME HA JIEKAPCTBEHUS ITPOAYKT

Pradaxa 110 mg TBBpAM Karcymu
naOuraTpaH eTeKCHaT

2.

OBSIBABAHE HA AKTUBHOTOMTE) BELLIECTBO(A)

Bcesika TBBpaa Kancyna ceabpka 110 mg naburarpan erekcunat (KaTo Me3Huiar).

| 3.

CIIUCBK HA IOMOIIIHUTE BELIECTBA

| 4.

JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

I'pymoBa omakoBka: 180 (3 onmakoBku ot 60 x 1) TBEpAM KaICyJTu.

5.

HAYMH HA ITIPUJIOXKXEHHUE U IbT(UIIA) HA BBBEXKJIAHE

I'biTaiiTe Kancynara usia, Ja He ce AbBYE WM pa3vyyIBa.
[Ipenn ymorpeba mpoderere IMCTOBKATA.
[TepopanHo mpunoxeHue.

6.

CHHEIIUAJIHO NPEAYHPEXJIEHUE, YE TEKAPCTBEHUAT IMTPOAYKT TPABBA JIA CE

CBbXPAHSABA HA MACTO JAJIEYE OT IIOIVIEJA U TOCETI'A HA JELA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHIIHO 3a ACIA.

7.

APYI'U CHEHUAJIHU NPEAYIPEXJIEHUS, AKO E HEOBXOJINUMO

| 8.

JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

9.

CIHIEIIMAJIHHU YCJIOBUSI HA CbXPAHEHUE

21a CC€ ChbXpaHsBa B OpUTMHAJIHATa OITaKOBKaA, 3a Jia CC IMpEAIasu OT BJjiara.
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10. CIENUAJHU IIPEAITASHU MEPKHU ITPU NU3XBBPJIAHE HA HEU3IIOJI3BAHA YACT
OT JIEKAPCTBEHUTE NPOAYKTHU NJIK OTIHTAABYHUN MATEPUAJIN OT THAX, AKO
CE U3UCKBAT TAKUBA

11. HMME U AJAPEC HA IIPUTEXKATEJISI HA PASPEIHEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Strasse 173

D-55216 Ingelheim am Rhein

I'epmanus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/08/442/014

13. HAPTHUAEH HOMEP HA ITPOU3BOAUTEJIA

[Taptuaen Ne

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHWNS 3A YIIOTPEBA

| 16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

Pradaxa 110 mg

| 17. YHMKAJIEH WAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JiByn3mepeH 6apKojl ¢ BKIIIOYEH YHUKAJIEH HACHTU(DHUKATOD

| 18. YHMKAJIEH NWIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC:
SN:
NN:
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

I'PYIIOBA OITAKOBKA OT 100 (2 OITAKOBKH OT 50 TBBPJIU KAIICYJIN) — BE3 BLUE BOX
- 110 mg TBbPAU KAIICYJIN

1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Pradaxa 110 mg TBBpAN Kancyau
nmaburaTrpaH eTeKCHIaT

2. OBSIBABAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcesika 1BBpaa karcyna ceappxka 110 mg naburatpan erekcuiar (KaTo Me3niar).

| 3. CIIMCBbK HA IOMOIIHUTE BEIIECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJITHA OITAKOBKA

50x1 TBbPJAU KAIICYJIN. KommnoneHr Ha rpymnoBa OIaKoBKa, HE CC MpoAaaBa MMOOTACIHO.

5. HAYUH HA ITPUJIOKEHUE U IbT(MIIA) HA BBBEXKJIAHE

I'biTaiiTe Kancynara usia, Ja He ce AbBYE WM pa3vyyIBa.
[Ipenu ynorpebda mpoverere IMCTOBKATA.

ITepopanHo npunoxeHue.

OmakoBKaTa ChIbpKa CUTHAJIHA KapTa Ha TMaIieHTa.

Pasznenere

3

Ortnemnere

6. CHELNUAJIHO NPEAYHPEXJIEHHUE, YE JIEKAPCTBEHUAT HPOAYKT TPSABBA JIA CE
CBbXPAHSABA HA MACTO JAJIEYE OT INOIVIEJA U JOCEI'A HA JELA

Jla ce cpxpaHsiBa Ha MACTO, HEAOCTHITHO 3a JICTIA.
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| 7. APYI'U CHEHUAJIHU NPEAYIPEXIEHUS, AKO E HEOBXOJINUMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'omen no:

| 9. CIHHELIUAJIHU YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpaHsBa B OpUT'MHAJIHAaTa OIIAKOBKaA, 3a 1a CC MPEAIasyu OT BJiara.

10. CIENUAJHHU IIPEAITASHU MEPKHU ITPU NU3XBBPJIAHE HA HEU3IIOJI3BAHA YACT
OT JIEKAPCTBEHUTE NPOAYKTHU NJIK OTHHTAABYHN MATEPUAJIN OT THX, AKO
CE U3UCKBAT TAKHUBA

11. HMME U AJAPEC HA ITPUTEXKXATEJISI HA PASPEIHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Strasse 173

D-55216 Ingelheim am Rhein

I'epmanus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/08/442/015

13. HAPTHUAEH HOMEP HA ITPOU3BOAUTEJIA

[Taptuaen Ne

| 14. HAYUH HA OTITYCKAHE

| 15. YKA3AHWNS 3A YIIOTPEBA

| 16. HWH®OPMAIIUA HA BPAJIOBA A3BYKA

Pradaxa 110 mg

| 17. YHMKAJIEH NWAEHTU®UKATOP — IBYU3MEPEH BAPKO/

| 18. YHMKAJIEH WIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

BAHIAEPOJI HA TPYIIOBA OITAKOBKA OT 100 (2 OTAKOBKH OT 50 TBbPAU KAIICYJIN)
OBBHUTHU B ITPO3PAYHO ®OJINO - BKUIOYUTEJHO BLUE BOX- 110 mg TBbP/IN
KAIICYJIM

1. HUME HA JIEKAPCTBEHUS TPOAYKT

Pradaxa 110 mg TBBpAN Karcymu
naburatpaH eTeKCHIaT

2. OBSIBABAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcesika 1BBpaa karcyna ceappxka 110 mg maburarpan erekcuiar (KaTo Me3niar).

| 3. CIIMCBK HA IOMOIIHUTE BEIIECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

I'pynoBa onakoska: 100 (2 onakoBku ot 50 X 1) TBBpAM KamCyiH.

5. HAYMH HA ITIPUJIOXKEHHUE U I'bT(MIA) HA BBBEXKJIAHE

['bnTaiiTe Kancynara usna, 1a He Ce IbBYE WIH Pa3yyIiBa.
[Ipenu ymorpeba mpoverere TMCTOBKATA.
ITepopanHo npunoxeHue.

6. CHELNUAJIHO NPEAYHPEXJIEHHUE, YE JIEKAPCTBEHUAT HPOAYKT TPSABBA JIA CE
CBbXPAHSABA HA MACTO JAJIEYE OT IIOIVIEJA U TOCEI'A HA JELA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBHIIHO 34 [ACIA.

| 7. APYI'U CHEHUAJIHU HPEAYHPEXIEHUS, AKO E HEOBXOJINUMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'onen no:

| 9. CIHHIELHIUAJIHU YCJIOBUSI HA CbXPAHEHUE

21a CC€ CbXpaHsBa B OpUTMHAJIHATa OITaKOBKaA, 3a Jia CC IMPEAIIasu OT BJjiara.
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10. CIENUAJHU IIPEAITASHU MEPKHU ITPU N3XBBPJIAHE HA HEN3IIOJI3BAHA YACT
OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTITAABYHN MATEPUAJIN OT THX, AKO
CE UBUCKBAT TAKHUBA

11. HME U AJIPEC HA ITIPUTEXATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Strasse 173

D-55216 Ingelheim am Rhein

I'epmanus

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/08/442/015

13. NAPTHUAEH HOMEP HA ITPOU3BOJAUTEJIA

[TapTunen Ne

| 14. HAYUH HA OTITYCKAHE

| 15. YKA3AHWUS 3A YIIOTPEBA

| 16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

Pradaxa 110 mg

| 17. YHMKAJIEH NWAEHTU®UKATOP — IBYU3MEPEH BAPKO/]

JIByn3mepeH 0apKoJ C BKJIIOUEH YHUKAICH WACHTU(HUKATOD

| 18. YHMKAJIEH UIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC:
SN:
NN:
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

CI'BBAEMA KAPTOHEHA KYTHS 3A BJIMCTEP 3a 150 mg

1.

HUME HA JIEKAPCTBEHUS TIPOAYKT

Pradaxa 150 mg TBBpAN Kancynu
nmaburaTrpaH eTeKCHIaT

2.

OBSIBABAHE HA AKTUBHOTOMTE) BEHLIECTBO(A)

Bcesika TBBpaa karicyna chappxka 150 mg naburatpan erekcuiar (KaTo Me3niar).

| 3.

CIIMCBbK HA IOMOIIHUTE BEIIECTBA

| 4.

JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

10 x 1 TBBpAM KanCyan
30 x 1 TBBpIM KanCyIn
60 x 1 TBBpIM KaNICYIN

5.

HAYMH HA ITIPUJIOXKXEHHUE U IbT(UIIA) HA BBBEXKJIAHE

I'biTaiiTe Kancynara usia, Ja He Ce AbBYE WM pa3vyIiBa.
[Ipenn ymorpeba mpoderere IMCTOBKATA.

[TepopanHo mpunoxeHue.

OnakoBKaTa ChJIbpKa CUTHAJIHA KapTa Ha MalleHTa.

Pasznenere
,_\\
g
Ortenere

6.

CHHEINUAJIHO NPEAYHPEXJIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPABBA JIA CE

CBbXPAHSABA HA MACTO JAJIEYE OT IIOIVIEJA U TOCETI'A HA JELA

Jla ce cpxpansiBa Ha MACTO, HEAOCTHITHO 34 JICTIA.
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| 7. APYI'U CHEHUAJIHU NPEAYIPEXIEHUS, AKO E HEOBXOJINUMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'omen no:

| 9. CIHHELIUAJIHU YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpPaHsBa B OpUTHHAJIHATa OIIAKOBKA, 3a 1a CC MPEAasu OT BJIara.

10. CIENUAJHHU IIPEAITASHU MEPKHU ITPU NU3XBBPJIAHE HA HEU3IIOJI3BAHA YACT
OT JIEKAPCTBEHUTE NPOAYKTHU NJIK OTHHTAABYHN MATEPUAJIN OT THX, AKO
CE U3UCKBAT TAKUBA

11. HMME U AJAPEC HA ITPUTEXKXATEJISI HA PASPEIHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Strasse 173

D-55216 Ingelheim am Rhein

I'epmanus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/08/442/009 10 x 1 xancynu
EU/1/08/442/010 30 x 1 kancynu
EU/1/08/442/011 60 x 1 karcynu
EU/1/08/442/019 60 x 1 xancynu

13. HAPTHUAEH HOMEP HA ITPOU3BOAUTEJIA

[Taptuaen Ne

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHWs 3A YIIOTPEBA

| 16. HWH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Pradaxa 150 mg

| 17. YHMKAJIEH NWAEHTU®UKATOP — IBYU3MEPEH BAPKO/|

JIBym3MepeH 6apkoJl C BKIIOYEH YHUKAICH UIACHTH(DUKATOP
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18. YHMKAJIEH HAEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC:
SN:
NN:
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

I'PYIHOBA OITAKOBKA OT 180 (3 OITAKOBKH OT 60 TBBPIU KAIICYJIN) — BE3 BLUE BOX-
150 mg TBbPAU KAIICYJIN

1.

HUME HA JIEKAPCTBEHUS ITPOAYKT

Pradaxa 150 mg TBBpAM Kancyau
naburatpaH eTeKCHIaT

2.

OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TBBpaa karcyna ceappxka 150 mg naburatpan erekcuiar (KaTo Me3niar).

| 3.

CIIMCBK HA IOMOIIHUTE BEIIECTBA

| 4.

JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

60x1 TBbPAU KaIICYJIH. KommnoneHnr Ha rpymnoBa OIaKOBKa, HE CC MpoAdaBa MMOOTACIHO.

5.

HAYMH HA ITIPUJIOXKEHHUE U I'bT(UIIA) HA BBBEXKJIAHE

['brTaiiTe Kancynara usna, 1a He Ce IbBYE WIH Pa3yyIiBa.
[Ipenn ymorpeba mpoderere IMCTOBKATA.

ITepopanHo npusnoxeHue.

OnakoBKaTa ChJIbpKa CUTHAJIHA KapTa Ha MalleHTa.

Pasnenere

3

Ortenere

6.

CIHHEINUAJIHO NIPEAYIPEXJIEHUE, YE JEKAPCTBEHUAT ITPOAYKT TPSABBA JIA CE

CBbXPAHSABA HA MACTO JAJIEYE OT IIOIVIEJA U TOCETI'A HA JELA

Jla ce cpxpaHsiBa Ha MACTO, HEAOCTHITHO 3a JICTIA.
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| 7. APYI'U CHEHUAJIHU NPEAYIPEXIEHUS, AKO E HEOBXOJINUMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'omen no:

| 9. CIHHELIUAJIHU YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpPaHsBa B OpUTMHAJIHATa OIIAKOBKA, 3a 1a CC MPEAIa3u OT BJIara.

10. CIENUAJHHU IIPEAITASHU MEPKHU ITPU NU3XBBPJIAHE HA HEU3IIOJI3BAHA YACT
OT JIEKAPCTBEHUTE NPOAYKTHU NJIK OTHHTAABYHN MATEPUAJIN OT THX, AKO
CE U3UCKBAT TAKUBA

11. HMME U AJAPEC HA ITPUTEXKATEJISI HA PASPEIHEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Strasse 173

D-55216 Ingelheim am Rhein

I'epmanus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/08/442/012

13. HNAPTHUAEH HOMEP HA ITPOU3BOAUTEJIA

[Taptunen Ne

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHWUs 3A YIIOTPEBA

| 16. HWH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Pradaxa 150 mg

| 17. YHMKAJIEH NWAEHTU®UKATOP — IBYU3MEPEH BAPKO/

| 18. YHMKAJIEH WIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

BAHIAEPOJI HA T'PYIHOBA OITAKOBKA OT 180 (3 OIAKOBKH OT 60 TBbPAU KAIICYJIN)
OBBUTHU B ITPO3PAYHO ®OJINO - BKUIOYUTEJHO BLUE BOX- 150 mg TBbPIN
KAIICYJIM

1. UME HA JIEKAPCTBEHUS ITPOAYKT

Pradaxa 150 mg TBbpAM Kancyau
naburarpaH eTeKkcuiar

2.  OBSIBSIBAHE HA AKTUBHOTO(UTE) BEILIECTBO(A)

Bcesika TBBpaa Karcyna chabpxka Ha 150 mg maburarpan eTekcuiat (KaTo Me3Har).

| 3. CIIUCBK HA IOMOIIIHUTE BELIECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJTHA OITAKOBKA

I'pymnosa omakoBka: 180 (3 onmakoBku ot 60 x 1) TBEpAM KaICyu.

5. HAYMH HA ITIPUJIOXKXEHHUE U IbT(UIIA) HA BBBEXKJIAHE

I'biTaiiTe Kancynara usia, Ja He ce AbBYE WM pa3vyyIBa.
[Ipenn ymorpeba mpoderere IMCTOBKATA.
[TepopanHo mpunoxeHue.

6. CIHHEHUAJIHO NPEAYHPEXJIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA JA CE
CBbXPAHSABA HA MACTO JAJIEYE OT IIOI'VIEJA U TOCET'A HA JELA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHIIHO 34 ACIA.

| 7. APYI'U CHEHUAJIHU NPEAYIPEXJIEHUS, AKO E HEOBXOJINUMO

| 8. JATA HA U3TUYAHE HA CPOKA HA I'OJHOCT

T'onen no:

| 9. CIHIELHHUAJIHHU YCJIOBUS HA CbXPAHEHUE

21a CC€ CbXpaHsBa B OpUTMHAJIHATa OITaKOBKaA, 3a Jia CC IMpEAIasu OT BJiara.
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10. CIENUAJHU IIPEAITASHU MEPKHU ITPU N3XBBPJIAHE HA HEU3IIOJI3BAHA YACT
OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTITAABYHN MATEPUAJIN OT THX, AKO
CE UBUCKBAT TAKHUBA

11. HME U AJIPEC HA ITIPUTEXATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Strasse 173

D-55216 Ingelheim am Rhein

I'epmanus

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/08/442/012

13. NAPTHUAEH HOMEP HA ITPOU3BOJAUTEJIA

[TapTunen Ne

| 14. HAYUH HA OTITYCKAHE

| 15. YKA3AHWUS 3A YIIOTPEBA

| 16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

Pradaxa 150 mg

| 17. YHMKAJIEH NWJEHTU®UKATOP — IBYU3MEPEH BAPKO/]

JIByn3mepeH 0apKoJ C BKJIIOUEH YHUKAICH WACHTU(HUKATOD

| 18. YHMKAJIEH UIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC:
SN:
NN:
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JAHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

I'PYIIOBA OITAKOBKA OT 100 (2 OITAKOBKH OT 50 TBBPJIU KAIICYJIN) — BE3 BLUE BOX-
150 mg TBbPAU KAIICYJIN

1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Pradaxa 150 mg TBBpAN Kancynu
nmaburaTrpaH eTeKCHIaT

2. OBSIBABAHE HA AKTUBHOTO(MTE) BEHIECTBO(A)

Bcesika TBBpaa karcyna ceappka 150 mg naburatpan erekcuiar (KaTo Me3niar).

| 3. CIIMCBbK HA IOMOIIHUTE BEIIECTBA

| 4. JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJITHA OITAKOBKA

50x1 TBbPJAU KaAIICYJIN. KommnoneHr Ha rpymnoBa OIlaKOBKa, HE CC MpoAaBa IMMOOTACIHO.

5. HAYUH HA ITPUJIOKEHUE U IBT(MIIA) HA BBBEX/IAHE

I'biTaiiTe Kancynara usia, Ja He ce AbBYE WM pa3vyyIBa.
[Ipeau ynorpeba npovereTe IMCTOBKATA.

ITepopanHo npunoxeHue.

OnakoBkaTa chAbp)ka CUTHAJIHA KapTa Ha MaIMeHTa.

Pasznenere

3

Ortnemnere

6. CHELNUAJIHO NPEAYHPEXJIEHHUE, YE JIEKAPCTBEHUAT HPOAYKT TPSABBA JIA CE
CBbXPAHSABA HA MACTO JAJIEYE OT IIOIVIEJA U TOCEI'A HA JELA

Jla ce cpxpaHsiBa Ha MSCTO, HEJOCTHITHO 3a JICTIA.
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| 7. APYI'U CHEHUAJIHU NPEAYIPEXIEHUS, AKO E HEOBXOJINUMO

| 8. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

T'omen no:

| 9. CIHHELIUAJIHU YCJIOBUSI HA CbXPAHEHUE

I[a CC CbXpPaHsBa B OpUTMHAJIHATa OIIAKOBKA, 3a 1a CC MPEAIa3u OT BJIara.

10. CIENUAJHU IIPEAITASHU MEPKHU ITPU NU3XBBPJIAHE HA HEN3IIOJI3BAHA YACT
OT JIEKAPCTBEHUTE NPOAYKTHU NJIK OTHHTAABYHN MATEPUAJIN OT THX, AKO
CE U3UCKBAT TAKUBA

11. HMME U AJAPEC HA ITPUTEXKATEJISI HA PASPEIHEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Strasse 173

D-55216 Ingelheim am Rhein

I'epmanus

12. HOMEP(A) HA PABPEHIEHUETO 3A YIIOTPEBA

EU/1/08/442/016

13. HNAPTHUAEH HOMEP HA ITPOU3BOAUTEJIA

[Taptuaen Ne

| 14. HAYMH HA OTIIYCKAHE

| 15. YKA3AHWUs 3A YIIOTPEBA

| 16. HWH®OPMAIIAA HA BPAIJIOBA A3BBYKA

Pradaxa 150 mg

| 17. YHMKAJIEH NWAEHTU®UKATOP — IBYU3MEPEH BAPKO/]

| 18. YHMKAJIEH WIEHTU®UKATOP — JAHHU 3A YETEHE OT XOPA
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA

BAHIAEPOJI HA I'PYIHOBA OITAKOBKA OT 100 (2 OITAKOBKH OT 50 TBbPAU KAIICYJIN)
OBBUTHU B ITPO3PAYHO ®OJINO - BKUIOYUTEJHO BLUE BOX- 150 mg TBBbPIN

KAIICYJIM

1.

UME HA JIEKAPCTBEHUS ITPOAYKT

Pradaxa 150 mg TBbpAM Kancyau
naburarpaH eTeKkcuiar

2.

OBSIBABAHE HA AKTUBHOTO(MTE) BELLIECTBO(A)

Bcesika TBBpaa Kancyna ceabpka 150 mg naburarpas erekcunat (KaTo Me3Huiar).

| 3.

CIIUCBK HA IOMOIIIHUTE BELIECTBA

| 4.

JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJJHA OITAKOBKA

I'pymoBa omakoBka: 100 (2 onakoBku ot 50 x 1) TBbpAM KaICyu.

5.

HAYMH HA ITPUJIOXKXEHHUE U I'bT(MIA) HA BBBEXKJIAHE

I'biTaiiTe Kancynara usia, Ja He ce AbBYE WM pa3vyIBa.
[Ipenn ymorpeba mpoverere TMCTOBKATA.
[TepopanHo npunoxeHue.

6.

CIHHEHUAJIHO NPEAYHPEXJIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA JA CE

CBbXPAHSABA HA MACTO JAJIEYE OT IIOIVIEJA U TOCETI'A HA JELA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTBHIIHO 34 [ACIA.

7.

APYI'U CHEHUAJIHU NPEAYIPEXJIEHUS, AKO E HEOBXOJINUMO

| 8.

JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

9.

CIHIELHHUAJIHHU YCJIOBUS HA CbXPAHEHUE

21a CC€ ChbXpaHsBa B OpUTMHAJIHATa OITaKOBKaA, 3a Jia CC IMpEAIasu OT BJjiara.
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10. CIENUAJHU IIPEAITASHU MEPKHU ITPU N3XBBPJIAHE HA HEU3IIOJI3BAHA YACT
OT JIEKAPCTBEHUTE NPOAYKTHU NJIK OTITAABYHU MATEPUAJIN OT TAX, AKO
CE UBUCKBAT TAKHUBA

11. HME U AJIPEC HA ITIPUTEXATEJIS HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Strasse 173

D-55216 Ingelheim am Rhein

I'epmanus

12. HOMEP(A) HA PASPEIHIEHUETO 3A YIIOTPEBA

EU/1/08/442/016

13. NAPTHUAEH HOMEP HA ITPOU3BOJAUTEJIA

[TapTunen Ne

| 14. HAYUH HA OTITYCKAHE

| 15. YKA3AHWUS 3A YIIOTPEBA

| 16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

Pradaxa 150 mg

| 17. YHMKAJIEH NWJEHTU®UKATOP — IBYU3MEPEH BAPKO/]

JIByn3mepeH 0apKoJ C BKJIIOUEH YHUKAICH WACHTU(HUKATOD

| 18. YHMKAJIEH UIEHTU®UKATOP — JAHHMU 3A YETEHE OT XOPA

PC:
SN:
NN:
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPXKAT BJIUCTEPUTE U JIEHTUTE

BJIMCTEP 3A 75 mg

| 1. NME HA JIEKAPCTBEHUSA MPOAYKT

Pradaxa 75 mg TBBbpau Kancyinu
nadurarpaH eTeKcusar

| 2. HNME HA ITPUTEXATEJISI HA PASPEIIEHHUETO 3A YIIOTPEBA

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

| 4. HAPTUJAEH HOMEP

[TapTunen Ne

5.  JPYIoO

@ Otnenere
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MHUHHUMYM JAHHU, KOUTO TPABBA JA CbABPXKAT BEJIMTE BJIUCTEPU N
JIEHTUTE

BJIMCTEP 3A 75 mg

| 1. HNME HA JIEKAPCTBEHUS TPOAYKT

Pradaxa 75 mg TBBpaM Karncyiau
nadurarpaH eTeKcusar

| 2. HNME HA ITPUTEXATEJISI HA PASPEIHNEHUETO 3A YIIOTPEBA

| 3. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

TI'omen no:

| 4. HAPTUAEH HOMEP

[TapTunen Ne

5.  JPYIo

@ Otnenere
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPXKAT BJIUCTEPUTE U JIEHTUTE

BJMCTEP 3A 110 mg

| 1. NME HA JIEKAPCTBEHUSA MPOAYKT

Pradaxa 110 mg TBBpAN Karcymu
nadurarpaH eTeKcusar

| 2. HNME HA ITPUTEXATEJISI HA PASPEIHIEHUETO 3A YIIOTPEBA

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

| 4. HAPTUJAEH HOMEP

[TapTunen Ne

5.  JPYIoO

@ Otnenere
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MHUHHMUMYM JAHHU, KOUTO TPABBA JJA CbABPXAT BEJIUTE BJIMCTEPU "
JIEHTH

BJIMCTEP 3A 110 mg

| 1. HNME HA JIEKAPCTBEHUS TPOAYKT

Pradaxa 110 mg TBBpAN Kancynu
nadurarpaH eTeKcusar

| 2. HNME HA ITPUTEXATEJISI HA PASPEIHNEHUETO 3A YIIOTPEBA

| 3. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

TI'omen no:

| 4. HAPTUAEH HOMEP

[TapTunen Ne

5.  JPYIo

@ Otnenere
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MHUHUMYM JAHHH, KOUTO TPABBA JJA CbABPXKAT BJIUCTEPUTE U JIEHTUTE

BJMCTEP 3A 150 mg

| 1. NME HA JIEKAPCTBEHUSA MPOAYKT

Pradaxa 150 mg TBBpAM Kancyau
nadurarpaH eTeKcusar

| 2. HNME HA ITPUTEXATEJISI HA PASPEIHIEHUETO 3A YIIOTPEBA

| 3. JATA HA UI3TUYAHE HA CPOKA HA TOAHOCT

T'onen no:

| 4. HAPTUJAEH HOMEP

[TapTunen Ne

5.  JPYIoO

@ Otnenere
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MHUHHUMYM JAHHU, KOUTO TPABBA JA CbABPXKAT BEJIMTE BJIUCTEPU N
JIEHTH

BJIMCTEP 3A 150 mg

| 1. HNME HA JIEKAPCTBEHUS TPOAYKT

Pradaxa 150 mg TBBpAN Kancynu
nadurarpaH eTeKcusatr

| 2. HNME HA ITPUTEXATEJISI HA PASPEIHNEHUETO 3A YIIOTPEBA

| 3. JATA HA UI3TUYAHE HA CPOKA HA T'OAHOCT

TI'omen no:

| 4. HAPTUAEH HOMEP

[TapTunen Ne

5.  JPYIo

@ Otnenere
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JAHHHU, KOUTO TPABBA JA CBbABPKA BTOPUYHATA OITAKOBKA U ITbPBUYHATA
OITAKOBKA

KAPTOHEHA OITAKOBKA U ETUKET 3A BYTHJIKA 3a 75 mg

1.

HUME HA JIEKAPCTBEHUS TPOAYKT

Pradaxa 75 mg TBBpAM Kancyau
naburatpaH eTeKCHIaT

2.

OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcska TBBpaa Kancymna chabpika 75 mg maburatpaH eTekcuiar (KaTo ME3HaT).

| 3.

CIIMCBK HA IOMOIIHUTE BEIIECTBA

| 4.

JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

60 TBBpAM Karcyu

5.

HAYMH HA ITIPUJIOKEHUE U IBbT(UIIA) HA BBBEXK/JIAHE

['brTaiiTe Kancynara usna, 1a He Ce IbBYE WIH Pa3yyIiBa.
[Ipenn ynorpeba mpoderere IMCTOBKATA.

ITepopanHo npunoxeHue.

OnakoBKaTa ChJIbpKa CUTHAJIHA KapTa Ha MalleHTa.

6.

CIHHEHUAJIHO NPEAYHPEXJIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA JA CE
CBbXPAHSABA HA MACTO JAJIEYE OT IIOIVIEJA U TOCETI'A HA JELA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHIIHO 3a ACIA.

| 7. JAPYI'N CHELHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXO/JNMO
| 8. JATA HA UBSTUYAHE HA CPOKA HA TOJHOCT
T'onen no:

Cren oTBapsiHe MPOAYKTHT TPsiOBa /1a ce U3Moi3Ba 110 4 Mecena.

9.

CIHHELIUAJIHU YCJIOBUSI HA CbXPAHEHUE

C’LXpaHﬂBaﬁTe 6YTI/IJ'IKaTa IJIBTHO 3aTBOPCHA. I[a CC CbXpaHsBa B OpUIrnHaJIHaTa OIIAKOBKaA, 3a Aa CC
npeamnasu OoT BJjara.
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10.

CIIEHUAJIHU TPEAITA3HA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA YACT
OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTITAABYHN MATEPUAJIN OT THX, AKO
CE UBUCKBAT TAKHUBA

11.

UME U AAPEC HA ITPUTEKXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Strasse 173

D-55216 Ingelheim am Rhein

I'epmanus

12.

HOMEP(A) HA PASPEHHIEHUETO 3A YIIOTPEBA

EU/1/08/442/004

13.

IHAPTUAEH HOMEP HA TPOU3BOAUTEJIA

[TapTunen Ne
| 14. HAYUH HA OTITYCKAHE
| 15. YKA3AHUs 3A YIIOTPEBA
| 16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

Pradaxa 75 mg (mpmiroxuMo 3a KapTOHEHATa OMMaKOBKa, HE € MPHUIIOKHUMO 3a €THKETa Ha OyTHIIKATA)

|17,

YHUKAJIEH WIJEHTU®UKATOP — IBYU3MEPEH BAPKO/]

JIByn3mepeH 0apKoJ C BKJIIOUEH YHUKAICH WACHTU(HUKATOD

| 18.

YHUKAJIEH UAEHTU®UKATOP — JJAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA U ITbPBUYHATA
OITAKOBKA

KAPTOHEHA OITAKOBKA U ETUKET 3A BYTHJIKA 3a 110 mg

1.

HUME HA JIEKAPCTBEHUS TPOAYKT

Pradaxa 110 mg TBBpAM Kancyan
nadurarpaH eTeKcusatr

2.

OBSIBABAHE HA AKTUBHOTOMTE) BEIIECTBO/A

Bcesika 1BBpaa karcyna ceappxka 110 mg naburatpan erekcuiar (KaTo Me3niar).

| 3.

CIIMCBK HA IOMOIIHUTE BEIIECTBA

| 4.

JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

60 TBBpAM Karcyu

5.

HAYMH HA ITIPUJIOKEHHUE U I'BT/UILIA HA BBBEK/IAHE

['brTaiiTe Kancynara usna, 1a He Ce IbBYE WIH Pa3yyIiBa.
[Ipenn ymorpeba mpoderere IMCTOBKATA.

ITepopanHo npunoxeHue.

OnakoBKaTa ChJIbpKa CUTHAJIHA KapTa Ha MalleHTa.

6.

CIHHEIHUAJIHO NPEAYHPEXJIEHUE, YE TEKAPCTBEHUAT ITPOAYKT TPABBA JIA CE
CBbXPAHSABA HA MACTO JAJIEYE OT IIOIVIEJA U TOCETI'A HA JELA

I[a CC CbXpaHsBa Ha MACTO,HEAOCTHIIHO 3a ACHA.

| 7. JAPYI'N CHELHUAJIHU NPEAYHPEXJIEHUSA, AKO E HEOBXO/JNMO
| 8. JATA HA UBSTUYAHE HA CPOKA HA TOJHOCT
T'onen no:

Crnen oTBapsiHE MPOMYKTHT TPOBa J1a Ce M3MOJ3Ba 10 4 Mecerla.

9.

CIHHELIUAJIHU YCJIOBUSI HA CbXPAHEHUE

C’LXpaHHBaﬁTC 6YTI/IJ'IKaTa ITBTHO 3aTBOPCHA. I[a CC ChbXpaHABa B OpUTI'MHAJIHATA OITaKOBKaA, 34 Jia CC
npeamnasu OoT BJjara.
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10.

CIIEHUAJIHU TPEAITA3HA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA YACT
OT JIEKAPCTBEHUTE NPOAYKTHU NJIK OTITAABYHN MATEPUAJIN OT THX, AKO
CE UBUCKBAT TAKHUBA

11.

UME U AIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Strasse 173

D-55216 Ingelheim am Rhein

I'epmanus

12.

HOMEP(A) HA PASPEHIEHUETO 3A YIIOTPEBA

EU/1/08/442/008

13.

IHAPTUAEH HOMEP HA TPOU3BOAUTEJIA

[TapTunen Ne
| 14. HAYUH HA OTITYCKAHE
| 15. YKA3AHWUS 3A YIIOTPEBA
| 16. HWH®OPMAIIAA HA BPAJIOBA A3BBYKA

Pradaxa 110 mg (mpumnoXumMo 3a KapTOHEHaTa OITaKOBKa, HE € MPIJIOKMMO 3a €TUKeTa Ha OyTHIIKaTa)

|17,

YHUKAJIEH HIJEHTH®UKATOP — IBYU3MEPEH BAPKO/]

JIByn3mepeH 0apKoJ C BKJIIOUEH YHUKAICH WACHTU(HUKATOD

| 18.

YHUKAJIEH UAEHTU®UKATOP — JJAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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JAHHHU, KOUTO TPABBA JA CbABPKA BTOPUYHATA OITAKOBKA U ITbPBUYHATA
OITAKOBKA

KAPTOHEHA OITAKOBKA U ETUKET 3A BYTHJIKA 3a 150 mg

1.

HUME HA JIEKAPCTBEHUS TPOAYKT

Pradaxa 150 mg TBBpAM Kancyau
naburatpaH eTeKCHIaT

2.

OBSIBABAHE HA AKTUBHOTOMTE) BEHIECTBO(A)

Bcesika TBBpaa karcyna ceappxka 150 mg naburatpan erekcuiar (KaTo Me3niar).

| 3.

CIIUCBK HA IOMOIIIHUTE BEIIECTBA

| 4.

JIEKAPCTBEHA ®OPMA U KOJIMYECTBO B EJIHA OITAKOBKA

60 TBBpAM Karcyu

5.

HAYMH HA ITIPUJIOKEHUE U IBbT(UIIA) HA BBBEXK/JIAHE

['bnTaiiTe Kancynara usna, 1a He Ce IbBUYE WIH Pa3yyIiBa.
[Ipenn ymorpeba mpoderere IMCTOBKATA.

ITepopanHo npunoxeHue.

OnakoBKaTa ChJIbpKa CUTHAJIHA KapTa Ha MalleHTa.

6.

CIHHEHUAJIHO NPEAYHPEXJIEHUE, YE TEKAPCTBEHUAT NPOAYKT TPABBA JA CE
CBbXPAHSABA HA MACTO JAJIEYE OT IIOIVIEJA U TOCETI'A HA JELA

I[a CC CbXpaHsBa Ha MACTO, HCAOCTHIIHO 3a ACIA.

| 7. JAPYI'N CHEHUAJIHU NPEAYIPEXIEHUSA, AKO E HEOBXOJANMO
| 8. JATA HA UBSTUYAHE HA CPOKA HA TOJHOCT
T'onen no:

Cren oTBapsiHe MPOAYKTHT TpsiOBa /1a ce U3Moi3Ba 110 4 Mecena.

9.

CIHHELIUAJIHU YCJIOBUSI HA CbXPAHEHUE

C’LXpaHHBaﬁTC 6YTI/IJ'IKaTa ITBTHO 3aTBOPCHA. I[a CC ChbXpaHABa B OpUTI'MHAJIHATA OITaKOBKaA, 34 Jia CC
npeamnasu OT BJjara.
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10.

CIIEHUAJIHU TPEAITA3HA MEPKU ITPU U3XBBPJISIHE HA HEU3ITOJI3BAHA YACT
OT JIEKAPCTBEHUTE NPOAYKTHU NJIN OTITAABYHN MATEPUAJIN OT THX, AKO
CE UBUCKBAT TAKHUBA

11.

UME U AIPEC HA ITPUTEXATEJISI HA PASPEHIEHUETO 3A YIIOTPEBA

Boehringer Ingelheim International GmbH
Binger Strasse 173

D-55216 Ingelheim am Rhein

I'epmanus

12.

HOMEP(A) HA PASPEHHIEHUETO 3A YIIOTPEBA

EU/1/08/442/013

13.

IHAPTUAEH HOMEP HA TPOU3BOAUTEJIA

[TapTunen Ne
| 14. HAYUH HA OTITYCKAHE
| 15. YKA3AHWUS 3A YIIOTPEBA
| 16. HWH®OPMAIIAA HA BPAJIOBA A3BYKA

Pradaxa 150 mg (mpuaoKuMo 3a KapTOHEHATa OMMaKOBKa, HE € MPHJIOKUMO 3a €TUKETa Ha OyTHIIKaTa)

|17,

YHUKAJIEH WIJEHTU®UKATOP — IBYU3MEPEH BAPKO/]

JIByn3mepeH 0apKoJ C BKJIIOUEH YHUKAICH WACHTU(HUKATOD

| 18.

YHUKAJIEH UAEHTU®UKATOP — JJAHHU 3A YETEHE OT XOPA

PC:
SN:
NN:
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b. IUCTOBKA
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JIncroBka: nHpopManus 3a NAUEHTA

Pradaxa 75 mg TBbpaM Kancy/jau
naouratpan erekcuiar (dabigatran etexilate)

IIpoyeTeTe BHMMATEIHO LSJIATA JHUCTOBKA, NMpeAU Aa 3alo4yHeTe 1a MpueMaTe TOBa JIEKAPCTBO, Thil
KaTO TH CbAbprka BaxkHa 3a Bac nagopmanms.

3anasere Ta3u JMCTOBKA. MoOe Aa c€ HAJIOKU J1a s IPOYETETE OTHOBO.

AKO UMaTe HIKaKBH JIONIBIHUTEIHN BBIIPOCH, IonuTaiTe Bammst iexap wim gapmanesT.

ToBa nexapcTBo € mpeanucano JndHo Ha Bac. He ro mpeotcrenBaiite Ha apyru xopa. To Moxe 1a uMm
HaBpeaM, HE3aBUCUMO, Y€ MIPU3HALMTE Ha TSAXHOTO 3a00sBaHe ca ChIIKTe KaTto Bammre.

AKO TIOJTy4HTe HIKaKBH HEXEJIaHU peakiny, yBeaomeTe Bamus nexkap wiu GpapmanesT. Tosa
BKJIIOYBA ¥ BCHYKH BB3MOKHU HEXKETaHW PEaKINH, HEOMTMCAHH B Ta3M JINCTOBKA. BrokTe Touka 4.

Kakso CbAbpPiKa Ta3du JJUCTOBKA

ANl e

1.

Kakso mpencrasmnsia Pradaxa u 3a kakBo ce U3moi3Ba
Kakso Tpsi0Ba na 3Haere npeau na npuemere Pradaxa

Kak na npuemate Pradaxa

Bb3MoXXHU HeXeNnaHu peakuuu

Kak na cexpansBare Pradaxa

ChabpprkaHre Ha OMMAKOBKAaTa M NOMBIHATETHA HHGOPMAIIHS

Kakgo npeacrasasipa Pradaxa u 3a kakBo ce H310J13Ba

Pradaxa cpappika akTHBHOTO BELIECTBO JaOMraTpaH eTeKCUIIAT U MPUHAUICKU KbM IpyIia JeKapcTBa,
HAapEeYeHU aHTHKOAryynaHTu. Toil 6okupa IefcTBHETO Ha BEIIECTBO B OPraHu3Ma, KOETO yJacTBa B
00pa3zyBaHETO Ha KPBBHU ChCUPEIIH.

Pradaxa ce uzmon3Ba 3a npenoTBpaTsBaHe Ha 00pa3yBaHETO HA KPbBHU ChCUPEIH BB BEHUTE CIIE]T
MPOTE3MPaHEe Ha KOJISTHHA WK Ta300epeHa CTaBa MpH Bb3PaCTHH.

2.

KakBo TpsioBa 1a 3HaeTe npeau aa npuemere Pradaxa

He npuemaiite Pradaxa

aKo CT€ aJIEPrUYHU KbM Ja0dUraTpaH eTeKCUIIaT WM HAKOS OT OCTaHAINTE ChCTaBKH Ha TOBA
JIeKapcTBO (M30pOEHH B TOUKa 6).
aKo UMaTe CHIIHO MOHKeHa ObOpeuHa QyHKIusI.
aKo B MOMEHTa MMaTe KPbBOU3IIHB.
aKo umare 3a00JsiBaHe Ha OpraH B TSJIOTO, KOETO Ch3JaBa PUCK OT TEXBK KPHBOU3NUB (HAIP.,
CToOMalllHa A3Ba, HapaHABAaHE WM KPBbBOU3JIMB B MO3BbKa, CKOPOIIIHA OoIl€palyd Ha MO3bKa WA OT-II/ITe).
aKko npu Bac e Hamnvie moBUILIEHa TEHASHLUS KbM KPBBOU3IIMBH, KOSITO MOKeE J1a ObJie BPOJCHA, C
HEM3BECTEH MPOU3XO0/ WIIM IPUUMHEHA OT JIPYTH JICKapCTBa.
aKo TpueMare JiekapcTBa 3a MpeA0TBpaTsIBaHe Ha 00pa3yBaHETO Ha KPHBHU ChCUpEIH (Harp.,
BapdapuH, puBapokcabaH, annkcabaH WM XeTapyH), OCBEH ITPH MPOMSIHA Ha aHTUKOATYJIAaHTHOTO
JieueHHe WM 10KaTo By e moctaBeH KaTeThp BbB BEHA HIIM apTepHsi, KOWTO ce IPOMHUBA C XEIapuH, 32
7la TO TIOAIbPKa OTBOPEH.
aKO MMAaTe CHJIHO TIOHIKEHA YepHOAPOOHA (DYHKIIHSI WM YepHOAPOOHO 3a00IIIBaHe, KOETO €
BB3MOXKHO J1a IPUYUHHA CMBPT.
aKo IpueMare KeTOKOHA30J1 MM UTPAKOHA30JI IEPOPAIIHO, JIEKapCTBa 3a JIeUeHUE Ha IbOMYHH
HH(}EKITHH.
aKo mpueMare IepopajeH IUKIOCIIOPHH, JIEKAPCTBO, MPEANA3BaIl0 OTXBBPIISTHETO HA OPTaHH CJIe]
TpaHCILIAaHTAIIUS.
aKo mpueMare JIpOHeIapOH, JIEKAPCTBO, U3TOJI3BAHO 3a JICUCHNE Ha HAPYIIIEH ChPJICUYeH PUTHM
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- axo ca Bu nmocraBenun HU3KYCTBCHU CHbPJACYHU KJIAIIH, ITPU KOCTO CC HaJlara HEIMPEKbCHATO Pa3peiKIaHEC
Ha KpbBTA.

Hpenynpeme}mn U NpeaAnasHu MEPKH

I'oBopere ¢ Bamus nekap npeau na npuemere Pradaxa. Moske cbIIo J1a ce HaJOXH Aa ToBopuTe ¢ Bamms
JieKap 1o BpeMe Ha JieueHneTo ¢ Pradaxa, ako yceTuTe CMMITOMH WK ako Bu mpeacron Xupypriugsa
oreparus.

HNudopmupaiite Bamms Jekap, ako uMarte Wil CTe UMAITU HIKAKBH OOJIECTHU ChCTOSHUSI WITH
3a00Js1BaHus, 0COOEHO KOETO U J1a € OT BKIIFOUEHHUTE B CIEIHUS CIIHCHK:

- aKo mnpu Bace HaJIMIOEC MOBUIICH PHUCK OT KbPBCHE, KaTO:

aKO HACKOPO CTE MMaJIi KPhBOH3IIUB.
ako xupypruuHo Bu e B3era npoba oT TenecHa ThKaH 3a u3cieaBane (OMOICHS) B TOCTIECTHUS
Mecell.

aKo CTe UMaIld CEpHO3HO HapaHsBaHe (HanpuMep KOCTHA QpakTypa, HapaHsBaHE Ha Ii1aBaTa WiH
KaKBOTO U Ja € HapaHsABaHe, N3UCKBAILO XUPYPTHUUHO JICUEHHE).

aKo CTpajaTe OT Bh3MaJIeHHE Ha XpPaHOIPOBOAA WIIM CTOMaXa.

aKo UMarte IpoOJIEMH ¢ BpBIlIaHE HA CTOMAIIICH COK B XpaHOIPOBO/IA.

aKo IpueMare JIEKapcTBa, KOUTO MOTaT Jia MOBHIIAT PUCKa OT KbpBeHe. Bmxkre ,,Jlpyru nekapcrsa
u Pradaxa® nmo-momy.

aKo IpueMarte MPOTHBOBB3MAINTEIHH JIEKaPCTBa, KaTO JUKIO(eHaK, HOYIPOeH, MUPOKCUKAM.
aKo MMaTe MHQPEKIUI Ha ChPIETO (OaKTepHaaeH eHI0KAPINT).

aKo 3HaeTe, ue UMaTe HapyleHa ObOpeuHa (pyHKIMS WK aKo CTpajgaTe OT AeXuapaTauus
(cuMITOMHTE BKIIFOUBAT KaXKAa U OTJIEJISTHE HA HAMAJIEHO KOJIMYECTBO ThMHO OLIBETEHA
(KoHIIEHTpHpaHa) ypUHA).

aKo CTe HaJ 75 roJuHU.

ako texxute 50 kg mim mo-masnko.

- aKo CTe UMasTl HHPAPKT WK ako Mpu Bac ca ycTaHOBEHHU YCIIOBHSI, KOMTO MOBHIIIABAT PUCKA OT
uH}AapKT.

- aKo UMare YepHOJIPOOHO 3a00IIsIBaHE, KOETO € CBBP3aHO C POMEHHU B KPBBHHUTE TeCTOBE. B TO3H
ciryyait ynorpebata Ha Pradaxa He ce npenopbuBa.

BuumagaiiTe oco6eno MHOTo npu ynorpedara Ha Pradaxa

- ako Bu nipencrou onepanusi:
B To3u cnyuait Pradaxa TpsiOBa na ce cripe BpeMEHHO TOpaid YBEIUYEH PUCK OT KbPBEHE 110 BpeMe Ha
Y MalJIKO clief] onepanusata. MHoro e BaxxHO Jia nmpuemere Pradaxa mpenu u cien ornepanusita TOUHO
BbB BPEMETO, yKa3aHo oT Bamus jekap.

- AKO orepanusaTa BKIIFOYBA IMOCTABAHE HAa KAaTCThP WM WHXKCKIHA B Fp’LGHa‘IHI/I}I CTBJIO (Hanp. 3a
CryuaypajiHa Ujin ClinHaJIHa aHCCTC3UA UIIU 3a o0JIeKuaBaHe Ha 6OHKaTa):

- MHOTO € Ba)XHO Jia npueMete Pradaxa npeau u ciie; onepamnusTa TOYHO BEB BPEMETO, YKa3aHO
oT Bamus nexap.

- wuHpOpMUpaiiTe Bamms tekap He3ab0aBHO, aKO YCETUTE M3TPBIIBAHE MIIN C1abOCT B Kpakara
WM TTPOOJIEMH C YepBaTa WM TUKOYHUS MEXYp CIIe]] Kpasi Ha aHeCTe3usTa, 3aI[0TO ca
HCO6XOJII/IMI/I CIICIIHU T'PUXKU.

- aKo TIAHETE WU Ce HapaHUTE TI0 BpeMe Ha JIeueHne, 0COOCHO aKo CH yIapHuTe riiaBaTa, MOJS
MOTHPCETE CIIEIIHA MEIUIIMHCKA ToMolll. Moske /1a € HaJloxu Ja Bu nperiena jiekap, Thbil KaTO MOXe
JIa CT€ C MOBUIIEH PUCK OT KbPBEHE.
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Jeua u roHomu
Pradaxa He ce nmpenopbuBa MpH Jielia U FOHOIIM Ha Bb3pacT 1o 18 roauHw.
Apyru aexkapcrea u Pradaxa

WNndopmupaiite Bamms nekap nim ¢papManeBT, ako IpueMaTe, HAaCKOpO CTe MPUEMaIU HIIH € Bb3MOXKHO Ja
npuemare aApyru gekapctsa. Ilo-cnenuanno, TpadBa 1a nHpopmupare Bamus dexap, npeau ga
3anmoyHeTe 1a npuemarte Pradaxa, ako npueMare eIHO OT JeKapcTBaTa, H30p0OeHHU NMO-10.1y:

- JlekapcTBa, KOUTO HAMaJIsIBAT CbCUPBAHETO HA KPBbBTa (Hamp. BaphapuH, GEeHIPOKYMOH,
alleHOKYMapoJI, XeMapHH, KJIOMHUIOTPEJ, IIpacyrpell, THKarpesop, puBapokcadaH, aleTHICATHUINIIOBA
KHCEJINHA)

- JlekapcTBa cpenty rbOMYHN HHGEKIUH (HAIpP. KETOKOHA30J1, UTPAKOHA30J1), OCBEH aKO T€ Ce HAaHACAT
caMo BBPXY KOXKaTa

- JlexapcTBa 3a JieueHUe Ha HapyILIeH ChbpACUeH PUTHM (HaIlp. aMHOIapOH, APOHENAPOH, XUHUINH,
Beparnamui). AKO TIpueMare JICKapcTBa, ChbPKAId aMHUOJIAPOH, XUHHIMH WK BeparaMu, Bammst
nekap e Bu xaxxe ga nznon3Bare HamaneHa no3a Pradaxa. Biokre Touka 3.

- JlekapcTBa 3a mpeana3zBaHe OT OPraHHO OTXBBPIISIHE CIie]l TPAHCIUIAHTAIS (HATp. TAKPOJIUMYC,
LUKJIOCTIOPYH)

- [IpoTHBOBB3MATIUTEIHU CPEACTBA U OOJIKOYCIIOKOSBAIIHN JIEKapcTBa (HAIMp. aleTHICATHLIOBA
KHCeIMHA, HOynpodeH, TUKIodeHaK)

- JKBIT KaHTapUOH, PACTUTEITHO JICKAPCTBO 32 JISYEHHE Ha JIeTpecus

- JlexapcTBa 3a JieueHHe Ha JIeNpecHs, HApEUeHN CEJICKTUBHU HHXHUOUTOPY Ha OOpaTHOTO 3axBalllaHe Ha
CEepOTOHMHA WM MHXUOUTOPH Ha 00paTHOTO 3aXBalllaHe Ha CEPOTOHUH-HOPENMHEPPUH

- Pudammuima nnm K1apuTpoMuIiuH (IBa aHTHOMOTHKA)

- AnTtuBupycHu jgexapcersa cpenty CIIMH (aamp. puroHaBup)

- Omnpenenenu nekapcTBa 3a JISUEHUE Ha enuiiencus (Hamp. kapdaMasenuH, GeHUTONH )

BpemenHoCT U KbpMeHe

Edexrure Ha Pradaxa Bppxy OpeMeHHOCTTa 1 HOBOPOJIEHOTO JIeTe He ca u3BecTHU. Bue He TpsOBa na
npuemare Pradaxa, ako cTe OpeMeHHa, ocBeH ako Bammsr nekap Bu kaxe, ue e 6e301acHO 1ja ro npaBuTe.
AKo cTe JxeHa B IeTepoJiHa Bb3pacT, TpAOBa Ja n3bsareate 3ad0peMeHsBaHe, JoKaTo npuemare Pradaxa.
Bue ne Tpsi6Ba na kppMuTe, JOKaTo nmpuemare Pradaxa.

lodupane u padora ¢ MalIMHK

He ca u3Becthu edexrure Ha Pradaxa BepXy criocoOHOCTTa 32 modupaHe 1 padoTa ¢ MallIMHH.

3. Kak na npuemare Pradaxa

BuHaru npuemMaiite ToBa JIeKapCcTBO TOUHO KakTo Bu e ka3zan Bamus nekap. AKo HE CT€ CUTYPHHU 3a HENIO,
nonuraiite Bamus exap.

[Ipenoppunrtennata qo3a € 220 mg BeIHb:K AHEBHO (TIPHETH KaTo JBe Karcyiau oT 110 mg).

Axo 0bOpeyHaTa Bu ¢pyHknms e HaMaJieHa TIOBEYE OT HAIIOJIOBMHA MJIM CTE Ha BB3PACT 75 rOAMHU WA
noBeye, MpenoppUnTETHATa 1032 ¢ 150 Mg BeAHbK THEBHO (IPUETH KATO BE KAICYyJH OT 75 mg).

AKO Tpuemare JeKapcTBa, ChIbpXKaIld aMHOAAPOH, XMHUAUH WU BepanaMuJi, IpernopbhunTETHATA /103a €
150 mg BeaHB:K THEBHO (IIpUETa KaTo 2 Karcysm oT 75 mg).

AKo TIpueMaTte JeKapcTBa, ChAbPiKallM BepanamMui, 1 pyHKuusTa Ha Bammure 0L0penu e HamaJjieHa
MOBEYe OT HANOJIOBHHA, TPSOBa Jla ObIeTe JIKYBaHU C HaMasieHa J1o3a oT 75 mg Pradaxa, 3amoro puckst Bu
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OT KbpBEHE MOXKe Jja Ob/ie MOBUIIICH.
W npu aBara Buja npore3npane He TPsOBa Jla Ce 3aroyBa JeueHue, ako ce HabJiojaBa KbPBEHE OT MICTOTO
Ha onepanusaTa. AKo JEUYCHUETO He MOXe Jia ObJIe 3alI0YHATO B JICHS CIIe]l OTiepaIsiTa, IPUEeMbT TPsOBa 1a

3aIl04yHe C 2 KarCyJii BEAHBIK JHCBHO.

Cnen npoTe3upaHe Ha KOJSIHHATA CTaBa

Tps6Ba na 3amouHere eueHnero ¢ Pradaxa B pamkute Ha 1-4 yaca cies NpUKIIIOUBaHE Ha OepanysiTa ¢
npueM Ha efHa Karicyia. Cien ToBa Bue TpsiOBa na mpremare 2 Karncyinu BeAHBK AHEBHO 3a 0010 10 quu.

Crnen npore3upane Ha Ta300eapeHaTa cTaBa

Tpsa6Ba ma 3anmouneTe medeHueTo ¢ Pradaxa B pamkute Ha 1-4 gaca ciiej] MPUKIIIOYBAHE HA ONIEPAIIHSITA C
npreM Ha eHa Karcyia. Cien toBa Bue TpsiOBa na mpuemate 2 Karcyu BEAHBX AHEBHO 3a 00mo 28-35
JTHH.

Kak na npuemare Pradaxa

Pradaxa mosxe na ce mpuema cbe mim 6e3 xpana. Kancymnara Tps6Ba na ce morplia Imsuia, ¢ 9aia Boja, 3a Ja
CE OCUTYpH AOCTUTaHETO i 10 cromaxa. He uynere, He 1bBUETE KaNcCyaaTa U HE BaJETE MEIETUTE OT
KaIlicyJjara, Thil KaTO TOBa MOJKE J1a IIOBUILY PUCKa OT KbpPBEHE.

HNucTpyknuu 3a oTBapsine Ha OJIMCTepUTe

CrnenHaTta MUKTOIrpama MmokKasBa Kak J1a u3Bajure kancyaute Pradaxa ot Oiucrepa:

Ortnenere yact oT OnucTepa, ChabpIKallla Karcya, o nepopupaHara JMHUA.

Otneniere GoroTO Ha OJIKMICTEPA U U3BAJICTE KaIlCyJiaTa.

. He n30yTBaiite kancynure mnpe3 OJIMCTEPHOTO GOIHO.
. He otnenBaiite GiucTepHOTO (OO MPEABAPUTETHO, IPEIH 4 C€ HAIOXKH J1a TIPUEMETe KarcyJsara.

HNHcTpyknmu 3a OyTHiIKaTa

. Hatucuere u 3aBbpTeTE, 32 ]a OTBOPUTE OyTHIIKATA.

. Cren xato M3BaguTe KarcyaTa u cre npuenu Bammara 1o3a, mocraBere kanaukara oOpaTHO Ha
OyTHJIKaTa U IUTBTHO S 3aTBOPETE.

HpOMﬂ]—[a HA JICYCHUETO C aHTUKOAryJIaHTH

He mpomenstiite Bamero anTHKOAarymaHTHO JieueHne 0e3 KOHKPETHO yKa3aHue oT Bamms jaekap.
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AKO cTe npue/iM moBeve 0T HeoOxoauMara a03a Pradaxa

[TpuembT Ha pekaneHo roysiMa J1o3a Pradaxa moBuimasa pricka ot kbpBeHe. CBbpxkeTe ce ¢ Bamms ekap
He3a0aBHO, aKO CTe TIPUENTH TBBpJie MHOTO Karicynu Pradaxa. MiMa Ha pasnonoxxeHne Bb3MOKHOCTH 3a
cnenu(uIHO JeUeHHE.

AKo cTe mponycHam aa npuemere Pradaxa

[Ipoxpmxere na mpuemere BammTe octaBamy gHeBHU 1031 Pradaxa mo ¢hIioTo Bpeme Ha ClieABaIus JIeH.
He B3emaiiTe qBoIiHa /1032, 3a 1a KOMIIEHCUPATE MPOITYCHATUTE JIO3U.

AKko cTe cripesn npueMa Ha Pradaxa

[Ipuemaiite Pradaxa Touno kakro Bu e npeanucano. He crimpaiite nprema Ha Pradaxa, Oe3 Haii-Hanpen 1a
cTe roBopwin ¢ Bamus nekap, 3amoTo puckbT OT 00pa3yBaHe Ha KPBBEH ChCUPEK MOXKE JIa CE YBEIHYH, aKO
CIIpeTe JICUEHHUETO TBBpIE paHo. CBbpxkeTe ce ¢ Bamus gexap, ako UMate JOLO0 XPAaHOCMUJIAHE ClIe]] IPUeM
Ha Pradaxa.

AKO MaTe HIKAKBHU JIOMBIHUTEIHA BHIIPOCH, CBBP3aHU ¢ yIoTpebara Ha TO3M MPOIYKT, MOJIS TIOMTUTANTE
Barus nexap uian papmarieBT.

4. Bb3MOKHH HeKeJTaHH pPe€aKkumumn

Kakro Bcuuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a IPCAU3BUKA HCIKCIIAHNU PCAKINU, BBIIPECKU Y€ HEC BCCKU
'Y IoJry4aBa.

Pradaxa neiicta BbpXy IIpolieca Ha KpbBOCHCUPBAaHE, I0PaJy KOETO [I0BEUETO HEXKEIAHU PEaKIUHU ca
CBBP3aHH C NMPOSIBU KaTo 00pa3yBaHe HA CHHUHU WJIM KbPBEHE.

Moske 1a HaCTBITH TOJIIMO MJTH T€XKKO KbPBEHE, KOETO MPECTABIIABA Hali-CeprOo3HaTa HEeXeJlaHa pPeakius, 1
KOETO, HE3aBUCHUMO OT MSICTOTO Ha BH3HUKBaHE, MOXKE J]a TOBEJIE 10 MHBAJTUAN3HPAHE,
YKUBOTO3aCTPaIIaBall0 ChCTOSHUE WU IOPU CMBPT. B HAKOM ciTyuau Te3u KpbBOM3IIMBU MOJXKE J1a HE ca
BUANMHU.

Axo nipu Bac ce nosiBu KbpBeHE, KOETO HE CIMpa CaMO WM aKO yCTaHOBUTE MPU3HALM HA PEKOMEPHO
KbpBEHE (M3KII0UMTENHA C1a00CT, yMopa, OJIeIHOCT, 3aMasHOCT, TJIaBOOOINE M HEOYaKBaH OTOK),
He3abaBHO ce MOChBeTBalTe ¢ Bamms nekap. Bammsar nekap Mmoxe na permm na Bu HaGmonaBa mo-cTporo
WK Ja IpOMEHU JICYCHUECTO Bu.

He3abaBHo nndopmupaiite Baius nekap, ako yceTuTe cepro3Ha ajlepruyHa peakiys, KOsTO IpUIHHIBA
3aTpyAHECHHE B TUIITAHETO WM 3aMaiiBaHe.

Bb3MoxHHTE HEXKEITaH! pcaknuu ca I/136pOCHI/I o-a0Jy, KaTo €a rpynnrpaHu 1o ToOBa KOJIKO Y€CTO CC
IIOsABsABAT.

UYectu (Mmorar aa 3acersar Ao 1 Ha 10 qymm):
- craJ Ha KOJIMYECTBOTO Ha XeMOrIoO0WHa (BEIECTBO B YSPBEHUTE KPHBHH KIIETKH)
- OTKIIOHEHUS B YEPHOPOOHUTE (PYHKIIMOHATHU TECTOBE

Heuectu (morar aa 3acernar a0 1 Ha 100 gymm):

- KbpPBEHE MOKE Jla BB3HMKHE OT HOCA, B CTOMaxa WJIM YepBaTa, OT IeHHUCa/BarnHaTa WU MMKOYHHUTE
MIBTHINA (BKIIFOUUTEITHO KPBB B YPHHATA, KOATO OIBETSIBA YPHHATA B PO30BO WK YEPBEHO), OT
XEMOPOUAH, OT PEKTyMa, O] KoXKaTa, B CTABUTE, OT WJIU CJIe]l HApaHsSIBaHE, WU CJIE]l ONepanus

- oOpasyBaHe Ha KpbBOHACS/IAHE WITH CHHUHU CIIe]T OTIepaIfsTa

- KPBB B H3NPaXHEHHUATA, YCTAHOBEHA Upe3 IA00PaTOPHU TECTOBE

- cnaj B Oposi Ha YePBEHUTE KPbBHU KJICTKH

- HaMaJIsIBaHE Ha MPOIICHTA HA YePBEHUTE KPHBHU KIIETKH

- aJepruIHa PeaKIIvst
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- MOBpBIIAHE

- YeCTO U3X0XKJaHEe Ha KalllaBU WM BOJAHUCTH U3NPAKHEHHS

- rajieHe

- CeKpenus OT paHaTa (OT/JeNsIHE Ha TEYHOCT OT ONlepaTUBHATA PaHa)

- MOBHIICHU YePHOAPOOHU EH3UMHU

- MOXKBITSIBAHE HA KOKaTa WK OSIIOTO HAa OYHMTE, IPUYMHEHO OT YEPHOIPOOHHU MPOOIEeMH WIIN
po0JieMu ¢ KpbBTa

Penxu (morar ga 3acernar jo 1 Ha 1 000 gymm):

- KbpBEHE

- KbpPBEHE MOKE Jla Bb3HUKHE B MO3bKa, OT XUPYPrUUeH pa3pes3, OT MICTOTO Ha MOCTaBsHE Ha
MHYKEKI[MS WM OT MSICTOTO Ha ITOCTaBsIHE Ha KaTeThpa BbB BeHATa

- OTJENITHEHA KPhbBEHUCTA TEYHOCT OT MSICTOTO Ha IMOCTAaBSIHE HAa BEHO3EH KaTeThpP

- M3KallITHE Ha KPBB WM KbpPBaBa Xpadka

- craj B Opost Ha TPOMOOIIMTHTE B KPBBTA

- craj B Opost Ha YePBESHUTE KPHBHH KIIETKHU CJIE]] ONepaIns

- CepHO3HA aJIepTUYHA PEaKIUsl, KOSITO IPUYMHSBA 3aTPYJHCHHUE B AUINAHETO WU 3aMaiiBaHe

- CepHO3HA aJIEPTUYHA PEaKIUs, KOSITO IPUYMHSBA MOTyBaHE HA JINIETO WX I'bPIIOTO

- KOXXCH OOPHUB B PE3yJITAT HA aJlepruyHa peakius, u3passpalll ce B ThMHOUYEPBEHH, ChPOSIIH
rpanaBuHU

- BHE3aITHU IIPOMEHH B I[BETA U BUJA HA KOXKaTa

- CcBpOexK

- si3Ba Ha CTOMAaxa WK uyepBaTa (BKJI.sI3Ba Ha XPaHOIIPOBOIA)

- BB3IMAJICHHE HA XPAHOIIPOBOJIA M CTOMAaxa

- BpBIIIAHE HAa CTOMAIITHA COKOBE B XpaHOIIPOBOAA

- 0o0JIKa B cTOMaxa WM Kopema

- JIOIIIO XPaHOCMHUJIAHE

- 3aTPYHEHO MpErIbIaHe

- OTJEINITHE Ha TEYHOCT OT paHara

- OTJICJISTHE Ha TEYHOCT OT paHarta Cie]| Orepanus

C Hem3BecTHA YecTOTa (OT HAIMYHUTE TaHHU HE MOXKe Jla ObJic HampaBeHa OIEHKA 3a YECTOTAaTa)
- 3aTPyAHEHO AUIIAHE WIN XPUIITCHE

Chol0maBaHe Ha HeJKeJIAHH PeaKINU

AKO TIOJTy4HTe HIKaKBH HEXEJIaH! JIEKapCTBEHN PeaKIny, yBeaomere Bamms nexap win ¢apmanest. Toa
BKJIIOYBA BCUUKU BH3MOXKHH, HEOITMCAHU B TA3U JIMCTOBKA HEXEJIAHN peakiu. MokeTe ChIIo Aa ChbOOLINTE
HEXKEJaHU PeaKliy IMPEKTHO Ype3 HallMOHAlIHATa CHCTeMa 3a choOIaBaHe, mocoveHa B [lpunoxenue V.
Karo cro0miaBare He)xxeaHu peakiiiy, MOKETE J1a IaJieTe CBOsI MPUHOC 3a TOJIyYaBaHe Ha TOBeYe
nH(pOpMaIs OTHOCHO 0€301MacHOCTTa Ha TOBA JIEKAPCTBO.

5. Kak na cexpansiare Pradaxa

Jla ce cbxpaHsABa Ha MsCTO, HEOCTBHITHO 32 JIeLa.

He u3non3BaiiTe ToBa 1€KapcTBO Cilel] CPOKA HA TOAHOCT, OTOEINA3aH BbPXY KapTOHEHATa OIIAaKOBKa,
Omucrepa iy OyTuikara cien ,,l ogeH 10:” CpoKbT Ha TOJHOCT OTTOBApS Ha MOCIIEIHUS JICH OT IIOCOYECHUS
Mecell.

BJ'II/ICTepZ I[a CC CbXpPaHsBa B OpUTHHAJIHATA OIIAKOBKA, 3a 1a CC MpEAIasu OT BJIara.

Byrunka:  Cunen oTBapsiHe JIEKapcTBOTO TPOBa Ja ce ynoTpedu o 4 mecena. CbhxpaHsBaiite OyThikara
IUTBTHO 3aTBOpeHa. Jla ce chbXpaHsiBa B OpUTMHAIIHATA ONIAKOBKA, 3a JIa C€ MpeaAnas3y OT Biara.

He u3xBopistiiTe nekapcTBara B KaHanuzanusta. [lomuraiite Bamms dpapmameBT kak 1a H3XBHPIIATE
JIeKapcTBaTa, KOUTO Beue He u3Mo3Bate. Te3u MepKH I11e CIIOMOTHAT 3a Ola3BaHe Ha OKOJIHATA CPelia.
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6. ChbabpikaHue HA OIAKOBKATA M JONBJIHUTETHA HH(OPMALHSA
Kakgo cbabpxa Pradaxa

- AKTUBHOTO BelIECTBO € Jaburatpa. Besika TBbpa Kancyna chabpxa 75 mg gadurarpan eTekcuiar
(xaTo Me3wnar).

- Jlpyrurte chCTaBKH ca BUHEHA KHUCEJIMHA, apabcka ryMa, XUIPOMeno3a, JUMETHKOH 350, Talk u
XUIPOKCUIIPOIIMIILIENYJI03a.

- KancynaTa CbABbpiKa KaparéHaH, KaJJuCB XJIOPUJ, TUTAHOB JUOKCUI U XUIIPOMEJIO3a.
- qepHOTO I€YaTHO MaCTHUJIO ChAbpiKa HICIIIAK, YEPEH XKEJIIC3CH OKCHU U KaJIUEB XUJAPOKCU.

Kak nm3ranexna Pradaxa n kakBo cbIbp:Ka OaKOBKATA

Pradaxa 75 mg ca TBbpaM Karcynu ¢ OsU10 HEMpo3payHo Karnaye u 05510 Herpo3payHo Ts10. Jloroto Ha
kommanusita Boehringer Ingelheim e orrevatano Ha kama4ero, a Ha TSUIOTO Ha KallcyJjara € OTIedaTaH KoJl
G‘R75”‘

Pradaxa ce npemmara B onakoBku, chabpskany 10 x 1, 30 x 1, nu 60 x 1 xancynu B ayMHUHHEBH
nephopupanu onmcrepu ¢ equHIYHA 1034. OcBeH ToBa, Pradaxa ce mpejyiara v B OIaKOBKH, Chbpkamiu 60
x 1 xarcynu B aryMuHueBH nepdopupanu 6enu OJIMCTepy ¢ €JUHUYHU 103H.

Pradaxa 75 mg TBBpIU KaICymu ce MpeJyiarat ChIio B MPOMMICHOBH (TIACTMACOBH) OYTHIIKHU ¢ 60 TBBPIH
KaIlCyJIH.

He Bcuuku BUIOBE ONAKOBKK MOTrat Ja ObJaT IyCHATH B IPOaxoa.
IIpuTeskaTen HA pa3pelIeHUETO 32 ynoTpeda

Boehringer Ingelheim International GmbH
Binger Strasse 173

D-55216 Ingelheim am Rhein

I'epmanus

IIponsBoauten

Boehringer Ingelheim Pharma GmbH & Co. KG
Binger Strasse 173

D-55216 Ingelheim am Rhein

I'epmanus

u

Boehringer Ingelheim Pharma GmbH & Co. KG
Birkendorfer Strasse 65

D-88397 Biberach an der Riss

I'epmanus
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3a JOIIBJIHUTCIIHA I/IH(l)OpMaI_II/IH OTHOCHO TO3U JICKAPCTBCH IMPOAYKT, MOJISI CBBPIKETC CC C JIOKAJTHUSA
NPEACTABUTCII HA IPUTCIKATCIIA Ha pa3pClICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien
SCS Boehringer Ingelheim Comm.V
Tél/Tel: +322 773 33 11

buarapus

Bropunrep Uurenxaiim PLIB I'm6X u Ko KI" —
KJI0H bbarapus

Ten: +359 2 958 79 98

Ceska republika
Boehringer Ingelheim spol. s r.0.
Tel: +420 234 655 111

Danmark
Boehringer Ingelheim Danmark A/S
TIf: +45 39 15 88 88

Deutschland
Boehringer Ingelheim Pharma GmbH & Co. KG
Tel: +49 (0) 800 77 90 900

Eesti

Boehringer Ingelheim RCV GmbH &Co KG
Eesti filiaal

Tel: +372 612 8000

EAALGoa
Boehringer Ingelheim Ellas A.E.
TnA: +30 2 10 89 06 300

Espaiia
Boehringer Ingelheim Espafia S.A.
Tel: +34 93 404 58 00

France
Boehringer Ingelheim France S.A.S.
Tel: +33 326 50 45 33

Hrvatska
Boehringer Ingelheim Zagreb d.o.o.
Tel: +385 1 2444 600

Ireland
Boehringer Ingelheim Ireland Ltd.
Tel: +353 1 295 9620

Lietuva

Boehringer Ingelheim RCVGmbH & Co KG
Lietuvos filialas

Tel: +370 37 473922

Luxembourg/Luxemburg
SCS Boehringer Ingelheim Comm.V
Tél/Tel: +322 773 33 11

Magyarorszag

Boehringer Ingelheim RCV GmbH & Co KG
Magyarorszagi Fioktelepe

Tel: +36 1 299 8900

Malta
Boehringer Ingelheim Ltd.
Tel: +44 1344 424 600

Nederland
Boehringer Ingelheim b.v.
Tel: +31 (0) 800 22 55 889

Norge
Boehringer Ingelheim Norway KS
TIf: +47 66 76 13 00

Osterreich
Boehringer Ingelheim RCV GmbH & Co KG
Tel: +43 1 80 105-0

Polska
Boehringer Ingelheim Sp. z 0.0.
Tel: +48 22 699 0 699

Portugal
Boehringer Ingelheim, Lda.
Tel: +351 21 313 53 00

Romaénia

Boehringer Ingelheim RCV GmbH & Co KG
Viena - Sucursala Bucuresti

Tel: +40 21 302 28 00

Slovenija

Boehringer Ingelheim RCV GmbH & Co KG,
Podruznica Ljubljana

Tel: +386 1 586 40 00
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Island
Vistor hf.
Simi: +354 535 7000

Italia
Boehringer Ingelheim Italia S.p.A.
Tel: +39 02 5355 1

Kvbmpog
Boehringer Ingelheim Ellas A.E.
TnA: +30 2 10 89 06 300

Latvija

Boehringer Ingelheim RCV GmbH & Co. KG
Latvijas filiale

Tel: +371 67 240 011

JaTta Ha mocJyeHO of00peHHe HA JTHCTOBKATA

Slovenska republika

Boehringer Ingelheim RCV GmbH & Co KG,
organiza¢na zlozka

Tel: +421 2 5810 1211

Suomi/Finland
Boehringer Ingelheim Finland Ky
Puh/Tel: +358 10 3102 800

Sverige
Boehringer Ingelheim AB
Tel: +46 8 721 21 00

United Kingdom
Boehringer Ingelheim Ltd.
Tel: +44 1344 424 600

[Toapo6Ha wHGOPMAITHS 3a TO3H JEKAPCTBEH MPOAYKT € MPeAoCcTaBeHa Ha yeb caiita Ha EBporeiickara
areHIus 1o JeKapcTBaTa http:// www.ema.europa.eu/
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JIncroBka: nHpopManus 3a NAUEHTA

Pradaxa 110 mg TBLpAU Kancyan
naburarpan erekcuiar (dabigatran etexilate)

IIpoyeTeTe BHMMATEIHO LSJIATA JHUCTOBKA, NMpeAH Aa 3alo4yHeTe a MpueMaTe TOBa JIEKAPCTBO, Thil
KaTO TH ChAbpaka BaxkHa 3a Bac nagopmanms.

3amasere Ta3u JMCTOBKA. MoOKe 1a ce HAJIOKU J1a 51 IPOYETETE OTHOBO.

AKO “MaTe HIKaKBH JIOIBIHUTEIIHN BBIIPOCH, TIONTUTalTe Bamms iexap wim gapmanesT.

ToBa nexapcTBo € mpeanucano JuyHo Ha Bac. He ro npeorcrenBaiite Ha apyru xopa. To Moxe 1a UM
HaBpeAM, HE3aBUCUMO OT TOBA, IPU3HALIUTE HA TAXHOTO 3a00JsBaHe ca ChIIUTE KaTo BammuTe.

AKO TIOJTy4YHTe HAKaKBH HEXEJIAaHU peaklny, yBeaomeTe Bamus nexkap wiu gapmanesT. Tosa
BKJIIOYBA ¥ BCHUKH BB3MOKHU HEXKETaHW PEAKIINH, HEOMTMCAH! B Ta3M JINCTOBKA. BrokTe Touka 4.

Kakso CbAbpPiKa Ta3u JIMCTOBKA

ANl e

1.

KakBo npencrasnsaBa Pradaxa u 3a kakBo ce M3M0JI13Ba
Kakso Tpsi0Ba ja 3Haere npenu na npremete Pradaxa

Kak na npuemate Pradaxa

BB3MOKHM HEXENaHU peaKkuu

Kak na cexpansaBare Pradaxa

C’bll’bp)KaHHe Ha OITaKOBKaTa U JOITbJIHUTCIIHA HHq)OpMaHHSI

Kakgo npeacrasasipa Pradaxa u 3a kakBo ce H310J13Ba

Pradaxa chabppska akTUBHOTO BEIIECTBO 1a0UTraTpaH €TEKCHWIIAT U IPUHAUICKH KbM IpyTia JIeKapcTBa,
HapevYeHU aHTHKOAryJaHTH. Toi OJOKHpa JeCTBHETO Ha BENIECTBO B OPraHU3Ma, KOETO y4acTBa B
00pa3yBaHETO Ha KPBBHU ChCUPEIIH.

Pradaxa ce uznoinssa IIpU Bb3paCTHHU 3a:

2.

npeaAOTBpAaTABAHC Ha O6paSYBaH€TO Ha KPpbBHU CbCUPCUU BbB BEHUTC CJICA MPOTC3UPAHC HA KOJISTHHA
nin Ta306e;[peHa CcTaBa.

MIPeIOTBpPaTABaHE HA KPHBHHU CHCUPEIH B MO3bKa (MHCYINT) U JPYTH KPHBOHOCHH CHIOBE B TAJIOTO,
ako mMare popMa Ha HEpaBHOMEPEH ChPJICYCH PUTHM, HapeueHa HEeKIIAITHO MPEICHPIHO MBKICHE U
TIOHE OIIE eNH PUCKOB (haKTop.

JIeYeHUE Ha KPBBHU CHCUPEIIM BHB BEHHTE Ha Kpakara u Oenurte ApoOoBe, KaKTO H 3a

npeaoTBpaTIBaHC Ha IOBTOPHOTO UM 06pa3yBaHe.

Kakso Tpsa0Ba na 3Haete npeau ga npuemere Pradaxa

He npuemaiite Pradaxa

aKo CT€ AJIEPTUYHHU KbM J1a0dUraTpaH eTeKCUIIaT WM HIKOS OT OCTaHAJIMTE ChCTaBKH Ha TOBA
JIeKapcTBO (M30pOEHHU B TOUKA 6).

aKo UMate CHIHO MOHImKeHa ObOpeuHa QyHKIuSI.

aKo B MOMEHTa MMaTe KPbBOU3JIUB.

aKo umare 3a00JsiBaHe Ha OpraH B TSJIOTO, KOETO Ch3JaBa PUCK OT TEXBK KPHBOU3NUB (HAIP.,
CTOMaIITHA 513Ba, HAPAHSBAaHE WM KPHBOM3IIUB B MO3bKa, CKOPOIIIHA OTiepaliys Ha MO3bKa UK OUUTE).
aKko nipu Bac e Hanwile moBuIleHa TEHICHIINS KbM KPHhBOU3IIUBH, KOSITO MOXe Jia ObJie BpOJIeHa, C
HEM3BECTEH NMPOU3XO0/1 WM IPUUMHEHA OT JPYTH JIEKapCTBa.

aKo mpuemare JIeKapcTBa 3a IpeAoTBpaTsIBaHe Ha 00pa3yBaHETO Ha KPbBHU ChCUpeLH (Harp.,
BapdapuH, puBapokcadaH, annkcabaH WM XeTapyH), OCBEH ITPH MPOMSIHA Ha aHTUKOATYJIAHTHOTO
JieueHHe WM 10KaTto By e moctaBeH KaTeThp BbB BEHA HIIM apTepHsi, KOWTO ce IPOMHUBA C XEIapuH, 32
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7la TO TIOAIbPKa OTBOPEH.

- aKo MMaTe CHJIHO MOHWKEHA YePHOIPOOHA PYHKIHS WIIX YEPHOIPOOHO 3a00sIBaHE, KOETO €
BB3MOKHO JIa IPUYUHH CMBPT.

- aKo TpHemMara KeTOKOHA30JI WIIM UTPAKOHA30JI EPOPAIHO, JIEKapCTBa 32 JICUCHHE HAa FbOMYHN
WHQEKIHH.

- aKo mpueMare IepopajieH HUKIOCIIOPHH, JIEKAPCTBO, MPEANAa3BaIlo OTXBBPJITHETO Ha OPTraHH CJIe]
TpaHCIUIAHTAIUSI.

- aKo ImpueMare JIpoHeIapOoH, JIEKAPCTBO, U3IOI3BAHO 3a JICUCHUE HA HAPYIIEH ChPJCUEH PUTHM.

- aKko ca Bu nmocraBeHn U3KYCTBEHH CHPIEYHH KIIAIH, KOETO M3UCKBA HEMPEKBCHATO Pa3pekaaHe Ha
KpbBBTA.

Ipenynpesxaenust 1 NpeanasHA MEPKH

I'oBopere ¢ Bamus siekap npeau ga npuemere Pradaxa. Moxe cbIlo 1a ce HaJI0XH Jla TOBOpUTE ¢ Barims
JIeKap 110 BpeMe Ha jJedeHueto ¢ Pradaxa, ako yceTure cuMNTOMH WK ako Bu mpenicTon Xupypruasa
orepauus.

HNudpopmupaiite Bamus Jekap, ako ©MaTe WM CTe MU HAKaKBH OOJIECTHU ChCTOSHUS WIN
3a00JIsIBaHuUS, 0COOEHO KOETO U J1a € OT BKIIOUEHHUTE B CICTHUS CIHUCHK:

- ako npu Bac e HanuIe MOBHIIIEH PUCK OT KbPBEHE, KaTo:

" aKO HAaCKOpO CT€ UMaJll KPbBOU3IIUB.

* ako XUpypruvyHo Bu e B3eTa mpoba oT TenecHa ThKaH 3a u3ciieBaHe (OMOIICHS) B TIOCIIEHHUS
Mecell.

" aKO CTe MMaJlM CEpHO3HO HapaHsBaHEe (HampuMep KOCTHA (pakTypa, HapaHsIBaHE Ha IJaBaTa WK
KaKBOTO U Jla € HapaHsABaHe, N3UCKBAILO XUPYPTHUHO JICUCHHE).

" aKo cTpajare OT BB3MaJeHUE Ha XPaHOIIPOBO/IA WJIH CTOMAaxa.

" aKo MMaTe MpobJIeMH C BpBIIaHe Ha CTOMAIICH COK B XPaHOIMPOBOJIA.

" aKo ImpHeMaTe JEeKapcTBa, KOUTO MOraT Jia IOBHUILAT PUCKa OT KbpBeHe. Bukre ,,Jlpyru nekapcTsa
u Pradaxa® nmo-momny.

" aKo MmpHeMaTe MPOTHBOBB3MAIUTEIIHY JIEKAPCTBA, KaTO TUKIOpeHaK, HOynpodeH, MMPOKCUKaM.

" ako uMaTe MHGEKIHs Ha ChbpLeTo (OaKTepruaneH eHI0KaAPINT).

" aKo 3HaeTe, 4e uMare HapylieHa ObOpeuyHa GyHKUIUS WM aKo CTpajaTe OT AeXHIpaTaius
(cuMIITOMUTE BKITFOUBAT YKAXK/A U OTJIENISTHE HA HAMAJIEHO KOJTMYECTBO ThMHO OIBETEHA
(KOHLEHTpHUpaHa) ypuHa).

" aKo CTe Haj 75 TOJOUHM.

» ako texure 50 kg viam no-manko.

- aKo CTe MMasi MH(APKT UM aKko 1pu Bac ca ycTaHOBEHHU YCIIOBHSI, KOUTO MOBUIIIABAT PUCKA OT
WH(paPKT.

- aKo MMare 4epHOAPOOHO 3a00JsIBaHE, KOETO € CBBbP3aHO C NMPOMEHH B KPBBHUTE TecToBe. B TO3M
ciryyail ynotpebata Ha Pradaxa He ce npenopbuBa.

Buumagaiite oco6eHo MHOro nmpu ynorpedara Ha Pradaxa

- ako Bu npencrou oneparus:
B To3u ciyuaii Pradaxa tpsiOBa na ce cipe BpeMEHHO IOpaay yBEJIUUEH PUCK OT KbPBEHE 110 BpeMe Ha
W MaJIKO CJIe/I orepanusaTa. MHOTO € BaXxHO Jia mprieMeTe Pradaxa npenu u ciies onepanusTa TOYHO
BBB BPEMETO, YKa3aHO OT Bammus nekap.

- aKo oIepaIlusTa BKIIFOYBA MOCTABSHE HAa KaTeThp WIH WHXXEKIHS B TPOHAYHYS CTHJIO (Hamp. 3a
enuIypaTHa WK CTUHAITHA aHEeCTEe3Us WK 3a o0JieKJyaBaHe Ha OoJKaTa):
- MHOTO € BaXHO J1a ipueMeTe Pradaxa mpeau u cies oneparnusaTa TOYHO BEB BpEMETO, YKa3aHO
ot Bamus nekap.
- umHpopMupaiite Bamms nexap He3a0aBHO, aKO YCETUTE U3TPHIIBAHE WIIH CIIA00CT B KpaKkaTa
WM TIPOOJIEMU € YepBaTa MM MUKOYHHS MEXYp cliell Kpasi Ha aHeCTe3UsITa, 3all0To ca
HEOOXOMMH CIICTITHU TPUXKH.
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- aKo MajJHeTe WIK Ce HapaHWUTE M0 BPEMe Ha JIeYeHHe, 0COOCHO aKo CH yAapuTe IiiaBaTa, MOJIS
MOTHPCETE CIIEIIHA MEIUIIMHCKA oMol Mose /1a € HaJloxu Ja Bu nperiena jiekap, Tbil KaTO MOXe
Jla CT€ C ITOBHUILIEH PUCK OT KbpPBEHE.

Jeua u roHomu
Pradaxa He ce mpenopbyBa Ipu Aelia U IOHOLIM Ha BB3pacT nox 18 roguxu.
Apyru nexapcrBa u Pradaxa

WNudopmupaiite Bamms nekap win dpapMarieBT, ako IpueMate, HacCKOpo CTe MPHEMaIH WITH € Bb3MOXKHO Jla
CTe npueManu Ipyru jgekapcersa. Ilo-cmenuanno, TpsidoBa 1a uHopmuparte Bamms nexap, npeau Aa
3amo4HeTe Ja npuemare Pradaxa, ako npuemMare e1HO OT JIeKapCcTBaTa, H30p0eHH NMO-T0J1y:

- JlexapcTBa, KOUTO HaMaJIsIBAT ChCUPBAHETO HA KPbBTa (Hamp. BaphapuH, GEeHIPOKYMOH,
alleHOKYMapoJl, XeTapyH, KJIOMUAOTPEN, IPacyrpell, THKarpeiop, puBapokcadaH, aleTHICaIULUIOBa
KHUCEJIMHA)

- JlexapcTBa cpenry re0MdHN HHPEKINH (Hap. KETOKOHA30JI, HTPAKOHA301), OCBEH aKoO T€ Ce HAaHACST
caMo BBPXY KOXKaTa

- JlexapcTBa 3a jeueHe Ha HapyIIeH ChPACYeH PUTHM (HAIIp. aMHOaPOH, JPOHENaPOH, XUHHUINH,
BeparnaMui). AKO mpuemare JeKapcTBa, ChAbPIKaIll aMUOIapOH, XHHUINH WM BepanaMui, Bammst
Jexap Moxke 1a Bu kake J1a u3non3Barte HamalnieHa 103a Pradaxa, B 3aBHCHMOCT OT 3a00J1sIBaHETO, 3a
koeto Bu e npennucan Pradaxa. Bukre Touka 3.

- JlexapcTBa 3a mpeana3BaHe OT OPraHHO OTXBBPIISHE CJel TPAaHCIUIaHTAMs (Hamp. TAKPOIUMYC,
IUKIIOCTIOPHH).

- [IpoTHBOBB3MATIMTENHHN CPENICTBA U OOJIKOYCIIOKOSBAIIM JIEKAPCTBA (HAIp. aleTUICATHLIUIOBA
KHCEIMHA, HOynpodeH, AUKI0PEHAK)

- BT KaHTapHOH, PACTUTEITHO JEKAPCTBO 3a JICUEHUE Ha JETIPECHs

- JlexapcTBa 3a JieueHue Ha JIenpechs, HApeUeH! CEJIEKTUBHN HHXUOUTOPY Ha OOpAaTHOTO 3aXBalllaHE Ha
CEepOTOHMHA WM MHXUOUTOPH Ha 00paTHOTO 3aXBalllaHe Ha CEPOTOHUH-HOPETMHEPPUH

- Pudammuims nam KIIapuTpoMuUIH (Ba aHTHOMOTHKA)

- AmnTtuBupycHu jekapcrsa cpemty CIIMH (nanp. puronasup)

- Omnpenenenu nekapcTBa 3a JISUeHUE Ha erwiencus (Hanp. kapoaMasenus, GeHUTONH )

BpemenHoCT U KbpMeHe

Edexrure Ha Pradaxa Brpxy OpeMEeHHOCTTa ¥ HOBOPOJIEHOTO JIeTe He ca M3BeCTHU. Bue He TpsOBa 1a
npuemare Pradaxa, ako cTe OpeMeHHa, ocBeH ako Bamusr nekap Bu kaxe, ue e 6e301acHO 1a ro npaBure.
AKo cTe JxeHa B IeTepoJiHa Bb3pacT, TpAOBa a n30sAreate 3a0peMeHsBaHe, JoKaTo npuemare Pradaxa.
Bue ne Tps6Ba na kppMuTe, JOKaTo npuemare Pradaxa.

Hlodupane u paéora ¢ MAalIMHK

He ca u3Becthu edexrure Ha Pradaxa BepXy crocoOHOCTTa 32 modupaHe 1 padoTa ¢ MAIIMHH.

3. Kak na npuemarte Pradaxa

Bunaru npuemaiite ToBa IeKapcTBO TOYHO KakTO Bu e ka3an Bamms nekap. Ako He CTe CUTYpHH 3a HEllo,
nonuraiTe Bammus nekap.
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IIpuemaiite Pradaxa cbriiacHo npenopbKuTe, NPH CJCAHUTE YCIOBHUSA:

IIpodunakTrka Ha 00pa3yBaHe Ha KPbBEH CHCUPEK CJIe] IPOTE3MpaHe Ha KOJASHHA UK Ta300epeHa cTaBa

[Ipenoppuntennata no03a € 220 mg BeIHbK JHEBHO (TIpHeTa KaTo ABe Karcyiau ot 110 mg).

Axo 0bOpeyHaTa Bu ¢pyHknms e HaMaJieHa TIOBEUYE OT HAIIOJIOBMHA WJIM CTE Ha BB3PACT 75 rOAMHU HJIN
noBeye, MpenoppUATETHATA 1032 € 150 mg BeAHbK THEBHO (TIPUETH KAaTO JABE KATCyJId OT 75 mg).

AKO Tpuemare JeKapcTBa, ChIbpXKaIld aMHOAAPOH, XMHUIUH WU BepanaMuJl, IpernopbUnTETHATA /103a €
150 mg BegHB:K THEBHO (IIpUeTa KaTo 2 Karcysm oT 75 mg).

AKO TipreMare JIeKapcTBa, ChbAbPKaIM BepanaMui, 1 pyHkuuaTa Ha Bammure 6b0penn e HamajieHa
MoBeYe OT HAINOJIOBUHA, TPAOBa 1a ObJIeTe JIEKyBaH! C HaMalleHa 103a oT 75 mg Pradaxa, 3amoTo puckst Bu
OT KbpBEHE MOXKe Jja O'b/ie MOBUIIICH.

n IIpu ABaTa BUAa IMPOTEC3UPAHC HC TpH6Ba Ja C€ 3alio4uBa JICUCHHUEC, aKO CC Ha6m0;[aBa KBPBCHE OT MACTOTO
Ha onepanudTra. AKXO JIeYeHHETO HE MOXKE Ja 6’[)}_16 3aI104YHAaToO B JACHM CJICH OIlCpaluiaTa, 103UPAHCTO Tpﬂ6Ba

JIa 3aII09HE ¢ 2 KaICyJId BETHBXK THEBHO.

Cneo npomesupane Hd KoJARHamda cmaea

Tpsa6Ba ma 3anmouneTe nmedeHueTo ¢ Pradaxa B pamkute Ha 1-4 9aca ciiej] MpUKIIIOYBaHE HA ONIEPAIIHSITA C
pueM Ha enHa Karcynia. Cien ToBa Bue TpsOBa ma mpuemare 2 Karncysid BeIHBXK THEBHO 3a 06110 10 mHu.

Cneo npomesupane Ha mazobeopenama cmasda

Tps6Ba ma 3anmouneTe teueHueTo ¢ Pradaxa B pamkute Ha 1-4 gaca ciiej] IpUKIIIOYBaHE HA ONIEPAIIHSITA C
mpueM Ha enHa karcyna. Cien Topa Bue Tps0OBa qa nmpuemare 2 Karncyiyd BEIHBXK THEBHO 3a 000 28-35
JTHU.

HDOd)I/IJ'IaKTI/IKa Ha 3allyllBaHC Ha KPBbBOHOCEH CHJ B MO3BbKaA WIH TAJIOTO OT KPBbBCH CHCHUPCK, O6D3.3VBaH
OpH HAPpYIICHUA Ha CHbPACYHHUA PUTHM U JICYCHHUEC HA KPBbBHHU CHCUPECIIM BbB BEHUTC HA KpaKaTa U oenTe
HDO6OB€, BKJIIOYUTCITHO NMPEAOTBPATABAHC HA TIOBTOPHOTO UM 06Da3VBaHe.

[Ipenoppuntennara go3a € 300 mg npuemaHa kato e1Ha KancyJa ot 150 mg 1Ba NbTH JTHEBHO.

Ako cre Ha 80 roquHM MJIM MO-Bb3PACTHH, TIPENIOpbUNTEIHATa 1032 Pradaxa e 220 mg, npuemana karo
eaHa kamncyaa ot 110 mg 1Ba mbTH JHEBHO.

AKo Tpremare JeKapcTBEeHH NMPOAYKTH, ChIAbP:KALIUM BepanamuJ, JiedeHnero ¢ Pradaxa tpsOBa nma ce
Hamaiu Ha 220 mg, npueTH kato egHa kamcysaa 110 mg aBa mbTH JHEBHO, 3all0TO BammAar puck or

KBBCHC MOXEC J1a 6’5)16 YBCIUYCH.

Axo nipu Bac crpliecTByBa No-BHCOK PHCK OT KbpBeHe, Bammar nexkap Moxe Ja pemu na Bu npennuie
no3a Pradaxa 220 mg, mpuemana kato enHa kamncyJa ot 110 mg 1Ba mbTu IHEBHO.

Kak na npuemare Pradaxa

Pradaxa moxe 1a ce npuema cbe mim 0e3 xpana. Karcynara tpsOBa ia ce moriplia 1sia ¢ yaia Boja, 3a Ja
CE OCUTYpHU AOCTUTaHETO i 10 cromaxa. He uynere, He 1bBUETE KalNCyIaTa U HE BaJETE MENETUTE OT
KaricyJiara, THU KaTO TOBA MOXKE Jla IOBUIIHN PHUCKa OT KbpPBCHE.

HNucTpyknuu 3a oTBapsine Ha OJIMCTepUTe

CremnaTa mUKTOTpaMa MmokKa3Ba Kak J1a u3BaguTe kancynute Pradaxa ot 6nmmcrepa:
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Ortnenere yacT oT OMCTEPa, ChABPIKAILA KAIICyJIa, IO TephopupaHaTa JIHHUSL.

[

Otnenere (1)OJ'II/IOT0 Ha 6J'II/ICT€pa " U3BAACTC KallCyJara.

. He nz0yTBaiiTe karcymure mpe3 0JIMcTepHOTO (HOIIHO.
. He otnenBaiite OMCTEpHOTO GOIHO MPEIBAPUTEITHO, IPEIH A C€ HAIOXKH Jia TIPUEMeTe KarcyJsara.

HNucTpyknuu 3a 6yTHiakara

. Hatucuere u 3aBbpTeTE, 32 ]a OTBOPUTE OyTHIIKATA.

. Cren xato M3BaguTe KarcyiaTa u cre npueiu Bammara n1o3a, mocraBere Kamnaukara oOpaTHO Ha
OyTHJIKaTa U IUTBTHO S 3aTBOpETE

IIpomsiHa Ha JieYeHHETO C AHTHUKOATYJIAHTH

He mpomenstiite Bamero anTHKOaryIaHTHO JieueHne 0e3 KOHKPETHO yKa3aHue oT Bamms jgexap.

AKO cTe mpueJiM oBe4ye OT HeoOxoaumaTa go3a Pradaxa

[TpuembT Ha npekaneHo rosaMa 1o3a Pradaxa moBumasa prucka ot KbpBeHe. CBbpikeTe ce ¢ Bamms nekap

He3a0aBHO, aKO CTe MPUEIT TBBPJIe MHOTO Karcyiu Pradaxa. Mima Ha pa3nonoxeHrne B3MOKHOCTH 32

crenupUIHO JICYCHHE.

AKo cTe mponmycHaJM 1a npueMere Pradaxa

[IpodunakTrka Ha 0Opa3yBaHe Ha KPbBEH ChbCUPEK CIIE IPOTEe3UpaHe Ha KOJITHHA WK Ta300epeHa cTaBa

IMpoawmxere na mpueMete Barmre octaBariy JHEBHH 034 Pradaxa mo chIOTO BpeMe Ha CIIe/IBAIINS JICH.
He B3emaiiTe aBoiiHa /1032, 32 J1a KOMIIEHCHpATE MPOITyCHATATa /103a.

[podunakTrka Ha 3ammylniBaHe Ha KPbBOHOCEH ChJ B MO3bKa MIIU TSUIOTO OT KPEBEH ChCHPEK, 00pa3yBaH

IOIpu HAPYHICHUA HAa CbPACYHUA PUTHM U JICUCHUEC HAa KPbBHU CHCUPCIIM BHB BECHUTC HA KpaKaTa U oennte

Ipo6oBe, BKIIOYHTENHO MPEIOTBPATIBaHE Ha MOBTOPHOTO UM 0OpasyBaHe

[IpomycHara mo3a Moxe na Obje mprera o 6 4aca Ipey BpeMETO Ha cieBaiiara.

[Ipomrychara mo3a He TpsiOBa Ja ce mprueMa, aKo 0CTaBaIIOTO BPEME JI0 CIIE[BAIATa 1032 € I0-MaJIKO OT 6
yaca. He B3emaiiTe BoifHa 7034, 32 Jla KOMIIEHCHpaTe MpoIycHaTaTa J03a.

AKko cTe cripesn npueMa Ha Pradaxa

[Ipuemaiite Pradaxa Touno kakro Bu e npeanucano. He crimpaiite nprema Ha Pradaxa, Oe3 Haii-Hanpes aa
cTe roBopwiIM ¢ Bamus nekap, 3amoTo puckbT OT 00pa3yBaHe Ha KPBBEH ChCHPEK MOXKE JIa C& YBEIHYH, aKO
CIIpeTe JICYCHUETO TBBpe paHo. CBbpxeTe ce ¢ Bamus nexap, ako Mare JI0LO0 XPaHOCMUJIAHE CIIE]] IPUeM
Ha Pradaxa.

AKO MMaTe HIKAKBHU JIOMBIHUTEITHA BHIIPOCH, CBBP3aHH € yIoTpedara Ha TO3U MPOIYKT, MOJIS TIOMTUTANTE
Barus nexap uiau papmarieBT.

160



4. BB3MOKHN HexkeTaHU peaKkIuu

Kaxrto Bcmuku JICKapCTBa, TOBA JICKAPCTBO MOXKE J1a IIPCIU3BHUKA HECXKCIIaHU pCaKIK, BBIIPEKH Y€ HE BCCKU
'Y [oJiy4aBa.

Pradaxa nelicta BbpXy IIpolieca Ha KpbBOCHCUPBAHE, I0PaJy KOETO [I0BEUETO HEXKEIAHU PEaKIUHU ca
CBBP3aHH C MPOSIBU KaTo 0Opa3yBaHe HA CHHUHM WM KbpBEHE. MoOsKe J1a HACTBIN TOJISIMO MJIH TEKKO
KbpBEHE, KOETO IPEJICTABIISABA Hall-CEprO3HaTa HEXKeENlaHa peaklusi U KOeTO, HE3aBUCUMO OT MSCTOTO Ha
BB3HHUKBaHE, MOKE /1a JOBEJIE /10 MHBAIMIN3UPAHE, 'KHBOTO3aCTPAIIABAII0 ChCTOSHIE WM JJOPH CMBPT. B
HSIKOM CITy4aH, T€3W KPbBOM3IMBH MOXKE Ja HE Ca BUTUMH.

Axko nipu Bac ce 1mosiBu KbpBeHe, KOETO HE CITHpa CaMO MJIM aKO YCTaHOBHUTE MTPHU3HALIM HA MPEKOMEPHO
KbpBeHE (M3KIIIOUUTENHA ¢l1a00CT, yMOpa, OJIEAHOCT, 3aMasiHOCT, TJIaBOOOJIME U HEOUYaKBaH OTOK),
He3a0aBHO Ce MOChBeTBaiTe ¢ Bamms nekap. Bammsr iekap Moxe na penm na Bu HaGmronaBa mo-crporo
WJIH J]a IPOMEHHU JiedeHneTo Bu.

He3zabasno HH(l)OpMHpafITe Bamms JICKAp, aKO YCETUTEC CCPpUO3HA AJICPIrUIHA pCAKI A, KOATO NPpUYUHABA
3aTPYAHCHUC B JUITAHCTO WA 3aMaiiBaHe.

Bb3MokHHTE HeXeNlaHH Peakiuy ca H30pPOeHHU T0-JI0JTy, KaTo ca IPyHHUPaHU IO TOBA KOJKO YECTO ce
MOSIBSIBAT.

HDC}IOTBDaTHBaHe Ha O6D33VB3HCTO HAa KPBbBHHU CBbCUPCIIM BbB BCHUTEC CJICA ITPOTC3UPAHEC HA KOJIITHHA UJIN
Tazo0epena craBa

UYectu (Morar ma 3acersat mo 1 Ha 10 gymm):
- craj Ha HUBOTO HAa XEMOTJIOOMHA B KPHBTA (BEMIECTBOTO B UYEPBEHHUTE KPHBHH KIIETKH)
- OTKJIOHEHHS B YEPHOIPOOHUTE (DYHKIIMOHAIHU TECTOBE

Heuectu (Morar ga 3acernar g0 1 va 100 gymm):

- KbpPBEHE MOXKE J]a BE3HUKHE OT HOCA, B CTOMaxXa WJIM YepBaTa , OT IIeHUCa/BarnHaTa Wi MHKOYHUTE
IbTHINA (BKJI. KPBB B ypUHATA, KOSTO OIBETABA YPUHATA B PO30BO HITH YEPBEHO), OT XEMOPOUIH, OT
pEeKTyMa, TIOJT KO’KaTa, B CTaBUTE, OT WIIM CJIE]] HapaHsIBaHe, WIIH CIIE]] ONepalysl.

- oOpasyBaHe Ha KpbBOHACS/IAHE WITH CHHUHU CIIe]T OTiepaIisTa

- KPBB B H3NPaXHEHHUATA, YCTAHOBEHA Upe3 1A00OPaTOPHU TECTOBE

- cnaj B Oposi Ha YePBEHUTE KPbBHU KJICTKH

- crHaj B IPOIIEHTA Ha YEPBEHNUTE KPbBHU KIIETKH

- aJepruyHa peaxius

- MOBpBILAHE

- YeCTO M3X0XK/IaHE Ha KalllaB! WM BOJHUCTH U3MPAKHEHUS

- rajsieHe

- CeKpeLys OT paHa (OTAEISIHE Ha TEYHOCT OT OIepaTUBHA PaHA)

- MOBHIICHU YePHOAPOOHU EH3UMHU

- MOXBITSBAHE HA KOXKaTa WK OSUTOTO HAa OYHTE, IPHYMHEHO OT YEPHOIPOOHU MPOOIEMH WITN
npobJeMu ¢ KpbBTa

Penxu (Morar na 3acernar mo 1 Ha 1 000 gymm):

- KbpBEHE

- KBbpPBCHE MOXKEC 1a Bb3HUKHEC B MO3bKa, OT XUPYPIrUi€H pa3pe3, OT MIACTOTO HA IMOCTABAHE HA
HWHXXCKIUA UK OT MACTOTO Ha IMOCTAaBAHE HAa KaT€Thpa BHB BEHATa

- OTJIENITHE Ha KPBBEHUCTA TEYHOCT OT MSACTOTO HA MTOCTABSHE HA BEHO3EH KaTeThP

- M3KallJIsTHE Ha KPBB WM KbpPBaBa Xpadka

- cnaja B Opost Ha TPOMOOITUTHTE B KPBBTA

- cnaj B Oposi Ha YePBEHUTE KPHBHU KIIETKHU CJIE]] OTIepaIns

- CCpHO3Ha AJICPrudHa p€aKkuus, KOATO NpUYNHABA 3aTPYAHCHUEC B JTUIIAHETO U 3aMaiiBaHe

- CCpHO3Ha aJICPrudHa pCaKkius, KOATO NpUYNHABA IIOJYBAaHC Ha JIUIICTO WU I'bPJIOTO
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- KOXXCH OOpPHUB B pE3yJITAT HA aJIepPrUyHa PeaKilus, U3pa3sBail ce B ThMHOUYEPBEHH, ChPOSIIIH
rpanaByHA

- BHC3aIlHU IIPOMCHH B IIBETA U BUJAA HA KOKaTa

- CcBpOexK

- sI3Ba Ha CTOMAaxa WMJIM uepBara (BKJI.S3Ba HA XPaHOIPOBO/IA)

- BB3MAJICHHE HA XPAHOIIPOBOJIA M CTOMAaxa

- BpbILIaHE HAa CTOMAIIIHA COKOBE B XPaHOIIPOBO/Ia

- 0o0JIKa B cTOMaxa MM Kopema

- JIOIIO XPaHOCMHUJIAHE

- 3aTpyAHEHO MperTbIlaHe

- OTJICTISTHE Ha TEYHOCT OT paHaTa

- OTJICNISTHE Ha TEYHOCT OT paHarta Cie]| Orepanus

C Hem3BecTHA YecTOTa (OT HAUIMYHUTE TaHHU HE MOXKe Jla ObJic HampaBeHa OIlEHKA 32 YECTOTAaTa)
- 3aTpyAHEHO AUILAHE WU XPUNTEHE

IIpenoTBpaTsiBaHE Ha 3alyIIIBaHE HA KPHBOHOCEH ChJ B MO3BbKa HIIM TSIJIIOTO OT KPHBEH ChCHPEK 06Da3VBaH
CJIC HAPYMICHWA HA ChbpACYHUSA PUTHEM

Yectu (Morart na 3acersar 1o 1 Ha 10 gymm):

- KbPBEHE MOJXKE JIa Bb3HHKHE OT HOCA, B CTOMaXa WK YyepBaTa, OT IIEHUCa/BarnHaTa Wi THKOYHUTE
IbTUIIA (BKJI. KPBB B YpUHATA, KOSTO OLBETSIBA yPUHATA B PO30BO MJIM YEPBEHO), WIIN TTIOAKOKHO

- cnaz B Opost Ha YepBEHUTE KPHBHU KIETKH

- 0onKa B cTOMaxa MM Kopema

- JIOLIO XpaHOCMMUJIaHE

- YeCTO M3XO0K/IaHE Ha KalllaBU MM BOJHUCTH U3MPAKHEHHS

- rajicHe

Heuectu (Morar ga 3acernar g0 1 Ha 100 gymm):

- KbpBEHE

- KbPBEHE MOJXKE /12 Bb3HUKHE OT XeMOPOHIH, OT PEKTyMa HJIH B MO3bKa.
- o0Opa3yBaHe Ha KPbBOHACSIaHE

- M3KallIsTHE Ha KPBB WM KbpPBaBa Xpadka

- cnaja B Opost Ha TPOMOOIIUTHTE B KPBBTA

- crHaj Ha HUBOTO Ha XeMOTJIOOWHA (BEIIECTBO B YEPBEHUTE KPBBHHU KIIETKH)
- aJepruyHa peaxIus

- BHE3AITHU IIPOMEHH B I[BETA U BUJA HA KOXKaTa

- CBpOexK

- si3Ba Ha CTOMAaxa WM YepBaTa (BKJI.s3Ba Ha XPaHOIIPOBOIA)

- BB3MAJICHHE HA XPAHOIIPOBOJIA 1 CTOMaxa

- BpBIIIaHE Ha CTOMAIIIHA COKOBE B XpaHOIIPOBO/IA

- MOBpPBIIIaHE

- 3aTPyIHEHO MPErTbIIaHe

- OTKJIOHEHHMS B UEPHOIPOOHUTE Ta0OPaTOPHU TECTOBE

Penku (mMorar na 3acernar a0 1 va 1 000 gymm):

- KbpPBEHE MOXKE J1a Bb3HUKHE B CTaBa, OT XUPYPruyeH pa3pes, OT HapaHsaBaHe, OT MSICTOCTO Ha
TIOCTaBSIHE HA WHXKEKITUS WJIM OT MSACTOTO Ha TIOCTABsSHE HAa KAaTEThp BHB BEHATA

- CEpHO3Ha aJIepTUYHA PEAKITHs, KOSTO MPUIHUHSBA 3aTPYIHEHUE B AUIIAHETO MW 3aMaiiBaHe

- CEpHO3Ha aJiepruyHa peakiysi, KOsITO MPUUMUHSBA MOyBaHE Ha JIMUETO UK T'bPIOTO

- KOXXCH OOpPHUB B PE3YJITAT HA AIEPrUYHA PEaKIis, U3pa3sBalll ce B ThMHOYEPBEHH, ChPOSIIIH
rparmaBuHU

- HaMaJsiBaHe Ha MPOLICHTA HA YePBEHUTE KPBBHU KIETKU

- MTOBUIIIEHU Y€PHOAPOOHU CH3UMHU

- MTOKBIITSABAHE HA KOXKaTa WX OsUIOTO Ha OYHUTE MIPUYUHEHO OT YSPHOAPOOHH MPOOIEMHU MITH
mpo0JieMu ¢ KpbBTa

162



C Heu3BeCTHA YecToTa (OT HaJIMYHUTC JaHHU HC MOXKE Ja 6’[,,[[6 HallpaBCHa OILICHKA 3a ‘-IeCTOTaTa)
- 3aTPYAHCHO JUIITAHC WJIN XPUIITCHC

[To BpeMe Ha KIIMHUYHO MIPOYYBAHE, CIydyanuTe Ha Bh3HUKBaHE Ha MH(APKT Ha MUOKap/a MPH MPHII0KEHUE
Ha Pradaxa ca Ouim 4rciieHO TIOBEYE, OTKOJKOTO NpH IpujioxeHune Ha Bapdapus. Karto 151710, yecToraTa Ha
BBH3HUKBAHE € OnjIa HUCKA.

HequI/Ie HAa KPbBHHU CBCHUPCIIM BHB BCHUTC HA KpaKaTa u 6CJ'II/ITC JIDO6OBC., BKJIIOUUTCJIIHO IPCAOTBPATIBAHC
Ha HOBTOPHOTO UM 00pa3yBaHe.

UYectu (Morar ma 3acersat mo 1 Ha 10 gymmm):

- KbpPBEHE MOXKE J]a BE3HUKHE OT HOCA, B CTOMaXa WJIM YepBaTa, OT PEKTyMa, OT IICHHCa/BarnHaTa Win
MMMKOYHUTE MHTUIA (BKJI. KPBB B YPHHATA, KOATO OI[BETSIBA YPHHATA B PO30BO MIIA YEPBEHO), HITH
MOAKOXKHO

- JIOIIO XPaHOCMHUJIAHE

Heuectu (Morat na 3acersat no 1 Ha 100 mymm):

- KbpBEHE

- KBbpPBC€HE MOXKE 1a Bb3HUKHE B CTaBa UJIM OT TpaBMa
- KbpPBEHE MOXKE J]a BE3HUKHE OT XEMOPOUIH

- cnaja B Oposi Ha YePBEHUTE KPbBHU KJICTKH

- o0Opa3yBaHe Ha XeMaTOM

- H3KAlUIAHE Ha KPBB WK KbpBaBa Xpadka

- aJlepriuyHa peaKius

- BHE3aITHH MIPOMEHH B I[BETA U BH/Ia HA KOXAaTa

- CBpOexK

- s3Ba HA CTOMAaxa WM YyepBaTa

- BB3IMAJICHHE HA XPAHOIIPOBOJIA M CTOMaxa

- BpbILIaHE HAa CTOMAIIIHA COKOBE B XPaHOIIPOBO/Ia

- raJicHe

- MOBPBIIIAHE

- 0o0JIKa B KOpeMa WM CTOMaxa

- YECTO U3XO0XKIAHE UJIN BTCUHCHU U3IIPAXKHCHUA

- OTKIIOHECHHUS B PE3YJITATUTE OT JJAOOPATOPHUTE M3CIEABAHMS HA YepHOApOoOHATa (PyHKIHS
- MTOBUIIIEHU HUBA HA YSPHOAPOOHU CH3UMHU

Penxu (Morar na 3acernat no 1 Ha 1 000 gymm):

- KbpPBEHE MOXKE J]a BB3HUKHE OT XUPYPrUUeH pa3pes, OT MICTOTO Ha IMOCTABsIHE HA MHXKEKIIUS WIA OT
MSACTOTO Ha IMOCTAaBAHC Ha KaTCThbp BbB BEHATA, UJIM OT MO3bKa

- criajl B Opost Ha TPOMOOITUTHTE B KPHBTA

- CepHO3Ha aJIeprUYHA PEaKIUs, KOSITO IPUYHHSBA 3aTPYHCHHE B AMIIAHETO WU 3aMaiiBaHe

- CepHO3HA aJIEPrUYHA PEaKIUs, KOSITO IPUYHUHSBA MOyBaHE Ha JINIETO WX I'bPIIOTO

- KOXKEH OOpHUB B pe3yJiTaT Ha aJIeprHIHa PEAKITHs, U3pa3sBall ce B ThMHOUYEPBEHH, TIOBIUTHATH,
ChpOSINY TParlaBUHH

- 3aTpyJHEHHE NIPU TIPETITbIIaHe

- HaMaJIIBaHC Ha MPOLICHTa Ha YCPBCHUTC KPBbBHU KIICTKU

C HensBecTHa yecToTa (0T HATMYHUTE IaHHU HE MOKeE Jla ObJie HalpaBeHa OLIEHKA 3a YecToTaTa)

- 3aTpyAHEHO AUILAHE WU XPUNTEHE

- craj B o0emMa Ha XeMOTJIO0MHA B KPBBTa (BELIECTBOTO B YEPBEHUTE KPHBHU KIIETKH)

- MOHM)KEHHUE Ha OpOos HAa YepBEHUTE KPBBHU KIIETKH

- MOXKBITSBAHE HA KOXKaTa WK OsitaTa yacT Ha OYUTE BCIICACTBUE HA MPOOJIEMH C YepHUs Jpo0 MU
KpbBTa

B nporpamata Ha mpoy4yBaHeTO, Clly4auTe Ha Bb3HUKBaHE Ha MH(APKT HA MUOKapAa Py MPHUIIOKEHNE Ha
Pradaxa ca 6uim noBeve, OTKOJIKOTO MpH NpwiiokeHue Ha Bapdapus. Karo 1s1o, yecrorata Ha Bb3HUKBAHE
e 6una Hucka. He ce HaOmoaBa quicOanance B CTENEHTa Ha Bh3HUKBaHE HA MH(APKT HA MUOKap/a PH
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MAIUEHTHTE, JIEKYBaHU C Ja0UTraTpaH B CPaBHEHHUE C MMAIUEHTHTE, JIEKYBAHU C T1ane0o.

Chol0maBaHe HA HEXKEJIAHH PeaKInu

AKO TIONTyYuTe HAKAKBU HEXKEIAHU JICKAPCTBEHH pPeakiny, ypenpomere Bamms nexap win papmarnenrt. Tosa
BKJTFOYBA BCHYKY BB3MOXKHU, HEOITMCAHU B Ta3H JJUCTOBKA HEXEJIAHU Peakiini. MoKeTe ChIIOo 1a ChoOIuTe
HEeXeJlaHU PeaKkIuy TUPEKTHO Ype3 HallMOHATHATA CUCTeMa 3a ChOOIaBaHe, moco4yeHa B [Ipunoxenue V.
Kato cpo0uiaBare HexxenaHu peakiy, MOXKETe J1a JajieTe CBOS MPUHOC 3a M0JyyaBaHe Ha OBEYe
WHpOPMAITUS OTHOCHO 0€301TaCHOCTTA Ha TOBA JIEKapCTBO.

5. Kak na cexpansiBare Pradaxa

Jla ce chxpaHsiBa Ha MSICTO, HEJJOCTBITHO 32 Jiela.

He u3non3BaiiTe ToBa 1eKapcTBO Cilel] CPOKA HA TOAHOCT, OTOEINA3aH BbPXY KapTOHEHATa OIIAaKOBKa,
OnucTepa win OyTriikara cief ,, [ ogeH 10:”. CpoKbsT Ha TOJHOCT OTIOBapst Ha MOCICIHUS IeH OT IOCOUCHUS
Mecell.

BJ'II/ICTepZ I[a CC CbXpPaHsBa B OpUTMHAJIHATa OIIAKOBKA, 3a 1a CC MPCAIa3u OT BJjIara.

Byrunka:  Cnen oTBapsiHe JIeKapcTBOTO TpAOBa Ja ce ynotpebu a0 4 mecena. CbxpaHsBaiite OyTunkara
ILTBTHO 3aTBOpPEHA. [la ce chXpaHsBa B OpUrMHAIHATA OMAKOBKA, 33 J]a c€ IpEeas3y OT Biara.

He u3xBrpistiiTe nekapcTBata B KaHanuzanusta. [lomuraiite Bamms dpapmameBT kak 1a H3XBBPIIATE
JIEKapcTBaTa, KOUTO BeUe HE U3Nos3Bare. Te3u MEpKH I1ie CIIOMOTHAT 3a ONa3BaHE Ha OKOJIHATA Cpefa.
6. ChabpkaHue HA OIAKOBKATA M JONNBJIHUTETHA HHpOpManms

Kakgo cbabpxa Pradaxa

- AKTHBHOTO BelIecTBO € naburarpas. Besika TBbpaa kancyna ceappika 110 mg naburatpan eTekcuiar
(xaTo me3wmar).

- Jlpyrure cbCTaBKM ca BUHEHA KMCEJIMHA, apa0cKa ryMa, XUIpoMeIo3a, AMMETHKOH 350, Talk u
XUPOKCUIIPOIIHJILIEITYI03a.

- Kamncynara cpappixa kapareHaH, KaJimeB XJIOPH/, TATAHOB TUOKCH/I, MHANTO KAPMHUH U XUITPOMEN03a.

- YepHOTO MEeYaTHO MACTUIIO ChIbPAKA LIEIJIAK, YEPEH JKETIE3€H OKCUI U KaJIMEB XUAPOKCHI.

Kak m3rae:xkaa Pradaxa u KakBo chIbp:Ka ONaKOBKaTa

Pradaxa 110 mg ca TBbpAM KaICyJH ChC CBETIIOCHHBO HEMPO3PauHO Karayue U CBETIOCHHBO HENPO3PauHO
Tsu10. Jloroto Ha kommnanusTa Boehringer Ingelheim e orneuarano Ha KaraveTo, a Ha TSUIOTO Ha KarcyJiaTa €
otneyarad kox “R110”.

Pradaxa ce npemmara B onakoBku, ceabpskany 10 x 1, 30 x 1 ummu 60 x 1 xancymm, rpymnoBa OrakoBKa,
chabprkamma 3 onakoBkH oT 60 x 1 TBepau Kancynu (180 TBBpAM Karcyn) UM TPyNoBa OMaKOBKa,
cpapprkama 2 onakoBk# oT 50 x 1 TBepau kancynu (100 TBbpaM Karcynu) B alyMUHUEBU IEpPOpUPaHU
omucrepu ¢ eauHuuHM 103u. OcBeH ToBa, Pradaxa ce mpeanara u B onakoBkH, chabpskammy 60 X 1 karcyiu B

ATyMHUHHEBH ITepPOpUpaHu Oeii OJIMCTEPU C SAUHUYHU JI03H.

Pradaxa 110 mg TBBbpAM KaCynu ce mpeaiaraT ChIo B IPOIMICHOBH (I1acTMacoBH) OyTHiIKK ¢ 60 TBBpAH
KaIlCyJIH.

He Bcuuku BHUIOBC OIMAKOBKU MOrart aa 6’B,Z[aT ITyCHATU B npoz[a>i<6a.
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IIpuTeskaTes Ha pa3pelIeHNETO 32 yHoTpeda

Boehringer Ingelheim International GmbH
Binger Strasse 173

D-55216 Ingelheim am Rhein

I'epmanus

I[MpousBoauren

Boehringer Ingelheim Pharma GmbH & Co. KG
Binger Strasse 173

D-55216 Ingelheim am Rhein

I'epmanus

u

Boehringer Ingelheim Pharma GmbH & Co. KG
Birkendorfer Strasse 65

D-88397 Biberach an der Riss

I'epmanus
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3a JOIIBJIHUTCIIHA I/IH(l)OpMaI_II/IH OTHOCHO TO3U JICKAPCTBCH IMPOAYKT, MOJISI CBBPIKETC CC C JIOKAJTHUSA
NPEACTABUTCII HA IPUTCIKATCIIA Ha pa3pClICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien
SCS Boehringer Ingelheim Comm.V
Tél/Tel: +322 773 33 11

buarapus

Bropunrep Uurenxaiim PLIB I'm6X u Ko KI" —
KJI0H bbarapus

Ten: +359 2 958 79 98

Ceska republika
Boehringer Ingelheim spol. s r.0.
Tel: +420 234 655 111

Danmark
Boehringer Ingelheim Danmark A/S
TIf: +45 39 15 88 88

Deutschland
Boehringer Ingelheim Pharma GmbH & Co. KG
Tel: +49 (0) 800 77 90 900

Eesti

Boehringer Ingelheim RCV GmbH & Co KG
Eesti filiaal

Tel: +372 612 8000

EAALGoa
Boehringer Ingelheim Ellas A.E.
TnA: +30 2 10 89 06 300

Espafa
Boehringer Ingelheim Espafia S.A.
Tel: +34 93 404 58 00

France
Boehringer Ingelheim France S.A.S.
Tel: +33 326 50 45 33

Hrvatska
Boehringer Ingelheim Zagreb d.o.o.
Tel: +385 1 2444 600

Ireland
Boehringer Ingelheim Ireland Ltd.
Tel: +353 1 295 9620

Lietuva

Boehringer Ingelheim RCV GmbH & Co KG
Lietuvos filialas

Tel: +370 37 473922

Luxembourg/Luxemburg
SCS Boehringer Ingelheim Comm.V
Tél/Tel: +322 773 33 11

Magyarorszag

Boehringer Ingelheim RCV GmbH & Co KG
Magyarorszagi Fioktelepe

Tel: +36 1 299 8900

Malta
Boehringer Ingelheim Ltd.
Tel: +44 1344 424 600

Nederland
Boehringer Ingelheim b.v.
Tel: +31 (0) 800 22 55 889

Norge
Boehringer Ingelheim Norway KS
TIf: +47 66 76 13 00

Osterreich
Boehringer Ingelheim RCV GmbH & Co KG
Tel: +43 1 80 105-0

Polska
Boehringer Ingelheim Sp. z 0.0.
Tel: +48 22 699 0 699

Portugal
Boehringer Ingelheim, Lda.
Tel: +351 21 313 53 00

Romaénia

Boehringer Ingelheim RCV GmbH & Co KG
Viena - Sucursala Bucuresti

Tel: +40 21 302 28 00

Slovenija

Boehringer Ingelheim RCV GmbH & Co KG,
Podruznica Ljubljana

Tel: +386 1 586 40 00
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Island
Vistor hf.
Simi: +354 535 7000

Italia
Boehringer Ingelheim Italia S.p.A.
Tel: +39 02 5355 1

Kvbmpog
Boehringer Ingelheim Ellas A.E.
TnA: +30 2 10 89 06 300

Latvija

Boehringer Ingelheim RCV GmbH & Co. KG
Latvijas filiale

Tel: +371 67 240 011

JaTa Ha mocyeqHO ofo0peHHe HA JTHCTOBKATA

Slovenska republika

Boehringer Ingelheim RCV GmbH & Co KG,
organiza¢na zlozka

Tel: +421 2 5810 1211

Suomi/Finland
Boehringer Ingelheim Finland Ky
Puh/Tel: +358 10 3102 800

Sverige
Boehringer Ingelheim AB
Tel: +46 8 721 21 00

United Kingdom
Boehringer Ingelheim Ltd.
Tel: +44 1344 424 600

[Toapo6Ha wHGOPMAITHS 3a TO3H JEKAPCTBEH MPOAYKT € MPeAoCcTaBeHa Ha yeb caiita Ha EBporeiickara
areHIMs 10 JIeKapcTBaTa http://www.ema.europa.eu/
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JIncroBka: nHpopManus 3a NAUEHTA

Pradaxa 150 mg TBLpAM KancyJau
naburarpan erekcuiar (dabigatran etexilate)

IIpoyeTeTe BHMMATEIHO LSJIATA JHCTOBKA, NMpeAU Aa 3alo4yHeTe a MpueMaTe TOBa JIEKAPCTBO, Thil
KaTO TH ChAbpaka BaxkHa 3a Bac nagopmanms.

3amaseTe Ta3u JUCTOBKAa. MOXe fa ce HAJIOKU J1a g IPOUYETETe OTHOBO.

AKO MMaTe HIKAKBU JOIBIHUTEIIHN BBIIPOCH, oNMTalTe Bamms nekap ninn ¢papmaiesT.

ToBa nexapcTBo € mpeanucano JudHo Ha Bac. He ro nmpeorcTenBaiite Ha Apyru xopa. To Moxe 1a UM
HaBpE/IH, HE3aBUCUMO OT TOBA, TIPU3HAIINTE HA TAXHOTO 3a00JsiBaHe ca ChIUTE KaTo BammuTe.

AKO monyunTe HIKaKBH HEKEJIaHW Peaklnuy, yBegoMeTe Bamms nexap wim gapmanent. ToBa
BKJIFOUBA ¥ BCUUKH BB3MOKHU HEKEIAHU PEAaKIIMH, HEONTMCAHU B Ta3M JINCTOBKA. Brokre Touka 4.

Kakso CbAbpPiKa Ta3u JIMCTOBKA

A e

1.

Kakgo npencrasisiea Pradaxa u 3a KakBO ce M3I10J13Ba
Kakgo TpsiOBa na 3Haere npeau na npuemere Pradaxa

Kak na npuemare Pradaxa

Bb3MOXXHE HEXETaHU PEaKInu

Kak na cexpansaBare Pradaxa

CwappikaHue Ha OMIAKOBKATA U JIOIIBIIHUTENHA HH(pOpMAIus

Kaxkso npeacraBiasBa Pradaxa u 3a kakBo ce H3M0J13Ba

Pradaxa chappika akTHBHOTO BEIIECTBO TAOUTaTpPaH €TEKCUIIAT U TIPUHAJUICKH KbM IpyIia JIeKapCTBa,
HapevYeHU aHTHKOAryJaHTH. Toi OJIOKHpa JIeHCTBUETO Ha BENIECTBO B OPTaHM3Ma, KOETO y4acTBa B
00pa3zyBaHETO Ha KPbBHU ChCHPELIH.

Pradaxa ce u3mnos3Ba rnpu Bb3pacTHH 3a:

2.

MPeIOTBpaTABAaHE Ha KPHBHU ChCUPEIU B MO3bKa (MHCYJIT) M PYTHU KPHBOHOCHHU CHJIOBE B TSJIOTO,
aKo uMare (popMa Ha HEpaBHOMEPEH ChPJCUYCH PUTHM, HaApeUeHa HEKJIAITHO MIPEACHPIAHO MBXKICHE U
TIOHE OIIE eNH PUCKOB (haKTop.

3a JIedeHNE Ha KPBBHU CHCUPEITN BHB BEHUTE Ha KpakaTa U OenuTe npoOoBe, KaKTo U 3a
MPEeIOTBPATABAaHE HAa MOBTOPHOTO UM 00pa3yBaHe.

KakBo TpsioBa 1a 3HaeTe npeau aa npuemere Pradaxa

He npuemaiite Pradaxa

aKO CTE aJICPTUYHH KbM Ja0UTaTPaH €TEKCUIIAT WU HIKOSI OT OCTAHAINTE ChCTABKH HAa TOBA
JIeKapcTBO (M30pOeHH B TOUKa 6).
aKO MMaTe CHITHO MTOHIKeHa ObOpeuHa (QyHKIHA.
aKO B MOMEHTa UMaTe KPHBOU3IIUB,
aKo MMate 3a00JIsIBAaHE HA OpPraH B TSUIOTO, KOETO Ch3/aBa PUCK OT TEKbK KPHBOU3IUB (HAII.,
CTOMAIIIHA 53Ba, HApaHsABaHEe MJIM KPbBOU3JIMB B MO3bKa, CKOPOIIIHA OIepaIis Ha MO3bKa HIIH OYHUTE).
ako npu Bac e HanuIe MOBHUIIIEHA TEHACHIUS KbM KPBBOHU3JIUBH, KOSTO MOXeE J1a ObJie BpoJieHa, C
HEU3BECTEH MPOU3XO0]I WM NPUYMHEHA OT APYTH JIEKApCTBa.
aKo MpHeMare JieKapcTBa 3a MPEJA0TBPaTABaHE Ha 00pa3yBaHETO Ha KPHBHU ChCUpEIH (HAID.,
BapdapuH, puBapokcadaH, anukcabaH, XenaprH), OCBEH IIPH MPOMSHA Ha aHTUKOATYJIaHTHOTO
JIYeHUE WK I0KaTo BH e mocTaBeH KaTeThp BHB BEHA WITU apTepHsl, KOWTO ce IPOMHUBA C XEMAapHH, 3a
Jla TO MOJIbPKa OTBOPEH.
aKO MMaTe CHITHO TTOHIKEHA YepHOIPOOHa (PyHKIIMS MM YepHOAPOOHO 3a00IIIBaHe, KOETO €
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BB3MOKHO /12 IPUYUHHA CMBPT.

aKo MmpueMare KeTOKOHA30J1 WM UTPAKOHA30JI TIEPOPAITHO, JIEKAPCTBA 3a JICUCHUE HAa ThONYHU
UH(EKITHH.

aKo TIpHeMare rmepopaseH MUKIOCIIOPHH, JIEKAPCTBO, MPEANa3BaIio OTXBBPIISTHETO HA OPTaHH CIIe]
TpaHCIUIaHTALMsL.

aKo IpHUeMare JPOHEIApOH, JIEKAPCTBO, U3IOI3BAHO 32 JICUEHUE HA HAPYIIEH ChPACUEH PUTHM.

ako ca By mocTaBeHM M3KYCTBEHH CHPICYHU KJIallH, MPU KOETO Ce Haara HEMpeKbCHATO pa3pekIane
Ha KpbBTa.

Hpenynpeme}mn U NpeaAnasHu MEPKH

I'oBopete ¢ Bamms nekap npeau na npuemere Pradaxa. Mosxe cbIIo J1a ce HaJI0XH Aa ToBopuTe ¢ Bamms
JieKap 1o BpeMe Ha JieueHuneTo ¢ Pradaxa, ako yceTuTe CMMITOMH WK ako Bu npeicTon xupyprudna
oreparus.

HNudpopmupaiite Bamus Jekap, ako uMaTe UM CTe MU HAKaKBH OOJIECTHU ChCTOSHUS WIN
3a00JIsIBaHNUs, 0COOCHO KOETO M J1a € OT BKJIFOUEHHUTE B CIICTHUS CITUCHK:

aKko npu Bac e Hajuiie moBUILIEH PUCK OT KbPBEHE, KaTO:

" aKO HACKOPO CTE UMAaJId KPbBOU3IIHB.

" ako XUpypru4yHo Bu e B3eTa mpoba OT TenecHa ThKaH 3a u3ciieBaHe (OMOIICHs) B TIOCIICTHHUS
Mecell.

" aKo CTE MMaJI CEPHO3HO HapaHsIBaHe (HampuMep KocTHa (ppakTypa, HapaHSIBaHE Ha TaBaTa WIH
KaKBOTO U Jla € HapaHsBaHe, U3UCKBAILO0 XUPYPTHYHO JICUCHUE).

" aKo cTpajare OT Bb3MaJeHUE Ha XPaHOIIPOBOA WIH CTOMAaxa.

" aKo MMaTe MpobJeMH C BphLIaHEe Ha CTOMALICH COK B XPaHOMPOBO/IA.

"  aKo IIpHeMare JEeKapcTBa, KOUTO MOTAT Ja TIOBHINIAT PHCKA OT KbpBeHe. BmkTe “Jlpyru nexapcTa
u Pradaxa” nmo-momny.

" aKo NpHeMaTe MPOTUBOBB3MAIUTEIIHH JIEKApCTBa, KaTO IUKIopeHaK, HOynpodeH, TUPOKCUKAM.

" ako uMaTe MHMEKIHS Ha ChPIETO (0aKTepUaIeH SHIOKAPINT).

" aKo 3HAaeTe, ye MMare HapylieHa 0bOpedHa (GYHKIMS WM aKO CTpajaare OT JAeXHUApaTalus
(cuMITOMHTE BKIIFOUBAT KaXKIa U OTIIEJISTHE HA HAMAJIEHO KOJIMYECTBO ThbMHO OLIBETEHA
(KOHIEHTpHpaHa) ypuHa).

®  aKO CTE HaJ 75 roJMHHU.

» ako texure 50 kg niam no-manko.

aKo CTe UMasTl HH(PAPKT WK ako Npu Bac ca ycTaHOBEHHU YCIIOBHSI, KOMTO MOBHIIIABAT PUCKA OT
MH(DAPKT.

aKo UMare YepHOJIPOOHO 3a00IsIBaHe, KOETO € CBBP3aHO C IPOMEHHU B KPBBHHUTE TeCTOBE. B TO3H
ciydaii ynotpebara Ha Pradaxa He ce npenopbuBa.

Buumagaiite oco6eHo MHOro mpu ynorpeéara Ha Pradaxa

ako Bu nipencrou onepanus:

B to3u cnyuait Pradaxa TpsiOBa 1a ce ciipe BpeMEHHO Opaiy YBEJIHYEH PUCK OT KbPBEHE 110 BpeMe Ha
Y MalJIKo clief] oneparusaTa. MHoro e BaxkHO nia nmpuemere Pradaxa rnpenu u cien ornepainusita TOUHO
BBB BPEMETO, YKa3aHo OT Bamus nekap.

AKO omnepanusaTa BKIIFOYBA IMOCTABAHE HAa KATCThP WM WHKXCKIHSA B I‘p’L6Ha‘IHI/I${ CTBJIO (Hanp. 3a
enuaypaTHa WM CIUHATHA aHECTE3Us WM 3a O0JIeKJYaBaHe Ha OoJKaTa):
" MHOTO € BaXKHO J1a npuemMeTe Pradaxa npenu u ciiex onepanusTa TOYHO BbB BPEMETO, YKa3aHO
ot Bamwus nekap.
* wuHpopMHupaiiTe Bamms nekap He3abaBHO, aKO yCETUTE U3TPBIIBAHE HIIH CJIA0OCT B KpaKara
WM IpoOJIEMH € YepBaTa Wik MUKOYHHS MEXYp cliell Kpas Ha aHeCTEe3HUsTa, 3aIl0TO ca
HEOOXOIMMHU CHELIHH TPHKH.

aKO MMaJJHCTEC WJIK CC HApPAaHUTEC 11O BPEMEC Ha JICHCHUC, 0CO0EHO aKo cu YAApUTE 1ri1aBarta, MOJIsL
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MOThPCETE CHENIHA MEIUIMHCKa oMo, Moske 1a € Hanoxu J1a Bu npernexaa iexap, Thil KaTo MOXe
Jla CTE C MMOBULIEH PUCK OT KbPBEHE.

Jleuna v roHOIIM
Pradaxa He ce mpenopbyBa Ipu Aelia U IOHOLIM Ha Bb3pacT noj 18 roguxu.
Apyru aexapcrea u Pradaxa

WNudopmupaiite Bamms nekap win ¢papMarieBT, ako IpueMate, HacKOpo cTe MPUEMaIH WITH € Bb3MOXKHO Ja
cTe npuemainu Ipyru jgekapcersa. Ilo-cnenuanno, TpadBa 1a uHpopmupaiite Bamus jexap, npeam 1a
3anmoyHere ga npuemare Pradaxa, ako mpuemaTe eHO OT JIeKAPCTBaTa, H30POCHH MO-10JIY:

- JlekapcTBa, KOUTO HaMaJISIBAT ChCUPBAHETO HA KPBbBTa (Hamp. BapdapuH, GEeHIPOKYMOH,
alleHOKYMapoJl, XeTapyH, KJIOMUAOTPEN, IPacyrpel, THKarpeiIop, puBapoKkcadaH, aleTHIICaIULIOBa
KHCEJINHA)

- JlexapcTBa cpenty rbOMYHE HHGEKIUH (HAP. KETOKOHA30J1, UTPAKOHA30J1), OCBEH aKO T€ C€ HAaHACAT
camo 1o KoxKarta

- JlexapcTBa 3a jeueHne Ha HapyIIeH ChPICYeH PUTHM (HAIp. aMHOJapOH, JPOHEIapOH, XUHHUINH,
BeparnaMui). AKO mpuemare JeKapcTBa, ChAbpKalll Bepanaml, Bammusat nekap me Bu xaxe ga
u3IoJ3BaTe HamaseHa n1o3a Pradaxa. Biskre Touka 3.

- JlekapcTBa 3a mpeana3zBaHe OT OPraHHO OTXBBPJISIHE Clie/ TpaHCIUIaHTauus (Halp. TaKpoJIuMYyc,
LUKJIOCTIOPYH)

- [IpoTHBOBB3NATUTENHN CPEACTBA U OOJIKOYCIIOKOSIBAIIY JIEKApCTBA (HAMp. arleTUIICATUIIIIOBA
KucenuHa, uoynpodeH, TukinodeHax)

- JKBIT KaHTApUOH, PACTUTENTHO JIEKAPCTBO 32 JICYEHUE HA IETPECHs

- JlexkapcTBa 3a ieueHHE HA JENpecHs], HAPESUCHH CeJICKTUBHI HHXHONTOPH Ha OOPATHOTO 3aXBallaHe Ha
CEepOTOHMHA WM MHXUOUTOPH Ha 00paTHOTO 3aXBalllaHe Ha CEPOTOHUH-HOPENMHEPPUH

- Pudamnuuun nim KI1apuTpoOMHULKH, (ABa aHTUOMOTHKA)

- AnTtuBupycHu jgexapcersa cpenty CIIMH (namp. puroHaBup)

- Omnpenenenu nekapcTBa 3a JISUeHUE Ha eriernicus (Hamnp. kapoaMasenuH, GeHUTOWH )

BpemenHocT U KbpMeHe

Edexrure na Pradaxa Bppxy OpeMEeHHOCTTa 1 HOBOPOJIEHOTO JIeTe He ca u3BecTHU. Bue He TpsOBa na
npuemare Pradaxa, ako cTe OpemeHHa, ocBeH ako Bammsr nekap Bu kaxe, ue e 6e30macHo 1a ro npaBure.
AKO cTe ’KeHa B JileTepoJHa Bb3pacT, TpsOBa ga n30sArBaTe 3a0peMeHsaBane, 1okaTo nmpuemare Pradaxa.
Bue e Tps6Ba ga kppMuTe, A0KaTO npueMate Pradaxa.

Hlodupane n padoTa ¢ MAIIMHU

He ca u3Bectnu edexrure Ha Pradaxa BppXy cocoOHOCTTa 32 modupaHe 1 padoTa ¢ MaLIUHU.

3. Kak na npuemarte Pradaxa

BuHnaru npuemMaiite ToBa JiekapCcTBO TOUHO KakTo Bu e kazan Bamus nekap. AKo HE CT€ CUTYPHHU 3a HENIO,
nonuraiTe Bamms nekap.

[Ipenoppuntennara go3a € 300 mg, npuemana karo egHa kancyna oT 150 mg n1Ba NbTH JTHEBHO.

Axo cre Ha 80 roaguHM WM MO-Bb3PACTHH, IIpETIOpbhurTeNnHaTa qo3a Pradaxa e 220 mg, npuemana Karo
eqHa KancyJjaa oT 110 mg ABa mbTH JHEBHO.
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AKo npreMaTte JieKapcTBeHH MPOAYKTH, ChIbP:KALIU BepanaMuJl, ieueHuero ¢ Pradaxa tpsa6Ba na ce
Hamaiu Ha 220 mg, npueTH Kato eAHa Kamncyaa 110 mg nBa mbTH JHeBHO, 3a110TO BamusaT puck ot
KbBEHE MOXE /1a ObJie yBEIUYEH.

Axko npu Bac nMa noBuIIeH puCK OT KbpBeHe, Bammst nexap Moxe 1a Bu npennume no3za Pradaxa 220
mg npueMaHa KaTo eHa kamncyJa ot 110 mg 1Ba mbTH JHEBHO.

Kak na npuemare Pradaxa

Pradaxa moxxe na ce nmpuema cbe win 0e3 xpana. Kancynara tpsiOBa na ce noriblia Lisiia, ¢ 4aiia BoJa, 3a Aa
CE OCUTYpHU AOCTUTaHeTo i 10 cromaxa. He uynere, He 1bBUETE KaICyaTa, U HE BaAETE NEIECTUTE OT
KarcyJara, Thil KaTO TOBa MOJKE /1a TIOBHILM PUCKA OT KbPBEHE.

HNHcTpyknuu 3a oTBapsine Ha 0JMCTepUTe

CremnaTa mUKTOTpaMa MmoKa3Ba Kak Ja u3BaguTe kancynute Pradaxa ot 6immcrepa:

Ortaenere gacT oT OMCTEpa, ChIBPIKAILA KalCyia, 0 nephopupaHarta JHHUS.

(-

Otneniere GonroTo Ha OKMCTEPa U U3BAJICTE KallCyJiaTa.

. He n30yTBaiiTe xancymure mpe3 OJIMcTepHOTO (HOIIHO.
. He otnenBaiite OJMCTEpHOTO GOIHO MPEIBAPUTEIHO, IIPEIH A C€ HAIOXKH JIa TIPUEMeTe KarcyJara.

HNucTpyknuu 3a 6yTHiakara

. Harucuere u 3aBppreTe, 3a 1a oTBOpHUTE OyTHIIKATA.

. Cren xato M3BaguTe KarcyaTa u cre npuenu Bamara 1o3a, moctaBere Kamnaukara oOpaTHO Ha
OyTHJIKaTa U ILUTBTHO S 3aTBOPETE.

IIpomsiHa Ha JieYeHHETO C AHTHUKOATYJIAHTH

He npomensiite Bameto anTuKoaryianTHO jedeHre 0e3 KOHKPETHO yKa3aHue oT Bamust nekap.

AKo cTe pue/iu noBeyve oT HeoOxoaumarta a03a Pradaxa

[TpuembT Ha npekaneHo roysiMa 1o3a Pradaxa moBumasa prucka ot KbpBeHe. CBbpikeTe ce ¢ Bamms nekap

He3a0aBHO, aKo CTe IPUENH TBbpJEe MHOTO Karcynu Pradaxa. MimMa Ha pasnonoxkeHne Bb3MOXKHOCTH 3a

crenupUIHO JICYCHHE.

AKo cTe mponmycHaJM 1a npueMere Pradaxa

[Ipomrycnara mo3a Moxe n1a Obe mprera 10 6 gaca mpeau BpeMETO Ha cieIBamiara.

[IponycHara no3a He TpsiOBa J1a ce IpUeMa, ako OCTaBaLIOTO BpeMe 0 CJIeABAIIATA /1032 € TI0-MaJIKO OT 6

Jaca.
He B3emaiiTe aBoiiHa /1032, 32 J1a KOMIIEHCHpATE MPOITyCHATATa /103a.
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AKko cTe cripesu npueMa Ha Pradaxa

[Ipuemaiite Pradaxa Touno kakro Bu e npeanucano. He crimpaiite npuema Ha Pradaxa, Oe3 Haii-Hanpen aa
cTe roBopwiu ¢ Bamus nekap, 3amoTo puckbT OT 00pa3yBaHe Ha KPBBEH ChCHPEK MOKE JIa CE YBEIHYH, aKO
CIIpeTe JICUEHHUETO TBBpIE paHo. CBbpxkeTe ce ¢ Bamus gekap, ako UMate JOLO0 XPAaHOCMUJIAHE ClIe]] IpUeM
Ha Pradaxa.

AKO MMaTe HIKAKBHU JIOMBIHUTEIHA BBIIPOCH, CBBP3aHU ¢ yIoTpebara Ha TOBA JIEKAPCTBO, MOJIS TIOMTUTANTE
Barus nexap uiau apmarieBT.

4. Bb3MOKHH HeKeJTaHH pPe€aKkumuun

Kakro Bcuukmu JICKApCTBa, TOBA JICKAPCTBO MOXKE Jia IPCAN3BHUKA HEKCIIaHNU PCAKIINU, BBIIPEKU Y€ HEC BCCKU
I'" [oJiy4aBa.

Pradaxa neficTBa BEpXy mpoiieca Ha KpbBOCHCUPBAHE, IIOPAJIA KOETO MOBEYETO HEXKEIIAHU PEAKIIUHU ca
CBBP3aHHU C MPOSIBU KaTo 00pa3yBaHe HA CHHUHH WA KbPBEHE.

Mo2ke 1a HaCTBIIM TOJISIMO WIIM TEKKO KbPBEHE, KOETO MPEJICTaBIIsIBA HAll-CEpUO3HATa HEXKEJIaHa peaklus U
KOETO, HE3aBUCUMO OT MSICTOTO Ha Bb3HUKBAHE, MOXKE J1a JIOBEJIE JO UHBAIUIU3UPAHE,
’KMBOTO3aCTPAILABAI0 ChCTOSHUE WA JOPU CMBPT. B HAKOU ciyuyau, Te3W KPbBOU3IMBHU MOXKE Ja HE ca
BUJIUMU.

Axo nipu Bac ce nosiBu kbpBeHE, KOETO HE CIHMpa CaMO WM aKO yCTaHOBUTE MPU3HALM Ha PEKOMEPHO
KbpBEHE (M3KIII0UUTENHA C1ad0CT, yMopa, OJIeIHOCT, 3aMasHOCT, TJIaBOOOIHE HITH HEOYaKBaH OTOK),
He3abaBHO ce MOoChBeTBaiTe ¢ Bamms nekap. Bammsar nekap Mmoxe na pemm na Bu HaGmonaBa mo-cTporo
WK Ja IpOMEHU JICYCHUECTO Bu.

He3abasHo nndopmupaiite Baius jiekap, ako yceTUTe cepro3Ha aleprudHa peakiiysi, KOATO MPUYHHIBA
3aTpyAHECHHE B TUIITAHETO WU 3aMaliBaHe.

Bb3MoxHHTE HEXKEITaH! pcaknuu ca I/136pOCHI/I o-a0Jy, KaTo €a rpynnrMpaHu 1o ToOBa KOJIKO Y€CTO CC
IIOsABsABAT.

HDCHOTBD&THB&HC Ha 3allyImBaHC Ha KPBbBOHOCCH CbJ B MO3BbKa MJIH TAJOTO OT KPBBEH CHCHPCK, O6Da3VBaH
BCJICACTBUEC HA HAPYIICH CHPACYCH PUTHM

Yectu (Morart na 3acersar 1o 1 Ha 10 gymm):

- KbpBene Mosxe 1a BB3HUKHE OT HOCa, B CTOMaxa MM YepBaTa, OT IeHNCa/BarnHaTa WM MMKOYHUTE
IbTUIIA (BKJI. KPBB B YpUHATA, KOSTO OLBETSIBA yPUHATA B PO30BO MJIM YEPBEHO), WIIN ITOAKOKHO

- cnaj B Opost Ha YepBEHUTE KPHBHU KIETKH

- 0oKa B cTOMaxa MM Kopema

- JIOLIO XpaHOCMMIIaHE

- YeCcTO M3X0XK/IaHEe Ha KalllaB! WM BOJHUCTH U3MPAKHEHUS

- rajicHe

Heuectu (Morar na 3acernar g0 1 Ha 100 gymm):
- KbpBEHE
- KbpPBEHE MOXKE J]a BB3HUKHE OT XEMOPOUH, OT PEKTYMa WJIN B MO3bKa.
- o0Opa3yBaHe Ha XeMaTOM
- M3KallJIsTHE Ha KPBB WM KbpPBaBa Xpadka
- cnan B Opost Ha TPOMOOIIUTHTE B KPHBTA
- craj Ha HUBOTO Ha XE€MOTJIOOWHA (BEIIECTBO B YEPBEHNUTE KPBBHU KIIETKH)
- aJepruyHa peaxiius
- BHE3AITHU IIPOMEHH B I[BETa U BUJA HA KOXKaTa
- CcBpOexK
- s3Ba HA CTOMaxa WM yepBaTa (BKIJI. 5S3Ba Ha XPaHOIPOBO/IA)
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BB3MAJICHUE HA XPaHOIIPOBOJA U CTOMaxa
BpBIIIAHE HAa CTOMAIIIHA COKOBE B XpPaHOIIPOBOAA
MTOBPBINAHE

3aTPyAHEHO MPETThIaHe

OTKIIOHEHHUS B YEPHOJPOOHUTE JIA00OPATOPHU TECTOBE

Penxu (Morar na 3acernat no 1 Ha 1 000 gymm):

KbpBene Morxe 1a Bb3HUKHE B CTaBa, OT XUPYPrHUYEH pa3pes, OT HapaHsIBaHe, OT MACTOTO Ha
MOCTaBsIHE HA MHXKEKLUS MM OT MSCTOTO Ha IIOCTAaBSHE HA KaTeThp BbB BeHaTa

CCpHO3HAa AJICPruyHa peaKkuus, KOATO NpUYUHABA 3aTPYAHCHUEC B JTUIIAHETO UJIN 3aMaiiBaHe

CCpHO3HAa AJICPIruiyHa p€aKkius, KOATO NPpUYUHABA IIOJYBAaHC Ha JIUICTO UIJINU I'bPJIOTO

KO>KEH OOpHB B pe3yITaT Ha aJlepruiyHa peakiys, U3pa3sBall ce B ThMHOUEPBEHH, ChpOALIH

TparaBuHU

HaMaJIIBaHC Ha MPOLCHTAa Ha YCPBCHUTC KPBbBHU KIICTKU

MOBHIICHU YePHOAPOOHU EH3UMHU

MOXBITSBAHE HA KOKaTa WM OSII0TO HAa OYUTE MPUYUHEHO OT YEPHOAPOOHU NPOOIIEMH WK
mpo0JieMu ¢ KpbBTa

C HEeM3BECTHA YECTOTA (OT HaJIMYHUTC JaHHHU HC MOXKE aa 6’1;,[[6 HallpaBCHa OILICHKA 3a I{CCTOTaTa)

3aTPYAHCHO JUINAHE WJIN XPUIITCHE

[To BpeMe Ha KITMHUYHO MIPOYYBaHE, CIIyYanuTe Ha Bh3HUKBaHE Ha MH(APKT Ha MUOKap/a IPH MPHIIOKESHUE
Ha Pradaxa ca Owim yrcieHoO oBeue, OTKOJIKOTO NpHY NpuiioxeHne Ha Bapdapus. Karto 1o, gectorata Ha
BBH3HHKBAHE € OnjIa HHUCKA.

JleueHue Ha KPBBHH CHCUPEIIM BBB BCHUTC HA KpakKaTra u oenuTe )IDO6OB6, BKJIIOYHUTCIIHO IPEAOTBPATABAHEC

Ha HOBTOPHOTO UM 00pa3yBaHe

Yectu (Morart na 3acersar 1o 1 Ha 10 gymm):

KbpPBEHE MOXKE J]a BB3HHKHE OT HOCA, B CTOMaXa WM YepBaTa, OT PEKTyMa, OT IICHHCa/BarnHaTa Win
MMAKOYHHUTE MHTHINA (BKJI. KPBB B YPHUHATA, KOSITO OIBETSABA yPUHATA B PO30BO HJIM YEPBEHO), UITH
MOJIKOKHO

JIOIIO XPaHOCMMUJIAHE

Heuectu (Morat na 3acernat no 1 za 100 mymm):

KbpBEHE
KbPBEHE MOJXKE J1a Bb3HUKHE B CTaBa WK OT TpPaBMa

KbPBEHE MOXKE J1a BB3HUKHE OT XEMOPOHIH

craj B Opost Ha YePBEHUTE KPBbBHU KIICTKH

oOpa3yBaHe Ha XeMaTOM

M3KaIITHE HA KPBB MM KbPBaBa Xpauka

allepruyHa peaKius

BHC3aIlHU IIPOMCHH B IIBETA U BUAA HA KOKaTa

ChpOexK

s3Ba HA CTOMAxa MK YyepBaTa

Bh3MaJICHHE Ha XPaHOIPOBOIA U CTOMAxa

BPBII[aHE HAa CTOMAIITHA COKOBE B XpaHOIIPOBOA

rajieHe

TOBPBIIIAHE

00JIKa B KOpeMa MJIM cTOMaxa

YEeCTO U3X0XKAHE HITH BTCYHECHH U3MPAKHECHUS

OTKJIOHCHHS B PE3yJTATUTE OT JIAOOPATOPHUTE M3CIICABAHKS HA YePHOAPOOHATA (PYHKIHS
IIOBUIIICHU HUBA HaA T-IepHO,ZIpO6HI/I CH3UMHU

Penxu (mMorar na 3acernar a0 1 Ha 1 000 gymm):

KBpPBCHE MOXKE 1a Bb3HUKHEC OT XUPYPTUYCH pa3pe3, OT MACTOTO HAa IMOCTABAHE HAa MHXXCKIWA UIN OT
MACTOTO Ha MOCTAaBAHEC HAa KaTEThpP BbB BEHATA, NJIM OT MO3bKa
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- craj B Opost HA TPOMOOIIMTUTE B KPBBTa

- CEpHO3Ha AJIEpPrUYHa Peaklys, KOSITO IPUUYUHABA 3aTPYJHEHHE B AMILIAHETO WM 3aMaiiBaHe

- CeprOo3Ha aJiepTUYHA PeaKrs, KOSITO MPUYNHABA MTOTyBaHE Ha JINIIETO MWIIN T'HPIIOTO

- KOXeH OOpHB B pe3yJsITaT Ha alepruyHa Peaxiiys, n3pa3sBall] ce B ThMHOYEPBEHH, MOBAUTHATH,
ChpOsIIM TpanaBuHu

- 3aTpyJHEHHE IPH MPETIIBbIIAHE

- HaMaJIgBaHEe Ha MPOIIEHTAa Ha YePBEHUTE KPBBHU KIETKH

C HeusBecTHa yecToTa (0T HATMYHUTE IaHHU HE MOKeE Jla ObJie HalpaBeHa OLIEHKA 3a YecToTaTa)

- 3aTpyAHEHO AUILIAHE WU XPUNTEHE

- craj B o0emMa Ha XeMOTJIO0MHA B KPBBTa (BELIECTBOTO B YEPBEHUTE KPHBHU KIIETKH)

- MOHM)KEHHUE Ha OpOsl HAa YepBEHUTE KPbBHU KIIETKH

- MOXBITSIBAHE HA KOXKaTa WK OsitaTa yacT Ha OYUTE BCIIEACTBUE HA MPOOJIEMH C YepHUS P00 HITH
KpBBTa

B nporpamata Ha mpoy4yBaHeToO, Clly4auTe Ha Bb3HUKBaHE Ha MH(APKT HA MUOKapAa Py MPUIIOKEHNE Ha
Pradaxa ca 6uim noBede, OTKOJIKOTO MpH NpwiiokeHue Ha BapdapuH. Karo 1s10, yecroraTa Ha Bb3HUKBAHE
e Owia Hucka. He ce HaOmonaBa qucOanance B CTENEHTa Ha Bb3HUKBaHE Ha MH(APKT HA MUOKapAa Ipu
MAIMeHTHTE, JIEKyBaHH C Ja0UTaTpaH B CPaBHEHHUE C MMAIMEHTHTE, JIEKYBaHH C T1aneoo.

Cpho011aBaHe HA HeKeJIaHU PeaKIuu

AKO TIONTyYnTe HIKAKBU HEXKEIAHU JICKAPCTBEHH PeaKinu, ypenomere Bammwst nexap win papmarent. Tosa
BKJTFOYBA BCUYKH BH3MOKHU, HEOITMCAHU B Ta3H JTUCTOBKA HEXEJIAHU Peakiini. MoKeTe ChIOo 1a ChoOIuTe
HEXEJTaH! PeakIny TUPEKTHO Upe3 HaIMOHATHATA CUCTeMa 3a ChoOIIaBaHe, mocodeHa B [Ipmioxenue V.

KaTo choOmniaBaTe HexeIaH! peakiuy, MOXKETe JIa aIeTe CBOs IPUHOC 3a MOJTyYaBaHe Ha MOBEYE
uH(GOpMALHUs OTHOCHO 0€30MAaCHOCTTA Ha TOBA JIEKAPCTBO.

5. Kak na cexpansiBate Pradaxa

Ja ce chxpaHsiBa Ha MsICTO, HEAOCTBITHO 32 JIeNa.

He u3non3BaiiTe ToBa JIeKapcTBO ClIe]] CPOKa Ha TOJHOCT, OTOEIsA3aH BEPXY KapTOHEHATa ONAaKOBKa,
onucTepa win OyTurikara cief ,, [ ogeH 10:”. CpoKbsT Ha TOJHOCT OTIOBapst Ha MOCICIHUS IEH OT IOCOUCHUS
Mecell.

bmucrep:  [la ce cbxpaHsBa B OpUIrMHAJIHATa OIIAKOBKA, 3a J]a Ce MpeJiasy OT Bjara.

Byrunka:  Cnen oTBapsiHe JIeKapcTBOTO TpAOBa Ja ce ynotpedu a0 4 mecena. CbxpaHsBaiite OyTunkara
IUTBTHO 3aTBOpeHa. Jla ce ChbXpaHsiBa B OpUIrMHAJIHATA OIIAKOBKA, 3a Jla ce IIpe/a3y OT Biara.

He u3xBbpnsiiTe nekapcrara B kKananuzanusra. [lonuraiite Bamms papmaneBT Kak 1a H3XBbPIATE
JIEKapCcTBaTa, KOUTO Beue He U3IoJI3BarTe. Te3u MEepKH 1€ CIIOMOTHAT 3a Olla3BaHe Ha OKOJIHATA CPefa.
6. ChabpkaHue HA OIAKOBKATA M JONNBJIHUTETHA HHpOpManms

Kakso cpabp:ka Pradaxa

- AKTHBHOTO BEIIIECTBO ¢ madurarpad. Beska TBbpia Karncyia ceabpxka 150 mg maburarpan eTekcuiat
(xaTo me3mnar).

- Jlpyrute checTaBKM ca BUHEHA KHCEIHHA, apadcKa ryma, XUIIPoMeno3a, TMMEeTHKOH 350, Tank u
XUAPOKCHUITPOTIHIILEITYII03a.

- KancynaTa CbABbpiKa Kapar¢HaH, KaJIuCB XJIOPUJ, TUTAHOB JUOKCHU, UHAWUT'O KapMHWH U XUIIPOMEIIO3a.

- qepHOTO Me4YaTHO MACTUJIO ChAbpPiKa MICJUIAK, YCPCH KEJIC3CH OKCU U KAJIMCB XUJAPOKCU.
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Kak nm3ranexna Pradaxa n kakBo cbIbp:Ka OaKOBKATA

Pradaxa 150 mg ca TBBpIH Karcyyu CbC CBETIIOCHHBO HEMPO3PAYHO Karade U OsJ10 HENPO3pauHo TIO.
Jlororo Ha komnanusTa Boehringer Ingelheim e oTieuarano Ha kama4ero, a Ha TAJIOTO Ha KarcyjiaTa €
ormedaraH Koz “R150.

Pradaxa ce npeanara B omakoBku, chabpxamy 10 x 1, 30 x 1 nnm 60 x 1 karcynu, rpynoBa OrnakoBKa,
cbabpokamia 3 onakoBk oT 60 X 1 TBbpaun karcynu (180 TBBpAM Karcysin) Wik TpynoBa OMaKoBKa,
chabprkama 2 onakoBkH oT 50 x 1 TBepau kancymu (100 TBbpAM Karcynn) B aTyMUHUEBH TiephoprupaHu
omucrepu ¢ eauHuaHM 103u. OcBeH ToBa, Pradaxa ce npeanara u B onakoBkH, chabpskamy 60 X 1 karcyiu B
IlyMUHHEBH niepdopupanu 0enu OJIMCTEPH C €AUHUYHHU T03H.

Pradaxa 150 mg TBBpAM Karicynu ce mpejiaraT ChIIo B MPONMHUICHOBH (TITACTMACOBH) OyTHIIKH ¢ 60 TBBpAU
KarcyJIu.

He Bcruku BUIOBE OMAKOBKH MOTAT Jla ObJIaT IIyCHATH B MIpoIaxoa.
IIpuTeskaTen Ha pa3pelIeHUETO 32 ynoTpeda

Boehringer Ingelheim International GmbH
Binger Strasse 173

D-55216 Ingelheim am Rhein

I'epmanus

IIpounsBoauTten

Boehringer Ingelheim Pharma GmbH & Co. KG
Binger Strasse 173

D-55216 Ingelheim am Rhein

I'epmanus

u

Boehringer Ingelheim Pharma GmbH & Co. KG
Birkendorfer Strasse 65

D-88397 Biberach an der Riss

I'epmanus
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3a JOIIBJIHUTCIIHA I/IH(l)OpMaI_II/IH OTHOCHO TO3U JICKAPCTBCH IMPOAYKT, MOJISI CBBPIKETC CC C JIOKAJTHUSA
NPEACTABUTCII HA IPUTCIKATCIIA Ha pa3pClICHUCTO 3a yHOTpe6a:

Belgié/Belgique/Belgien
SCS Boehringer Ingelheim Comm.V
Tél/Tel: +322 773 33 11

buarapus

Bropunrep Uurenxaiim PLIB I'm6X u Ko KI" —
KJI0H bbarapus

Ten: +359 2 958 79 98

Ceska republika
Boehringer Ingelheim spol. s r.0.
Tel: +420 234 655 111

Danmark
Boehringer Ingelheim Danmark A/S
TIf: +45 39 15 88 88

Deutschland
Boehringer Ingelheim Pharma GmbH & Co. KG
Tel: +49 (0) 800 77 90 900

Eesti

Boehringer Ingelheim RCV GmbH & Co KG
Eesti filiaal

Tel: +372 612 8000

EAALGoa
Boehringer Ingelheim Ellas A.E.
TnA: +30 2 10 89 06 300

Espaiia
Boehringer Ingelheim Espafia S.A.
Tel: +34 93 404 58 00

France
Boehringer Ingelheim France S.A.S.
Tel: +33 326 50 45 33

Hrvatska
Boehringer Ingelheim Zagreb d.o.o.
Tel: +385 1 2444 600

Ireland
Boehringer Ingelheim Ireland Ltd.
Tel: +353 1 295 9620

Lietuva

Boehringer Ingelheim RCVGmbH & Co KG
Lietuvos filialas

Tel: +370 37 473922

Luxembourg/Luxemburg
SCS Boehringer Ingelheim Comm.V
Tél/Tel: +322 773 33 11

Magyarorszag

Boehringer Ingelheim RCV GmbH & Co KG
Magyarorszagi Fioktelepe

Tel: +36 1 299 8900

Malta
Boehringer Ingelheim Ltd.
Tel: +44 1344 424 600

Nederland
Boehringer Ingelheim b.v.
Tel: +31 (0) 800 22 55 889

Norge
Boehringer Ingelheim Norway KS
TIf: +47 66 76 13 00

Osterreich
Boehringer Ingelheim RCV GmbH & Co KG
Tel: +43 1 80 105-0

Polska
Boehringer Ingelheim Sp. z 0.0.
Tel: +48 22 699 0 699

Portugal
Boehringer Ingelheim, Lda.
Tel: +351 21 313 53 00

Romaénia

Boehringer Ingelheim RCV GmbH & Co KG
Viena - Sucursala Bucuresti

Tel: +40 21 302 28 00

Slovenija

Boehringer Ingelheim RCV GmbH & Co KG,
Podruznica Ljubljana

Tel: +386 1 586 40 00
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Island
Vistor hf.
Simi: +354 535 7000

Italia
Boehringer Ingelheim Italia S.p.A.
Tel: +39 02 5355 1

Kvbmpog
Boehringer Ingelheim Ellas A.E.
TnA: +30 2 10 89 06 300

Latvija

Boehringer Ingelheim RCV GmbH & Co. KG
Latvijas filiale

Tel: +371 67 240 011

JaTta Ha mocJyeHO of00peHHe HA JTHCTOBKATA

Slovenska republika

Boehringer Ingelheim RCV GmbH & Co KG
organiza¢na zlozka

Tel: +421 2 5810 1211

Suomi/Finland
Boehringer Ingelheim Finland Ky
Puh/Tel: +358 10 3102 800

Sverige
Boehringer Ingelheim AB
Tel: +46 8 721 21 00

United Kingdom
Boehringer Ingelheim Ltd.
Tel: +44 1344 424 600

[Toapo6Ha wHGOPMAITHS 3a TO3H JEKAPCTBEH MPOAYKT € MPeAoCcTaBeHa Ha yeb caiita Ha EBporeiickara
areHIMs 10 JIeKapcTBaTa http://www.ema.europa.eu/
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CUTHAJIHA KAPTA HA TAITUEHTA
Pradaxa”
nmaburaTpaH eTeKCHIAT
e  Bunaru HoceTe B ce0e cu Ta3u KapTa
e  VBepere ce, Ue M3MOJI3BATE AKTyallHATA BEPCHS
[xxxx 201x]
[Boehringer Ingelheim logo]

YBakaeMu NanueHTH,

Baumst nekap Bu e npeanucan neuenne ¢ Pradaxa®. 3a 6e3omacnata ynorpe6a na Pradaxa®, mons
0o0bpHETE BHUMaHHE Ha Ta3W BaKHa MH(POpMAaIHAL.

TBif KaTo Ta3u CUTHATHA KapTa Ha MaIFeHTa ChIbpKa BakHa HHPOpManus 3a Bamero nedenne, Mot
HOCeTe s ¢ Bac Bceku 11T, 3a 1a MH(GOPMHIpATe MEMIMHCKUTE CIICMANIACTH 3a IpreMa Ha Pradaxa®.

[Pradaxa logo]
Wndopmanus 3a nanuenTuTe oTHocHo Pradaxa®

3a Baiero yieuenue

e Pradaxa® paspexaa KpbBTa, KOETO MPE0TBPATIBa 00pa3yBaHETO Ha OMMACHU KPHBHU CHCUPEIIH.

e  (CrenpaiiTe yka3zaHusTa Ha Bamus nekap, 1okaTo npuemare Pradaxa®. Hukora He MPOITyCKaiTe 1032
Y HE CIupaiiTe mpuemMa Ha Pradaxa®, Mpeau J1a c€ KOHCYATUpare Hal-Hanpen ¢ Bamus gexap.
Wudopmupaiite Bammmist nexap 3a BCHUYKH JIEKapCTBa, KOUTO IPUEMAaTe B MOMEHTA.
Undopmupaiite Bamms nexap 3a ynorpebara Ha Pradaxa® npem Beskaksa Xupyprudecka wim
Jpyra WHBa3HBHA MPOIIEAypa.

e  Pradaxa® mosxe 1a ce nmpueMa cbe uiu 6e3 xpana. Kamncynara TpssOBa fa ce reiira 11s71a, ¢ Jara Boja.
He uynere, He nbBUETE KalcynaTa Wik HE BaIeTE MEJIETUTE OT KarcyJiara.

Kora TpsiOBa ga moThpcUTEe MEAUIIUHCKH CHBET

e IIpuemsT Ha Pradaxa™ Moxe 1a moBuIIM prcka OT KbpBeHe. ['oBopere ¢ Bammms siexap HezabaBHoO,
aKo HOJ'[y‘-II/ITC HS[KOﬁ OT CJICOAHUTEC Bb3MOXXHHU HpI/ISHaHI/I U CUMIITOMH HaA K'preHe: HO,ZIYBaHe,
nuckomdopt, HeoOHuakiHa 0oJika WK ri1aBo0oIIne, 3aMaiBaHe, OJICIHOCT, CJ1ad0CT, HeoOUYaiiHa
CUHMHA, KbPBEHE OT HOCA, KbPBAIIY BEHIIU, HEOOMYATHO POABIKATEIHN KBPBSIIU TOPSI3BaHuUs,
HapyIlIeHa MEHCTPYallis WM BarHHAITHO KPHBOTEUEHUE, KPBB B YPHHATA, KOATO MOXeE Ja ObJie
po30oBa win KadsiBa, YepBEHU/YEPHU H3NPAKHEHUS, U3KAIILITHE Ha KPBB, MOBPBIIaHE HA KPBB WU
TEYHOCT, MOA00HA Ha CMIITHO Kade.

e  AKO HajaHETe WM Ce HapaHUTe, 0COOCHO aKO CH yJapuTe IJIaBara, CIICIIHO HOThPCETe MEUIIMHCKH
ChBET.

e  He cnmpaiite npuema Ha Pradaxa®, 6e3 na cre roBOpwiIH ¢ Bammus nekap, ako mory4nTe KUCEIIMHU B
cTOMaxa, rajieHe, MOBpPhIIIaHe, CTOMAIIEH TUCKOM(OPT, U3IyBaHe WK OOJKa B TOpPHATA YacT Ha
cTOoMaxa.

HNudopmanusi 3a METUIMHCKUTE CIENMATUCTH OTHOCHO Pradaxa®

Pradaxa®™ e aHTHKOATYJIaHT 32 IIEPOPAIIHO IPHUIOKEHHE (IHPEKTEH TPOMOHHOB HHXUOHTOP).

e IIpuemsbt Ha Pradaxa® Moxe 1a ce HalOXH 1a OBJe CIPSH MPEIH XUPYPrHUECKH I JPYTH
WHBa3UBHU NPOLETYPH.
B ciyuaii Ha cHITHO KbpBeHe nprema Ha Pradaxa® Ts6Ba 1a Gb1e cHpsiH He3a6aBHO.
Hanmuso e cnenuduuno HeyTpanusupao cpeactso (Praxbind®) (mos, Bimxre Kparkata
XapaKTepHCTHKA Ha poykTa Ha Pradaxa® u Praxbind®).

e Pradaxa” ce enuMuHMpa r1aBHO upe3 GBOpewHTE; TPAOBA 1A Ce HOMIBPIKA aIeKBATHA TUYPe3a.
Pradaxa®™ mosxe 1a ce quanmsupa.
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MO.]'[H, nonbJHeTe Ta3U CeKIUs UJIU IoMoJjeTe Bamus JIEKap /1a ro HanmpaBH.

Nudpopmanus 3a nanmMeHTa

(Mme Ha manueHTa)

(/lata Ha paxmamHe)

(HOKaBaHI/IG 3a IIPUJI0KCHUEC HAa aHTUKOAr'yJlaHTHaA Teparm;l)

(Jlo3a na Pradaxa®)
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