U3ITbIHATENHA ATEHLMSA N0 NEKAPCTBATA
1. HME HA JIEKAPCTBEHHA NPOAYKT ey 1
S T
Pukcerro 10 mg punMupany Tabnerku Koa Pog, Ne
Rixelto 10 mg film-coated tablets Paspeeus Ne 3 6, / /7 17 {57 / 26
| , 08 12, 2
| Ogotiperuie Ne o

2. KAYECTBEH H KOJIHYECTBEH ChCTAB
Beska ¢grammpana Tabnerka ceaspka 10 mg pupapokcabai (rivaroxaban),

THNoMommo BemMEcTB C HIBECTHO JCHCTRHE

Beaxa ¢pumMupana Tabnerxa ceinpika 95,60 mg nakrosa (Kato MOHOXHAPAT) H 2,074 mg HaTpuil,
BIDKTE TOYKa 4.4,

3a MBJIHEA CIIHCHK HA [IOMOIIHMTE BEIISCTBA BIKTE TOuKa 6.1.

3 JEKAPCTBEHA ®OPMA
OunmMEpaHa Tabnerka

P030BH, KPBIH, JBOHHOM3TEKHANY TableTKH, ¢ BATE0HaTO penedro oboznauenne “10” or eauara
CTpaHa H IMTAIKH OT ApyraTa CTpaHa, ¢ JHaMeTHp okono 9,1 mm.

4, KJIAHAYHA JAHHHA
4.1 TepaneBTHUHH NOKAIANASA

Tpodunaxtika Ha BeHO3eH TpoMGoeMGo3EM (BTE) NpH BB3pacTHM MAIACHTH, MOAJIOKEHH Ha
IUIAROBO CTABHO NPOTE3HpaHe Ha Tazo0eApeHaTa WM Ha KOJISHHATA CTaBa.

Jleuenue Ha xpa6oxa BeHo3Ha TpoMGo3a (JIBT) u Genonpoben embommzeMm (BE) ¥ npodunaxaka Ha
penumieapantd /BT 1 BE npu pe3pacThu. (Bxk. Touka 4.4 33 XeMOAMHAMMYHO HeCTA0HIHH NALHEHTH
cBE)

42 [o3HpOBKA H HAYHH HA NPHIGKCHHAE
O3HPOBKA

Hpogunaxmuxa na BTE npu ev3pacmuu nayuenmu, ROON0JICERY KA NIAHOEO CIIASHO NPOMEIUPANE
Ha ma3obedpenama wuiu Ha KOASHRAMA CmAaea

[penoprumrennara 1o3a e 10 mg pupapokcaban, MIPUETH NEPOPATHO ¢THH ITET JHEBHO.
TibpBoHavanHata n03a TpaGra Aa Gbae mpreTa 6 10 10 4aca ciies] ONepalsTa, NPH YCIOBHE 1e
X€MOCTa3aTa e YCTaHOBEHA.

IIpoxsmkHTeHOCTTa Ha JIEUEHAETO 3aBHCH OT HHAMBHUIYATHHS PHCK 34 BEHO3EH TPOMOOEMOOIIHIBM

Ha BCEKH NALHEHT, KOHTO ce onpe/end OT BUAA HA OPTONEAAIHATA OrepalHs.

. 3a naLHeRTH, IOJJIOXKEHH HA rOIAMa OTIEpaLis HA Ta306e[peHaTa cTaBa, ce IpenophyBa
NPOARDKHTENHOCT HA JICYEHAETO 5 CEAMMLITL

. 3a mALMEHTH, TOATOKEHH HA TOJIIMA OTIEpaLHs HA KOJIAHOTO, ¢e Mpernophusa
NPOABKATEHOCT Ha JICHEHHETO 2 COIMHIIH.




Axo 6BAe IPoITycHATa HAKOA 4034, NAUMEHTET TPAOBa Aa npueme Prkcento He3abaBHO 1 Ha
CIIEABAINMSA JIeH A4 MIPOABIKY C MPHEMA BeAHEXK JHEBHO KAKTO NPEAy.

Heuenue na BT, nevenue na BE u npogpunaxmuxa napeyuousupawu {BT u BE
IMpenoprunresnHara A02a 3a HauanHo Nevenye Ha octpH JBT wmu BE € 15 mg apa oeH AHEBHO Hpes
ITEPBHTE TPH CEIMHLIH, IIOC/EBaHa OT A03a oT 20 mg BeAHLK JHEBHO 34 NPOALIDKABAINOTO JIeUSHWE
H npodunakTaka Ha perpaasupams BT i BE.

TpsabGsa na ce AMa NpeABHA KPaTKOCPOIHA Teparmua (Hak-Manko 3 mecella) npH nannenTd ¢ JIBT wim
BE, mpoROKHpaHH OT I'OJI¢MH NPEXOJHE PHCKOBH GaKTOpPH (T.€. CKOPONIHA roJiiMa OTIePaliis HIiTH
Tpakma). Ilo-npoasmKkuTenda Tepanus Tpa6Ba Aa ce MMa NPeABHA NPH NAlHEHTH C IPOBOKHPAHH
JABT wmi BE, HecBBp3anH ¢ rofeMu npexoaHk pACKOBH (akTopH, Henporokupaun JIBT unu BE wm
AlaMHesa 3a petmaneupainy BT uwmm BE.

Korato ¢ noxasasa no-npoawDKuTeHa NpogunakTika Ra penumueapay BT u BE (cnex
3aBBpIIBaHE HA NoHe 6-Meceuna Tepamias 3a JIBT wnu BE), npenopsumrentara nosa € 10 mg Beanpx
aHerHO. [IpH nargesty, npy XOMTO Ce CMATa, Me pHCKET 0T perrAuBapainH JIBT win BE e BHCOK,
KaTO Te3H ¢ YCJIONHEHH ChITHTCTRAUIN 3300/ IMBAHKA, HIHM KOMTO ca pa3pwiM pemamsupamd JIBT win
BE npu no-niposipkATeHa Npodidnakmuka ¢ Pakcerrro 10 mg senusk quesHo, Tpadea 1a ce mMa
npeasua npuem Ha Pukcento 20 mg seaRsX THEBHO.

[TpoawDKMTETHOCTTA Ha TeparsTa TpAGBa A2 ce ONpenent ¥ Ao3ara aa ce u3bepe uHAMBAIYaNHO
Clie/l BHEMATe/IHa ONCHKA Ha CHOTHOIIEHHETO MEKTY NOMI3aTa OT JISUEHHETO H PHCKA OT KbpBeHe (BXK.
TOuKa 4.4).

fiepnon ot Bpeme €Ma Ha [IpHIaraHe O0ma AHeBHa
Ao3a

Jlegenue 1 Hen I-21 15 mg npa wETH AHEBHO 30mg
rnpodHnaKTHEA Ha
pemmueupam JIBT v [O7 Jlen 22 Ratatsk 20 mg BeHBK THEBRO 20 mg
BE
Hpodunaxraka Ha Crren saBhpuIBaHe Ha 10 mg Bexsrssk mHesno W 200 10 mg wim 20 mg
penpaueapamH JIBT v Hali-Manmko 6-MecedHa g BEAHBA JHEBHO
BE reparmis 3a JIBT wiu BE

3a ynecnapaHe IpeMHHABAHETO OT 1034 15 mg kM o3a 20 mg cex Jen 21 e HamaHa 4-cenmuuna
onakoBka PukcenTo 3a 3anousade Ha neuyenye na J[IBT/BE.

Axo BEp $azaTa Ha teveHue ¢ 15 mg aBa ITeTH AHeBHO {feH 1 - 21) ce MPONyCHE ¢IHH IPHEM,
NAUHEHTET Tpsibpa HeaabasHo na npueMe Pukcerro, 3a 1a ce ocHTypH 0BILIO NPHETO KONMYECTBO OT
30 mg Puxcento 3a equn nen. B nonoGen cnyuali Moxe na 6baar npreTH ase Tabnerks ot 15 mg
HaBeAHBXK. [laumenTsT Tpa68a Na NPOXBIKY PeAOBHMA IPHEM Ha 15 mg 1Ba ITLTH JHEBHAO Ha
CJICABAINMA JIEH, KAaKTO € MPETophUaHo.

Axo BBB (hasaTa Ha JJeUeHHE C CIMH NPHEM HA NIEH CE POITYCHE eAHH TPHEM, NALMEHTET TP
He3a0aBHO Ia npreMe PrkcenTo 1 Tp16Ba fa NPOABILKH PEAOBHHR BPMEM BEAHEXK SHEBHO Ha
cnelBaulud JeH, KaKTo ¢ npenopsyaro. He Tpabaa na ce mnonssa meoltua noza B pamMxure eavH
CBHIIH ICH, 3a /1a C¢ KOMITCHCHPA NMPOITyCHATATa /1034,

Tipemunaeane om nevenue ¢ anmazonucmu na eumamin K (ABK) xom Puxceamo
3a natmeHTHTe, KOHTO ca Ha nedenue 3a JIBT, BE u npodmiakTaka Ha peraamsu, ABK
CIIPaT U Jia Ce 3aI04He JeucHAeTo ¢ PukcenTo, korato INR e < 2,5,



Ilpu npemunaBane ot nevenne ¢ ABK knM nevenne ¢ Pukcento crolinocture va MexayHaponsoTo
Hopmamusupano csoraomense (International Normalised Ratio, INR) me 6b1aT damimHBo NOBHINEHH
crien mpreMa Ha Pukcenro. INR He e BaTHIeH napaMeThp 34 H3IMEpPBAHE HA AHTUKOAry/IaHTHATa
aKTHBHOCT Ha PHKcenTo ¥ cnemoBareiHo He TpsaOBa ma ce H3Mo3Ba (BK. ToYKa 4.5).

Ilpemunasane om nevyenue ¢ Puxcenmo kom anmazonucm na sumamur K (ABK)

ViMa BepoATHOCT AHTHKOAryanMATa Aa O1Ae HeaJeKBaTHa B Xola HA NPEMWHABAHETO OT JICUCHHE ¢
Paxcenro xeM ABK. Tpabsa na ce ocuryp IPOXBIKHTENHA 4/ICKBaTHA AaHTHKOAry/TallHg IIpH
MpeMHHABAHE KBM ATTePHATHBCH aHTHKOoArynadT. Tpabea ma ce otbenexn, ue Puxcenro Moxe fa
00ycloBH NOBHINEHH cToiHocTH Ha INR.

Ilpu nanmenTH, NPpeMHHABAIIM OT Jiedernne ¢ Paxcento kM ABK, ABK Tpataa na ce npuemar
Tiapanenno zo nocrurale Ha INR > 2,0. Ilpes mxpeHTe ABa JHHU OT HPEeXOHHS NepHOA TpAOEA Aa ce
NpHIara cTaHIapTHATA Hawamsa nosa ABK, cren xoeto nosara sa ABK tpabsa na ¢ cniopen
pesyararare 3a INR. Jlokaro naimenTHTe npremat exoBpeMerto Paxcenro n ABK, INR ue Tpsbsa
Ja ce M3C/IeABa o-paHo oT 24 Jaca cieq NpeaXoAHaTa 1033, a CaMO HeNOCPEACTBEHO IIPeAH
cnenpamara 5o3a Pukcenro. Cneat xato ce npeycradopd npiema Ha Prkcesrro, INR mMooxe aa ce
W3CNEARA ¥ Pe3yITaTHYe Ja Ca HaJerkaHK ToHe 24 vaca cliell NpHeMa Ha NocieHaTa 103a (BX. TOYKH
4.5u5.2).

IIpemunasane om nevenue ¢ napenmepaniu aumuxoazyiaimu koM Puxcenmo

ITpH namueHTHTe, KOKTO B MOMEHTA NOAYYaBaT [IAPEHTEPATHH aHTUKOATYAHTH, IPEYCTAaHOBABARETO
Ha NapeHTEPATTHHS aHTHKOArYJIAHT H 3ano4BaHeTo Ha PakcenTo TpabBa a ce ocsimecTsat ot 0 go 2
qaca MPeIH MOMEHTA 3a ClIEABAIOTO IAHOBO NPHAMKEHHe HA NAPEHTCPATHHA JIeKAPCTREH MPOAYKT
(Harp. HHCKOMONEKYNEH XenapHH) WK B MOMEHTA HA CITHpaHe Ha NPONB/LKHMTENHOTO PHIOKEHHAE Ha

TIAPEHTEPATHUSA JICKAPCTBEH NPOAYKT (Hallp. HHTPABeHO3¢H HepaKIIHOHHPAH XENAPHH).

Hpmunasane om aeyenue ¢ Puxcenmo xem RAPEHMEPARHYU AHMUKCAZYAGHMU
HpHJIOﬂ{B‘Iﬂ IBPBATA 0038 OT [IApCHTEPaNHHA AHTHKOATYJIAHT B MOMEHTA, KOTaro IpaGBa Jace
NpHEME ClIeABaInaTa nosa Puxcento.

Crelransy nonynaluy
Bvépeuno yspexcoane

OrpanpyeHnTe KIMHUIHU JAHHY OT [AHEHTH C TEXKO OBOpedHo yBpexaHe (KpeaTHHHHOB KIMPRHC
15 - 29 ml/min) nokassar, Ye NNasMeANTE KOHUCHTPAIHH Ha puBapokcabaH ca 3HAHTEHO
nopriienH. 1o Tasu npruyuaa Pakcento TpaOpa fa ce MpHiIara BHEMATETHO IMpH Te3n nauneHTd. He
e MpenopbIBa ynotpeara Mpu MAUMSHTA ¢ KPeaTUIMHOB KAMPEHC < 15 mi/min (pk. Touk: 4.4 B
5.2).

- 3a npodunraxTuka Ha BTE nph prapactiy nanienTH, HONI0KeH: Ha TUIAHOBO CTABHO
npoTe3Hpane Ha Ta3o0eApeAarTa WiH Ha KO/IHHATA CTaBa, He Ce Hajuara NpoMaHa Ha 03aTa IpH
NAUHEHTH ¢ Jieko 650peuHo yBpexaane (kpeaTHHMHOB KIHMpBHC 50 - 80 ml/min) wiA yMepeHO
6u0peano yspexnane (KpeaTHHHHOB KIMpEHC 30 - 49 ml/min) (Bx. Touka 5.2).

- 3a nevenne Ha [IBT, neuernue wHa BE u npo¢uuiaxrika Ha pemumusHapaii JABT u BE, He ce
Hajlara mpoOMAHA Ha 103aTa [IPH NAIHEHTH C igKa cTeneH Ha GpOpeyHo yBpexkaaHe
(xpearurmnos xnupbHC S0 - 80 ml/min) (BXk. TowKa 5.2).

ITpH manMeHTH ¢ yMepeHo TexKo FROpeuHo yepexnane (KpeaTHHHHOB KiMphHC 30 - 49
ml/min) wim ¢ Texxo 616petHo yBpexaane (KpeaTHHHHOB KIHPBHC 15 - 29 ml/min) ca
BATHHM CJIE[JHHTE NPETOPHKH 3a AO3HPAHE: MALMEHTHTe TPIOBa Ja GhaaT ICKyBaHu ¢ 15 mg
ZiBa UBTH JHEEHO T1pe3 TEpBHTe 3 ceamuim. Cnef ToRa, KOraTo NpenophaHTETHATA 1032 € 20
mg €WK 0BT AHEBHO, TpAOBa na ce oOMMCHN HaMansBaHe Ha 103aTa OT 20 mg BeIHRK
JHEBHO Ha 15 mg equH ITBT AHEBHO, AKO OLIEHEHHAT PHCK OT KBbPBEHE 34 TaUMeHTa HANXBHpIA
pucka ot peraEsupamtd JIBT u BE. Ilpenoprkara 3a ynorpebarta Ha 15 mg ce ocHoBapa Ha
($hapMaKOKHHETHUHO MOJIGTTHPAHE H He € MPOYYBAHA TPH TE3H KIHHUYHH YC/IOB
44,51us2). :

Koraro npenopranrensara no3a ¢ 10 mg e\ M,T THEBHO, HE ¢e HANArA TS
6ple KOpHTHpaHa.




Hepuodpobuo yepeacoane

PHKceTo € NpoTHBONOKA3aH NPYH NAHEHTH ¢ YepHoApoOHO 3a0onsBaHe, CRBP3AH0 ¢ KOAryJIOIATHA
H KJIMHHYHO 3HaUHM PHCK OT KbpBEHE, BKMOYHTeNHO nanuenTy ¢ iMposa ¢ Child Pugh B C (Bx.
TOUkH 4.3 u 5.2).

Honyrayua ¢ cmapvwecka evspacm
be3 xopexuna Ha Aozata (XK. ToUKa 5.2).

Tenecno mezno
bea xopexuua Ha fozata (BX. Togka 5.2).

Ion
Bes kopexima Ha xo3ata (BK. TouKa 5.2).

Heouampuyna nonynayun

BesonacHoctTa M euKacHocTTa Ha PHKCenTO IpH neua Ha Br3pact ot 0 (Horopoaenu) no 18 rogwm
HE ca ycTaHOoBeHM. JIumicBar manuu. 1o TasH nmpHYIMHa He ce MpenopbyBa ynorpebata Ha Puxcento
npH J¢1a noA 18- roqHIAa BE3pacT.

Haawn pa npunoxkerne
PRKCENTO € 33 IEPOPANHO TPHIIOKEHHE,

Tabnerxure MoXe ia ce npreMaT ¢ Wi Gea Xpana (Bx. TouxH 4.5 u 5.2).

[Ipd nanyeHTH, KOMTO HE MOraT /2 NOTTHINAT TAONETKUTE HENH, TabneTxara PUKCEITO MoXe JIa ¢e
HAaTPOIIH H CMECH € BOJA HAH SOBIKOBO [MOPEe HENIOCPEACTBEHO NPEH YNOTpeDa | /1a C6 TPHNOAH
HepOPATHO.

HarpoweHara Tabietka PHKkceaTo Moxke Jia ce PAara CHIN0 H Ype3 CTOMALIHA COHAA CIIE
TMOTBEPKACHHE, He COHATa € MPaBHIHO Paso/iokeHa B ctoMaxa. Harpomenara Tabnerka tpabea aa
Ce NpHIara npes CTOMAlllHA COHMla B MaIKO KOIHYECTBO BOJA, Clell KOeTo coHfaTa Tpabsa aa 6pne
AIPOMNTA ¢ BOAA (BK. TouKa 5.2).

43 IlpoTrABomoKaIAHHHI

CBpBX4yBCTBHTENHOCT KBM AKTHBHOTO BEIIECTBO WIH HAKOE OT IOMOLIHHTE BEINCCTBA, H30POSHH B
TO4uKa 6.1,

AKTHBHO, KITHHHYHO 3HA4HMO KLpBene.

Jle3na win cecTosmMe, ako GBAe CYETEHO, Y NPEICTARIIBE 3HAYMM PHCK 34 TONSMO Kbprere. Tosa
MOJXKeE /la BKIIOYBa HACTOAMI2 HiIH CKOPOIIHA raCTPOMHTECTHHAIHA S3B4, HA/THYHE HA IMOKATECTBEHI
HEOIIA3MH C BHCOK PHCK 33 KBPBEHE, CKOPOIIHO HAPAHABAHE HA INTABHMA MITH IPLOHAYHHA MOSBK,
CKOPOIIHA ONEPALMA HA IMIABHMA MO3BK, TPEOHAYNHA MO3BK HIH OUNTE, CKOPOLIHA BETPeYeperiHa
XeMOparud, H3B¢CTHH WIH CYCTIEKTHH e30¢areaTHy BAPHIIH, ApTEPHOBEHOZHH MATDOpMALHH,
CHIOBH AHEBPH3IMH HITH rOJleMH HHTPACITHHAIIHE WIH HHTpaLepeSpaiHHu ChI0BH aHOMAJIHH.

EAHOBpeMEHHO NEUEHKE ¢ NPYrd aNTHKOATYNAHTH, Harp. Hedpakumonnpan xenapun (HOX),
HHCKOMOJIEKYTHH XeNapHHH (¢HOKCATIAPHMH, AANTENapUH ¥ Ap.), NPOM3BONHM HA XenapHHa
(dbonmanapuHyKC H Ap.), IEPOPATHH aHTHKOAry/1aHTH (BapdapnH, AaburaTpas eTeKciiaT, amakcaban
H Jip.), OCBEH NpH criemhHIAH 0GCTOSTEICTBA 32 CMAHA Ha IEUEHHMETO ¢ AHTHKOAryAanT (BK. TOYKa
4.2) win xoraro HPX ce npunara B no3u, HeoGX0HMH 33 MOUTEPAKAHETO HA OTBOPEH LEHTPANEH
BEHO3CH HIIH aPTePHAIEH KaTeThp (BXK. T0uKa 4.5).

YepronpoGuo 3abonapane, CBRP3aHO ¢ KOAryJIONATHS H KITMHUYHO 3HAYMM PHCK OT KbPBEHE,
BKIOUMTEIHO naimenTH ¢ nuposa ¢ Child Pugh B u C (Bx. Touka 5.2).

BpeMerHoCT M KbpMeHE (BXK. TOYKa 4.6).




4.4 CnegHaiRA npefyupexjeHns B NPeINAaIHE MePKH npu yuorpeba

IIpenopr4ea ce KWIHHHYHO HAOMIOAEHHE CHOTBETCTBAINO HA TPOBEXKEAHATA AHTUKOATYJIaAY B X0OJ1a
Ha IIC/IHA NIEPHOA Ha JIEHeHHe.,

PHck o1 XeMoparng
Kakro ¥ ¢ Apyry anTHKOarynauTH, NalHEHTHTE, KOMTO NpHeMaT PHkcenTo, Tpabea na ce

HabmoaaBaT BHUMATENHO 32 [IPH3HALM Ha KbpBeHe. Ipenoprusa ce ynorpebara ¢ nopHmeHo
BHHMAHHE [PH ChCTOAHHA ¢ NOBHIIGH PHCK 3a Xemoparus. [Ipunoxenmeto Ha Rixelto Tpabea xa ce
UPEYCTAHOBM TIPH [IOSBA HA TEXKKA XEMOparui.

B WIHHUYHHTE MPOYHUBaHUA THraBHUHO KEPBeHe (T.e. 0T HOca, BEHUMTE, CTOMALIHO-YPEBHHS TPAKT,
HKOYHO-TIOJIOBHA TPAKT, BKIIOUHTENHO aGHOPMHO BAFMHATHO WM YBEAWYEHO MEHCTPYAIHO
KBPBEHE) H aHeMHA Ce HalmOAABaT NO-4eCTo [IPH ALATOCPOYHO JIeueHHe ¢ prBapokcaban B
cpasHeHH¢ ¢ iegeaAe ¢ ABK. I1o Tazd npuduna, B JOITEAHSHUS KbM aSCKBATHOTO XITHHMTHO
HabmogeHHe, 1abopaTopHO H3c/AeaBaHe Ha XeMOTTIOOHHA/XEMATOKpHATa O MOTT0 Aa OB¢ 0T nonsa
3a OTKpHBAHE Ha OKYJITHO KEPBEHE H 32 ONpe/icNate HA KIHHUIHATA 3HAUMMOCT Ha ABHO KEpBEHE, N0

TNperieHKa CropeA clyyas.

Haxomko noArpyIH NalHeHTH, OMHCAHH O-NOAPOGHO NMO-ROMY, ¢a ¢ IOBHIIEH PHCK OT KbPBEHE.
Tea3u nanmeHTH cieABa fa ObAaT BHAMATEAHO NpOcieIeHH 3a 6ene3d H CHMITTOMH Ha CBBP3aHH C
KBEPBEHE YCIIOXKHEHHA M AHEMHS CIER HAYANOTO Ha IedeHHeTo (Bi. Touka 4.8). Ilpn matpenTy,
nomysasaum Puxcento 3a npopunakrika Ha BTE crie m1aHoB0 CTABHO NPOTE3HpaHe HA
Taso0espeHaTa HIH Ha KOIMHHATA CTaBa, TOBA MOXE /i CTABA Upe3 PeJOBHH (H3UKAIHH Iperiie H Ha
NAIMEHTHTE, YeCTO NPCBEPABAHE HA PAHCBHA NPEHAX H ICPHOAHYHO H3MEPBaHE Ha XeMOIIOOHHA.
{Ipu BeAKo HeH3sCHEHD NOHWKABaHEe HA XeMOIJIOOHHA HIN KPBBHOTO HaLATaHe TpAOBa Aa ce ThPCcH
H3TOYHHK HA KEpPBEHE.

Benpexn 5e nedenmeTo ¢ pusapokcabaH He H3HCKBA PYTHHHO NIPOCNEASBAHE Ha EKCIIO3HLMATA, €
BL3MOXKHO H3MEpEHHTE HIBa Ha puBapokcabaH ¢ kanuGpHpaH konugecTBes aHtu-dakrop Xa tect aa
OBnar nonessHy B HIBLHPEIHH CHTYALMH, KOTaTC IAHHH 34 €KCTIO3HIIHATA Ha PHBAPOKCAGAH MOTAY Aa
NOMOPHAT ¢ HA(OPMAIHA 32 B3HMaHE Ha KIMHHYHH PEIIeHHA, HanlpuMep MpeNo3Hpane H cliesmHa
omeparps (Bak. TOUkH 5.1 u 5.2). '

Brbpeunio ane

Tlpu nanmenTy ¢ Texkko 6x6pevHo yBpexknane (KpeaTHHHHOB KIHPHHC < 30 ml/min) e BB3MOXHO
TUIa3MEHHTE HYBa Ha puBapokcaban Ja OpAaT 3HAUHTENHO NOBHINEHH (cpeaHO 1,6 ITbTH), KOeTO
MOXe a AOBEAE A0 NOBHINEH PHCK OT KepBeHe. Rixelto Tpabsa aa ce npunara BHHMAaTeHO NpH
TMAUMEHTH ¢ KPeaTHHHHOB KIMpBHC 15 - 29 mi/min. He ce npenoprrsa ynorpebara npu naimenTH ¢
KPeaTHHWHOB KIWpeHe < 15 mi/min (ek. Toukn 4.2 1 5.2).

ITpu nausenTy ¢ yMepeno GuOpeuno yepexane (kpeaTHHuHOB KupBHC 30 - 49 ml/min), kouro
MQTY4aBaT eHOBPEMEHO APYTH AEKAPCTREA, TIOBMIIABAIH TIA3MEHHTE KOHIEHTPAWH Ha
puBapokcaban, Rixelto TpaGea aa ce npunara sapMaTenso (B, Touka 4.5),

BaanmozelicTue ¢ APYTH JEKAPCTBEHH NPOAVKTH
He ce npenoprusa ynorpebara Ha Pakcento npd NALMEHTH, KOMTO NOTyYaBaT eAHOBPEMEHHO

CHCTEMHO JIEYCHHE C a30/IOBH AHTHMHKOTHLH (KATO KeTOKOHA30J1, HTPaKoHA30J1, BOPHKOHA30J H
nocakonason) wii HIV-nporeassn anxuGuropu (Hanp. puroHasup). Teau akTHBHM BelnecTsa ca
MomHY HixubHTopH Ha CYP3A4 1 P-gp ¥ 0 Ta30 NPHIMHA MOTAT Xa HOBHIINAT UIa3MeHaTa
KOHLICHTpAIlHg Ha puBapokcafaH N0 KIMHAYHO 3HATHMO HHBO (CpelHO 2,6 IThTH), KOETO MOXeE A2
JOBEIE A0 NOBHIIEH PHCK OT KbpBeHe (BK. Touka 4.5).

Heo6xomumo ¢ BHHMAHYE [IPH NALHEHTH, KOWTO EHOBPEMEHHO Ca Ha JIEYCHHE C JICKAp
TIPOAYKTH, KOHUTO NIOBMMABAT XEMOCTA3ATS, KATO HECTEPOMIHY IPOTHBOBL3TIAIATE
(HCIIBC), anerrncamumnora kuceimua (ACK) B HHXMOHTOPH Ha TpOMOONHTHATA/HgPers



CEJIEKTHBHE HHXMOMTOPH Ha 0OpaTHOTO 2axealliaHe HA cepoToHuAA (selective serotonin reuptake
inhibitors, SSRI) H HEXHGHTOPH Ha OGpPATHOTO 2aXBalllaHe Ha CEPOTOHMHA H HOpeMHedpPUHA
(serotonin norepinephrine reuptake inhibitors, SNRI). 3a nalumenTire ¢ pUck 3a yIIEpO3HO
CTOMAITHO-YPEBHO 3a00BaHE MOXE Ad Ce MOMHCIH 32 TOAXOAAINC MPOGHIAKTHIHO TeUeHHE (BA.
Touka 4.5).

pvri puckord dakropy 3a Kbppene
ITono6mo Ha OPYTH AHTHTPOMOGOTHYHM CPEACTRA, PHBApOKcabaH He 06 NPenophYBa NPH NAlWeHTH ¢

MOBHHIEH PHCK OT KEPBEHE, KaTO:

* BPOAEHH HITH DPHAOOHTH HApYIIEHAS B KPHBOCECHPBAHETO;

* HEKOHTDOJIMpaHa TEKKa aprepHaIHa XHUIIePTOHHA,

* OpYTo CTOMAINHO-YPeBHO 3aboNgpade Ge3 akTHBHO paza3BaBaHe, KOETO MOTCHIMATHO MOXKe Ja
JOBENe A0 YCIOXKHCHHA ¢ KBpBCHe (HAIlp. BE3NATHTENHO 3ab0/aBaHe Ha depBara, ¢30(arur,
raCTpHT M ractpo-c3odareanna pediaykcHa Sosect);

* CBAOBA PETHHOINATHS;
+ OpOHXMEKTa3WH WM AHAMHE3a 3a KbpBeHe B Oenus apob.

TIaUMEHTH ¢ KJaTHA IIpOTE3H

BezonacHoctTa H edHKacHocTTa Ha PHkcemrro He ca mpoydeHH NPy MALMEHTH CBC CHP/CHHO KIIAIHO
TpOTE3HpAHE; O Ta3H MPpAYMHA, HAMA JaHHH B [I0AKpeNa Ha TOBA, 9e¢ PAKCENTO OCHIYpsABA afieKBaTHA
AHTHKOAryJIalyis B Ta3H Nomynauus nayuentd. Jleuenueto ¢ PAkcenTo o He ce Npenopbasa NpH TE3H
NALHEeHTH. )

XupypruuHo neveHue Ha dpakrypu Ha Gespenara KOCT

PuBapokcaban He e H3CIEABAH B PAMKHTE HA MHTEPBRCHIMOHAIHN KIMHWIRY NPOyIBaHIs 3a
npoy4YBaHe Ha e(HKACHOCTTa H Oe30MacHOCTTA NPH NANHEHTH, NIOITOKESHH Ha XUPYPrHYHO JCYeHNe
Ha ¢pakTypH Ha GenpeRata KocT.

XeMoAHHAMWIHO HecTabunan naypenTy ¢ BE ANM NallmeHTH, KOMTO ¢ HYXKIAST OT TpoMOonu3a Wik

Benoppobna emBoNekTOMHS,
Prxceonrro He ce npenophuBa KaTo aTTEpPHATHEA HA HedPAKITHOHMPAHHMA XCHAPHH NPH NAlHEHTH C

Genonpoben eMOOAMIBM, KOWTO Ca XEMOAWHAMHYHO HECTAOHIIHH HWIH HA KOMTO MOXE [1a C¢ HAPaBH
TpomMGonasa HnM Genoxpobua eMGonekTOM#, THil KaTo He30nacHOCTTa M ePHKAcHOCTTa Ha PHKCENTO
HE Ca YCTAHOBEGHH IPH TE2H KITHHUTHUA CHTYAIMH.

a/e aHecTe3xs WiIH
Tpu npHnarane Ha HEBPOAKCHAIHA AHECTE3WA (CIMHATHA/CHMAYPATHA AHECTE3Hs) HIH NPH
CMHaNHA/eNHYPATIHA YHKLHA TALHCHTHTE, ISKYBAHH ¢ aHTHTPOMOOTHYHM CPEACTBA KATO
npoduIaKkTHKa Cpenly TPOMOOeMOONIYHH YCJIOMHEHHA, ¢4 ¢ ITOBHIICH PHCK 32 Pa3BHTHE Ha
ENMHIYPaNHA HIY CIMHANHY XEMATOMH, KOHTO OHXAa MOTTIM Ja AOBENAT AC MPOTBDKHTETHA WK
MIOCTOSHHA napanyiia. PHCKET oT nonolun cxOitrs Mose Xa € NOBHINEH NpH M3NOA3BAHETO Ha
TpaHHH SMIYPATHH KaTeTPH B MOCTONEPATHBHKA ISPHO] KW NPH eXHOBPEMEHHOTO M3MION3BaNe HA
JieKapCTBEHH NPONYKTH, MOBITHABAIIM XeMocTazaTa. ChINe TAKA PHCKBT MoXe 3 ObAc NOBAINCH NpH
TPABMATHYHA HjIH HEKOJIKOKPATHA eNMAYpaIHa HIH criMHATHA MyHKUIMA. [TlaupenTure TpaOea aa
65aT CleieHH PEAOBRO 332 NPH3HALUM M CHMITOME HA HEBPOJIOTHYHO YBpEXAaHe (HAND. H3TPLOBAHES
HI4 ci1abocT B Kpakara, 9pepHa ARCOYHKLMA WiH gHcYHKIHA Ha MMKOYHMA MeXyp). AKo 6bae
3a0ens3aH HeBPOIOTHYCH Ne(HIMT, ce Hallara CleIIHA AUarHOCTHKA ¥ Jedenue. [Ipenn
HEBPOAKCHAITHH HHTEPBEHIIHH JICKaPAT TpAOBa Ja NpeleHH CHOTHOMEHHETO MEXAY HOTEHLHATHHTE
TON3H ¥ PHUCKOBE NPH HAIMEHTHTE HA AHTHKOArYJIAaHTHO JIEYEHHE WIH IIPY [ALMEHTHTE, Ha KOUTO
PeICTOH AHTHKOATYANTHO JIeYSHHE KaTO AaHTHTPOMOOTHYHA NMPOPHIAKTHKA.
3a HamMa/ABaHE HA TOTEHIWATHESA PHCK OT KbDBEHE, CHHP3AHO C eJHOBPEMEHHOTO HPH/IATAHE Ha
puBapokcalan H HeBpoakcha/ka (SMMAYPANHA /CIIMHATHA) AHSCTEINS WM CIIMHAINA IYHKIMA, TpA6Ba
Ja ¢¢ HMa IpeARHA (PapMaKOKHHeTHYHUA npodui Ha pusapokcaban. [ocTassHeTo win ~3
NpeMaxBaHETO Ha SIKAYPATIEH KaTeThp HWIH JyMOaHa MyHKIMHA ce H3FbPIIBA Hait-1oGp¢,
AHTHKOArynaHTHHA edekT Ha prHBapokcalaH ce OLIeHABa KATO HHCEK (BX. TOYKA 5.2)_/ ‘§?
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Haii-manko 18 yaca Tpsa6Ba ja M3MHHAT CIeR MOCIEAHOTO HPHIOKEHHE HA PHBapoKcabaH NpenH fa
Ce OTCTPaHW eUHAYPATHHS KaTeThp. ClieAl OTCTPaHARAHETO HA KATEThpa, Hali-Malko 6 4aca Tpa6Ba na
HM3MHHAT IPEH J1a Ce MPHWIOKH Clie/[BauiaTa 102 puapokcaban.

B cayuaii Ha TpaBMaTHYHO NYHKTHpaHe MPHEMBT HA pHBapoKkcabaH Tpa0Ba Aa ce OTJIONH ¢ 24 uaca.

HECHOEEKH 33 JO3MDANCTO NPeAM M CICTl HHBA3WBHH NPOUCIVPH H XHPYPIrHYHH HHTCPREHIIHH,

PA3THYHE OT IIAHOBO CTARHO NIPOTE3Npatie Ha TazofeApenaTa Wil Ha KOIAHHATA CTaBA
AKO ce Hanara NpOBSKIAHES Ha WHBA3WBHA TPOLCHYPa WIH XUPYpPrAYHA HHTepBeHIMa, Pukcenro 10

mg TpaOBa A3 Guae COpSH NO BLR3MOKHOCT noke 24 yaca Npey HHTEPBEHITAITA H Bb3 OCHOBA HA
KAMHMYHATA TIPelicHKa Ha NeKyBamms siekap. Ako Npoliefyparta He Moxe Aa Obae oTinoXkeHa, TpabBa
7 c¢ MpelEeHH NORHINCHUAT PHCK OT KbPBEHE CIIPAMO CRICHIHOCTTA HA HHTEPBCHITHATA.

ITpremsT Ha PHKCeNTO TPAOBa Aa c& BE300HORU BE3MOKHO Hali-CKOPO ClICH HHBA3HBHATA POLIENYpa
WA XMpYpPrHYHATA HHTEPBEHIMA, KO KIMHHYHATA CHTYAITUA NO3BONABA H € FIOCTHIHATA AJCKBATHA
XEeMOCTa3a, KaKTO € OTpeielicHO OT JIEKYBAlIHA Jekap (Bx. Touka 5.2).

Ilonynaigg B crapuecka BEb3pacT

C yBenM4YaBaHeTO HA BH3PacTTa MOJKE [1a Ce YBEIHYH PHCKET OT XeMOPAarug (Bx. Touka 5.2).

HepMaTONOrHuHy PeaKkiium

Tlo Bpeme Ba nocTMapkeTHHroBO HAGJIOICHHE BBB BPb3Ka ¢ yrnoTpebara Ha pHBapokcaban ce
cp00InaBa 3a CepHO3HH KOKHH PEakIMH, BKIICUHTEHO CHHAPOM Ha Stevens-Johnson/rokcHiHa
enMaepMania Hekpomasa 1 DRESS cunapom (Bx. Touka 4.8). Hsrnexna, €e naiHeHTHTE ca
M3T0%EeHH Ha Hali-TONAM PHCK OT TEIH PEAKLHH B HAYAIOTO Ha TEPaNHATA: B [IOBEYCTO CITydaH,
HAYANOTO HA PEAKLMATA CC NPOABABA NPe3 MHPBUTE CEAMULH OT JiedeHHeTo. PHBapokcaban TpabBa Aa
Ce NpeyCTaHOBH TIPH ITHPBA TI0NBA HA TEXBK KoXeH 0OpHB (Harlp. pasipocTpadsABall ¢¢, HHTCHIHBEH
H/HIH CBBP3aH ¢ 00pazyBaHeTo Ba MEXYPH) WIH IpYT NPU3HAK Ha CBPBXIYBCTBHTCIIHOCT, CBBP34aH ¢
Me3HN HA THTaBHIIATA.

Huadopwm: 34 [TOMO BEHISCTRA

Rixelto cbabpia nakrosa, INaipieHTH ¢ peAKy HACIEACTEEHH MPOOJIEMH Ha HETIOHOCHMOCT KEM
rajlakTosa, IhJICH JakTaseH Je(HUMT WIH ITHOK030-TANAKTOZHa Mamabcopdiua He Tpabea pa
npnemar TOBa J'IeKapCTBO.

45 BaammoaeiicTere ¢ APYTH JeKapcTEEeHR OPOAYKTH K APYrA ¢opME Ba B3aBMoAeHcTBHE

Hixwburopu na CYP3A4 u P-gp
ExHOBpeMERHOTO HPHIOXKEHHE Ha pHBApOKCcabaH H KeTokoHazoA (400 mg eWE BT AHCBHO) WA

purosasap (600 mg aBa METH AHEBHO) BoAH A0 2,6 mbTH / 2,5 wrhTH no-sAcoka AUC 3a
puBapokcaGaH 1 1,7 metH / 1,6 IbTH No-BAcoKa cpeina Cmax, ChC 3HAUMTENHO IOBHINARAHE Ha
(papMakonUHaMIMHITE eeKTH, KOeTO MoKe Ja AOBe/e A0 MIOBHIICH PUCK 0T Khpeere. [lo Tazn
IpHYHMHA He ¢e NMPEnoprYBa yNoTpebara Ha PAKCENTO NpH NALMEHTH, KOHTO IOJIy4aBaT
€HOBPEMEHHO CHCTEMHO JICUCHHE C a30/I0BH aHTHMHKOTHIY, KaTo KETOKOHA30/, HTPaKOHA3O,
BOPHKOHA30I1 H nnocakoHason wid ¢ HIV-nporeasan HuxubGuroph. TesH akTHBHH BelIecTBa ca MOIHKH
uaxHOHTOpH Ha CYP3A4 1 P-gp (BX. TO4Ka 4.4).

Ouaxea ce aKTHBHM BEIIECTBA, KOUTO HHXAGHPAT MOIIHO CaMO €HH OT THINATE HA eTMMHHUDAHE
ta pupapoxcaban win CYP3A4 wm P-gp na noBHInAar B no-Majika cTeneH miasMeHHTe
KOHUEHTPAHK Ha pusapokcaban. Hanpmvep wiapurpomumi (500 mg xpa MhTH Ha JeH), KOMHTO ce
npueMa 3a ciineH HHaxHbuTop Ha CYP3A4 1 ymepen mExuGHTOp Ha P-gp, € BOAH 10 NoBmInaBaHe Ha
cpeanara AUC Rra pusapoxcaGas ¢ 1,5 mori 1 Ba Cmax - ¢ 1,4 wha. BzaumogeiicTenero ¢
KIAPHTPOMHIMH BEPOSTHO HE € KITHHHYHO 3HAYMMO TIPH IIOBEYSTO NAMEHTH, HO Moxe Jia ObJe

.

TouKa 4.4).

Epurpomenyy (500 mg Tpu whTH AHEBHO), Koifro npxubupa ymepeHo CYP3A4
1,3 oeTH nopumeHue Ha cpeanara AUC u Cmax Ha puBapokcaban. Bsaumonerictt



EPHTPOMUIIHMH BEPOATHO HE € KIHHMYRO 3HAYHMO TIPH TOBEYETO NAIHEHTH, HO Moxxe aa Oplle
TIOTEHUMANHO 3HAYMMO TIPH BHCOKOPHCKOBH NAIHEHTH.

TTpu nvma ¢ nexo GuGpeurno yppexaane epurpoMuniE (500 mg TpH IpTH HEBHO) BoAM 10 1,8-kparHo
noBMmasane Ha cpenHata AUC na puapokcaba 1 1,6 mbTe nosmmiense Ha Cmax B CpaBHEHHME C
WHIHUEHIH ¢ HopManHa Gp0peuna ¢pyuximia. [1pH jima ¢ ymepeHo Op0pedHo yBpexaaHe epHTPOMHLIHH
e mosen Ko 2,0 nbTy nosmineHwe wa cpeanata AUC na pupapokcabas # 1,6 meTh nopHinense Ha Cmax
B CpaBHEHHE ¢ MHIMBHIM ¢ HOpMaTha Op0Opeuna QyHKIHA. EQexThT Ha epHTPOMMIZHH € aJJATHBEH KbM
To2u Ha HE0peuHOTO YRpeKaane (BK. Touka 4.4).

®dnyxonaszon (400 mg exuu LT AHEBHO), KOMTO C6 cMATa 3a yMepeH HaxuOHTOP Ha CYP3A4, ¢ nosen
no noevinaBage ¢ | 4 bty Ha cpegnpara AUC #a pusapokcaban u 1,3 mbTH Ra cpeinaTa Cmax.
BsauMopeticTereT0 ¢ BIYKOHAZOJ BSPOSTHO HE € KIMHIYHO 3HATHMO JIPH TI0BEYETO NAUHCHTH, HO
MOXe 22 Gblie TOTEHINANHO 3HAYMMO NPH BHCOKOPHCKOBY HalMenTH. (3a naumeHT! ¢ 616pedro
YBpeXIaHE: BIDK TO9IKA 4.4).

Karo ce HMaT IIpeABHA OrpaHHYEHHTE KITHHHYHA JAHHH ¢ APOHEAAPOH, €AHOBPEMEHHOTO
NpHIOXKEHHe ¢ pHBapoKcabaH TpAGERa fa ce u30ATRa.

AHTHKOATYJIAHTH

Cnen koMOMENpPAaHO IPHIOKEHHE HA HOKCAmapuH (eHOKpaTHa Ao3a oT 40 mg) u pHBapokcaban
(eanokparna go3a ot 10 mg) e nabnoaasan anuTHBCH edeKT BEPXY AKTHBHOCTTA Ha auTHdakTop Xa,
6e3 HHKAKEM JONMBNHUTENHH eeKTH N0 OTHOINEHHE Ha KoarynauuoHHuTe Tectose (PT, aPTT).
Enokcanapun He € NORMHAUT (papMaKOKHHETHKATA Ha pHBapoKcabaH.

Ilopazu nmosuiicHUs PUCK OT KbpBeHe ¢ HeoOX0MHMO BHUMAHWE IIPH [TALIACHTH, KOKTO ¢4 Ha
eNHOBPEMEHHO JiedeHHe ¢ PYTH AHTUKOATY/IAHTH (BXK. TOUkH 4.3 B 4.4).

HCIIBC/mxuburopy Ha 1pombo Ta arpe.

He ¢ Habmonapano KIHHHIHO 3HAYHMO YORDKaBaHe Ha BPEMETO Ha KBPBEHE CIICl CIHOBPEMEHHO
NpHIICKEHUE Ha puBapokcadaH (15 mg) u 500 mg HanpokceHn. BENpekd ToBa € BE3MOXKHO la HMa
TalHEHTH ¢ T0-H3paseH (apMaKOAHHAMHYEH OTTOBOD.

He ca nabmonaBaHyu KIHHHYHO 3HAMHMH (HapMAKOKMHETHYHH HITH (hapMaKo HHAMMIHH
B3aHMOMCHCTBHA ITPH €AHOBPEMEHHO NPHICKEHHE Ha puBapoxcabal i 500 mg auerwicarMivwiosa
KHCEeNUHA.

Krommagorpen (300 mg savanHa f103a, noclie/lBaHa OT 75 mg noagbpskaiia 103a) He € [10Ka3al
(hapMaKOKHHETHYHO B3auMOaeiicTeHe ¢ puBapokcabad (15 mg), HO € HabMOAABaHO 3HAYHMO
yIBLKABaHe HA BPEMETO HA KhPBEHE IPH eAHA NOATPYTa NalMEeHTH, KOSTO He € KOPEIHpAIO ¢
arperaupaTa Ha TpoMOoimTHTE, HHBaTa HA P-cenextux mmu GPIIb/Ia peuenropuTe.

Heobxomumo ¢ BHUMAaHHE NPH NALMEHTH, KOHTO 6MHOBpeMeHHO ca jiekypaan ¢ HCIIBC
(PKMOYHTENHO AETWICATHIMIOBA KHCCIHHA) H MHHXUOHTOPH HA TpOMOOLMTHATA arperaljis, oHexKe
TE3H JIEKApCTBCHH NPOAYKTH OGHKHOBEHO IOBHIIARAT PHCKA OT KbpBEHE (BXK. Touka 4.4).

SSRI/SNRI

KakTo np# Apyru aHTHKOAryJIaHTH MOKE 3 CHIIECTBYEA BE3MOKHOCT NaLAEHTHTE fa €a ¢ IIOBMIUCH
PHCK OT KEpBEHE B Ciyqali Ha ceinTeTBama Ynorpeba csc SSRI wmi SNRI nopamu edekra uM BEpXy
TpoMOOUHTHTE, 33 KolTO ce crobinasa. [Ipn conpreTeama ynorpeba B KIHHHIHATA NIPOrpamMa ¢
puBapokcabaH, BEB BCHYKH IPYTIM HA JiedeHKe c¢ HaOmo/iaBa YMCIeHO NO-BHCOKA YECTOTA Ha Mo/IAM
HNH HETO/IAM KIHHHYHO 3HAYHM KPLBOHINUE,

Bapchapus
IIpemunasaeTo oT NevieHHe ¢ aHTaroHAcTa Ha BATaMuH K sapdapus (INR 2,0 a0 3,0) xbM neueHue ¢
puBapokcabas (20 mg) win or puBapokcaban (20 mg) kum sapdapuu (INR 2,0 no 3,0) nosumasa

ChOTHOWICHHETO poTpoMOHHOBO BpeMe/INR (Neoplastin) noseue ot anaTsHO (mmomﬂo > 118 CF
Ha0mozaBaT oTAenHH croiisocTs Ha INR no 12), aokaro edexTHre H0 OTHOMEHWE HA aF :
HAXHOMpaHeTO Ha AKTHBHOCTTA Ha dakTop Xa H MoTeHIMANA Ha €HJOreHHIA TPOMONTA
INpu sxenalne 1a ce H3CCNRAT dapMaKoaHHaMIHATe edeKTi Ha pruBapokcabau B gh
CMAHATA HA TEPANHATA MOTaT Ja c& H3MOA3BAT MOKA3ATENH, KATO AKTHBHOCT Ha




PiCT n Heptest, noHexxe Te3H TECTOBE He Ce NOBIHABAT OT BappapuH. Ha deTsbpris AcH ciien
nocneAHaTa 03a BapdaphH, Bewukd nokazarens (Bl PT, aPTT, uHxubHpaHe Ha aKTHBHOCTTA HA
daxrop Xa u ETP) orpazsaBar equHCTBEHO edekTa Ha puBapokcabar.

1Ipu xenanue f1a ce H3cKeBaT PapMaKOAHHAMHUHKTE e(eKTH Ha Bap(apHH B IEPHOJA Ha CMAHA HA
TEPAIMATA MOXE A4 Ce H3noR3Ba u3MepeaHeTo Ha INR np# Cuougn Ha pHBapokcaban (24 1aca ciien
NpeaxOAHHA NPHEM Ha pHBapoKcabaH), THi KaTo TO3M NOKAa3aTesl C¢ MOBIHABA B MHHHMANHA CTEMeH
OT pHBapokcabaH B TA3H BPEMEBA TOUKA.

He e nalimozapaHo (apMaKOKHHETHVHO B3AHMOJCHCTEHE MeXAY BapdapHH H pHBapoKcabaH.

Huayxropn na CYP3A4

EnHoBpeMeHOTO NpinoxeHde Ha puBapokcabad u MourHig wEAykTop Ha CYP3A4 putamnanmy
BOMH J10 0K0/10 50% mommxkapane Ha cpegHata AUC 3a puBapokcabal, ¢ yCIOpeaHO HaMadBaHe Ha
dapmaxopHamuaEuTe My edextn. EnHoBpemenHara yrorpeda Ha puBapokcabaH ¢ ApyTH MOIIHR
uugykropy sa CYP3A4 (nanp. ¢enuronn, kapbaMazenwuH, peHoOapOHTaN HIH MBIT KAHTAPHOH
(Hypericum perforatum)) ¢emo MOXe Aa oBeAe 0 HaManeHH IUIa3MeHH KOHICHTpallHH HA
puBapokcabaH. 3aTosa TpAGBa Na ce H30ATBa €THOBPEMEHHOTO IPHIIaraHe Ha MOIHN HHAYKTODH Ha
CYP3A4, ocBeH aKo [MALEEHTET He ce CJIeIH BHAMATENHO 3a Gelle3n M CHMITTOMH Ha TpoMBo3a.

EQ!! H CHITHTCTBAINHN TCPANHM.

He ca nabmonasany KIHHHIHO 3HAYHME (hapMaKOKHHETHIHE HIH dapMakoIHHAMHIHH
B3aUMOJICHCTBHA NIPH eNHOBPEMEHHO NPHAOKEHHE Ha puBapokcaban n MHnasonaM (cybcTpar Ha
CYP3Ad), narokern (cyOctpaT ua P-gp), aropsactarhH (cyGcrpar Ha CYP3A4 u P-gp) v
oMenpazon (HEXHOMTOp Ha IpOTOHHAT2 nomia). PAaBapokcabaH HHTO HHXHOHpa, HHTO HHAYLHpA
HAKOM 0T ocHOBHHTE H3odopmu Ha CYP, Hanpumep CYP3 A4,

He ca HaO/moAaBaHH KITHHHYHO 3HAYAMH B3aAMOeHCTBHA ¢ XpaHH (BX. To4Ka 4.2).

JlabopaTopHu nokaszaTenH
Koarynausonnnre napamerpu (uanp. PT, aPTT, HepTest) ce moBmuaBaT criope/i O4aKBaHHATA C
orfiell Ha MEXaHHA3MA Ha fedcTBUE Ha pHBapokcabaH (Bx. Touka 5.1).

4.6 @epTHIARTET, GpeMeEHOCT H KbpMeHe

bpemensocy
BesonacHocTTa ¥ epHKaCHOCTTa Ha PAKCeITO MpH OpeMeHHH XKeHH He ca ycTaHoBeHH. IIpoyusanssra

TIPM JXABOTHHM NIOKA3BAT PENPOAYKTHRHA TOKCHYHOCT (Bk. Touka 5.3). Tlopaan norennmannara
PENpONYKTHEHA TOKCHYHOCT, IPHCHIIHA PACK OT KbPBEHE M JaHHHTE, I0KA3BAINM, d€ PHBapokcabaH
NpeMIHaBa Npes NJjaueHTaTa, PHKCENTO € MPOTHBONOKA3aH o Bpeme Ha GpeMeHHOCT (BK. Touka 4.3).
XKewwre ¢ neTeponed noTeHUHAN TpaOB2 Na M30ATBAT Na 330peMEHABAT N0 BpeMe Ha JIEYEHHETO ¢
puBapokcaban.

Kspmene
BesomacHoCcTTa H epHKacHOCTTA HA PHKCENTO NpH KBpMENIH KeHH He ca yecTaHoBeHH, IIpoydBannaTa

TIpH *KHBOTHH NIOKA3BAT, #e puBapokcabaH ce cekpeTHpa B MiAkoTo. I1o Tasn npHunHa PHkcenro e
NPOTHBONIOKA3AH B NIEpHOAA Ha KbpMeHe (8k. Todka 4.3). Tpabsa na ce paeMe pellicHHe, JaNH [a ce
TIPEyCTAHOBH KLPMEHETO HIIH Ja C€ NPEYCTAHORH/ A HE C& MPH/IOKH TepanusTa.

DepramTeT
He ca npoeesxnani KOHKPETHH NpOYIBaHHA ¢ pHBapOKcabaH MIPH Xopa 3a OIeHKA Ha eeKTHTe Ho

orHomesnne ha GepriaTeTa. Ipu eHO Npoy4BaHe N0 OTHOLIEHHE HA (pep'rmm're'ra IIPH MBXXKH M
*eHCKM JDThXOBE He ca HabmonasanH edexTH (BX. Touka 5.3).

4.7 EdexTn Bppxy cniocobnocrTa 3a modHpase n pabora ¢ Mammanr

Rixelto mopnmsaBa B Maska cTeneH cnocoOHOCTTa 3a Wopupane K pabota ¢ MamuaH, Ff
34 HexKesTaHH PeaklIiH KaTo CHHKOM (HecTOTa: HEUeCTH) H 3aMasHOCT (JeCTOTa: e
4.8).



TMammenTHTE, IpH KOUTO CE PAsSBHAT TE3H HEXENTAHH Peakiu, He TpsORa Ra modupar wm paborar ¢
MaIIHHH.

4.8 Hexegand JeKapcTBEHH PeaKuHH

Pestome ha npocuna Ha Ge3onacHOCT
BesonacHoCTTa Ha pHBapokcaban e NpoydeHa B TpHHAZECET KIHMHAYHHA NPOYyYBaHHA (hasa

101, o6xpargamu 53 103 nauueHTH, eXCNIOHHPAHH Ha puBapokcalban (Bx. Tabmuna 1).

Tabnuna 1: Bpoidi nppoyvean nandentE, ofma aneBEz A03a H MIKCHMANEA

NPOALOKHTE/IHOCT Ha JEUCHHETO UPH n,go;-n;anun %_!asa It
Hoxasanne poi O6ma gHeBHA MakcaMAABES
nandeaTs* | noaza BPOALIKETEIAOCT
Ha JeYeHHETO
Hpo(hHIAKTHKA HA BEHO3EH 6057 10 mg 39 mam
TpoMboembomzsm (BTE) npu
: BE3pacTHH NAUEHTH, NOIOKEHH Ha
IUTAHOBO CTABHO IMPOTE3HPAHE HA
Ta300eIpeHATa HIH Ha KOIHHATA CTaBa
ITpo¢unaxraka Ha BTE npa 3997 10 mg 39 mw
HEeXHPYPrHYHH NAMEHTH
JeucHue Ha lIBT, BE u npofbmlma 6790 _,T_{ﬂﬂ 1-21:30 mg 21 MeEcCela
Ha peluEd Hen 22 n cnen Topa:
20 mg Cnen Raii- -
Majixo 6 mecema: 10
mg Hia 20 mg
[pojunakTaka Ha MHCYAT B cicremen] / /90 20 mg 4] mecena
eMOO/TM3EM DpH NANMEHTH ¢ HEKJIAIHO
MpeACHPAHO MEXIEeHEe
HpodunakTika na areporpomboraarn | 10 225 5 mg wa 10 mg 31 mecena
CHOMTHA [IPY NALWEHTH CIIed OCTHP CBOTBETHO,
xOpoBapes cuEapoM (OKC) NPHIGKCHH
€AHOBPEMEHHO C
ACK, wm ¢ ACK
INTIOC KAOTIHAOTPEJT
HITH THKJIOIHAHH
Tlpopunaxtuxa Ha areporpomGoraarn | 18244 5 mg, npunoxenn | 47 Mecera
chbuTia ipH namHeHTH ¢ KAB/TIAB €[IHOBPEMEHHO C
ACK win 10 mg
CAMOCTONTENHO

*[TaumesTs, KOWTO ca OHIM eXCTIOHMPAHH HA TIOHE €/THA 71032 PHBAapoKcabaH

Haii-4ecto cho0maBanHTe HeXKeJIAHH PEAKI(HH [IPH HAIMEHTH, KOHTO NIOJIy9ABaT puBapokcalaH, ca
6w xemoparmim (Tabnuua 2) (Bx. cbio Touka 4.4 u "Omicanne Ha U3OpaHH HEKENAHH PeakHy”
no-noiy). Hali-gecro chobuasanure XeMoparys ca enucrakcHe (4,5%) M KbpBeHe B CTOMAITHO-
apeBHIA TpakT (3,8%).




Tabasna 2: Yecrora Ba ChORTHEATA HA KbpBeHe™® H AREMHES DPH NAUHEATH ¢ eKCHOZANHA

Ha paBapokcaban B 3aBLPINIAJAATE HPOYYBAHAS $raza 111
orazange Beskakhe THI AneMHS

KhpBeHe
TipodraxTrka Ha BTE npy 6,8% OT naUHeHTHTE | 5,97 OT NallHCHTHTE
BB3PACTHH NMANHCHTH, TIOIOXKEHH Ha
IUVTAHOBO CTABHO [IPOTE3HpaHE Ha
TazobepeHaTa Wi Ha KOMIAHHATa "
Tipodunaxtuxa Ha BTE npu 12,6% or maupeHTHTe | 2,1% OT MALIMEHTHTE
HEXMPYPTrHIHA HALHEHTH
Jleuenue na JIBT, BE 23% OT nauMeHTHTe 1,6% ot narmeHTHTE
NpoGHIAKTHKA Ha pEUHIABH
IIpo¢dunakTika HA HHCYIT H 28 na 100 2,512 100
CHCTEMEH eMOONHIBM MPH NMAIMEHTH | AUHUEHTOTORHHH MalMEeHTOrOTHHH
€ HEKJIAITHO NPEACHPIAHO MBKICHE -
ITpodrrakTuka Ha 22 na 100 1,4 1a 100
aTepoTpoMOOTHIHY CEOMTHA TIpH NalHERTOrOAHHA MAIHEHTOTOMHY
ITpodmnakrika Ha 4,7 ua 100 0,15ua 100
aTepoTpOMOOTHUHH CHLOMTHA pH MANHEHTOrOAMHH naypmesroroguan* *

* Benuku ¢p0UTHA Ha KBPBEHE OT BCHYKH NMPOYYBaHKUA ¢ puBapokcabaH ca chOpaHM, NOKNaIBAHY |
OLICHEHH.

** B npoyqaranero COMPASS ce HabmoiaBa HHCKa 9eCTOTa HA AHEMUA, Thil KATO € TPAIMKEH
CeNeKTHBEH NOAX0/ 3a chOHpaHe Ha HeXeJlaHH ChOHTHA.

CnHCEK HA HEXETANHTE PeaKOHH B TaOmideH BUA
YecTOTHTE HA HEMKEIaHHTE PeakIfiH, CBLP3aHH ¢ pHBapokcabaH, ca 06obmenH B Tabmmua 3 no-nomy

1O CHCTeMO-0praHHH kinacoBe (no MedDRA) u mo qecroTa.

B 3aRHCEMOCT OT YECTOTAYa TE CE OTPEAENAT KATO;

MHOro decty (> 1/10)

yecta { > 1/100 no < 1/10)

neaectH (> 1/1 000 ao < 1/100)

pemxcn (> 1/10 000 po < 1 /1 000)

MHOre peaxu { < 1/10 000)

€ HEU3BECTHA YeCTOTA: 0T HAIHYHMTE JAHHH He Moyke Ja Obje HanpaBeHa OLEHKA.




Tabaaua 3: Benmuxn dexelanB peakpdan ¢a ¢ho0MeRH NPH DANACHTA B KIRHHYHH
H3INATBAHAA

HJeern Heuectn Peaxn MH=oro peaxn C BeHIBeCTHA
9eCTOTA
Hapymenss HR KPLBTA H AEMQHATA CHCTEMA
Anxemua (B, Tpomboumrosa (Brr.
CHOTBETHH MOBHIIABAHE HA
nmaboparopau 6pog Ha
TIApaMETPH) TpomGoumTHTE)"
TpombouuroneHns
Hapymenns na AMYRHATA CHCTEMA
Anepriana AnapHIAKTHIHM
peaxmu, anepruueH peaxiivim,
JAEPMATHT, BKTIOYMTEITHO
AHrHoeseM H aHaHIaKTHICH
alleprageH OTOK 0K
Hapymennsa Aa HEpBEATA CHCTEMA
3aMasHOCT, Mosbaed 0
I‘IiaBOﬁOJme B'BTpeqepeHeH

KPBHBOHI/THE, CHHKOI]
Hapymenss na ounTEe
()4eH KPLBOHIHB
(BxI1.
OHIOHKTHBAIEH
BOH3HE)

Cohpaeann HapyIeHAas

| Taxukapans 1 1
Chj0BH HApYIIEHUSA
KUTIOTOHRHAA,

XEMATOM
| PecnupaTopnn, rPLAEA H MEABACTHHANHH HAPYMICHHS
FimHcTakcHc,

XEeMONTH34
CroMAmIHO-9PEBHEN HADYIICHAS
Knpeene ot ‘Cyxora B ycTata
BEHI[HTE, KEpPBEHE
or
CTOMAIHO-YPSBHH
A TPaKT (BKIL
PEeKTanHO
KBpPBEHE),
CTOMAIIHO-IPEBHA
H a0IOMHHAANHH
O0NKH, AUCHencus,
A

ragene, 3amnex ,
BRapud,

XenaToORAHAPDHE HADYIICHHA




Heern Hegectn Peaxn Mpuoro pepxn C meuzpecTHa
YECTOT#
Iopumasaue na | YepHOHPOGHO Kearennna,
TPAHCAMHAHA3ATE | yBpeHKAdHe, Ilopnmasane Ha
IoBmuen KOHIOTHPAHHA
OmHpyOuH, SumHpyOHH (¢ AWM
NOBMilicHa ankanHa | Ge3 CHIBTCTRAMIC
docharaza s NIOBMILIABAHE Ha
kphaTa®, mosumena | ALT),
GGTA Xonecrasa,
Xenartur
{BKNFOUHTENHO
XenaToLgeayIapHo
YBPeXKAAHE)
HapymieHHg HA KOXATA B NOAKOKHATA THKAH
Crpbex (BKL Yprukapus CantpoM Ha
HOYCCTH CIyvaH H Stevens-
reHepANU3INpan Johnson/T okcHun
¢bpbex), obpus, 8 efAepManaa
EKXHMO3H, KOXKHH HEKPOITH?A,
M NIOOKOKHH DRESS cuuapom
'KPBBOH3NMBH
I]-;Iapymennn HA MYCKY/IHO-CKeJIETHATA CHCTEMAa H CheARHUTEAHATA ThKAN
DITKA B €M 034
R— apTp KpsBouzmie B i{owmaprmem
MYCKYJT HHIPOM B
pe3yATar Ha
Hapymenuas Ha On0penHTe B NHKOTHATE NLTHINA
Kxpeese or brbpedna
YPOTeHHTAIHHA HEAOCTATBYHOCT/O
TPaKT (BK/I. c1pa OuGpeuna
XEeMATYpHA H HeAOCTATHYHOCT B
MeHOparua®), Pe3ynTaT Ha
6B0peuHo KbpBeHe,
YBpexaHe (BKL JI0CTATHYHA A4
MIOBHIICHHE Ha TIpEH3BHKA
FHBOTO Ha xanonepdy3nd
KPeATHHUHA B
KPBBTa,
MOBHIIEHHE HA
HHBOTO Ha ypesTa
O0mn HAPYMeHAS H eeKTH HA MECTOTO HA NPRIOKeHAEE
TTopuieHa HEPHSHOJIOJKCHHB Tona.rmanpaH
Temneparypa®, (BK1. mpHTOIARaNE) OTOK™
repH(pepeH OTOK,
NOHIkeHa obma
CHIIA H
SHEPTHIHOCT (BRI
YMOpPA H ACTCHHS )
Hicleasasng

opamen LDHA,
OBMINEHa Junaza®,
OBMINCHA aMiIasa™




YectH HeuecTn Penkn MHoOro peaku C HeH3BeCcTHA
gyecTora

HapansBanns, ABSAHHSA H YCJI0KHEHHS, Bb3HHKHAJIA B Pe3yJITAT HA HHTEPBEHUHH

KbpBeHe cien CraoBa
HAKaKBa NceBa0aHEBpPHU3Ma

npouenypa (BKI.

nocTonepaTHBHa

aHEMHs U KbPBEHE

OT paHa),

KOHTV3HA.

cekpewlHs OT panu®

A: Habmonaanu npu npodunaktika Ha BTE npu Bb3pacTHH NalHEHTH, MOVIOKEHH Ha TUTAHOBO
CTaBHO NMPOTE3HpaHe Ha Ta3o0eApeHaTa WM KOJISHHATA CTaBa

B: nabmonasanu npu neuenne Ha JIBT, BE unu npodunakTuka Ha peliiIMBH, KATO MHOTO Y€CTH MPH
HKeHH < 55 ronuHu

C: HabmoaBaH| KaTO HEYECTH NPH MPOQUIAKTHKA HA aTePOTPOMOOTHYHH CHOMTHS NPH NMAlIMEHTH
cnen OKC (cnen nepkyTaHHa KOPOHapHA HHTEPBEHLHA)

* IpuiorkeH e MpeiBapHTETHO OTIPENie/IeH CeEeKTHBEH MO/XO0/1 32 ChOMpaHe Ha HesKeJlaHH ChOHTHS.
Twit kKaTO YecTOTaTa HA HEXKEJIAHWTE PEAKLIMH HE € YBe/IHY€Ha H He € YCTAaHOBEHa HOBa HEXellaHa
peakums, 1aaHuTe oT mpoyuBaneTto COMPASS He ca BKIIOYEHH MPH H3YMC/IABAHE HAa YecToTara B
Ta3u Tabauia.

C

Onwcanye Ha W30pPaHU HEKENIAHH PEaKLIUH

INopaau apMaKkoIOrHYHHA My MEXaHH3bM Ha JeHCTBHE, ynoTpebaTa Ha pHBapokcabaH MOKe Ja
Ob/ie CBBpP3aHa C IOBHILEH PUCK 32 OKYJITHO MITH SIBHO KbPBEHE OT BCAKA THKaH WIIH OpPraH, KoeTo O
MOIJIO J1a IOBee A0 NMOocTXeMoparuiHa aneMus. [IpusHauure, CHMIOTOMHTE M TEKeCTTa
(BrrOUMTENHO (haTasieH W3XO0/) LiIe 3aBHCAT OT JIOKATH3ALMITA M CTeNeHTa WiH obeMa Ha KbPBEHETO
W/ unu anemuaTa (Bx. Touka 4.9 , [ToBeneHue nmpu kbpeeHe™). B KIHHMYHUTE NPOYYBaHHA JIMTaBHYHO
KBbpBEHe (T.e. OT HOCa, BEHILIUTe, CTOMALITHO-YPEBHHS TPAKT, MMKOYHO-TIOJIOBHS TPAKT, BKJIHOYHTETHO
aGHOPMHO BarMHAJIHO HJIH MOBHIIEHO MEHCTPYATHO KbPBEHE) U aHeMHA ce HabJ1I0/1aBaT No-4ecTo
TIPH ABJITOCPOYHO JieueHHe ¢ puBapokcaban B cpaBHenue ¢ 1edeHne ¢ ABK. Ilo Tasu npuuuna, B
JIOITbJIHEHHE KbM a/IEKBaTHOTO KIIHHHYHO HaOJIoleHHe, 1abopaTopHO H3c/e/IBaHe Ha
xemoryioOHHa/XeMaTokpuTa OM Moruio f1a Obie OT 110J13a 32 OTKpHMBaHE Ha OKY/JITHO KbPBEHE H 3a
onpenensHe Ha KIMHHYHATA 3HAYHMOCT Ha ABHO KbPBEHE, 0 MpelieHKa cropes ciay4as. BeamoxHo e
PMCKBT OT KbpBeHe /1a Ob/ie MOBHILEH MPH ONpeie/IeHH IPYIHU NalMeHTH, HAI[PUMEp MalUeHTH ¢
HEKOHTPOJIHPaHa TeXKKa apTepHalHa XHIIEPTOHMS W/ WIH Ha ChITBTCTBALLA TEPaIus, KOATO MOBJIHABA
xeMmocTasara (Bx. Touka 4.4 ,,Puck ot xemoparua™). Be3aM0KHO € MEHCTPYaIHOTO KbPBEHE J1a € I10-
CHJIHO W/WJIH MO-TIPOABLJDKHTEIHO. XeMOparu4HHTe YCIMKHEHHS MOraT J1a ce NposBAT KaTo crabocr,
O1eqHOCT, 3aMasgHOCT, ITIaB00O/IHE HIIH HEOOACHUMH OTOLM, JUCIIHEd H HeobacHHM mokK. Kato
pe3y/TaT OT AHEMHATA B HAKOM CJTy4au ca HaO/I0/JaBaHH CHMITTOMH Ha ChP/IEYHA HCXEMMSA, KaTo
GonKa B IbPAMTE HIH CTEHOKAPIHUA.

HMma cpoOleHHs 3a H3BECTHH YC/IOKHEHHS B Pe3y/ITaT Ha TEXKKO KbpBeHe, KaTO KOMIIAPTMEHT
CHHIpPOM H OBOpeyHa HeOCTaTHYHOCT B pe3ynTat Ha xunonepdysus npu usnonssane Ha Rixelto. [To
Ta3W MPUYHHA BEPOATHOCTTA OT KbpBeHe TpAOBA [a ce HMa MPEeBHJL NPH MpeLeHKaTa Ha
CBLCTOAHHMETO Ha BCEKH MALMEeHT, KOMTO e MOAJIOKEH Ha aHTHKOAryJIaHTHO JIEYEHHE.

CrobmaBaHe Ha NOJI03HPAHN HEKEIAHH PeaKLHH

CrobimasaHeTo Ha NoJI03UPaHK HeXKeJIaHW PeakiMK Cliell pa3pelnaBaHe 3a ynorpeda Ha
NIEKapCTBEHHs MPOIYKT € BakHO. ToBa Mo3BosisBa 1a NPOAb/KH HaOIOEHHETO Ha CHOTHOIEHHETO
noj3a/pycK 3a ieKapcTBeHust MpoAyKT. OT MeUIIMHCKHTE CMIeLMAIMCTH Ce H3HCKBA J1a ChobLIaBaT
BCAKA MOJI03MPaHa HEKeJlaHa peak x

HALIMOHAIHATA CHCTEMA 34 ChOOLIABAH

H3nmbiHUTeNHA areHLMs 110 JeKapeTBara
ya. ,,Jlamsan I'pyes* Ne 8

1303 Codus

ten.: +3592 890 34 17

yeGcaiiT: www.bda.bg



49 Ilpeaosupane

HiMa cpo0liieHHA 3a pefiKe cIydaH Ha npenosupane o 600 mg, HeyCIOXKHEHH OT KbPBEHE HWIH APYTH
nexenanu peakuud. [lopagu orpanmyenara aGeopOuma ce ogaksa edeKT Ha HacHIaHe Ge3
JOMBAHATEHO MOBHINARAHE HA CPEAHATA ILTA3MEHa €KCIO3HIMA IIPH CYHpaTePanesTHIHH T03H
puBapokcabaH ot 50 mg WM 10-BHCOKH.

He chInecTByBa cneladAeH AHTHAOT Cpenry (papMakoHHAMHUHHA eekT Ha puBapokcaba.

B ciyqau Ha npeosupade Ha pHBapokcabaH MOXKE J1a c€ HMa Mpe/iBH/] H3MOM3BAHETO HA

aKTHBEH BBITIEH 3a HAMANABAHE Ha abcopbupsra. -

Tlopeenne IpH KEPBEHE
AKO NpH HAIMEHT Ha JIUeHHe C PHBapoKcabaH ce pasBHe CBEP3aHO ¢ KBPBEHE YCIOAKHEHHE,

CIICBAILHAT IIPHEM HA PHBApOKCcAOaH TpaldBa a ce OTIOKH HIH JleyeHHeTo TpAGBa Ja ce IpeKpaTH,
axo e Heo6xomuMo. PABapokcaGaH MMa IOMY:KHBOT OT Okouio 5 o 13 yaca (Rx. Touka 5.2).
IToBenenvero TpaGBa Aa € HHANBHAYATH3APAHO B 3aBHCHMOCT OT TEKECTTA H JIOKANH3AITAATA HA
KpBaOoHUHBA. Modke fa ce H2II0/3Ba NOAXOAAIN0 CHMITOMATHYHO JIEUCHHE, KATO HAUP. MEXAHHYHA
KoMOpecHs (Hamp. MPH TEXBK €MHMCTAKCHC ), XHPYPrHYHA XeMOCTa3a ¢ TIPOLIEAYPH 3a YCTAHOBABAKE HA
KOHTPOJI HAX KBPBEHETO, 3aMECTBAHE Ha 00eMa H MEPKH 33 NOAABpKAHE HAa XeMOHHAMMKATA,
npefHBaHe Ha KPBBHH NPOAYKTH (€PHTPOLMTEH KOHIICHTPAT WK MPACHO 3aMpa3eHa IiaiMa B
3ABUCHMOCT OT aCOIMHPAHATA AaHEMILL HILH KOAryJonaThs) KK TPoMOOIMTH.

AKO KBpPBEHETO He MOXe Ia Gulie OBNANIHO ¢ TOPENOCOUEHHTE MEPKH, MOXE Jia ce 00Chau
OpWIATaHeTO HA CHeLHGHIHO NPOKOAryAaHTHO CPECTBO, KATO KOHLICHTPAT Ha MPOTPOMOHHOBHA
komiuteke (PCC), akTHeupasn xonueHTpar Ha nporpomOutonusi koMiieke (APCC) wm
pexomOuHanTeH pakrop VIa (r-FVIa). KxM MomenTa obavie KIHHAYHHAT ONMT OT NPHIATAHETO Ha
Te2H EKAPCTECHM IIPOSYKTH NPH NIAlMENTH, NOTy4aBaliy pasapokcabar, ¢ MHOTO OFpaHHYEH.
[TpenopsKaTa Ce OCHOBABA M HA OTPAHWYEHN HEKNHHITIHH JaHHH. Moxe fa ce 0OMHCITH OBTOPHOTO
npHIAraHe Ha pekoMmOusanTeH ¢akrop Vila A a03aTa Tpabsa na ce THIPHpa B 3aBHCHMOCT OT
HaMaiABAHETO HA KbPBEHETO. B 3aBHCHMOCT OT BE3MOMKHOCTTA HA MACTO, B ClTy4ad Ha MaCHBHO
KBpBeHe, TpaOba Ja ce 0OOMMCIA KOHCYNTal|g CBC CISHHAATHCT 10 KOAryJIalidOHHH HAPYINCHHS (BXK.
Touxa 5.1},

He ce oyaksa nporaMuH cyngaT ¥ BUTaMuH K 1ja NOBNHABAT aHTHKOATYIAHTHATA AKTHBHOCT Ha
purapokcaban. OMATET ¢ TPAHEKCAMOBA KHCENMHA € OTPaHMUCH H JIMNICBa T4KBB ¢ AMHHOKAIIPOHOBA
KUCENWHA ¥ ANPOTHHUH NPy NAlWeHTH, oNyJdasaliy paBapokcaban. HaMa HUTO HayusH
[OKA3aTCICTRA 33 ONAronpHETHO IOBNMABAHES, HUTO OMMT OT H3NOA3BAHETO HA CHCTEMHHS
XEeMOCTaTHK Je3MOTIPeCHH IIPH NalMEHTH, N0oJyqasal pusapokcaban. Tlopaas BHCOKATa CTCNCH Ha
CEBP3BaNe C Ia3sMeHKTe NIPOTEHHH He ¢e 04akBa pHBapokcaban fa Moxe Aa 6n/e oTaeneH upe3
AVANH3a,

5.  @APMAKOJOTMYHM CBOMCTBA

51 <POapmaxkoJuAamMHTHEEA cBolicTBA

dapmakoTepaneBTHIHA TPyna: AHTHTPOMOOTHYHH CPEIICTBA, NHPEKTHA HHXHOHTOPH Ha dakrop Xa,
ATC xom: BOIAFOI

MexanwyeM Ha NeHCTBAE

PuBapokcabaH e BHCOKOCEJICKTHRBEH JHpeKTeH HHEXHOUTOp Ha dakrop Xa ¢ nepopaiHa
SronanmnaHocT. VinxsbHpaHero Ha dakrop Xa npexbesa BETPEIIHHA H BBHIIEH ITET HA
KOAaryNnalMOHHATA K4CKaa, KOeTo HHXHOnpa KakTo GopMHpaHeTo Ha TpOMOHH, Taka H o0pasyBaHeTo
Ha TpoMOH. PuBapokcaba He uHx#Gipa TpomOuHa (axTusHpaH ¢axrop IT) 0 He ca HabmonaBaky
ebexTH BEPXY TpoMOOLHTHTE.




®apmakoIHHAMWIHHA edeKTH

ITpu xopa e HaGMONABAHO 3aBHCHMO OT I03aTa HHXUOUpaHe ua dakrop Xa. [lporpomMbunosoto
epeme (PT) ce noBnusBa AC303aBACHMO OT pHBapokcabak B TACHA BPE3Ka C MIA3SMCHHTE
KoHIeHTpaumu (r=0,98), ako 3a Tecra ce manonsea Neoplastin. Jpyrd peareHTH 61xa Jand ApyTH
pesynrati. OrunraHero Ha PT TpaGpa a crasa B ceKyran, moHexke INR e kanubpupaso U
BATMIHPAHO 33 KYMAPHHOBH IIPOAYKTH H HE MOXe J1a Ce NpHjiara 3a ApYTH aHTuKoary1adT. [lpu
NALHEHTH, TIOUICKEHH Ha I'0JIeMH OPTOIEAHYHH onlepamiu, nepceHTwnTe 5/95 3a PT (Neoplastin) 2
- 4 yaca cniea mpreMa Ha TablieTkaTta (T.6. KbM MOMEHTA Ha MaKCHMalleH e(beKT) ca B rpaHHIHTe oT 13
1o 25 cekyHau (M3XOMHHTE CTOHHOCTH fIPef XHpyprudecka WHTepBeHIMA ca 12 no 15 cexynmm).

B wisaHKO-$apMakoNOTMMHO NpOyYBaHe Ha 00paTHMHTE IPOMEHH BBB (JapMaKOIMHAMHKATA Ha
puBapokcabaH IIpH 31paBH BE3pacTHH N06posonuy (1=22), € oLcHABAH eEKTHT HA SAMHHYHH I03H
(50 TU/kg) Ha fiBa pas/IHYHH THIIA KOHIEHTPAT Ha nporpoMGutoBad Komimteke (PCC), 3-pakropen
KOHLICHTPAT Ha npoTpoMOuHOBHA KoMivieke (paxropu II, IX v X) 1 4-pakTopeH KOBLEHTPAT Ha
npoTpoMOHHOBHS Komiieke {(paxropu 1, VI, IX 1 X). 3-pakTOpHUAT KOHLCHTPAT HA
MPOTPOMOHHOBHA KOMIUIEKC € TIOHIDKM]L CPeHHTE CTOHHOCTH Ha POTPOMOHHOBOTO BpEMe Ha
Neoplastin ¢ npubnuzurenso 1,0 cexynna B pamkare Ha 30 MUHYTH, B CPABHCHHE C TIOHMKABAHE OT
npubHsHTeNnHO 3,5 cexyHan HabmonapaHo ¢ 4-GaKkTOpHHA KOHIEHTPAT Ha NPOTPOMOHHOBHS
KOMIUIEKC. 3a cpaBHeHHE, 3-(akTOPHMAT KOHIEHTPAT HA MPOTPOMOMHOBH:A KOMIUIEKC € HMaJl T10-
ronaM u no-6sps 061 edexr Bepxy o6paTHMHTE IIPOMEHH B €HAOTEHHOTO 06pasysane Ha TPOMOHH
OT 4-)aKTOPHHA KOHLEHTPAT Ha MPOTPOMOHHOBHA KOMIUIEKC (BXK. TOUKa 4.9).

AKTHBHPaHOTO MAPLMAIHO TPOMOOILIACTHHOBO Bpeme (activated partial thomboplastin time - aPTT)
H HepTest chimo ca YIBDKEHH B 3aBHCHAMOCT OT /103aT4; H3NOIBBAHETO HM 33 OlleHKa Ha
¢apmakoguHaMUTHES edeKT Ha pHBapokcabaH obaue He ce npenopryea. Hama HeobxomamMocT oT
Ha0ImoZeHHe Ha KOATYNAHOHMTE IAPAMETPH 110 BpeMe Ha JIeYeHHETo ¢ pHBapokcabaH B KTHHHIHATA
OpakTHka. Buapekd ToBa, aK0 € KIIMHAYHO HOKA3aHO, HUBATA Ha puBapokcadan MoraT Aa Onaar
H3MEPBAaHH ¢ KATHOPHpAHH KOIHYECTBEHH TECTOBE 3a aHTHdakTop Xa (BkK. ToqTa 5.2).

KnunanaHa edukacHocT H Ge30macHOCT

IIpopunaxmuxa na BTE npu ev3pacmuy nayuenmu, noOR0JICERU HA NAAHO60 CMAGHO NpomMe3upane
Ha mazobedpenama wiu Ha KOASHHAMA CIMaea

Knnnuunara nporpaMa 3a pHeapokcabaH e ch3lafieHa ¢ el 1a Nokaxe epHKacHOCTTa Ha
pusapoxca®aH 3a npodunakTaka Ha BTE, 1.e. npokcHMannu ¥ JUCTATHH TPoMG03H Ha ABI00KHTE
penH (JIBT) u Genoapobua emGonus (BE) npa naumeHTH, NOUIOAKEHH Ha TONEMH OpTONCMIHI
ornepanuH Ha goauuTe Kpalinuy. Hay 9 500 namments (7 050 ¢ ToTanHo cTaBHO MPOTC3UpaHe Ha
Tazobexpena cTapa # 2 531 ¢ TOTaHO CTABHO MpOTe3HpaHe Ha KOJLIHHA CTAaBa) Ca NPOCHCICHH NPH
KOHTPONMPAHH, PAHIOMHMPAHH, JBOHHO-CIENH KIMHUIHA npoyIBanHus ¢asa II1 - mporpama
RECORD.

Prpapokcaban 10 mg equn meT AHEEHO, IIPHIIOXKEH He NO-PaHo OT § Jaca Clex OnepalMsIa, €
CpaBHeH C €HOKcanapHH 40 mg eAHH BT AHEBHO, NPHITOAKEH 12 9aca MpeAH ONeparHAaTa.

IIpn pexaxwre TpH M3muTBaHs daza III (Bxx. Tabmuua 4) pueapokcabaH BOIH IO 3HATHTETHO
HaManssaue Ha ob1ms Gpoit va BTE (scaxaxsu /BT, yeranorern upes seHorpabus win
CHMITTOMATHYHO, HedatanHa BE 1 cMBpT) 11 6pos Ha ronemn BTE (npoxcumansa JIBT, nedaranna
BE u cMbpT nopag BTE), npensapurenHo fepuuUpanHTe MPBHYHH H OCHOBHH BTOPHYHH KpaiHu
TOUKH 3a eduKkacHOCT. JOITBITHHTENHO IIPH BCAKO €MHO OT TPHUTE NPOYHUBAHMA YECTOTATA Ha
cuMirroMatnaad BTE (cmmmromatiuna JIBT, nedatanna BE, cMbpr, cepp3ana ¢ BTE) e no-aucka B
IPYIHTE NALMeHTH, JTCKyBaHH ¢ puBapoKcadbaH, B CpaBHEHHE ¢ TPYIIMTE MAIMEHTH, JICKYBaHH C
SHOKCATIAPHH.

OcHoBHara kpaiiHa To49Ka 2a He30macHoCT (MACHBHO KBPBEHE) € ChC CHIIOCTABHMA YECTOTA IPH
TALBEHTHTE, JIEKyBaHH ¢ puBapokcaban 10 mg, cipaMo enokcanapuH 40 mg.




Ta6iaanz 4: PeayATaTR 0T KABHHYHE mpoyesanss ¢aia Il me orHomenme Ha eduKAcHOCT H
GezonacHocT
RECORD 1 RECORD 2 RECORD 3 |
IO6xBapata 4 541 nageenTta, HOANOKCHY Ha TOTHIHA 2 509 namEeaTH, HoQNOMCHN Ha TOTAIHA 2 531 NAUCHTE, NOANOACHA Ha TOTATHS IIACTARA
0 ursoTERA B4 Tas0beApenaTa cTasg INACTHER Ha Ta3008NpEEATA CTARA NOMAHHATA OTHBE
goss  u| PrrapoxcaSas 10 | Enoxcanwpun 40 P Pupapoxcatan 10 | Baokcanaprs 40 P Pupapoxcaban 10 | Enoxcamapis 40 mg P
mg &Iul IbY mg AN 5T Mg eAEH TET tng SARH OLT mg epME met SRR TET JEenso 12
eICHRETO cnjanmo35i4m 0 35 + 4 pun AECBHO 35 + 4 xpu | auesAo 12+2 IHeBHO 12 +2 aum + 2 g
.
BTE 18 {1,1%) 58 (3,7%) 0,001 17 (2,0%) 31 (9.3%) <0,001 79 (9,6%) 166 (18,9%) <0,001
onems BTE 4 (0,2% 33 (2,0% <0,001 6 (0.6% 49 {5.1% <0,001 9 (1,0% 24 (2 6% 0,01
pE— 4% 11 (0,7% 3(0,4%) 15 (1,7%) B{L.0%) 24 (2,7%)
TE
Maswano xxpese 6.(0.3%) 2(0,1%) 1(0,1%) 1(0,1%) 7(0,6%) 6 (0.5%)

ABaanT A2 0600MeHuTe pe3yaTaTy or npoyyranus dasa Il noTeLpxKiasaT JAWANTE, IOAYICHH OT
OTZENHATE MPOYYBAHES, [I0 OTHONICHAE Ha HAMATABARSTO Ha 06nma Gpoi BTE, ronemn BTE u
cumrroMaryaay BTE npu manonsgane Ha pusapoxcafan 10 mg senpsik JHCEHO B CPABACHWE ¢ CHORCATIAPHH
40 mg eaMH IET JHEEHO.

B nomsnHeHAEe kaM mporpaMara RECORD ¢a3a IT1 e nposeaeHe NOCTMAaPKETHATOB0, HCHHTERREHIHOHATHA,
OTBOPEHO KOXOPTHO mpoyusane (XAMOS) cpen 17 413 matigeHTH, MPETHPICIH ro/dMa OpTOme IHTHA
onepanug Ha Tazo0epeHaTa CTABA MM KOIAHOTO, 34 A2 C¢ CPABHHE pHBapokcaban ¢ Apyrd dapMaxonoraTHa
aETATPOMGOTHIE (CTAHABPTHO NeYcHEe) IpH pearal ycnopud, Cummromarayno BTE ce sabmonasa mpa 57
(0,6%) B rpynaTa DarMenRTR, JeKYBaHH ¢ puBapokcaban (n = 8,778) u npr 88 (1,0%}) B rpyriaTa DanHEeHTH HA
cTaEAApTHO XevenHe (o= 8 635; HR 0,63; 95% C1 0,43-0,91) ; nonymames 3a 6esonactoct). MacHBEm
KPEBOHIHBY ca Babmogasanu npd 35 (0,4%) u 29 (0,3%) npH nauMenTH B IPYNATe Ha puBapokcabad H Ha
cragaaptao nedenne (HR 1,10; 95% C1 0,67-1,80). Cneaoparenso, pe3yITaTHTE CA B CHOTBCTCTRHE C
Pe3yNTATHETE OT OGHOBHHTE PAHAOMH3HPAHY NPOYIBAHHA.

Jevenue na JIBT, BE u npogunaxmuxa wa peyuoveupauyu BT u BE
KmiwasaTa nporpaMa ¢ preapokcabad e ITaHHpana ¢ el Ja AeMOHCTPHpa ePRKAcHOCTTa Ha paBapoxcaban
¥ BATATHOTO B IPOXREKETERROTO Tedenue Ha ocTpl JIBT # BE ¥ mpodunakTrkaTa Ha peIIABH.

Hax 12 800 naqueRTy ca DpOy<eHn B 4eTHPH paBJOMUAMpPANHE, KOHTPAUIHPARA KIHEHIEH mpoyusanud dasa I
(Einstein DVT, Einsten PE, Binstein Extension g Einstein Choice) r nomsmHRTeNHO € OpOBEacH
upeBapETeNHo Aeduaupan cGopen asams #a npoyusanuata Binstein DVT u Einsten PE. O6mara
KOMOHHMDaAS APOXEIDKETEAROCT HA NedeHHETo 34 BCHIKA IpOyIRarny & 1o 21 mecena.

B mpoywsanero Einstein DVT 3 449 nanmerTs ¢ octpa J[IBT ca npoy4tenu 3a negennero Ba JIBT n 3a
npodunakmika Ha penuaaeupanm JIBT u BE (nammermaTe cxc caMuroMawaers BE ca mikroutHy or Topa
npoyesane). [IponbmkaTenHocTTa HA TeUeHHETO € 3, 6 HE 12 Mecelia B 3aBRCHMOCT OT KIBHHHIHATA KpefeHka
Ha H3CTeROBATENA.
3a nedeREeTo Opes TEPEHTE 3 ceqMund Ha octpa JIBT ca npmmarane 15 mg pusapokcaGal /iBa ITSTH JHEBEO.
Caien ToBa NedeRHeTo DpOARIDKARA ¢ 20 g pHBapokcabar ¢IAH IFRT JHERHO,

B npoyaraneto Einsten PE 4 832 nanmentu ¢ ocTep BE ca npoydend 3a negesmerc 5a BE 1 3a mpodmmarTaka
Ha perpzmeepame JIBT u BE. IIpommkuTentocTra Ha JederdeTo e 3,6 Wil 12 Mecena B 3aBACHMOCT 0T

KITHHAYHATA OpeIieAka Ha H3C/Ie/0BaTels.
3a nevennero ra ocTsp BE npes mupeate 3 v ca npsnarank 15 mg pusapoxcaban ABa reTH AHEBHO,
Crie)t ToBa NE9IEHHETO IPOXRITKABA ¢ 20 mg pURapoKcafan ¢WH BT JHERHO,

H npu meere npoyveanns Einstein DVT u Einsten PE ¢paRAHTENHOTO T¢9SHHE BKIIOYBA EHOKCAAPUH B

IpOFWIKENHE HA TOHE 5 AHY B KOMOHHAIHA ¢ AHTATOHUCT Ha BuTaMuH K 10 nocTATaAE HA CTOHHOCT 38




B npoyusaneto Einstein Extension 1 197 naumentn ¢ JIBT win BE ca npoyycH 3a OpOQMIAKTHKR HA
pewpmueapangu JIBT u BE. ITpoas/bkHTeIHOCTTA HA JISGeHAETO 00XRAINa AOMKIHHTEAHH 6 10 12
MeceLa OpPH NAIHEHTH, KOWTO ca IPEMHHATH KyPC Ha JiedeHHe oT 6 1o 12 Mecena Ha BeHO3eH
TpoMGoeMGOIN3BM B 3aBHCHMOCT OT KIIMAHYHATA NPELICHKA Ha H3cnenorarens. CpasHsRa ce
Rivaroxaban 20 mg Beanbx AHEBHO C fwiauebo.

HNpoyusanusta Einstein DVT, PE u Extension A3N0I3BAT ¢AHN H CHITA NPEIBAPATEIHO Ac)HHUpaHK
IMTEPBHYHHA H BTOPHYHH PE3YITATH 32 eduKacHOCT. [IBPBIMHUAT pe3ynTar 3a ¢HUKAcHOCT €
CHMITTOMATH4eH peLHIHBHpAIN BeHo3eH Tpomboembomianm (BTE), nedvsupan Karo CECTaBeH OT
perauBupama JIBT mnd neranen wiu seneranct bE. Bropuammar pesynrar 3a euracHoCT ce
neduHupa KaTo cpueranue ot peusupama (BT, aeneranen BE ¥ cMBpTHOCT HE3aBHCHMO OT
NPHYMHATA.

B npoyunane Einstein Choice 3 396 namuesTu ¢ notsspaesa cuMnromariuna JIBT wiwm BE, xouro
ca 3aBBPIIH 6 10 12-MECeYHO aHTHKOArYNIANTHO NEUSHUES, €& IPOYYeHH 32 NPOMHIAKTHKA Ha
daranen BE u Hedaramu camrromaTwany JIBT u BE. [Tatpermure © nokasakne 3a NPOXMDKMTEIHO
AHTHKOATYJIAHTHO JISHEHHE ¢ TEPANICETHYHA 032 ¢a WIKINIOYEHH OT IpOyBaHETO.
TIpORBIDKHTETHOCTTA Ha HEUSHUETO € o 12 Mecena B 3aBHCHMOCT OT JATaTa Ha HHIMBHIYaTHOTO
panaomeusupane (Memnana: 351 guu). Purapokcaban 20 mg BeANDK JHCBHO H pHBapokcaban 10 mg
Be[IHBX THERHO ca cpaByeny ¢he 100 mg aleTWICATNIMIOBa KHCEIMHA BEIHBX JHERHO.

ITspBAYHUAT pe3ynTar 38 ePUKACHOCT € CHMITTOMATHYeH PellMAMBApAI BEHO3eH TpoMboeMboIHILM
(BTE), nedusupan Kato cmecuiiata oT pexpnvpupama JABT mm daranen wm Hedaranes BE.

B npoyusatero Einstein DVT (ex. TaGawma 5) ce nokaspa, 4e pupapoxcaban ¢ ¢ He o-Majika
edrexrHBHOCT 0T enokcanapu/ABK 3a mupeimma pesynrat 3a epuxachoct (p < 0,0001 (tecT 33 e
nmo-Manka epextuHoct)); Koedmment na Pack (KP): 0,680 (0,443 - 1,042), p = 0,076 (Tecr 3a
nperBsIXocTE0)). [lpeasapurenno fedAMpanaTa HETHA KIMHAYHA NON3a (TBPBHYEH PE3yNTaT 38
eduKacHOCT OC KpLBowanwew) ce cxodmasa ¢ KP 0,67 ((95% A 0,47 - 0,95), nomunansa p
ctoidocT p = 0,027) B noma Ha pasapokcaban. INR cToOHHOCTHTE ¢a B TSpaneBTHYHMA THANA30H
cpeanHo 60,3% or BpeMeTo npH CpeaHa MPONLDKATENHOCT Ha neveHHeTo or 189 nuu, v 55,4%, 60,1%
H 62,8% OT BpeMETO NP1 FPYNUTE ¢ TUIAHHPAHO JICUEHNE C MPONB/DKHTENHOCT CBOTBETHO 3, 6 1 12
MecelR. B rpynara ga enokcanapun/ABK ssMa acHa pp13ka MeATy HUEOTO Ha CPEAHOTO LEHTPAIHO
TTR (Bpeme & Taprevess INR mmanazon 2,0 - 3,0) npu TepTINTE ¢ €IHAKEB pa3Mep H YecToTara Ha
pemumusupargute BTE (p = 0,932 3a saanMoneiicTere). B Hali-TOpHHAS TEPTHI IO OTHOINEHUE HA
terTspa Koednmmentst na Prck (KP) npn pusaporcaban cripsimo Bapdaph e 0,69 (95% JH: 0,35 -
1,35).

YecTOTHTE 38 MEPBHYHAS Pe3yATaT 32 0€30MACHOCT {TONEMH WIH KIMHHYHO 3HAYMMH HEToJIeMH
KPBBOH3IMBY), KAKTO M 32 BTOPHYRAMS Pe3yiITar 3a e30nacHOCT {TolleMH KPEBOHIIHBH), Ca CXONHH 3a
ABETE TEPANCBTHWHN IPYTIH,




Tabauna 5: PeayaraTa 3a epuxacHocT A Gezonacnocy ot daza ITI Einstein D

3 449 naimMeHTH CLC CAMOTOMATHYHA ocTpa AB100Ka BEHO3HA
[poyurana nomynamus TpomBoa
JTo3a H NPOARDKHTENHOCT HA PuBapokcaban® Enoxcanapus/ABK® 3, 6 win
JICYEHHETO 3, 6 unn 12 mecena N=1 731 12 mecena N=1 718
CHMITTOMaTHYSH PEeHIABHPALL, 36 51
BTE* 2,1%) (3,0%)
CHMIITOMaTHYCH pergiauBupan | 20 18
BE (1,2%) {1,0%)
CHMITOMATHYIHA 14 28
perpymerpama JIBT (0,8%) (1,6%)
1
Cummromaraunu BE u JIBT ©.1%) 0
®aranen BE/cMbpT, Kbaeto BE | 4 6
He MOxe Aa Oblle MEKIoueH (0,2%) {0,3%)
Tonsamo Wiy KITHHMIHO 3HATHMO 139 138
HECONAMO KBPBEHE {8,1%) {8,1%)
14 20
Tonemu KpEBOH3NHBH (0.8%) (1.2%)
a) PumapoxcaGan 15 mg nBa ITeTH AHEBHO 33 3 ceMHIM, NocieABato OT 20 mg eIUH ITET AHEBHO
2) Enokcanapwi 3a Bad-Manko 5 auu, 3acThneH K nocaeasad or ABK

p < 0,0001 (He mo-Maka edHKACHOCT [0 OTHOMSHME Ha NpeRBapUTeHo onpencncH KP

2,0)%;
KP: 0,680 (0,443 - 1,042), p = 0,076 (IIpeBB3X0ACTBO)

B npoyqranero Einstein PE (px. Tabmina 6) e AeMOHCTPHPAHO, Y PHBAPOKCa0aH € ¢ He [10-Manka
eduracuocT ot enokcanapun/ABK 3a mepBiHud peyinTat 3a eduxacrocT (p=0,0026 (TecT 3a He
no- Manka epuxacuoct); KP: 1,123 (0,749 - 1,684)). [Ipeasapurenno AedHHAPAHATA HETHA
KJTMHHYHA 10/13a ([THPBWYEH PE3YJITAT 38 e(PHKACHOCT [UIOC rOJIEMH KPBBOM3I/IHBH) Ce chobmasa ¢
KP ot 0,849 ((95% JIH: 0,633 - 1,139), Homuuansa p croiHoct p = 0,275). INR crolinocTure ca B
TepanesTHIHWA JHANA30H cpeaHO 63% OT BpeMeTo NpH cpeHa NPOAB/LKHTETHOCT HA JIGYCHHETO OT
215 mam u 57%, 62% 1 65% 0T BpeMeTO IPH IPyIHTE ¢ INTAHUPAHO JIedeHHe ¢ NPOXBIDKHTEIHOCT
¢HOTBETHO 3, 6 1 12 Mecena. B rpynara Ha enokcanapui/ABK Hama AcHa BpB3KA MEKTY HUBOTO Ha
cpexHoTo uenTpanuo TTR (speme 8 Tapreres INR amanason 2,0 - 3,0) npu repunnute ¢ eqHAKEE
pasMep H yecToTaTa Ha permnusapamure BTE (p = 0,082 3a pzaumoneiicrsue). B nati-ropmmus
TEePLL 110 OTHOWIeHWe Ha uenThpa Koeduupentst Ha Prck (KP) npu pupapokcaban capsmo
eapdapnH € 0,642 (95% OH: 0,277 - 1,484).

YecToTHTE 32 ITLPBHIHHAA Pe3yITaT 32 fe30nacHoCT (ToneMH WIH KIHHAYHO 3HAYAME HETOJIEMH
KPLBOMIMBH) Ca MAJIKO II0-HUCKH B IpyIiaTa Ha edeHne ¢ puBapokcaGan (10,3% (249/2 412)) 8
cpaBHeHHe ¢ rpynaTa Ha nedeHue ¢ eHokcanapu/ABK (11,4% (274/2 405)). Yectorara 3a
BTODHYHMA PE3YATAT 34 6e30macHoCT (rofieMH KPHBOH3IMBH) € ITO-HHCKA B FPyNaTa Ha pHBapokcabaH
(1,1% (26/2 412)) B cpaBHenue ¢ Tpynara Ha eHokcanapui/ABK (2,2% (52/2 405)) ¢ KP 0,493 (95%
AH: 0,308 - 0,789).




Tabanna 6: Pesvararn 3a epuxacuocy B GesonacHocT o1 pass I Einstein PE
Ipoyusaua nonynanms 4 832 naiedTH ¢ ocTpa caMnToMarmaaa bE
Jo3a ¥ HPOXLIDKUTEIHOCT Ha PuBapoxcaGan® Enoxcanapu/ABKY 3, 6 wm
JICIEHRETO 3, 6 wmH 12 mecena N=2 419 12 meceua N=2 413
CHMITTOMATHYCH PEUHAMBHPALL, 50 44
BTE* (2,1%) (1,8%)

CamMrrroMaTaueH 23 20

peimmeupait bE (1,0%) (0,8%)

CHMITTOMATHYHA 18 17

peHueApama JIBT (0,7%) (0,7%)

2

Cavmrromarwanw bE u JIBT 0 (<0.1%)

aranen BE/cmupT, kpiero BE | 11 7

He Moxe 0a Onle HIKIIOYeH (0,5%) {0,3%)
Tonamoe mmM KIHHAYAO 3HAYAMO 249 274
HET'OJBIMO KbPBEHE (10,3%) (11,4%)

_ 26 52

ToneMA KpEEOHATHRH (1.1%) 2.2%)
a) PusapoxcaGas 15 mg qBa ITETH AHEBHO 33 3 CeIMMIH, NOCIEABAHO 0T 20 mg 6AUH WET THEBHO
b) EnokcariapiH 3a Haii-Manko 5 THH, 3acTBIICH H MocneARaH or ABK
* p < 0,0026 (re no-manka eHUKACHOCT IO OTHOMICHHAE HA NPEABAPUTEIHO ONIPENENCH

KP ot 2,0); KP: 1,123 (0,749 - 1,684)

[Iposenen € npeasapurento Aeduumupan 0600IMeH AHAIN3 Ha pe3yATaTa OT MPOYYBAHUATA
Einstein DVT u PE (sx. Tabnra 7).

Ta6auna 7: Pesyararn 3a epuxacnoct o Gezonacuoct ot cGopen aganns na ¢pasa I Einstein

DVT u PE
TIpoy4usana nomynaims 8 281 naimmenTH ¢ ocTpH ciaMuroMarHald BT nim BE
PusapoxcaGan® Enokcanapus/ABKY
7032 ¥ NPOXWDKHTENHOCT Ha 3, 6 wm 12 mecena 3, 6 uiH 12 mecenia
feHieHHeTo N=4150 N=4131
CUMIITOMATHYCH PelMIMRADANL 86 95
BTE* (2,1%) {2,3%)
CHMITOMaTHYeH peuaueapan | 43 38
BE (1,0%) {0,9%)
CraMrrroMaTiyHa 32 45
peunansupamma JIBT (0,8%) (1,1%)
Cumrrromatuann BE w JIBT 1 2
(<0,1%) (<0,1%)
®araned BE/cMbpT, IpH kogTo | 15 13
HE MOXeE 1A ce m3Kn0IH BE {0,4%) (0,3%)
ToneM# HITH KIHHHIHO 3Ha4uMH | 388 412
HETOJEMH KPBBOHIITHBH (9,4%) (10,0%)
T'onemy kpLBOHIMMBYU 40 72
{1,0%) {1,7%)

a)  Pusapokcaban 15 mg Apa 0BT AHERHO 38 3 CeAMMIM, TOCASABAHO OT 20 mg eHH BT

b) PRSREShapun 3a Hal-MANKO 5 JHH, 3aCThIIEH H nocaeasan ot ABK
*  p<0,0001 (He mo-Maka epHKACHOCT MO OTHOIIEHHE Ha NPEIBAPHTENHO onpeneinch KP4
1,75); KP: 0,886 (0,661 - 1,186)

[pensapurento qeHHEPaHATA HETHA KIHHHYHA T0J3a (TBPRHYEH pe3ynTar 3a eduxac




FOIeMH KPBLBOH3IHEH) Ha cBophus aHamms ce chobmasa ¢ KP or 0,771 ((95% JIH: 0,614 - 0,967),
HOMHHAJHA p cToifHoCcT p = 0,0244).

B npoyusanero Einstein Extension (x. TaGmiua 8) puBapokcaGan npepb3xoxza malebo no
OTHOWICHME HA ITHPBHYHHTE H BTOPHYHHTE PE3y/ITATH 3a eHKACHOCT. 3a MbPRHYHHA PE3YIITAT 334
fesonacHoCT (roNeMH KPHBOM3IIHBY) ¢ YCTAHOBABA HESHAYHMO YHCJISHO MI0-BHCOKA YECTOTA IPH
NalHeRTHTE Ha JiedeHHe ¢ pHBapokcaan 20 mg eHH BT HA [I€H B CPaBHCHME ¢ IUIanedo.
BTOPHIHMAT pe3ysITar 3a 6e30macHoCT (TONeMH WM KIHHIMHO 3HA9HMH HeroJIeMH KPbBOH3/IHBH)
1I0Ka3Ba I10-BUCOKH Y€CTOTH IIPH NALTHEHTHTE, JIEKYBaHH ¢ pHBapokcaban 20 mg e/lMH BT JTHEBHO,
B CpaBHEeHHue ¢ wiaunedo.

Tabauuna 8; Pesyarars 3a eduxacuoct u Gesonacuoct o1 daza 111 Einstein Extension
1 197 naiHeHTH ca MpOALDKHIM NeYeHHeTo i NpodHnakTHkaTa

[Tpoyasan LA
PO 2 romyt eLIAAHBHpAll, BEHO3CH TPOMO0eMOOIAIEM
Jo3a H NPOIL/IDKMTEIHOCT Ha Pusapoxcaban® Hiaaueto
JIeMEeHHETO 6 wm 12 mecena 6 wm 12 mMecenia
N =602 N=3594
CUMIITOMaTHYEH peurusupanm, | 8 42
BTE* (1,3%) (7,1%})
CHMITTOMATHYEH PeIMIHBHpany | 2 13
BE (0,3%) (2,2%)
CHMITTOMATYMHA, 5 31
pemymienpama JIBT (0,8%) 15,2%)
Paraner BE/cMBpT, Hpu KoATO | | 1
HE MOyKe Ja ce H3kmoun BE (0,2%) 0,2%)
Tl'oneMm XpLROMINMBH 4 0
(0,7%} (0,0%)
Komnmayo snagHMe HeroneMH 32 7
KPBHBOM3IHBH ' (5,4%) (1,2%)

a) PuBapokcaban 20 mg exMH BT AHEBRO
*  p<0,0001 (mpersaxoncreo), KP: 0,185 (0,087 - 0,393)

B mpoyusareto Einstein Choice (sx. Tabmaua 9) puapoxcabad 20 mg n 10 mg
npeps3xoxga 100 mg aneTWICANAIMIIOBA KHCEITHHA 10 OTHOIICHHE HA TBPEAYEMA
pe3yarat 3a edukacHocT. OCHOBHHAT pe3yJrTar 3a OeszonacHocT (CHORTHA Ha ronsm
KPBBOH3IIHB) € CXOZeH NPH NALMEHTHTE, JIeKyBaHH ¢ pHBapokcaban 20 mg u 10 mg
BEAHBK AHEBHO B cpasHeHHe cbe 100 mg aueTHNCATHINUIOBA KHCETHHA.




Tabanug 9: PesyaTatn 3a edukacHocT B fesonacroct ot $aza I Einstein Choice

3 396 ca npoasokaaA npodHAAKTHKATA 32 PEUMAHBHPAIN BEHO3CH

Fipos Hom TpoMOGoeMOOIH3bEM
Pupapoxcaban 20 mg | Pusapoxcabas 10 mg[ ACK 100 mg
Tepanepririra no3a BEAHBK JHEBHO BeIHBK THEBHO BEIHEK JHEBHO
N=1107 N=1127 N=1 131
MeauaHa Ha
OpOTBJDKHTENHOCTTA HA
JICYSHHETO 349 [189-362] aun 353 [190-362) aua | 350 [186-362] nun
[uBTepKBapTIHICH
ZHana3oH)
CHMmroMarHueH 17 13 50
peuwausrpam BTE (1,5%)* {1,2%)** {4,4%)
CHMATOMATHYCH 6 6 19
peunmeMpait 5E {0,5%) 0,5%) (1,7%)
CHMITTOMATHYHA 9 8 30
petuausupama J{BT (0.8%) (0,7%) (2,7%)
Qaraned BE/ cmupr, 2 0 2
MPH KOATO HE MOMKE Ia ce o 0.29
uskmoud BE (0,2%) (0,2%)
CuMITroMaTHYEH
pewanBrEpam BTE, 19 18 56
HAQAPKT B8 MAOKAPIE, | (1 70, (1,6%) (5.0%)
HHCY/IT WIIH CHCTEMEH
eMOomzeM w3gsH [THC
ToneMu KpPEBOHATHBH 6 5 3
(0,5%) {0,4%) (0,3%)
KIHHHYHO 3HAYHMH 30 32 20
HErOJTEMH KPHBOHATHBH (2,7%) (2.0%) (1,8%)
CuMnToMaTiHueH
peunnasapam BTE wmm 23 17 53
roJiAM Kpbbomanue (rerna | (2,1%)+ (1,5%)++ (4,7%)
KAMARIHRA HO34a)

* p<0,001(mpers3xoncTeo) pusapokcaban 20 mg seaHsxk AHeBHO crpamo ACK 100 mg senas gHEBHO;

HR=0,34 (0,20-0,59)

** p<0,001 (npesn3xoncTo) pueapokcaban 10 mg seansxk uesuo cupamo ACK 100 mg pemasx

auesHo; HR=0,26 (0,14-0,47)

+ Pupapoxcaban 20 mg Beans:k ;HesH0 copamo ACK 100 mg Benubx mreBHO; HR=0,44 (0,27-

0,71), p=0,0009 (HomMHHaNHA)

** PurapokcaGan 10 mg seansx nuepHo cnpamo ACK 100 mg seamex anesno; HR=0,32 (0,18-

0,55), p<0,0001 (HoMHHANHA)

B nonnnnerme kM nporpamata EINSTEIN ¢asa 111, e npoeezeHo NpOCHEKTHBHO,

HEHHTEPBEHINIHAIHO, OTBOPSHO KOXOPTHO mpoyusane (XALIA) ¢ neHTpanusnpaHa oUeHKa,
pKmouBain peuuaperpam BTE, ronamo kepeere u cMupT. 5 142 nanwenta ¢ octpa JIBT 3

CTAHJAPTHATA AHTHKOATYJIaHTHA Tepanhd B KITHHUYHATE HPakTHKA. CTOHHOCTHTE Ha FOJy
KbpBeHe, perauBHpan] BTE 1 BcWuky ciyyad Ha CMBpT 34 pHBapokcabaH ca GWIH Ch
1,4% 1 0,5%. ChimecTByBaT pasiiukH B OCHOBHH XapaKTEPHCTHKH Ha MAIMEHTHTE, B
BB3pacT, pak 1 Oubpeuno yrpexnane. M300m3saH € cTpaTHQUIMpAH aHAH3 110 HpEABApP

OIpeacncHy




CTOMHOCTH 3a IpyIMpaHe Ha H3IMEPBaHMTE CCHOBHH XapaKTepPHCTHKH, HO BEIIPEKH TOBA OCTABANIHTE
OTKJIOHEHHS MOKe Ha OBNHAAT Ha pesynrTarure. Kopurapannte KP 3a ronaMo KepBeHe,
pemrmusmpam BTE u Bcadax# ciydan Ha cMBpT ca 6\ cwotserdo 0,77 (95% CI 0,40 - 1,50), 0,91
(95% C10,54 - 1,54) u 0,51 (95% C1 0,24 - 1,07).

Te3H pe3ysTaTd IpH NALHEHTH, KOUTO ¢a OiiM HabmoaaBaHH IPH peanHu yClIoBHA, ca B
CHOTBETCTBHE ¢ YCTAHOBEHHA NPodi Ha 6e30MacHOCT HPH TOBA MIOKA3aHHE.

Hennarpuana nonynamus
Erponetickara areHOHA 10 NEKapCTBATa OTAATA 3a0RIDKEHHETO 3a NIPEAOCTABAHE HA Pe3yATaTHTE OT

TIPOYYBAHHATA C pHBapoKkcabaH B eIHA WIH MOBEYE MOATPYIIH Ha NEAHATPHYHATA MOITyNallusg IpH
NeYEHRETO Ha TpomOoemOommunn crburia. EsponelickaTa areHIma no nexapersara ocBoboxnaBa ot
3aXLDKCHACTO 3A IPefIOCTabAle Ha pe3y/ITaTHTe OT NPOYYBAHMATA ¢ PHBAPOKCabaH BLB BCHUKH
TIOATPYMH HA NEARATPHUBATA NOMyNaLis nph rpodrnakTiKa Ha TpoMGoeMboMMIHN CHOMTHA (BXK.
TOUXA 4.2 33 UHPOPMAiHs OTHOCHO yNoTpeda B NeOMATPHATA).
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Abcopbuma

Pusapokcaban ce abcopOupa 6bp30, KATO MAKCHMATHHTE KOHUEHTPAUMH (Crax) C€ AOCTHTAT 2 - 4 uaca
cniej mpHeMa Ha TabierTkara.

Iepopanuara aGcopOmia Ha pUBapoKkcaGaH ¢ NOYTH TKIHA H TEpopaiHaTa OHOHAMMMHOCT € BHCOKA
(80 - 100%) 3a no3a ot 2,5 mg 1 or 10 mg, npuera kaTo TablieTka, He3aBUCHMO JAIH IPHEMBT & Ha
riaagHo WiH ciaex xpaneHe. [IpueMsT Ha pHBapokcabal ¢ xpana He nosiuasa AUC wnu Cmax npu
nosara ot 2,5 mg u ot 10 mg. Tabnerxure purapokcaban ot 2,5 mg 4 ot 10 mg Moxe Aa ce npHeMar
cbc Wiy Be3 xpaHa.

DapMakOKHHETHKATA HA pHBapoxcabaH ¢ MoYTH JiMHelHa 20 okono 15 mg eauH 1sT Ha AeH. IIpy no-
BHCOKH JI03H pHBapokcalbaH MOKa3ea OrpaHHYEHA 0T PasTBOPHMOCTTa abcopbinisa ¢ HaManeHa
OHOHANMYHOCT H HAMAJIABAHE Ha CcTeneHTa Ha abcopbumaTa IpH NOBAIZABaHeE HA Bo34aTa. TORA € Mo-
H3pPa3eHO B CHCTOAHHE Ha IMAJHO B CPABHEHHE ChC CLCTOAHHE Ciell Xpanene. DapMakoKHHETHIHATA
BapuabuiInOCT Ha puBapoKcabaH e yMepeHa ¢ BapHpaHe MKy OTAeIHATe naupeHTH (CV%) B
uTepeana ot 30% no 40%, oCBeH B AeHA Ha ONEPATHBHATA HHTEPBEHITHA H HA CIICABAIE JEH,
KOraTo BapuabWiIHOCTTA HE EKCTIO3HIMATA € Brcoka (70%).

AbcopOimsTa Ha prBapoxcaGan 3aBHCH OT MACTOTO HA HETOBOTO 0CBODONIABAHE B CTOMAIIHO-
4peBHHAA TPAKT. Chobluasa ce 3a 29% u 56% namanenme va AUC u Cmax B cpaBAeHue ¢ Tabnerka,
KOTaTO IpadynaT pHBApOKCabaH ce OCBOGOKIARA B MPOKCHMATHHTE OTAEIH Ha THHKHTE YepBa.
ExcnioauimaTa ce HaMalaBa JOWRITHHTENHO, KOraTo pusapokcabas ce ocroboKRaBa B QACTATHHTE
OT/ICHH Ha ThHKHTE YepBa WIH BbB BE3X0IAWOTO Aebeno aepro. [lo Tasu npsuwsa Tpadea aa ce
H304rBa NPHNOKEHHETO Ha pUBapoKcabaH JUCTANHO OT CTOMAXA, Thi kaTO TOBA MOXKE 43 JOBeje IO
HaMasiena aGcopOIHA M CHOTBETHO CBBP3aHa eKCHO3MUMA Ha puBapokcabay.

bronanyaoctTa (AUC 1 Cmax) e 61ia cpapHuMa npy 20 mg pusapokcalaH NpUNoKeH Nepopante
KaTo HaTpollieHda Tabnerka, pa3MeceHa B AOBIKOBO MOPe, HITH CYCIICHMpaHa BB BOJA H NPHIOKEHa
Tpe3 CToMaliHA COHAA, NOoCIeABaHO OT TeUHA Xpalia, B CPABHCHHES C LiANnaTa Tabnerka. Kato ce uma
NpeNBHY NPSABAANMEA, NPONOPIMOHANIEH HA A03aTa (JapMaKOKHHETHYECH ITPOGUIT Ha PHBAPOKCabaH,
pesynTaThTe 33 GHOHATMMHOCTTa OT TOBa NPOYYBAHE BEPOATHO Ca MPHIOKHMH 3a MOHIKARAHE HA
J03HTE HA pHBAapoKcabaH.

Pasnpenenenne
Capp3BaHeTo C IUTA3MEHHTE [IPOTEHHH 1PH XOPA € BHCOKO, 0K0J10 92% a0 95%, KaTo CepyMHHST

anbymMun € OCROBHATA CRBp3Bama dpakima. OGeMBT Ha pasnpe/icicHHE € YMEpeH ¢ Vi
npACnmuTemio 50 auTpa.

bu copm: u AH
Oxono 2/3 ot npunoxenara (o3a purapokcalan ce nojnara Ha MeTalOAWTHO pasrpakaaHe, ¢
KOETO MOJIOBHHATA C¢ eNMMUHIPA npes GnOperre, a Apyrata NonoBHHa - ¢ hexkamnte, Oc
1/3 oT npHNOKeHATA /1034 CE MATEYBA Ypes AupeKTHA OROpeuna eXCKpeLs KaTo HENpoMe
AKTHBHO BEINECTBO B YPHHATA, [T1aBHO 4ype3 akTuBHa Gp0peura cexpenmi.



PuBapokcaban ce merabomzzupa dpes CYP3A4, CYP2)2 u CYP-ue3aBHCHMH MEXaHH3MH.
PasrpakaseTo upes oxucieHse Ha MOPGOMHMHOHOBUS PAIHKAT H XAIPOAH3ATA Ha AMH/IHHTE BPH3KH
¢a OCHOBHHTE nponecH Ha Suotpanchopmatmd. Ot in vitro HacneaBaHHA € H3BECTHO, Ye
puBapokcabas e cyberpar Ha TpascnopTHMTe NpoTeHHA P-gp (P-rmxonporenn) 1 Berp (nporenn Ha
PEe3UCTEHTHOCT Ha paK HA rkpaaTa).

HenpomeHennsT prBapokcabaH e Hai-Ba)KHHAT KOMIIOHEHT B 9OBEIIKATa ITa3ma, 0e3 Ja uMa apyru
OCHOBHH I AKTHBHH LHPKy/Hpamy MeTabonuTH. Che cueTeMeH KIApBHC okoio 10 h
pHBapokcalaH MOXe A3 ce KIaCH(UIpA KAaTO BEIEeCTBO ¢ HHCBK KIHPEHC. Cllefl HHTPaBEHOSHO
TPUNOAEHHE Ha 034 0T | mg eMMHHALHOHHMAT NOMYKHBOT € 0ko0 4,5 waca, Ciex nepopanto
MPHIOKEHHe SITHMHHHPAHETO CTaBa JUMHATHPAHO OT CTeneHTa Ha abcopOmia. EnamnnnpaneTo na
puBapokcabaH OT mIa3MaTa HACTHIBA ¢ TEPMUHANEH MONYKHBOT 0T 5 10 9 waca mpu Miany
HHIHBHIH H 0T 11 1o 13 yaca nmpd alHeHTH B CTAPYECKa BB3PACT.

Cre TOIYT

Ifon

He ca ycTaHOBEHM KIIHHHIHO 3HAYHMH PA3NIHKH BEE dhapMakokHHeTHKaTa H dapMakoHHaAMHUKATa
MEXKTY MALHECHTH OT MBKKA H AKSHCKH MO

Ilayuenmu ¢ cmapuecka aw3pacm

ITaneHTHTE B CTapYecKa BB3PACT IOKA3BAT N0-BHCOKH IUIa3MeHH KOHLCHTPALlH B CPaABHEHHE C [10-
MJIAJTHTE TAUMEHTH CB¢ cpefHH crolinoctd Ha AUC okosno 1,5 MbTH N0-BHCOKH, OCHOBHO NOPaIH
HaMaleHAa (npuBsarer) ooy u 6sbpeden wiMpnHe. He ce Hanara xopexiys Ha A03aTa.

Paznuunu xamezopuu 8 3asucumocm om mezrono

IlpexoMepHU OTIIIOHEHHUS B TeJlecHOTO Terno (< 50 kg wi > 120 kg) AMaT camo MaJIko BIHAHHE
BEPXY IUTA3MEHHTE KOHIECHTpalMK Ha prBapokcabas (no-maimko ot 25%). He ce Hanara kopekums Ha
AC3aTA.

Mesicovemnunecku pasnuyus

He ca ycraHOBeHHM KIWHHYHO 3HAYHMH MEXIYETHHYECKH Pa3IHIMA IPH NAIHCHTH OT
eBponIEHAHaTA, adpo-aMepHKaCKaTa, TAaTHHOAMEPHKAHCKATA, ATMOHCKATA M KHTAHCKATA TPYIIH IO
oTHOmeHne Ha dapMakOXMHETHKATA H GapMakoIMHAMHKATa Ra puBapokcaban.

Yeproopobuo yepescdane

TlanmenTy ¢ mHpO3a H Neko YepHoapobHo yepexaane (kiac A no Child Pugh) npodeapat camo
MHWHHMAITHH NPOMEHH B8 PapMaKoKHHBeTHKaTa (cpento 1,2 myTh nopamenue Ha AUC Ha
pHBapoKcabaH), KOeTo € NOYTH CPaBHHMO ChC CROTBETHATA AM KOHTPOAHA TpyHa 3APaBH MHAWBHIN.
Ipn narmeHTH ¢ HHAPO3a U YMEpPEeHO YepHOIpoOHO yepexaane (xaac B no Child Pugh), cpennara
AUC Ha puBapoxca0aH € 3Ha4HTEIHO NOBHINEHA (2,3 IThTH) B CPaBHEHHE CHC 3APARH JOOPOBOIIH.
AUC na necpbp3anata (pakius ce nopumaea 2,6 reTH. IIpH Te3u nanMeHTH HMa H HAMAJIGHO
616pedno envMIEMpare Ha puBapokcabad, nonoOHO Ha TOBA IPH HALIHEHTH ¢ yMepeHo 0b0pedHo
yBpexkpane. Hama JaHemM oT matmeRTH ¢ TEXKKO YepHOAPOOHO yBpeKaanHe.

HaxuGHpaHero Ha akTHBHOCTTA Ha hakTop Xa NpH NALKWEHTH ¢ YMEPEHO YepHONPOOHO YBpEeXkaHe ¢
NOBHIICHO 2,6 TBTH B cpaBHEeHHE che 3ApaBH aoOpopomiy; PT cbmo e yabiskeHo - 2,1 mbThH.
TNaiumeHTHTE ¢ YMEpEHO HepHOAPOGHO YBPEKAAHE Ca 1T0-1yBCTBHTEIHH KbM PHBapokcabaH, KoeTo
BOAH 10 no-cTpeMEC PK/PD croTHOINEGHME MeXAy KOHUEHTpalmaTa u PT.

Puxcerrto ¢ IPOTHRONOKA3AH NPH HAIMEHTH ¢ 9epHOAPOGHO 3a00NBaHe, CBBP3AHO ¢ KOATyIOnaTHs
H KIMHHYHO 3HATHM PHCK OT KhpBeHe, BKIIOYHTE/THO NTAMeHTH ¢ mposa ¢ Child Pugh B u C (k.
TouKa 4.3).

Bvépeuno yepescoane
Habmonasa ce yBenHMeHHE Ha €KCIO3HIAATA HA PHBAPOKCAGAH YCNIOPEHO ¢ HAMAMBAHE Ha
On6peunaTa QyHKIHS, HIMEPEHA Upe3 KPpeaTHHHHOBIA KIHpBHC. [Ipy HHEHBHM ¢ NeKo
(xpeaTunnHOE KIHpEHC 50 - 80 ml/min), yMepeHo (kpeaTunuHOR kaupsaC 30 - 49 ml/mpg GO,
{xpeaTAHHHOB KMHPBHC 15 - 29 ml/min) 656peunc yBpexnane MIa3MeHHTe KOHLIE
pusapokcaban (AUC) ca choteerHO 1,4, 1,5 H 1,6 TBTH 00-BHCOKH.




CBHOTBETHOTO 3aCHIBAHE Ha (PapMakOTHHAMHYHHTE edeKTH € rio-u3pasero. IIpk HHAUBHIM C Neko,
YMEpPEeHO ¥ Texko Gp0peuno yBpexaane ULhoCTHOTO HAXHOHpaHe Ha aKTHBHOCTTA Ha (axtop Xa e
¢boTBeTHO 1,5, 1,9 11 2,0 meTH No-Cuilo B cpasHenre Cue 3apaBu gooporonind; PT ChiNo € yaDKeHO
— cpoTBETHO 1.3, 22 1

2,4 meTH. HAMa aHHH OT NAIMEHTH ¢ KPEATHHWHOB KIMPHHC <15 mi/min.

ITopamu BHCOKATA CTETICH Ha CBHP3BAHE C INTa3MEHHTE [IPOTEHHH HE CE QUAKBa pHBapokcabaH na
MOXke 14 6bJe OT/IC/ICH upes AHanus3a.

He ce npenopsusa ynorpefa NpH NaLHEHTH ¢ KPeaTHHUHOB KIMpHHC <15 ml/min. papapokcaban
Tpa6Ba Jia ce U3MOI3Ba BHUMATEITHO NPH NALEHTH ¢ KPeaTHHWHOB KIMPEHC 15 - 29 mi/min (8.
TO4Ka 4.4).

DapMakOKMHETHYHH JaHHH (IPH AIMESHTH

ITpu nanHeHTH, MOMYIABAIIH pABapokcabaH 3a npodunaxTuka Ha BTE 10 mg eaus neT gHesno,
cpenHaTa reOMETpHYHA KORIeHTpauma (90% nporHosen HHTepean) 2 - 4 uaca H okono 24 yaca Cnex
npHeM Ha 1033 (NPHOIH3HTENHO NPEACTARIABALIH MAKCHMATHATA H MAHHMANHATA KOHLICHTPAITHEA
npe3 BpeMe Ha NO30BHA HHTepBa) € choTseTho 101 (7 -273) 1 14 (4 - 51) meg/l.

Bpraka dapmakoxupeTHKa-hapMakoIHHAMAKS

Bpu3kara apmakoxuseTuka-papmakonunamuxa (PK/PD) Mexxay nimasmMeHaTa KOHUEHTpalps Ha
PHBApOKCcabaH B HAKONKO dapMakoHAMKIHK KpaiHy Touxy (uaxulupane Ba gaxrop Xa, PT,
aPTT, Heptest) e npoydeHa chell puIaraHe Ha IMPOK AMAaNa3oH oT 1034 (5 — 30 mg 1pa IhTH Ha
ZeH), Bppakara Mex Iy KOHIEHTpAIMATA Ha pHBapoKcaOaH M akTHBHOCTTa Ha dakrop Xa Hali-mobpe
ce onHca ¢ Emax monen. Tlo orRommense na PT MoaersT Ha THHeHHO npecHYaHe ONHCRA JaHHHTE
obHKHOBeHO no-g06pe. HakNoHBT Ha KpHBaTa BapHpa 3HAYHTENHO B 3ABHCHMOCT OT Pa3JIHYHMTE
usnompanu PT pearcurd. Tlpn m3nonasane Ha Neoplastin PT maxonuara PT e okosno 13 cekyHay, a
HAKJIOHET 0Koo 3 1o 4 cexyHaw/(100 meg/l). PesyrrraTure ot anamia Ha PK/PD or paza Il m Il ca
CXONHN ¢ NAHHNTE, YCTAHOBEHH MPH 34paBH HHAMBHIM. [1py nawmenTy naxonumre daxtop Xa v PT
ca DOBMMAHM OT ONEPalMATA, KOSTO BOJH A0 paziiMKa B HAKJIOHA HA KpHBATa KodneHTpaius-PT
MEKIY NSHS! Cief; ONCpalMaTa ¥ pABHOBECHATA.

IeauaTpAYHa IOy IaIH
He ca npoyuBanu Ge3onacHOCTTa H epHKACHOCTTA IIPH JELiA H KOHOLIH Ha BB3pacT 10 18 roluuH.
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HexmaHirHHTe JaHHA HE MOKA3BaT 0CO0EH PHCK 34 Xopa Ha 6a3aTa Ha KOHBEHIIHOHANHHTE
(apMaKONOrHYHH H3UTBAHKA 33 6e30MaCHOCT, TOKCHYHOCT NPH eAHOKPATHO NPHICKEHHE,
(OTOTOKCHHHOCT, TEHOTOKCHYHOCT, KAHIIEPOTCHEH MOTEHUHAN ¥ IOBEHHIIHA TOKCHIHOCT.

Edexrare, HaOmonapaHu pH NPOyYBaHHATA 38 TOKCHYHOCT NTPH MHOTOKPATHO HPHJIOKEHHE, Ca
CRBP3AHM OCHOBHO CBC 3aCHNICHATa (papMakoHHAMHYHA AKTHBHOCT Ha pHBapokcaban. I1pu nurexose
ca HaGMOaaBaHK NOBMINCHY TasMeny wiisa Ha 1gG v IgA npu HMBa Ha eKCnO3HIMA, CEOTBETCTRAIH
Ha KJIHHHIHHTE.

Ilpu mreXoBe He ca HaOMONABAHH (QEKTH BhPXY MBIKKUS WITH xeHckns dgeprwimrer. Hamirpanmsta
IIpH HMBOTHH NOKA3BAaT PENPOAYKTHBHA TOKCHUHOCT, CRBP3aHa ¢ (apMakoNorHiHH MEXaHW3EM Ha
neficTBHe Ha puBapokcabaH (Harp. XeMoparydHH ycnoxHeHu). ITpH nnasMeHH HHBA, CHOTBETCTBAITH
Ha KIMHWIHHTE, ca Habmonasany eMGpHO-(peTaTa TOKCHIHOCT (MOCTHMILIAHTaLHOHHA 3aryba,
3a0aBeHO/CTHMYITHPAHO OCH(PHIMpAHE, MHOXKECTESHH Gtelu XeNaTA/IHH NeTHA) H MOBHINEHa YecToTa
Ha Ha#-9ecTO CpelaHuTe MAI(OPMALTHH, KAKTO H IUTalleHTapHH npoMeHd. [Ipy rpe- 1 nocTHaranHo
MpOy4BaHe Ha IUIBXOBE € HabMoNaBaHa HAMAICHA BHTAIHOCT Ha MIOKONEHHETO NPH JO3H, TOKCHYHH 34
WURCTAWTE-MATK Y '

6. DPAPMANEBTHYHH JAHHH

6.1 CnHernk Ha OMONHETE BeMIeCTBA

SAapo Ha Tabnerkara
MuxpoxpuicTanna

penynosa




Kpockapmenosa sarpuii
JlakTo3a MOHOXMIPAT

Xumpomenola
Harpues naypuicyndar
MarHe3nes creapar

DHIMOBO HOKPHTHE

Maxporon 3350 (E1521)

Xunpomenosa 2910 (E 464)
Turanos auokcua (E 171)

Kenesen oxcun, depseH (E 172)

6.2 HecnBMECTHMOCTH

Henpunoxumo

6.3 Cpox Ba roanocr

3 roauHK

64 CpensajaHu YCJIOBHA RA CHXPAHEHAE

To3u NekapcTBeH MPOAYKT He W3UCKBA CAeNMai iy YCIOBKA Ha ChXpaHeHHe.

6.5 BEa ¥ chALpEAHAE HA ONAKOBKATH

OnaxoBanu ca B GIHCTEPH H KAPTOHEHU onaxoBku no 5, 10, 14, 28, 30 unwu 98 dsinmvmpany tabnerku.
Baucrepu ot PVC/Aluminium domso.

He BcHUKM BHIOBE OTIAKOBKH MOTAT fa OBIAT MycHaTH B MpoAax6a.

6.6 Cueusanas npeAna3AH MEPKHE IPH A3XBhpJsHe

HensnonseaHusaT nekapeTBeH MPOAYKT WIH OTHATbYHUTE MaTepHATH OT HETO TPAOBA Ja Ce H3XBLPIAT
B CHOTBETCTBHE C MECTHHTE H3HCKBAHH.

7. IPHUTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA
Hubuorex OO
yi. ,, Tpuamaa® Ne 5A

1000 Codusn
Brmrapus

8. HOMEP(A) HA PAPEHIEHMETO 3A YIIOTPEBA

9, JATA HA TBPBO PASPENIABAHE

Jdata Ha ULPBO pazpemaBane:

10. JAATA HA AKTYAJTHIHPAHE HA TEKCTA




M. aBryct 2020 rox.




