KPATKA XAPAKTEPUCTUKA HA TIPOOYKTA
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1. MUME HA JIEKAPCTBEHUS ITPOAYKT 6576 v, 16 -06- 2075

Pynannakc 20 mg ¢punmupanu tabnerku
Runaplax 20 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CHBCTAB

Bceska ¢puiMupana Tabnerka chabpxka 20 mg puBapokcabaH (rivaroxaban).

[ToMOLIHY BeLlIeCTBA ¢ H3BECTHO JIEHCTBHUE:

Besika gpunmupana tabnetka chabpxka 56,999 mg nakrosa (karo moHoxuapar) u 0,720 mg chHceT
xbaT10 FCF anymunues nak (E110).

3a IMbJIHUA CITMCHK HA MOMOLLHUTE BELIECTBA BHKTE TOYKa 6.1.

3. JJEKAPCTBEHA ®OPMA

@unmupaHa Tabnerka.

OpatdkeBa, Kpbriia, IBOWHOM3NMbKHANA QUIMHpaHa TabneTka, ¢ Hagnuc “20” oT elHaTa CTpaHa,
C AMaMeTsp 7 mm.

4. KJIMHUYHHU IAHHHA
4.1 TepaneBTHYHH NOKA3aAHHSA

Bw3pacmnu

[IpodunakTHka Ha HHCYAT U CHCTEMEH eMOOJIM3BM TIPH Bb3PACTHU MALMEHTH C HEKJIATTHO
NpeAChPAHO MBXK/IEHE C €[JMH WK MOBeYe PUCKOBH (PAKTOPH KaTO KOHreCTUBHA Chp/IeYHa
HEIOCTaTbYHOCT, XMINIEPTOHUSA, Bb3PacT > 75 roIMHH, 3aXapeH AuabeT, nmpe/iiecTsaly MHCYIIT
WJIH TPAaH3UTOPHA UCXEMHYHA aTaka.

Jleyenue Ha nb00Ka BeHO3Ha Tpombo3a (IBT) u 6enonpoden embonuzsm (BE) u
npo¢unakTvka Ha peurauupauu JIBT u BE npu Be3pacTau (Bxk. Touka 4.4 3a
X€MOJIMHHAMHWYHO HecTabu/IHM nauueHTH ¢ BE.).

Ileduampuyna nonynayus

Jleuenune Ha BeHO3eH TpoMGoembonu3bM (BTE) u npodunakruka Ha peunausu va BTE npu
Aelia U IOHOLUM Ha Bb3pacT ok 18 roauuu u ¢ terno Hax 50 kg Haii-Manko 5 quu cnen
Ha4YaJIHO MapeHTePaTHO AHTHKOArYJIaHTHO JIEYEHHE.

4.2 Jlo3HpOBKa H HAYHH HA NPHJIOKEHHE




EOSE@BKE

Hpogunaxmura na uncynm u cucmemen embo1U3M NPU 8b3pACMHU
I[Ipenopbunrentara no3a e 20 mg BeAHbK AHEBHO, KOATO € CHIIO NPENOpPhYHTEIHATE

MaKCHMaJIHA A03a.

Tepanusra ¢ pusapokcaban Tpsa6Ba qa MPOXBLKH 32 ABITBT EPHOJ OT BpeMe, TIPH YCIOBHE Ye
1o/I3aTa OT Npo(PHIaKTHKATa HA HHCY/IT H CHCTeMeH eMOONM3bM HAJIBHILABA PHCKA OT

KbpBeHe (BXK. Touka 4.4).

Axo 6b1€ nporrycHaTa 103a, NalMEHTHT TPAOBa He3a0aBHO /1a MpHEME pHBapoKkcabaH U Ja
NPOABDKH Ha CIeIBRIINA ACH C IPHeMa BeIHbK AHEBHO, KAKTO € ImpenopryaHo. J[o3aTta He
Tpab6Ba na Obje yaBOsABaHA B paMKHTE Ha A€HA, 33 13 C€ KOMIIEHCHpa MPOITYyCHATA [1034.

Jlevenue na JIBT, neuenue na bE u npogpunaxmuxa na peyuousupawyu J{BT u BE npu evpacmnuu

[IpenopruMTeHaTa 4034 32 HAYATHOTO JICYEHHE Ha ocTpH

BT wi bE ¢ 15 mg aga moti

JHEBHO Npe3 IIbPBHTE TPH CEAMHLM, MTOCIeABaHa OT A03a o7 20 mg BeAHBXK JHEBHO 3a
NpoAL/DKABALLOTO JISYEHHE H ITpoduUIakTHKa Ha peuuausupamu BT u BE.

Tpabea na ce HMa nMpeaABHUI KpaTKOCpPO4Ha Tepanud (Hail-Manko 3 Mecelia) NpH MalMEHTH ¢

ABT wnu BE, nposokupaHu OT rojieMH NpeXoaHH PHCKOBH (AaKTOPH (T.€. CKOPOIIHA ro/aMa

ornepauusa Wil TpaBMa). [lo-mpoasmkuTeHa TepanuaTa TpAOBa 1a ce UMA MPSABHA, ITIPH

[AalLHeHTH C ITPOBOKHUpaBH [

HeniposokupaHu JIBT unu BE unu anamHesa 3a peunaueupaind J{THT wiu BE.

BT unu BE, Hecsnp3aHy ¢ roneMH npexogHH pHCKOBH (aKTOPH,

Koraro e nokaszaHa no-npoAbL/pDEATENIHA NpoduiakTiKa Ha peurausupamn JIBT u BE (cnen
3aBbpilIBaHE Ha MOHE 6-Meceyna Tepamn 3a JIBT wiu BE), npenopbunTtennara fo3za e 10 mg
BeAHEX AHEBHO. IIpu nanMeHTH, NpH KOHTO Cce CMATA, Y€ PHCKBT OoT peunauBupamy BT win
BE e BHCOK, KaTO TE3H ¢ YCIOXKHEHH CHITBTCTBAIIH 3a001ABaHHA, WIH KOHTO Ca Pa3BHIH
permaueHpau BT unu BE npu no-npogwinkurenHa npodunakruka, Tpaosa Aa ce MMa
NpeaBHA NpHEM Ha pHBapokcabaH 10 mg BeAHDX AHEBHO HWIIH Ha puBapokcaban 20 mg BeAHBXK

JAHCBHO.

[Ipoar/oKMTETHOCTTA Ha TepanuaTa TpadBa aa ce onpeaeH 1 103aTa Aa ce u3bepe
MHAMBUIYATHO Ce] BHUMATETHA OLIEHKA Ha CHOTHOLIEHHETO MEKAY TTONI3ATA OT JICYSHHUETO H
PHCKa OT KBpBeHe (BXK. TOUKa 4.4).

IlepHon ot Bpeme Cxema Ha npunarade | O6ma 1HeBHa 1038
Jleyenune u Hen 1-21 15 mg aBa nbTH 30 mg
npoQuIaKTHKA Ha OHEBHO
EEEIIHJIHBHPSIHH JABT n Or JleH 22 HaTaTeK 20 mg BeHBXK AHEBHO | 20 mg
ITpodunakTika Ha Crnen 3appplIBaHe Ha 10 mg Beasex aHeBHO | 10 mg wiu
peumarBHpamm /IBT u HaH-MaNko 6-MecedHa WIH 20 mg
BE Tepanud 3a JIBT win BE | 20 mg BeaHbX AHEBHO

Axo BBB ¢asaTa Ha neveHHe ¢ 15 mg aBa meTH AHEBHO (OeH 1 - 21)ce MpomycHe eIUH TIPHEM,
NalMEeHTHT TpiaOBa He3abasHO Aa MpueMe pHBapokcabaH, 3a Aa ce OCHIyPH OO0IIO MPHETO
xonudecTBo oT 30 mg puBapokcaban 3a eaut aieH. B nonoGex cimyuaii Moxe na 6naar

npueTH ABe TabneTkH or 15 mg HaBeaHbXK. [lalMeHTHT TPAGBA 18 MPOXABIDKHA PEAOBHHUA




npueM Ha 15 mg ABa METH JHEBHO Ha CJICRBALINA A€H, KAKTO € Ipenopn»4aHo.

Ako BbB (pa3aTa Ha JIC4EHHE C €IHH NMPHEM Ha JEH Ce MPOMyCHE €AHH MPHEM, TALHEHTHT
TpaAbBa He3abaBHO 1a nMpHeMe puBapoxcabad B TpsOBa Aa MPOXB/DKH PeIOBHHA MPHEM €IHH
ITHT JHEBHO Ha CJIeBallliA ACH, KaKTo ¢ npenopryano. He Tpabpa aa ce u3nomzaa ABoiiHa
[03a B pAMKHTE €JHH M CBIIH REH, 3a Ja C¢ KOMIICHCHPA IPOTYCHATAaTa J034.

Jeuenue na BTE u npogpunaxmuxa na peyuousu na BTE npu deya u ionouwiu
Jlewenuero ¢ pupapokcabaH npH fiena ¥ IOHOWH Ha BB3pacT nox 18 rogunu Tpa6sa na 3anoune
Hal-MaJIKko 5 IHHU Clen HavyallHO NMapEeHTEPATHO AaHTHKOATYIAHTHO JiedeHHe (BXK. Touka 5.1).

Jlo3aTa 3a Aelia M IOHOLIH Ce M3YKC/IABA Ha 0a3aTa Ha TeJIECHOTO TerJIo. -

- Tenecno Terno 50 kg wix noseue: MpeHoOpbHBA C& €FHOKPATHA AHEBHA 1033 20 mg
puBapokcabaH. ToBa e MakCHMAJTHATa IHEBHA [1034.

- TenecHo Terno ot 30 o 50 kg: npenopruBa ce eqHOKpaTHA JHEBHA 103a 15 mg
puBapokcabaH. ToBa ¢ MaxcUManHaTa JHEBHA A03a.

« 3a MauMeHTH ¢ TeNECHO Terno no-Manko ot 30 kg Brkre KpaTrkaTra XapakTepHCTHKA Ha
NpoIyKTa Ha puBapokcabaH rpaHy/IH 3a NEpopaiHa CyCHEH3HA.

Ternoro Ha aetero TpabBa aa ce nmpocneasBa U A03aTa [1a ¢e npepasriexia peaoBHo. Tosa €
HeoOX0IMMO, 3a a Ce TapaHTHpa, 4€ Ce NOAMbPKA TepaneBTHUHA A03a. Kopexipis Ha 1o3ata
Tpabsa Aa ce MpasH CaMO Bb3 OCHOBA HA NPOMEHH B TEJIECHOTO TErO.

Jleuenuero TpsabBa na 6b1e MpoaWDKEHO 3a Hali-MaJko 3 Mecela IPH JELA M IOHOMIH.
JleueHuero Moxe aa Opae yarmxeHo 0 12 Mecena, Koraro € KIMHHYHO HeoOxoaumo. JIuncear
JaHHH MpHU AcLia B MOAKPENa Ha HAMAABAHE Ha A03aTa cliell 6-MeCeqHO JICHECHHE.
CHOTHOLIEHMETO 1I0/132-PHCK Ha MMPOALDKABAHE HA TepamuiaTa cnex 3 Mecena TpaOea na Owae
OLIEHEHO Ha MHIMBHIyalHa 0asa, KATO Ce MMa NpeABNI PHCKA OT pelHAHBHpama TpomMbo3a
CITPAMO TMOTEHLHUATHHA PHCK OT KbpBEHeE.

Axo ce NpoITyCHEe €IHH MPHEM, TTPOITyCHaTaTa A03a TpadBa Aa ce B3eMe Bb3MOXKHO Hal-CKOpo
clen KaTo ce 3a0es1eKH MpOoITyCKa, HO CaMO B CBINMA AeH. AKO TOB& HE € BB3MOMKHO, ITIALIHEHTHT
TpAOBa Aa NpOIMycHe A03aTa H A3 NPOALKH ChC ClIeABAIlaTa 038, KAKTO € MPeANHCaHo,
IMarmeHTHT He TPsOBa a B3eMa ABE 1O3H, 34 1a KOMIIEHCHpa NMPOMycHAaTaTa f03a.

IIpemunaeane om neuenue ¢ anmazonucmu na eumavun K (ABK) xem pusapoxcaban
e [lpodunakTuka Ha MHCYNT H cHcTeMHa embonua: ABK tpa6sa 1a ce cripar 4 Aa ce
3aroyHe JeYeHUeTo ¢ puBapokcadaH, korato MexayHapoaHoTo HopManusupano
cpoTHowneHue (International Normalised Ratio, INR) e < 3,0.

e Jleyenue Ha /IBT, BE u npodunakrrka Ha pelMaMBH IIPH BE3pacTHH H JeueHue Ha BTE
M Npo(MIIaKTHKa Ha PELIMBH/Y NTPH NEAMATPHYHH NMALMCHTH: [Ipy nalMeHTH, TeKyBaHH
3a JIBT, BE u npodnnaxkrika Ha peuuaueH, neueHueTo ¢ ABK tpabea aa 6vae cripsaHo,
a TepanuaTa ¢ puBapokcabaH TpabBa aa 3anouHe, koraro INR e < 2.5.
IIpu naimenTH, npeMuHasaiiy ot ABK keM puBapokcaban, croiiroctrre Ha INR uie 6naar
¢aIMBO NOBHILCHH Clle npyeMa Ha puBapokcabaH. INR He e BanuaeH napaMeTsp 3a
H3MEpBAHE Ha AHTHKOAryJIAHTHATa AKTHBHOCT Ha pHUBapokcabaH M clienoBaTelH
Ia ce M3Mmon3Ba (BK. Touka 4.5).




IIpemunaearne om nevenue c pusapoxcaban xem anmazoxucmu na eumamun K (ABK)

HMa BEpOATHOCT aHTHKOAryalHATa Aa Gb/e HealleKBaTHA B X0JIa Ha ITPEMHHABAHETO OT
neveHue ¢ pusapoxcabad koM ABK. Tpabsa ma ce ocurypH npoas/kMTe/HA aeKBaTHA
aHTHKOAryJaurs NpyH NpeMHHAaBaHe KbM aJITePHATHBEH aHTHKOarynanT. Tpabpa na ce
oTOeNeKH, Ye pHBapokcabaH Moske Jja IONpHUHeCe 3a MOBKMILEHH cTolinocT Ha INR. IMpu
NauMeHTH, TIpeMHHABALIM OT JeueHue ¢ puBapokcaban kM ABK, ABK TpaGea na ce
npuemar napanenHo A0 gocrurane Ha INR € > 2,0. Ilpes mepBuTe 1Ba AHM OT MPEXOHMA
nepHo TpsadBa Aa ce npwiara cTaHAApTHATa HadanHa nosa ABK, crnen koeto nozata Ha
ABK T1psa6Ba na ¢ cnopen pesynrature 3a INR. JIokaTo nauMeHTHTe NPHEMAT €THOBPEMEHHO
puBapokcaban v ABK, INR He Tps6Ba na ce uscnensa no-paHo ot 24 yaca cneq
NpeaxoAHATa 11033, 8 CAMO HEMOCPEACTBEHO NMpPEAHM CeBallaTa 1034 pusapokcaban. Cnen
KaTo C¢ NpeycTaHOBH NpHeMa Ha pusapokcaban, INR Moxke aa ce uscnenpa u pesyarature aa
ca HaJeXTHH MoHe 24 yaca ciel nmpueMa Ha nocjeqHaTa 1o03a (BK, TouxkH 4.5 1 5.2).

[leauaTpUYHH NALHEHTH:
Heuara, KOUTO NpeMHHaBaT oT pHbapokcabaH ksM ABK, Tpa6sa na npoas/okar 1a mpuemar

puBapokcaban 3a 48 yaca cre mepBata 1038 ABK. Creqy 2 1HM Ha eIHOBPEMEHHO TPHIIOKESHHE
TpaAOBa fa ce HAMpaBH M3CNCABAHE U Ja ce MOMyyaT pe3yaraTure 3a INR, npenu cnenpainara
nosa pueapokcabaH no cxemara. Ilpenoprysa ce eAHOBPEMEHHOTO NMPHIOKEHHE Ha
puBapokcaban u ABK na nmpoawipku, aokaro INR e > 2,0. IlloM kaTo ripHeMsT Ha
prBapokcabaH e npeyctaHoseH, INR Moxe na ce uscieasa 4 Aa ce MojTydaT HaAeKAHH
pe3ynraTH 24 4aca clie]] IpMemMa Ha NocleqHaTa Ao3a {(BikK. Mmo-rope u Touka 4.5).

IIpemunasare om nexenue ¢ NapesMepaniu GHMUKOAZYAAHMYU KoM pusapoxcabar

[Ipy BB3paCTHH M NEAHATPHYHH MALMEHTHTE, KOHTO B MOMEHTA NOTy4aBaT napeHTepaTHH
aHTHKOAryJIaHTH, MPEYyCTAHOBABAHETO HA NAPEHTEPATHUA AHTHKOATYJIAHT M 3all04BRHETO Ha
puBapokcaban TpafBa aa ce ochitectsaT O qo 2 yaca NpeZiu MOMEHTA 3a CAEJBAINOTO
IUIAHOBO MPWIOXKECHHWE HA MAapEeHTepatHUA JIEKapCTBEH MPOAYKT (HANP. HHCKOMOJIEKYEH
XenapHH) WIH B MOMEHTA Ha CIHpaHe Ha NMPOAb/DKHTEIIHOTO NPWIOKEHHE Ha
NapeHTePATHUS JICKAPCTBEH MPOAYKT (HATIP. MHTPaBEHO3€H HEe(PAKIIMOHMPAH XEMapHH).

Ilpemunasarne om nevenue ¢ pusapoxcaban KM naperMepaniu aHMuKoazynaHmy
IlpeycraHoBeTe IMpHeMa Ha pHBapoKcabaH M MPHIGXKeETe ITHPBATA 032 OT NMapeHTEPaTHHA
aHTHKOAryJaHT B MOMEHTA, Koraro Tpsa0OBa Ja ce npueMe cleABainara 103a pHsapokcabaH.

Crneupanuu nonyiaimu

bvbpeuno yepeocoane

OrpaHyyeHUTe KIMHHYHH JaHHH OT MALMEHTH ¢ Texko 6b0peuno yBpexaane (KpeaTHHHHOB
KIHPBHC 15 - 29 ml/min) nokazpaT, 4e ria3MeHHTe KOHLEHTPALMH Ha pHBapokcabaH ca
3HaYMTETHO NoBHINEeHH. Ilo Tasn npyuunHa puBapokcabaH TpadBa 1a ce MpUIara BHUMATETHO
npu Te3u nauueHTH. He ce npenoppyBa ynotpe6ara nNpH NalMeHTH ¢ KPEATHHMHOB KINPBHC <
15 ml/min (k. Touxku 4.4 ¢ 5.2).

I[Ipu naupenT! ¢ ymepeHo (KpeaTHHHHOB KIHPBHC 30 - 49 ml/min) WiH ¢ TeXKO
(kpeaTHHUHOB KIJHPBHC 15 - 29 ml/min) 61.0peuHo yBpexkaaHe ca MpHICKHMH
CIICIHMTE ITPENIOPHKH 38 AO3HpaHE:

® 3a MPOQHIAKTHKA HA HHCYJIT H CHCTEMEH eMOOTH3bM MIPH NMALMEHTH ¢ HEKJIAIHO
NpeaACHPAHO MBKACHE NMpENopbYKTEIHATa 4033 € 15 mg BeanbK AHEeBHO (BX. TOMKA
3.2).




* 3a neyeHue Ha [IBT, neuenue Ha BE u npodmnaxTika Ha permausupamm BT u BE:
naiueHTHTe TpAOGBa na 6baar nexysaHu ¢ 15 mg ABa ITbTH AHEBHO Npe3 ITHPBUTE 3
CeAMHIIH.

e Crnen ToBa, KOraTo MpenopbYMTENHATa A03a € 20 mg BeAHEXK JHEBHO, TpA6Ba Ia ce
oOMHCIH HamMansBaHe Ha go3ata oT 20 mg BeaHE:K AHEBHO 40 15 mg BeaHBK AHEBHO,
aKO OLICHCHHUAT PHCK OT KbPBEHE 32 MALMEHTa HaIXBBPJIA PHCKA 38 PELMAHBHPAIIH

ABT u BE. Ilpenoptkara 3a ynorpe6a Ha 15 mg ce ocHoBaBa Ha PpapMaKOKMHETHUHO

MOJEIMPAHE U HE € ITPOYUBaHa MPH Te3H KIHHWYHH YCIOBUS (BXK. TOUKH 4.4, 5.1
5.2).
Korato npenoppuurenHaTa 103a e 10 mg eauH meT JHEBHO, HE c€ Haara T4 aa 6ne

KOPHIHpPaHa.

He ce Hanara kopurupase Ha 103aTa IpH NaLMEHTH ¢ Jieko OBOpedHo yBpexnaHe
(xpeatHHMHOB KIHpBHC 50 - 80 mi/min) (Bx. TOuKa 5.2).

lleanaTpyUyHa mOmMymaiiis:
- eua ¥ 1OHOWIH C JieKa cTeneH Ha 6B0peuHo yRpexxaane (CKOPOCT Ha rioMepyiHa durrpauus

50 - 80 ml/min/1,73 m?): He ce Haylara KopekLMs Ha Jo3aTa, Ha 6asaTa Ha JaHHH MpH Bb3PACTHH
H OrpaHM4CHH NaHHH IPH NEHATPHYHH NMALHEHTH (BXK. TOUKA 5.2).

- Jleua H IOHOLIM ¢ yMEepeHa HITH TeXKa CTereH Ha 6b0peuHo yBpexaaHe (CKOpOCT Ha
raomMepynHa purrpanus < 50 mi/min/1,73 m?): pusapokca6an He ce npenopbuBa, THif KaTo
JHIICBAT KIIMHHHYHH JaHHH (BXK. TOYKa 4.4).

Heproopobro yepeosicoare

PusapokcalaH e MPpOTHBONOKA3AH NIPH NAUMEHTH ¢ YepHOAPOSHO 3a60/15BaHe, CBBP3aHO C
KOarysionaTHi H KIMHUYHO 3HAYMM PHCK OT KbPBEHE, BKITIOUHTETHO NALMEHTH ¢ IHPO34 ¢
kiac B u C no Child Pugh (ax. Touxu 4.3 u 5.2). JInnceat KTMHHYHH AaHHH NPH JELIA C

YEepHOAPOOHO YBpEKIaHE.

Ilonynayun 6 cmapuecka ev3pacm
bes kopekima Ha no3aTa (BX. Touka 5.2).

Tenecro mezno
be3 xopekiMA Ha A03aTa NpU Bb3PAcTHH (BXK. TOYKa 5.2).
IIpy neauaTpUYHHM NaLHEeHTH A03aTA Ce onpeneis Ha 6a3aTa Ha TEJIECHOTO TETJIO.

Ilon
Be3 xopekims Ha no3ara (BXK. Touka 5.2).

Hayuernmu nodnoxcenu na xapouosep3uo
[IpueMbT Ha puBapokcabaH MOXe 1a 3aMI0YHEe WIH Aa MPOXB/DKH IPH NALMEHTH, TPH KOMTO
MOJKe Aa € HeOOX0AUMO KapAHOBEP3HO.

[Ipn xapIMoBep3MO HACOYBAHO OT TpaHce3odarearHa exokapauorpagus (TEE) npu naumenTy,
KOMTO He ¢a OHITH JIeKyBaHH C aHTHKOArYIaHTH, JIeUeHHETO ¢ puBapokcaban Tpa6ra fa
3anouHe Hal-Maiko 4 yaca npeaH KapAHOBEP3HOTO, 32 /1a CE rapaHTHpa a/icKBaTHa
aHTHKOArynaws (Bx. TOUKH 5.1 u 5.2). [Ipn BcHuky narueHTH, peay KapAHOBEP3NO TPIOBa
Ja Ce NOThPCH NMOTBBPXKACHHE, Y€ NMAIHEHTHT € MPHEJT pHBapoKcabaH, KAKTO € MPe/IITHCAHO.
ITpu B3eMaHe Ha pelIeHHE 3a 3aII0YBAHE HA Teparud H ONpee/ISHETO Ha
NPOAB/LKUTENIHOCTTA U, TPAOBA Ja Ce MMAT NPeaBHA YCTAHOBSHHUTE MPEMOPHKH OT




PBERKOBOACTBATA 38 AHTHUKOATIYJIAHTHO JICYCHHE ITPH TTALIHEHTH, NMOATOXKEHH HA KapAHOBCP3HO,

Ilayuenmu ¢ nHexnanro npeocovporo MuiicOene, koumo nodrexcam na ITKH (nepxymanna
KOPOHAPHA UKMEPEERYUR) C nOCMAasAHe Ha CMmeHm

HMa orpaHH4Y€eH OIMT 110 OTHOLUCHHE Ha HaMalleHa o3a 15 mg BeAHbxk AHEBHO (Mm 10 mg
puBapokcadaH BEIHBXK AHEBHO 32 MALHEHTH C YMEPEHO TeXKO OLOpedHO yBpexKaaHe
[kpeaTHHHHOB KNHpBHC 30 - 49 ml/min]), B aomenHeHMe kbM P2Y 12 uHxuburopa 3a 12
MECELIa MAKCUMYM, IPH NMALMEHTH C HEKIAMHO NMPEeAChPAHO MEXKEHE, KOUTO C€ HY>KRadT OT
NepopaHa aHTHKOAryJIaHTHa Teparius U ca 6unm noanoxeHd Ha [IKH ¢ nocrapane Ha creHT
(Bx. Touxku 4.4 1 5.1).

Ileguampuuna nonyaayus

BesonacHocTTa M eukacHOCTTa Ha puBapokcaban npu aeua Ha Be3pacT 0 ao < 18 roguHu He ca
YCTAaHOBEHH IPH MOKa3aHHETO NPOoHIAKTHKA HA HHCY/IT U CHCTeMHA eMOONHA IIPH MAIMEHTH ¢
HEKJIANHO NMPeAChPARO MEXAcHe. JIuncsaT aannu. [1o Tasu npHyMHA TOH He ce MpenophYBa 3a
ynotpeba npu aAetla noa 18-roavinna Bb3pacT MpH APYTH NOKA3aHKA OCBEH JieveHue Ha BTE u
npodiaKTHKa Ha peuanBy Ha BTE.

HauuH Ha IIpUNOKEHNE

Bv3pacmnu

[TepopanHo NpHIOMXKEHHE.

Tabnerkute Tpadpa Aa ce mpHeMar ¢ XxpaHa (BX. Touka 5.2).

Pasmpowaeane Ha mabaemxume

[Ipn nauMeHTH, KOUTO HE MOTAT Zia IorreLaT TabneTkure 1ean, Tabnerkata pusapokcabaH
MOXK€e [a ¢€ HATPOLUH M CMECH ¢ BOAA HITH AOBIKOBO IMOpPe HETIOCPEACTREHO NMpeau ynoTpeba
H Jia ce IPWIoXKH nepopanHo. Cren npuaaraHeTo Ha HaTpoLleHH GHIIMHpaHH TabaeTKH
pupapokcaban 15 mg win 20 mg, no3ara Tpadea ga 6bae nocnensaxa He3a6aBHO OT

XpaHeHe.
Hatpomenara Tabierka MoXe J1a € Npriara chbilio H Ype3 CTOMAlIHA COHAA {BXK. TOYKa 5.2

i 6.6).

eya u ronowu ¢ mezano nao 30 kg
Pusapoxcaban e 3a nepopanro npuioicenue.

[NaiuenTsT TPAOBa Na OBIE NOCHBETBAH Ja NMOrTblla TabaeTkara ¢ TeHHOCT. T1 Tpadea
CBILO J1a ce npHueMa ¢ xpaHa (8. Touka 5.2). Tabnerkure Tpabsa na ce mpueMart npes
HTepBan npubiusuTenno 24 yaca.

B cnyyaif ye nauMeHTHT H3ILTIOE BEAHAra 103aTa WiH NOBbpPHE B paMKuTe Ha 30 MHHYTH Ccliek
NpUIIOXKEHHE Ha J03aTa, TpAOBa Aa ce Jaae HOBaA A03a. AKO ofaye NMAIIMEHTHT MMOBBPHE NOBEUE
ot 30 MHHYTH ClieZ IpHEMa, A03aTa He TpAOBa Aa ce IpHiara OTHOBO H CJi¢ZBalLliaTa 1034
TpAOBa Ja ce B3eMe M0 CxeMara.

Tabnetkara He TpabBa Ja ce pa3aens NpH ONKT aa ¢ce HabaBH yacT ot no3ara B TabseTKara.
Pazmpowaeane na mabnemxume

[Tpx maumeHTH, KOMTO HE MOraT A4 NONTBIIAT TabNeTKUTe LienH, TpA0Ba Aa ce U3Mo0JI3Ba
puBapoxcabaH rpaHyJIH 3a nepopaiHa CYCIIeH3HA.




AKkO 1niepopaiHaTa CyCneH3Hs He € Ha pa3noyIoyKeHHe BelHara, KOraTo ca M3[TMCaHH o34 15 mg
wid 20 mg puBapokcabaH, Te Morar Jia 6baaT HaGaBeHM, KATO ce pasTpolun Tabnerka 15 mg
uwin 20 mg ¥ ¢ce CMECH ¢ BOJa WIH S0BJIKOBO IMOPe HEMOCPEACTBEHO Npeau ynoTpeba u ce
NPUIOKH NMEPOPATHO.

PastpomeHara Tabnerka Moxe Jia ce Ipiiara ¥pe3 Ha3oracTPaHA WIHM CTOMAIIIHA COHAA 3a
XpaHeHe (BX. TOUkH 5.2 H 6.6).

4.3 IlIpormBomoxazanms

CBpBXUYYBCTBHTETHOCT KbM AKTHBHOTO BEILIECTBO HWIH HAKOE OT NOMOILIHMTE BEILECTBa,
u3bpoeHm B Touka 6.1.

AKTHBHO, KNIMHHMYHO 3HAYHMO KbpBEHE.

Jleans win cheTOAHME, aKO OBAE CUETEHO, Ye TIPSACTARIABA 3HAUHUM PHCK 38 rOJIAMO KbPBEHE.
Topa MOXe 1a BIUTIOUBA HACTOALIA HJIM CKOPOLIHA raCTPOMHTECTHHA/IHA 3B4, HAIMYHE Ha
3ITOKAYECTBEHH HEOIUIa3MH ¢ BUCOK PHCK 38 KbPBEHE, CKOPOILIHO HAPAHSBAHE HA IVIABHMA MM
rpuOHAYHHA MO3BK, CKOPOILIHA ONEPALMA Ha [NIaBHHA MO3BK, FPROHAYHHSA MO3BK HIH OUYHTE,
CKOpOINHA BETPEYEPENHA XEMOPArus, H3BECTHH HIH CYCNEKTHH €30(harcanHi BapHIH,
apTEPOBEHO3HH Man(opMaLuy, ChIOBY AHEBPH3MH WIH IrOJIEMH HHTPACITHHAIHY HITH
HMHTpaLepeOpalTHu CbAOBH AaHOMAIIMH,

EAHOBPEMEHHOTO JICUCHHE C APYTH AHTHKOATYJIaHTH, HAlp. HedpakLHOHHPaH XeNapHH
(HDX), HHCKOMOJICKYTHH XETIapHHM (€HOKCANapHH, JaNTeNapHH 1 ap.), MPOU3BOJHHK Ha
xenapuHa (GoHAANapHHYKC H p.), NepOpalHM aHTHKoAryIaHTH (BapdapuH, naburatpan
€TEKCHJIAT, armukcabaH H Ap.), OCBER NpH CieLMPHIHH OOCTOATENICTBA 3a CMSAHA Ha JICUCHHETO
C aHTHKOAryJaHT (BX. Touka 4.2) win xorato HOX ce npunara B 1034, HEOOXOAHMH 32
NOAABPKAHETO HA OTBOPEH LICHTPAJIECH BEHO3€EH WIH apTepHalieH KaTeThp (BXK. To4uka 4.5).

YeproapobHo 3abonspane, CBbP3aHO ¢ KOAryJIONATHA U KIIMHHYHO 3HAYMM PHCK OT KBPBEHE,
BKTIOUHTEJTHO nauueHTH ¢ uppoaa ¢ kac B u C no Child Pugh (Bx. Touka 5.2).

BpeMeHHOCT U KbpMeHe (BXK. TOUKa 4.6).
44  CpenHaJIHA DpeAynpexXAcHHE H NpeANa3HHE MEPKH upu ynoTpeba

[Ipenopruba ce IWIMHHYHO NPOC/IEAIBaHE, CHOTBETCTBAIIO Ha MPOBEXKIAHATA aHTHKOATYJIALHS
B X0Jla Ha LielTHA NEpHO HA JIeYEHHE.

Puck oT xeMoparus

KakTo ¥ ¢ Apyrd aHTHKOAry/IaHTH, MaLMEeHTHTe, KOMTO IPHEMAT pHBapokcabaH, TpsOBa na ce
HabMmonaBaT BHUMATEITHO 3a NNPU3HALH Ha KbpBeHe. [IpenopnuBa ce ynorpebara ¢ nopUieHoO
BHHMAaHHe MPH CECTOAHMA C MOBHIIIEH PHCK 38 Xemoparui. [IpunoxxeHueTo Ha pusapokcaban
TpAOBa [a ce MpeyCTAHOBH NPH MOABA HA TEXKA XeMoparHs (BHXK Touka 4.9).

B KIMHWYHHTE MPOYYBAHMA JTHTABUYHO KbpPBEHE (T.€. OT HOCA, BEHLIUTE, CTOMAIHO-YPEBHHA
TPaxT, MHKOYHO-ITOJIOBHA TPAKT BKIIOYHTEIHO A0HOPMHO BArHHAJIHO HIIM YBEIHYCHO
MEHCTPYaJHO KbPBEHE) H aHEMHA ce HabmogaBaT no-4ecTo NpH IBJIrOCPOUHO JIe
puBapokcabaH B cpasHenue ¢ eueHue ¢ ABK. [To Tasu npyuumua, B 20MbIHEHH




aCKBATHOTO KJIMHUYHO NpocieaapaHe, 1abopaToOpHO H3c/IeABaHe Ha XeMornotuHa/
XeMaTokpHuTa 61 Moriio fa 6bJe oT non3a 3a OTKPHBAHE HA OKYJITHO KbPBEHE H 34
onpenenaHe Ha KTHHHYHATA 3HAYHMOCT Ha SBHO KbPBEHE, 110 NpeLieHKa Cnopen ciyJasd,

Hskonko noarpyn nalpeHTH, ONMMCaHH NOAPOGHO Mo-A0/Ty, ¢4 ¢ NOBHILIECH PHCK OT
KbpBeHe. Te3H mauMeHTH cneAsa 1a ObaaT BHUMATEHO NpociefeHH 3a 6e/1e3d H CHMITTOMH
Ha CBBP3aHH ¢ KbPBEHE YCIOXKHEHUA Y aHEMHA Cllel HAYaIOTO Ha JIeYeHHETO (BXK. TOYKA
4.8).

[Ipu BCAKO HEM3ACHEHO MOHKKABAHE Ha XeMOrIOOMHA WIH KPBBHOTO HafAsATaHe TpAGBA Na ce
TbPCH H3TOYHHMK Ha KbPBEHE.

Brrpexu ue fiedueHUETo ¢ puBapokcabaH He U3HCKBA PYTHHHO MpoCacAspaHe Ha
€KCIIO3HLIKATA, HHBATA HA pHBApOKcabaH, w3MepeHH ¢ KATMOpHPAH TECT 3a KOJTMYECTBEHO
onpeaesisHe Ha aHTU(akTop Xa Morar Ja 6baaT none3HH B H3BBHPEAHH CHTYALMH,
KOTATO JAHHHTE 3a €KCIIO3ULIMATA Ha pHBapoKcabaH Moxe 1a MOMOrHE 3a B3€MaHe Ha
HHGOPMHPAHH KITHHUYHH PELICHHAN, HaNp. NpeJo3upaHe M CreliHa XMpyprus (BxkK. TOUKH
5.1 u5.2).

Ileouampuuna nonynayus
Hma orpaHH4eHH AaHHH MpH A€LA ¢ MO3BYHA BEHO3HA H CHHYcOoBa TpoMB03a, KOWTO HMaT
uapexms Ha LTHC (Bx. Touka 5.1). PUCKET OT xepBeHe TpaOBa 1a 6b1e BHHMATENIHO OLEHEeH

Npeny M Mo BpeMe Ha TepaluaTa ¢ puBapokcalaH.

b16peuHo yBpexnane
[Ipx BBE3pACTHH MALKEHTH ¢ TEXKO OBOpeUHO yBpeXKaaHe (KPEaTHHHHOB KIHPBHC < 30

ml/min) e BE3MOXXHO IJJa3MEHHTE HUBA Ha pUBApoKcabaH na ObAAT 3HAUHTEHO MOBHILEHH
(cpeano 1,6 meTH), KOSTO MOXKE 1a JOBEAE IO TIOBHILIEH PUCK OT KbPBEHE.

Pupapokcaban Tpabsa fa ce npuiara BHUMaTeNHO NPH MALHERTH ¢ KPEaTHHHHOB

KIHpBHC 13 - 29 ml/min. He ce npenops4sa ynorpebara npu nauMeHTH ¢ KPEaTHHHHOB
KIHpEHC < 15 ml/min (Bx. Touku 4.2 u 5.2).

Pupapokcabau Tpa6Ba 1a ce mMpHaara BHUMAaTENHO NpH naukeHTH ¢ 656peuno yBpexknaxe,
NoTyYaBally €AHOBPEMEHHO APYTH JICKAPCTBA, KOMTO INIOBHINABAT IU1a3MEHHTE
KOHLIEHTpalMH Ha puBapokcabaH (Bx. Touka 4.5).

PuBapoxcaaH He ce mpenopruBa Npy Aena H IOHOIIM ¢ YMEPEHA HIIH TEXKA CTENeH Ha
6B6pedHO yBpexkaaHe (CKOpPOCT Ha rnoMepynHa durrpaius < 50 ml/min/1,73 m?), Teit kaTo
JIATNICBAT KIIMHUYHH JaHHH.

BiauMoAeACTBHE ¢ IPYTH JIEKAPCTBEHH NMPOIYKTH
He ce npenoprusa ynorpebara Ha pusapokcabaH Mpu MaLMEHTH, KOWTO MOAy4aBaT

€AHOBPEMEHHO CHCTEMHO JIeUSHHE ¢ A30/I0BH AHTHMHMKOTHLIHA (KATO KETOKOHA30J,
HTPAKOHA30J1, BOPUKOHA30/ M nocakoHas3on) win HIV-nporeassn HHxuGuTopy (Harp.
pPUTOHaBHP). Te3n aKTHBHH BellieCTBA ca MOLIHK UHXUOUTOPH Ha CYP3 A4 M Ha P-gp 1 no
Ta3H MPHYHHA MOraT 1a MOBUINAT [UTa3MEHATa KOHLEHTPALIHA Ha pyUBapoKkcaban o
KJIHHHYHO 3HAYUMO HUBO (CpeaHo 2,6 ITbTH), KOETO MOXKE Aa JAOBEAE A0 MOBUIIEH PHCK OT
KbpBeHe. JIuncaar KIMHWYHY JaHHM MPH [eLia, MOTyYaBalil CHITBTCTBAL0 CUCTEMHO
JIeYeHHe ChC CHIHM HHXHOHTOPH, KakTo Ha CYP 3A4, taka u Ha P-gp (Bxk. Touka 4.5).

HeobxoauMo € BHUMaHME NpH NAIMEHTH, KOUTO €AHOBPEMEHHO €A HA IEYEHHE C
NeKapcTBEHM ITPOLYKTH, KOHTO TIOBJIMABAT XEMOCTA3aTa, KATO HECTEPOMAHM




npoTHBOBL3nanuTeNHU cpeacTsa (HCIIBC), aueTuncamuipiiona KUCETNHA U HHXUOMTOPH Ha
TpoMOOLIMTHATA arperaums WIK CEIEKTUBHH MHXHMOUTOPH Ha 00paTHOTO 3aXBallaHe Ha
cepotoHHHa (SSRI) ¥ HHXUOHTOPH Ha OOPaTHOTO 3aXBallaHE HA CEPOTOHUHA H
HopenuHedprna (SNRI). ITpu naimenTHTe © pHCK 3a YNIEPO3HO CTOMALTHO-YPEBHO
3a00/1ABaHE MOXKE /18 C€ MOMHCITH 38 NOAXO0AAIO MPOPHIAKTUYHO JleueHHe (BXK. TouKa 4.5).

ﬂg!!ﬁ PHCKOBH QBKTOQH 38 KBPBCHC

Kaxro ¥ ¢ Apyrn aHTUTPOMOOTHHHH CpPEICTBa, pUuBapokcabaH He ce MpenopsYBa 1pH
MAalHEHTH C MMOBUIIEH PHCK OT KbPBEHE, KATO:

. BPOAECHHM MM NMPHACOUTH HAPYIIEHHSA B KPHBOCHCHPBAHETO
. HEKOHTPOJIMPaHa TeKKa apTepHaTHa XHTICPTOHHA
. ApPYTO CTOMAIIHO-YPEBHO 3abonaBaHe 0e3 aKTHBHO pa3i3BiBaHe, KOETO

MOTEHLIHATHO MOXE /1a JIOBEIE AC YCJIIOXKHEHHS ¢ KbPBCHE (HAMp. BB3NATHTE/IHO
3abonsaBaHe Ha YepeaTa, €30QaruT, raCTpHT M ractpo-e3odareanta peduykcHa
Honect)

ChJIOBA PETHHOTIATHA

OpoHxHeKTa3HH WM aHaMHe3a 3a KbPBEHE B Oesms apob

[TaumenTy ¢ pakoBo 3a6onaBaHe

[TauueHTHTE ChC 3TOKaUECTBEHO 3a00NIBaHE MOXKE EAHOBPEMEHHO 1A Ca W3NIOMEHH H Ha I10-
BHCOK PHCK OT KbpPBEHE M TpoM6b03a. UHauBHayanHaTa nonsa oT aHTHTPOMOOTHYHOTO JICUEHHE
TpsAOBA J1a Ce NpeLIeHH CpAMO PHCKa OT KbpBeHe MpPH NALKEHRTH C aKTHBHO PaKkoBo 3afoniapaHe
B 3aBMCHUMOCT OT JIOKALIMATA Ha TYMOPA, AHTHHEOIUIACTHYHATA Tepanus M CTA/UA Ha
3abonaBaneto. TYMOpHTE, pa3noOXKeH! B CTOMAIHO-YPEBHUA HIIH MHKOYHO-IIOIOBHA TPaKT,
ca CBBP3aHH C MOBHLUCH PHCK OT KbPBEHE 10 BpeMe Ha TepanuaTa ¢ puBapokcabaH.

Ilpy nauMeHTH ChC VTOKAYECTBEHH HOBOOOpA3yBaHHA ¢ BUCOK PHCK OT KbpPBEHE, ynoTpedara Ha
puBapokcabaH e NpoTHBOIOKa3aHa (BX. Touka 4.3).

ITalgeHTH C KIanH| OTPOTE3un

Pusapokcaban He Tps6GBa Aa ce u3mon3sa 3a TpoMOonpodIUIakTHKA NPH MAIHEHTH, KOHTO
HacKopo ca MpeMHHA/IM TPaHCKaTeThpHa CMAHA Ha aopTHarta kiana (TAVR). besoracHocTTa
H e(pMKACHOCTTA Ha puBapokcadaH He ca MPOY4€HH TIPH NMALMEHTH ChC ChPACYHO KJIAITHO
npore3upade. CreqoBaTeNHO HAMA AaHHHU B NOAKpPENa Ha CXBAIIAHETO, Ye puBapokcabal
OCUTYpABa aJCcKBaTHA AHTUKOAryJIaI[UA B Ta3H NOMyJIauMA nauHeHTH. JleueHHeTo ¢
pHBapokcabaH He ce NMpernopbYBa MPH TE3M NMaLHEeHTH.

INarvenTH ¢ arrudochonunuaeH ¢ M

HupexTHo aeicTBalm nepopaiid aHTHkoarynanTd (DOACSs), BnounTenHo puBapokcabaH, He
Ce MpenopLYBaT NPH MALMEHTH ¢ aHAMHe3a 3a TpoMO03a, KOUTO ¢a JUarHOCTHLIMPAHH C
anTHGochonunuaeH cuaApoM. [lo-cnermanyo npu TPOHHOMOIUTURHYN NALMEHTH (32 JIYTIYCeH
8HTHKOAryJ1aHT, AHTUKAPAHOJIHITMHOBH aHTHTENA U aHTUTENA cpery OeTa-2-raukonpoTenH I),
neyerueTo ¢ DOACs moxe na Obae cBbp3aHO ¢ MOBHIIEHA YECTOTA HA MOBTAPALLH Ce
TPOMOOTHUYHH CHLOHTHS B CPABHEHHE C TEPANMATA ¢ AHTATOHKCT Ha BUTAMHH K.

IlanMeHTH ¢ HEKNAMHO NpeAChPAHO MbXJeHe, kouTo momiexaT Ha [TKH ¢ nocTraBsHe HA CTEHT

Hanuuxu ca KTHHHYHH JaHHW, TIOJyY€HH OT HHTEPBEHLMOHAIHO MPOYYBAHE, ¢ OCHOBHA LIEJ
H3cleBaHe Ha 6€30MacCHOCTTA NPH NALIMEHTH ¢ HEKJIATHO NPEACHPAHO MBXKJ/ICHE, KOHTO ¢a




aHaMHe3a 3a HHCYT/TIMAIL.

XeMOqUHAMHYHO HecTaOuwinK nauveHTs ¢ BE WM NaliMeHTH, KOKTO Ce HYXKAAAT OT

TpoMbonmsa win SenogpobHa emdonexromus
PuBapoxcabaH He ce npenopbUBa KATO ATTepHATHBA Ha HepaKIIMOHHpPAHUA XeTIapHH Npu

nauHeHTH ¢ 6emogpodeH eMOOAH3BM, KOHTO ca XEMOAHHAMHMMHO HECTAOH/THH M/TH HA KOMTO
MO2Ke Ja ce HanpaBi TpoMOonu3a wiu 6enoapobHa emOonekToMus, Thit kaTo He30nacHoOCTTA
H e(pHKACHOCTTA Ha pHBapoKcadaH He ca YCTAHOBEHH MPH Te3H KIMHWYHH CHTYalIHH.

CoMHaANTHA/e MUY PATHA AHECTE3NA WM ITyHKLIHMA
Korato ce H3MoJi3Ba HEBPOAKCHAJIHA AHECTE3MA (CITMHATHA/eNMUAYPATHA AHECTE3KHA) MITH

CITHHAJIHA/CMUAYPaIHa IMyHKLHA, TALMEHTHTE, TPETHPAHH ¢ AHTHTPOMOOTHYHM CpeCTBa 3a
npeBeHLMA Ha TpoMO0eMOOIMYHHE YCIIOKHEHHA, ¢a MOJIOXKEHH Ha PUCK OT NOABa Ha
eNUIypaieH Wid CIIMHANICH XEMAaTOM, KOWTO MOXe a AOBEAE OO0 ALIrOCpoOvHA WM TpakiHa
napanuza. To3H pUCK MOXKe fla C€ MOBHILH OT NOCTONEepaTHBHATA ynioTpefa Ha BbBEXKAALN
eMHIYypaneH KaTeThp WiIH eTHOBpeMeHHaTa yroTpeba Ha IeKApCTBEHH MIPOAYKTH,
NMOB/IMABALIM XeMOCTa3aTa. PHCKBT MOXe a Ce MOBHIIM CHLIO TAKA ¥ OT TPaBMATHYHA HWIH
MHOTOKpaTHA CIHAYPANHA WIIH CHHHATHA MYHKIHA. PUCKBT MOXKe Z1a ¢€ MOBHIIH ChINO TaKa
H OT TPABMATHYHA WIH MHOIOKPAaTHA eNUAYPAIHa WIH CIIMHAJIHA ITyHKLHA. [laumeHTHTe
TpAOBa decTo na 6baaT npocneasBaHH 3a MPH3HALM H CHMITTOMH Ha HEBPOJIOTHYHO
yBpexXaaHe (Halp. H3TPbNBaHe WIH c1abocT B Kpakara, JHCKOMQOpPT B YepraTa WiH
MHKOYHHUA MeXyp). AKO ObJie KOHCTATHPaH HEBPOAOrMueH ae¢ULMT, ca HeOOXOAMMH CIIEIUHO
OUarHOCTULIMpaHe u neueHHe. IIpean HeBpoaKCHAIHA HHTEPBEHLIMA, JIEKApAT TpAOBa aa
NpeLeHH ChOTHOLICHHETO MEXKAY MOTCHLMAIHATA MOJI3a H PHUCKA MpH MallHEeHTH Ha
AHTHKOATYJIAaHTHA TEpanui HiIH NallHeHTH, KOHTO 1e 6bAaT NOAN0XKEeHH Ha AHTUKOAlyJIAHTHA
Tepamnus, 3a TpomOonpo¢unaxruka. Hama xnuHuyeH onur ¢ ynorpebara Ha 20 mg
pMBapokcabaH B Te3H CHTYaLIMM.

3a HaMaABaHe Ha MIOTEHLIMATHHS PUCK OT KbPBEHE, CBBP3aHO ¢ €AHOBPEMEHROTO MpHiIaraHe
Ha pHBapokcabaH H HeBpoakcHalHa (eNMHAyPATHA/CITMHATHA) aHECTE3NA WIH CITHHAHA
IMYHKLA, TpaOBa aa ce uMa npeAsu GhapMakOKMHETHYHIA NMpoduI Ha puBapokcadaH.
[TocTaBAHETO MJIH IPEMAXBAHETO HA CMUAYPAICH KATETHP WIH JTyMOATHA MyHKIJHA Ce
H3BBpLIBA Hal-n00pe, KOraTo aHTHKOAryJIaHTHHA e()eKT Ha puBapokcabaH ce OUeHABA KaTo
HHCLK. BBIpeku ToBa, TOMHOTO BpeMe 3a NOCTHFaHeHe Ha JOCTATHYHO HHUCHK
AHTHKOAryJIaHTeH €(eKT 34 BCeKH MALIMEHT He € H3BECTHO H TpAbera aa 6Bae npeueHeHo
COpPAMO CTIEMIHOCTTa HA JHArHOCTHYHATA NMPOLIEAYPA..

3a OTCTpaHABAHETO HA CMMAYPATTHHA KATEThP H Bb3 OCHOBA Ha oOmure hapMakOKHHETHYHH
Xa8pAKTEPHCTHKH, MTOHE 2X MOIY>KHBOTA, T.€. Hali-Manko 18 yaca npu Mnaau BE3pacTHH
NALMEHTH WM 26 yaca NpU NalHEeHTH B CTap4YecKa B3pact, Tpa0Ba Aa ca MMHAJH Clie]
NOC/ACAHOTO NPHIICKEHUE Ha puBapokcabaH (BXK. Touka 5.2). Cnen oTCTpaHABaHETO Ha
KaTeTspa, TpEOBa 1a U3MHUHAT Hail-Mallko 6 Jaca npeau NpWIoKEeHHe Ha CJieBalnara 103a
pHBapokcadaH.

IIpy nosBa Ha TpaBMATHYHA NYHKLMA, ITPUIOKEHHETO Ha puBapokcaban Tpadra ga 6vae
OTJIOKEHO ¢ 24 yaca. JIuncBar JaHHH OTHOCHO NMOAXOAALIOTO BPEME 3a NOCTABAHE WITH
OTCTpaHABAaHE HA HEBPOAKCHANIEH KATEThP MpH Ziela, JOKATO Ca Ha JICUCHHE ¢ puBapokcaban.
B TaxuBa CTyuyau, NpeycTEHOBETE NMPHIIOKCHHETO HA puBapokcabaH K oOMHCIeTe
NMPHIIOKEHHE Ha KpaTKoAeHCTBalll NapeHTEPaleH AaHTHKOAryJIaHT.




[IpermopbkH 3a JO3MPAHETO MPEAM Y Cie] MHBASUBHY NPOUEAYPH WIH XHPYPIUYHH
MHTEPBEHIIHH

AKO ce Hanara [poBeXJaHe Ha HHBa3HBHA MPOLIEAYPa N XHPYPri4yHa HHTEPBEHLHA,
puBapokcabaun 20 mg TpabBa na 6pae cnpAH No BB3MOXKHOCT NoHe 24 Yaca npeaH
HHTEPBEHLMATA M Bh3 OCHOBA H2 KIMHWYHATA NPELICHKA HA JIEKYBaMMS JIEKap.

Ako npoueaypara He MOxe na 6bJe OTNoXKeHa, TpAOBa Ja ce NpeleHH NOBHIICHUST PHCK
OT KBPBEHE CIIPAMO CMEIIHOCTTA HA MHTEPBEHIMATA.

IIpueMtT Ha puBapokcabaH Tpa6Ba ga ce Bb30OHOBH BB3MOXKHO HaH-CKOpPO ClIEA
HMHBa3HBHATA MIPOLICAYPA HIIH XUPYPrHYHATE HHTEPBEHIIMA, AKO KIMHUYHATA CHTYALMA
NO3BOJIABA M € OCTHIHATa a/ICKBATHA XEMOCTAa3a, KAKTO € ONpelieNieHO OT JICKYBAIHA JIeKap
(BX. TOuka 5.2).

Ilomynaimsg B crap4ecka Bb3pacT
C yBeM4aBaHeTO Ha BB3PACTTa MOXKE 1A C€ YBEJIHYM PUCKBT OT XeMoparus (Bxk. Touka 5.2).

JepMaTONIOrHYHH PEaKLIHH
[lo BpeMe Ha NOCTMAPKETHHIOBO HaOIIOACHHE BLB BPB3Ka ¢ ynorpebara Ha pHBapokcabaH ce

cpoOllaBa 3a CEpPHO3HH KOXXHH peakLlMH, BKIIOYUTETHO CHHIAPOM Ha Stevens-Johnson/Toxcuuna
ermmuaepManHa Hekpomusa 1 DRESS cunapom (Bxk. Touka 4.8). Usrnexna, de nauMeHTHTE ca
M3JI0JKeHH Ha Hal-rojisiM PHCK OT TE3H pEaKUWH B HA4YaJI0TO Ha TCPAITHATA: B MIOBEYETO CIIyUYaH
HAYaJIOTO Ha peakuysATa ¢¢ MposABABa Mpe3 TbPBHUTE CEAMHIIM OT JieueHueTo. PuBapokcaban
TpabBa Ja ce NpeycTaHOBHM NMPH IThPBA MOABA HA TEXBK KOXEH 0OPUB (HaIp. pasnmpocTpaHaBall
Ce, HHTEH3HBEH W/WIH CBBP3aH ¢ obpasyBaHe Ha MEXYPH) WIIH JPYT MPH3HAK Ha
CBPBXYYBCTBUTE/THOCT, CBBP3aH C JIE3UHU Ha JIMTaBHIIATA.

Hudopm 38 MOMO BELIeCTBA

Pynarutakc cpabpaka nakrosa. [laumveHnTH ¢ pexy HacneaCTBeHH MpoOIeMH Ha
rajlakTo3Ha HENOHOCHMOCT, 0011 JIaKTaseH AepHLMT WITH ITIOKO30-TalaKTo3Ha
mManabcopOLms He TpAOBa A MpHEMAT TO3K NEKAPCTBEH MPOIYKT.

Pynannakc cpappxa cbheeT Xbiiro FCF anymunues nak (E110). Tosa noMolHo BelecTBO
MOXe Jia [PEAM3BHKA allepruuHH PeaKi[HH.

PyHannakc cbaepaa no-Manko or 1 mmol Hapuii (23 mg) B enna ¢unMHpana TabeTka, KOETo
03HauyaBa, Ye MO ChIIECTBO HE ChbABPXKA HATPHIA.

4.5  BsanmopeiicTBHe ¢ APYTH JieKapCTBeHH NPOAYKTH H ApYrA opMH HA
B3aHMOACHCTBRE

OO6xBaTET Ha B3aUMOACHCTBUATA NIPH MeAMATPHYHATA [IOITYJIAlIMA HE € W3BECTEH.
HOTYynocoYeHUTe JaHHH 3a B3aMMOACHCTBUATA, TOJTYYEHH ITPH BB3PACTHH, U
NpeRyNpexXACHUATA B TO4KA 4.4 TpsAOBa na ce HMAT MpeaBHA NPH NEAUATPHUYHATA
IOy IaLHA.

Huxuburopu Ha CYP3A4 u P-gp
ENHOBpEMEHHOTO NMPHIIOKEHHE Ha pUBapokcabaH U keTroKoHa30j1 (400 mg BeAHDK JHEBHO)
Wiy puroxasup (600 mg nea mbTH AHEBHO) BOAM A0 2,6 MbTH / 2,5 MBTH NMO-BUCOKA CPeAHa
AUC na pusapoxcabau 1 1,7 meTH / 1,6 mbri no-Bucoka cpeHa Cmax Ha puBapokcabaH
3HAYMTETHO NOBUINIABAHE HA (PapMaKOIMHAMHYHHTE €(EKTH, KOETO MOXE J1a AOBEAC




NOBMIHEH PHCK OT KbpBeHe. [1o Ta3sn npuynHa He ce npenopr4Ba ynorpedara Ha
pHuBapokcabaH NpH MALUHUEHTH, KOUTO MOIY4YaBaT ¢AHOBPEMEHHO CHCTEMHO JISUCHHE C
a30JI0BH aHTUMHKOTHULIM KATO KETOKOHA30J1, HTPAKOHA30J1, BOPUKOHA30/ H NOCAKOHA30J MU
¢ HIV-nporeasny HEXUOHTOpH. Te3n aKTHBHH BEIIECTBA ¢ MOIMHH HHXHOUTOPH Ha
CYP3A4 u P-gp (Bx. TOuKka 4.4).

OvakBa ce aKTMBHH BELLUECTRA, KOUTO CHIIHO HHXMOUpAT CaMO €IUH OT ITbTULIATA Ha
enuMHHEpaHe Ha pusapokcabaH (CYP3A4 wiu P-gp) na nopuuaT B No-Malika CTENCH
nnasMeHHTe KOHLICHTPAaLMHK Ha puBapokcaban, Hanpumep, knapurpomutivH (500 mg npa
ITbTH JHEBHO), KOHTO ce nmpHeMa 3a ciuieH HHXHuOHTop Ha CYP3 A4 u ymepen naxuburop Ha
P-gp, Boau no nosumaeaHe Ha cpeaHata AUC Ha puBapokcabaH ¢ 1,5 i ¥ Ha Coux — € 1,4
ITbTH. B3auMoaeficTBUETO ¢ KNApUTPOMHLIMH Hal-BEPOATHO HE € KIMHMYHO 3HAYMMO IPH
MOBEYETO MALIHEHTH, HO MOXKE 1a ObJe MOTEHLHATHO 3HAYMMO NPH BHCOKO-PHCKOBU
naLMeHTH. (3a naupeHTH ¢ Op0pedHO yBpeXxXaaHe: BX. TOuka 4.4),

EpurpomMuimH (500 mg Tpu nbTH AHEBHO), Ko#iTO HHXHOHpa yMepeHo CYP3A4 u P-gp, oau
no 1,3 mpTH nopuineHue Ha cpeaHata AUC n Cmax Ha pusapoxcaban. Bzaumonelicteuero ¢
EpUTPOMHLIME HaH-BEPOATHO HE € KIMHHYHO 3HAYHMO NpH NMOBEYETO MALMEHTH, HO MOXKE Aa
6'b1¢ MOTEHI[HATHO 3HAYHUMO MPH BHCOKO-PHCKOBH TNauMeHTH. [1pH sHua ¢ reko 666pedHo
yBpexaaHe epurpoMuLIME (500 mg Tpu TsTH OHEBHO) BoAHU 0o 1,8-KpaTHO NOBUIIABAHE HA
cpeaHata AUC 3a puBapokcabaH ¥ 1,6 metH nosuniende Ha Cmax B cpaBHEHHE ¢ HHAHBUAH
c HopMasiHa 6p0pedHa PyHkuus. Ilpu nHula ¢ yMepeHo OB0pedHO yBpexaaHe epHTPOMHLIMH €
noeen a0 2,0 mety nosuieHHe Ha cpeaHata AUC Ha puBapokcadaH U 1,6 IMbTH NOBUILIEHUE
Ha Cmax B cpaBHEHME ¢ MHOWBUAH ¢ HopMainHa 6p0peuHa dyHkipia. EQexTsT Ha
E€PUTPOMMIIMH € 8AUTHBEH KbM TO3H Ha O50peuHOTO YBpexkaaHe (BXK. TOUKA 4.4).

daykoraszon (400 mg BeAHBK JHEBHO), KOATO ce CMATA 38 YMEPEH HHXHOHTOD Ha
CYP3A4, soau 1o nopumasane ¢ 1,4 metu Ha cpeanara AUC Ha puBapokcaban 1 1,3
ITbTH Ha cpenHaTa Cnax. B3auMoaelicTeneTo ¢ durykoHa3on Hal-BepOATHO HE € KIMHHYHO
3HAYHMO TPH MOBEUETO MalMEHTH, HO MOXKe Z1a 6BA€ NMOTEeHLHAIHO 3HAYMMO MPH BECOKO-
PMCKOBH MaUMEHTH. (3a nauueHTH ¢ OB0peuHo yBpexaaHe: BIK Touka 4.4).

Kato ce UMaT rnmpeasHa OrpaHMYCHUTE KIMHHYHU JaHHU ¢ APOHBEAAPOH, € AHOBPEMEHHOTO
IpUIOXKEeHHe ¢ puBapoKcabaH TpaOBa ga ce u3dsArea.

AHTHKOAI'YJIAHTH
Cnen koMOMHHpPaHO NpUIOXKEHKE Ha eHOKcanapuH (eqHOKpaTHa A03a oT 40 mg) u

puBapokcabaH (eaHokpaTHa J03a oT 10 mg) e HabmoxaBaH aAUTHBEH €(EKT BbPXY
aAKTHBHOCTTA Ha aHTH(akTOop Xa, 6€3 HUKAKBH JOITBJIHUTEIHH €(DeKTH 10 OTHOIIEHHE Ha
xoarynaiuoHHuTe Tecrose (PT, aPTT). EHokcanapuH He € NoRnuAl ¢apMakOKMHETHKATA
Ha puBapokcabaHn.

[Topany MOBHIIEHHA PHCK OT KbPBEHE € HeOOX0OAMMO BHMMAHHE NPH [IaUHEHTH, KOUTO ca
H& COJHOBPEMEHHO JICUEHHE ¢ APYTH aHTHUKOATYIAHTH (BXK. TOUYKH 4.3 u 4.4).

HCTIBC/uuxuburopy Ha TpoMOOLMTHATA arperaimys
He e HabaroaaBaHO KIHHHYHO 3HAYHMO YIB/DKABAHE HA BPEMETO Ha KbPBEHE Ce]

¢JHOBPEMEHHO NpWigkeHHe Ha puBapokcabad (15 mg) u 500 mg HanpokceH. Bxnpeku Topa
€ BB3MOXHO J1a HMa NaLKEHTH ¢ No-U3pazeH ¢papmMakoAMHAMMUYEH OTTOBOP.




He ca HabmonaBaHu KMTHHHYHO 3HAYUMH HapMaKOKHHETHYHH WIH (hapMaKoJUHAMMYHH
B3aHMOJEHCTBHSA ITPH €AHOBPEMEHHO NMPHIOXKEHHE Ha puBapokcabaH U 500 mg
ALIETWICATHLIWIOBA KUCEJIHHA.

Knomunrorpen (300 mg HadanHa a03a, nocneapaHa ot 75 mg NOAXBPXKalla [03a) He €
nokasaj ¢apMaKOKMHETHYHO B3aMMOAeHcTBHe ¢ pHBapokcaban (15 mg), Ho €
HaOMOJaBAHO 3HAYMMO YIBDKABAHE Ha BPEMETO HA KLPBEHE NPH €HA NOArpyna
NalMeHTH, KOETO HE € KOPENUpalo ¢ arperauMara Ha TpoMOoLIMTHTE, HUBATA Ha P-
cenekTvH WM GPIIb/Ila peuenrropure.

HeobxoauMo e BHUMaHHE NPHU MALIMEHTH, KOHTO €HOBpPeMEHHO ca iekysanu ¢ HCTIBC
(BKTIOUMTETHO AUCTIWICATHLIUIOBA KHCEIHHA) H HHEXHOMTOpH Ha TPOMOOLIMTHATA
arperaius, NOoHekKe Te3H JIEKAPCTBCHH NMPOAYKTH OOHKHOBEHO IOBHINIABAT PHCKA OT
KbpBeHe (BXK. TOUKa 4.4).

SSRI/SNRI

KakTo rnpH Apyrd aHTMKOAaryJaHTH MOXKe Ja CHUIECTBYBa Bb3MOXKHOCT MALMEHTHTE A ¢a C
NOBHLIEH PHCK OT KbpBEHE B CITy4ai Ha ceirbreTBaiia ynorpeda ¢be SSRI wm SNRI nopanu
edexTa UM BBPXY TpoMOOLMTHTE, 32 KOWTO ¢e choOinara. IIpu ceireTeTBaIna ynotpeta B
KJIHHHYHATA NporpaMa ¢ pHeapoxcadaH, BbB BCHYKH I'PYTIH Ha JieueHHe ce HaboaaBa YHCIIeHO
MO-BHCOKA YECTOTA Ha F'ONAM HJIH HEr'o/IAM KIIMHH4YHO 3HAYMM KPBBOHW3JIMB.

Bapdapun

[IpemuHaBaHeTo OT j1eyeHuMe ¢ aHTaroHucra Ha ButaMuH K Bapdapun (INR 2,0 no 3,0) xpM
nedeHHe ¢ puBapokcaban (20 mg) wnn ot pusapokcaban (20 mg) keM Bapdapun (INR 2,0 o
3,0) nopuiuasa croTHOLIeHHETO MpoTpomOuHOBO BpeMe/INR (Neoplastin) moeeue or
aIUTHBHO (BBE3MOXHO € Ja ce Habmoaasat oraenHu croitHocT Ha INR no 12), aokaro
edextuTe no otHomeHue Ha aPTT, nHxuOHpaHeTo Ha aKTHBHOCTTa Ha ¢akrop Xa u
NMOTEHIHANA Ha €HAOTeHHUA TPOMOMH ¢a aIMTHBHH.

[Ipn xenaHMe Aa ce uicaeaBar gapmakogHHaMUYHHUTE €(EKTH Ha puBapokcabaH B mepuoja
HAa CMAHATA Ha TepalMaTa MOTaT Ja ¢€ H3NOI3BAT NOKA3ATE)IH KATO aKTMBHOCT Ha aHTH-
¢axrop Xa, PICT u Heptest, moHexke Te3u TecToBe He ce nmoBauABar oT BapdapuH. Ha
YEeTBBLPTHR [E€H clie] NocneAHaTa 103a BapdapuH, BCHYIKH nokasatenu (k. PT, aPTT,
HHxuOUpaHe Ha akTHBHOCTTaA Ha dakTop Xa u ETP) oTpa3aBaT eAUMHCTBEHO edeKTa Ha
pHBapoxcadaH.

IIpw ;kenaHue ga ce uacnenpar papmMakogMHaMHuHKHTE edekTH Ha BapdapuH B nepuoaa

Ha CMAHA Ha TepanmMaTa MOXe Ja ce u3non3sa usMepeaHeTo Ha INR npu Ctrough Ha
pusapokcabaH (24 4aca cieq MpeaxXoaHHs NMpHEM Ha pHBapokcabaH), Thi KaTo TO3H

MOKa3aTes ce NMOBIUABA B MHHUMAJTHA CTENeH OT pUBapokcabaH B Ta3su BPEMEBa TOYKA.
He e HabmoznaBaHo papMakKOKHMHETHYHO B3aUMOACHCTBHE MEXIY BapdapuH H puBapokcabaH.

Huaykropu sa CYP3A4

EnHopeMeHHOTO NpiiiokeHHe Ha puBapoxcabaH v MOILIHHA HHAYKTOp Ha CYP3A4
prdamMHuMH BOAH A0 okono 50% noHipkapane Ha cpeaHaTta AUC 3a pusapokcaban, ¢
YCIOpEIHO HaMalIgBaHe Ha (papMakoAHHaAMH4HNTE My ¢dekTH. EnHoBpemMeHHaTa ynorpeba Ha
puBapokcabaH ¢ Apyrd MOIHH HHAYKTOpK Ha CYP3 A4 (nanp. deHHTOHH, KapOamasenuH,
deHobapbuTan WM KuaT KaHTapMoH (Hypericum perforatum)) ChILO MOXE Aa JOBEIE A0
HaMaJeHH TUTa3MEHH KOHLECHTpaliMM Ha puBapokcabaH. 3aToBa TpaOsa na ce n3barea
€JHOBPEMEHHOTO NpUJlaraHe Ha MOLHU UHAYKTOPU Ha CYP3 A4, OCBEH aKo NAaLIMEHTHT HE Ce
clieiM BHUMATENIHO 3a Oene3u H cuMImoMy Ha TpomGo3a.




ChRITETCTBAIIIHA TCPAITHH

He ca HabmoaaBaHy KITHHHYHO 3HAYMMH (papMaKOKHHETHYHH WIH dapMaKkoaMHAMHYHHA
B3aMMOACHCTBHUA MPH €IHOBPEMEHHO NMPHIOKEHKE HA puBapokcaban u Muaasonam (cybeTpar
Ha CYP3A4), nurokcuH (cybcTpar Ha P-gp), atopBactatas (cybctpar Ha CYP3A4 u P-gp)
WIH oMenpazon (MHXUOUTOP Ha npoToHHara noMna). PuBapoxcaban HuTO HHXHOMpA, HUTO
HHIYLIMPA HAKOA OT OCHOBHHUTE H30gopmu HA CYP, Hanpumep CYP3A4.

JIaGopaTopHy noxazareny
Koarynaunonnure napaMerpu (Hanp. PT, aPTT, HepTest) ce nosnuapat cnopen

OMAKBAHMATA C Orjie] Ha MEXaHW3Ma Ha JelicTBHe Ha puBapokcabaH (Bx. Touka 5.1).
4.6 DepTaaHTeT, OPEeMEHHOCT H KhpMEHE

bpeMeHHOCT

be3zonacHocTTa M eQUKACHOCTTA HAa pHBapoKcabaH nmpu OpeMeHHH XKEHH HE ¢a YCTAHOBEHH.
[IpoyuBaHusTa MPH )KMBOTHH TMOKA3BAT PEMPOAYKTHBHA TOKCHYHOCT (BXK. TO4Ka 5.3).

[Topaau noTeHIMaNHATA PENIPOAYKTHBHA TOKCHYHOCT, TPHUCHIIMA PHCK OT KHPBEHE U

NaHHHWTE, NOKA3BalIH, Ye pHBapokcalaH npeMuHaBa npe3 MaueHTaTa, pHBapokcaban e
MPOTHUBOMNOKA3aH N0 BpeMe Ha OpeMeHHOCT (BK. TOUKa 4.3).

XeHuTe ¢ AeTepoaeH noTeHuMan Tpabea na u3barsar ga 3a0peMeHABAT 110 BpeEMe Ha JIEYeHHETO
c puBapokcadaH.

Kspmene

BezonacHocTTa H eHKACHOCTTa Ha puBapoKcabaH MpH KbpMEIlH JKeHH HE ca YCTAHOBEHH.
[TpoyuBaHHATA NPpU )KUBOTHU MOKA3BAT, Y€ pUBapokcabaH ce cexperupa B Myiakoto, 1o Tazu
nMpyYHMHaA puBapokcabaH e MpoTHBOMNOKa3aH B epHoja Ha KbpMeHe (BXK. Touka 4.3). Tpabea
A4 ce B3eEMe pelICHHE Nalk Ja ¢ MPEyCTAHOBH KHPMEHETO HIIM Aa C€ MPeyCTAHOBH/ 1A He Ce
IIPWIOAKU TEPAIIHATA.

QepTHIHTET

He ca nmpoBexxaaHH KOHKPETHH NMPOY4YBaHUA ¢ pHBapokcabaH NpH Xopa 3a OLICHKA Ha
eQeKTUTE NO OTHOMEHME Ha pepTruTeTa. IIpH eAHO NpoyuBaHe MO OTHOUICHHE HA
depTIIHUTETA ITPH MBXKKH H XKEHCKH IUTEXOBE He ca HabmronasanM edektH (BXK. ToUuka 5.3).

4.7 E¢exTn BLpPXY cnocobHOCTTA 32 ModHpaHe H paboTa ¢ MAIMAHH

PusapokcabaH nopiusea B MaJIKa CTeleH CriocobHocTTa 3a 1odupaHe u paboTa ¢ MallIHHM.
Hma cpobinenns 3a HeXXelnaHH peakiMM, KATO CHHKON (YecTOTa: HEMECTH) H 3aMasHOCT
(uecroTa: yecTH) (BXK. TOUka 4.8).

ITaimeHTUTE, MIPU KOHTO CE pa3BUAT TE3U HEXENAHU peaKiMM, He TpabBa na modupaT WK
paboTAT C MallIMHH.

4.8 HexensBe JIEKAPCTBEHH PEAKIHA

PesroMe Ha rpogmna Ha $e30MmacHOCT

bezonacHocTra Ha puBapokcadbaH € npoydeHa B TPHHAAECET OCHOBHH nmpoyusaHus ¢asa III (Bx.
Tabnuua 1).

O6mo 69 608 BB3pacTHH NALMEHTH B JeBeTHaAeceT NMpoyusaHus ¢asa Il u 488 neauaTpuanu




naiMeHTH B ABe npoy4saHus ¢a3a [ u ase npoyusanus ¢asa IlI ca ¢ excno3uums Ha

puBapokcabaH.

Tabanna 1: Bpoii npoyuens nanaeATH, 00Ia JHEBHA 4032 H MAKCHMAJIHA
DPOSL/DKETE/IHOCT HA JIeUeHHETO IPH BE3PACTHH H NeAHATPHYHE NANHECHTH

npoyusanus ¢gaia Il

IHoka3zanue Bpoii O0ma 1HeBHA MakcEMATHA
NagHeHTH* | mo3a IPOXBJDKETEIHOCT
HA JIe9EeHHETO
[IpodpunakTHKa Ha BEHO3EH 6097 10 mg 39 nHu
tpoMboembom3rm (BTE) npu
Bb3PACTHH NALIMEHTH,
MOIOKEHH HA IUTAHOBO
TOTATHO CTABHO IPOTE3NPaHe
Ha Tazo0eapeHaTa WIH Ha
KOJIAHHATA CTaBa
[Tpo¢unaxruxa Ha BTE mpu 3997 10 mg 39 nHH
HEXHPYPruuHH MalMeHTH
Jleuenue Ha TBI60KA 6790 NMen1-21:30mg | 21 mecena
BeHO3Ha Tpombo3a (ABT), Hen 22 u cnen
6enoapobHa embonus (bE) toBa: 20 mg
M IpodHIAKTHKA Ha ICnen Haii-Manko 6
peLMIUBH Mecela: 10 mg wim
20 mg
eyeHue Ha BTE u 329 fosa, xopurupaHa |12 meceua
drnakTHKa Ha peLIMAWBH Ha NopeA, TENECHOTO
BTE npu HOBOpOAEHM Ha TErJ10, 3a IOCTHIaHe
TEPMHMHA H AcLiA Ha BB3PACT 110/ Ha eKCTO3HLHMA KaTo
18 rogunu ciex 3ano4BaHe Ha Ta3y, HabmojaBaHa
ICTAHAAPTHO AHTHKOATYJIAHTHO TpH BBh3PACTHH,
TEYCHHE. nexyBanu 3a JIBT ¢
20 mg puBapokcabaH
€AMH ITET JHEBHO
[TpopunakTHKa H& HHCYJIT H 7750 20 mg 41 Mecena
CHCTEMEH eMOOMTH3BEM NpH
MALMEHTH ¢ HEKJ/IAITHO
NPeACHPAHO MBXKICHE




Ipodunakrrka Ha 10 225 5 mgwm 10 mg 31 mecena
aTepoTpOMOOTHYHH cHOUTHA CHOTBETHO,

npu nauueHTH cieg OKC MPHIOKEHH
€IHOBPEMEHHO C
ACK unu ¢ ACK
ILTIOC
KTOIMMHUAOTPen Wiu
TUKITOTIMAMH

IIpodunakruka Ha 18 244 5 mg npunokeHH 47 mecena
aTepoTpoMOOTHHHH CHOHTHA saeaHO ¢ ACK
npH naumeHT ¢ CAD/PAD wik 10 mg
CaMOCTOSATENHO

3 256%* S mg, NpwIokeHH {2 Mecela

CAHOBPEMEHHO C
ACK

*ITaumenTH, KOHTO ca GWITH €KCMIOHHPAHH Ha NOHE elHA 1033 pHBapoKcabaH
**0Or npoyuranero VOYAGER PAD

Haii-uecTo chobluaBanuTe HeKeNaHH peaKLHM IIPH HAlMEHTH, KOHTO NOTy4apaT puBapokcabaH,
ca Ounu xeMoparuu (BXx. cpino To4ka 4.4 u "OmucaHHe Ha M30PaHH HEXENIAHH peaKiMH” Mo-
nomy) (Tabnnua 2). Haii-uecto crobmaBanuTe xemoparuu ca emucrakcuce (4,5 %) ¥ KbpBeHe B
CTOMALIHO-YPEBHUA TpakT (3,8%).

Tabanua 2: YecroTa HA CHOHTHATA HA KbpBeHe H AHEMHS NPH NAHEATH ¢ eKCIO3HIHA HA

paBapoxcaban B 3aBLPIIANATE NPOYIBAHES NPH BH3PACTHH H NEHATPHYHH NANHCHTH
¢paza III

Hokazanne BcSKaKBB THI KhpBEHE AHeMHS
[Ipodunaxruxa Ha BenosHa | 6,8% oT nauMeHTHTE 5,9% ot maumeHTHTE
TpoMbembonus (BTE) mpu

BBb3paCTHH MALMCHTH,
NOJIOKEHH Ha IJIAHOBO
CTaBHO IPOTE3HpaHe Ha
TasobeApeHaTa Wi Ha
KOJNIAHHATA CTaBa

[Ipopunaxtuxa Ha BTE npu | 12,6% oT naunedTHTe 2,1% ot nauMenTHTE
HEXHPYPrHyHH MAUNWCHTH

Jleuenne Ha JIBT, BE u 23% OT nalMeHTHTe 1,6% ot naumeHTHTE
nmpo¢wiakTHKa Ha

pelnAMBH

Jleueuume Ha BTE H 39,5% ot naluueHTHTE 4,6% OT MalMEHTUTE
npoduIaKTHKa Ha
peunaueu Ha BTE npu
HOPOACHH OKOJIO IaTaTa Ha
TEPMMHA, ¥ AeLa Ha BR3PacT
noxn 18 roonunu cien
3aI104BaHe Ha CTAHAAPTHO




dHTHKOAI'yJIAHTHO JICYCHHE.

[IpodunakTrka Ha HHCYNT M
cucTemMeH eM00JIM3BbM NpH
MalUMEHTH C HEKJIAMHO
NPeACHPAHO MBbXK/IEHE

28 Ha 100 nauMeHTOroAuHHU

2,5 na 100 nauueHTOrOoqMHHM

[IpodunakTuka Ha
aTepOTPOMOOTUYHH
CbOUTHA NPH NMALUEHTH

cinen OKC

22 Ha 100 nauMeHTOroAUHHU

1.4 Ha 100 nauHeHTOrOgUHHU

[Ipodunakruka Ha
aTepoOTPOMOOTHYHH

CLOUTHSA NMPH NMALMEHTH C
CAD/PAD

6,7 Ha 100 naumenroroaunu | 0,15 va 100
NMaLUeHTOroAUHU **

8,38 Ha 100 0,74 1a 100

MaLHEHTOr 0 AHHU# MaLUEHTOrOIUHU * * *#

*[Ipu BCcHUKHM MpOy4BaHHs C pUBapoKcabaH BCHUKH Ciydad Ha KbpPBEHE ce ChOMpAT, JOKIa/BaT

H OLICHABAT.

**B npoyusanero COMPASS, numa HHCKa YecTOTa Ha aHEMHS, Thil KATO € MPHIaraH CeJIKTUBEH

MOAXOJ MPU CHOMPAHETO HA HEXKEJIAHUTE ChOUTHS.
¥** IlpunoxeH e ceJleKTUBEH NMOAXO0/ 3a ChOHMpaHe HeXeJlaHH ChOUTHA
# Ot npoyuBaHeto VOYAGER PAD

CnUCBbK Ha HeXKeJIaHM JICKADCTBEHH PEAKIIUH B TabJIM4YEH BU]

HecToTHTE Ha HEXEIAHUTE PEaKLMH, CBbpP3aHH ¢ pUBapoKcabaH Npu Bb3paCTHU U
eJMaTPUYHH MALMEHTH, ca 00001IeHH B TabHLa 3 NMO-401y MO CHCTEMHO-OPraHHH KJ1acoBe

(mo MedDRA) u no yecrora.

B 3aBUCHMOCT OT yecToTaTa Te ce OMNpEaAcC/IAT KaTo.

MHOTr0 4ecTH (> 1/10)
mHoro (= 1/100 no < 1/10)

HevecTH (= 1/1000 no < 1/100)

peaku (= 1/10 000 no < 1/1000)

mHoro peaku (< 1/10 000)

C HEM3BECTHA 4€CTOTa (OT HAJIMYHHUTE JJaHHHU He MOXe Ja Obae HarpaBeHa OLEHKA)

Tabanua 3: BcHuky HekellaHH peaKlHH, ChbOOIIEeHH PH BL3PACTHH NALHEHTH B
KJIAHHHYHH npoy4yBanus ¢pasa III uan npn noctMapkeTHHroBa ynorpeda* u B Ase
npoy4ysanus ¢a3za Il u nse npoyuBanusn ¢asza IIl npu neguaTpuynn nanueHTH

AHeMHUs (BKJI.

TpomboumTO3a (BKII.

ICbOTBETHH MOBHUILIIABaHE Ha Opos
1abopaTopHH - TpOMGOLI‘,HTHTe)A “
napameTpHu) TpomOoLMTONEHHUS 5,:5” o
/20 1 I
LSS




|HapymeBus 58 HMyHEHATS CHCTEMA

AnepryuvHa peakius, AHapHIAKTHYHH
allepruveH ACpMATHT, [peaKiLMH, BKJL.
aHrMoeneM H AHaQWIAKTHYEH IOK

AJIEPru4CcH OTOK

|Hapymenng Ba HepBHATA CHCTEMA

3aMasHOCT, Mo3rueH u

rnasoSonue BLTpEUEpEneH
KPBbBOH3JIUB,
CHUHKOII

(Hapvinenns ga 09T

OueH KpHBOH3JIIHB
(BKI.
KOHIOHKTHBaJIEH
KPbBOH3IINB)

Cohpaevunn sapymesns

Taxukapnus

CnaoBR RapymieEns

XUIMOTOHHMA,
XE€MAaTOM

PecnEpaTOPHE, I'PLARE R MEAHACTHHAJIHE BAPYIICHHS

EmsicTakcuc, EosuHodunHa
XEMOIITH3HC NMHEBMOHMA

'[C'romamno-qpennn HAPYIICHAS

KspBeHe 0T BEHLMTE, [CyXoTa B ycTara
KbPBEHE OT
CTOMALITHO-YPEBHUSA
TPAaKT (BKJI. PEKTAJIHO
KbpBEHE), CTOMAIIIHOA
MpEBHH H

a0 MIOMHHATHHN OOJIKH,
NHCTIETICHA, raieHe,
nanex”, auapws,
MoBpBLIaHE"

“Xenaroﬁnnnapnn HARpYIICHHSA




I lopMIIEHHME HA
TpaHCAMWHA3HTE

YepronpobHo
yBpexnaHe;
NOBHUINCH
SwinpyOuH,
NOBHILICHA a/IKATHA
docthaTaza B
KpBBTa", MOBHIIEHO

GGTA

BJITCHULIA,
OBHILIEH
OHIOTHpaH
WiMpyOHH (cBe

1 6e3
TTHOBPEMEHHO
OBHILIEHHE Ha

AJIAT),
XOJIecTasa,
XENnaTuT
(BKJI.XENaToLey-
NapHO

YBPEXKAAHE)

Eﬂpymennﬂ HA KOXKATA H HOAKOKHATA THKAH
b

pbex (BKu.
HeYeCTH CTy4YaH Ha
reHepaTH3upaH
cBepbexk), 0dpuB,
CKXHMO3H, KOXHH H
MOAKOXKHH
KpbBOH3JIUBH

YpTukapus

HHIAPOM Ha Stevens-
ohnson/TokcHuHa
UacpManHa
exkponusa, DRESS
HHAPOM

pylieHHS HA MYCKY/JIHO-CKEJIETHATA CHCTEMA H ChelHHHTE/IHATA ThKAH

Bonka B xpakinure”

XeMapTpo3sa

KpBBOH3/IUB B
MYCKY I

OMITAPTMEHT
HH/IPOM B pe3yJITaT
A KbPBEHE

Hapymenns A 0L0penaTe H IHKOYHATE THLTHINA

KbpBEHEe 0T

BKJI. XEMATYpHUS U
MEHOparva’),
Opeuno yBpexxaaHe
BKJI. IOBHILIEHHE Ha
THHMHA U
OBHILIEHHE HA
fTa B KPHBTA)

FeHUTATHHA TPAKT

BOpeuHa
eA0CTaATBHHOCT/OCTpa
Opeyna
€10CTATHYHOCT B

IIH HAPYIMICHHN H ¢$EeKTH HA MACTOTO HA NPRICKEHRE

OBHLICHA
Mnepatypa®,
epHepeH OTOK,
OHIDKeHa o0Ina cuna
U €eHEPrudHOCT (BKJL.
MOpa U aCTeHH)

epasrnoNnoKeHue
BKJ1. NPWIOLIABAHE)

OKATH3HpaH

K*

CIACABAHHA




[Mosuimen LDHA,
NOBHIIIEHA NTHTIa3a”,
MoBHmeHa ammwasa®

PaHESBAHRHS, OTPABSHHSE H YCIOKHCHAN, BLbIHHKHA/IH B PEe3YVJ/ITAT HA HHTEPBCHIHH

BLPBEHE Clie HA0Ba
KaKBa MpoLeaypa CEBIOAHEBPH3-
BKJL ab
OCTOMEpaTHBHA

eMMA M KbPBEHE OT
aHa), KOHTY3HA,

EKpeLIUs o'rparm“

A: HaOmozgasaHH mpu npopunakTuka Ha BTE npu Be3pacTHH naupeHTH, MOAIONEHH Ha
TUTAHOBO TOTANIHO CTABHO MPOTE3HpaHe Ha Ta3o0eapeHaTa WM KO/IHHATA CTaBa

b: nabmopnasauu mpu neuenue Ha JIBT, BE unu npounakTika Ha peLUIUBH, KATO MHOTO
YECTH IPH KEHU < 35 roauHM

B: HabmonapaHy KaTo HEYECTH MpPH NpOodHIAKTHKA Ha aTEpOTPOMOOTHYHM CHOUTHA MPH
naierTy cneg OKC (cnen nepkyraHHa KOpOHAPHA HHTEPBEHLHMA )

* IIpunoxeH e NpeaBapHTENIHO OMPEAC/ICH CENEKTHBEH NOAX0 32 ChOHpaHe Ha
He)xenaHy cs0uTHA B H30paHu npoyusanus dasa III. YecTroTara Ha HEXKENAHHTE PEaKLIMK
He € YBeJIHYCHA H HE € YCTAHOBEHA HOBA HEXKEJIaHa JIEKAPCTBEHA peakLiis Cliel aHaIH3 Ha

Te3H MPOYyIBaAHHA.

Onucanue Ha W3OpaHH HeXEeNaHH peakUHH
[Topaau papMakoONOruyHHA My MEXaHH3IBM Ha AeHCTBHE, yrioTpebaTa Ha puBapokcabaH MoXxe

Aa 6p1e CBBp3aHa ¢ NOBHLUICH PUCK 3a OKYJITHO HJIH ABHO KBPBEHE OT BCAKA THKAH MJIH OpraH,
koeTo O6H MOrJIO Ja AOBeAE A0 MOCTXeMOoparuuHa aneMud. IIpH3HaiTe, CHMITTOMHTE H
TeXxecTTa (BITIOYUTENHO (haTaneH W3XOA) 3aBHCAT OT TOKAJM3ALIMATA H CTENIeHTa Hin o6eMa Ha
KbPBCHETO W/WIH aHeMuATa (BK. Touka 4.9 [IoBegeHue npu KbpBeHe). B KIHHUYHATE
NpOY4YBAHHA JIMTABHYHO KbpBEHE (T.€. OT HOCA, BEHLMTE, CTOMALIHO-YPEBHUAA TPaKT, MUKOYO-
NONMOBHA TPAKT, BKTIOUYUTENHO aOHOPMHO BATHHAIHO HIH NOBHIIEHO MEHCTPYAITHO KbpBEHE) H
aHemHA ce HabmoJaBaT NoO-4eCTO NpH ABJIMOCPOUHO JIEYEHUE ¢ pUBApPOKcabaH B CpaBHEHHE C
nedenre ¢ ABK. Io Tasu npuuHHa, B OMLJIHEHHE KbM 8CKBATHOTO KIIHHWIHO Habmoaenue,
nabopaToOpHO H3cNeaBaHe Ha XeMorIoOMHa/xemaTokpuTa 61 Morto na 6sae oT nomnsa 3a
OTKPHBAHE Ha OKYJITHO KbPBEHE H 3a ONPEAC/IAHE HA KIMHHYHATA 3HAYMMOCT Ha ABHO KbPBEHE,
110 MpeLEeHKa cnopea ciry4as. Bh3MOXHO € pHCKBT OT KbpBEHE Ja Ob/ie TOBHINEH ITpH
ONnpeAeaCHH IPYNH NAaLUECHTH, HalIPUMEP MALMEHTH C HEKOHTPOIMPAHa TEXKKA apTepHaIHa
XHNEPTOHHA W/HWIH Ha CHITFTCTBALLIA TEPAIHE, KOATO NTOBIMABA XeMOocTa3aTa (BX. ToOuKa 4.4
“Puck oT xemoparus’). Be3MOXHO € MEHCTPYATHOTO KbpPBEHE J1a € NMO-CHWITHO W/ WIH Nno-
NMPOIB/DKHTENTHO. XeMOParuuHHUTE YCIOXKHEHHA MOTaT Jja e MIPOABAT KaTo c¢nadocr, 6aeaHocT
3aMasHOCT, I1aBo0ONMHe WM HeOOACHHUMH OTOLM, AUCITHEA H HeoOACcHKM oK. Karto
AHCMHATA B HAKOH CIy4aH ca HabmoJaBaHH CHMITTOMH Ha ChpACYHA HCXEMHH, Ka




'bpAMTE WIH CTCHOKAPAMA.

HNMa cpoOIIeH s 38 M3BECTHH YCIIOKHEHUS B Pe3Y/ITAT HA T€XKO KbPBEHEe, KATO KOMIAPTMEHT
CHHIPOM H O0BOpeyHa HeOCTATHYHOCT B pe3y ITaT Ha xunonepdysus Wi HedponarTus,
NMPHYHHEHA OT AHTHKOAr'YJIaHTH, NTPY U3MON3BaHe Ha puBapokcaban. [1o Task npudHHa
BEPOATHOCTTA OT XbpBeHe TpAOBa a ce HMa NpeABK IIPH NPELIEHKATA Ha ChbCTOSHHETO Ha
BCEKH MAalMEeHT, KOWTO € MOATOXKEH Ha AHTHKOATYJIAHTHO JIeYEHHE.

[lenuaTpyyHa monynauus
Jlevenue na BTE u npogunaxmuxa na peyuousu na BTE

OueHkara Ha 6e30macHOCTTa NMPU ACLA H IOHOIIH € 6a3HpaHa Ha JAHHHTE OTHOCHO
Oe30MacHOCTTa OT ABE OTKPHTH AKTHBHO KOHTPOJIMpaHH npoyusanu ¢asza Il u egHo - daza 111
NPH NEeAHATPHYHH MAaLMEHTH OT paXkaaHeTo A0 BB3pacT noA 18 roaunu. OTKPHTHATA, CBEP3aHH
¢ 6€30MacHOCTTA, B [IOBEYETO CIIyYaH ca noacOHU MexIy pHBapokcabaH M KOMIApaTopa MpH
pPasIMYHHTE MEIHATPHYHH BB3pacTOBH rpynu. O6mo npodwrsT Ha 6e3onacHocT npH 412-Te
Iella U IOHOLIM, IeKyBaHU ¢ puBapokcabaH, € mofo0eH Ha To34, HAOMOAABAH TIPH BLE3PACTHATA
NOITyJ1alMA U CEBMECTUM IIPH BB3PacTOBUTE NOATPYIH, BBIIPEKH Y€ OLICHKATA € OIpaHW4eHa OT
MaJIKHA 6poll naLMeHTH.

ITpu neguaTpuyIHUTE NallMEHTH, riiaBobonue (MHoro vectd, 16,7%), noBKiIeHa TeMIIepaTypa
(MHOrO uecty, 11,7%), emucrakcuce (MHoro uecty, 11,2%), nospeimaHe (MHoro yects, 10,7%),
TaxuKkapaus (decty, 1,5%), nosninasane Ha Ounupy6uHa (decty, 1,5%) ¥ NOBUIIEH KOHIOTHPAH
6nmpybun (Hedecrty, 0,7%) ca cpobiaBaHu MO-4YECTO B CPAaBHEHME C BH3PACTHHTE.
CbBMecTHMa C Bb3pacTHaTa NOMyaLKMsa MeHoparua e HabmonaBara mpu 6,6% (4ectH) ot
IOHOLIUTE OT JKCHCKH NtoJ1 cneq MeHapxe. TpoMOoudToneHusTa, KakTo € HabmonasaHo no
BpeMe Ha NNOCTMAPKETHHIOBHA OIMT NPU Bh3pacTHATA NMOMyJauus, ¢ yecrta (4,6%) npu
NeHaTPUYHHTE KIHHHYHH Npoy4yBaud. Hexxenanure nexapcTBeHH peakUiy mpy
neaHaTPUYHUTE MTALMEHTH Ca MPeIHMHO JIEKH A0 YMEPEHH IO TEXKECT.

Crobmasane Ha NOAO3UPAHU HEXKEIAHH PeaKilHH
Cho01aBaHeTo Ha MOAO3MPAHH HEXENAHU PEAKLMH CJie]] pa3pelliaBaHe 3a ynorpeba Ha

JICKapCTBEHHA NMPOAYKT € BayKHO. TOBa MO3BOJIABA Ja NPOAB/DKM HaOMOAEHUETO Ha
CHOTHOLICHHETO NOM3a/PHUCK 38 JIEKAPCTBEHHA NMPOAYKT. OT MEAHLIMHCKHTE CNELHATHCTH
c¢ M3MCKBA Ja choOImaBaT BCAKa MOJOIHpaHa HexelaHa peakuus upe3 Mameanurenna
areHLxA o Jiekapcreara yi. ,,JlamaH Fpyes” Ne 8, 1303 Codua, Ten.: +35 928903417,
yebOcaiit: www.bda.bg.

49 IIpexo3mpane

IIpHu BB3pacTHH, HMa CHOOLIEHHS 38 PEAKM CTydau Ha npexo3dpane g0 1 960 mg. B ciryyali
Ha npeao3upaHe, NALMEHTET TpAOBa Aa O6b1e HabmonaBaH BHUMATETHO 38 YCIIOKHEHHA,
CBBP3aHH C KbPBEHE, HIIH APYrH HEXENAHH peakLdH (BxK. TO4Ka ,J[oBeaeHHe mpu KbpBeHe®).
Hma orpannueHy HaMYHU JaHHM pu Aena. [lopaau orpaHuueHaTa abcopOuma ce ouaksa
edekxT Ha HacHilaHe O3 JOMB/IHUTEIHO MOBUILIABAHE HA CpeIHATA [L1a3MeHa eKCITO3HIHA
NpH CYNpaTepaneBTHYHHK J03H pHBapokcabaH oT 50 mg WK no-BHCOKH ITPH BH3PACTHH,
obaue JIUIICBAT JaHHH NIPH CyNpaTepaneBTUYHH AO3U [PH JeLA.

CruiecTByBa crietduyeH aHTHAOT (aHAekcaHeT anda) cpewmy hapMaKoAHHAMUYHUA ¢DeKT
Ha pHBapokcabaH nNpy BB3PacTHH, HO HE € YCTAHOBEHO NpH Aeua (Bk Kpatka
XapaKTepUCTHKA Ha POAYKTa Ha aHAekcaHeT aida). B cnyyau Ha npenosupaHe Ha
puBapokcabaH MoXxe Aa ce HMa MpeaBU] U3NMOM3BAHETO HA AKTHBEH BBIVIEH 32 HaMa/IABaHE HA




abcopOumsra.

[TopeaeHHE NMPU KbPBEHE
AKO NpH NALMEHT Ha JIeYeHne ¢ puBapokcabaH ce pa3BHe CBLP3aHO ¢ KbPBEHE YCIIOKHEHHE,

CNIEABAILMAT MPHEM Ha puBapokcabaH Tpa6Ba Ja ce OTIOXKH MM JIeHeHHETO TpA6Ba 1a ce
NpeKpaTH, ako € HeoOXxoaumo. PuBapokcaban HMa nomyKHMBOT oT 0KoJo 5 10 13 yaca mpu
BB3pacTHH. [TomyXHBOTBT NpH Aella, H3UHCIIEH C H3NON3BaHe HA MOMYIALMOHHH
¢papmakoxuHerHynn (PK) nogxonm 3a MogenHpaHe, € no-kparsk (Bxk. Touka 5.2). [ToBenenuero
Tpabsa Aa € HHAMBHIYATU3UPAHO B 3aBUCHMOCT OT TEXECTTA H JIOKANHM3ALMATA Ha
KpBHBOM3IHBA. Moke 1a ¢e M3I10/13Ba TOJX0AAII0 CHMITFOMATHYHO JICUCHHE, KATO Hamp.
MEXaHHYHA KOMIPECH (HaIp. MMPH TEXBbK MACTAKCHC), XMPYPrHYHA XEMOCTA3a ¢ IPOLEYPH 32
YCTaHOBABaHE HA KOHTPOJI HaJl KbPBEHETO, 3aMECTBAHE HA 00eMa H MEPKH 33 NOIbpKaHE Ha

X€MOZIHHAMHKATA, MIPEIHBAHE Ha KPbLBHH NPOAYKTH {EPUTPOLIMTEH KOHLIEHTPAT WIH IPSACHO
3aMpa3eHa IUla3Ma B 3aBHCHMOCT OT aCOLMMPAHATA AHEMHA WIH KOAryJIonaTHiA) Win

TPOMOOLIUTH.

AKO KLPBEHETO HE MOXe Ja ObJie OBIAASHO C FOPENOCOUEHHTE MEPKH, MOXeE Aa ¢e 06chau
HJIH [IPHJIAraHETO HA HA cnenyHYHeH aHTHOOT (aHneKkcaHeT atda) Ha dhaktop Xa, KOHTO €
NPOTHUBOMONOKEH Ha papMakoJMHAMUYHHA edeKT Ha puBapokcaban WiH crienM$pHIHO
MPOKOArY/IaHTHO CPEACTBO, KATO KOHLEHTPAT Ha poTpoMOunoBua xommaekc (PCC),
aKTHBHpaH KOHLIEHTpaT Ha nmpoTtpoMbuHoBKua koMIuteke (APCC) unu pexombHHaHTEH
¢akrop Vlla (r-FVIla). KbM MOMeHTa 00ave KIMHUYHMAT OITMT OT NPUJIATAHETO Ha TE3H
JIEKApPCTBEHH NPOAYKTH NPH BB3PacTHH U Jelia, MOTyyaBall pHBapokcabaH, € MHOTO
orpaHHueH. [IpenopekaTa ce OCHOBaBa H Ha OrpaHHYE€HH HEKJTHHHYHHM JaHHH. Moxe na ce
0BMHCTH TOBTOPHOTO NMpHIaraHe Ha pekomGHHaHTer ¢akrop VIla u mo3ara Tpabea na ce
THTPHpA B 3aBHCHMOCT OT HAMAIABAHETO Ha KbPBEHETO.

B 3aBHCHMOCT OT Bb3MOXHOCTTA Ha MACTO, B CJTy4aH HA MACHBHO KbpPBEHE, TpAOBa na ce
OOMHC/TH KOHCYJITALMA CBC CHELHATHCT IO KOAaryNalMOHHH HapyLeHHs (BK. Touka 5.1).

He ce ouaksa mpotaMuH cyadar u BUTamMuH K Z1a MOBNIMABAT aHTMKOATY/IAHTHATA
aKTHBHOCT Ha puBapokcaban. ONMHTHT ¢ TPaHEKCaMOBRA KHCENHHA € OIPaHMYEH H JIMIICBA
TakbB C AMWHOKAIPOHOBA KHCE/IHHA U aIPOTHHHH NPH NMPH BE3PACTHH, MOTyYaBaLRH
puBapokcaban. Hama onur ot ynorpebara Ha Te3u CpeACTBa NPH ACL, NOTy4aBalIH
pupapoxcabaH. HaMa HHTO Hay4HH NOKA3ATENICTEA 38 ONIArONPHATHO NOBIUSBAHE, HUTO
OIHT OT H3MNOI3BAHETO Ha CHCTEMHHS XEMOCTATHK JE3MOITPECHH NTPH TTaliHEHTH,
nomy4asailH pubapokcabas. [Topaau BHucokaTa cTeneH Ha CBLP3BaHE C IUIA3MEHHTE
IIPOTEHHH He Ce 04aKBa puBapokcabaH a Moxke 1a Obae OTneNeH upe3 AuanH3a.

5, ®APMAKOJOIMNYHHU CBOMCTBA

5.1 PapMaKoIEHAMHEYHE CBONCTBA

dapMakoTepaneBTHYHA Ipyra: AHTHTPOMOOTHYHH CpPeCTBa, NUPEKTHH
uHxubuTopH Ha dpakrop Xa, ATC koa: BO1AF01

MexanuibM Ha JeHCTBHE
Pupapoxcaban ¢ BHCOKOCEIEKTHBEH AMPEKTeH HHXMOHTOP Ha dakTop Xa ¢ nepopanHa

duonanuyHocT. Hrxubupauero Ha ¢paxrop Xa npexnscea BHTPEIHMS H BLHIIEH ITHT Ha




KOaryJaHOHHATA KACKAaZa, KoeTo HHXHOUpa KaKTo GOopMHpaHETO Ha TpOMOUH, Taka
obpasyBaHero Ha TpoMOH. PuBapokcabaH He mHxubupa TpoMOHHa (akTuBupaH dakrop II)
M He ca Habmonapanu edexTH BEpXY TpOMOOLMTHTE.

dapMakoaHHAMHYHHK e(eKTH

[Tpu xopa e HabmoaaBaHO 3aBUCHMO OT J03aTa MHXMOHpaHe Ha ¢akTop Xa.
[TporpomburoBoTo Bpeme (PT) ce moBnuaBa 10303aBHCHMO OT pHBapoKcabaH B TACHA BpPb3Ka
¢ Ia3sMeHHTe KoHUeHTpauuH (r = 0,98), ako 3a recra ce u3non3sa Neoplastin. JIpyru
peareHTy OMxa fanu aApyrH pesyaratd. OruntaHeTo Ha PT Tpsabea na craBa B CEKYHIH,
nonexe INR (MexayHapoaHO HOPMANTH3HPAHO CHOTHOLLIEHHE) € KATUOPHPAHO Y BATHANPAHO
38 KyMapHHOBU NPOAYKTH M HE MOXKE Ja C¢ rpusiara 3a ApyrH aHTHKOATYJIaHTH.

ITpu naienTH, nomy4yaBaliy puBapokcaban 3a neverue Ha /[BT u BE u npodunakruka na
peLMIHBH, nepceHTHIHTE 5/95 3a PT (Neoplastin) 2 - 4 yaca cnen nprema Ha TabnerkaTa
(T.e. KbM MOMEHTA Ha MaKCHMaJieH edeKT) 3a 15 mg puBapokcabaH ABa TETH JHEBHO ca B
rpaHumTe oT 17 1o 32 cexyHau, a 3a 20 mg pusapokcabaH BeaHsxK qHeBHO oT 15 mo 30
cexkyHOM. I1o BpeMe Ha Hal-HUCKa KOHUEeHTpaLHs (8 - 16 yaca cinen nmpuema Ha Tabierkara)
nepceHTIAMTE 5/95 3a 15 mg ABa MbTH JHEBHO ca B rpaHHUMTe OT 14 1o 24 cexyHau, a 3a 20
mg BeaAHEXK JHeBHO (18 — 30 gaca cnen npuema Ha Tabnerkara) ot 13 no 20 cexkynau.

IIpy NalMEeHTHTE C HEKIAMHO MPEAChPAHO MBXKACHE, MOTyJYaBallli pUBapokcadaH 3a
npo¢WIaKTHKa Ha HHCYJIT H cucTeMeH eMOonu3sM, nepcedtunure 5/95 3a PT (Neoplastin)

I - 4 yaca cnen mpHeMa Ha TabneTkara (T.€. IO BpeMeTO HA MAKCHMAJIHHA edeKT) nmpu
ALMEHTHTE, NeKyBaHH ¢ 20 mg BeAHBK AHEBHO, BApHPAT OT 14 10 40 cexynau u npu
NalMeHTH ¢ YMepeHo OB0pedHo yBpexaaHe, JIKYBaHH ¢ 15 mg BeaHbX AHEBHO, ot 10 no

50 cexynau. Ilo spemMe Ha Hall-HHCKa KOHLieHTpanua (16 — 36 yaca cien npueMa Ha
tabnerkara) nepceHTWINTE 5/95 nNpu nauMeHTHTE, JIeKyBaHH ¢ 20 mg BeAHbK JHEBHO, ¢a B
rpaHuduMTe OT 12 10 26 ceKyHOM, a NP4 NaLMeHTHTE ¢ YMepero 0p0peuHo yBpexaaHe,
NeKyBaHH ¢ 15 mg BegHbX AHEBHO, OT 12 10 26 ceKyHOu.

B xnuHMKO-GapMaKonOruyHo MpoyysaHe Ha oOpaTHMHUTE NPOMEHH BB PapMaKOAHHAMMKATA
Ha pHBapokcabaH NpH 3/IpaBK BB3PacTHH J0OPOBOMIM (n=22), e OlleHABaH e(DeKTET Ha
eauanyHu a03u (50 [U/ke) Ha 1Ba pasnuyuHy THINIA KOHLUCHTPAT HA MPOTPOMOMHOBHSA
xoMmruieke (PCC), 3-¢pakTopeH KOHUEeHTpaT Ha MpoTpoMOHHOBHA KoMIUteke (¢dakropu II, IX u
X) u 4-pakTopeH KoHUSHTpAT Ha nporpoMOuHOBHA KoMiuieke {¢akropH I, VII, IX u X). 3-
(paKTOPHHSAT KOHLIEHTPAT Ha NPOTPOMOHHOBHA KOMIUIEKC € MOHWXK/T CPeTHUTE CTORHOCTH Ha
nporpoMbuHOBOTO Bpeme Ha Neoplastin ¢ npubmmsuresnino 1,0 cexynna 8 pamknre Ha 30
MHHYTH, B CpABHEHHE C MOHWKAaBaHe OT npubnu3urtenHo 3,5 cekynau HabmoagaeaHo ¢ 4-
(akTOpHHA KOHLIEHTPAT Ha MPOTPOMOHHOBUA KOMIUIEKC. 3a CpaBHEHHE, 3-QaKTOPHUAT
KOHLIEHTpaT Ha IMpOTPOMOHUHOBHA KOMILIEKC € HMaJl II0-ro/IaM H no-0bp3 o011t edekT BEpXyY
obpaTHMHTE IIPOMEHH B EHOOTeHHOTO o0pa3yBaHe Ha TpoMOUH OT 4-(pakTOPHMA KOHLIEHTPAT
Ha NpoTpoMOHMHOBHA KOMIVIEKC (BXK. TO4KA 4.9).

AKTHBHpaHOTO napuHarHo TpoMboracTuHoBo BpeMe (aPTT) u HepTest chino ca yaspkenu
B 3aBUCHMMOCT OT J03aTa, HO H3IMOI3BAHETO UM 34 OLICHKA Ha (papMaKoJHHAMHYHHA €(PeKT Ha
puBapokcabaH He ce npenopbusa. Hama HeoOxoauMocT OT HAbGmoaeHne Ha KoaryJJallMOHUTE
rapaMeTpH [0 BpeMe Ha JIEUeHHETO ¢ puBapokcafaH B KINTMHHYHATA NPaKTHKA. BenpekH ToBa,
aKO € KIIHHHYHO [T0OKa3aHO, HUBATa Ha pHBapokcabaH MoraT Aa 6bAaT H3MEPBAHH C
KaNMHOpHpaHH KOTMYECTBEHH TECTOBE 32 aHTHaKkTOp Xa (BXK. TOuKa 5.2).

[leanaTpUyHAa [IOMYJIALIMA
AHanu3sT Ha PT (peareHT - HeornacTud), aPTT u anTH-Xa (¢ KAIMOPHpPaH KOJIKYECTBEH TECT)




MoKa3ba TACHA BPh3Ka ¢ [1a3MEHUTe KOHLICHTPALMY MIPH Jeua. Bph3kaTta Mex Ty aHTH-Xa K
[U1a3MEHUTE KOHLICHTpALMH € JTHHeHHa ¢ HaKIoH 630 g0 1. Morar na Bb3HHKHAT
HHAMBHYaJTHH HECHOTBETCTBHA € II0-BHCOKH WIH NO-HHCKH aHTH-Xa CTOHHOCTH, B CpPaBHEHHE
CBhC ChOTBETHMTE IUIa3MEHM KOHLIEHTpalui, Hama HeoOxoaumMocT oT HabmoaeHue Ha
KOaryJallHOHHHTE NapaMeTpH M0 BpeMe Ha KIMHUYHO JieueHHe ¢ puBapokcaban. Bee nak, ako e
KIIHHHYHO NMOKA3aHO, KOHLIEHTpalUMTE Ha puBapokcaban Morart fja OpJaT H3MEepBaHH ¢
KaTHOpHpaHH KOIMYECTBEHH TECTOBE 3a aHTH-(Pakrop Xa B mcg/l (Bxk. Tabnuna 13 B Touka 5.2
3a JIMANa3OHATe Ha Ha0MOaBaHWTE IJ1a3MEHH KOHIICHTpaLlHM Ha pHBapokcabaH npu Aena).
JlonHaTa rpaHMLa Ha KOJIHMECTBEHHTE ONpEAcIiaHUsA TPAOBA Ja ce MMa MPEeaBHI, KOraTo ce
M3IIO/I3Ba AHTH-Xa TECTHT 38 KOJIHYECTBEHO ONpeeaHe Ha M1a3MEHHTe KOHIICHTPAlUKM Ha
puBapokcabaH npu aeua. He € yctaHoBeH npar 3a e(pMKaCHOCT WIH ChOHTHS, CBBP3aHH ¢
6e3onacHOCTTA.

KnuHuuHa edhpHKacHOCT U 6€30MacHOCT

Ilpogunaxmuxa na uncyam u cucmemen emb0AU3M NPU NAYUEHMU C HEKIANHO NPECCHPORO
MBHCOEHE

KnnHnusata nporpaMa ¢ pusapokcabas ¢ IviaHupaHa ¢ uen Aa JEMOHCTpHpa e(pHKaCHOCTTa
Ha puBapokcabaH 3a npodHNaKTHKa HA HHCYJIT H CHCTEMEH eMOOTM3bM MPH MALMEHTH C
HEKIAIHO NPeACHPAHO MLKIACHE.

ITpu ocHOBHOTO ABoHO cnano npoyyuraHe ROCKET AF 14 264 nanyeHTH ca pa3npeae/ieHH
aa nomy4asar puapokcabad 20 mg BeaHbk AHeBHO (15 mg BeAHLK AHEBHO MPH MALHEHTH ¢
KpeaTMHMHOB KIHUpBHC 30 - 49 ml/min) wiu BapdapHH ¢ TUTpUpaHe Ha Jo3aTta a0 INR 2,5
(TepanepTHynH rpaHuiM 2,0 o 3,0). MeauaHHaTa MPOABIDKUTENHOCT Ha MMPOBEACHOTO
nedyeHue ¢ 19 meceua, a obiaTa Npoab/DKUTENHOCT € J0 41 Mecena.

34,9% oT naluMeHTHTE ca JIEKYBaHH C alleTHICATHLIWIOBA KucenuHa 1 11,4% ca

neKysaHH ¢ knac Il aHTHapUTMHYHO CpeacTBO, BKIIOYUTETHO aMHOZAPOH.

PuBapoxcabaH ¢ ¢ He no-Manka €QeKTHBHOCT OT BapdapHH 3a I'IbPBHYHATA ChCTABHA KpaiiHa
TOYKA 33 HHCYJT ¥ cucTeMeH eM6omuzpM u3ebH [{THC. B nomynaumaTa no nporokon Ha
JIeYEHHUE HHCYIIT WIH CUCTEMEH eMO0IH3bM ce Habmogaear npy 188 nanmeHTH Ha
puBapokcaban (1,71% Ha roauHa) u npu 241 Ha BapdapuH (2,16% Ha roguHa) (KP 0,79; 95%
HH, 0,66 — 0,96; P<0,001 3a He no-Manka epekTUBHOCT). OT BCHYKM paHAOMH3HPAHU
NAlUEHTH, KOUTO ca aHanu3upaHu no ITT, nbperuny ¢hOMTHA ce pa3BuBaT npy 269 Ha
puBapokcabaH (2,12% na roguna) u 306 Ha BapdapuH (2,42% Ha roauHa) (KP 0,88; 95%
A, 0,74 — 1,03; P<0,001 3a He no-Mainka edextiBHocT, P=0,117 32 mpeps3xoacTro).
PesynTaTTe 3a BTOpHUHHTE KpalHH TOUYKH, KAKTO ¢a H3C/ieABAHH B HepapXHyeH NOPAABK

B ITT ananuza, ca noxasauu Ha Tabmuna 4.

Cpen naumeHTHTE B rpynaTta Ha BapdapuH INR CTOMHOCTHTE ca B rpaHHUMTE Ha
TepaneBTHUHMA quana3oH (2,0 no 3,0) cpeaHo 55% or speMero (Meanana 58%,
HMHTEpKBapTIWICH Auana3oH 43 no 71). EdexrsT Ha puBapokcabax He ce paiinyaBa HA HUBO
uexrpanHo TTR (Bpeme B Tapreren INR auanason 2,0 - 3,0) npu KBapTHiIHTE C €AHAKBB
pasMep (P=0,74 3a B3aumMopaeicTBKe). B Hall-ropHMa KBAPTHA HO OTHOLICHHME HA LICHTHPA
koeduiMeHTHT Ha puck (HR) 3a puapokcaban cnipamo sapgapus e 0,74 (95 % I, 0,49 -
1,12).

YecroTaTa Ha OCHOBHHTE Pe3y/ITATH 3a 6€30MacHOCT (TONEMHU U HErOJIEMH KIIMHHUYHO
3HAYHMH KPBROMAIIMBH) ca MOAOOHH 3a BeTe TepaneBTHYHH rpymnH (Bxk. Tabnuug 5).

Tabnuana 4: PeayaTraTh 3a epakacaoct ot $aza III ROCKET AF




IIpoyusana nonyaanna | ITT apann3 B3 epHKACHOCTTS IPH NANHEHTHE ¢ HEKJIANHO
OpeACHPARO MBAKACHE
PaBapokca Bapapan
-6an 20 mg TaTpHpaH 10
— INR 2.5 HR (95% 1H)
TepanesTH9EHA 1032 AHEBHO (TepaneBTHUHHE p-cToMRBOCT,
(15 mg Benanx rpaguna 2,0 no | TCT 34
AHEBHO NPH 3,0) MpeRBIX0n-
NAIHEHTH ¢ YMEPEHO ¢TBO
616peano
YBpeXKAaHe) YecroTa BHA
cuOrTHETO (100
YecToTa Ba CHOHETHETO | TANHEHATO-
(100 nanuenTO-rogNHNA) | FOAHWHH)
HHCynT M CHCTEMEH 260 106 0.88
embonu3zpM W3BEH LIHC (2,12) (2,42) (0,74 - 1,03)
0,117
HUucynr, cHCTEeMEH 572 609 0,94
eMboH3beM M3BBH LIHC (4,51) (4,81) (0,84 - 1,05)
M CBAOBA CMBPT 0,265
Hncynt, cucreMen 659 709 0,93
embonussM m3swH LTHC, (5,24) (5,65) (0,83 - 1,03)
CBbIOBA CMBPT U 0,158
HH(papKT Ha MHOKap/a
. 253 281 0,90
CyAT (1,99) (2,22) (0,76 — 1,07)
0,221
CucremeH eM6OM3EM 20 27 0.74
usptH LIHC (0,16) (0,21) (0,42 -1,32)
0,308
130 142 0,91
HAHdapkT Ha MHOKapaa (1,02) (1,11) (0,72 - 1,16)
0,464

Tabauna 5: Pesyarara 3a 6esonacnocr ot ¢asa III ROCKET AF

Hpoyasana nonyJianas

[agueHTH ¢ HEKIANHO NPEACHPAHO MbiKACHEY




PaBapoxcaban Bapgapun
20 mg BenEBLK TETpHpaH 50 INR 2,5
anepHo (15mg | (TepameBTHYHE HR (95% JH)
TepaneBTHYHA A034 BeaHBI rpasana 2,0 1o 3,0) | p-cTokHOCT
JAHEBHO NpH
NAIHCHTH C
yMepego YecToT1a Ha
6L6peano cxbnTReTO (100
yBpexaane) NANHEHTO-TOAHHH)
YecToTa HA
I'oneMH H HEroNeMH
1475 1449 1,03 (0,96 -1,11)
FOTHHIRHO SHATHMH (14,91) (14,52) 0,442
KpbBOH3JIHBH
Io/leMH KPBBOM3/IHBH 395 386 1,04 (0,90 - 1,20)
(3,60) (3,45) 0,576
CMLPT B pe3yJITar Ha 27 55 0,50 (0,31 -0,79)
KbpBeHe* (0,24) (0,48) 0,003
Knpaene or 91 133 0,69 (0,53 — 0,91)
KPUTHYEH (0,82) (1,18) 0,007
opraH*
55 84 0,67 (0,47 — 0,93)
Hu p aHHAJNEH > » y
mﬂ;‘gmn* (0,49) (0,74) 0,019
Cnan Ha xemorno6uua* 39° 254 1,22 (1,03 — 1,44)
(2,77) (2,26) 0,019
KpbeonpemuBane Ha 2 | g4 149 1,25 (1,01 — 1,55)
HJIM MOBEYE €UHMLIA (1,65) (1,32) 0.044
EPHTPOLIMTHA MAca WIH
LA Kpbe*
HeroneMu KIHHHYHO
1,185 1,151 1,04 (0,96 — 1,13)
3HAYHMH KPBBOH3NTHBH (11.80) d1.37) 0.345
NPHYHHU (1,87) (2,21) 0,073

a) ITomynais, H3NHMTBaHA M0 OTHOIIIEHUE HAa O€30MaCHOCT, HA JICUCHHE
* HoMHHANTHO 3HAYUMH




NOCTMapKETHHI OBO, HEHHTEPBEHUMAHATHO, OTBOPEHO KOXOPTHO MPOYUYBAHE C EIHO PAMO
(XANTUS) ¢ ocHOBEH OTYHTaHE 33 H3XOJl, BKIIOYBALLO TPOME0eMOOIHYHE CHOUTHS U
ronsaMo Kbpeexe. 6704 nanueHTa ¢ HEKNAMHO NPeACHPAHO MBX/CHE Ca BKIFOYSHH 34
Npo¢HIAKTHKA HA HHCYAT K CHCTeMEH eMOONIM3BM H3BbH LICHTPATHATA HEPBHA CHCTEMA
(HHC) B xnuunyHaTa npaktuxa. Cpeanusr pesynaratr Ha CHADS; e 6un 1,9 u HAS-BLED
e 6un 2,0 npu XANTUS, B cparHeHHe Cbe cpeanuTe pesyarate Ha CHADS,; u HAS-
BLED or 3,5 u 2,8 croreetHo npu ROCKET AF. lonamo kbpBeHe € HabmoaaBaHo mpH
2,1 cmy4as 3a 100 naumenro-rogusn. Crobimasa ce 3a daraneH kpLBouaTHB mpH 0,2
cry4as 3a 100 nauneHTO-roNHHM U BbTpeuepeneH KprBoH3nus npH 0,4 cmydas 3a 100
MalUHeHTO-roAMHU. MHCYNT Wik cucTeMeH emGonusbM n3ebH LIHC ca perucrpupanu npu
0,8 cryyas 3a 100 naumenTo-rogusm. Te3u HabmoneHus B peasTHH YCIOBMA ca B
CHLOTBETCTBHE C YCTAHOBEHHMS Mpodui Ha 6€30MacHOCT NMPH TOBa MOKA3ZAHHE.

B noctMapkeTHHroBO HEHHTEPBEHLMOHAIHO MPOY4BaHe NpH nosede ot 162 000 nauuerT! o1
YETHPU ABPXKABH pHBapoxcabaH e MpeanucaH 3a NpoQUIakTHKa Ha HHCYIT M CHCTEMHa eMGoans
TIpH NALACHTH ¢ HOKNAITHO NPEACHPAHO MBXAEHE. YeCToTaTa Ha CHOMTHATE 32 HCXEMHYEH MHCYIIT €
0,70 (95% CI 0,44 — 1,13) 3a 100 narpenroroaunn, KxpeeHe, X0€T0 BOAM N0 XOCTHTAM3ALMA,
HacTHIBA ¢ 1eCTOTa HA ChOuTHATA Ha 100 naumertoroamuu 0,43 (95% CI 0,31 — 0,59) 3a
BBTpEUEpencH KpbpBon3nus, 1,04 (95% CI 0,65 — 1,66) 3a cromamHo-9peBHO kbpBeHe, 0,41 (95% CI
0,31 - 0,53) 33 yporenuranso kspeeHe u 0,40 (95% CI 0,25 - 0,65) 3a Apyro KepBeHe.

[TaiMeHTH, OIOXKEHH HA KADIHOBEP3UO

IIpoCnieKTHBHO, pAHAOMH3MPAHO, OTBOPEHO, MHOTOLIEHTPOBO, €KCIUIOPATOPHO MPOYYBAaHE
ChC 3acC/ICNCHa OLleHKA Ha kpaiHaTa Touka (X-VERT) e nposeaeno npu 1 504 naimenTH
(HesleKyBaHH 0Cera ¢ MEPOPAITHH AHTHKOATY/IAHTH M JIEKYBAHM ITPEABAPHTENHO) C
HEKJIANHO NPEACHPAHO MBXISHE ITAHHPAHO 3a KApJHOBEP3HO, 34 114 C€ HAIIPaBU
CpaBHEHHE MeXAy pHBapokcabaH H anamTHpaHa no3a ABK (pannomuzupano 2:1), 3a
NPpEeBSHIHA Ha CHPACYHOCHI0BH ChOMTHA. U3non3BaKm ca CTpaTerdu ¢ MoMOIITa Ha
HacousaHe upe3 TEE (1-5 nuu npensapuTenHo neveHue) WM KOHBEHIHOHATHO
KapaHOBEP3UO (Hali-MaNKo TPH CEAMMLM MpeaBAPHTENHO ieueHHe). [ThpaudHuTE
pe3y/TATH 3a €(PHKACHOCT (BCHYKM MHCY/TH, NPEX0IHA HCXEMHYHA aTaKa, CHCTEMEH
embonn3bM Hechbp3aH ¢ LIHC, nudapkr Ha Muokapaa (MI) ¥ copaedHOCHAOBA CMLPT) ca
ce noABHIM npH 5 (0,5%) nauMeHTH B rpynaTa Ha puBapokcabad (n=978) u 5 (1,0%)
narexTa B rpynara Ha ABK (n = 492; RR 0,50; 95 % U 0,15-1,73; moauduuupana ITT-
nonynauns). OCHOBHMST pe3ynTaT 3a 6e30nacHOCT (MAaCHBHO KbPBEHE) CE € MOABH NPH 6
(0,6%) u 4 (0,8%) maumenTH B rpynHTe Ha prHBapokcaGan (n=988) u ABK (n=499)
cborBeTHO (RR 0,76; 95 % JIU 0,21- 2,67; GesonacHa nomynauus). Tosa eKcILIopaTopHO
MPOYYBAHE € MOKA3AIO0 CPaBHHMA e(PHKACHOCT B 6€30MacCHOCT MEXTY IPYNMTE Ha JEUCHHE
¢ puBapokcabaH U ABK B ycnoBusTa Ha kapauoBepswo.

ITaliEeHTH ¢ HEKNIAMHO NPEeACHPAHO MBxIeHe, KouTo noanexar Ha ITKHU ¢ nocTaBsHe Ha CTEHT
H3BEpIICHO € pAHAOMH3HPAHO, OTKPHTO, MHOTOLIEHTPOBO Npoyusane (PIONEER AF-PCI) ¢

2124 naienTH ¢ HEKIAITHO MPEACHPAHO MEBXKAEHE, KOMTO ca 6wiH nmomioxkeHu Ha [IKHU, ¢
NOCTaBAHE Ha CTEHT 3a MbPBHUHO aTEPOCKISPOTHHHO 3a00isBaHe, 3a CPABHABAHE HA
6e3onacHOCTTa Ha ZIB€ CX€MH Ha puBapokcaban H eaHa VKA-cxema. [TaiuenTyTe ca 6uin
pasnpenesieHd Ha cry4aeH npyHHUMn 1:1:1 3a o6ma 12-meceuna tepanusa. [TatmeHT ¢ aHaMHesa
38 HHCYIIT Wi I1AI1 ca m3kmoueHH.

I'pyna 1 nomyuasa pupapokcaban BeaHsxk AHeBHO 15 mg (10 mg BeAHBXK JHEBHO NPH NMALMEHTH
C KPEaTHHHHOB KITHPBHC 30 - 49 ml/min) rwmioc P2Y 12 waxuburop. I'pyna 2 nonyy
puBapokcaban gsa meTH qHeBHO 3aeaHO ¢ JITAC (apoifHa Tepanus ¢ aHTHTpoMG0




CPeCTRa, HaNpHUMEp KiIonuaorpen 75 mg [mnu 3amecreawua P2Y 12 urxuburop] mmoc Hucka
1034 alleTWICanTHUIoBa KucenuHa [ASA]) 3a 1, 6 unu 12 Mecena, nocneasaHa oT
pusapokcabaH 15 mg (mnu 10 mg 3a narMeHTH ¢ KpeATHHHHOB KIHPBHHC 30 - 49 ml/min)
BEIHEXK JHEBHO, ILTIOC HHCKA 103a ASA. ['pyna 3 nomyyapa kopurupasa noza VKA mwioc
HXTAC 3a 1, 6 unu 12 meceua, nocneasaHa or Kopurupasna no3a VKA, rumoc HHcka fo3a ASA.
IIhpeuuHaTa KpajiHa To4Ka 3a 6€30MacHOCT, KWIMHMYHO 3HAYAMMTE CITY4aH Ha KbPBEHE, Ce
nosesaeat mpu 109 (15,7%), 117 (16,6%) u 167 (24,0%) yuactauum B rpyna 1, rpyna 2 u rpyna
3, pecniextBHO (HR 0,59; 95% CI 0,47-0,76; p<0,001 u HR 0,63; 95% CI 0,50-0,80; p<0,001,
pecreKTHBHO). BTopHuHaTa KpaiiHa Touka (ChCTaBeHa OT ChPAEYHO-ChAOBH CHOMTHA CC CMBPT,
MU wny nHCynT), e HabmonasaHa npu 41 (5,9%), 36 (5,1%) u 36 (5,2%) yyacTHWIM B rpyna 1,
rpyna 2 ¥ rpyna 3, CbOTBETHO. BeAka oT cxeMHTe Ha pHBapoKcabaH NoKaspa 3HAYHTETHO
HaMa/siBaHe Ha KIHHUYHO 3HAYMMHTE CIyYaHd Ha KbpBEHE, B cpaBHeHHe ¢ YKA-cxemara npH
MALMEHTH ¢ HEK/IAITHO NPEACHPAHO MBXKACHE, KOMTO ca 6unu noanoxenu Ha ITKH ¢ nocrassue
Ha CTCHT.

OcHosHara 1ien Ha PIONEER AF-PCI e onenka Ha 6e3onacHocTTa. JJaHHHTE OTHOCHO
epHKaCHOCTTA (BKIIIOUHTENHO TpoMboeMOOMHIHM ABICHHUA) MPH Ta3H MOMyallka Ca
OrpaHHYEHH.

Meuenue na [IBT, bE u npodunaxmuxa na peyuousupawu /[BT u FE

Knunuunara nporpaMa ¢ puBapoxcabaH € IiaHMpaHa ¢ el Aa AeMOHCTPHpa
e(pHKaCHOCTTa Ha pHBapokcabaH TPH HAYATHOTO H NPOAB/DKHUTETHOTO JIEYSHHE Ha OCTPH
JABT u BE u npodunakrukara Ha peLIMIHBH.

Hap 12 800 manedTH ca Mpoy4YeHH B YETHPH PaHAOMH3UPAHHU, KOHTPOJIUPAHH KAHHUYHH
npoyusanus ¢a3sa IlI (Einstein DVT, Einstein PE u Einstein Extension Einstein Choice) u
OOITBIIHUTENIHO € MPOBEAEH MPeABAPHTENIHO AePHHUPaH cOOpeH aHANN3 Ha MPOYyYBAHHATA
Einstein DVT u Einstein PE. O6maTa koMOHHMpana mpoabDKUTENTHOCT Ha JICYEHHETO 34
BCHUKH NTPOyYBaHHS € 10 21 Mecela.

B npoyusanero Einstein DVT 3449 nauuenTs ¢ octpa JIBT ca npoydeHH 3a JIE4€HHETO

Ha /IBT u 3a npodunaktuka Ha peudaupupainy BT u BE (naumenTuTe ¢be

cuMrrroMatiieH bE ca m3kmoyenu ot ToBa npoyuase). [Ipoab/DKHTENHOCTTA Ha

JICYEHHETO € 3, 6 WiH 12 Mécela B 3aBBCHMOCT OT K/IMHUYHATA MPELICHKA Ha

H3CJICI0BATEIA.

3a JIeYeHHEeTO Mpe3 mppBUTe 3 ceaMuLM Ha octpaTa JIBT ca mpinaranu 15 mg pusapokcabax
ABA ITbTH AHEBHO. Cnex TOBa ICYCHHUETO NpoasiDKaea ¢ 20 mg puBapokcabaH BeAHBXK
JHEBHO.

B nmpoyusane Einstein PE, 4832 naumenty ¢ octep BE ca npoyuenu 3a neuenuero Ha bE u 3a
npobunakTuka Ha peumausupaiiy [IBT u BE. IIpogbikurenHocTTa Ha IeUeHHeTo € 3, 6 win
12 Mecenia B 3aBHCHMOCT OT KITHHMYHATA IPELICHKA Ha M3CIea0BaTeN .

3a neyenuero Ha octpus BE npe3 mbpBuTe 3 ceaMuuM ca npuiaradu 15 mg pusapokcaban
ABa ITbTH AHEBHO. Clie/1 TOBA JIEUEHHETO MpOoaAL/KaBa ¢ 20 mg puBapokcabaH BeHBXK
ITHEBHO.

M npu neere npoyupaHua Einstein DVT u Einstein PE cpaBHUTETHOTO IeueHHE BKIIOYBA
CHOKCAIAPHH B MPOOBL/DKEHHE HA NOHE 3 AHK B KOMOHHAIIUA ¢ AHTAMOHUCT HA BHTaMuH K 10
nocTuraHe Ha croMHocT 3a PT/INR B TepanestiinnTe rpaHuaim (> 2,0). Jleuenunero
NpOABL/DKABA C aHTArOHMCT Ha BUTaMUH K, xaro ao3ara My € TakaBa, ye CTOMHOCTHTE 34
PT/INR pa ca B TepaneBTHUHMTE rpasvim ot 2,0 no 3,0.




B npoyusaHeto Einstein Extension 1197 nauuents ¢ JIBT wnu BE ca npoyuenm 3a
npogunakTuxata Ha peusausupainy ABT u BE. IIpoasokurenHoctra Ha 1e4eHHETO
o0OxBaia AOITBTHUTENHH 6 10 12 Mecelia npH MalHEHTH, KOKUTO Ca IMPEMHHAIH KYPC Ha
aAeueHHe OT 6 Ko 12 Meceua Ha BeHO3¢H TpoMOBoeMOONM3BM B 3aBHCHMOCT OT KIIHHHYHATA
npeLieHKa Ha uscnenosarens. CpasHapa ce pusapokcabaH 20 mg BeAHbXK JHEBHO C
iiawefo.

[IpoyuBanusTa Einstein DVT, PE u Extension ®3n0138aY €IHM ¥ CHIIH NPEABAPHTEIHO
neHUHUPAHH ITHPBHYHH W BTOPHYHH Pe3yJITaTH 38 epuKacHOCT. [TbpBUMHMAT pe3yITaT 3a
e(pMKaCHOCT € CUMITTOMATHYEH peuMauBHpall BeHo3eH TpoMboembonuzsM (BTE), nedunmpan
KaTo ¢heTaBeH OT perauBHpama BT win neranen wnu HeneraneH BE. Bropuunuar pesynrar
38 e(pHKACHOCT ce JepHHUpPaA XaTo CheTaBeH OT peuauBupama JIBT, neneranen BE u
CMEBEPTHOCT HE3ABUCHMO OT MPUUMHATA.

B npoyusase Einstein Choice 3 396 maumenTu ¢ norsepaeHa cumnromatiysa JIBT w/vwim BE,
KOHTO Ca 3aBbPLIWIA 6 00 12-MeCeUHO aHTHKOATrYIaHTHO Je4YeHHe, ca MPOYYECHH 34
npo¢uiakTyka Ha ¢partaneH bE u HedaTanau cummrromatudHl JIBT v BE. [TaierTHTE C
NoKa3aHHe 33 MPOALJDKUTENHO AHTHKOAIYJIAHTHO JIEYeHHE ¢ TepaneBTHYHA A03a Ca H3KIIOYEHH
OT MMpoy4BaHeTo. [Ipoab/DKUTENHOCTTA Ha NEUEHHETO € A0 12 Mecelia B 3aBHCHMOCT OT JaTaTa
Ha HHAMBHIYAITHOTO paHIoMu3upane (Meauana: 351 aau). Pusapokcaban 20 mg BegHbXK
HHEBHO M puBapokcabaH 10 mg BeaHBXK AHEBHO ca cpaBHEHH ¢bC 100 mg anerwicanuimnosa
KHCEJIHHA BeJHBX JHEBHO.

[TepBHUHMST pe3yiaTar 38 ¢PUKACHOCT € CHMITTOMATHYEH peLIMIUBUpALL BEHO3CH
TpoMBoembonuseM (BTE), nedunspas kato cMecuuiaTa ot perpausupaina JIBT wimm daranen
win HedaTtaneH bE.

B npoyusareto Einstein DVT (Bx. Tabnmua 6) ce nokasea, ye puBapokcabaH e ¢ He 1o-
MasKa epeKTHBHOCT OT eHokcanapuH/ABK 3a mepBUtHHA pe3yIiTaT 38 ePHKacHOCT (p <
0,0001 (Tect 3a He no-manka edpextuBHocT)); HR: 0,680 (0,443 — 1,042), p=0,076 (TecT 3a
npeBB3X0AcTBO)). IlpeanapurenHo nepuHUpaHaTa HETHA KNIWHKYHA 110/13a (MbPBHYEH
pe3yJITAT 38 €PUKACHOCT IUTIOC rOJIEMH KPBBOMIIHEBH) ce chobmasa ¢ HR 0,67 ((95% H.
0,47 — 0,95), HoMuHanHa p crottHoct p = 0,027) B nonza Ha puBapokcabaH. INR cToifHOCTHTE
ca B TepaneBTHYHMA AUana3oH cpeaHo 60,3 % or BpeMeTo npH cpelHa MPOAB/DKHTENHOCT Ha
nedeHueTo ot 189 auu, u 55,4%, 60,1% u 62,8% oT BpeMeTO NpH rpymnure ¢ IVIAHHPAHO
JleyeHHe ¢ MPOIBJDKUTENIHOCT CHOTBETHO 3, 6 B 12 Mecena. B rpynara Ha eHokcanapuH/ABK
HAMA ACHA BPB3Ka MEKJIY HMBOTO Ha cpeaAHoTo LeHTpanHo TTR (BpeMe B TapreteH INR
auanasoH 2,0 - 3,0) rmpu TepLUTUTE C €AHAKBB pa3MEP H 9ecToTaTa Ha perdauBupamure BTE
(p = 0,932 3a B3aumoneiicTeue). B Hali-ropHKHa TepLMn Mo OTHOLIEHUE Ha UeHTHpa HR npH
puBapoxcabaH cripamo Bapdapun e 0,69 (95% OU: 0,35 — 1,35).

YecToTHTE 38 MEPBHYHMA PE3YIITAT 3a Oe3onacHocT (ToJIeMH HIH KIMHHYHO 3HAYMMH
HEroJieMH KpbBOM3JIHBH ), KAKTO H 3a BTOPHYHMA pe3y/ITaT 3a 6€30MacHOCT (ronemMu
KPBBOM3/IUBH), Ca CXO/IHH 32 JIBETE TEPANIEBTHUHH IPYTIH.

Tabanna 6: PesyaTar 3a eprkacaoct H 6e3onacaocrt ot ¢asa I Einstein DVT

ITpoyuBaHa nomyIanHs 3449 nanHeHTH CHC CAMOTOMATHYHA OCTPa ILJI00KA
BeHO3HA TpoMbo3a




Pnnapoxcaﬁana) Enoxcanapaa/ABK
JH 032 H OPOXBLDKHTENHOCT HA 3, 6 mum 12 6) 3,6 nan 12
JACHCHHETO Mecena mecena N=1718
N=1731
CUMIITOMAaTHYCH peLMAHBHPALIL 36 o 2 o
BTE* (2,1%) (3,0%)
C 20 18
¢ Emmoma'mqen peLHAHBHpAII (1,2%) (1,0%)
CuMnTOMaTHYHA 14 28
0,8% 1,6%
peunausupaina BT (0.8%) (1,6%)
CvmrrromaTiaiu bE u JIBT (10 1%) 0
QaraneHn BE/cMBpT, XBaeTo BE | 4 6
He MOXe fa O6b1¢e H3KTIOYeH (0,2%) (0,3%)
['onamMo WM KIHHHYHO 3HauMMo | 139 138
HEroIAMO KbPBEHE (8,1%) (8,1%)
14 20
['oOneMH KpBBOKINHBHU (0,8%) (1,2%)

a)  PumapokcabaH 15 mg nBa IreTH AHEBHO 3a 3 CeAMMLM, NOCHAEABAHO OT 20 Mg BEAHbXK
JIHEBHO
6) EHokcanapuH 3a Hail-MaJIKO 5 OHM, 3aCThIIeH M nocnensal ot ABK

*  p<0,0001 (e no-Manka epUKACHOCT MO OTHOLICHUE HA MPEABAPHTETHO
onpeneneH HR 2,0); HR: 0,680 (0,443 — 1,042), p=0,076 (mpeBB3xoacTRO)

B mpoy4sane Einstein PE (8. Ta6nnua 7) ce nokasea, ye puapokcabaH € ¢ He Io-MajIKa
e(puxacHocT o1 eHokcanapuH/ABK 3a mepBHYHMA pe3yaTarT 3a epuracHoct (p=0,0026
(Tect 3a He no-mManka epukacHoct); HR: 1,123 (0,749 — 1,684) ). [Ipensapurenno
ne¢HHHpaHATa HETHA KIMHUYHA NOA3a (ITbPBHYEH PE3YIITAT 38 €PHKACHOCT TUTIOC FOJIEMH
KpbBOH3MBH) ce chobwasa ¢ HR or 0,849 ((95% JIU: 0,633 - 1,139), HoMuHanHa p
croiiHocT p = (,275). INR croiiHocTHTE Ca B TEpaneBTHYHHA AMANIA30H CPeHO 63% oT
BPEMETO MPH CpeaHa MPOALDKHTEIHOCT Ha JIEUeHHETO OT 215 aHu u 57%, 62% 1 65% ot
BPEMETO NPH rPYIIHTE C ILTARUPAHO JICYCHHE C MPOAB/DKUTENHOCT CHOTBETHO 3, 6 K 12
Mmecera. B rpynara Ha eHokcanapuw/ABK Hsama sicHa BpB3ka MEXXY HUBOTO Ha CPETHOTO
neHrpanuo TTR (Bpeme B Taprered INR auanaszon 2,0 - 3,0) npu Tepumanre ¢ €4HAKBB
pasMep H yectoTata Ha peurausupalaure BTE (p = 0,082 3a B3auMoaeiicTeue). B Haii-
TOPHHA TEPLIWI N0 OTHOIIEHHE Ha ueHThpa HR npu pubapokcabaH cnpsaMo Bapdapu e
0,642 (95% TU: 0,277 - 1,484).

YecTOTHTE 3a TbPBHYHHA Pe3YITAT 3a 6€30macHOCT (FojIeMH WITH KITHHHYHO 3HAYUMH
HeroJeMH KPbBOH3/IHBH) C& MaJIKO O~-HHUCKH B rpyraTa Ha JieueHHe ¢ puBapokcabau (10,3%
(249/2412)) B cpaBHeHHe ¢ rpynaTa Ha jgedenue ¢ eHokcanapui/ABK (11,4% (274/2405)).
YecToTaTa 3a BTOpHYHHSA pe3yaTar 3a 6e3onacHoCT (roneMH KPhBOH3IIMBH ) € MO-HUCKA B
rpynara Ha pusapokcaban (1,1% (26/2 412)) B cpaBHeHHe ¢ rpynata Ha eHoxcanapun/ABK
(2,2% (52/2 405)) ¢ HR 0,493 (95% JIH: 0,308 - 0,789).




Tabanna 7: Pesyarars 3a epaxacuocT H 6ezonacuoct ot ¢a3za HI Einstein PE

Hpoyusana nomyaneg 4832 nanuenTH ¢ ocTLP cEMOTOMaTHYEH BE
Pnnapolccaﬁaﬂa) Enokcanapar/ABK
H03HpOBKA B NPOAL/DKHTEIROCT 3, 6 mma 12 0) 3, 6 man 12
HA JCHeHHcTo Mecena meceua N=2413
N=2419
CUMITTOMATHUYEH peLMAMBHpALLL 50 44
BTE* (2,1%) (1,8%)
C 23 20
: Eumouamen peuMIHBHpaLLl (1,0%) (0,8%)
18 17
lﬂumunxmunmnﬂﬂlpeanHBHpauui (Oﬂﬂé) (0;@4)
ABT
2
Cummromaryuiu BE u J/IBT 0 (<0,1%)
®araneH bE/cMupT, kpaero BE | 11 7
He MoXke aa 6bae H3KTOoYeH (0,5%) (0,3%)
["onsMO WIH KTHHWYHO 3HAYMMO 249 274
HEerojasaMo KbpBeHe (10,3%) (11,4%)
r 26 52
OJIEMH KPBbBOH3IIHBH (1.1%) (2.2%)

a)  PuBapokcaban 15 mg aBa mbTH AHEBHO 32 3 CeIMHLH, NocneaBaHo oT 20 mg BeaAHbXK

AHCBHO

6) EBokcanapuH 3a Hal-Maaxo 5 HHK, 3acTHNEH U NocaeaBaH oT ABK

* p <0,0026 (Be no-Manka ePUKACHOCT IO OTHOILIEHHE HA NPEABAPHTEIHO ONpPEIENcH
HR ot 2,0); HR: 1,123 (0,749 - 1,684)

IlporeneH e npeasapKTeHO AedunupaH o600IICH aHANTH3 HA PE3YJ/ITATa OT MPOYYBAHHMATA
Einstein DVT u PE (Bx. Tabnuua 8).

Tabaana 8: Pesyararn 3a eprakacnoct r 6ezonacnoct oT c6open ananns HA ¢pasa
IIT Einstein DVT u Einstein PE

IIpoyuBsaHa momy/ianag 8281 naneenTH ¢ ocTpH camrroMaTHInE [[BT nan
PuBapoxcatan® Enokcanapar/ABK
{032 H IPONL/DKHETEIHOCT HA 3,6 6)
JIe4eHHETO Han 12 3, 6 nam 12 mecena
Mecena N=4131
B 53
ggl;rmmmqen peUMIHBHPAIL (2,1%) (2,3%)
c 43 38
¢ Emrrroum‘leﬂ peLMAMBHpALL (1,0%) (0,9%)
CuMITTOMaTUYHA PeLIMANBHpaLa 32 0 * 0
BT (0,8%) (1,1%)
1 2
Cumnromarnunu BE u JIBT (<0.1%) (<0.1%)




®araned BE/cMepT, xpaeto BE | 15 13
He Moxke Ja Oble M3KmoueH (0,4%) (0,3%)
IN'omamMo WIH KIHHHYHO 3HAYHMO 388 412
HETOJIAMO KbpBEHE (9,4%) (10,0%)
I'os1eMH KpBBOM3NUBH 40 72
(1,0%) (1,7%)
a)  PupapokcabaH 15 mg npa mbTH AHEBHO 3a 3 ceAMHIIM, MOCIEABAHO OT 20 Mg BEAHENK

AHEBHO
6) EHokcanmapuH 3a Haii-MaJKo 5 JTHH, 3aCTHNEH U nocneasal ot ABK

* p <0,0001 (He no-Manka edpHKaCHOCT MO OTHOILIEHHE Ha MPEABAPUTEIIHO OMpPENE/ICH
HR ot 1,75); HR: 0,886 (0,661 — 1,186)

IIpensapuTtenno nedpuHMpaHaTa HeTHA KIIMHMYHA MON3a (IThPBHYEH PE3YJITAT 38
e(HKaCHOCT IUTIOC FONIEMH KPHBOM3NINBH) Ha cOOpHHA aHanu3 ce cpobinasa ¢ HR ot 0,771
((95% OM: 0,614 — 0,967), nHomuHanHa p croiHoct p = 0,0244).

B npoyusanero Einstein Extension (Bx. Tabnuua 9) puBapokcatan nmpeps3xoxaa ruaneto
MO OTHOIIEHHE Ha IbPBHYHHTE H BTOPUYMHHTE PE3YJITATH 38 eHKACHOCT. 32 ITbPBHYHMA
pesyarar 3a 6e30nacHOCT (roIeMH KPHBOHIHBH) CE€ YCTAHOBABA HE3HAYUTETHO YUCIEHO NO-
BHCOKA Y€CTOTa ITPH NaUMEHTHTE Ha JleueHHe ¢ puBapokcaban 20 mg BeAHBK JHEBHO B
cpaBHEHHe ¢ ruauebo. BropudaHHAT pe3ynTar 3a 6€30nacHOCT (TOIEMH HIH KITHHUYHO
3HAYMMH HEroJIEeMH KPbBOHITHBH) N0KA3Ba NO-BUCOKH YECTOTH NPH MAIHEHTHTE, JICKYBaHH
¢ puBapokcabaH 20 mg BeIHEXK JHEBHO, B CPaBHEHHE ¢ ru1aueto.

Tabnuna 9: Pesyarara 3a eprkxacnoct 1 6esonacaoct ot paza III Einstein Extension

1197 nanaesTH NPOAL/DKAIR
llpoyiBana nonyanns JeYCHHETO H NPOPHIAKTHKATA 34
PeNEAHBHPAI BEHO3€EH
Pnna_'pom;ﬁan" IaaneGo
HMo3rpoBKa B NpogL/KHTeNHOCT | 6 Ham 12 6 nam 12
HA JIeYeHHEeTo Meceua Meécena
N=602 N=594
8 42
C
B;METOMMEH peLIHAMBHpALI] (1,3%) (7.1%)
C " 2 13
¢ Eurrro aTHYeH peLMIHBHpPALL (0,3%) (2.2%)
CuUMITTOMATHMHA DE a ; 31
ﬂ"’B"*; & PLHIMBHPAINA = () 89r) (5,2%)
®araneH BE/cMupT, kpaeTo BE He| 1 1
MOXKe Ja Op/1e H3KTIOYEeH (0,2%) (0,2%)
4 0
T'os1eMH KPBBOHZINBH (0.7%) (0.0%)
KITHHHYHO 3HAYHMO HEroJIIMoO 32 7
KbpPBEHE (5,4%) (1,2%)

a) PusapokcabaH 20 mg BeAHDBK JHEBHO
w p <0,0001 (mpepp3xoacrro), HR: 0,185 (0,087 — 0,393)




B mpoyusaHeTo Einstein Choice (Bx. Tabnuua 10) pusapokcaban 20 mg 1 10 mg npesn3xoxaa
100 mg aueTHICATHUMITOBA KHCETMHA 110 OTHOLIEHHE HAa IbPBHYHUA PE3yJITAT 3a ePUKACHOCT.
OcCHOBHMSAT pe3y.ITar 3a 6e30nmacHoCT (CHOHTHA HA rOJIAM KPBBOMIIME) € CXOACH NPH
NalueHTHTE, JIEKyBaHH ¢ puBapokcaban 20 mg 1 10 mg BeAHEX NHEBHO B cpaBHeHHE ¢ue 100
mg aUeTHICATHLIMIOBA KMCETHHA.

Tabaana 10: PesyaraTn 3a epakacuoct # 6esonacaoct ot ¢aza ITI Einstein Choice

IIpoyuBana nonmyianns 3 396 ca npoab/oKAIE NPoPAIAKTHKATA 32
pennaHBHpAIN BeHo3eH TpomboemGonasLMm

TepaneBTH4YHA N03a Pusapokcaban 20 Pasapokcaban 10 mg ACK 100 mg Begpnx

mg BeAHbK JHEBHO | BeJHBXK JHCBHO AHEBHO

N=1 107 N=1 127 N=1 131
MenuaHa Ha 349 [189-362] nuu 353 {190-362] num 350 [186-362] auu
MPOAB/DKUTEIIHOCTTA Ha
NICYCHHETO
[MHTEpKBapTHIEH
AHana3oH]
CuMnroMaTHyeH 17 (1,5%)* 13 (1,2%)** 50 (4,4%)
peumanBupaw; BTE
CuMrrromaTHueH 6 (0,5%) 6 (0,5%) 19 (1,7%)
peuxamBHpau bE
CuMnToMaTH4yHa 9 (0,8%) 8 (0,7%) 30(2,7%)
perausupama BT
®daranen BE/ cMEpT, 2 (0,2%) 0 (0,0%) 2 (0,2%)
IPH KOATO HE MOXKE A4
ce m3KmouH bE
CuMnroMaTHyeH 19 (1,7%) 18 (1,6%) 56 (5,0%)
peimausupaut BTE,
HH(papKT Ha MMOKapaa,
HWHCYJIT HJTH CHCTEMEH
emb01M3BM H3BBH [{HC
T'onemu xpeBoMznuen | 6 (0,5%) 5 (0,4%) 3 (0,3%)
KJMHHAYHO 3HAYMMH 30(2,7) 22 (2,0) 20 (1,8
HEerolneMH KPbBOH3IMBY
CuMrrroMaTHueH 23 (2’ 1%)+ 17 (1 ,5%)H 53 (4,7%)
permauBupant BTE wnu
roNsM KPbBBOH3/IHB
(HeTHA KIMHUYHA
nonza)

* p<0,001(npepn3xoncTeo) puBapokcaban 20 mg Bequnk AHeBHO cripamMo ACK 100 mg peqHbx
anesHo; HR=0,34 (0,20-0,59)

** p<0,001 (npepw3xonacTro) pusapokcaban 10 mg seausxk queBHo cripsmo ACK 100 mg ek




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

i Pusapoxcaban 20 mg Beausxk aneBHo cnpaMo ACK 100 mg seansx auesHo; KP=0,44 (0,27-0,71),
p=0,0009 (HoMHnHanHAa)

" Pusapokcaban 10 mg Begusx queBHO cnpamo ACK 100 mg Beansx auesso; KP=0,32 (0,18-0,55),
p<0,0001 (HoMuHaNHAa)

B nonwnHeHne kpM nporpamara ¢daza [II EINSTEIN, e nmpoBeaeHo NpoCcieKTHBHO,
HEHHTEPBEHIHOHATTHO, OTBOPEHO KOXOPTHO NMpoyuBane (XAILIA) ¢ OCHOBEH H3X0l, BKITIOYBALL
peumausupamy BTE, ronaMo kepBeHe u cMeprt. 5142 naumenTa ¢ octpa JIBT ca BKIIOYEHH 3a
npoy4yeaHe 0e30MacHOCTTa Ha pHBApPOKCcabaH B IBJIrOCPOUEH TLJIaH B CPABHEHHE CBC
CTaH/lapTHATa AHTUKOAry/IAHTHA TEPAIKA B peanHM YCIoBUA. CTORHOCTHTE Ha roJIAMO KbpPBEHE,
peumameupaul BTE 1 BCHUYKM Cimyvad Ha CMBPT 3a pHBapokcabaH ca 6uwiH ceotBetHO 0,7%,
1,4% u 0,5%. CrluecTBYBAT pa3nHKU B OCHOBHH XapaKTEPHUCTHKH HA MALIHEHTHTE,
BKJIFOUHMTEITHO BB3pacT, pak H 0b6peuHo yspexaane. M3non3paH e crpaTHOHIIHPAH aHAIH3 IO
NpeABAPHTENHO ONpeRe/ICHH CTOHHOCTH 3a rpyNHpaHe Ha H3MEPBaHUTE OCHOBHU
XapaKTepHCTHUKH, HO BRIPEKH TOBA OCTABALIMTE OTKJIOHEHHUS MOTaT /ia TOBTHSAAT HA
pesynrature. Kopurupanure HR, cpaBHaBamm puBapokcabaH ¥ CTaHJApTHOTO JICHEHHE 34
rosmo Kepaene, peuuausupain BTE u BcHukH cnydan Ha cMbpT ca OunH crotBerHO 0,77 (95%
I 0,40 - 1,50), 0,91 (95% A 0,54 — 1,54) u 0,51 (95% AU 0,24 - 1,07).

Te3u pesyntaTH npH nauMeHTH, KOUTo ca 6wty HaboaaBaHH MPH PeaAsTHH YCJIOBHA, €A B
CBOTBETCTBHE C YCTAHOBEHHS NMpodhui Ha 6€30MacHOCT NPH TOBA NMOKa3aHHE.

B mocTMapKeTUHIOBO HEMHTEPBEHLIHOHAHO NMpoy4BaHe nmpu noeede ot 40 000 naumnenTr Ge3
aHaMHe3a 3a paK, OT YeTHPH THPXKaBU, pUBapoxcabaH € mpeanucaH 3a JeueHue WiK
npodunaktika Ha JIBT u BE. YecTorara Ha cp6umHara Ha 100 naumueHTOrOAMHM 3a
CHMITTOMATHYHH/KMUHHYHO 3HauuMH BTE/TpoMboembommnu ¢»0HTHA, BOOEIIH A0
XOCIUTaANH3aLMs, € B auana3od ot 0,64 (95% CI 0,40 — 0,97) 3a O6eaneHoro Kpancreo 10 2,30
(95% CI 2,11 —2,51) 3a 'epmanna. KxpBeHe, KOETO BOAH 10 XOCMHTATM3ALMA, HACTHIIBA C
yecToTa Ha chOuTHATa Ha 100 nmaumenroroaunn 0,31 (95% CI 0,23 — 0,42) 3a BETpedepeneH
KPBBOH3IHUB, 0,89 (95% CI 0,67 — 1,17) 3a croMaiHo-upeBHO KbpBene, 0,44 (95% CI 0,26 —
0,74) 3a yporenuTanHo kbpBeHe M 0,41 (95% C1 0,31 — 0,54) 3a apyro xepBeHe.

IleguaTpHY4HA NONYNALHA

Jlewenue na BTE u npogunaxmuxa na peyuousu na BTE npu neduampuvnu nayuenmu

Obmo 727 neua ¢ noreepacH ocTep BTE, or korro 528 nomyunnu puBapokcabaH, ca Mpoy4eHH
B 6 OTBOPEHH, MHOTOLIEHTPOBH NMEAHATPHYHH npoy4BaHus. JI03HpoBKaTa, KOpUIHpaHa Criope.
TEJIECHOTO TErJo, MPH NallMeHTH OT PaxAaHeTO A0 Bb3pacT noj 18 roguHu, € 1oBena a0
€KCMO3UILMA Ha puBapokcabaH, noaobHa Ha HabmoaapaHaTa NPH BB3pacTHH mauueHTH ¢ JIBT,
JIeKyBaHH ¢ puBapokcaban 20 mg enquH BT JHEBHO, KAKTO € MOTBBPAEHO B MpoyuBaHeTo da3a
III (Bx. TOUKA 5.2).

ITIpoyuysanero EINSTEIN Junior ¢asa 11l e pannoMu3snpaHo, aKTHBHO KOHTPOJIHPaHO, OTBOPEHO,
MHOTOLECHTPOBO KNTHHHYHO npoy4yBare IpH 500 nequaTpy4HH nalueHTH {Ha BB3PACT OT
paxkgaHeTo A0 < 18 roaunH) ¢ norewpacH octep BTE.

HmMano e 276 aeua Ha su3pact 12 o < 18 rogunu, 101 nena Ha pp3pacr 6 0o < 12 roaunu, 69
AeLa Ha Bh3pacT 2 g0 < 6 roaMHM H 54 nela Ha BB3pacT < 2 FOAWHH.




Hunexcuuar BTE e knacuduimpan kato eqHo ot cneanure: BTE 1B Bpbika ¢ LIEHTpaleH
BeHO3¢H KaTeThp (LIBK-BTE; 90/335 nauwentu B rpynata Ha puBapokcaban, 37/165 naumenTu
B IpyrniaTa Ha CpaBHHTEIIHO JIeYeHHe), uepeOpaiHa BeHO3Ha H cHHYycoBa TpoM6o3a (I[BCT;
74/335 nauMeHTH B rpynaTa Ha pusapokcalaH, 43/165 naumeHTy B rpynaTa Ha CpaBHHTEINTHO
Je4eHUE) U BCHYKHM ApyTH, BKmounTelHo JIBT u BE (ue-1IBK-BTE:; 171/335 naipiesTH B
rpymniaTta Ha puBapokcabaH, 85/165 naimeHTH B rpynaTa Ha cpaBHUTENHO NeueHue). Haii-uecTo
npecTaBeHATa HHACKCHA Tpom003a npu feua Ha Bb3pacT 12 xo < 18 roaunm e ne-1IBK-BTE
npu 211 (76,4%), npu neua Ha Bu3pact 6 10 < 12 roIHHK M Ha BB3pacT 2 A0 < 6 TOAMHM —
HBCT, croreetHo npu 48 (47,5%) 1 35 (50,7%); u npu feua Ha BB3pacT < 2 rogueH - I[[BK-
BTE npu 37 (68,5%). He e umano neua < 6 mecena ¢ LIBCT B rpynaTa Ha pusapokcabaH. 22 ot
naupenTHte ¢ LIBCT ca umanu vadexima va IIHC (13 naipenTty B rpynarta Ha pusapoxcabaH o
9 maumeHTH B rpynara Ha CPABHHTEIHO JICYECHHE).

BTE e npenussrkaH 0T NOCTOSHHH, NPEXOAHH WIH H OT ABETE — MOCTOAHHH M NPEXOTHH
puckoBH ¢aktopu npu 438 (87,6%) neua.

[launeHTHTE Ca NOMYYWIH ITHPBOHAYATHO JIeYeHHE C TEPANCBTHYHH 03U He)paKLIHOHHPaH
xenapuH (HOX), xenapuH ¢ Hucko MonekyiHo Terno (XHMT), wiu ponpanapuHyke 3a Hal-
MaJIKO 5 JIHM H Ca paHIOMH3HpaHH 2:1 Aa nomy4aBaT Wi 1034 puBapoKcabaH, KOpHIrMpaHH
CIPAMO TEJIECHOTO TErJIO, HITH CPABHUTENHH IEKAPCTBA B IPYTIAaTa HA CPABHHUTEJHO JICYCHHE
(xenapunn, ABK) 3a 3-Meceuen nepuon Ha JieueHHe B OCHOBHOTO mpoy4BaHe (1 Mecen npy
aeua < 2 roauu ¢ [IBK-BTE). B xpas Ha nepuoaa Ha neveHHe B OCHOBHOTO NMPOYHBaHE
AHATHOCTHYHOTO OOpa3HO H3CIeABaHEe, HAPABEHO Ha M3XOAHO HHUBO, € HAIPaBEHO NOBTOPHO,
aKO € OMJI0 KIHHHYHO IIPHIIOKUMO. JIeueHHeTo B NPOYHBAHETO € MOXKEJIO Ja 6b/ie CIIpAHO B
TO3H MOMEHT HJIH M0 IpelieHka Ha MicnenosaTtens za 6bae mpoabmkeHo o6mio 3a Ao 12 Meceua
(npH peua < 2 rogunu ¢ [IBK-BTE — no 3 mecena).

[TepBHYHHAT pe3ynTaT 3a €pHKACHOCT € cuMITToMaTHyeH peuaueupain BTE. [TspeuummsT
pe3ynTaT 3a 6€30MacHOCT € KOMOHMHAIIHATA OT IOJIAM KPBBOM3IHB H KIIHHHYHO 3HAYHM He-roJisIM
kpbBoH3IHB (K3HI'K). Beuuku pezynraty 3a edukacHOCT 1 6€30MacHOCT ¢a IMPOBEPEHH U
MOTBBPACHH LICHTPATHO OT HE3aBHCHMa KOMMCHS, 3aC/ISIICHA 3a ONIPEACACHOTO JISUEHHE.
PesynTaTtuTe 3a eprkacHocT ¥ 6e3onacHoCT ca nokazaHy B Tabmuum 11 v 12 no-aony.

Crbutis Ha permnuBHpai BTE ca BE3HMKHAIM B rpynaTa Ha JIeYeHHe ¢ pHBapokcabasn npu 4
OT 335 MalMeHTH H B rpyInaTa Ha CPABHHUTEHO JIeueHHe IpH 5 oT 165 naumeHT!.
Kombunaumsara ot romam kpsBonsnuB H K3HI'K e noknansana npu 10 or 329 nauuentu (3%),
NeKyBaHH ¢ puBapokcabax 4 nip# 3 ot 162 naumentn (1,9%), nexypanu ¢ komnaparopa. Hetna
KITHHHYHA 10/13a (CHMIToMaTHieH peuuausnpain BTE nmoc cp6HTHE Ha rojiiM KphBOH3IHB) €
ChOOLICHA B rpynaTa Ha e4yeHue ¢ puBapokcabaH npu 4 ot 335 nauneHTH 4 B rpynara Ha
CPaBHHTENHO JiedeHHe npH 7 ot 165 manuenTd. Hopmanusupane Ha TpoMOOTHMHOTO
obpeMeHABaHEe MpH OBTOPHOTO O0pa3HO H3C/eBaHE € BL3HUKHAMO npH 128 ot 335 mammeHTH
Ha JIeYeHHe ¢ puBapokcabaH M npH 43 ot 165 naileHTH B IpynaTa Ha CPaBHHTEITHO JICUCHHE.
Te3u HAXOKH KaTO LANO ca MOAOGHHM cpen BB3pacTOBMTE rpynu. B rpynara Ha puBapokcabaH e
uMaio 119 (36,2%) neua ¢ HAKaKBO KbpBEHE, PB3HHKHANO MPH JICYEHHUETO, 2 B IPyIaTa Ha
CPaBHHUTEITHO JieueHHe € umaiio 45 (27,8%) neua.

Tabauna 11: PeaysraTs 3a epHKACHOCT B KPad HA OCHOBHES NECPHO/ HA JieTeHHE

CnbnTHE PaBapoxcaban Komnapartop
N=335* N=165*




Pennarrpam BTE (nnpeauen 4 5

pe3yJITAT 33 ePRKACHOCT) (1,2%; 95% CI1 0,4% — | (3,0%; 95% CI 1,2%
3.0%) - 6,6%)

KoMOHHALMS: CHMITTOMATHYEH 5 6

peuuausupaiy BTE + acuMrrromaTHuHO (1,5%; 95% C10,6% - | (3,6%; 95% CI 1,6% —

BJIOLIABAHE MPH MOBTOPHOTO 0Opa3Ho 3,4%) 7,6%)

M3CJIeIBAHE

KoMOuHaLma: CHMOTOMaTHYCH 21 19

peumauBupail BTE + acuMnroMaTiHyHo (6,3%; 95% CI 4,0% — (11,5%; 95% CI 7,3%

B/IOIIaBaHe + 6e3 mpoMAHa npH 9,2%) - 17,4%)

NOBTOPHOTO 00pa3HO H3CIe/BaHe

HopmManusupase rmpy NOBTOpHOTO obpazno | 128 43

H3CNe1BaHe (38,2%; 95% CI 33,0% - | (26,1%; 95% CI 19,8%
43,5%) - 33,0%)

KomOnHauma: cHMIITOMaTHYEH 4 7

peimauBupam BTE + ronaM KpbBOU3IIHB (1,2%; 95% CI1 0,4% - (4,2%; 95% CI 2,0% -

(HeTHA KJIMHHUYHA 110/134a) 3.,0%) 8,4%)

JleraneH unu HeneraneH 6enoapoben 1 1

eMbOOIH3BM (0,3%; 95% C1 0,0% — | (0,6%; 95% CI 0,0% —
1,6%) 3,1%)

*FAS= menen nabop 3a anamus (full analysis set), Bcuuxy nena, KOUTO ca UM paHIOMH3HPRHH

Tabaama 12: PesyaTaTn 32 6€300aCHOCT B Kpasi HA OCHOBHHS IEPHOJ HA JeYeHHE

Puapapoxcaban KomMnapartop
N=329* N=162*
KomOuHaums: ronsm 10 3
KpbBou3nuB + K3HI'K (3,0%; 95% CI 1,6% - 5,5%) | (1,9%; 95% CI 0,5% - 5,3%)
(ITEpBUYEH Pe3yITaT 32
Oe3onacHoCT)
['onaM KpBBOU3IIMB 0 2
(0,0%; 95% CI 0,0% - 1,1%) | (1,2%; 95% CI 0,2% - 4,3%)
HsakakBo xbpBeHe, 119 (36,2%) 45 (27,8%)
BB3HHUKHAJIO [TPH JIEYEHHETO
* SAF= nHabop 3a aHanu3 Ha Oe3onacHocTTa (safety analysis set), BCHUKH nella, KOUTO Ca

33701} PaHAOMHW3IHPAHH H Ca IMOJIYYH/IH Ha#i-Masiko 1 go3a OT M3NHMTBAHOTO JICKAPCTBO

IIpodrreT Ha epHKACHOCT M §€30MacHOCT HA pUBapokcabaH e B rojiaMa CTeNeH rogoteH Mexny
neAxaTpuyHara nomynauus ¢ BTE u pw3pactHara nonynauma ¢ JIBT/BE, Bunpeks ToBa, AETBT
Ha YYaCTHHLIMTE ¢ HAKAKBO KbPBEHE € 110-BHCOK B NeAWaTpuyHaTa nomyiaauus ¢ BTE B
cpaBHeHME ¢ Bp3pacTHaTa nomynaius ¢ JIBT/BE.

TTauMEeHTH ¢ BUCOKOPHCKOB TPONHOMO3UTHBEH aHTH(hocHOTHITMAEH CUHIPOM
B ¢noHCOpHpaHO OT H3CIIENOBATENSA, PAHAOMH3HPAHO, OTBOPEHO MHOTOLIEHTPOBO NPOYYBaHe

ChC 3acienieHa OLIEHKa Ha KpalHMTE TOYKH, piBapokcabaH ¢ cpaBHEH ¢ BapdapuH IpH
MAIMEHTH C aHAMHe3a 3a TpoM003a, AMarHOCTHLMpPaHHU ¢ aHTU(DOCPHONHITHACH CHHAPOM H ¢
BHCOK PHCK OT TpoMO0eMOONMMUHH CHOMTHS (IIONIOXKHUTENHM PH BCHUKHTE 3
aHTU(HOCHOTHNHARM TECTA: JIYITYCeH aHTHKOATYJIaHT, AHTHKADAHOIHITHHOBH &
aHTHUTeNA cpely Oera-2-rimukonporent I). [IpoyuBaHeTo € MpeKpaTeHo Npex/ae




BKTIOYBAHETO Ha 120 naumMeHTH Nopaau TRBPAEC MHOTO ChOMTHA cpell MAlMEHTHTE B FpyraTa Ha
puBapokcabad. CpeaHoTo npocneaapaHe € 569 aHu. 59 nauMeHTH ca paHIOMH3KpaHU HA
puBapokcaban 20 mg (15 mg 3a naumeHTH ¢ KpeaTHHHHOB KIHpBHC (CrCl) <50 ml/min) 1 61 Ha
sapdapuH (INR 2,0 — 3,0). Tpomboembonuanu cubutHa ce nposssasar npu 12 % or
NalHEeHTHTE, pAHIOMH3HPaHH Ha pHBapokcabaH (4 HCXeMUYHH HHCYNITa H 3 MHOKApIHH
uHbapkTa). He ca crobmaBanu ¢uOMTHA NpH NALMEHTH, paHIOMU3UpaHH Ha BapdapHH.
MacHeHO kbpBeHE ¢c¢ HaOmonasa npu 4-Ma raumeHTH (7 %) oT rpynaTta Ha puBapokcabaH H pU
2-Ma nauuenTH (3 %) ot rpynaTa Ha BapgapHH.

[TenuaTpyyisa nonyaauus

Esponeiickara areHUMA 110 IEKAPCTBATa OTAara 3aIb/DKCHHETO 3a NMPEAOCTABAHE Ha
pE3yJITATHTE OT NPOYUBAHHATA C pedEePEHTHHA JIEKAPCTBEH NPOAYKT, ChAbpikKall
puBapokcabaH B eJHa WIM [oBeYe NOATrPYIM Ha NeIHaTPUYHATA NOMyJIalHs ITPH JICUCHHETO
Ha TpoMOoembommuHK chOUTHA (BXK. Touka 4.2 3a MHQOPMAIA OTHOCHO ynioTpeba B
neAHATPHATA).

52 PapMakoKHHEeTHYHH CBOHCTBA

Abcopbipis

Cneapamara uHpopMaLys ¢ HazupaHa Ha JaHHH, MOTYYEHH MPH BB3PacTHU.

Pusapokcabau ce abcopbupa 66p30, kaTo MakcuManHuTe KOHUEHTpaUMH (Cmax) c€ AOCTHIAT 2 -

4 yaca cien ripuemMa Ha TabneTkarta.

[TepopannaTa abcopOuus Ha puBapokcabaH € noYTH ITh/IHA M niepopanHaTa OMOHATMYHOCT €

Bucoka (80 - 100%) 3a noza ot 2,5 mg # ot 10 mg, npuera kaTo TabieTKa, HE3ABHCHUMO JATTH

npUeMLT € Ha IMNAaJHO WIH cieA xpaHeHe. [IpuembT Ha puBapokcabaH ¢ XpaHa He MOBIMABA

AUC wnH Cpex npH A03aTa oT 2,5 mg u ot 10 mg,.

[Topanu HamaneHaTa cTeneH Ha abcopOrus e onpeeneHa nepopaiHa SHOHATMYHOCT OoT 66%

3a TabyieTka 20 mg npHera Ha raagno. IIpy npuem Ha Tabnerxu pusapokcaban 20 mg ¢

XxpaHa ce HabmonasaT nopuineHus Ha cpeaHaTra AUC ¢ 39% B cpaBHeHHe ¢ IMpHUEM Ha

TabNeTKHUTE Ha INTAAHO, KOSTO FOBOPH 3a MOYTH MhijiHa abcopbia U BUCOKA NepopaiHa

ouoHannuHocT. PuBapokcaban 15 mg u 20 mg Tpadsa Aa ce mpHeMa ¢ xpaHa (BXK. TOYKA

4.2).

dapMakOKHHETHKATA Ha puBapokcabaH e nouTH JuHeAHa A0 okono 15 mg BEAHEXK NHEBHO

IpH npueM Ha rnaaHo. Cnea mpueM Ha xpaHa puBapokcabad 10 mg, 15 mg u 20 mg

TabJIeTKH NOKA3Ba MPONOPLMOHATHOCT Ha Jo3aTa. [IpH no-Bucoxu no3u pusapokcabaH

NMOKa3Ba OrpaHH4YeHa OT pa3TBOpUMOCTTa abcopOiuHa ¢ HamaleHa OHOHAIMYHOCT H

HaMa/ldBaHe Ha CTereHTa Ha abcopOumaTa NMpy NOBHLIABAHE HAa JO3aTa.

dapMakoOKHHETHYHATa BapHAOHIIHOCT Ha puBapoKkcabaH € yMepeHa ¢ BapHpaHe MeKIy

otaeaHuTe napeHTH (CV%) B uaTepBana ot 30% no 40%.

AGcopbumsaTa Ha puBapokcabaH 3aBHCH OT MACTOTC HA HETOBOTO OCBOO0KAaBaHe B

CTOMAIIHO-4peBHHA TpakT. Crobiasa ce 3a 29% u 56% namanense Ha AUC # Cnex B

CpaBHEHKE ¢ TabneTKa, KoraTo rpaHysar pusapokcabaH ce ocBoboXaaBa B MIPOKCHMATHHTE

OTJE/IH HA ThHKHTE YepBa.

Excnozunmara ce HaMaigBa JOITHIHHTEHO, KOraTo puBapokcaban ce oceoboxnasa B

JHCTAIHHTE OTACIH Ha THBHKUTE 4epBa HIIH BbB BB3XoAsoTo Aedeno yeppo. [Io Tasu

NpHYHMHA TpAOBa Aa ce U30ArBa MPHIOKEHHETO HAa pHBapoKcabaH QUCTAITHO OT CTOMAXa,

ThH# KATO TOBA MOXKE A4 JoBelle A0 HaMasleHa abcopOLHa H CHLOTBETHO CBBLp3aHa

eKCIO3MLIMS Ha pHBapoKcabaH. m———
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NepopajIHO KaTo HaTpoueHa TabneTka, pazMeceHa B A0BIKOBO MOpe, MM CYCIICHAHPaHA BbB
BOJA U MTPUIOKEHA Npe3 CTOMAIIIHA COHAA, TTOC/IEABAHO OT TEYHA XpaHa, B CpaBHEHHE ¢
1AnaTa TabneTKa,

Kato ce uma npensua npeaBHAHMMS, MPONOPLIMOHANICH HA 03aTa (aPMAKOKMHETHYEH
npogui Ha puBapoKkcabaH, pe3yaTaTuTe 3a OUOHATHYHOCTTA OT TOBA MPOYYBAHE BEPOATHO ¢a
NPUNIOKHUMH 3a MOHWKAaBaHe HA JO3UTE Ha pHBApoKkcabaH.

Ileouampuuna nonynayun

Heuara ca nomy4dunu pupapokcaban Tabnerka WIH epopaiHa CyCIeH3us 1o BpeMe Ha HiIK
HEeNOCPEACTBEHO CJIE]] XpaHeHe WM MpHeM Ha XpaHa ¥ ¢ ofuualtina nopums Te4HOCT, 34 11a Ce
rapaHTUpa HaAeKHO Ao3UpaHe NMpH geua. Kakro npu se3pacTHHTE, puBapoxcadaH ce
abcopOupa Beanara ciiex nepopasHO NpWIoKeHHe ol opMaTa Ha TabneTka WK rpaHy/iH 3a
nepopaiHa cycnensus npu geuara. He ¢ HabmiogaBaHa pa3iMKa HUTO B CKOPOCTTA, HUTO B
creneHTa Ha abcopbia Mexay rekapcrBeHuTe Popmu TabJieTka U rpaHyIIH 3a nepoparHa
cycnieHsud. Jiuncear ©K gaHHH cliel HHTPABEHO3HO MPHIOKEHHE MPH Aelia, TaKa e
abcomoTHaTa SHOHANMYHOCT HA pUBapokcabaH NMpH JeLa € HEM3BECTHA. Y CTAHOBEHO €
HAMAJIIBAHE HA OTHOCHTENHATA CHOHATHYHOCT IMpH MOBHILABAINM Ce K034 (B mg/kg TenecHo
TETJI0), NPEANToNAraino orpaHMYeHNA Ha abcopbumaTa npy nNo-BHCOKH AO3H, JOPH NMpH MPHEM
3a¢HO ¢ XpaHa. PuBapokcabax 15 mg Tabnerku Tpabea na ce npreMa NpH XpaHeHe WM C XpaHa
(BK. TOUuKa 4.2).

PasnpeneneHuve
CBBp3BaHETO C IU1A3MEHUTE MTPOTEUHH ITPH BB3PACTHH € BUCOKO, okono 92% no 95%, karo

CEpYMHHAT AIOYMHUH € OCHOBHATA CRBp3Bala ¢pakims. OO0eMBT Ha pa3npe/ieICHUE € YMEPEH ¢
Vs npubnusurenno 50 aurpa.

Ileouampuuna nonyaayus

JInmicBaT JaHHM 33 CBBP3BAHETO Ha puBapokcalaH ¢ IUIa3MeHHUTe NIPOTEUHH, CIIeHHPUYHY 32
gena. Jinnceat OK gaHHK cnex HHTPaBEHO3HO NMPHIIOKEHHE Ha puBapokcabaH npu aeua.
OGeMET Ha pa3npeie/ieHHE B CTALTMOHAPHO CHCTOAHME (Vs), H3UKC/IECH upes nomynauuonHo PK
MOJIeNIHpaHe NnpH Aeila (Bb3pacTos Auana3oH § Ao < 18 roauHu) cnen nepopanHo NPHIOKEHHE
Ha pMBapokcabaH, 3aBHCH OT TEIECHOTO TEIJIO U MOXKe Aa Obae OIMUcaH ¢ aJIOMETpH4YHA
dyHKIHMa, cbC cpeiHa cToiHocT 113 | mpu nvua ¢ renecHo rerno 82,8 kg.

BuoTtpaxchopm H CJIMMHHHDAHE
IIpu BB3pacTHH, OKOJO 2/3 OT NPHIOKEHATA 1032 pHBapoKkcabaH ce noanara Ha MeTaboMHTHO
pasrpaxaaHe, cjie]] KoeTo NOJIOBUHATA ce eNUMUHUpa nipe3 HubpeunTe, a Apyrara nojoBHHA
— ¢ ¢pexanuure. Ilocneanara 1/3 ot mprunoxeHara A03a ce HITBUYBa YPe3 AupexTHA 6B6peuHa
EKCKpeLHs KATO HENPOMEHEHO aKTHBHO BELLUECTBO B YPHHATA, IJIABHO Ype3 aKTUBHA
61n6peuna cekpelma.

Pusapokcaban ce Metabomzupa upe3s CYP3A4, CYP2J2 u CYP-He3aBHCHMH

MeXaHM3MH. PasrpaxaaHero upes OKHC/IeHHe Ha MOP(OJIHHOHOBHA PAHKAN H

XHAPOJIM3aTa HA AMHUAHHUTE BPB3KH Ca OCHOBHHTE NpoLiecH Ha OHotpaHcdopMald, Ot in
Vitro W3CNCABAHHA € U3BECTHO, Y€ puBapokcaban € cyOCTpaT Ha TPaHCIIOPTHUTE
nporerHy P-gp (P-rnuxormporedH) n Berp (MpOTeHH HA pEe3HCTEHTHOCT Ha pak Ha
repaaTa).

HempoMeHeHusaT puBapokcaban € Hali-BaXXHHUAT KOMIIOHEHT B YOBELUKATA IJ1a3Ma, 6e3 1a
IPYTH OCHOBHH HJIH aKTHBHHM LIMPKyIHpalluH MeTabonuTH. ChC CUCTEMEH KIIHPBHC O
I/h puBapokcaban Moke Ja ce KIacH(PHUIIMpa KATO BEIIECTBO C HHCHK KIMpPBHC. C




HHTPAaBE€HO3HO NMPHNOKEHHUE Ha 1034 OT | mE eNMMUHALMOHHHAT NMOTYXKHBOT € OKONO 4,5
yaca. Cnel nepopanHo MpUIOKEHUE eTHMHHHPAHETO CTaBa IKMHTHPAHO OT CTENeHTa Ha
abcopbumsa. EnumunnpaneTo Ha puBapokcabaH OT IU1a3MaTa HACTHABA ¢ TEPMHHANEH
NOMY>KHBOT OT 5 A0 9 Yaca Npy Mnaay MHAMBHM M OT 11 o 13 uaca mpH manMeHTH B
cTap4yecka Bb3pacT.

IHeouampuuna nonynayus

JlunceaT jaHHH 33 MeTabosnaMa, cnietnanu 3a geua. Jiuncsar OK nawHu caen
HHTPaBEHO3HO MMPHIOKEHHE Ha puBapokcabaH npu aeua. KnupsHceeT (CL), H3uKCneH qpes
norrynauHoHHo ©K MoaenupaHe npu aeua (Bn3pacToB aMana3oH O no < 18 roannu) caen
NEPOPAIHO MPUIIOKEHHE HA pUBApOKCcabaH, 3aBUCH OT TENECHOTO TEr0 H Moxe Aa Obae onucaH
C aTOMETpHYHA QYHKLW, ChC cpeasa cToHHOCT 8 /uac 3a nuie ¢ TenecHo Terno 82,8 kg.
CpeansTe reOMETpHYHH CTOMHOCTH 34 NMOTYXKHMBOTA Ha AUCTIOZHLIMA (t1/2), U3UHUCICHH Ype3
nomynaumonHo ©K mMonenrpase, HaMAIABAT ¢ HAMAIABAHETO HA BB3PAcTTa H BapHpar oT 4,2
yaca IIPH IOHOIIH A0 MpUOIM3KTENHO 3 yaca NpH Aela Ha BB3pacT 2-12 roMHM M ce MOHIDKABAT
10 1,9 1 1,6 yaca, cbOTBETHO NPH ela Ha BB3pacT 0,5-< 2 roguHH U no-Manku ot 0,5 roauxm.

CrelHanHy rnomyJaiyq
Hon

[Ipn BE3pacTHH, He ca YCTAHOBEHHM KHHHYHO 3HAMHMMH PA3THKH BbB (hapMaKOKHHETHKATA H
(dapMakoAMHAMHKATA MeX(Ty NAlMEeHTH OT MBXKKH M JKEHCKH Mol EMHH ekcILiopaTopeH aHamu3
He MoKa3Ba 3HAaYHMH palI4HA B eKCIO3HIIMATA Ha puBapokcabaH Mexay Jera OT MBKKH H
AKEHCKH MO,

IHayuernmu e cmapyuecka év3pacm

[TaumeHTHTE B CTapyecka Bb3pacT NOKA3BAT NO-BUCOKHU IU1IA3MEHH KORLIGHTPAllHH B
CPABHEHHE C IMO-MJIAANTE MALHEHTH CBC CpeaHn cToiHocTH 3a AUC okono 1,5 meTH nmo-
BHCOKH, OCHOBHO MOpaau HamMasieHusa (mpueHaeH) o0 U 6s0peuen knupphe. He ce Hanara
KOPEKLHUA Ha 03aTa.

Paznuvnu xamezopuu 8 3agucumocm om mezaomo

Ilpyn BB3pacTHH, NPEKOMEPHH OTKIIOHEHHA B TellecHOTO Terno (< 50 kg win > 120 kg)
HMaT CaMO MAJIKO BJIHAHHE BbpPXY IU1a3MEHHTE KOHIICHTpALIHM Ha puBapokcabaH (rmo-
Majiko oT 25%). He ce nanara xopexuus Ha no3arta. [lpu neua, pusapokcabaH ce nosupa
Ha Oa3aTa Ha TeJIeCHOTO Terno. EAuH ekcruiopaTopeH aHaIM3 He TI0Ka3Ba 3HAYHMO
BJIHAHKE Ha MOAHOPMEHOTO TEIJIO HIH 3aTIECTABAHETO BBPXY €KCNO3HLIMATA Ha
puBapokcabaH npu aena.

Meoicoyemnuvecxu paznuvua

[Ipx BB3pacTHH, HE Ca YCTAHOBEHH KIIHHHYHO 3HAMHMH MEXIYETHHUCCKH PA3JIHYHA NPH
MALHEHTH OT €BPOIICHAHATa, apo-aMePHUKAHCKATA, JIATHHOAMEPHKAHCKATA, ATIOHCKATA
KUTaHCKaTa IpynH N0 OTHOLICHHE Ha papMaKOKHHETHKATA H apMaKOAHHAMHUKATA Ha
puBapokcabaH.

EovH eXCIutopaToOpeH aHAIHU3 He TI0Ka3Ba 3HAYMMH MEKIYCTHHYECKH pa3/IMyuus B
EKCTO3UIMATA HAa pUBapokcabaH NpH Jela OT SIMOHCKATa, KUTAKCKATA M A3MATCKATA MPYIIH
H3BbH Anonna 1 Kurai B cpaBHEeHHE CbC CROTBETHATa 001LA NIeAUATPHYHA [TOITY IALIHA.

Yeprodpobro yspeoicoare




BB3pacTHH NALMEHTH C 1MPO3a H JIeKo YepHoApoGHO yBpexnaHe (kaac A no Child Pugh)
NpoABABAT CAMO MUHMMAJTHH [TPOMEHH BLB (papMakokuHeTHKaTa (cpenuo 1,2 meTH
noBuieHHe Ha AUC Ha puBapokcabaHn), K0eTo € NOYTH CPAaBHUMO ChC CHOTBETHATA HM
KOHTPOJIHA rpyna 3paBy HHIUBKAM. ITpy MauMeHTH ¢ UMpo3a H YMEpEeHOo YepHOApoGHO
yBpexaaHe (ac B no Child Pugh), cpeanara AUC Ha puBapokcabaH € 3HaAUHTENHO
MoBHIUEHA (2,3 MbTH) B cpaBHEHHE Che 3apaBH 1o6poBonM. AUC Ha HecBhp3aHaTa (pakius
ce nosuwaea 2,6 meTH. IIpH Te3M nauMeHTH UMa U HamasnieHo 6E0pedHo eNHMUHHMpPaHe Ha
puBapokcabaH, nono6HO Ha TOBa MIPH MALMEHTH ¢ YMepeHo On0peuno yepexaane. Hama
OAHHHU OT MALHEHTH ¢ TEXKO YepHOAPOOHO yBpeKaaHe.

Huxubnpanero Ha akTUBHOCTTa Ha dakrop Xa npH NauHeHTH ¢ YMEPEHO YepHOAPOoGHO
yBpexKJaHe € NOBHIIEHO 2,6 MbTH B cpaBHEHUE CBC 3ApaBH AoOporonuy; PT ceino €
yawDKeHo — 2,1 meTH. IlauMeHTHTE C yMepeHo MepHOAPOOHO YBpeXKaaHe ca 1o-
YyBCTBHTE/HH KbM pHBapokcabaH, koeTo Boau mo no-ctpbMHo OK/O ] choTHOmEHHE
MEKIY KOHUeHTpauusTa 1 PT.

PuBapokcabaH € NpOTHBOMNOKA3aH NPH NaLMEHTH ¢ YepHOAPOOHO 3a00/I9BaHe, CBBEP3AHO C
KOAryJIonaTus ¥ KIMHHHYHO 3Ha4YKUM PHCK OT KbpPBEHE, BKIIOYHTETHO MAILMEHTH ¢ [MPO3a ¢
knac B 1 C no Child Pugh (Bx. Touka 4.3).

JIMrncBaT KIMHMYHH AaHHHU NPH Aelia ¢ YepHOAPOOHO YBpeKIaHe.

bvbpeuro yspescoane

IIpu BB3pacTHH ce HabmoaaBa yBeIWYeHUE Ha €KCTIO3HLIMATA Ha PHBAPOKCA0aH YCIIOpeIHO C
HaManaBaHe Ha 6p6peunaTa QyHKLMA, H3IMEPEHa Ype3 KPeaTHHHHOBHS KIHpBHC. [Ipk
MHAMBHIH C JIEKO (KpeaTHHHHOB KIHPBHC 50 - 80 ml/min), ymepeHo (KpeaTMHHHOB KITHPBHC
30 - 49 ml/min) ¥ Texxo (xpeaTHHHHOB KAHpPBHC 15 - 29 ml/min) 6x6peuno yBpexaane
1a3MEeHHTE KOHLCHTpaluH Ha puBapokcabaH (AUC) ca cvoteerno 1,4, 1,5 u 1,6 mbTH no-
BUCOKH. CHLOTBETHOTO 3aCHIBaHe Ha (papMakoAHHaMHYHHTE edekTH e no-u3paseno. [Ipu
HHIHBHJIM C JIEKO, YMEPEHO H TexKo OnOpedHo yBpexxaaHe HaOCTHOTO HHXHOHpaHe Ha
aKTHBHOCTTA Ha (pakTop Xa e crorreTHO 1,5, 1,9 1 2,0 MbTH NO-CHAHO B CPaBHEHHE ChC
3apaBH xobporomy; PT cbino e yawmkeHo — ceotBetHO 1,3, 2,2 11 2,4 meu. HaMa qaknu or
MALMEHTH C KPEATHHUHOB KJIHPBHC < 15 mi/min.

[Topanu BHCOKaTa CTEIICH Ha CBBpP3BaHe ¢ IUIa3MEHUTE NPOTEHHH He Ce 0YaKBa PUBApoKcabaH
na Moxe 1a Obae OTAeNeH Ype3 AHATH3a.

He ce nmpenopsupa ynorpeba npy nauMeHTH ¢ KPEATHHHHOB KIHPBHC < 15 ml/min.
PuBapokcabaH Tpa6Ba na ce H3noa3Ba BHUMATETHO NPH NALMEHTH ¢ KPEATHHHHOB KITHPBHHC
15 — 29 mi/min (8. Touka 4.4).

JIMncBaT KIMHHYHY JaHHM NP Aeua Ha | roquHa WK No-rojIeMH ¢ YMEPEHA HITH TexXKa
crerncH Ha 6b0peyHo yBpexaaHe (CKOPOCT Ha IIoMepy/iHa puntpamua < 50 ml/min/1,73 m?).

DapMaKOKHHETHYHH JAHHH ITPYU NAUMEHTH
ITpn naumenTH, nomyvasally puBapokcabaH 3a JieueHHE Ha ocTpa AbA00Ka BEHO3HA

tpombo3a (JIBT) 20 mg BeaHsXK JHEBHO, CpeAHATA N'eOMETPHYHA KOHLEHTpauus (90%
IIPOTHO3EH HHTEPBaN) 2 - 4 4aca U OKONO 24 yaca cliel] MpHeM Ha 1033 (IpUGIIU3HTENHO

NpeACTaB/IABAIH MAKCHMATHATA H MUHHMATHATA KOHLIEHTPALIMH NPe3 BpeMe Ha JO30BHA
HHTEPBAN) € ChOTBETHO 215 (22 - 535) 1 32 (6-239) meg/].

I1pu neguaTpuaHy naumeHTH ¢ ocTbp BTE, nomyvyaBamu puBapokcabas npu no3a, KOpUTrHpaHa
COpSMO TENECHOTO TErJo, BoAella A0 €KCNO3HLMA, MoAoOHAa Ha Ta3H MPH BBL3PACTHH MAIHEHTH ¢
BT, noyvasainu n1HeBHa A03a 20 mg €aUH ITBT JHEBHO, CPEIHATA FTeOMETPHUHA CTOHHOCT Ha
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KOHLEHTpauHHTe (MHTEpBaT 90%), OMYYSHH NpH BpeMEBHTE HHTEPBAIH Ha B3eMaHe Ha
npoGHTe, NMpeaCTaBIABALIM MPUOTH3HTETHO MAKCHMAIIHHTE H MUHHMAIHHMTE KOHLIEHTPALHH 10
BpeMe Ha JO30BHA UHTEpBal, ca 0606menun B Tabauna 13.

Tabanna 13: Obobmena craTacTEKA (Cpeana reomerpavHa croiinOCT (90% HETEpBaN))
H& IVIA3MEHHTE KOHNEHTPANHY HA puBapoxkcaban B cranaorapHo cherognnme (meg/l)
CHOpel peXkHMA HA JO3HPAHE H BHIPACTTA

BpemenH - - - - - - - -
HHTEPBAJIE
o.d. N 12 - N [6-<12 - - - -
<18 I'OHHE
rOAHHE
2,5-4gaca | 171 | 241,5 24 | 229.7 - - - -
cnen (105-484) (91,5-777)
nNpUIaraHe
20-24 yaca | 151 | 20,6 24 | 15,9 - - - -
cnen (5,69-66,5) (3,42-45,5)
NPWIAraHe
b.i.d. N |6<12 N |[2-<6 N 05-<2 |- -
roAHHH rOAHHHA roadHH
2,5-4yaca |36 | 1454 38 | 171,8 2 n.c. - -
cnen (46,0-343) (70,7-438)
NpWIarase
10-16 wyaca | 33 | 26,0 37 | 22,2 3 10,7
cnen (7,99-94,9) (0,25-127) (n.c.-
NIpIIaraHe n.c.)
ti.d. N |2-<6 N |Or N 05-<2|N Or
rOAHHHA pPaKaaHETO roaHHH PRXKIAHETO
<2 rogunn < 0,5
roAHHH
0,5-3vyaca |5 164,7 25 | 111,2 13 114,3 12 108.0
cnen (108-283) (22,9-320) (22,9- (19,2-320)
MpHIaraHe 346)
7-8 uaca 5 33,2 23 | 18,7 12 21,4 11 16,1
crnen (18,7-99,7) (10,1-36,5) (10,5- (1,03-33,6)
npuwiaraHe 65,6)

0.d. = eaMH BT AHEBHO, b.i.d. = ABa METH AHEBHO, t.i.d. = TPH THTH AHEBHO, N.C. = HE €
u3urcneHo (not calculated)

CrofiHoCTH MO JONHATA FPAHHMLIA HAa Konu4yecTBeHO onpeaenaHe (lower limit of quantification,
LLOQ) ca zaMecTenu ¢ 1/2 LLOQ 3a u3uncnenuero Ha crarucTuctukara {(LLOQ = 0,5 meg/l).

Bpb3ka papMaxoKuHeTHKA-$hapMaKkoAHHAMHKA
CroTHoleHHeTo dpapMakokuHeTuka/papmMakoauHamuka (OK/ D) mexay ruiasMeHa
KOHIICHTpaLMA Ha puBapoKca0aH H HAKOJIKO dapMakOAMHAMHYHM KpaiiHu TOYKH //




(uHxubupaue Ha daxrop Xa, PT, aPTT, Heptest) e npoydeHo ciie npuiaraHe Ha UHPOK
AuanasoH ot A03M (5 - 30 mg ABa ITbTH Ha JieH). BpeakaTa Mex Iy KOHUEHTpaLHATa Ha
puBapokcabaH u akTHBHOCTTa Ha ¢akTop Xa Hal-no6pe ce ormmcpa ¢ Emax Mozen. Tlo
oTHoeHKe Ha PT MozensT Ha nuHeliHO npecHyaHe OMHCBA JAHHATE OGHKHOBEHO NO-100pe.
HaknoHBT Ha KpUBaTa BAPHpPA 3HAYMTENTHO B 3aBUCHMMOCT OT PasIMyHHTE U3MON3BaHH PT
pearedTH. Ilpu u3nonssane Ha Neoplastin PT, PT na usxoaso HuBo e okono 13 s, a
HaKJIOHBT OKOJO 3 10 4 s/(100 pg/l). PesyrraTure or aHanusa Ha OK/DJ] ot daza Il u 111 ca
CXOAHU ¢ AHHHUTE, YCTAHOBEHH IPH 3ApaBH HHIHBHIH.

[leauaTpHYHa NOMYIAIIHA
He ca npoyqBanu 6e30nacHOCTTa H €pHKAaCHOCTTa NpPH MOKA3AHUETO MPOPHIAKTHKR HA HHCY/IT

H CHCTeMHA eMOOTHA MPH NALMEHTH ¢ HEKNAITHO NPEACHPAHO MEXIEHE IPH JeLiA M KOHOIIH Ha
BB3pacT 4o 18 roaunu.

5.3 IlpeakIHHHAYHEA JAHHR 38 6€30MACHOCT

HexnuuuuHure 1aHHH He TOKA3BaT 0cOOEH PHCK 3a XOpa Ha 6a3aTa Ha KOHBEHLMOHAJIHHUTE
¢papMaKoIOrHYHHM M3NUTBAHHSA 38 6€30MaCHOCT, TOKCUYHOCT IMPH €HOKPATHO MPIIOKEHHE,
(OTOTOKCHYHOCT, FEHOTOKCHYMHOCT, KAHLEPOreHEH NOTCHIIMAT H IOBEHIUIHA TOKCHYHOCT.
Edexrure, HabmonasaHu npH H3MUTBAHKUATA 38 TOKCHYHOCT MPH MHOTOKPATHO NPHIOXKEHHE,
ca CBBbP3aHH OCHOBHO ChC 3aCH/IEHaTa (apMakoAMHAMHYHA AKTHBHOCT Ha pHBapokcabaH.
[Ipu rieXxoBe ca HabmonapaHK MOBULIEHH Na3MeHH HuBa Ha IgG u IgA npu HMBa Ha
€KCMO3HLNA, COTBETCTBALIH HA KIIHHUYHHTE.

[Ipu rursxoBe He ca HabmonaBaHH edeKTH BEPXY GEPTIIHTETA NPH MBKKHTE MM JKEHCKHUTE
JKHBOTHH. M3NMTBAHUATA NPH XKUBOTHH NOKA3BaT PCNPOAYKTHBHA TOKCHUHOCT, CEBP3aHa C
(papMaKONOrHYHHA MEXaHH3BM Ha HeliCTBHE Ha pUBAPOKCaBaH (Hanp. XeMOparkuIHH1
ycaoxHeHuA). [IpH mnasmMenn HUBa, CHOTBETCTBAINM HA KITHHHYHHTE, ¢4 HaboaaBaHK
eMOpHO-(heTanHa TOKCHIHOCT (MOCTHMIUIAHTAl[HOHHA 3ary6a, 3a6aBeHo/cTHMYIHpaHo
OCH(}HLMpaHe, MHOXKECTBEHH ONeQH XenaTaiHy NeTHa) U MOBMIIEHA YeCTOTa Ha Half-uecTo
CpelaHHTe MandopMaliMi, KAKTO K IUTaueHTapui npomend. [IpH npe- M mocTHATaNHO
H3IIUTBAHE HA TUTHXOBE € Hab/10/aBaHa HAMAJICHA BUTATHOCT HA MOKOJESHHETO NPH A03H,
TOKCHYHH 34 MalKuTe.

PuBapokcabaH € M3ceaABaH NPH IOBEHIIHH TUTBXOBE MPH MPOIB/DKHUTEHOCT Ha JIEYeHHETO JI0
3 Mecella, C HA4aJIC OT MOCTHATAJIEH [IEH 4, KOETO MOKA3Ba MOBHIIEHHE HA NIEPHHHCYIapHa
XeMoparus, KOATO He € 3aBHCHMa OT no3ata. He ¢ HaGmonaBaHo Joka3aTencTso 3a
crnienMpHYHa TAPreTHA OPraHHa TOKCHYHOCT,

6. @®APMAIIEBTHYHHU JAHHH

6.1 CuHchK HA NOMOIMHATE BeHleCTRA

Ha TabneTkara:
JlakTo3a MOHOXMpAT
Hatpues naypuncyngar
XHIpoMesnoza
Kpockapmenosa Harpuit
MarHesueB creapar




Llenynosza, MUKpOKPHCTATHA
KononaeH 6e3poacH CHIKIIMEB JHOKCH]

OUIMOBO NOKPHTHE:

Xurpomenosa
Turanos guokcug (E 171)

Makporon
CoHceT xpirro FCF amymunnes nax (E110)

KeneseH okeun, uepeeH (E 172)
XKeneszen okcun, xwir (E 172)
XKenesen okcup, uepeH (E 172)

6.2 HechLBMECTHMOCTH

Henpunoxumo.

6.3 Cpox Ha roguoct

3 roauHM

6.4 CHoennajHH yCJIOBHS HA ChXpaAHEHHE

To3u nekapcTBEH MPOLYKT HE H3UCKBA CMELIMAIHU YCIOBUS HA ChXPaHEHHE,

6.5 Bnan chabpxaHHEe HA ONAKOBKATA

Bmucrep ¢ OPA/Anymunuit/PV C/amymMununeso donuo
Bunose onakosku ot 10, 14, 20, 28, 30, 42, 50, 98, 100 ¢uaMupanu TabreTkH.

bmucrepn ¢ enuHuyHM R03H 0T OPA/Amymunuit/PVC/anymunueso domuo ¢ nepdopaums
Bunose onakoeku ot 5x1, 10x1, 14x1 dpunmupanu TabneTku.

bmuctep ¢ mpo3pauHo WiK Henpo3pauHo PVC//PVDC/arymunneso ¢onno
Bunose onakosku ot 10, 14, 20, 28, 30, 42, 50, 98, 100 punMupanu TabneTky.

bincrepu ¢ eAMHUYHH 03K OT NPO3pavHO HTH Henpospauno PVC/PVDC/anymunueso donmo
¢ nepgopaums

Bugose onakoeku ot 5x1, 10x1, 14x1 ¢punmMupanu tabnerku.

Onakoska 3a Tabnetku or HDPE ¢ BurTOBa Kanauka ot PP, 3amureHa cpeury oTsapsHe ot
Aelia, ChABPKAINA HICYLUHTEN (CHIIHKA I'en)

Bunose onakopxu ot 100 ¢unmupanu TabneTky.

He BcHUYKH BHAOBE OMakoBKHM MOrar Aa 6BIaT MycHaTH Ha masapa.
6.6 CHoenHajiHH UpeANA3IHHA MEPKH NPH HIXBLpASHE H paboTa

Heusnon3saHUsT nexapcTBEH NPORYKT WIH OTNAIBYHHTE MAaTEPUAH OT Hero Tpsabea
H3XBbPJAT B CHOTBETCTBHE C MECTHUTE W3HCKBAHUA.




Pastpomasate Ha TabneTkuTe
Tabnerkure puBapokcabaH Morar Aa ce pa3Tpowar 4 Aa ce cycrnieHaupar B 50 ml Boza u aa ce

MPHIOKAT Ype3 Ha30racTpaiHa COHAA WM CTOMAIIHA COH/IA 38 XPaHEHEe CNIER NOTBEPKACHHE,
4e COHAaTa e pasno/okeHa B croMaxa. Ciiell ToBa coHaaTa TpAOBa a ce MpoMHe ¢ Boaa. Thii
KaTo abcopbumsaTa Ha puBapoKcabaH 3aBUCH OT MACTOTO Ha 0cBOGOXKAABAHE HAa AKTHBHOTO
BELLECTBO, TPA0BA Aa ce n3bArea MpuIOKeHHE Ha puBapoKcabad AMCTATHO OT CTOMaxa, Thif
K4aTO TOBAa MOXeE Ja A0oBefie 10 HaManeHa abcopbima U BEB BpB3Ka € TOBA 10 HAMANeHa
€KCIO3HLUA Ha AKTMBHOTO BeiecTBO. (16 NpwioKeHue Ha pasTpolneHa TabieTka
pusapokcaban 15 mg win 20 mg, npueMBT Ha 103aTa B TAKLB cIyuali TpaOBa BeHara aa Obae
NMOC/IEABAH OT EHTEPATHO XPAHEHE.
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