KPATKA XAPAKTEPHCTHKA HA TIPOIVKTA
IA 1 D77 3

1.  MME HA JIEKAPCTBEHHUSI TPOJYKT 6447 S 06 -02- 20

TunbGan 15 mg puamupanu TabneTku
Thinban 15 mg film-coated tablets

7 KAYECTBEH U KOJIHYECTBEH CbCTAB
Besika duamupana tabnerka cbhabpka 15 mg puBapokcaban (rivaroxaban).

[ToMOLIHO BELLECTBO C H3BECTHO JICHCTBUE
Besika dunmupana tabnerka cbabpika 125,4 mg nakrosa (KaTo MOHOXHMJIPAT), BUKTE TOUKA 4.4,

3a MbJIHUA CMTHCHK HA NMOMOILIIHHUTE BellecTBa BHKTE TOYka 6.1.

3 JJEKAPCTBEHA ®OPMA
Mdunmupana tabnerka (tabnerka)

OpankeBa, Kpbiuia puamupana tabnerka ¢ anamersp npubansuTenHo 7 mm, ¢ BAIBLOHATO penedHo
obosnauenue T ot ennara crpana v “3R” ot apyrara crpaHa.

4. KJIUHHYHHU JAHHHA
4.1 TepaneBTHYHH NOKA3AHHA

Bv3pacmnu

[TpoduiiakTHKa HA HHCYAT H CHCTEMEH eMOOJIM3BM TPH Bb3PACTHH NALIMEHTH C HEKJIAMHO
NpeACbPAHO MBbXK/IEHE C €/IMH MJIU NMOBEYE PUCKOBH (PAKTOPH KATO 3aCTOMHA Chp/leyHa
HEJI0CTATBYHOCT, XMINEPTOHHS, Bb3PacT = 75 ro/IMHH, 3axapeH AHadeT, npekapaH HHCYJIT WK
[Pexo/1Ha HCXEMHYHA aTaKa.

Jleuenue Ha abadoka BeHosHa Tpombo3a (/IBT) n 6enoapoben embonuszbm (bE), u npopunaktika Ha
peunausupaium JIBT u BE npu Bb3pacTau naumenTy. (Bxk. Touka 4.4 3a XeMOJIHHAMHYHO
HecTaOWIHK naumeHTH ¢ bE.)

[leduampuyuna nonyiayus |
Jleuenue Ha BeHo3eH TpoMOoemboau3bm (BTE) u npodmnakruka Ha peunansu Ha BTE npu neua u
FOHOLIM Ha Bb3pacT noj 18 roaunn v ¢ terso ot 30 kg 10 50 kg Hak-manko 5 AHM clie/1 Ha4aaHo
MapeHTepaJHO AaHTHKOArYJIAaHTHO JIEYEHHE.

4.2 Jlo3HMpOBKA H HAYHH HA NPHJIOKEHHE

Jlo3upoBka
[Ipoghunakmuxa Ha uncyam u cucmemen emMooausbm npu 6b3pacmuu

[TpenopbunTennara a03a € 20 mg BeJHbXK JAHEBHO, KOATO CHILO € H NPENopbYHTEIHATA Ma
103a.

Jleuenuero ¢ TunGan TpabGBa 1a NPOABLIKHK ABJIATO BPEME MPH YCIIOBHE, Ye 110J13aTa
Ha WHCYJIT H CHCTEMEH eMO0JIM3bM HA/IBHILIABA PUCKA OT KbpBEHE (BXK. TOUKa 4.4).
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Ako Obae nponycHarta 1034, nalMeHTLT TPAOBa Aa npueme seaHara TuHOaH ¥ Ha cneasaluMs AeH Aa
NPOALIDKH C [PHEM BEAHBK JHEBHO, KaKTo € npenopbyaHo. He Tpabsa na ce npuema npofina no3a B
€IWH H CBLUIH AEH, 3a Aa C€ KOMNEHCHpa MPOITycHaTaTa 1034a.

Jeuenue na [IBT, revenue na BE u npogpunaxmuxa na peyuousupawu [IBT u BE npu ev3pacmnu
[IpenopbuHTENnHATA J03a 38 HAHANMHO JiedeHHe Ha ocTpa JIBT vwnu BE e 15 mg a8a mbTH AHEBHO Mpes
ITBPBHTE TPH CCAMHUM, NOC/ICABaHA OT 032 20 mg BeAHBK AHEBHO 32 MPOALDKABALUOTO JICHCHHE H
npodunakTika Ha peudauBupawuy JIBT v BE.

[Tpx naunenTd ¢ JIBT wnn BE npeausBukaHK OT CEpHO3HH NMPEXOLHH PUCKOBH (PaKkTOpH (T.€. HACKOPO
npeKapaHa CEpHO3HA Onepauys WK TpaBma) TpaOBa 1a ce oOMHUCH KpaTKOCpoUHa Tepanus (Haii-
Maiko 3 meceua). [To-npoabmkKHTeNHa Tepanua TpAOBa Aa ce OOMHCIIN NPH NALHEHTH ¢ NPOBOKHPAHH
JIBT nunu BE, KOHTO He ca CBbP3aHH CbC CEPHO3HH MPEXOAHH PHCKOBH GaKTOPH, HENPOBOKHPaHH
JIBT wnu BE, win ucropua Ha peunansupaimy JIBT unu bE.

Koraro ¢ nokaszaHa fo-npoaAb/KUTENHA npoduiakTUka Ha peunauBupatn [IBT 1 BE (cnea
3aBbLPLIBAHE HA Halt-manko 6 MeceuHa Tepanus 3a JIBT wiu BE) npenopbvunrennara nosza e 10 mg
BeAHBXK AHEBHO. IIpH naLMeHT™!, NPH KOKWTO Ce CUMTA, Y€ PUCKDLT OT peunmaneHpauly BT win BE e
BMCOK, KATO TE€3H € YCAOKHEHH CBIThTCTRALUM 3a00NIBaAHHA HITH KOMTO Ca pa3BWIH pekypeHTHa [IBT
wniu BE npu no-npoabmkurenHara npopunakTika ¢ THHGad 10 mg BeaHbx AHEBHO, TpaOBa 1a ce
obmucnn npuem HaTuHGaH 20 mg BeAHBK THEBHO.

ﬂponmmmenﬂocm Ha NCYCHHETO H H360p’bT Ha qo3arta Tpuﬁna Aa CE ONpeachaT HHAWBHAYANTHO
clea BHUMATENHA OLUCHKA HA CHOTHOLICHHETO MECXKAY NMOJI3aTa OT JJEHEHHETO H PHCKA OT KbPBCHE

(BXk. TOMKA 4.4).

Ilepuon oT Bpeme Cxema Ha npaaarsre | O6ms anesna 1034
Jleuenne u Henl - 21 15 mg npa rLTH 30 mg
npo¢HIaKTHKa Ha OHEBHO
pexypentHa JIBT u BE | or aeH 22 nataTbk 20 mg BeaHbk AHeBHO | 20mg
[TpodunaxkTrka Ha Cnea 3aBbpuisase Ha 10 mg Beanbxk aHesHo | 10 mg
pekypenTHa JIBT u BE | none 6-mMeceuna wiK 20 mg BeOTHkK unu 20 mg

Tepanuds 3a JIBT wnu IHEBHO

bE

3a 18 ce YNeCHH. NpeMHHAaBAHETO OT JIeUueHHe ¢ A03a OT 15 mg kuM neyeHue ¢ ao3a ot 20 mg caen
Jlen 21 e HanH4YHA ONAKOBKA 3a 3anouBaHe Ha JieyeHHeTo ¢ THHOaH 3a neuenue Ha JIBT/BE.

Axo BbB (pazaTa Ha neueHHe ¢ 15 mg aBa mbTH AHEBHO (AeH | - 21) ce nponycHE €AHH NPHEM,
nauKeHTLT TpAOBa He3abasHo Aa npueMe THHOAH 3a @ ce OCHTYpH O0LLO MPHETO KONMMECTBO OT

30 mg Tuubar 3a eauH acH. B T0o3M criyyail moxe Aa ce npyvemat no Ase tabnerku ot 15 mg
HaBeaHK. Ha cneapawms neH naumeHTsT TpabBa a MPOIBILKM ¢ pEAOBHHA NMpHEM Ha 15 mg 1Ba ITLTH
JIHEBHO, KAKTO € NMPENopLYaHoO.

Axo BbB (pa3aTa Ha JieueHHe C NPHEM BEIHBK JHEBHO Ce MPOITYCHE €OWH MPHEM, NAUHEHTLT TpaOBa na
npreMe HezabasHO TuHOAH M 1a NpOaL/DKH HA PEAOBHHA MPHEM BEAHBK AHEBHO, KAKTO €

npenopbyaHo. He Tpabea aa ce npuema aBoliHa N03a B paAMKHTE Ha €IMH M CHIUM JeH, 38 A4 Ce
KOMIEHCHpa NpOnyCcHaTaTa f03a.

Jeuenue na BTE u npodhunaxmuxa na peyuousu na BTE npu oeya u onouu
JleuenueTo ¢ TunGaH npu aeua H IOHOLIK Ha Bb3pacT noa |18 roanHH Tpabea aa 3anoy
5 AHM cllea HAYATHO MapeHTEPATHO @aHTHKOAI'YJIRHTHO JICYEHME (BXK. TOUKa 3.1).

Jlo3aTa 3a aeua M IOHOLIM C€ H3YKCIABA Bb3 OCHOBA HA TENECHOTO TErJo.
e TenecHo Terno ot 30 oo 50 kg:
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npenopbyBa ce eAHOKpaTHA AHEBHA 1033 oT 15 mg puBapokcaban. Topa € MakCHManHaTa
JHEBHA 034.

¢ TenecHo Terno 50 kg win noeeue:
npenopbuBa ce €AHOKpaTHa AHeBHa ao3a ot 20 mg puBapokcabaH. Topa e MakcHManHaTa
JIHEBHA JO34.

¢ 3a naumeHTH ¢ TenecHo Terno noa 30 kg ca HANHYHHK APYTM NIEKAPCTBEHH (POPMH.

Ternoro Ha nerero TpaGBa Aa ce MpocieAABa U A038TA Ja CE Npepa3sriexaa peacBHo. Tosa e
- HeoOXOMHUMO, 3a f1a Ce rapaHTHpa, Ye ce NoAAbPXKA TepaneBTH4YHA no3a. Kopekius Ha xo3ara Tpadsa
Ja ce W3BBPUIBA CAMO Bb3 OCHOBA Ha MIPOMEHH B TENIECHOTO TETJIO.

Jleuenuero TpsaOBa ga Obae NPoABIKEHO 3a Hali-MaTKo 3 Mecella NpH Jeila K 1oHoWH. Jleuenneto
Moxe aAa Obae yawKeHo A0 12 Mecela, KOraTo € KIMHHYHO He00X0AuMO. JIunceaT AaHHHK NpH aeua B
NOAKpena Ha NOHXKaBaHe Ha A03ara cnel 6-MeceqHo nedeHue. ChOTHOLIEHHETO M0J13a-PHCK Ha
NpOOBL/DKABAHE Ha TepanuaTa cnej 3 Meceua Tpabea na 6bvae OUEHEHO Ha HHAHBUAYATHA OCHOBA, KATO
ce MMa NpeaBHI PHCKA OT peunarBHpalla Tpomb03a CpAMO NOTEHUHANHHA PHCK OT KbpPBEHE.

AKO ce NpoIycHe eAHH NMPHEM, TPONYCHATATa 4034 TpADBa a ce NpHEME Bb3MOXKHO HalH-CKOpO ¢hen
KaTo ce 3abenexu Npomycka, Ho CaMO B PAMKHTE Ha ChiliHA JeH. AKO TOB& HE € BE3MOXHO,
NAaLMEHTHLT TPAOBa a MPOITYCHE J03aTa W 18 NPOAL/DKH ChC CNEABallaTa 4038, KAKTO € MPEANHCaHO.
[MauueHTHT He TpaOBa 1a MpHeMa ABe NO3HM, 3a Ja KOMIICHCHpa NpoMyCcHaTara a03a.

TIpemunaeane om nevenue ¢ aumazonucmu Ha eumamur K xom Tunban
- [IpeBeHUNA Ha HHCYAT H CHCTEMEH eMOONK3BM: JIEYEHHETO C AHTANOHKCTH Ha BUTaMHH K
(ABK) 1pabBa aa ce npekpaTH H Aa 3anoyvHe Tepanus ¢ TuHbaH, korato MexIyHapoaHOTO
HopMaTH3upaHo croTHowueHHe (INR) e < 3,0.
- Jleuenue 3a JIBT, BE n npeseHunA Ha peUUIUBH NPH BB3PACTHH K JiedeHne Ha BTE #
NPEBEHUMUA Ha PeLMAHBY NTPH NEAHATPHYHY NALIHEHTH:
Jleuennero ¢ VKA TpabBa aa ce npexpati 4 Ja 3ano4He nedyeHue ¢ TuHOaH xorato INR ¢
<25.
[pu npeMuHaBaHe OT JeueHune ¢ aHTaroHucTu Ha Butamun K xum neuenne ¢ Tunban, croitHocTHTe
Ha MexxayHapoaHoto Hopmannsupaso cwotHolwueHHe (International Normalised Ratio, INR) me
6vaar ¢panmunso nosuiieHH cnel npueMa Ha TuHOaH. INR He e BannaeH napaMeTnp 3a H3MEpBaHe Ha
aHTHKOAryJlaHTHATA aKTHBHOCT Ha THHOaH K ciegoBaTeNnHO He TpAbGBA Aa ce H3MON3B2a (BiXK.

To4Ka 4.5).

TTpemunaeane om nevenue ¢ Tunban xom anmazonucmu na Bumavun K (ABK)

ChluecTByBa BEPOSTHOCT AHTHKOAryJaLMATA Aa Gbae HealekBaTHA NPH PEMHUHABAHE OT JIEYEHHE C
Tun6an kbm ABK. Tpabsa na ce OCHIypH NPOABLIKUTENIHA ANEKBATHA AHTHKOArynalHa npy
NpeMHHABaHe KbM a/ITEPHATHBEH aHTHKoarynaHT. Tpabsa fa ce othenexH, ye THHOaH MoXke na
obycnorx nosuiieHuTe ctolHocTH Ha INR.

Mpw naumenTH, KOMTO MpeMKHagat oT TunbaH kbM ABK, ABK Tpatsa na ce npunarat napanenHo
nokato INR e > 2,0. [Ipe3 nupBuTE ABE AHH OT NpEeXOAHWA nepuoa Tpadsa na ce npwiara
cTaHAapTHaTa HayanHa no3sa Ha ABK, cnen koeto go3ara Ha ABK Tpabsa aa ce onpeaens cnopen
pesysratute 3a INR. JokaTo naumenTure nueMar eaHoBpemeHHo TuHOan u ABK, INR He TpabBa na
ce M3cneaBa no-paHo ot 24 yaca caea NpeaxoaHaTa 1034, a CaMO HEMOCPEACTBEHO NPEAH CeapaliaTa
no3a Ha Tunban. Cnen KaTo ce npeycraHoBH npuema Ha TunOaH, INR Moxe aa ce uscnensa v
pe3yJTATUTE OT H3CIEABAHETO Ca HAISXKAHH NOHE 24 yaca Ciiell NpHemMa Ha nocjaeaHaTa A03a (Bx.
TOYKH 4.5 n 5.2).

[Teouampuunu nayuenmu :
Heua, kouTo npemuHapaT 0T TuHOan kuM ABK, TpabBa na npoxbmkar na npuemar TrHGN
48 uaca cnen nbpearta no3a ABK. Criex 2 aHK Ha e1HOBpEMEHHO MpUWIOXKEHHe Tpabsa &
H3c/eaBaHe H aa ce nomyyar pesysnaratute 3a INR, npeau caeapawara goza THHOaH nig |
ITpenopbuBa ce eHOBpEMEHHOTO NpHiIokeHHe Ha Tunban n ABK aa npoabynkH, A0KS
Cnen xato npueMsT Ha THHGaH ce npeyctanoBH, INR Moxe Ja ce wicneara v aa ce n -‘
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HaZexKOHH pe3yaTaTH 24 uaca cne NpHeMa Ha nocieaHaTa a03a (BX. nmo-rope U Touka 4.5).

Ilpemunaeare om nevenue ¢ napenmepaninu anmuxoazyaanmu xom Tunban

[Tpn B1L3pacTHU U NEAHATPHYHH NALMEHTH, KOUTO [TOHACTOALIEM MOMYYaBaT [TaPEHTEPANIHH
AHTHKOAry/1aHTH, MPeYCTAHOBABAHETO HA NapeHTEpaIHUA AHTHKOArY/IaHT U 3anouBaHeTo Ha THHOaH
Tpabea Aa ce ocuiuecTsAT 0 N0 2 yaca NpeaH BPEMETO 3a CJIEABALKOTO IUTAHHPAHO NPHIOKEHKE Ha
napeHTepaieH NeKapcTBeH NPOLYKT (Hanp. HHCKOMO/EKYIEH XEnapHH) WiH NpH NPEKpPaTABAHE Ha
NPOABDKHTENHOTO NPWICKEHHE HA NAPEHTEPANTHHA JIEKAPCTBEH MPOAYKT (HANp. HHTPABEHO3CH
HepaKLUHOHHPAH XENApHH).

ITpemunasane om aeuenue ¢ Tunbarn KoM napenmepannu aHmuxoazyranmu

MNpexparere THHOAH H NpHNOXKETE MbpBaTa 032 OT NAPEHTEPATHUA AHTHKOAI'YJIAHT M0 BPEMETO,
KoraTo TpsaOBa aa ce npueme cneasawiara go3a TuHban.

CneunanHu nonynatuu

bvbpeuno yspeswoane

Bw3pacmnuu:

OrpaHH4eHHTE KIHHHYHH JaHHH 32 NALMEHTH C TeXKO Ob0pedHo yBpexaaHe (KPeaTHHHHOB KITHPRHC
15 — 29 ml/min) noka3BaT, e ra3MeHHTE KOHLEHTPALIMH Ha puBapokcabaH ca 3HaUHTESIHO
nopuuieHH. [1o Tazn nmpuunna TunOaH TpabBa na ce mpunara ¢ MOBULIEHO BHHMAHKE MPH TE3H
naureHTH. He ce npenopbuyea ynorpedara npu naLyeHTH ¢ KPEaTHHHHOB KIIHPBHC < 15 ml/min (Bxk.
ToukH 4.4 u 5.2).

IIpH naUHEHTH C YMEPEHO (KpeaTUHHHOB KIUPBHC 30 — 49 ml/min) win ¢ Texxko 6Bbpeuno
yBpexaaHe (KpeaTHHHHOB KNHPBHC 15 — 29 ml/min) ca BanuAHK ClieHHUTE NPENOPHKH 33 AO3UPAHE:

- 3a npeBeHLMA HA HHCYJIT H CHCTEMEH eMOOIM3IBLM NPH NALHEHTH C HEKJIAMHO NPEACHPAHO
MbXXAEHE, NpEeNophYHTeNHaTa 1032 ¢ 15 mg BeaHbXK AHEBHO (BX. TOYKA 5.2).

- 3a neuenne Ha /IBT, neuenne Ha bE u npesenusa Ha peunausupaiiu IBT u BE: nausenTire
TpsGBa Aa ce ekyBaT ¢ 15 mg ABa mbTH Ha AeH Npe3 mepBUTE 3 ceaAMHUM. Ciel TOB&, KOraTo
npenopbyUTeiHarTa 1033 € 20 mg BegHbkK AHEBHO, TpAOBa 1a ce 0OMHCAH NOHWKABAHE Ha
nozara ot 20 mg BeAHDBK AHEBHO Ha |5 mg BeAHBK AHEBHO, 8KO OLICHEHHUAT PHUCK OT KbPBEHE
33 NalMeHTA HaABHIIaBa picka oT peunausHpamux [IBT u BE. [Ipenopnkara 3a ynotpeba Ha
15 mg ce ocHOBaBa Ha (papMAKOKHHETHYHO MOJENHpPaHE H HE € NPOoyuBaHa NpH Te3H KIHHHYHH
ycaoBus (Bxk. Touku 4.4, 5.1 1 5.2). |
Koraro npenopbunresidaTa 1032 € |0 mg BeaAHBXK AHEBHO, HE c€ Hanara Ts Aa Obae

KOPHFHpaHa.

He ce Hasara KOpeKLMs Ha 103aTa NpH NMAUUEHTH ¢ Jeko O10peuHo yBpexaaHe (KpeaTHHHHOB KITHPBHC
50 -80 ml/min) (BXk. Touka 5.2).

ITeouampuuna nonyrayun.

- Jlelia ¥ IOHOMLIM C NeKa cTeneH Ha 0b0peuHo yBpexaane (CKOpOCT Ha IJIOMepYy/IHa PUiITpauus
50 — 80 ml/min/1,73 m?): He ce Hanara KOpeKUHA Ha 103aT4, Bb3 OCHOBA HA JRHHH TIPH
Bb3PACTHH H OrpaHHYEHH JaHHH NPH NEAHATPHYHH NAUHEHTH (BX. Touka 5.2).

- Jleuia ¥ IOHOWUIM ¢ yMEpeHa WIH TexKa crenel Ha 6p0peyHo yBpexnaHe (CKOpocT Ha
rnomepynra Guiarpauds < 50 ml/min/1,73 m? ): Pusapoxcaban He ce npenopsusa, Thit kaTo
JIMMICBAT KJIHHWYHH JaHHH (BX. TOYKA 4.4).

Yepnodpobro yapexcoane
TunbGan e NpoTHBONOKA3AH NPH NALMEHTH C YePHOAPOOHO 3a00IABaHe CBLP3aHO C KoarydiTas
KITHHHYHO 3Ha4YMM PHCK OT KbpBEHE BKIIOYHTENTHO nauueHTH ¢ uupo3a Child Pugh B w2 f@)

ToukH 4.3 1 5.2). HAMa KNIMHHYHHA JaHHH NPH JeLa ¢ 4epHOAPOOHO yBpexkKaaHe.
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ITonynayus 8 cmapuecka ev3pacm
He ce Hanara kOpHrHpaHe Ha A03aTa (BX. TOUKa 5.2).

Tenecno mea2no
He ce Hanara kopHrapaHe Ha 403aTa 32 BE3PACTHH (BK. TOYKA 35.2).
3a neaHaTPHYHH NALMEHTH AO3HPOBKATA CE ONpeaeis Bb3 OCHOBA Ha TENECHOTO TEro.

IIon
He ce Hanara kopurupaHe Ha ao3arta (Bx. Touka 5.2).

Hayuenmu nodnazanu na xapouoeepiuo

Jleuenne ¢ TunbGaH Moxxe Aa 6bAeC HHHLIMMPAHO HAH NMPOAB/DKEHO [TPH NALMEHTH, KOMTO MOJKE Ja Ce
HYXJa4T OT KApAHOBEP3HO. '

[Tpu TEE (Tpance3odareanta exokapaHorpama) KapaHOBEP3HO NpH NALUMEHTH HENIEKYBAHH NpeaH
TOBa ¢ AHTUKOAry/aHTH, nedeHueTo ¢ THHOaH TpsOBa Aa 3ano4yHe NoHe 4 yaca NMpeAH KapaHOBEP3HOTO,
33 Jla C€ OCMIYPH a€KBaTHA aHTHKoarynauus (Bx. TOUKH 5.1 1 5.2). [Ipy BCHUKH nauHeHTH npeau
KapAMOBEP3HO € HeOOX0AMMO NOTBBPKAECHHE, Y€ NALMEHTBLT € npueMan Tunbax cropen
npeaAnycaHuaTa. PelieHuATa 3a 3an04YBaHE Ha JICHEHHE H HETOBaTa NMPOABDKHTENTHOCT Tpabpa aa
B3EMAT N0 BHHMAHHE YCTAHOBEHHTE MPENOPbKH 38 AHTHKOATYJIAHTHO JICYEHHE MPH NalMeHTH
MOAJIOXKEHH HA KAPAHOBEP3HO. |

ITayuenmu c Hexnanko npedcbpOHO mbocoene, koumo ca noonoxcenu na ITKH (nepxymanna
KOPOHAPHA UHMEPBEHYUA) C NOCMABARE HA CMeNm

HMa orpaHuueH ONMUT OT NpunaraHe Ha NOHWxeHa Ao3a oT 15 mg TunOaH BeaHbK AHEBHO (WK

10 mg TunOaH BeAHBK AHEBHO 3a NALMEHTH C YMepeHO O10peuHO yBpexxaaHe [KpeaTHHHHOB
K1HpBHC 30 — 49 ml/min]) B xombnHeHne kbM P2Y 12 uuxuburop 3a Makcumym 12 meceua npu
NALKHEHTH C HEK/IANHO NPEACPAHO MBXKACHE, KOMTO C€ HYXKIAAT OT NEepopanHa aHTUKoarynauMsa 1 ca
noanoxeHH Ha [IKH ¢ nocraease Ha creHT (BX TOukM 4.4 U 5.1).

Heouampuuna nonyaayus

BesonacHocTTa M edvkacHOCTTa Ha puBapokcaban npu geua Ha Bb3pacT 0 1o 18 roasnu He ca
YCTAHOBEHH MPU NOKA3aHKETO NMpodiakTHKa HA MHCYAT U CUCTEMHA eMOO0NHA NTPH NALIMEHTH C
HEKIaNHO NpeAChPIHO MbxkaeHe. Jiunceat AaHHH. [lo Tasu npruKHHa TOH He ce npenopbUBa 3a
ynotpeba npu aeua noa 18-roaviuHa BB3pacT 38 APYrH NoKasaHUA, ocBeH JieueHue Ha BTE u
npodunakTuka Ha peuuaueH Ha BTE.

HauuH Ha npunoxeHue

Bw3pacmnu

TwnbaH € npeaHa3zHaueH 3a NEPOPATHO NPIIIOKEHHE.
TabneTkuTe ce npHeMaT ¢ XpaHa (BxX Touka J.2).

Pazmpowasane na mabaemxume

[Tpy nauMeHTH, KOUTO He MOTaT Aa NorbLIAT TabneTkuTe LenH, Tabaerkara THHOan Moxe na ce
HATPOLLM M /I8 Ce CMECH C BOJA WIH AGKIKOBO MIOPE HEMOCPEACTBEHO Npeayn ynotpeba U aa ce
NpWIOkH nepopanHo. Cnea npHemMa Ha HaTpolIeHHTE GunmMupaHu Tabnerkn Tunban 15 mg win

20 mg TpsabBa BeAHAra 1a ce NPHEME XpaHa.

Harpowenara Tabnerka TunbaH Moxe Aa ce npwiara ChLIO H Ype3 CTOMALIHA COHAA (BX. TOYKH 5.2
H 6.6). ‘

Heya u ionowu c meano om 30 kg 0o 50 kg
TunbaH € 3a NepopanHe MPUIOKEHHE.

[MaureHTHT TpaOBa a 6bae NocHLBETBAH da norabiua Tabnerkara ¢ TeyHocT. Ta Tpabaa
CBLLO ¢ XpaHa (Bx. Touka 5.2). Tabnerkure Tpa6Ba na ce npreMaT NPHOAWIUTENHO Iy
24 yaca.

i,

B ciy4aii ye nauHeHTHT K3ILUTIOE BeJHAra R03ara WiH NOBbPHE B paMKHTE Ha 30 M
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NPpHIOKEHHE Ha J03aTa, A0o3aTa TpAOBA Aa ce MpHeMe MOBTOPHO. AKO 00aue NMailHeHTHLT NOBbPHE ClIE
30 —TaTa MHHYTa OT NpHEMa, HOBA A03a He TpAOBa Aa ce npuaara » cjieaBalara 103a Tpsdsa ga ce
B3€ME 10 CXEMATA.

Tabnerkara He TpaOBa 1a ce pa3aens NMpH ONHT Aa ce HabaBu vyacT OT fo3aTa B TabneTkara.

Pazmpowasane na mabremxume

[Ipy NalMeHTH, KOHTO HE MOTAT /18 NOTBLINAT TAbIeTKUTE LENH ¢4 HAMHYHH APYTH NeKapCTBEHH
dbopMn. AKO ApYrHTE JeKapcTBeHKU (GOPMU He ca Ha Pa3oNIoKEHUE BEHATA NPH WIMHCBAHETO HA
nosu or 15 mg win 20 mg pueapokcabaH, Te MOTaT J1a C€ OCHTYPSAT, KaTO Ce pasTpollH TabneTka oT
15 mg unu ot 20 mg ¥ ce cMecH ¢ BOAa WIH S0BJIKOBO NMIOPE HENOCPEACTBEHO NpeaH ynorpeda H ce
NPUNOKH NEPOPANHO. |

Pasrpowienara TabneTka MO>ke 1a c€ NpWiara 4pe3 Ha30racTpanHa WM CTOMalIHA COH/A 38 XPAHEHE
(BX. TOUkKH 5.2 ¥ 6.6).

4.3 IlporuBonoxa3anHs

CBpBbX4YYBCTBHTENHOCT KbM AKTHBHOTO BELLECTBO MW HAKOE OT MOMOLLHHTE BELUECTBA, H30POEHH B
Touka 6.1.

AKTHBHO, KTHHHYHO 3HAYHMO KbpPBCHC.

Jle3us K CHLCTOHHE, AKO CE CYNTA, Y€ NPEACTARIABE 3HAYHM PHCK 3a CEPHO3HO KbpBeHeE. ToBa
MOJKE J1a BKTIOMBA HACTOALLIA WIH CKOPOLLIHA raCTPOMHTECTHHAIHA 23Ba, HAJIHYHE HA WIOKAYECTBEHH
HEOIIa3MH C BHCOK PHCK 3a KbpB€He, CKOPOLIHO HApaHABAHE Ha rNIaBHUA WIH rpbOHauHUs MO3DK,
HACKOPO NPETHPMNAHA OfepauMs Ha INIaBHUA MO3BK, rphOHAYHHA MOIBK WIH OYHTE, CKOPOLUCH
BbTpEYEPENEH KPbBOHANHB, H3BECTHH HNH CYCNIEKTHH €30¢arcajHi BapHilH, apTEPHOBEHO3HH
MangopMaLKH, CbAOBH @HEBPH3MH WIH CEPHO3HH HHTPACIIKHAIHH HIH HHTpauepeOpanlHH ChAOBH
AHOMAJTHH.

EanoBpeMeHHO fieueHHe ¢ APYTH aHTHKOAryiaHTH, Hanp. HedpakuuoHnHpaH xenapuH (HPK),
HUCKOMOJIEKY/THHU XenapuHH (€HOKCaNnapuH, JATTENapHH W Ap.), NPOH3BOJHH Ha XENnapuHa
(donaanapuHyKc H Ap.), NepopajiHH AHTUKOAryJaHTH (BapdapHH, AabUraTpaH eTEKCUNar, andkcabaH
W Ap.) ocBeH Nnpy cneundryHn 06CTOATENCTBA KAaTO MPOMAHA HA AHTHKOAT'YJIaHTHOTO JIEYEHHE (BXK
Touka 4.2) win korato HOK ce npwiara B 1034, HE0OX0AHMH 33 NMOATLPXKAHETO HA MPOXOAUM
LIEHTPaNieH BEHO3€H WIH apTephalneH KaTeThp (BXK. Touka 4.5).

YepHoapoOHo 3abonasaHe, CBbP3aHO ¢ KOATY/10NATHA U KJIMHHYHO 3HAYHM PHCK OT KbpBEHE
BKTIOYHTENHO NauxeHTH ¢ uupo3a ¢ Child Pugh B u C (Bx. Touka 5.2).

44 ChoenHalHH NpeJynpeKIeHHN B NPEANAIHE MEPKH

[Ipes uenns nepHoa Ha JIeUeHHe ce MPENOPbYBA KIHHWYHO HabNnoAeHHE B ChOTBETCTBHE C
AHTHKOAryNallHOHHATA MPaKTHKA.

Puck or KkppBese
KakTto H ¢ Apyrv aHTHKOArylaHTH, NauHeHTHTe KOUTO npuemaT TuHbaH Tpabea na ce HaGmozaear

BHMMATEJIHO 38 NPH3HALM Ha KbpBeHe. [IpenopbuBa ce aa ce U3MOI3BaT C NOBHLUEHO BHHMaHHE NpH
3a60nABaHNA ¢ NOBHILEH PHCK OT KbpBeHe. [IpunoxkeHnero Ha TuHOan Tpabsa na ce npeycraHOBH, aKO
HaCTBHNH TEAXBK KPLBOHINIME (BX. Touxa 4.9).

B KIHHHYHHTE NPOYUBAHNA KbPBEHETO OT JIMTABHIIATE (HAMp. EMHCTAKCHC, TMHIHBATHO,
raCTPOMHTECTHHATHO, YPOr€HHTAIHO BKJIIOUUTETHO 80HOPMHO BArHHAJIHO W/iH yBE
MEHCTPY&/THO KhpBERE) H aHEMHA ca HabNoAaBaHH NO-YECTO MPH ABIATOCPOUHO Jie
puBapokcaban B cpaBHeHue ¢ nedyeHne ¢ ABK. [lo Ta3u npHunHa, B JOMhIHEHHE
KJIHHHUYHO HabmoaeHue, nabopaTropHOTO H3cneaBaHe Ha xeMornobuHa/xeMarokpuTa §
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OT NOJ/3a 38 OTKPHBaHE Ha OKYJITHO KbPBECHE H 1a €€ ONPEAETH KOHYECTBCHO KIHHHYHOTO 3HAYEHHE Ha
ABHOTO KbPBEHE, KOETO C€ MPELIEHH 3a NOAXOAAIIO, |

Hakonko nMoarpyny NalMeHTH, ONKUCaHHU NOAPOOHO NO-A0NY, €8 HITOXKEHH HA MOBHILEH PHUCK OT
xbpeeHe. Tean mauuenTy Tpabea aa O6bAAT BRUMATENIHO MPOCNEAABAHH 38 NPH3HALIH H CHMITTOMH Ha
YCIOKHEHHA, CBbP3aHH C KbPBEHE H aHEMHS CJIEJ] HAYAIOTO Ha JIEYEHHETO (BXK. TOuKa 4.8).

[TpH BCAKO HEH3ACHEHO MOHHXXABAHE Ha XeMOrIOOHHA HIIH KPBbBHOTO HansraHe Tpabsa ja ce Thpey
M3TOYHHKBT Ha KbPBCHE.

BunpexH, ue neueHHeTo ¢ puBapokcabaH HE H3UCKBA PYTHHHO NMPOC/CAABAHE HA €KCNIO3HLIMATA,
HHUBATA Ha pUBapokcabaH, H3MepeHH ¢ KaNHOPHpaH TECT 38 KOMIMUECTBEHO OMPEAEIIAHE HA AHTH-
daxTop Xa Moxe na 6baaT ot nosi3a B HIBbHPEAHH CHTYALIHH, KOMATO AaHHHTE 3a €KCNO3ULUMATA Ha
pHBapokcabaH MOe Aa MOMOTHAT 3a B3eMaHe Ha HHPOPMHPaAHH KIHHHYHH PELICHHS, Hanp. Npy
npeA03HpaHe W CrellHa XUpypruyHa Hameca (BXK. Touky 5.1 ¥ 5.2).

IHeouampuuna nonyaayus

pu geua ¢ MO3bYHA BEHO3HA U CHHycoBa TpoMb03a, kouTo HMaT HHpeKLMs Ha LIHC naHuuTe ca
orpaHHueHH (Bx. Touka 5.1). PuckeT OoT KbpBeHe TpabBa Aa Obae BHUMATENHO OLEHEH NPEIH U N0
BpeME Ha TEpaNMATA ¢ pHBapokcadaH.

b1r6peuHo yBpexaaHe
ITpH BB3pacTHH NALMEHTH ¢ TEXKO OLOpeuHo yBpexaaHe (KpeaTHHHHOB KAHPBHC < 30 ml/min) e

BB3IMOXKHO IU1a3MEHHTE HHBA Ha puBapokcabad na ObaaT 3HaYWTENHO NoBHILEHM (cpeaHo 1.6 mTh),
KOETO MOXKe 11a AOBEE A0 MOBHILEH PHCK OT KbpBEHE.

TruubGaH TpaGea na ce M3N0/138a ¢ MOBHUIEHO BHHMAHHE MPH NALWEHTH C KPEATHHHHOB KITHPBHC 15 —
29 ml/min. He ce npenopsuBa ynotpebara My NpH NalHEHTH C KPEATHHHHOB KIHPBHC < 15 ml/min
(Bx. Toukn 4.2 m3.2). |

TunbGaH TpaOBa Na ce H3N0/13Ba BHUMATENTHO NPH NaUMeHTH ¢ Ox0pedHo yBpexaaHe, KOMTO
€IHOBPEMEHHO NPHEMAT JPYTH JIEKAPCTBEHH NPOLYKTH, NOBHILIABAIIIN TTA3MEHHTE KOHLICHTPALIUH Ha
puBapokcabaH (BX. To4ka 4.5). |

PusapokcabaH He ce NpenopbuBa NPH AELA H IOHOLIN C YMEPEHa HITH TeXKa CTeTeH Ha 6BOpeyuHo
yBpexaaHe (CKOpocT Ha rnoMepyiHa ounrpauus < 50 ml/min/1,73 m? ), Thit kaTo NUNCBAT KIHHHYHH
NAHHH.

B3auMonelicTeue ¢ APYIY NEKAPCTBEHH MPOTYKTH
Ynorpebara Ha TuHbaH He ce MpenopryBa MPH NALKEHTH, KOHTO MOJYYABAT €JHOBPEMEHHO CHCTEMHO

neyeHue ¢ a3010BH AHTHMHKOTHLM (KaTO KETOKOHAa30J1, HTPaKOH&30J1, BOPHKOHA30/1 H M03aKOHAa30/)
wid HIV nporeasHy mHxuOuTOpH (Hanp. putoHaBup). Te3n aKTHBHHM BELLECTBA CA& MOLIHH HHXMOHMTOPH
Ha CYP3A4 u P-gp » no Ta3x NpUuyKHHA MOTAT Aa NOBHILAT I1IA3MEHATA KOHLEHTPALHA Ha
puBapokcabaH N0 KWIMHHYHO 3HAYHMA CTeNieH (CpeaHo 2.6 MbTH ), KOETO MOXKE J1a IoBe/ie A0 NOBHIUEH
PHCK OT KbpBeHE. JIMNCBAT KWIMHHYHHA JaHHH NPH ACLA, KOHTO MpPOBEXKAAT CHITBTCTBALLO CHCTEMHO
neyeHKe cb¢ CHIHU nHxHOuTOpH Ha CYP 3A4 u Ha P-gp (Bx. Touka 4.5).

HeobxoauMo € BHUMaHHE NPH NALMEHTH, KOHTO NPOBEKIAT JICUEHHE €JTHOBPEMEHHO C JIEKAPCTBEHH
MPOAYKTH, KOHTO NOBNMABAT XEMOCTA3aTa, KATO HECTEPOMAHH NPOTHBOBB3NATHTENHH CPEACTBA
(HCIBC), auetuncannunnona kucenvHa (ACK) H HHXHOHTOPH Ha TPOMOOLIMTHATE arperauus HiH
CeneKTMBHH HHXHOHTOpH Ha 0bpaTHOTO 3axBaliaHeHa cepoTOHHHA (SSRI), W HHXHOHTOPH Ha
o0paTHOTO 3axBalllaHe Ha CEPOTOHKHA K HopenuHedpuHa (SNRI). [1pu nauneHTH ¢ pHcK oT .
yJILIEPATHBHO raCTPOMHTECTHHANHO 3abonaBaHe Moxe Aa ce 0OMHCIH BB3MOXKHOCTTA 38 MOAXOAALLO
npodUNaKTHYHO JeueHHe (BxK. Touka 4.5).

Hpyry puckopH (axropy 3a KbpBEHE
[ToroGHO Ha ApyrH aHTUTPOMOOTHYHM CPEeaCTBa, pHBapoKcabaH He ce npenopLuBa

NAUKEHTH C NMOBHUILECH PUCK OT KBPBCHE, KaTO!

. BPOACHH WK NPHAOOHTH HapylIEHHS B KPbBOCHCHPBAHETO
. HEKOHTPOJIMpaHa TEKKa apTCPHATHA XHNEPTOHKS
7
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° APYro CTOMAILHO-4YpeBHO 3abonaBaHe 6e3 aKTHBHO pa3a3BABAHE, KOETO NOTCHUHANTHO MOXe
J1a A0BEAE 1O YCIAOXKHEHHA C KbpBEHE (HAaNp. BB3MATATE/THO YpEBHO 3abongBaHe, €30(arur,
racTPUT H ractpoezodareancH pedaykc)

. ChA10Ba PETHHOMNATHA

° OpOHXHEKTa3HH WM aHaAMHe3a Ha GenogpobHo KbpeeHe

INauyeHTH ¢ pakoBo 3abonsBaHe

B13MOXHO € NaUMeHTHTE ChC 310Ka4eCTBEHO 3a0019BaHE €AHOBPEMEHHO 118 €8 HAJIOXKEHHU Ha MO-
BHCOK PHMCK OT KbpBeHe M TpoMO03a. [Ipu naumeHTH ¢ akTHBHO pakoso 3abonssane Tpabsa aa ce
NpeLeHd HHAWBHIYaJIHATa NOM3a OT AHTUTPOMOOTHYHOTO JIEYEHHE CIIPAMO PHCKA OT KbPBEHE B
3aBHCHMOCT OT JIOKALIMATA HA TYMOpPa, AHTHHEOILIACTHYHATA Tepanus U CTaaud Ha 3abonssaxeTo.
TymopHTe, TOKANTHIKPAHH B CTOMAUIHO-YPEBHHA HJIH YPOr€HHTAIHHA TPAKT, Ca CBbP3aHH C NMOBHLIEH
PHCK OT KbpPBEHE N0 BpeMe Ha Tepanusara ¢ pusapokcadaH.

[Tpu NaUKEHTH ChE 3N0KAYECTBEHH HOBOOOPAa3yBaHHA ¢ BHCOK PUCK OT KbPBEHE, ynoTpebaTa Ha
prBapokcabaH ¢ npoTuBonokasaHa (Bx. Touka 4.3).

CHTH C KJAMHH NI H
Pusapokcaban He TpabBa aa ce u3nonisa 3a tpombonpodunakruka npy NaUKMEHTH, KOUTO HACKOPO €A
MpeThPIENH TPAHCKATETHPHA CMAHA Ha aopTHa kinana (TAVR). BelonacHocTra M epukacHOCTTa Ha
puBapokcabaH He ca TpOy4eHH NPH MALMEHTH CbC ChPACYHO KIAMHO NMPOTE3IKpaHe; M0 Ta3H NpHYHHA
HAMA JaHHK B NOAKpPENa Ha CTAHOBHLIETO, Ye pHBapokcabaH ocHrypaBa afeKBaTHA AHTHKOArynaLHus
[PY Ta3H MOmynauus naudeHTH. [IpH Te3n nauHeHTH He ce npenopby4Ba JAeueHue ¢ TuHOaH.

[NaupenTu ¢ avrvdochonuauaeH CHHAPOM

JnpexTHO AeficTeamu opantn aHTHKoarynaHtH (DOACS), BniounTenHo puBapokcabaH, He ce
NpenopbyBaT NPH NAUMEHTH C AHAMHE3a Ha TpoM603a, KOMTO ca AHATHOCTHLIMPAHH C
aHTHdochonunuaeH cuapom. OcobeHO NpH NAUMEHTH, KOHTO Ca2 TPOHHO MO3HTHBHH (38 JIyNyCeH
aHTHKOAryNaHT, AHTUKAPAUOIHIHHOBY AaHTHTEe/a H @aHTHTENA CpeLly aHTH-0eTa 2-TIHKOpoTeHH ),
nedyeHHeto ¢ DOACs Moxe na Obae CBBP3aHO C MOBHLIEHA YECTOTA HA PEKYPEHTHH TPOMOOTHYHH
cbOMTHA B CpaBHEHHE ¢ TepanuaATa ¢ AHTArOHHCTH HA BUTaMHH K.

[aiyenTy ¢ HEKIANHO APEACHPAHO MbXKAEHE, KOHTO ca nosnoxeHH Ha [1KH ¢ nocTasaHe Ha CTEHT
HUMa KIHHHYHA A@HHH OT HHTEPBSHLUMOHAIIHO NMPOYYBAHE ¢ OCHOBHA Lie)1 a C€ HAaNpaBH OLICHKA Ha
6e30naCHOCTTA MPH NALIMEHTH C HEKNAMHO NPEAChPAHO MBXIREHE, KOHTO ca noatoxkeHH Ha [1KH ¢
MOCTaBsHe Ha CTeHT. JaHHuTe 38 epHKACHOCT B TA3H TOMy1als ca OrpaHHyYeHH (BXK. ToukH 4.2 1 3.1).
HsamMa aaHHM 3a TAKKMBA NalMEHTH C NIpeKapaH MHCYITT/MpexoaHa HexeMHyHa artaka (ITHA).

XeMoanHAMUYHO HecTaOWwiIHH nauyenTH ¢ BE HNy NauMeHTH, KOMTO ce HYXKIAAT OT TpoMboau3a WiH
benonpobra eMboneKToMHIA ‘

TuHOaH He ce NPenoOpBYBA KATO ATTEPHATHRA HAa HePAKLIHOHHPAH XENApPHH NPH NAUHEHTH C
benoapobeH eMOONHILM, KOUTO Ca XEeMOAMHAMHUYHO HecTaOWIHH MM Ha KOMTO MOXE 1A CE HANpaBH
TpomGonn3a nau Senoapobha eM50NeKTOMMS, Thil KaTo 6e30MacHOCTTa H eHKACHOCTTA Ha
puBapokcabaH He ca YCTAHOBEHH MPH Te3H KIHHHYHH CHTYaLMH.

CnuHanHa/enuaypanHa aHeCTe3WA WIH IMyHKIWS
[Tpu npunarade Ha HEBPOAKCHAIHA aHecTe3ns (CMHHANTHA/ENUAYPaHa AHECTE3HA) HIH NPH

CITMHAIHA/ENMWAYPATHA MYHKLHA, MAUMEHTHTE NEKYBaHH C aHTHTPOMDOTHYHH CPECTBA 33 NPEBEHLIHA
Ha TPOMOOEMOBONHUHH YCI0KHEHHA, Ca& HATTOKEHH HA MOBHLLUEH PHCK OT NOABA HA ENHAYpPaieH WiH
CMHHANEH XeMaTOMH, KOHTO MOXe Ja AoBeae A0 NPOABDKUTENHa WIH TpaliHa napanusa.

To3u pHCcK MOXe a8 ce MOBHILM NPH NOCTONEPATHBHA YNOTpeOa HA NOCTOAHEH ENHUAYPANEH KATEThP
WM MIPH €HOBPEMEHHATA YHOTpeOa Ha NeKapCTBeHH NPOAYKTH, NOBIHABALIM XeMOCTa3aTa. PHCKLT
MOXE CHUIO A& CE MOBHIUK H NPH TPABMATHYHA WIH MHOTOKPATHA ENMHAYPATHa WIK CIBfis
nyukumd. [launenture TpaOBa na 6BAAT UeCTO NPOCIEAABAHH 33 NPU3IHALIH H CHMITTY, i
HEBPOJIOTHYHO YBpeKaaHe (Hanp. H3TPBNBaHe HAH ¢1aboCT B KpakarTa, YpeBHA AHCHK
aucPyHKLMA HA MHKOYHHUA Mexyp). AKO O6b/1e KOHCTATHPaH HEBPOJIOTHYEH AedH
CIEMHO AHATHOCTHLMpaHe H neueHue. [Ipean HeBpoakcHanHa HHTEPBEHLIHSA JICKAPS
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npeleHH ChbOTHOWEHHETO MEXIY NOTCHLHATHATA NO/M3a M PHCKa NPH NaLUEHTHTE Ha
AHTHKOATyJIALMOHHA TEPANHA WIH MAaLMEHTH, Ha KOWTO NPEACTON aHTUKOarylauMOHHa Tepanus,
zaTpoMbonpogunakTrka. [IpH Te3u cuTyausn NUNcea KIMHUYEH ONUT ¢ ynorpedara Ha 15 mg
puBapokcabaH.

3a HaMaNABaHE HAMOTEHLMAIHHS PHCK OT KbPBEHE, CBBP3&HO C €AHOBPEMEHHOTO MPHIOKEHHE HA
puBapokcabaH H HEBpPOaKCHaJIHA (eNMUAypaNHa/CNHHANHA) AHECTE3UA WX CIIHHANHA ITYHKLHA,
TpaOBa Aa ce B3eMe Nnoa BHUMaHHe GapMakOKHHETHYHHST npodun Ha pusapokcabaHl. [locraBaHero
WIH OTCTPaHABAHETO Ha €MUAYpaJleH KaTeTbp WIH JyMOallHa MYHKLUHS ce U3BLpLUBAT Hali-100pe
KOTATO € YCTAHOBEHO, Y€ AHTUKOATYAHTHHAT e(eKkT Ha pHBapokcabaH € HUCBK. Bce nak, TouHOTO
BpEME 3a JOCTHIaHE Ha HHCHK aHTHKOArylaHTeH edekT NpH BCEKH NalUMeHT He € H3BECTHO U Tpsabsa
718 Ce MpELEHH CIPAMO CREWHOCTTa HA AMArHOCTHYHATA Npoueaypa. |

3a na ce OTCTpaHH EMUAYPAIEH KATeThp Bb3 OCHOBA Ha oOmMTe HapMaKOKHHETHYHY XapaKTEPHCTHKH
clie NOC/EAHOTO NPUIOKEHHE Ha puBapokcabaH TpaOBa na ca H3MHHAIH MMOHE 2X NOTYXKHBOTA, T.€.
Hait-Masiko |8 uaca nmpH MnaaH Bb3PACTHH NMALHEHTH K 26 Yaca NpH NauMeHTH B CTApUECKa Bb3pacT
(Bk. Touka 5.2). Cnea oTCTpaHABAHE Ha KATETbpA, TPAOBA Aa H3MUHAT NOHE 6 Yaca NpeaM Ja ce
MPIWIOXKH ClIEABALLATA 1032 pHBapoKcabaH.

B ciyuaii Ha TpaBMaTHYHa MYHKLIMA NPHEMBT Ha pHBapokcabaH TpaOBa na ce oTnoxH ¢ 24 vyaca.
JInnceat AaHHH OTHOCHO NOAXOARUIOTO BPEME 38 NOCTaBIHE WIH OTCTPaHABAHE HA HEBPOAKCHANEH
KaTeTbp NpH AeLla, A0KATO MPOBEXKAAT JieueHHe ¢ pusapokcaban. B TakuBa ciy4yaM, MPUACIKEHUETO HA
puBapokcaban Tpabpa Ja ce npeycTaHOBH H Aa ce OOMHCIIH [TPWIOKEHHE Ha KPaTKOAeHCTBALLL
napeHTepaNeH aHTUKOary1aHT

[IpenopbkH 3a No3upaHe Npeau ¥ ciel MHBA3HBHY NpoLEeAYPH H XHPYPruuHa HaMeca
AKO ce Hanara npoBexJaHe Ha MHBa3HBHA NPOLIEAYpa WiH XHPYPriuHa HaMeca, NpueMsT Ha TuHOaH

15 mg TpabBa aa ce npekpaTH noHe 24 yaca NpeAH HHTEPBEHLMATA, 2KO € Bb3MOXKHO, H C€ OCHOBABA
HA KJIMHMYHATA NIPELIEHKA Ha JIEKYBallug Jiekap. AKO MpOLEAYPaTa He MOXKe J1a Ce OTMEHH, Tpabaa aa
Ce HanpaBH NpeLeHKa H& CHOTHOILCHHETO MEXAY MOBHLUCHUSA PUCK OT KBPBEHE H CNEUIHOCTTA Ha
HHTEPBEHLIMATA. |

[TpunoxxeHuero na TuHOaH TpabBa Aa ce Bb30OHOBH BB3MOXKHO HAK-CKOPO CJieJ KHBASKBHATA
Npoucaypa HIH XHPYPrUiHaTa HHTEPBEHIMR KO KNHHHYHATA CHTYallMsd fO3BOABA U € OCTUrHaTa
afeKBaTHA XeMOCTa34a, KaKTO € ONPEACIEHO OT JIeKyBallMs aekap (BxK. Touka 5.2).

[Tonmynaims B cTapyecka BbIpacT
C yBenHUABAHETO HA BB3PACTTA MOXKE 1a C€ YBEIUYH PHCKBT OT KbPBEHE (BXK. TOYKA 5.2).

ﬂepuamomqﬂu PCakKILinH

1o BpeMe Ha MOCTMapKETHHIOBOTO HabnioaeHne BbB Bpb3ka ¢ ynoTtpebara Ha puapokcadbaH ce
cb0o01ABA 38 CEPHO3HH KOXKHHU peakUHH, BKIIOUHTETHO CHHAPOM Ha Stevens-Johnson/TokcHYHa
enuaepManHa Hexponunia U DRESS cunapoM (Bx Touka 4.8). M3rnexna, 4e MallMEHTHTE Ca H3TO0XKEHH
Ha Hali-BUCOK PHCK OT TE3H PEAKLIMH B HAYANOTO HA TEPAIMATA: B NTOBEYETO CJIY4YaH HAYaI0TO Ha
peakLMATa Ce NPOABABa Mpe3 MbPBUTE CEAMHLIM OT JieueHuUeTo. JleyeHueTo ¢ pusapokcabaH Tpabpa na
ce NpeyCcTAaHOBH IpH TbPBATa NMOABA HA TEXKDbK KOXKEH OOpHB (Ranp. pa3npocTpaHaBatyl ce,
MHTEH3WBEH W/ WIH ¢ 00pa3zyBaHe HA MEXYPH) HIIH OPYT MPH3HAK Ha CBPBXUYYBCTBHTEHOCT, CBLP3aH ¢
NIC3UH Ha JIKFaBHLIATA.

HUHdopmauus 38 NOMOLHHUTE BELUECTBA |
TunbaH cbabPKA NaKkTO3a. [TaLHEHTH ¢ peIKH HACAEACTREHH NPpOONEeMH Ha HEAOHOCHMOCT KbM
rajlakro3a, TbJeH JIakTa3zeH AePHiMT WK MIOKO30-raiakTo3Ha Majabcopbuma He Tpabea na nmpuemMar

TO3H JIEKAPCTBEH NMPOIYKT.

Tosa nexapcTBO ChALPXKAE No-Manko oT 1 mmol HaTpuii (23 mg) Ha Tabrerxa, T.€ MOXe aa
NPaKTHYECKHK HE CbIbpKa HATpHit.

4.5 BiaumogelicTBHE ¢ APYrA JIEKAPCTBEHH NPOAYKTH H APYrH QOPMH HA E

5
Creneura Ha B3aHMOACHCTBHATA MpH NCAHaATPHYHATA NOoITyJallHA HC € H3BCCTCH. 4 -..‘ e
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AAHHH 33 B3IaUMONCHCTBHATA, OY4EHH NPK Bb3PACTHH, M NMpeAyTpexKAeHUATA B Touka 4.4 TpsbBa na
ce WMAT fPeJBUA MPH NeARATPHYHATA NOMYALMS.

Mnxuburopu Ha CYP3A4 n P-gp |
EnHOBpeMeHHOTO NPWIOKEHHE Ha puBapokcabaH M keTokoHason (400 mg BeAHLK AHEBHO) WIH

putoHasHp (600 mg aABa ImeTH Ha AeH) BoaH A0 2,6 mMbTW/2,5 MbTH nosHiuasaHe Ha cpenHara AUC Ha
puBapokcaban u 1,7 myTi/1,6 mbTH noBHIaBaHe Ha cpeaHaTa Cp,, Ha pHBapoKcabaH, ChC 3HAYHTENTHO
noBHIlaBaHe Ha GapMaKOAHHAMHYHHTE eeKTH , KOETO MOXE 1a N08eAe 10 NMOBHLIEH PHUCK OT KbpBEHE.
[To Ta3u npuumnHa He ce npenopbysa ynorpedara Ha TuHOAaH NPH NALUMEHTH, KOHTO NOTYYABAT
eIHOBPEMEHHO CHCTEMHO JIeU€HHE C a30/I0BH AaHTHMHKOTHLIH KATO KETOKOHA30/1, HTPaKoHa3on,
BOPHKOHA30M ¥ nozakonazon Wi ¢ HIV. nporeasHn nHXubutopu. Ten akTusHH BELLECTBA €8 MOIIHH
HHXuOuTopH Kakta Ha CYP3 A4, Taka n Ha P-gp (BX. Touka 4.4). -

Ouaksa ce aKTUBHH BELIECTBA, KOMTO CHIHO MHXHOKpPAT caMO elMH OT ITLTHILIATE HA eTHMUHHPaHE Ha
puapokcabaH — win CYP3A4 unu P-gp, na nosuwat B No-Mafka cTeneH [Uia3MeHHTe KOHLIEHTPaLHH
'Ha puBapokcaban. Hanpumep knapurpomuuys (500 mg apa mkTH AHBEHO), KOUTO ce CYHTA 38 CHUIIEH
uHxubuTop Ha CYP3A4 u ymepeH nuxuburop Ha P-gp , Boau o nosuiiasaHe Ha cpeaHara AUC 3a
puBapokcabaH ¢ 1,5 mbTH H Ha Cpax ¢ 1.4 meTH. B3aUMOACHCTBHETO ¢ KNAPHTPOMHKLIMH BEPOSTHO He €
KTHHHYHO 3HAYMMO TIPH NTOBEYETO NMALIMEHTH, HO MOXeE jAa Obae NOTEHLMATHO 3HAYHMO NPH
BHCOKOPMUCKOBH NAaLMEeHTH (3a naieHTH ¢ 610peuHo yBpexaase: Bx. Toukad.4),

Epurpomuunn (500 mg Tpy mbTH Ha feH), koifto uxubupa ymepero CYP3A4 u P-gp, sonim ro 1.3
nsTH noprileHHe Ha cpeaHaTa AUC u Cpay Ha puBapoxcaban. BzanmoneCTBHETO ¢ ePUTPOMHLIKH
BEPOATHO HE € KNHHHYHO 3HAUHMO TIPH NOBEYETO MAUMEHTH, HO MOXe Aa ObAe NOTEHUMANHO
3HaYUMO MPH BUCOKOPHCKOBH MALHEHTH.

INpn naunenTH ¢ neko 6u6peuHo yBpeskaane epHTpoMHLUMH (500 mg TpH MbTH AHEBHO BoaHM 10 1,8

KpPaTHO NnoBHiasaHe Ha cpeaHata AUC Ha puBapokcabaH H 1,6 mbTH noBHLICHKE HA Crax B CPABHEHHE
¢ UHAUBHAK ¢ HopMmasiHa 6bOpeuna PyHkuus. [Ipu nanMeHTH ¢ yMepeHo O6nOpetHO yBpexnaue
epUTPOMMiIMH e noBen 1o 2,0 mv nosuiueHue Ha cpeanara AUC 3a pusapokcaban u 1,6 momi
noBuieHHE HA Crax B CPABHEHNE C HHAMBHIH ¢ HOpMaIHa 6b6peuHa pyHkuHa. EQexTbT Ha
epUTPOMHLIMH € 8IMTHBEH KbM TO3H Ha 6b0peuHoTO yBpekaaHe (BX. Touka 4.4).

MdnykoHason (400 mg BeIHBK AHEBHO), CHHTaH 3a yMepeH HHxubuTop Ha CYP3A4 soau 1o
nosHiuaBaxe ¢ 1,4 nbTH Ha cpenHata AUC Ha prBapokcabaH 1 1,3 mbTH Ha cpeaHaTta C ;.
BiaumoneicteHeTo ¢ GIyKOHA30/1 BEPOATHO HE € KITMHHYHO 3HAYHMO NPH NMOBLYETO MALHEHTH, HO
Modke aa 6b1€ NOTEHUMATHO 3HAYMMO NPH BUCOKOPUCKOBH NALMEHTH, (3a nauueHTH ¢ 6u0peyHo
yBpeXAaHE: BXK. Touka 4.4).

[pensua orpaHHMeHHTE HATHYHH KIHHHYHH JaHHH C APOHEAAPOH, €HOBPEMEHHO NMPHIOKEHHE C
pnBapokcabax TpabBa na ce H3baArea.

AHTHKOAryNaHTH |
Cnen xoMOMHHPAHO NPHIOKEHHE HA eHokcanapuH (eaMHHYHa No3a ot 40 mg) U puBapokcabaH

(eanuHuHa A03a oT 10 mg) e Habmonasak anuTHBeH eeKT BLPXY 8KTHBHOCTTE Ha aHTH~(pakxTop Xa be3
HUKAKBH JOMLJIHHTENHH e(eKTH NO OTHOLIEeHHe Ha koarynauHoHHHTe Tectose (PT, aPTT).
EHokcanapuH He NpoMeHs (hapMaKOKHHETHKATA HA pHBapoKcabaH.

[Topaau NOBHIICHHA PHCK OT KbPBEHE € HEOOXOAHMO MOBHLIEHO BHHMAHHE MPH NALIHEHTH, KOHTO
NPOBEXAAT NleueHNe €IHOBPEMEHHO C IPYTH aHTHKOArylaHTH (BK. To4kH 4.3 u 4.4).

HCIIBC/nuxu ¥ Ha TpoMOOLKTHATA r |

He e HabnioaaBaHoO KNMHHUHO 3HAYMMO YAL/DKABAHE HA BPEMETO Ha KbPBEHE CNEf €
npwioxeHne Ha puBapokcaban (15 mg) n 500 mg HanpokceH. Bunpekx Toda € B3
NaLMeHTH ¢ No-H3pas3eH PapMakOAHHAMHYEH OTTOBOP.
He ca HabnonaBaHH KIHHHYHO 3HAYHMH (PApMAKOKHHETHYHH WIH papMakoAWHAMH

’ 10
DE/M/6205/001-005/WS/011



KHCE/NHHA.
Knonuporpen (300 mg HauanHa f03a, nocieaBala oT 75 mg noJurbpikatilia 103a) He noKa3sa
apMaKkOKHHETHYHO B3aHMoZelicTBHe ¢ puBapokcaban (15 mg), Ho € HabnonaBaHO 3HAUMMO
yAb/DKAB&HE HA BPEMETO Ha KbpPBEHE NPH €Ha MOArpyna NatHeHTH, KOETO He KOopenHpa ¢
arperauMaTa Ha TpoMGouuTHTE, HUBaTa Ha P-cenexrmn wnn GPIIb/Ila peuerrropure.

HeobxoanuMo € NoBUILIEHO BHEMAHKE MPH MALICHTH, KOMTO ca JleKyBaHH eanospeMenHo ¢ HCTIBC
(BKTIOUMTENHO aLETHICANHUMWIOBA KHCENMHA) U HHXHOHTOPH Ha TpoMOOLMTHATA arperauma, Thi
KATO Te3H JIEKAPCTBEHH NMPOAYKTH OOMKHOREHO MOBHUIABAT PHCKA OT KbpBEHE (BX. TOuKa 4.4).

SSRI/SNRI

Kakro npu apyru aHTHKOaryaaHTH MOXKE 112 ChLIECTBYBE BB3MOXHOCT MAlMEHTHTE J1a €a ¢ NOBHILCH
PHCK OT KbpBEHe B CTy4ali Ha chirsTeTBaia ynorpeba cbe SSRI win SNRI nopanu edexra um BopXy
TpoMboLHTHTE, 32 KO#TO ce croOluapa. [Ipu enHOBpeMeHHa ynoTpeba B KTHHHYHATA Nporpama ¢
puBapokcabaH, BbB BCHYKH I'PYITH Ha JieMeHHE ce Habnio1aBa YHCIEHO NO-BHCOKA YECTOTa HA MACHBEH
WIH HEMACHBEH KIHWHHYHO 3HAYHM KPBBOH3JIUB. -

BapgapHH

[TpeMuHaBaHeTo OT NeueHHe ¢ aHTaroHncra Ha ButaMuH K Bapdapun (INR 2,0 ao 3,0) kuM neyetne ¢
- pusapokcabaH (20 mg) win ot pusapokcadaH (20 mg) kM BapdaprH (INR 2,0 ro 3,0) nosuinasa
cpoTHOIEeHHeTo npoTpoMOHuHOBO BpeMe/INR (Neoplastin) noseue or aAHTHBHO (BB3MOXHO € Aa €€
nabmogasar otaenHn croiinoctH Ha INR no 12), nokaro edekrure no otHoweHne Ha aPTT,
HHXHOHPAHETO HA AKTUBHOCTTA Ha dakrop Xa M NoTeHUUANa HA EHAOTEHHHS TPOMOHH ca ATHTHBHH.
AKO € XenaTenHo Na ce M3cieapaT ¢papMakoIMHAMHYHHMTE epeKTH Ha pUBapoKcabaH B NepHo/ia Ha CMsTHA
HA TEeparnusTa, MOTAT Ja C€ H3TO/I3BaT NOKA3ATENH KaTO aKTHBHOCT Ha aHTH-gakTopa Xa , PiCT, u
Heptest , Tbii KaTO TE3H TECTOBE HE ce noBnuaBaT oT BapdapuH. Ha 4eTBLpTHA AeH cliel nmocieaHara
n03a Bapdapvl, BCHUKH nokaszarent (Bxnoynrento PT, aPTT, unxubupase Ha akTHBHOCTTA Ha
¢akTop Xa u ETP) otpaszaBar earHCTBEHO ediekTa Ha puBapokcadaH.

AKO € )KeNnaresiHO Jia ce TecTsaT papMakoIHHAMHYHHTE e(PeKTH Ha BapdapHH B Neproia Ha CMAHA Ha
TepanuATa, MOXeE 1a ce u3non3ea uimepsarero Ha INR npu Ctrough na pusapokcaGan (24 vaca
clie MpeAXOJHHA MPHEM Ha puBapokcaban), Toii KaTO TO3M NOKA3aTEN C€ NOBNHABA MHHHMAITHO OT
puBapokcalaH B Ta3H BpeMeBa TOUKA.

He e HabmonapaHo hapMakoKHHETHYHO B3anMonetictBue Mexay BapdapuH U puBapokcabaH .

Hugykropu na CYP3A4
EaHOBpeMEHHOTO NpuiokeHHe Ha puBapokcaba H MoilHMA uHaykTop Ha CYP3A4 pudamnuuuH

BoaM Ao okono 50% nonuxkasaHe Ha cpeaHara AUC 3a pusapokcabaH, ¢ ycnopeaHO HaMansBaHe Ha
¢apmakoaMHAMHYHKTE MY edexTH. EnHoBpemeHHaTa ynoTpeba Ha puBapokcabaH ¢ Ipyrd MOLIHM
uHaykropy Ha CYP3 A4 (nanp. denuront, kapbamalensn, penobapduran Wid )KbIT KAHTAPHOH
(Hypericum perforatum)) Moxe Cbhillo Ja AOBEAEC 0 HAMANECHH IU1a3MEHH KOHLICHTPALHH Ha
puBapokcabaH. ETo 3auio Tpsbea na ce u36area eAHOBPEMEHHOTO MPHJIOKEHHE HE MOLITHH HHIYKTOPH
Ha CYP3A4 ocBeH, ako NaLMEHTET He- e MTPOCEAAna CTPUKTHO 38 NPH3HALH H CHMITTOMH Ha
TpoMbo3a.

Hpyrv chIbTCTRALIM TEPANHH
He ca HabmoaaBaHH KIMHHYHO 3HAYHMH (AapMaKOXHHETHYHH HIK (GapMaKOAHHAMHYHH

B3AHMO/ICHCTBUS NPH eJHOBPEMEHHO NpHIOXKEHHe Ha puBapokcaban U MHaa3onaM (cybcrpar Ha
CYP3A4), nurokcuH (cyberpar Ha P-gp), atopeactaTiH (cy6erpar Ha CYP3A4 u P-gp) nau
omenpa3on (HHXHOHTOP Ha NPOTOHHAaTa nomMna). Pusapokcaban HATO HHXHOHpaA, HUTO HHAYLUHPa
HSKOA OT OCHOBHHTE H3odopmu Ha CYP, nanpumep CYP3A4.

JlabopaTopHu nokasareny
Koarynauuonsure napametpH (Hanp. PT, aPTT, HepTest) ce nosnussaT cnopel o4ags

MexaHH3Ma Ha AelicTBHE Ha puBapokcabaH (BX. Touka 5.1).
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4.6 @eprHanTeT, (PEMEHHOCT H KbpMeHe

-

bpemMeHHOCT
BesonacHocTTa H edpuKacHOCTTA Ha puBapokcabaH npu OPEMEHHH KEHH HE C8 YCTAHOBEHH.

[Ipoy4BaHHA BBPXY XKHBOTHH NMOKA3BaT peNpoOaYKTHBHA TOKCHYHOCT (BXK. TouKa 5.3). [lopaau
NOTEHMAIHATA PENPOAYKTHBHA TOKCHUKOCT, MPHCBHLUMA PHCK OT KbpBEHE H JBHHHTE MOKA3BALIH, Y€
puBapokcabaH npeMHHaBa npe3 rialeHTara, 1HHOaH € MpoTHBONOKA3aH 3a ynoTpeda no BpeMe Ha
bpemeHHOCT (BX. Touka 4.3).

Xenu B feTepoaHa Bb3pacT TpAOBa ga H30ArBaT 3a0peMEHABAHE N0 BPEME Ha JIEUCHHETO C
puBapokcabaH.

Kupmene
besonacHocTTa H e(PMKACHOCTTA HA pHBapoKcabaH NpH KbpMadykH He ¢a yeTaHoBEeHH. [lpoyuBaHus

BbLPXY XKMBOTHH NOKA3BAaT, 4e pHBapokcabaH ce cekpetupa 8 maskoto. [To Taau npuunna Tunban e
NPOTHBOMOKA3aH 3a ynorpeda no BpeMe Ha KbpmeHe (BXkK. Touka 4.3). Tpabsa na ce Bieme pelieHHe
JanH Ja ¢€ NPeyCTaHOBH KbPMEHETO HIIH Aa CE€ MPEeYCTAHOBH/Aa HE ce MMPHIOXKH TCPanHsTa.

DepTHanTeT
He ca npoBe)kA1aHH KOHKPETHH NPOYUBAHHUA C pUBAPOKCabaH NpH Xopa, 3a OLICHKA Ha edexkTHTe My
BLPXY PpepTiiinTeTa. B npoyusaHe no ToHOMIEHHE Ha GepTUIHTETA NMPH MBKKH H )KEHCKH TLTLXOBE HE

ca HabmoaaBaHH edeKTH (BxK. Touka 5.3).
4.7 EdexTn BLpXy cnocobrocTTa 32 modupane r pabora ¢ Mam AR

Tunbax nosnuaBa B Manka creneH cnocobHocTra 3a wogupaHe U pabora c mawmuHu. Croduiasa ce 3a
HEXEJIAHH PEeaKLMH KaTO CHHKO! (MECTOTa: HEUECTH) H 3aMafHOCT (YecToTa: 4eCTH) (BXK. Touka 4.8).
IanBeHTH, IPA KOATO Cé PAIBHAT Te3H HEXKEJAHH peaknsd He TpulBa na MOPRPAT RAR
paboTaT ¢ MAINIARH. |

4.8 Hexenann JeKAPCTREHH PEAKIHM
Pestome Ha npoduna Ha 6€30NacHOCT

be3onacHocTTa Ha pHBapoxcabaH € OLlEHEHA B TPHHAACCET OCHOBHH KJIMHUYHH H3NHTBAHHA daza 11
(k. Tabnnua 1).

O61o 69 608 BBr3pacTHH NALKMEHTH B JeBeTHaneceT npoyysanua dasa Ill u 488 neanatpnunm
NanHeHTH B ABe npoy4BaHKA ¢a3a Il u ase npoyusaHus ¢aza 1l ca ¢ ekcnoznumsg Ha puBapokcadan.

Tabnuna 1: bpoli Ha npoyYyeHHTe NALAEHTH, 061a NHEBHA 1032 H MAKCHMAJIHA
NPOABLOKHTETHOCT HA JIeHeHHeTO NPH HINHTBAHANA BbB ¢a3a 1l npH Bn3pacTeH H
MeABATPHYHH NANHEHTH

INoka3zanne Bpoi O6ma aneBHa 1038 Makcamanna
nanueHTH* NPOAb/DKHTEIROCT HA
JIeYeHHETO
[MpodunakTrka Ha BEHO3EH 6 097 10 mg 39 aHu
TpoMboembonuzbm (BTE) npu

Bb3PACTHH NALHEHTH NOATOXKEHH
Ha ENIEKTHBHO NPOTEe3HpaHe HA
TazobeapeHa WiIH KOJISHHA CTaBa

[Mpodunaxrika Ha BTE npu 6onuu | 3 997 10 mg
6e3 XHpypruuHa Hameca
JleueHne Ha TbOOKa BEHO3HA 6 790 Hen 1 -21:30mg
Tpombo3a (JIBT), 6enoapoben JIlen 22 u cnen rosa:
emboanasM (BE) u npodunakTuka 20 mg
HA PCLMAHBH ' Cnen HaH-Manko
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6 meceua: 10 mg nnm |
20 mg
Jleuenve Ha BTE u npeseHuus Ha | 329 Kopurupana cnpsamo 12 meceua
peunaue Ha BTE npu HoBopoaeHH TENECHOTO TErNo 1034
M Jeua Ha Be3pact noa 18 roanHu 3a Ja C€ NMOCTHIHE
cnej 3anouyBaHe Ha CTAHANAPTHO €KCIIO3HLINA, MoaodHa
aHTHKOAryNalHOHHO JIeYEHHE Ha Ta3H, Habmonasaxa
pH BBL3PACTHH,
nexysaHH 3a JIBT c
20 mg pusapokcaban
BEAHBXK AHEBHO
[lpodunakTHka HA HHCYNT H 7750 20 mg 41 meceua
cHcTeMeH eMOONH3BM NpH
MAaLHEHTH C HEKIANHO NPEACHPAHO
MBbXKIEHE
[podrnakTrka Ha 10 225 5 mg unu 10 mg 31 Mecena
arepoTpoMOOTHYHH CHOUTHA NpH CBOTBETHO, MPHIOKEHH
MALUEHTH ClIEA OCTHP KOPOHApeH eaHospeMeHHo ¢ ACK
cuHaApoM (OKC) nny ACK mmoc
KJTOMTHAOTPeNn KWIH
TUKJIONHAHH
[TpodunakTHka Ha 18 244 5 mg, NpUIOXKEHH 4’7 meceua
aTepoTPOMOOTHYHH CHOUTHS NpH enHospeMeHHO ¢ ACK
NauMeHTH ¢ HCXEeMHYHa bonecT Ha wnu 10 mg
¢wrpueto(UBC) nepudepna CAMOCTOATENHO ‘
aptepranua 6onect ([1AB) | 3,256** 5 mg, NpuIoKEeHH 42 meceua
enHoppemeHHo ¢ ACK
. MauMeHTH ¢ eKCTIO3HLIAA Ha NOHE €IHA 1038 pHBapoxcabaH
** Ot npoyusaHetro VOYAGER PAD

Haii-uecTo chobUIABAHKTE HEXKEAHH PEeaKLUMH MPH NALUMEHTH, KOHTO NoJy4aBaTpHBapokcabaH ca
61K xemoparuu (Bx. Touka 4.4, v “OnucaHne Ha H30paHu Hexenany peakituu” no-aony) (Tabnnua
2). Haijt-uecto cpobIIABAHHTE XEMOpAruK ¢a enucTakcHe (4,5 %) W KbpBEHE OT rACTPOMHTECTHHATHHA

TpakT (3,8 %).

Tabauua 2: HecTroTa HAa CHLOHTHATA HA KbpBeHe” B AHEeMHS NPH BPL3PACTHA H NEAHATPHYHH

NANHEHTH ¢ eKCNO3RNAY HA PHBAPOKCADAH B 3aBLPIIAJINTE RPOYIBAHHS

$a3a 111

Iloxazanue

Bcako knpBene

AHeMHS

[Tpodmnaxrika Ha BEHO3EeH TpoMboeMbONHILM
(BTE) npu BBp3pacTHH NallHEHTH, MTOAJIOXKEHH Ha
€NIEKTHBHA Onepaiiug 3a NoAMAHA Ha TazobeapeRa
WiH KOJIAHHa CTaBa

6,8% oT natiHeHTHTE

5,9% OT nauHeHTHTE

[IpeBeHums Ha BeHO3eH TpomMboeMbONH3BLM NpH
Honnu 6e3 xHpypruuHa Hameca

12,6% oT nauMeHTHTE

2,1% o1 nauMeHTHTE

Jleuenue Ha abn60Ka BeHOo3Ha TpoMbo3a (JIBT),
6enoapoben embonnssM (BE) n npodunaktika

Ha peUMIAMBM

23% OT NaLMEHTHTE

1,6% OT naLMeHTHTE

Jleuenne Ha BTE v napodunakTuka Ha peLmauBH
Ha BTE npu HOBOpOAEHH M Aella Ha BL3pacT noa
18 roavHU cien 3ano4BaHe HA CTRHAAPTHO

39,5% o7 nalMeHTHTE

4,6% OT natilneHTHTE

AHTHKOAIYNIALIHOHHO JIEYEHHE e iAg 1,
[MpodWNaKTHKA HA HHCYAT W CHCTEMEH 28 1a 100 2,5 na JOOS* /" e 2
eMO0/TM3BM NpH NALIMEHTH C HEKJIAMHO NauMEeHTOrOAHHH naunef T ¢ aght e o0 P
npeaChpAHO MbXKIEHE K%

[IpeBeHuMs Ha aTepoTpoMbOTHYHHM cxOMTHSA NpH | 22 Ha 100 1,4 Ha o ey =
naimeHTH cnen OKC NALMEHTOTrOAHHH NauHERXOPOIHH y
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[peBenuna Ha arepoTpoMOOTHYHH cHOUTHA Npu | 6,7 Ha 100 0,15 1a 100

nauneHtH ¢ UBC/TIAB NAUMEHTOTOAHHH NAlHEHTOrOAHHU™**
8,38 na 100 0,74 va 100
NMAUHEHTOrOAHHHH nalHeHTOroAHHu"*** #

Bomixy cb0HTHA HA KbpPBEHE OT BCHUKH M3NIMTBAHMAC pHBapoKcabaH ca cpbpaHH, DOKIAXBAHH U OEHEHH.
> B npoyusanero COMPASS ce Ha0monaBa HHCKa 4ECTOTa Ha AaHEMMA, Thi KaTO € MPIIOKEH CENEKTHREH
MOAX0A KbM ChOHpaHe Ha ZaHHH 33 HEXENaHH ChOHTHA

**#%  [lpwnoxeH e CeNeKTHBEH NOAXOA 2a ChOHpaHe HeXxeNaHH CHOHTHS
# Ot npoyusaHero VOYAGER PAD

Cnucbk Ha HexenaHy peakiiyy B TabnuueH sug
YeCTOTHTE Ha HeXeNaHUTE peakiiiH, CbOGILEHH ¢ PHBAPOKCaGaH NPH BL3PACTHH M nenHanann.

nauxeHTH ca 0606wenun B Tabnuua 3 no-aony no cucrema-opraiiu kiacose (no MedDRA) u no
YECTOTA.

B 3aBHCHMOCT OT 4€CTOTATa TE CE€ ONPEAENAT KaTo:

mHoro yectu (= 1/10) yectu (= 1/100 no < 1/10)

HevectH (= 1/1 000 g0 < 1/100)

peaku (= 1/10 000 xo < 1/1 000)

MHoOro peakt ( < 1/10 000)

C HEH3BECTHA 4eCTOTa (He MOXeE aa Obae onpeacneHa OT HATHYHKHTE RaHHH)

Tabanna 3: BcEYUKE HeXxeIaHE PEAKIHH, KOHTO ¢a ¢bO6MmeHn OpH BLIPACTHHE NANHEHTH B
KJHHEYHE H30HTBAHNRS $a3a Il rar npr nocTMapkeTRAroBaTa ynorpeba™ u B Ase
n3nuTBaHuA $a3a 11 B nse $a3za 11l npH neAHATPAYHH NANHEBTH

Yecrn HegecTn Peaxn Mnoro peaxs C Hen3BecTHA
9€CTOTA
HapymenHS Ha KPHBTA H JIHMPHATA CHCTEMA
AHeMus (BKIL. TpombousToza
CBbOTBETHUTE (BKJI1, NOBHLICH
nabopaTopHsH Opoii Ha
MOKA3ATENN) TpoMGouHTHTE)?,
TpoMbouuTO-
NeHUs ‘
Hapymenus HA HMYHHATR CHCTEMA
AnepruyHa AHapHNAKTHYHH
peakums, PCaxLHH
anepruucH BKJIIOYHTEJIHO
AEPMATHT, aHapHNaKkTHYMEH
AHTHOCACM H . 110K
ANEPrHucH OTOK

Hapymenns Ha HEPBHATA CRCTEMA

3aMasHOCT, Mo3bueH U

rnasobonue BbLTpEYEpeEncH
KPBBOU3JIMB,
CHHKON

HapymeHHS H 0UHTE
OueH KpBLBOHIIIHB
(BKI1.
KOHIOHKTHBANEH
KPbBOHYIHB)

Copaeisn BApYMEHHAR
Taxukapama

Coua0BH HApYWICHHS

XHUMOTOHHA,
XEMaTOM
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PecnHPATOPHE, TOPAKAJIHE H MEIHRCTHHA/IHH HAPYIICHHS

Enxcrakcuc, : EosuHodunna
XEMOMTH3a NMHEBMOHHSA
Cromauso-upesHH HApDYIIEHAS
KbpseeHe ot Cyxorta B ycrara
BCHLIMTE, CTOMALIHO-
YpEeBHHA TPAKT (BKIL.
PEKTaNHO KbpBEHE),
CTOMALIHO-YPEBHH K
KopeMHK BOKM,
ANCNENCHA, raaeHe,
sanex”, IHapus,
noapuilaHe”
XenaToORARADHH RapYIIeAHs
[NoBMwaBaHe Ha YepHoapobHo XKnarenuua,
TPAHCAMHHAIUTE yBpexXaaHe, [TopMneHu
MOBHLIEH CTOMHOCTH HA
OHnupyOuH, KOHIOTHpaHHUA
NOBHILCHA 6unupy6uH (cue
anKajaHa wnu 6e3s
docdaraza B €AHOBPEMEHHO
KpBLBTa®, NOBHUIABAHE Ha
nosuitena GGT? | ALT),
XosnecTasa,
XEraTuT (BKN.
Xenaroue-aynapHo
YBpEKNaHE)
HapylueHHS HA KOKATA H NOAKOKHATA ThKAH
Cupbex (Bxn. Yprukapus Cunapom Ha
HEYECTH Cy4au Ha Stevens-Johnson
reHepanu3npaH [TokcH4yHa
cbpbex), oOpHE, enHaepManHa
€KXHMO38, KOXKHH H | HEKpOIH3a ,
MOAKOXKHH | DRESS
KPBLBOH3IUBY CHHAPOM
HapyimeHHS Ha MYCKYJIOCKEJIETHATA CHCTEMA H CHEAHHHTEIHATA THKAT
bonka 8 XemapTtpo3a KpbeOH3NIHB B KomnaprmeHt
KpaiuuumTe* MYCKYJI CHHJPOM B
pe3yNTar Ha
KbpPBCHE
Hapymenss Ha 61L.0pennTe B NHKOYHETE NHTHIMA
KupeeHe ot brbpeuna
YPOTCHHTANTHHA HEAOCTATHYHOCT/
TPaKT (BKJ. ocTpa 610peuna
XEMaTypHi U HEAOCTATHYHOCT B
MeHoparus®), | pe3ynTar Ha
6u0peuHo - KbPBEHE,
yBpexaaHe (BKn. AOCTATBbYHA Aa
NoBHLLIEHHE HA npean3suka
KpeaTHHHHa H ] XUMTOTICPPYIUS
NOBULICHHE Ha
ypesTa B KpbBTa)
O6mu napymenas H ePeKTH HA MACTOTO Ha NPHJIOKEHHE
[Mopuiena Hepasnonoxenne | JiokanuiupaH
TeMnepaTypa’, (BKUI. otok®
15
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neprgepeH OTOK, npwioLaBaHe
HamajieHa obwa
CHWIA H €HEPrHYHOCT
(Bxn. ymMOpa H
ACTCHHA)

HicnenpaHuus

[NToBHieHA
LDHA,
IloBHieHa
nunaza’®,
NOBMLIEHA
amwiaza®

Hapangsannsg, OTPABAARS H YCJIOKHEHNS, BL3HHKHAIH B PE3YATAT Ha RHTEPBeHNHH

[MocTnpouenypHo CunoBa

KbpBeHe (BKII. ncepaoaHeBpusma’
MOCTONEPaTHBHA
aHEMHUA K KbPBEHe
OT paHH), KOHTY3HA,
ceKpeLMs OT paHH”®

A nabmopasanH npu npeBeHuys Ha BTE npu Bh3pacTHY NatMeHTH NOLNOXKEHHH Ha €NeKTUBHO NMPOTe3HpaHe
Ha TazofenpeHaTa HWIH KOJISHHATA CTaBa
8 npabmonasanH npu nedenue Ha JIBT, BE win npodHrnakTHka Ha peLMAHBH, KATO MHOTO HECTH ITPH XEHH

' < 55 ronuuy
¢ nabmonapanM KaTO HeyecTH NpH NMPodHNAKTHKA Ha aTepoTpoMBOTHYHRH cebuTHA NpY naunedTH cnen OKC

(chen nepkyTaHHa KOpOHapHA UHTEPBEHLIHA)

* [punoxeH € NpeaBapHTENHO ONpeAciieH CENEKTUBEH NMOAX0A 3a ChbOUpaHe Ha HeXeNnaHu CbOUTHA B
u36paHu w3nuTBaHnA dasa III. Cnen aHanu3 HA T€3H MINHUTBAHHMA YECTOTATA HAa HEXEAHUTE PEaKLMH HE €
YBENHYEHA Y HE Ca YCTAHOBEHH HOBH HEXENAHH JIEKAPCTBEHH PEakLKH,

Onucanue Ha H30OPAHH HEXENAHH PeaKLHK
[Topaan hapMakonorMuHHE My MEXaHH3IbM Ha AeicTBHe, ynotpebara Ha Tunban Moxe na 6bae

CBBp3aHa C MOBHILEH PUCK OT OKY/ITHO WIIH ABHO KbPBEHE OT BCEKH BHJ ThKAH HIIH OpraH, Koeto 64
MOTJIO Aa AOBEIE A0 NOCTXeMOoparHyHa aHemus. [1pU3HauHTe, CHMITTOMMTE H TEXEeCTTa
(BKAOUMTENHO (aTaneH H3X0A) WiE 3aBUCAT OT JIOKANH3ALMATA H CTENEHTa Wi 0beMa Ha KLpBEHETO
WHWIH aHeMusaTa (BX. Touka 4.9 “OsnaasBaHe Ha KbPBEHETO ). B KIIHHHYHHTE H3NUTBAHHA KbPBECHE
OT IUraByuUMTE (T.€. OT HOCA, BEHLIUTE, CTOMALUHO-UYPEBHHA TPAKT, NUKOUO- NOJIOBUTE TLTHLIA,
BKJIKOYHTETHO aODHOPMHO BArMHATHO WIH YBEIIHYEHO MEHCTPYATHO KbPBEHE) H AHEMHS Ce
HabIoAaBAT NO-4ECTO NPH IBJITOCPOUHO SieHeHHE ¢ puBapokcabaH B cpaBHeHHE ¢ neueHne ¢ ABK.
Ilo Ta3zH npuuMHA, B JOMBIHEHHE KbM 81€KBATHOTO KIMHUYHO HabniozeHue, 1abopaTopHOTO
H3CNeABaHe Ha xeMornobHHa/xemaToKpHTa 61 Morio aa Obae OT Non3a 3a OTKPUBAHE Ha OKYJITHO
KbPBEHE H 3a ONpeAe/ifaHe HA KIMHHYHATA 3HAYHMOCT Ha ABHOTO KbPBEHE, KOMaTO CA NMPELICHEHH 32
noAxoaAH. BE3MOXKHO € PHCKEBT OT KbpBEHE Aa Obae NOBULIEH MPHY OMPEAECNIEHH I'PYITH NIALIHEHTH,
HaNp. NaLHEHTH ¢ HEKOHTPOJIHPaHa TEXKKA aPTEPHANTHA XHNEPTOHHA WHIH Ha ChITLTCTBALLA TEPANMA,
KOATO NMOB/IHABA XeMocTazaTa (BX. Touka 4.4 “PUck oT xeMoparus™). MEHCTpyaiHOTO KbpBeHe MOXe
1a CTaHE NO-CHAHO WWIHN NO-NMPOALDKHTENAHO. XEeMOPArHYHHTE YCIIOXKHEHHS: MOMaT [1a CE€ NPOKBAT
karTo cnabocr, 6neaHOCT, 3aMasgHOCT, riasobonue Win HeOOACHHMU OTOLM, AHCNTHES H HEOOACHHM
wok. Kato nocneacTsue or aHeMHATA B HAKOH clydaH ca HabniogaBaHH CHMITTOMH Ha ChpaeyHa
HCXeMHS, KaTo 60IKa B MbPAMTE HIH CTEHOKapAHUS.

HMa cpobLueHuns 3a H3BECTHH YCNIOKHEHUS B PE3Y/ITAT Ha TEXKKO KbpBEHE, KATO KOMNAPTHMEHT
CHHAPOM H OBOpetiHa HEAOCTATBYHOCT B PE3YJITAT HA XHNONEPPY3HA WIH HePponaTHs, CREPRAT
aHTHKOArynaHTH NpH Hinoia3saxve Ha puBapokcabax. 1o Tazu npHYHHA BEPOATHOCTTE
TpaOBAa Aa ce UMa NMpeaABHA NPH MPELICHKATA Ha CbCTOAHUETO HA BCEKH NAUMEHT, KO
HA AHTHKOAI'YJIAHTHO JICUEHHE.
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MeanaTpunuHa nonynaliys
Jeuenue na BTE u npesenyun na peyuousu na BTE

OueHkara Ha 6€30MacHOCTTa NPH ieLia K IOHOLLHK ¢e OCHOBaBa Ha JaHHUTE OTHOCHO H€30MmacHoCTTa OT
JlBe OTKPHTH aKTHBHO KOHTPONUpaHKu npoy4eaHna ¢asa Il u eano ¢daza 111 npu neanatpuunu
NaiMeHTH OT PAKAAHETO A0 Bb3pacT noa 18 ronnuu. OTkpuTHATE, CBBLP3aHH ¢ O6e30nacHOCTTAa, B
[IOBEYETO CIyuaH ca noaoOHH MeX Iy pHBapoxcabaH H KOMNAPaTopa NpH pasiIHuHUTE NEJHATPHYHH
BB3pacToBH rpynu. Karo uano npo¢uasbT Ha Oe3onacHOCT NpH 412-Te aeua v IOHOIIM, JIEKYBaHH C
puBapokcabaH e noaodeRr Ha TO3H, HabnoAaBaH TIPH BL3PACTHATA MOMYIAUMA U CHBMECTHM MpH
Bb3PaCTOBHUTE NOATPYNH, BHIIPEKH He OLCHKATA € OrpaHHYeHa OT MAIKHA Opoil nalMeHTH.

[Ipu neanaTpH4YHHTE NALMEHTH ca CHOOLLABAHH 1NO-YECTO B CpaBHEHHE C Bb3PacTHHTE riaBodonne
(MHOTO HecTH, 16,7%), noBuuieHa TeMnepatypa (MHOro 4ectH, 11,7%), enucTakcHe (MHOTO HECTH,
11,2%), nospuuiane (MHoro uecty, 10,7%), Taxukapaus (uecty, 1,5%), nopuinasase Ha OunupybuHa
(uectn, 1,5%) v noBHiEeH KoHOrHpaH OUNHpPYOHH (HeuecTH, 0,7%). CboTBETHA Ha BBL3PACTHATA
NoMmyJiaLKa MeHoparus ¢ Habaronasana npu 6,6% (4ecTH) OT NOAPACTBALUMTE ACBOHKH ClIE] MEHapXe.
TpomMbouHTONEHHATA, KAKTO € HabmoaaBaHO No BpeMe Ha NOCTMAPKETHHIOBUA OHT NMpPH
BBL3pAacTHATE nomynaums, € uecra (4,6%) npy neaMaTpHUHUTE KITHHUYHH NMpoyuBaHHA. HexenaHuTe
JIEKAPCTBEHH PEaKUUK NPH NEAHATPHUHHTE MALUEHTH Ca MPEAUMHO JIEKH A0 YMEPEHH NO TEXKECT.

CrofiaBaHe Ha MOAO3HPAHH HEXKENAHHW PEAKLIWH
C100111aBaHETO Ha NOAO3HPAHH HEXKENAHHU peaKLuH cnej pa3pellaBaHe 3a yrnoTpeda Ha JIeKapCTBEHHS

NPOAYKT € BaxXHO. TOBa NO3BOJIARA Ja NMPOABIKHK HaOIOACHUETO HA CHOTHOLLIEHHETO NOM3a/PUCK 38
nexapcTBeHUA NpoAyKT. OT MEAHUMHCKHTE CNEUMAKCTH Ce H3UCKBA Na ChoOLIaBaT BCAKA
NOAO3HpPaHa HEXEIaHa peakuna upe3 HanmbiaHdTeHa areHUUs No nekapcTearta yi. ,,Jlaman I'pyep”
Ne 8, 1303 Codus, Ten.: +359 2 8903417, yebcaitr: www.bda.bg.

4.9 Ilpeaosmnpane

[Ipy BB3pacTHH HMa CHOOUIEHHA 3a PEAKM Clyyad Ha npenosupaHe ao 1960 mg. Ilpn npenosupaxe
nauueHTLT TpAOBa na ce Habnio1aBa BHUMATETHO 34 NOABA HA YCJIOKHEHNUA OT KbPBCHE WK APYTH
HEeXeNnaHH peakiyH (BX. Touka ,,OBRnangpaHe Ha KbpBeHeTO ). I1pH aeua ca HAMTUYHH OrpaHHYEHH
naHHu. IMopaau orpaHdueHaTa abcopbumsa ce ouakBa MakcHManeH ekt 6€3 JOMbIIHHTENHO
IOBH1IABAHE HA CPEHATA IUIA3MEHa CKCIO3MUMA NPU CyNpaTepaneBTHYHH N03K pHMBapoKcadbaH oT
50 mg WM No-BUCOKH NMPH BBIPACTHH, obave THNCBAT AAHHM NPH CynpaTepaneBTHYHH N03H NpPH Aela.
ColuecTByBa cneundpHyeH aHTMAOT (aRAeKcareT anda)) KOATO aHTArOHH3Hpa papMaKoIHHAMHYHHS

edexT Ha puBapokcabaH NpH BL3PACTHH, HO ASHCTBHETO MY HE € YCTAHOBEHO MpH Aetla (Bx. KpaTkaTa
XapaKTepUCTHKA Ha NPOAYKTA, ChAbPKAalll aHAEKCaHeT anga)).

[Ipu npeno3upane Ha puBapokcabaH MOXe g ¢€ UMa TIPEIBKA H3INON3BAHETO HA AKTHBEH BBIVIEH 34
HaMmansBaHe Ha abcopbuuara.

Osnanspaye Ha KbpPBEHETO
AKO NpH NAUHEHT JIEKYBaH ¢ pHBapoxcabaH, Bb3HHKHE KbPBEHE, KATO YCJIOXKHEHHUE, CIICABALHAT

npHeM Ha pHBapokcabaH TpaGBa a ce OTNOKH WM JICHCHHETO TPAOBA Ja Ce NPexpaTH,ako €
HeoOxoaumo. Pusapokcabar MMa noay>kHBOT OT oKkoJi0 5 1o 13 uaca npH BL3IpacTHHU. [TonyKuBOTBHT
NpH Aela, H34HKCIIEH ¢ U3NON3BaHEe Ha NOMyaaunoHHU dapmMakokHHeTHYHH (non®K) noaxonH 3a
MOZENUPAHE, € NO-KpaThbk (BX. Touka 5.2). Ornagasanero TpabBa na 6bae WHAHBUIYAITHO CHOPEA
TEXECTTA H JIOKANTH3ALMATA Ha KPbBOH3NUBA. MOde Aa ce H3oN3ea NoAXoAsIl0 CHMITTOMATHYHO
NeYEHHE KATO MEXAHHYHA KOMITPECHA (HAMNP. NpH TeXkKa GOpMa Ha ENHCTAKCHC), XHPYPTrHYHH
MHTEPBEHLIMH 38 XEMOCTA3a C M3NOITIBAHE HA NPOLCAYPH 328 KOHTPONHpaHe Ha KbpPBEHETO,
00eM03aMECTHTETHH BIHBAHHA H MEPKH 3a NOAALPXKAHE HA XEMOAHHAMMKATA, MPE/IMBAHE HA KPBBHH
MPOAYKTH (KOHLEHTPAT Ha ePUTPOLIMTHA Maca WiH MPACHO 3aMpAa3CHa IU1a3Ma, B 3aBUCHMOCT &2
CBbP3aHATA C KbPBEHETO aHEMMA WM KOaryJjionaTua) WiH Ha TPOMOOLMTH.
AKO KbpPBEHETO He MOXe ia Obhae OBAAAHO C FOPENOCONCHHTE MEPKH, TpAOBa na ce oOAI®
MPHIAraHeTo Ha cneudHrYeH aHTHAOT 3a HHXMOUTOP Ha (akTop Xa (andexanet alfa), KV
aHTaroHW3Hpa hapMakoAHHaAMH4HHS epexT Ha pHBapokcaban WM Ha cneuMpHUHO NPJKQAT)
CPEACTBO, KAaTO KOHUEHTPAT Ha npoTpoMOutoBua komruieke (KITK), akTuBHpaH koHUEeR =
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nporpombutiosis koMruieke (AKITK) unn pekombunanren ¢pakrop Vlila (r-FVIla). Kxm MomenTa
obaue KITHHHYHYAT OTNHT OT MPHUAAraHETO Ha TE3H JIEKAPCTBEHH NPOAYKTH NMPHU BL3PACTHH NALKEHTH H
Aela, noaydasaiiid pupapokcabaH, € MHOro orpanutcH. Ilpenopbkara cbllo ce OCHOBaBa H Ha
OrpaHHYeHH HEKITHBHYHH JaHHH, Heobxonumo e na ce Bieme noj BHUMAHHUE NMOBTOPHO MPWIOKEHHUE
Ha pexkomMOuHaHTeH dakTop Vila u no3arta Tpabsa aa ce THTPHpPa B 3aBUCHMOCT OT HAMAJIABAHETO Ha
KbPBEHETO. B 3aBMCHMOCT OT Bb3MOXHOCTTA Ha MACTO, B C/Ty4aH Ha MACHBHO KbpBEHE, TpabBa na ce
OOMHCK KOHCYNITALMA ChC CNELMANKCT MO KOAryJaUMOHHHK HapyllleHus (BX Touka 5.1).

He ce ouakBa nporaMuH cyidar U BHTaMHH K 1a NOBAHABAT AHTHKOAryJJAHTHATA aKTHBHOCT Ha
puBapokcabaH. [1pu BbL3pacTHH NaUMEHTH, NOAyYaBallld pHBapoKkcabaH ONMHTHT C TPAHEKCAMOBA
KHCEIHHA € OTPaHHNEH M TMNCBA ONMHT C AMHUHOKAMPOHOBA KHCE/IHHA W aNPOTHHHH. HamMa onuT oT
ynorpefara Ha Te3u CpecTBa NpH Jeua, Noayyasatly pueapokcadban. HaMa HUTO HayuHH
A0KA3aTeJICTBA 38 0,1aroNpUATHO NOBIHABaHE, HUTO ONKT OT U3TON3BAHETO HA CHCTEMHUA
X€MOCTaTHK A€3MOIPECHH NPH NMALKEHTH, NOyuasatiid pupapokcaban. [lopanu BUcoxaTa CTeNeH Ha
CBBLP3BAHE C TUIA3MEHHTE MPOTEHHH HE ce ouaKBa pHBapokcabaH aa moxe aa Obae oraencH ypes
AMAJIH3A.

5. ®OAPMAKOJOI'HYMHM CBOUCTBA

5.1 PapmaxoaEHEAMHEYUHEA cBOHCcTBA

(dapmakoTepaneBTHUHA rpyna: AHTHTPOMOOTUYHM CPERCTBa, AMPEKTHH HHXHOWTOPH Ha ¢daxTop Xa,
ATC kon: BO1AFO1

MexaHnuibMm Ha JeACTBHE
PupapokcabaH € BUCOKO CENTEKTHBEH AWpeKTeH HHXHOHTOP Ha dakTop Xa ¢ nepopaiHa GHOHANKUHOCT.

HUuxnbupatero Ha ¢gakTop Xa npexpcBa BhTPEIHMA M BbHILEH [ThT Ha KOArynauMOHHATA Kackana,
KOETO HHXUOHpa KakTo popMHpaHeTo Ha TPOMOMH, Taka u obpasyBaHeTo Ha TpoMOH. PuBapokcabaH He
uHXHOUpa TpoMOuHa (axTHEHpaH dakTop II) H He ca HabmoaasaHK edexTH BHPXY TPOMOOLUHTHTE.

dapmakoaAHHAMHYHH edekTH
[1pu xopa € HabnioaaBaHO 030-3aBUCHMO HHXHOMpaHe Ha aKTMBHOCTTaA Ha dakTop Xa .

[MporpomOuHoBoTO Bpeme (PT) ce nosnnsasa 103038BHCUMO OT PHBAPOKCAOaH B TACHA KOpENaLHi ¢
1a3MeHHTe KoHueHTpauuH (r= 0,98) ako 3a Tecra ce uanoniea HeomnacTuH. [lpyru peakTueH Lie
AanaT pa3ziHviHH pe3y/ITaT|.

Otumraneto Ha PT Tpa6ea na craBa B cexyHas , 3auoTo INR e kannbpupano H sanuanpaHo camo 3a
KYMapHHOBH MPOAYKTH H HE MOXKE J1a C€ W3NON3BA 38 APYTH AHTHKOarynaHTH.

[Mpn naupeHTH Nonyuarauy pueapokcaban 3a neyenue Ha JIBT u BE u npeseHums Ha peuinauBH,
nepceHTinte 5/95 3a PT (Heonnactun) 2 — 4 4aca cnea npueMa Ha tabnerxara (1.€. NO BpEMETO Ha
MaKCHMaJIeH edekT) 33 15 mg puBapokcabaH aABa ITbTH AHEBHO ¢a B rpaHULMTe OT 17 n0 32 s n 3a
20 mg puBapokcabaH BeHBXK JHEBHO ca B rpaHuumTe ot 15 10 30 s. IIpu Hali-HHCKkaTa KOHLEHTpalKS
(8 — 16 4 caen npuema Ha TabneTkara) nepceHTWIMTE 5/95 38 15 Mg ABA MBTH AHEBHO €A B IPAHHIIMTE
ot 14 no 24 s, a 3a 20 mg BeaHbx aHeBHo (18 — 30 4 cnea npuema Ha Tabnetkara) ot 13 ao 20 s.
[Ipy NauHeHTH ¢ HEKNANHO NPEACHPAHO MBIKAEHE, KOWTO MpUEMAaT pHBapokcabaH 3a NMpodHIaKTHKA Ha
HHCYNT H cHcTeMeH eMbGonn3bM, nepceHTHanuTe 5/95 3a PT (Heownactun) 1 — 4 yaca cnen npueM Ha
TabneTkara (T.e. No BpeMe Ha MaKCHManeH eeKT) NPH NAUHEHTH NeKyBaHH ¢ 20 mg BEAHLX AHEBHO
ca B rpaHMunTe oT 14 10 40 s, a npy nauueHTH ¢ ymMepeHo 6p0peuHo yBpexaaHe fieKyBaHu ¢ 15 mg
BeHDLXK AHEBHO ¢a oT 10 no 50 s. INpu radfi-nuuckara koHUueHTpauua (16 — 36 4 cnen npueM He
TabneTxara) nepceHTHINTE 5/95 NpH NauKeHTH JeKyBaHH ¢ 20 mg BeAHBK AHEBHO C¢ :r"'l'm N
MPH NAUMEHTH ¢ YMEpeHO OpOpeyHO yBpexKaaHe, IEKYBaHH ¢ 15 mg BEAHBX JIHEB .< 3} R 2 ne 2
S f7ir hA, :
B xiHHHYHO (apMaKOIOrHYHO NPOYYBAHEe HA OOPATHMHTE NPOMEHK BLB (hapMakoas HIMKK f’I i X
puBapokcabaH NMpH 34paBu Bb3pacTHH 400poBoLM {n=22) e OLEHABAH edeKTbT Hadk Skt Ao
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(50 IU/kg) or aea pasnuynm BHaa [1KK, 3-¢paxropen xoHUEHTpaT Ha NPOTPOMOHHOBHA KOMILIEKC
(TIKIT) (®axropu I, IX n X) u 4-dakropen [1KI1 (Dakropn 11, VII, IX u X). 3-paxropuusr [1KITI
NOoHKXkaBa cpeaHuTe cToiHocTH Ha Heorunacti PT ¢ oxono 1,0 cexynna 3a 30 MHHYTH B CpaBHEHHE €
NOHIDKEHHATA OT npuGam3arento 3,5 cexyuau Habmonasanu npy 4-gaxropxus IKI1. O6parHo, 3-
¢axropHuaT [1KI1 mma no-ronam u no-6np3 o1l edexT BbpXy 0OpaTHMHTE NPOMEHH B €HAONE€HHOTO
oGpasysaHe Ha TpoMOHH, oTkoskoTo 4-pakropHuar [TKTT (sx Touka 4.9). |

AKTHBUPEHOTO napunanHo TpomboriactuHoso Bpeme (aPTT) u HepTest cbiiio ca ynbmkeHn
N0303aBUCHMO, HO M3TION3BAHETO UM 34 OLICHKa Ha (apMakoauHaAMH4HUA e(eKT Ha puBapokcabaH He
ce npenopbusa. Hama HeoOxoaumocT ot HabnioneHKe Ha KoaryJauHOHHHTE MapaMeTpH 1o BpeMe Ha
JIEYEHHETO ¢ pHBapokcabaH B KIIMHHYHATA NMpakTHKA. Bee nak, ako € KAHHHUYHO NOKA3AHO, HKBATA Ha
puBapokcabaH MOraT Ja ce W3MepBAT C ITOMOLUTA Ha KATHOpUpaHH KOTHYECTBEHH TECTOBE 32
antdakTop Xa (BX. TOUKa 5.2).

[lenuaTpyyHa nonynauns
AHann3nt Ha PT (peareHT - HeornacTuH), aPTT u anTti-Xa (c kanubpupaH KOIMYECTBEH TECT)

NoKa3pa TACHA BPb3Ka ¢ TUIa3MEeHUTe KOHUEHTpaUWH mpy Aeua. Bppskara mexay aHTH-Xa W
1a3MEHHTE KORLIEHTPALIMH € JIHHelHa ¢ HaknoH 6136 go. 1. MoraT na Bb3HHKHAT HHAHBHEYAIHH
HECHLOTBETCTBHA C NMO-BHCOKH WM NO-HHCKH AHTH-XA CTOHHOCTH, B CPABHEHHE CBC CHOTBETHHTE
[na3MeHH KokleHTpaunn. Hama HeoGxoaumocT ot Hab/ioaeHHe Ha KOArynauHOHHHTE RapaMeTpH No
BpeMe Ha KIHHHYHO JieueHHe ¢ puBapokcaban. Bee nak, ako e KIMHHYHO NOKA38HO, KOHLIEHTPaLUHTE
Ha puBapokcabaH Morar aa 6bAaT HIMEPBAHH ¢ KaIMOpHpaHH KOIHYECTBEHH TECTOBE 3a aHTH(AKTOP
Xa B mcg/l (Bx. Tabanua 13 B Touxa 5.2 3a AHana3zoHWTE Ha HADMOAABAHUTE ILTA3MEHH
KOHLIEHTPALIWK Ha puBapokcaban npu neua). Jlonxnara rpaHHLA HA KOJTHYECTBCHHTE ONMpeaesIsHHA
TpabBa 1a ce HMAa NpeABH, KOraTo ce H3MN0JI3Ba aHTH-Xa TECTbT 3a KOJIHYECTBEHO ONPEAEAHe Ha
Na3MEHHTE KOHLEHTpaLMK Ha puBapokcabaH npu aeua. He e ycmuoaeﬂ rnpar 3a e(pMKacHOCT Y
CHLOHTHA, CBBP3aHH ¢ De3onacHoCTTA.

KnnHnuHa edbukacHocT M 6e30nacHOCT

TIpesenyus Ha uNCyIm u cucmemer eMO0IUIbM NPU NAYUEHMU C HEKIANHO NPECLPOHO MbICOEHE
KnuHuuHata nporpama 3a puBapokcabaH € ch3alieHa ¢ Lien Aa nokaxe ¢PuUKacHOCTTa Ha
puBapokcabaH 32 NpeBeHLMs HA HHCYIT M CHCTEMEH eMOOIH3BLM NPH NALHEHTH C HEKNTANHO
NpeACHPAHO MBXKIAEHE.

B ocHoBHOTO apo#Ho-cnano npoyusaHe ROCKET AF, 14 264 nauMeHTH ca pa3npenencHy aa
nomyuaeat ik 20 mg puBapokcabaH BeaHbXkK NHEeBHO (15 mg BeAHBK HA JIEH MPH NMALHEHTH C
KpeaTHHHHOB KJIHpBHC 30 — 49 ml/min) unu Bapdapun THTpHupan ao tapreTHo INR 2,5
(repanesTHuHH rpanHuuy 2,0 no 3,0). CpeaHara npoasDKHTETHOCT Ha IEYEHHETO € 19 Meceua, a
of1uaTa NPOABL/DKHTENHOCT HA JeYeHHeTOo e a0 41 meceua.

34,9% OT NaLMEeHTHTE Ca IEKYBAHH C aLeTHWICATMLIOBA KuceauHa, a 11,4% ca nekysann ¢ knac Il
AHTHAPHTMHLIK, BKTIOMHTENIHO aMHUOAAPOH.

PupapokcabaH e nokasan He no-Manxa epMKacHOCT B CpaBHEHHE C Bap(PapHH 0 OTHOLEHKE Ha
MLPBHYHWTE ChCTABHHU KpaliHK TOYKH 3a HHCYAT U cucTeMeH embonussm HiebH LIHC. B
NOMyNIALMATA IEKYBaHA 10 NPOTOKO/A, HHCYIT HIIK CHCTEMEH eMOOIMIBM € HACTBITWI NPH

188 naumenTv Ha pueapokcaban (1,71% Ha roaunHa) u 241 Ha Bapgapus (2,16% Ha roausa) (HR 0,79;
95% CI, 0,66 - 0,96; P<0,001 3a cxonHa edpukacHocT). Cpen BCHUKH PAHAOMH3HPAHH NALUEHTH
aHann3upady cnopea ITT (Hamepenue 3a neveHne), MbPBUYHH CHOMTHA Ca HACTHLITHIH NPH

269 naumeHTH Ha puBapokcabas (2,12% ra roauHa) u 306 Ha sapdapuH (2,42% Ha roauna) (HR 0,88,
95% CI, 0,74 — 1,03; P<0,001 3a cxonHa edukacHoct; P=0,117 3a no-nobpa edpukacHocT).
Peaynrarure 38 BTOpHMHHTE KpalHK TOUKH TecTBaHK No HepapxuyieH pea B ITT aHanu3a cg nakazaHy
va Tabnuua 4. Cpen nauMeHTHTE B rpynarta Ha BapdapuH, crolinocture Ha INR ca 6 (A‘ eRLAS !7.
TepanesTH4HH rpaHuu (2,0 no 3,0) cpearo 55% ot Bpemero (Meanana 58%; HHTCHKRPLAIGE g
nuana3zoH 43 no 71). EdexTsT Ha puBapokcaban He ce paliH4yaBa Ha HUBO LIE t R
taprereH INR auanason ot 2,0 — 3,0) npy# KBapTHAWTE ¢ €AHAKLB pa3mep (P—O 74
BAauMoielicTBKe). B Hall-ropHHs KBAPTHI NO OTHOLLIEHHE HA LUCHTBPA, xoecbuuue
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puBapokcabaH crpamo Bapdapus e 0,74 (95% ]I

H, 0,49 —1,12).

YecToTaTa HA OCHOBHUTE PC3YJITAaTH 3a Oe3o0nacHOCT (FOJ’IEMH H HETONEMH KITHHHYHO 3HAYHAMH

KPBbBOH3IJIHBH) Ca CXOAHM NpH ABeTe TepaneBTHUHH rpynH (Bx. Tabanua 5).

Tabauna 4: PesyaraTh 3a eprkacnoct o1 asa Il ROCKET AF

IIpoyurana ITT anann3 HA ePHKACHOCTTA NPH DANHEHTH ¢ Hemﬁnno NpeACHPAHO
nonyJanus MBKAeHe
PuBapokcaban
20 mg BeaARBXK Bapdapr
JHEBEO
(15 mg Beannbx TaTpupan 1o
TapreTrdo INR 2,5 KoepuuneHT Ba
ABEBHO NpH
TepaneBTrnyiHa ALHEHTH € VMEDEHO (TepaneBTHYRH prcka (95% IH)
AO3HPOBKA 61;2 eaHO ymep rpaaunn 2,0 no 3,0) p-CTOHHOCT, TECT 3a
B P ane) YecToTa Ha . IPeBBL3XOACTBO
{’le"’::fa " cnGaTHETO (100
cuGaTRETO (100 NMANHECHTOTOAHHNA)
NAOQHEHATOrOARHH)
HucynT u cucremen 0,88
eMOONH3BM H3BLH (22 (ig) (23 ?1?2) (0,74 - 1,03)
1HHC ’ ’ 0,117
HHCy T M cUCTEMEH 0,94
eMOOJIN3bM H3BBH (:?521) (:15_(;91) (0,84 — 1,05)
IHHC u chaoBa cMBPT ’ ’ 0,265
HUHCYynT HeucTEMEH 0.93
eMO00JIH3bM U3BBH 659 709 (© 83’ 1,03)
LIHC, cbaoBa cMBPT H (5,24) (5,65) ’ 0 1_58,
HH}APKT Ha MHOKapaa ’
0,90
253 281 ’
Hucynr (1,99) (2,22) (0,755 2—211,07)
0,74
CucremeH eMOOIN3IEM 20 27 (0,42 - 1,32)
u3sbH LHTHC (0,16) (0,21) ’ 0 308’
0,91
MudiapKT Ha MHOKap/a 130 142 (0,72-1,16)
(1,02) (1,11 0.464

Tabanua 5: Peayarath 3a 6e3onacnoct or ¢pasa Il ROCKET AF

Mpoysana IanBEeHTH ¢ HEKJANHO NPEACHPAHO M ene”
nonyJanns " peacHpa BHA
PuBapoxcaban
20 mg BeaHBXK
auesHo rurpupan 20
(15 mg Benunbk Tapreted INR 2,5
TepaneBrusina AHEBHO TIpH (TepaneBTHYHH Koeguunent na
HAIHEHTH ¢ YMepeHo prcka HR (95% AH)
XO3HPOBKA rpaHAnA 2,0 go 3,0)
610penno Yy p-cTofinocT
Bpeaaane) ecToTa Ha
{l crOuTHEeTO (100
ecTora ma NAIHEHTOTOAHHH)
curOnTReTO (100
NANHEHTO- TOAHHH)
["'oneMH H He-roneMu 1,475 1,449
KJIMHHYHO 3HAUUMM (14,91) (14,52)
KP'bBOHW3NHBH
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[oneMH KpbBOHIIHEH 395 386 1,04 (0,90 — 1,20)
(3,60) (3,45) 0,576
CMbpT nopanu 27 55 0,50 (0,31 - 0,79)
KbpBeHe"* (0,24) (0,48) 0,003
Kupeene ot 91 133 0,69 (0,53 -0,91)
KPHTHYEH opran® (0,82) (1,18) 0,007
Br1peuepeneH 335 84 0,67 (0,47 - 0,93)
KpbBOWITHB® (0,49) (0,74) 0,019
Cnan Ha 305 254 1,22 (1,03 - 1,44)
xemorao0ouHa* (2,77) (2,26) 0,019
KpbpBonpenusane 183 149 1,25 (1,01 —1,55)
Ha 2 WIH NOBeYe (1,65) (1,32) 0,044
€AUHHLIHA
EPUTPOLIUTHA
Maca WiH uiia
XpbB”*
HeronemMuv KMTHHHYHO 1,185 1,151 1,04 (0,96 - 1,13)
3HAYUMH BOHVIMBH (11,80) (11,37) 0,345
CmupTHOCT 1O 208 250 0,85 (0,70 - 1,02)
BCAKAKBH NMPHYHHH (1,87) (2,21) 0,073
) Monynauxa H3nKTBaHA 332 6€30MaCHOCT, HA NICYEHHE
* HoMHHanHO 3HAYHMH

OcseH ¢asa I1l npoyusane ROCKET AF, e nposeaeHo €1HO NPOCNIEKTHBHO, C €AHO pamo,
MOCTMAPKETHHIOBO, HEHHTEPBEHLIMOHATTHO, OTKPHTO KOXOpTHO npoyusaHe (XANTUS) ¢ ocHoseH
H3XO/l HA PE3YNTaTHTE, BKIIOYUTENHO 3a TpoMOoeMbonHyHH chOMTHA U roieMH KpbBOMATHBH. 6 704
MALMEHTH ¢ HEKIAMHO NPEAChPAHO MBKIACHE ¢a BK/IIOYEHH 3a YUACTHE, 38 NPEBEHLIMA HAa HHCYAT H
cuctemer embonusbm u3sbH LIHC B kinHnunaTa npaxktuka. Cpeauute croiioctn Ha CHADS?2
ckopa ca 1,9, a HAS-BLEDckoa e 2,0 8 XANTUS, cpaBHenn cbe cpeanute croiHocTi Ha CHADS2 u

HAS-BLED 3,5 u 2,8 8 ROCKET AF, cboTseTHO, [onsaM KpbBOK3INHMB € HACTBHAMWA npn 2,1 Ha 100
nauxertoroauHy. CLobluasa ce 3a ¢araneH kpbeoHIUB npH 0,2 Ha 100 nauueHTOroAHHH, a
BhTpeveperneH KpsBoH3aue npu 0,4 Ha 100 nauneHToronuHi. MMa chobiieHns 3a HHCYIT WiH
cucremed eMbonu3bM H3BLH LITHC npu 0,8 Ha 100 nauveHTOrOoAHHM.

Tesu Habm01eHMA B KNMHHYHATA MPAKTHKA CLOTBETCTBAT Ha ycTaHOBeHHs npodun Ha GesonacHocT
10 TOBa NOKa3aHHE.

B NocTMapKETHHIOBO HEHHTEPBEHLIHOHANTHO NPOY4BaHe Npy noseye oT 162 000 nauneHTH OT YeTHPH
IbPKaBH pUBapoKcabaH e npeanucaH 3a NpodWIAKTUKA Ha HHCYAT H CHCTeMHa eMOonHs npy
NAaiMEHTH ¢ HEKIAMHO NPeachPAHO MbXIaeHe. YecTorara Ha CHEOMTHATA 3a MCXeMKUEH HHCYAT € 0,70
(95% C1 0,44 — 1,13) 3a 100 nauueHToroaMHn. KbpaeHe, KoeTo BOAH N0 XCCMHTANH3ALHS, HACTHIIBA C
yecTora Ha cxOuTHATA Ha 100 naumenToroamnuu 0,43 (95% CI1 0,31 - 0,59) 3a srTpeuepeneH
kpbBonnus, 1,04 (95% CI 0,65 — 1,66) 3a cromamiHo-upeBHO kbpBexe, 0,41 (95% CI 0,31 - 0,53) 3a
yporeHnTanH#o kspeeHe u 0,40 (95% C1 0,25 - 0,65) 3a apyro kupsene.

[Tal(HEHTH NOATIOXKEHU HA KAPAHOBEPIHO
EnHO NpOCHeKTHBHO, PAHAOMH3HPAHO, OTKPHTO, MHOTOLIEHTPOBO, EKCILIOPATOPHO POYYBAHE Che
jacneneHa oueHka Ha kpaiuure ToukHn (X-VERT) e nposeacHo npu |1 504 naumeHTv (HenexyBaHH 10
cera ¢ NepopajiHi aHTHKOAryJIaHTH H NMPeABAPHTENHO JIEKYBAHH) C HEKJIEMHO NPEACHPAHO MBXKICHE
NJaHHUPAHH 38 KapAHOBEP3HO, C LIEN CpaBHABaHe HA puBapokcabaH ¢ kopurupaHa ao3a ABK
(panpomu3supany 2:1), 3a npodHunaKkTHka Ha CbPACYHOCHAOBH CbOMTHA. M3anon3saHi ca cTpaTeruy ¢
noMoluTa Ha HacouBaHe uype3 TEE (1 - 5 aAHM npeaBapHTENIHO NeYeHHe) WK mHaeHuH Ry ‘
KapaAMOBEP3HO (MOHE TPH CEAMMUM NPEABAPHTENHO NeueHHe). [TLPBHYHHTE pe3yTapy agh ¢
(BCHYKH BHAOBE HHCYJT, NPEXOAHA HCXEMHYHA aTaKa, cucTeMeH embonHILM H3BLH/IEL/ Yy
Ha MHokapaa (MH) U cMBPT NopaaH CbpACHHOCHACBH 3a00NABaAHHS) Ca YCTaHOBEY £ , "1':' g
naluMeHTH B rpynata Ha pupapokcabad (n = 978) u 5 (1.0%) nauneHTy B rpynara :
RR 0,50; 95% CI1 0,15-1,73; moauduunpana [TT nomynauus). OCHOBHHAT pe3ynTay\3
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(ronaM KpbBOHM3NHKB) € ycTaHoBeH npH 6 (0,6%) u 4 (0,8%) naumendTu B rpynara Ha puBapokcadaH (n =
988) B rpynara Ha ABK (n = 499) , cvoreetHo (RR 0,76; 95% C10,21-2,67; nomynauxd 3a
OesonacHocT). ToBa eKCILIOpaTOPHO NMPOYYBAHE NOKa3Ba CpaBHHMa ePHKACHOCT H Oe30MacHOCT MeXay
TepaneBTUHHHTE Py Ha pusapokcaban 1 ABK B yclioBusTa Ha KapAHOBEP3IMO.

IlallHeHTH C HEKNAMHO NPEeAChPAHO MbXAeHe, noanoxkeHH Ha [1KH ¢ nocraBsHe Ha CTEHT
[IpoBeaeHo e paHAOMH3UpPaHO, OTKpHTO, MHOroLleHTpoBO NpoyuysaHe (PIONEER AF-PCI) npn 2 124

MALHEHTH ¢ HEKIAMHO NPEeACHPAHO MbXKAEHE, KOUTO ca Ounn noanoxeHH Ha [1KH ¢ nocraesaxe Ha
CTEHT 38 ITbPBHMHO aTEPOCKIePOTHYHO 3ab0nsBaHe, 32 CpaBHABAHE HAa OE30NaCHOCTTa Ha BA PEXKHMA C
pupapokcabaH 4 eauH pexum ¢ ABK. [Taunenture ca panaoMuznpasu B cboTHOWEHKE 1:1:1 3a
neyeHHe odbuo 12 mecena. OT IpOYUBAHETO c& HIKIIOYEHH NMALMEHTH C npekapaH HHCyaT win [THA .

I'pyna 1 ca nosyuasanu 15 mg puBapoxcabaH peaHLX AHeBHO (10 mg BEAHLK AHEBHO NMPK NALMEHTH C
KpeaTHHHHOB KIHPBHC 30 — 49 ml/min) umioc P2Y 12 unxuburop. 'pyna 2 ca nosyuasans
pusapokcabat 2,5 mg asa mbTH aHesHO < JXTAC (asoiiHa aHTHTpOoMOOTHYHA Tepanus, T.€.
knonuaorpen 75 mg [win asrrepuatuseH P2Y 12 uHxubuTop] noc HUCKa 0038 aleTWICAnMIKWIoBa
kucenuHa [ASA]) 3a 1, 6 wnu 12 mecella, nocneasaHa ot pusapokcaban 15 mg (wnu 10 mg 3a nuua ¢
KpeaTHHHHOB KIHpbHC 30 — 49 ml/min) seaHbK AHEBHO TUIIOC HUCKA 4033 ALECTH/ICATHIMIIOBA
xucenuHa. ['pyna 3 ca nomy4asanu kopuripasa 1033 ABK nmoc JITAC 3a 1, 6 nin 12 meceua
nocieABaHa oT kopurupaHa ao03a ABK munioc HHcka 1038 aleTHICANULWIORA KHCETHHA.,

[TupBHuyHaTa kpaiHa Touka 3a 6€30NacHOCT— KIHHHYHO 3HAYNMHK KPbBOHITHBU €8 YCTAHOBEHH NpH
109 (15,7%), 117 (16,6%), n 167 (24.0%) naunexty B rpyna 1, rpyna 2 v rpyna 3, ceotsetHo (HR
0.59; 95% C1 0,47-0,76; p<0,001 u HR 0.63; 95% CI 0,50-0,80; p<0,001, cxorBeTHo). Bropuuxara
kpa¥iHa Touka (CMBPT OT CbCTABHH ChPAECYHOCBHAOBH CHLOMTHA, HH(APKT Ha MHOKADAA WIH UHCYAT) €
ycraHoseHa npH 41 (5,9%), 36 (5,1%), u 36 (5,2%) nauwenTn B rpyna 1, rpyna 2 U rpyna 3,
ChOTBETHO. BeAKa OT cxeMHTe HA pUBapoKcabaH rokaspa 3HAYHMO HaMAaJleHHE Ha KITHHHYHO
3HAYHMHMTE KPBBOHITHBH B CpaBHEHHE C pexxrMa Ha ABK npu naumeHTH ¢ HeKnanHo npeacspaHo
MExaeHe, noanoxkeHn Ha FIKH ¢ nocraBgaHe Ha CTeHT.

[Ispeuunata uen Ha PIONEER AF-PCI e ouenka Ha 6e3onacHoctTa. JlaHHuTe 328 edrKacHOCT
(souHTENnHO TpoMOOEMOONHYHY CHOUTHA) NPH TA3H NOMYJIALMA Ca ONPAHHYEHH.

Hevenue na /]BT, BE u npogpunaxmuxa na peyuousupawyu [JBT u BE

Knunnunara nporpaMa Ha puBapokcabaH e rnaHupaHa c Hes Aa JEMOHCTPHPE ePUKACHOCTTA Ha
pHBapokcabar npH HAYANHOTO M MpoALNXKaBallo AeucHne Ha ocTpH JIBT u BE u npesenunsTa Ha
PELMIAHBH.

Han 12 800 naumeHTH ca MpOy4YeHH B YETHPH PaHAOMH3HpaHH KOHTpoaHpaH#H dasa Il kinuuuku
npoyuysaHua (Einstein DVT, Einstein PE, Einstein Extension n Einstein Choice) u aomenHurenso e
APOBEACH NpeABapHTeNHO AedpHHHpaH cOopeH aHanu3 Ha npoy4saHusaTa Einstein DVT u Einstein PE.
Ob1ara KOMOHHHpaHA NPOIBHKHTETHOCT Ha JICYEHHETO 3a BCHUKH MpOYyuBaHHus € 10 21 Meceua.

B npoyueasero Einstein DVT 3 449 nauunents ¢ octpa JIBT ca npoyueHn 3a nedenuero Ha [IBT u 3a
npodunakrvkara Ha peuHausHpaity DVT u PE (naumentute che cuMnroMaTiue BE ca wikmouenu
OT TOBa npoyusaHe). [IpOABLDKHTENTHOCTTA Ha IeUeHUETO € 3, 6 nan 12 Mecena B 3aBHCHMOCT OT
KIHHHYHATA NPEUEHKa Ha H3C/ICAOBATENA.

3a nevyeHHeTO npe3 NbpBUTE 3 ceamuuM Ha octpa JIBT ca npunaranu 15 mg puBapokcabaH n1sa mbTH
axesHo. Cren ToBa neveHKHeTo npoawnkasa ¢ 20 mg pupapokcabaH BeAHBX AHEBHO.

B npoyusaneto Einstein PE, 4 832 nauwenty ¢ octsp bE ca mpoyuenn 3a neuennero Ha bE u
npodpwiakTvxaTa Ha peunausupaitd JIBT u BE. [TpoabmkrrenHoCTT2 Ha iedeHHeTo € 3
Mecela B 3aBHCHMOCT OT KITHHHYHATA NpelieHKa Ha U3CNea0BaTens,

3a JeMeHHUeTo Ha OCTHP BE npe3 nbpBUTE TPH CEAMULIM ca nMpUnaraHi 15 mg pusa
aHeBHo. Cnea ToBa NeYeHHeTO npoab/nkasa ¢ 20 mg pusapokcabaH BeAHBXK JHEBH

M npu apete npoyusanua Einstein DVT M Einstein PE , pexxuMbT Ha CpPABHUTENTHO
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€HOKCanapHH NMPUWIaraH B NpoAb/KEeHHE Ha Hall-Manko 5 AHM B KOMOHHALIMA ¢ AHTArOHHCT Ha
BuTaMHH K 10 noctrrane Ha ctoliHOCT Ha PT/INR B TepanesTHuHHTE rpanuum (> 2,0). Jleuennero
NPOAL/DKABA ¢ AHTANOHKCT HAa BHTAMHH K ¢ 1038 KOpUrupaHa 3a NOAAbPKAHE HA CTOHHOCTHTE Ha
PT/INR B TepaneBTHuHHUTe rpaHuu ot 2,0 a0 3,0.

B npoyusaHeTto Einstein Extension 1 197 nauperm ¢ JIBT wnu BE ca u3cneasaHu 3a npepeHuMs Ha
peuransupaii BT ¢ BE. [poabkHTeNnHOCTTa Ha JiedeHHETO 00XBatlia AOMLIHUTENHO 6 10

12 Meceua npH NALMEHTH, KOMTO Ca MPEMHHANH KYPC Ha JieueHHe oT 6 10 12 Mecelia Ha BEHO3eH
TpoMO0eMBOoN13BM B 3aBUCHMOCT OT KJIHHHYHATA NpeLieHKa Ha Hiciienosarens. CpaBHaBa ce
pusapokcaban 20 mg eauH LT Ha AeH ¢ nianedo.

Einstein DVT, PE un Extension u3non3sar eaHH K ChilH MPEABAPHUTENIHO AePHHHPAHH THPBHYHH H
BTOPHYHH PE3Y/TATH 38 €PHKACHOCT. [IbpBHYHHAT PE3yNTaT 32 €PUKACHOCT € CHMITTOMAaTHYEH
peuHAHBHpaLl] BeHO3eH TpomboemGonuzbm (BTE) nedunnpaH kaTo cheTaBeH oT peuausrpatna JIBT
wiH aranel wik HedataneHd BE. BropuunusT pesynrar 3a eduxacHocT ce AedHHHPA KATO CHCTABEH OT
petaveupaiia JIBT, vedatanen BE u obuta cMbpTHOCT. -

B npoyusateTo Einstein Choice, 3 396 nauvenTtu ¢ notsspaeHa cumnroMariyta JIBT w/unu BE
KOMTO €& 3aBBPLIHAK 6-12 MeCeUHO aHTHKOArYIaHTHO JIEUEHHE ca NPOYUEHHU 33 NPEBEHIMS HA
thaTanen BE wnn vedaranuu cumnromaTtHdny peunansupamm BT win BE. [Naumenture ¢
Noka3aHUe 3a MpOoAb/DKaBAHE HA AHTHKOATYIAHTHOTO IEYEHHE CTepaneBTHYHA 1032 Ca U3KIIOYEHH OT
npoyueaHeTo. [IpoabKUTENHOCTTa Ha NeueHHeTo € AQ 12 Mecelia B 3aBHCHUMOCT OT JATaTa Ha
HHAMBHAYAIHATa paHaoMu3auus (MeauaHa: 351 aum). CpaBHaBaHM ca puBapokcaban 20 mg BeagHbX
AHeBHO M puBapokcabad 10 mg seanbk aHeBHO ¢be 100 mg aueTnicanvuMnOBa KUCEIHHA BEAHDBK
JHEBHO.

[IbpBHYHHAT pe3ynTaTt 3a ePHKACHOCT € CUMNTOMaTHYeH peunauBupail VIE aeduHHpaH kaTo
cBCTaBeH OT peunausHpainia JIBT unu dataneH wnu HedartaneH bE.

[Mpoyusanero Einstein DVT (8x Tabnuua 6) nokassa, ue puapokcabaH € ¢ He 110-ManKa €pHKacHOCT
oT eHokcanapui/ABK 3a mbpBHYHHA pesynTar 3a ebukacHocT (p < 0.0001 (TecT 3a He no-Mainka

- eukacHocT); koepuumeHT Ha pucka{HR): 0,680 (0,443 - 1,042), p=0.076 (TecT 3a NpepBLIXOACTEO)).
[TpeaBapHTENIHO ONpeAe/ICHATA HETHA KIHHUYHA NOi3a (ITbPBUYEH PE3yNITaT 3a €PHKACHOCT IJIKOC
MACHBHH KpbBOH3NUBH) ce cpobwansa ¢ HR 0,67 ((95% ON: 0,47 — 0,95), HomMuHanHa p CTORHOCT
p=0,027) B non3a Ha puBapokcabaH. CroiiHocTHTe Ha INR ca B TepaneBTHYHHA AHANA30H CPEAHO
60,3% oT BpeMeTO NnpH cpeAHa NPOABIKHTENIHOCT Ha JedeHHeTo 189 auu, u 55,4%, 60,1%, n 62,8%
OT BPEMETO [PH IPYTIHTE C TAHHPAHO NeYeHHe C MPOABIKHTEIHOCT CLOTBETHO 3-, 6-, ¥ 12 Meceua. B
rpynara Ha eHokcanapHH/ABK HaMa scHa Bpb3ka MexXay HHBOTO Ha cpeaHOTO ueHTpaiHo TTR (Bpeme
8 TaprereHINR auanasoH ot 2,0 - 3,0) npy TepUHAKTE ¢ €aHAaKBB pa3Mep H YECTOTATa Ha
peunansnpawnTe BTE (P=0,932 3a B3aumonelicrene). B HaH-ropHHs TEpUHI MO OTHOLUCHHE HA
LIEHThpa KOSOHLIMEHTLT Ha PHCK MpH puBapokcaban cripamo sapgapun e 0,69 (95% JH: 0,35 - 1,35).

YecToTHTeE 38 MbPBH4HUA PE3YNTAT 38 6€30NacHOCT (TONEMH WK KIIHHHYHO 3HAYHMH HETONIEMH
KPbBOH3JIHBH) KAKTO H 38 BTOPHYHHA Pe3yaTar 3a 6€30NaCHOCT (roJieMH KPhBOMIIMBH) Ca CXOAHH 34
ABETEe TEPANCBTHYHH TPYIH.

Tabanna 6: PesyararTn 3a eprkacuoct 8 6ezonacroct ot $asa Il Einstein DVT

3 449 nanHeATH cbC CAMIOTOMATHYHR OCTPA Jbj00Ka BenO3HA
IIpoyuBagra nonyjanas rpomGo3a :
HozdpoBKa B PaBapoxcaban® Enoxcanapan/ABKY
NPOTH/DKHTETHOCT HA 3, 6 unnm 12 Mecena 3, 6 aam 12 mecena
NEYEHHETO N=1 731
CuMnToMaTH4eH 36
peurauBupaw BTE* (2,1%)
CHMrnTroMaTHYeR 20
_peumausrpant BE (1,2%)
CHMIITOMATHYHA 14
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peunaxBHpaina JIBT (0,8%) (1,6%)

Cumnromatudy BE n | 0

ABT (0,1%)

®aranes bE/cmbprt, npu 4 6

koATO BE He MOXe na (0,2%) (0,3%)

Obae H3KTIOUEH

[TonaMoO MAH KNHHHYHO 139 138

JHAYUMO HEroaMo (8,1%) (8,1%)

KbpBEHe

['onemMH KpbBOHU3IITHBH 14 20
(0,8%) (1,2%)

Y  PusapoxcabaH 15 mg nBa ITbTH AHEBHO 33 3 CEAMHLM NOCAeaBaHo oT 20 mg BeAHLK AHEBHO

b  EnoxcanapuH 3a Hal-Maiko 5 AHH, 3aCThbIeH U nocneaBad oT ABK

*  p<0,0001 (#e no-Manka epUKACHOCT MO OTHOLIEHHE Ha NPESABAPHTENHO ONMpPeaeneH KoePHLHEHT Ha pHCKa
2.0); HR: 0q680 (0,443 — 1,042), p=0,076 (npepb3X0ACTBO)

IToyuraneto Einstein PE (Bx Tabnuua 7) noxaspa, ye puBapokcabaH € ¢ He no-maika epHKacHOCT OT
eHokcanapui/ABK 3a nupauvHKA pe3ynTart 3a edpuxacHoceT (p=0,0026 (recT 3a He no-Manka
edukacHocT); HR: 1,123 (0,749 - 1,684)). [IpensapurenHo aedpuHupaHaTad HeTHa KIWHWYHA 10138
(TbpBHYEH pe3yJITaT 38 €PHKACHOCT IUIKOC roNIeMH KpbBoH3nueH) ce ¢robuwasa ¢ HR 0,849 ((95% AMN:
0,633 - 1,139), nomunanHa p crofinoct p= 0,275). INR crofiHOCTUTE Ca B TEpaneBTUUCH AHanasoH
cpeaHo 63% oT BpeMeTOo NpH CpeiHa NPOAB/BKHTENHOCT Ha JieyeHneTo 215 auu H 57%, 62%, u 65%
OT BPEMETO MpPH IPYNHTE ¢ NIAKHPAHO JIEYEHHE C NMPOTBDKHTENHOCT CHOTBETHO 3-, 6-, H 12 Meceua. B
rpynara Ha eHokcanapui/ABK HaMa scHa Bpb3ka MexXAy HHBOTO Ha CpeaHOTO ueHrpanHo TTR
(speme B TapreTeH INR ananason ot 2,0 - 3,0) npy TepuUMnuTe ¢ €1HAKBB pa3Mep K HECTOTATA HA
peunansupaiture BTE (p=0,082 3a B3aumopeiicTeie). B ral-ropHys Tepunn no OTHOLUEHHE Ha
LHEeHTbPa KOShHUHEHTLT Ha PHCKa NPH puBapokcabaH cnpsmo Bapgapui e 0,642 (95% JIU: 0,277 -
1,484).

YecToTUTE 38 MLPBHUHKMA pe3yaTaT 3a 6e30nacHOCT (TONIEMH WIH KIHHHYHO 3HAUHMH HEroneMH
KPbBOH3/IMBU) CA MAJIKO NO-HHCKH B rpynara Ha neueHue ¢ pusapokcaban (10,3% (249/2 412)) s
CpaBHEHHE ¢ rpynara Ha jJeucHHe ¢ eHakcanapur/ABK (11,4% (274/2 405)). Yectorara Ha BTOpHYHKA
pe3ynTaT 3a Oe30nacHOCT (roNeMH KPbLBOH3IIHBH) € MO-HHUCKA B rpynara Ha puBapokcaban (1,1%
(26/2 412)) otkonkoto B rpynara Ha eHokcanapui/ABK (2,2% (52/2 405)) ¢ koepHLHEHT Ha pHCKa
0,493 (95% IH: 0,308 - 0,789).

Tabnuna 7: PesyaraT 3a epukacuocT H 6ezonacuoct o1 $a3a 11 Einstein PE

IIpoyuBans nonyaanng 4 832 nanHenTH ¢ OCTLP cHMOTOMAaTHYeH BE

Pasapoxcaban® Enoxcanapan/ ABK
J03HPOBKA H NPOALIKHATENHOCT HA 3, 6 uan 12 Mecena 3, 6 nan 12 mecena
JIeYeHHETO | N=2 419 N=2 413
50 44
»
CumnromaTuyeH peunausupail BTE (2.1%) (1,8%)
Cuamnromarnued peuuausuHpall BE 23 20
pr T (1,0%) (0,8%)
| 18 17
CumrromaTHyHa peunaneupawa ABT (0,7%) (0.7%)
CummromaTvisiu bE v JIBT 0
Qataned BE/cMbpT, npu xoato bE Re 11
MOXe na Obae H3KIIOUEH (0,5%)
'ongaMo UNH KIIMHHYHO 3HAYHMO HETO0JIAMO 249
KbhpBEHE (10,3%)
I'onemu BOW3JIUBH 26
P (1,1%)
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" PupapokcaGan 15 mg aBa ITbTH AHEBHO 3a 3 ceAMKLH nocaeBad o1 20 mg eAMH IThT AHEBHO
Y Enocanapu 3a Hafi-Manko 5 AHH, 3acThiieH U nocnessaHd oT ABK
*  p<0,0026 (e no-Manka ePpHKACHOCT NO OTHOLUIEHHE HA MPEABAPHTEITHO unpe.ue.nen HR: 2,0); HR: 1,123

(0,749 - 1,684)

MNpoBeacH € npeABapUTENHO onpeaencH 0bobIeH aHaIH3 Ha pe3yaTaTa oT npoyusanusTa Einstein

DVT u PE (8x. Tabnuua 8).

Ta6smana 8: PesyaraTn 3a epukacsoct H GezonacrocT o1 chopen ananu3 Aa gpasza 111 Einstein

DVT = Einstein PE

IIpoyusana nony1anus

8 281 nanWeHTH ¢ OCTPH CHMIOTOMATHYHH J.IBT

njan BE
P ———— Pupapoxcaban® Eunoxcanapan/ ABK
MeYeHReTO 3, 6 nm 12 mecena 3, 6 uan 12 Mmecena
N=4 150 N=4 131
CuMmromaTrucH peupausupail BTE* (2?1?, %) (23?, %)
CumnromaTHueH peusadeupain bE a3 38
(1,0%) (0,9%)
CumnromaTnyHa peurausupaa BT (0?82“ %) (lfli %)
Cumnromatuyuu BE u JIBT ( {0’11 %) ( (0,21 %)
MdaraneH BE/cMmbpT, npu kosT0 BE He 15 13
MOXe Ra ObJe H3KnoYeH (0,4%) (0,3%)
ConeMH WiH KIHHHWYHO 3HAUHMH HETONEeMH 388 412
KPBbBOHITHBH (9,4%) (10,0%)
"'oneMH KpBLBOHIIHBH 40 72
(1,0%) (1,7%)

*  PusapokcabaH 15 mg aBa IMbTH AHEBHO 33 3 ceaMuuy nocaeasal ot 20 mg €AHH MTbT AHEBHO
B EnokcanapHH 3a Hal-Manko 5 QHM, 3acThNeH W nocieasad oT ABK
* p<0,000] (He no-manxa eMKaCHOCT NO OTHOLIEHHKE Ha npeapapHTento onpeaeneH HR 1,75); HR: 0,886

(0,661 - 1,186)

[TpenpapuTeIHO Olpeae/ieHaTa HETHA KIHHHYHA 0138 (TBPBHYEH PE3yJITaT 38 €PUKACHOCT IUTIOC
cHOMTHS € ronemMHu KpuBoH3NKBH) Ha c6opHua aHanu3 ce croditasa ¢ HR 0,771 ((95% AU: 0,614 -

0,967), HoMuHanHa p croiiHoct p=0,0244).

B nmpoyusatero Einstein Extension (Bx Tabauua 9) prBapokcabaH npepb3xoia niauebo no
OTHOWIEHHE HA ITbPBHUHHTE H BTOPHYHH Pe3yNTaTh 3a ePHKACHOCT. 3a TbPBHUHHA PE3YJITAT 34
6e30nacHOCT (rofleMH KPBBOM3IHBH) C€ YCTAHOBABA HE3HAYHMO YHCJICHO MO-BHCOKA YECTOTa NpPH
NaLMEHTH Ha JieueHHe ¢ puBapokcabad 20 mg BeqHbXK AHEBHO B CPABHEHME ¢ Mu1atiebo. BTOpuuHHAT
pe3ynTaT 3a 6e30nacHocT (roJleMH WM KIHHHYHO 3HAYHMH HETONEMH KPLBOH3NIHBH) MOKa3Ba no-
BHCOKA 4€CTOTa MPH NALWEHTHTE JICKyBaHH ¢ puBapokcabaH 20 mg eavH MkT RHEBHO B CPABHEHHE C

nianebo.

Tabanna 9: PesyaraTu 33 edpuxacnoct n Gezonacnoct ot ¢paia III Einstein Extension

IIpoyusana nonyaauus

1197 nanReHTH ¢8 NPOABL/DKHIIN JIEIEHHETO H
DPOPRIAKTHEKATA HA PCUEABBHPAI BEHO3EH

TpoMb60eMGONRIBLM
J03MpoBKa H NPOILIKHTETHOCT HA PupapokcaGaun®
JIeICHAETO 6 nan 12 Mecena
N=602
8
s
CumnromaTnueH peunausupail BTE (1:3%)
2
CumnmromaTuieH peumausupatl bE (0.3%)
25
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CumrrromatiyuHa peudaysypaiia JIBT (0,3% ) (5?2L %)
ParaneH BE/cmbpT, npu koaTo BE He 1 1
MOJXKE Ja Oble H3KMIOUCH (0,2%) (0,2%)
["'oneMu KPHBOHIIHBH (0;% ) (0’8% )
| KNHHHYHO 3HaYMMH HEroJieMH KPbBOHIJIMBH 32 7
(5,4%) (1,2%)

% Pupapokcaban 20 mg eaMH MbT AHEBHO
¢ p < 0,0001 (npeesixoactso), HR: 0,185 (0,087 - 0,393)

B nmpoyuaneTo Einstein Choice (Bx. Tabnuua 10) pusapoxcadban 20 mg » 10 mg nokassaTt no-ronama
edukacHacT ot 100 mg aueTHACATHUMIOBA KHCEJIMHA NO OTHOWIEHHE HA THPBHYHHA PE3YITaT 34
epukacHOCT. OCHOBHHAT pe3ynTar 3a He3onacHocT (CbOMTHA Ha roneMH KPbBOHITHBH) € CXOAEH IPH
naLiMeHTH NeKyBaHH ¢ pusapokcabas 20 mg v 10 mg enuH mxT AHEBHO B cpaBHeHHe ¢bve 100 mg

auCTHUWICAITHUHNIOBAa KHCEJIHHA.

Tabauna 10: PesyaraTt 3a epnkacnocT B Gezonacuoct o1 $a3a I Einstein Choice

lpoyusana nonyaanus

3 396 nanHeHTH NPOALLKABAT NPOPHIAKTHKATA HA
peuBAHBHpAI BeHo3eH TpomboembonnILm

Pasapoxcaban Pusapoxcaban ANETRICATADOAJIOBA
TepaneBTHINA 103EPOBKA 20 mg BeARBK 10 mg peansbX xucenuna 100 mg
AHEBHO AHEBHO BeAHLXK THEBHO
N=1 107 N=1 127 N=1 131
MeanaHa Ha
npoaRmIEnOcTIA ™ 349 [189-362) auu | 353 [190-362] ann | 350 [186-362] aum
NeYeHHeTo [MHTepKBapTUICH
AWanasoH|]
CumnroMaTHUEH 17 13 50
peunausupail BTE (1,5%)* (1,2%)** (4,4%)
| CumrroMaTHieH 6 6 19
peunxauBupaiy bBE (0,5%) (0,5%) (1,7%)
CummmroMaTuuHa 9 18 30
peunausupama JIBT (0,.8%) (0,7%) (2,7%)
®artaned BE/cmbprT, 2 0 2
npH koAT0 bE He MOoXxe (0,2%) (0,0%) (0,2%)
na 6bae BIKMOueH
CuMnmromaTHUEH
peurauenpau BTE, undapkr 19 8 56
Ha MHOKapAa, HHCYNT WiH ( % ) (1,6%) (5,0%)
CUCTEMEH eMDOIM3IBM M3BBH ’ ’ ’
LHHC
['onemu KPHLBOHIIHBH 6 5 3
(0,5%) (0,4%) (0,3%)
seroncun kpvsommsn | ¥ 22 20
(2,7) (2,0) (1,8)
CuMnToMaTHYeH |
peunausupaul BTE nau 23 17 53
rojiiM KpbBOHIINB (HETHA (2,1%)’ (1,5%)"" (4,7%
KJAHHHYHA N0/13a) m

. p<0,001 (npeBb3X0ACTBO) pHBapoKcabaH 20 mg BENHbXK AHEBHO cripamo aueruncanyfliafpe

100 mg BeaHbx AHesno; HR =0,34 (0,20-0,59)

d p<0,001 (mpesb3xoacTso) pubapoxcadan 10 mg BeAHBXK AHEBHO CIIPAMO aneTHIE

100 mg searnx asesHo; HR =0,26 (0,14-0,47)

DE/MH/6205/001-005/WS/011

26

_. S




* Punapoxcaban 20 mg 8eRHbK AHEBHO CMPAMO alleTHACATHLMIORA KucennHa 100 mg BeAHbXK JHEBHO;
HR =0,44 (0,27-0,71), p=0,0009 (HoMuHaNHO)
" PuBapokcaban 10 mg BEAHBXK IHEBHO CIPAMO ALETHACANTHUMIOBA KHCETHHA 100 mg BeAHbX AHEBHO,
HR =0,32 {0,18-0,55), p<0,0001 (HOMHHANHO)

B nomwmenne kbM nporpamara EINSTEIN ¢asa 111, e npoBeaeHo npocneKTHBHO,
HEHMHTEPBEHLIMOHATTHO, OTKPHTO KOXOPTHO npoyuBaHe (XALIA) ¢ ueHTpaniniupaHa oueHka
sKknouBauia peuvausupatl BTE, ronamo kbpBexe v cMbpT. 5 142 naumnenmd ¢ ocrpa [IBT ca
BK/IIOYEHH 33 NPOYYBAHE Ha ABLIrocpoyHara 6e30nacHOCT Ha puBapokcabaH B CpPaBHEHHE CHC
CTAHAAPTHATA AHTUKOATYIAHTHA TEPANHA B KTHHHYHATA NpakTHKA.

CroiiHocTHTE Ha ronaMo KepeeHe, peunaveupail BTE » BcHukH cimyyau Ha cMbpT 3a pHBapokcabaH ca
0,7%, 1,4% u 0,5%, cboTBeTHO. ChlUECTBYBAT Pa3/IMKH B M3XOJHHTE XapaKTEPHCTHKH HA MALHEHTHTE
BKJIIOUHTEHO Bb3pacT, paxk H O10peuHo yBpexaaHe. M3non3saH e npeaABapHTENHO ONpeaeseH
cTpaTHHUMPAH AHATH3 33 KOPHIrHpaHe HAa H3MEPBAHHTE OCHOBHH Pa3/IMyHi, HO BLIIPEKH TOBA
OCTABAILMTE OTKJIOHEHHS MOXE 14 NOBIHUAAT Ha pesynraTuTe. Kopurupanure HR cpaBHABaIH
puBapokcabaH H CTAaHIAapTHATA TEpPanus 3a rolAMo Kepsene, peunansupaul BTE » BCHUkH ciyyau Ha
cMmbpT, ca 0,77 (95% C1 0,40 - 1,50), 0,91 (95% C10,54 - 1,54) n 0,51 (95% C1 0,24 - 1,07),
CBHOTBETHO.

Te3u pe3ynTaTH B KNTKHWYHATA NPAKTHKA Ca B CLOTBETCTBHE C YCTRHOBEHHUA Npodun Ha
6e3onacHOCT NPH TOBa NOKa3aHHE.

B nocTMapkeTHHroOBO HEHHTEPBEHLIHOHANHO Npoy4YBane npH noeeye ot 40 000 nauneHTH 6e3
aHaMHe3a 3a pakK, OT YeTHPH AbPXKABH, pUBapokcabaH e npeannca 3a JIeHeHHe WK NpodHIaKTHKA Ha
JIBT n BE. YectoTara Ha chOuTHaTa Ha 100 nauMeHTOroaAWHY 3a CHMNITOMATHYHW/ KIIMHHHYHO 3HAYHMH
BTE/rpomM6oeMmbonuuin cxOHUTHA, BOACHIM A0 XOCTIHTAIH3aLMS, € B aHana3oH ot 0,64 (95% C1 0,40 -
0,97) 3a Ob6eansenoro Kpancteo po 2,30 (95% C1 2,11 — 2,51) 3a I'epmanua. Kupeene, koeTo Boau
IO XOCIUTAIH3ALHA, HACTHNBA ¢ YecToTa Ha chOuTHATA Ha 100 nauueHToroanuy 0,31 (95% CI 0,23 -
0,42) 3a ppTpevepenceH Kpseouus, 0,89 (95% C1 0,67 — 1,17) 3a cromamHo-4peBHO KbpBekHe, 0,44
(95% CI 0,26 — 0,74) 3a yporenuTanHo kbpeeHe 4 0,41 (95% CI 0,31 — 0,54) 3a apyro kbpeeHe.

[NeanaTpyyHa nonyaauuns
Jleuenue na BTE u npogpunaxmuxa na peyuousu na BTE npu neouampuunu nayuenmu

O6wo 727 aeua ¢ norsspacH ocTsp BTE, ot kouto 528 nonyunnu puBapokcaban, ca npoyyeHH B

6 OTKpPUTH, MHOTOLIEHTPOBH MEAHATPHYHH KW3INUTBAHHA. JlO3MpOBKaTa, KOPpHTHpaHa CNopea TEIECHOTO
TerN0o, NMPH NaLMEHTH OT paXXAaHeTo A0 Bb3PAcT Nox 18 roauHy, € gosena A0 eKCNOo3UUMA Ha
puBapokcabaH, nonobHa Ha HabnoagaBaHaTa NpH BB3pacTHU nauneHTH ¢ JIBT, neKkyBaHu ¢
puBapokcabaH 20 mg eMH MLT ZHEBHO, KAKTO € MOTBLPACHO B npoyuBaHeTo ¢aza 11 (Bx. Touka 5.2).

[Tpoyusanero EINSTEIN Junior daza Ill e panaoMH3kpaHO, aKTHBHO KOHTPOJIHPAHO, OTKPHTO,
MHOT'OLIEHTPOBO KIIHHHYHO fpoyHBaHe npu 500 neauaTtpruyHy NaUKWEHTH (Ha Bb3pacT OT pakaaHeTo
no < 18 roannn) ¢ noreepacH octvp BTE.

BionoueHu ca 276 aeuna Ha Bb3pact 12 g0 < 18 roanuu, 101 aeua Ha w3pact 6 0o < 12 roaunm,
69 neua Ha Bb3pacT 2 A0 < 6 roAHHHU K 54 neua Ha BB3pacT < 2 roANHH.

Hupexkcuuar BTE e knacudnumpan karo eaHo o1 cneaHute: BTE BbB Bphika ¢ LEHTpasieH BeHO3€eH
kateThp (LIBK-BTE; 90/335 naunenTy 8 rpynata Ha pupapokcabaH, 37/165 naumeHTH B rpynarta Ha
CPaBHHTENTHO Nle4YeHHe ), uepedpanHa BeHO3HA H ciHycoBa Tpombo3za (LIBCT; 74/335 naumenT! B
rpynara Ha puBapokcaban, 43/165 naumeHTH B rpynara Ha CpaBHHTEITHO JICYECHHE) B BCHUKH APYTH,
sxmourrento JIBT v BE (ve-LIBK-BTE; 171/335 naumexTu B rpynara Ha puBapokcabay,

84/165 nauueHTH B rpynaTta Ha CpaBHHUTENIHO nevyeHue). Hall-uecto npeacrasenara u
TpoMOO03a NpH Aeua Ha Bb3pacT 12 ao < 18 roasHu e He-LIBK-BTE npu 211 (76,4%
Bh3pacT 6 A0 < 12 roauHH H Ha BB3pacT 2 10 < 6 roauHH — LIBCT, cboTBeTHO NIpW/AS
(50,7%); n npy acua Ha sB3pacT < 2 roanus - LIBK-BTE npu 37 (68,5%). He e
meceua ¢ LIBCT B rpynara Ha puBapokcadan. 22 ot naunenture ¢ LIBCT ca um
LIHC (13 nauneHTH B rpynaTa Ha puBapokcalaH ¥ 9 nauMeHTH B rpynara Ha cpa
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[Tpu 438 (87,6%) neua BTE e npean3BukaH OT NOCTOSHHH, NMPEXOHHU HIIH H OT JIBETE — MOCTOSHHH H
NPEeX0/IHH PUCKOBH (PaKTOPH.

[TaumeHTHTE Ca NOJYYHIH MbPBOHAYAIHO JIEYEHHE C TEPANEBTHYHH 1034 He(PpaKIIMOHUPaAH XenapHH
(H®X). xenaput ¢ HUCKO MosieKkyJ1HO Terio (XHMT), nan ¢ponanapuHykce 3a Hal-MalIKo S JIHM H ca
paHAOMH3HpaHK 2:1 na nosyyasat WK 1034 puBapokcabaH, KOPUrHpaHH CNpsIMO TEJIECHOTO TErJIO,
WM CPaBHMTEJIHM JIEKApCTBA B IpyraTa Ha CPaBHUTEIHO JieueHue (xenapuuu, ABK) 3a 3-meceuen
MepHo/1 Ha JieueHHe B OCHOBHOTO npoyusane (1 meceu npu aeua < 2 roaunu ¢ LIBK-BTE). B kpas Ha
Mepyuo/ia Ha JieueHHe B OCHOBHOTO MPOYUYBAaHE JHArHOCTHYHOTO 0Opa3HO W3c/ie/1BaHe, HarpaBeHo Ha
W3XOJ/IHO HUBO, € HANpPaBeHO MOBTOPHO, aKO € OMI0 KIIMHUYHO NPHI0KHUMO. Jleuenuero B
MPOYUYBAHETO € MOXKEJIO J1a Ob/ie CrPSHO B TO3M MOMEHT MJIH 110 npeueHka Ha M3cnenosarens 1a Obae
npoab/KeHo o6uo 3a 10 12 meceua (npu aeua <2 roamuuc LIBK-BTE — no 3 meceua).

[TepBHUHMAT pe3yaTaT 3a ePHKACHOCT € cumnToMaTrHyeH peunausupanl BTE. I1bpBuunudaT pesynrar
3a 6e30macHOCT € KOMOHHALMATA OT roJISM KPbBOM3/IHB M KJIMHHYHO 3HAYHM HE-T0JISM KPbBOH3JIMB
(K3HT'K). Bcuuku pesyaratv 3a e(pUKacHOCT U 0€30MacHOCT ¢a NPOBEPEHH H MOTBbP/IEHH LIEHTPATHO
OT HE3aBUCHMMA KOMMCHS, 3ac/ieneHa 3a onpeaeneHoro jeyenue. Pesynrarure 3a eukacHOCT H
Oe3zonacHoCT ca nokazaHu B Tabauum 11 u 12 no-nony.

Cu6uTHsa Ha peunansupaul BTE ca Bb3HMKHaIM B rpynaTa Ha ieyeHHe ¢ puBapokcaban npu 4 ot
335 nauMeHTH M B rpyrnaTa Ha CpaBHHTE/IHO JieyeHue npu S5 ot 165 naunenTn. KomOuHaumsaTa ot
ronsm kpbBousiue U K3HI'K e noknaasana npu 10 ot 329 naumenty (3%), 1eKyBaHH C
puBapokcaban v npu 3 ot 162 naunentu (1,9%), nekyBanu ¢ komnaparopa. HerHa KiMHH4YHA 110132
(cumnromaruueH peumausupail BTE mnoc ¢cbOMTHS HA rossiM KpbBOH3JIMB) € ChOOILIEHa B rpynara
Ha JieyeHue ¢ puBapokcaban npu 4 ot 335 nauMeHTH U B rpynaTa Ha CpaBHUTEJIHO JIEYEHHE MPH 7 OT
165 naumenTn. Hopmanusupave Ha TpOMOOTHUHOTO OOpEeMEHsBaHE MPH NMOBTOPHOTO 0Opa3HO
W3cJie/IBaHe € Bb3HUKHAM0 npu 128 o1 335 naumMeHTH Ha JieyeHHe ¢ puBapokcaban v npu 43 ot 165
MalMEHTH B Irpynarta Ha CpaBHHUTEJIHO JieyeHHe. Te3n HaxoAku OOMKHOBEHO ca 1no100HH cpel
Bb3pacToBHUTE rpynu. B rpynara Ha pusapokcadan e umano 119 (36,2%) neua ¢ HAKaKBO KbpBEHE,
Bb3HHKHAJIO MPH JICYEHHETO, a B IpynaTa Ha CPaBHUTEIHO JieueHne € uMaso 45 (27,8%) neua=

Ta6auna 11: Pesyararu 3a epuKacHOCT B Kpasi HA OCHOBHHS NEPHO/l HA JIeYeHHE

CnOuTHE Pusapokcaban Komnapartop
| N=335* - N=165*
Peunamnsupait BTE (nbpBuuen pesyarar 3a epukacnocr) 4 5

KomOuHauus: cumnromarvyeH peunausupain BTE +
ACHMNTOMATHYHO BJIOLLIABAHE TPH MOBTOPHOTO 00pa3HO

HU3CJICIBAHC

KomOunaums: cumnromatuuer peunausupau; BTE +
aCUMITTOMATHYHO BJIOLIaBaHe + 0€3 npomsiHa npH

MOBTOPHOTO 06]333 HO H3CJICABAHC

Hopmanusupane npu noBTOpHOTO 00pa3HO M3Cie/1BaHe

KomOunaums: cumnromatiued peunausupay BTE +

rosiiM KPbBOM3/IMB (HETHA KJIMHHYHA 11013a)

®daranen uau HedaraneH 6en0apodeH eMO0IH3IBM

¥ FAS= nbien Habop 3a ananus (full analysis set), BCHUKH aeua, KOUTo ca OUM
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(1,2%, 95% Cl1
0,4% — 3,0%)

5

(1,5%, 95% CI
0,6% — 3,4%)

| 21

(6,3%., 95% ClI
4.0% — 9,2%)
128

(38,2%, 95% CI
33,0% - 43,5%)

4

(1,2%, 95% C1
0,4% - 3,0%)

1

(0,3%, 95% Cl
0,0% — 1,6%)

(3,0%, 95% CI
1,2% - 6,6%)

6
' (3,6%, 95% CI

1,6% — 7,6%)

19

(11,5%, 95% ClI
7.3% — 17,4%)

43

(26,1%, 95% CI1

19,8% - 33,0%)




Tabanua 12: PesyaraTn 3a 6€30n1aCHOCT B Kpasi HA OCHOBHHS NEPHO/ HA JieYeHHe

Pusapokca- | Komnapa-
Oanaban TOP
- N=329* - N=162*
- KomGunaums: ronsm kpbBonziue + K3HI'K (nbpeuuen 10 3
pe3ysrart 3a 6e30nacHoCT) (3,0%, 95% CI (1,9%, 95% CI
1,6% - 5,5%) 0,5% - 5,3%)
["0/1IM KpBBOM3IIUB 0 | 2
(0,0%, 95% CI (1,2%, 95% CI
0,0% - 1,1%) - 0,2% - 4,3%)
HsakakBO KbpBeHE, Bb3HHKHAJIO MPH JICYEHHETO 119 (36,2%) 45 (27,8%)
* SAF= nabop 3a ananu3 Ha GezonacHoctTa (safety analysis set), BCHUKH Jie11a, KOWTO ca OMH

PaHAOMH3HPAHH H Ca NOJIYYH/IH Hal-MaJko | 7103a OT U3NKUTBAHOTO JEKApCTBO

[TpopmibT Ha edukacHOCT W Ge30NacHOCT Ha pUBapoKcabaH € B rojisMa CTeneH noaodeH Mexay
neauatpuunHara nonyiauus ¢ BTE u Bp3pacthata nonynauus ¢ J/IBT/BE, Bbnpeku ToBa, ae/ibT Ha
YVYACTHHUILIMTE C HAKAKBO KbpPBEHE € 10-BUCOK B neavarpuyHara nonyiauus ¢ BTE B cpaBHenue ¢
Bb3pacTHaTa nonyaauus ¢ JIBT/bE.

[TaiMeHTH ¢ BHCOKOPHCKOB TPOHHOINO3UTHBEH aHTH(POCHOTUITH/IEH CHHIAPOM

B cnoHcopupaHo OT W3caeaoBaresis paH10MH3HPAHO, OTKPHTO MHOTOLIEHTPOBO MPOYUBaHE ChbC
3ac/ieneHa OlleHKa Ha KpaiiHUTe TOUKH, pHBapokcabaH ce cpaBHsBa ¢ Bap(apHH NPH NALMEHTH C
aHamHe3a 3a TpoM003a, IMArHOCTHLMPAHHU ¢ AHTH(HOCHOIMITUAEH CHHJIPOM M C BUCOK PHCK OT
TpoMBoeMO0IHYHH CHOUTHS (MO3HTHBHH NPH BCHYKHTE 3 aHTHHOCHOIHIHIHH TECTA: JIyTTyCeH
AHTUKOAryJIAHT, AaHTHKAP/IHOJHITMHOBH aHTHTE A M aHTUTEJ1a cpelly aHTH-0eTa-2-rIHnonpoTeuH I).
U3nuTBaHETO € MPEKPAaTeHO NPEeXKAEBPEMEHHO cie/l BKIOYBaHeTo Ha |20 naumeHTH nopaam Tebp/e
MHOrO CHOMTHS Cpejl NalMeHTHTE B rpynaTa Ha puBapokcaban. CpeaHoTo npocaeaspane € 569 aHH.
59 nauMeHTH ca paHJ0oMHU3HpaHu Ha puBapokcadan 20 mg (15 mg 3a nauMeHTH ¢ KpeaTHHHHOB
kaupbHE (CrCl) <50 mL/min) u 61 na Bapdapun (INR 2,0-3,0). TpomGoembonuHH cHOUTHS Cce
nposeaBat npu 12% OT nauMeHTUTe paHJ10MHU3HPaHK Ha puBapokcabaH (4 HCXEMHYHH HHCY.ITa U 3
uH(apkTa Ha Mmuokapaa). He ca cbobiaBann cbOMTHS NPH NALMEHTH, PAHIOMH3HPAaHH Ha Bap(papHH.
MacuBHO KbpBeHe ce Habonasa npu 4 -ma naumeHTH (7%) o1 rpynara Ha puBapokcabaH u npu

2 naumneHTH (3%) oT rpynara Ha BappapHH.

[leanaTpuyHa nonyJjiauus

Esponeiickara areHuus no sekapcrpara ocBod0XkK/1aBa OT 3a/1bJIZKEHHETO 3a NPE10CTaBsAHE Ha
pe3yJITaTUTe OT NPOYYBaHHs ¢ pedepeHTHHS NPOAYKT ChAbpiKall pUBapoKcadaH BbB BCHYKH
MOArPyINM Ha NneJiMaTpHYHaTa NnonyJjauqs npu npopuiakTuka Ha TpombGoemMOb0aHYHH CHOUTHS (BXK
Touka 4.2 3a uHdopmalms OTHOCHO ynoTpeda B neauarpusTa).

5.2 ®apMaAaKOKHHETHYHH CBOHCTBA

Abcopbums
Cneanara uHGOpMaLIMs C€ OCHOBABA HA JIAHHHUTE, MOJIYYEHH TNPH Bb3PACTHH.

Pusapokcaban ce abcopbupa 6bp30, kato MakcHMaiHH KOHLEHTPaUMH (Cpay) €€ 1ocTHrar 2 - 4 yaca
cie/l npyema Ha tabsieTkara,

[lepopasinara abcopOumns Ha puBapokcabaH € NoYTH IMbJIHA W nepopasHaTta GHOHAIMYHOCT € BUCOKa (80
- 100%) 3a go3a ot 2.5 mg v 10 mg, npueta kato TabneTka, HE3aBUCUMO J1aJ1H ITPHEMBT € H
wiu caen xpanene. [puemsT ¢ xpana He nosausea AUC win Cmax na pusapokcab
or 2,5 mg u 10 mg.

[lopanm HamaneHara cteneH Ha abcopOuuMs e onpeaesieHa nepopajiHa OHOHATHYHOCT,
satabnerakara ot 20 mg, nprera Ha rnaaHo. [Tpu npuem Ha puBapokcadban 20 mg Ta
cpeanata AUC ce nosuasa ¢ 39%, B cpaBHeHHe ¢ nprema Ha TabiieTkuTe Ha radNde

-I'"
NOYTH IMbJIHA aOcopOLMs ¥ BHCOKA nepopaiHa 6uonanuuHoct. Pusapokcaban 15 mgu2
29
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118 Ce NpHeMaT ¢ XpaHa (BX. To4yka 4.2).

(dapMaKOKHHETHKATa HA pUBapokcabaH e NoYTH NHHEAHa N0 OKONo 15 mg eAHH IMLT HA ACH, MPHEMAaHH
Ha rnagHo. Cnea npuem Ha xpaHa puBapokcabaH 10 mg, 15 mg u 20 mg TabneTku nokassar
NpPONOPLIMOHAIIHOCT Ha no3ara. [Ipu no-BHcoky 103K pHBapokcabaH npoaBssa OrpaHH4YeHa OT
pasTBopuMocTTa abcopOLMs C NMOHIDKeHa GHOHATMYHOCT M HAMAJIABAHE Ha cTeneHTa Ha abcopbumsaTa
pY NOBHILABAHE HA 103aTA. -

dapMakOKHHETHYHATA BAPHAOIIHOCT Ha pHBapoKkcabaH € yMepeHa ¢ BapupaHe MEXIY OTACIHHTE
nauneHTH (CV%) B nuTepsana ot 30% no 40%.

AbGcopbumsaTa Ha puBapokcabaH 38BHCH OT MACTOTO Ha OCBODOXAABAHETO MY B CTOMAUIIHO-UYPEBHHA

TpakT. Cnobi1aBa ce 3a 29% u 56% Hamanenne Ha AUC 1 Cmax B cpaBHeHHe ¢ Tabnierka, Korato
IPaHyNIaT Ha puBapokcabaH ce ocB060kKnaBa B NPOKCHMATHHTE OTAENH HA THBHKHTE YepBa.
ExcniosuupsTa ce HaMansBa JONMBIAHHTEIIHO, KOTaTo pUBapokcadbaH ce ocBo00XKIasa B IHCTAIIHUTE
OT/JEeNH Ha THHKHTE YepBa WIH BbB Bb3XOAALLOTO aebeno yeppo. 3aTosa TpsOea Aa ce H30sarsa
NPHWIOKEHHETO Ha pHBapokcabaH AMCTANHO OT CTOMAXA, Thif KATO TOBa MOXE /1a A0BE/IE A0 HaMaNeHa
abcopbuma v cBBbp3aHA eKCNO3KLIKA Ha pHBapokcabaH.

BuonanuynoctTa (AUC and Cpax) € cpaBHuMa npy 20 mg puBapokcaban mpunoxkeH nepopanHo Karo
HaTpolleHa TabneTka paMeceHa B A6 LIKOBO MOpPEe WIH CyCNEHAHpaHa BbB BOAA H MPHI0KEHA Tpe3
CTOMALIIHA COHJ1a, TIOCNIEABAHO OT TEYHa XPaHa, B CpaBHEHMeE ¢ Liinara Tabnetka, Kato ce uma npeaBua
NpeJBUIMMHS, 1030-NPONOPLIMOHANEH (PapMakOKHHETHYEH Mpodun Ha pyBapokcabaH, pesynTaTuTe 3a
OMOHATHYHOCTTA OT TOBA NMPOYYBAHE BEPOATHO Ca MPHIIOMNKHMH 33 MIOHHKABAHE HA JO3MTE Ha
puBapokcabaH.

Ileouampuyna nonyrayus

Jeuara ca noryuwid pusapokcaban rabnerka WiH nepopansa CyCneH3us Mo BpeMe Ha Ky
HENOCPEACTBEHO Cllel XpaHEHE WIIM MPHEM Ha XpaHa H ¢ oDHyaiiHa Nopuus TeYHOCT, 3a 2a ce
rapaHTHpa HaJeX1HO K03HpaHe NpH Aeua. KakTo npn sw3pacTHrTE, pHBapoxcaban ce abcopbupa
BEAHAra clie/l NEPOPaNTHO NPUWIOKEHHE Noa GopMaTa Ha TabneTka WM rpaHy/y 3a nepopanHa
cycneH3us npy aeuata. He e HabmonaBaHa painuka HUTO B CKOPOCTTA, HHTO B CTEMNEHTa Ha
abcopOuusa Mexay nekapcTBeHHTe GopMu TabneTka ¥ rpaHy M 3a nepopainHa cycrneHsus. Jiuncear
OK nauuu cne HHTPABEHO3HO NMPHIOKEHHE NMPH Aella, Taka ye abconoTHaTa OMOHATHYHOCT Ha
puBapokcabaH npu aeua € HeH3BecTHa. Y CTAHOBEHO € HAMAIABAHE HA OTHOCHTENHATA OHOHANHYHOCT
NpH NOBHILABALLK ¢e 103H (B mg/kg TenecHo Terno), Npeanonaraio orpaHHyeHus Ha abcopbumusra
NpH NO-BUCOKH NO3H, JOPH NpH MpHeM 3aeHO ¢ XpaHa. PuBapokcabau 15 mg Tabnerku Tpsbsa na ce
npHema no BpeMe Ha XpaHeHe (Bx. Touka 4.2).

Pasnpenenchue
CBbp3BaHeTO C TUIA3MEHHUTE NPOTEHHH NPH BL3PACTHH € BUCOKO, okono 92% no 95%, xaro

CEpYMHMAT aNGyYMHH € OCHOBHHAT CBBP3BaLL KOMMNOHEHT. OGeMBT Ha pa3npeaeneHHe € YMEPEH € Vu
npubnauzurenHo 50 nurpa. |

[leduampuuna nonyrayus
JIunceaT NaHHK 3a CBBHP3BAHETO HA pHBApOKcalbaH ¢ Ma3MeHHTe MPOTEMHH, cRelM(pHYHH 3a Aeua.
Jiunceatr OK naHHK cnea MHTPaBEHO3HO NMpUNOXKeHHe Ha puBapokcaban npu neua. O6eMbT Ha
pasfipefie/ieHHe B CTAMOHAPHO CheToAHMe (V'ss), H3uMclieH 4ypes nomynauxoHHo GK Moaenupaxe
npH aena (su3pactos auanas3od 0 10 < 18 roauHu) cnen nepopaiHo NpUIOKEHHE Ha puBapokcaba,
38BHCH OT TEJECHOTO TErno0 W MoxXe Aa Obae ONHcaH ¢ anroMeTpuuHa GyHKLUMSA, ChC CpeaHa CTORHOCT
113 1 3a nuue ¢ TenecHo Terno 82,8 kg.

bu chopm U €TUMHHHUpPaHE.
[Tpy BB3pacTHH OKONO 2/3 OT NPpHAMKEHATA 1038 pHMBapokcabaH ce noiara Ha MeTa
pa3srpaxaaHe, cliel KOETO €HATA NONOBHHA Ce eTMMHHHpa npe3 OnOpeuuTe, a Apyra
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Pupapokcaban ce meraGonusupa upez CYP3A4, CYP2J2 u CYP-He3aBHCHMH MEXAHHIMH.
PasrpaxxaaHero ypes OKHC/IEHHE Ha MOP(OJIMHOHOBUA PASMKAN M XHAPOJIH3aTa Ha AMHIHHTE BPB3KH
ca OCHOBHHTE MecTa Ha OHotpaHcdopmauna. Ot in vitro H3CNeABaHHA € H3BECTHO, e pHBapokcabaH ¢
cybcTpat Ha TpaHCMOpPTHHTE NpoTedHK P-gp (P-rimxonporens) v Berp (MpOTEHH Ha pe3HCTEHTHOCT
Ha paK Ha I'bpAaTa). -
HenpomeHeHHAT puBapokcalaH € Hali-BERXHHAT KOMIIOHEHT B YOBEIIKATA IU1a3ma, 6e3 Ja nma ApyTH
OCHOBHH WIH aKTHBHM LIMPKY/IHpaitin MeTabonmuTH. CbC CUCTEMEH KIHPBHC oT okono 10 1y,
puBapokcabaH MOXe 1a ce KacHPHLHMPA KATO BEIECTBO ¢ HHCHK KAHPBHC. (e HHTpaBeHO3HO
MPWIOKEHHE Ha 11038 OT | Mg eNUMHHALIMOHHHAT NOMYXKMBOT € okoJo 4,5 yaca. Cnea nepopanHo
NPHIOKEHHE SJIMMHHMPAHETO CTaRa OIPAHHYEHO OT CTeneHTa Ha abcopbuma. EnMMHHHpaHeTo Ha
pHBapokcabaH OT nnazMara HACTBLNBA ¢ TEPMHHAIICH MOTYXKHBOT OT 5 210 9 4aca MpH MNaH HHAHBUIM
H ¢ TEPMHHAJIEH NOAYXHBOT OT 11 20 13 yaca npH NauUMeHTH B cTapyecka Bb3pacT.

Ileduampuuna nonynayus

Jluncear naKkHH 3a MetabonwsMma, crneuduuHK 3a aena. Jinncear @K AaHHH ciiel HHTPABEHO3HO
NPHUIOKEHHE Ha pHBapokcabaH npu aeua. Knupuhest (CL), H3umcnen upes nomynaunonso OK
MOJEeNHpaHe NpH Aeua (Bb3pacToB Axana3oH 0 1o < 18 roauHu) ciel nepopaiHO MPWIOKEHHE Ha
pHBapoKkcabaH, 3aBHCH OT TENECHOTO Tero U Moxke J1a 6be onKcad ¢ aroMeTpudHa GyHKLUHS, CbC
cpeaHa croiHocT 8 l/uac 3a nnue ¢ tenecHo Terno 82,8 kg, CpeaHure reoMeTpudHN CTOHHOCTH 34
NOJYXKHBOTA Ha AKCTO3MIMS (t1/2), H3uncneHH upes nomynaudoHHo OK MoneHpaHe, HAaManaBaT ¢
HaMaNsaBaHETO HAa Bb3PacTTa W BapHpaT OT 4,2 yaca npH HOUIH A0 npubansurenHo 3 yaca npy aAeua
Ha BB3pacT 2-12 roauHy M ce noHwxaeat Ao 1,9 u 1,6 yaca, cboTBETHO NpH Aeua Ha Bw3pacT 0,5-

< 2 rOAHMHH M no-MakH ot 0,5 roauHH.

CrneuyanHy noaynaimu

Ha}:

[Tpn BB3pAaCTHH He Ca YCTAHOBEHH KJIHHHYHO 3Ha4HMMH Pa3jMKH BbB PapMaKOKHHETHKATA H
¢apMakOAMHAMHKATA MEXKAY NALMEHTH OT MBXKKH H XKEHCKH NnoJ. EAHH excrnopaToper aHaus He
NOKAa3Ba 3HAYHMH PaVTHUYUA B CKCNO3HLIMATA Ha pUuBapoKkcabaH MeXay Jela OT MBKKH H XEHCKH NoJ.

ITonynayus 8 cmapuecka év3pacm

[MauneHTHTE B CTapHECKa Bb3PacT NOKA3BaT MO-BUCOKH MU183MEHH KOHLEHTPALUHH OT NO-MJIaJHTE
NAaLMEHTH, CbC cpeaHu cToiiHocTH Ha AUC okono 1,5 mbTH No-BUCOKH, FNABHO NOpaAX HaMaleHUA
(npueunaen) o6 ¥ 6u6peucH kKnnpbHC. He ce Hanara Kopekuus Ha J03aTa.

Paznuunu xamezopuu 8 3a6ucumMocm om me210mo

[Ipy BB3pacTHH NMPEKOMEPHH OTKIOHEHHA B TenecHoTo Terno (< 50 kg wnu > 120 kg) umar camo
MAJIKO BNHAHHE BBLPXY IUIA3MEHHTHTE KOHLIEHTPALIMH Ha pHBapokcabaH (mo-manko ot 25%). He ce
Hanara KOpeKLHs Ha xo3ara. |

[pu neua, pusapokcabaH ce no3upa Ha 6a3ara Ha TEJECHOTO TErN0. EAHH eKCrNopaTopeH aHalu3 He
NOKa3Ba 3HAYKMMO BJIINAHHE HA MOAHOPMEHOTO TErNO WIH 3aTNBLCTABAHETO BEPXY EKCITOZHLIMATA Ha
puBapokcabaH npH aeila.

Meoxcoyemnuvecxku pazauiur
[1pu BB3pacTHH HE Ca YCTAHOBEHH 3HAYHMH MEXIYETHHUECKH PaVIHUHA MPH NALHEHTH OT
€BpONenIHATa, adpo-aMepHKAHCKATA, TaTHHOAMEPHKAHCKATA, SIIOHCKATA H KHTalCKaTa rpynH no
OTHOlUIEeHHE HA GAPMAKOKHHETHKATA M GapMAKOJMHAMMKATA Ha puBapokcabaH.

EauH eKCIUIOpPaTOPEH aHATU3 He MOKAa3Ba 3HAYHMH MEXKIYCTHHUYECKH pa3iHuMs B €KCMOZHLIMATA HA
puBapokcabaH NpH AeLa OT ANOHCKATA, KHTAaHCKaTa H a3HaTCKaTa rpynH U3BbH AnoHua U
CpaBHEHHE CbC CHOTBETHATA O51La MeAMATPHYHA MOy NALIAA.

Yeprodpobrio yepesicoare | \
BB3pacTHH NALHEHTH ¢ LIMPO3a H JieKko YepHOApobHO yBpexaaue (knac A no Child DA TN
cCaMoO HE3Ha4YHTE/IHH IIPOMEHH BbB (hapMakOKHHETHKATa Ha pHusapokcabaH (cpenH 1% 3 't%
nosHiieHre B AUC Ha puBapokcabaH) KOETO € NOYTH CpaBHUMO CbC ChOTBETHATA MY KO Ha
TN, I
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rpyna 3apaBH HHAHBHAH. [1pH naumeHTH ¢ LMpO3a H YMepeHo uyepHoApoOHO yBpexkaaHe (knac B no
Child Pugh ), cpennara AUC Ha puBapokcabaH € 3HaUMTENHO NoBHILEHA (2,3) MbTH B CPABHEHHE CBC
3npaBy 1oOpoBonum. AUC Ha HecBbp3aHaTa (ppakums ce e nopuiuwia ¢ 2,6 mbTH. [1pH Te3H naiMeHTH
MMa U HAMAJIEHO eTMMHHUpaHe npe3 0x0peunTe Ha puBapokcaban, nogodbHO HaA TOBa NpH
nalyMeHTHTEe ¢ yMepeHo O0b0peuHo yspexknaHe,

Hsama NaHHH NPH NALMEHTH C TEXKKO 4epHOAPOOHO yBpeXaaHe.

HUuxubupaHeTo Ha aKTHBHOCTTA Ha (akrop Xa e NOBHHIEHO ¢ (akTop 2,6 [TPH NAUMEHTH ¢ YMEPEHO
uepHOAPOOHO YBpeKIaHe B CpaBHEHHE Chbe 3apaBy aobposomuy; PT cbino e yawmkeHo ¢ ¢akrop 2,1.
[TauueHTHTE ¢ YMEPEHRO YEpHOAPODHO YBpeXKaaHe ca NO-4yBCTBHTENHN KbM pHBapokcabaH, koeTo
BOAH A0 NO-CTPBMHO $apMakOKHHETHYHO/(PapMaKoIJHHAMHYHO CHOTHOLLIEHHE MEXAY
KOHLeHTpauuaTa u PT.

PusapokcabaH e mpoTHBONOKA3aH NPH NaUMEHTH ¢ YepHoapoOHO 3abonsasaHe, CBBLP3aHO C
KOAry/IONaThd W KITHHHYHO 3HAYHM PHCK OT KbPBEHE, BKJIIOMHTEIHO naiueHTH ¢ unpo3a ¢ Child Pugh B
H C (BX. TOUuKa 4.3). |

JIunceaT KNIMHUYHH JAHHHU NPH JAela ¢ YepHOApOOHO yBpexaaHe.

bvbpeuno yepexncoane .
INpy BBb3pacTHH e HabNMIOAABAHO YBENTHYEHHE HA €KCMO3HLIMATE Ha pHBapokcabaH CBBLP3aHO ¢

HamaneHue Ha 6n0peuHaTa PyHkiMd, U3MepeHa Upe3 KPEATHHHHOBHA KNHpbHC . [IpH HHANBUAHK C
nexo (kpeaTHHHHOB KnupbHC 50 — 80 ml/min), ymepeHo (kpeaTnHuHOB KIHPBHC 30 — 49 ml/min) n
TEXKKO (KpeaTHHHHOB KIHPBHC 15 — 29 ml/min) 6u06peuHo yppexaaHe, Iia3sMEBHTE KOHLUEHTPALHH Ha
pusapokcaban (AUC) ca cworetvo 1,4, 1,5 1 1,6 msTH no-BHcokH. CLOTBETHOTO 3aCUIBAHE HA
¢dapmakoaHHaMHUHHTE edieKTH € no-u3pa3eHo. [Ipn HHAMBHAK ¢ 1EKO, YMEPEHO H TeXKKO 61OpedHO
YBpEXIAHE IWUTOCTHOTO HHXMOMpaHe Ha akTHBHOCTTa Ha ¢akTop Xa ¢ cborBeTHO 1,5, 1,9 1 2,0 me1H -
NO-CHJIHO B CpaBHEHHKE CbC 3apaBH JoOposonuy; Pt chiio e yasmkeHo-cboTBeTHO 1,3, 2,2 ¥ 2,4
meTHHAMA JaHHH MPH NAalMEHTH ¢ KPEaTHHHHOB KIHPBHC < 15 ml/min.

[Mopanu BHCOKATA CTENEH HA CEBLP3BAHE ¢ IUTA3MEHHTE NMPOTEHHH He ce o4akBa pHBapokcaban aa Obae
OHIH3YEM.

He ce npenopbysa ynotpefa npyu nauMeHTH ¢ KpeaTHHHHOB KIHPBHC < 15 ml/min. Pusapokcabas
TpabBa Aa ce H3NON3BA C MOBULLIEHO BHUMAHKUE NPH NALMEHTH C KPEATHHHHOB KJIHPBHC 15 -

29 ml/min (Bx Touka 4.4).

JIMnceaT KIMHHYHK NaHHH NP A€la Ha | roaxHa WIH MO-TroJieMH ¢ YMEPEHA WIM TeKKa CTENeH Ha

6B6peyHo yBpexnaaHe (CKOpPOCT Ha rnoMepy.iHa ¢puarpauus < S0 mi/min/1,73 m?).

QapMaXOKHHETUYHH JaHHH NPY MALUWEHTH

[Mpy naumeHTH Nnostyuasatiy puapokcadba 3a nevenue Ha octpa JIBT 20 mg eauH mbT AHEBHO, CpeaHaTa
reoMeTpH4Ha KoHueHTpaums (90% nporHoseH uHTepsan) 2 - 4 4aca 1 okono 24 yaca cnen MpHEM Ha
A03a (MpubNM3KTENHO NPEACTARNABALLH MAKCHMAIHHTE H MUHHUMATHH KOHLEHTPAIIHH M0 BpeMe Ha
A030BHA HHTepBan) € ¢choTBeTHo21S5 (22 - 535) u 32 (6 - 239) mcg/l.

[Ipn neanaTpuyHK naumeHTH ¢ octep BTE, nomyuasawu puBapokcaban npH 1038, KOPHrHpaHa
CIPAMO TEIECHOTO TErNo, BOAELLA A0 EKCNIO3NUMA, NOAOOHA Ha Ta3H NMPH Bb3pacTHH nauxeHTy ¢ JIBT,
nony4aBalik AHEBHa Ao3a 20 mg eAMH ITbT AHEBHO, CPEAHATA NFEOMETPHYHA CTOMHOCT Ha
KoHUeHTpaLuuTe (MHTepBan 90%), noryueHn NpH BpeMEBHTE HHTEPBAIH HA B3€MaHe Ha NpobHTe,
npeacTaBNABaLH NPHONTH3UTENIHO MAKCHMANTHHTE U MHHHMAIHHTE KOHLIEHTPALHWH 1O BPEME Ha
NO30BHA HHTEpBAN, ¢a 060biueHn B Tabauna 13. '

Ta6auna 13: O606mena cTaTacTHKA (cpeana reoMeTpuuna crolinocT (90% natepsan)) Ha
NAR3MEeHHTe KOHIERTPANEH HA pHBapokcaban B cTanuoHapHo cheTosHEE (Meg/l) cropen
. PeXHMA HA 103HPAHE H Bb3PACTTA

BpemeBH HHTEp-

BAJIM

o.d. N |12<18 N| 6 <12 roanam|
rOAHHH

2.5-4h cnen mpunarane | 171} 241,5 24 229,7
(105-484) (91,5-777)
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20-24h cnen npunarane | 151 20,6 24 159 !
(5,69-66,5) (3,42-45,5)
b.i.d. | N |6-<12 N| 2-<6roguuu | N| 0,5-<2
rOAHHH roOAHHH
2,5-4h cnen npunarave | 36 | 1454 38 171.8 2 | n.c.
(46,0-343) (70,7-438)
10-16h cnea npunarane | 33 | 26,0 37 22,2 3110,7
(7,99-94,9) (0,25-127) (n.c.-n.c.)

t.i.d. N |2-<6roavan| N| Ot N|l0S-<2 N | Or
PRKIAHETO- rOAKHH pawIaHeTO-
< 2 roasHHy < 0,5 roaMan

0,5-3h cneg npwnarane | 5 | 164,7 28 111,2 131 1143 12| 108,0

(108-283) (22,9-320) (22,9-346) (19,2-320)

7-8h cnea npunarave | 3 | 33,2 23 18,7 12| 21,4 11| 16,1

(18,7-99.7) (10,1-36,5) (10,5-65,6) (1,03-33,6)

0.d. = elHH BT AHEBHO, b.i.d. =ABa MTLTH IHEBHO, t.i.d. . = TPH TLTH AHEBHO, N.C. = HE € H3YMUCICHO
(not calculated)

CTo/iHOCTH NoJ AOHATA PAHHULIA HA KOJHuecTBeHO onpenenane (lower limit of quantification,
LLOQ) ca 3amectenu ¢ 1/2 LLOQ 3a uzuncaenrero Ha cratucTHcTHkata (LLOQ = 0,5 meg/l).

Bpuika ¢papMakoxnHeTHka/papMakoaUHAMHUKA

Bpb3kata dapMakokuHeTHka/papMakoauHamnka (PK/PD) mexay nnasmeHara KOHueHTpalmﬂ HA
puBapokcadaH M HAKOJIKO ¢papMaKOAWHAMHYHH KpaHHH TOukH (MHXxuOupaHe Ha daxrop Xa , PT, aPTT,
Heptest) e npoy4eHa cnea npuiaraHe Ha WHPOK AHAMAa30H oT A03M (5 — 30 mg ABa MbTH Ha AeH).
Bpb3kara MeX Iy KOHUEHTPALMATA HA pHBapokcabaH M aKTUBHOCTTA Ha hakTop Xa Hal-100pe ce
onucea ¢ Emax mogen. 1o otHowenne Ha PT monensT Ha nuHelino npecHuaHe 0OMKHOBEHO
ONHCBa AAHHHTE NO-Ko6pe. B 3aBHCHMOCT OT pa3NHUHKTE H3NOA3BAHH PT PEAreHTH, HAKJIOHBT Ha

KpHBaTa BapHpa sHauuresHo. [Ipn ninonseade Ha Heornacruu PT, u3zxoanara PT e okono
13 cexyRaH, a HaKIOHET € okono 3 a0 4 cekyHaw/(100 mcg/1). Peaynratute ot aHanuza Ha PK/PD ot
¢daza Il 1 III ca cxoaHu ¢ AaHHKUTE, YCTAHOBEHH MNMPH 3ApaBH WHAWBHIH.

[leauaTpuyHa nonynaums
BezonacHocTTa M eDHKACHOCTTA HE ¢a YCTAHOBEHH MPH NOKa3aHUETO NMPOGHNAKTHKA HA HHCYNT H
cucTeMHa eM0OoUA NpH NallMeHTH ¢ HEKNANHO NPEeACHPAHO MBKJIEHE NPH JeLa H IOHOLIYW Ha Bb3PacT

20 18 roguHH.

53 TMpeakinHuqHH JaHBH 33 GeonacHocT

HexnuHuuyHuTe NaHHHW HE Noka3sar ocobeH puck 3a Xopa Ha Oa3aTa Ha KOHBEHLIMOHAJTHHUTE
(apMaKkoIOrHYHH H3NHTBAHKA 38 630MaCHOCT, TOKCHYHOCT MPH €IHOKPATHO MPHIOKEHHE,
(OTOTOKCHYHOCT, FEHOTOKCHYHOCT, KAPIIMHONCHEH MOTEHLMAN K I0BEHHTHA TOKCHYHOCT.

EdexTure, HabnoaagaHn NpH NPOYYBAHHATA 38 TOKCHYHOCT NPH MHOTOKPATHO MPHIOXKEHHE, ca
CBbP3aHH OCHOBHO CBC 3acCHIeHaTa (papMakogHHAMHYHA aKTUBHOCT Ha pHBapoxcabaH. [1pH rwurbxobe
ca HabsoaapaHH NOBKILCHH TUTA3MEHH HUBA Ha IgG W IgA Np¥ KNMHHYHO 3HAUMMH HHBA Ha
€KCNO3ULIHA. |

IMpy nabXoBe He ca HabmoaapaHy edexTH BbPXy MBKKHS HIM XeHCKUA deprunmuter. U3anuTeanuaTa
BbPXY )KHBOTHH NOKA3BaT PEMpPOAYKTHBHA TOKCHYHOCT CBbp3aHa ¢ (apMaKoIOTHYHHA MEXaHUIBM Ha
aeficteue Ha pHBapoxcabaH (Hanp. xeMoparuutu ycnoxxHenus). EM6prno-geransa rokcHunocT (nocr-
HMILIAHTal{HOHHA 3aryba, 3a6aBeHa/nporpecHpatia ocHpHUKALIMA, MHOKECTBO Bniean xenaranHu ne'rHa)
H MOBHLIEHA YECTOTA Ha HaH-4eCTO cpellaHHuTe MangopMaLlHK, KaKTO U IUTalleHTAPHH -T'T'F
HabnioAaBaHH NPK KIMHHYHO 3HAYHMH NIa3MEeHH KOHLEHTpaLUMH. I1pu npe- 1 noc*r- 4‘
NPOy48aHe Ha IUTLXOBE € HabaloaaBaHa MOHIKEHA KHIHCHOCT Ha NOKONEHHETO np
38 MalkMTe.
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PusapokcabaH ¢ H3cneasan NMpH I0BEHHUIHH MUTBXOBE MPH NPOABIKHTETHOCT HA JIE
3 Mecela, ¢ HAYANIO OT NOCTHATANEH AeH 4, KOETO NOKA3BAa MOBULIEHHE HA MNEPHHHCY
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XEMOPArus, KOATO He € 3aBHCHMa oT no3ata. He e HabnioaaBaHo NoKa3aTencTBo 3a cneundHuHa
TApreTHa OpraHHa TOKCHMHOCT.

6. SAPMAILEBTHYHH JAHHH

6.1 Cnachbk HAa NOMOIIHHATE BeECTBA

HAapo Ba TabiaeTkaTa:
“Harpues naypuncyndar
JlakTo3a MOHOXHMApAT
Xunpomenosa
Kpockapmenosa HaTpHit
Martxesues creapar

OHIMOBO NOKPHTHE:

YacTHuno xuaponuzupad nonueuEnnos ankoxon (E1203)
Twuranos anokcua (E171)

Makporon 3350

Tasnx (E553b)

XKbar xenesen okcua (E172)

Yepren xeneseH oxcua (E172)

6.2 HecnBMeCTEMOCTH

Henpwioyxxumo.

6.3 Cpox =a roasocT

3 roauHHK

PasTpolwienn Tabnerxs

Pastpoinennre Tabnetku puBapokcabaH ca cTabHiIHH BbB BOJAa H 26B1Kk0BO MIOpe 3a nepHoA A0
4 yaca.

6.4 ChnennaaHn yCJI0BHA HA ChXpAHEHHE

To3n nekapcTBeH NPOAYKT HE H3HCKBA CIICLIMAJIHH YCIOBHA HA CbXpaHEHHeE.

6.5 Baancpabpxanne BR ONAKOBKATS

Bnancrepuu onakosku ot PVC/PVAC — anymunneso ¢onno cbabpxaium nepdopHpaHu €AHOA030BH
Onucrepu B KapToHeHa onakoka ¢ 10x1, 14x1, 28x1, 30x1, 42x1, 90x1, 98x1, 100x1 u» 112x1
TabneTky.

HDPE 6yTuaku, ¢be 3aliuTeHy ot aeua PP xanaqxﬁ, ChAbPAKALLH ]00 u 200 (2x100) Tabnerkn.

He BcHukH BHIOBE ONakOBKM MOTAT A8 OBAAT MyCHATH HA na3lapa.

6.6 CunenmannR NpeaAna3HA MEPKH NPH WIXBLPJRHE B paboTa

HensnonzpaHHAT NnexapcTBeH NPOLYKT HWIK OTNATBYHHTE MATEPHANIH OT HEFO TPAGAERS
B CHOTBETCTBHE C MECTHHTE M3HCKBAHHA.
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PasTpowapaHe Ha Tabnerkara

TabnerkuTe puBapoxcabaH Morat aa ce HaTpowar ¥ pa3TBopAT B 50 ml Boaa M aa ce npuioxar
npe3 HAa30racTpanHa COHAA MM CTOMALIIHA COH/IA 33 XPAHEHE ClIeR NOTBLPXKAABAHE, Y€ COHAATa €
NPaBUNHO Pa3NONIOKEHA B CTOMAaXa, CNejl KOeTO coHaaTa Tpabea aa ce npomue ¢ Boaa. Tuit kato
abcopbunsaTa Ha prHBapokcabaH 3aBMCH OT MACTOTO Ha OCBOOOXAaBaHE HA AKTHBHOTO BELLECTBO,
TpabBa na ce H30ArBa npunaraHeTo Ha puBapokcabaH NUCTANHO B CTOMAXA, Thif KATO TOBA MOXe Ja
nAoBeae 4o HamaneHa aGcopOumua ¥ Mo TO3M HauMH A0 HAMAIEHA €KCMIO3HLINSA Ha aKTHBHO BELLECTBO.
Cnen npunaraHeTo Ha HaTpoimneHa TabneTka pubapokcaban ot 15 mg win 20 mg, HezabasHo TpaOBa
1a NOC/IE/1Ba EHTEPAIHO XpaHEHe.

7. INMMPUTEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA
Tesa ®apma EAJ]

yn. ,,Jlioba Bennuxosa* Ne 9

1407 Cotusa, brnrapus

8. HOMER(A) HA PASPEIIEHHETO 3A YIIOTPEBA

Per. Ne 20210149

9. JATA HA ITBPBO PASPELIABAHE/TIOJHOBSABAHE HA PASPELHIEHHETO 3A
YIIOTPEBA

JlaTa Ha nbpBo paspeiuapaHe: 03.06.2021

10. JATA HA AKTYAJ/IMZIUPAHE HA TEKCTA
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