KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

W3IMTHIAHATESIHA ATEHUNA N0 NEXAPCTBATA

1. NUME HA JIEKAPCTBEHHA INMTPOAYKT
KpDaimKa Xaparmepucriuxa 1#a npogyxme - [punowasvue 1

Kcannpnra 20 mg dunmupann tabneTku
Xanirva 20 mg film-coated tablets

2, KAYECTBEH H KOJIMYECTBEH CB(CTAB
Bcaka ¢punmupaHa Tabnerka cpabpxka 20 mg puBapokcadaH (rivaroxaban).
[IOMOIIIHO BELIECTBO ¢ U3BECTHO JEUCTBHUE

Bcaka prnmupana Tabnerka ceaspxa 216,6 mg jakto3a (KaTo MOHOXHIpAT).
3a NBJHUA CIHUCBK HA MOMOLIHUTE BEIECTBA BUXKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA

dunmupana Tabnerka.

YepeeHo-ka9BH, KPbINIK, IBOHHOU3NBKHANH, HPHAMHPAHH TabneTKH (C IPHOANINTENEH IHAMETEP
10,5 mm) ¢ Byms6HaTO penedHo o3HayeHue "20" OT eAHATa CTpaHa M INajlKH OT APYyraTa.

4. KJIUHUYHH TAHHU

4.1 TepaneBTHYHH MOKAIAHHSA

Bv3pacmuu

[IpodunakTHka Ha HHCYAT M CUCTEMEH eMOONMN3BM MMPHU BB3PACTHHU NMALYMEHTH C HEKJIAITHO
npeAChpPAHO MBXKICHE C €IMH UIH MOBEYE PUCKOBH PAKTOpH, KaTO 3aCTONHHA ChpACYHa
HEJOCTAThYHOCT, XHNEPTOHHSA, Bb3PacT = 75 rOgHHH, 3aXapeH auabet, npealecTsall HHCYIT HIH
[PEXOACH HCXEMHUYECH MPHUCTHDII.

JleyeHue Ha ApNOOKa BeHO3Ha TpoMbo3a ([IBT) u 6enoapoden em0onnism (BE) ¥ npodnnakTnka Ha
peuuauBupamu JIBT v BE npu pe3pactHu. (BK. Touka 4.4 3a XeMOAHHAMHYHO HECTAOWIHY NAaLUCHTH

c bE.)

IHeduampuuna nonyaayus
JleueHue Ha BeHO3Ha TpomboeMbonusa (BTE) u npenorsparsisake Ha peunans Ha BTE npu aecua u
IOHOLIHM Ha Bh3pacT nof 18 roavHu u ¢ terno Hag 50 kg cieln rnoue 5 AHKM NbPBOHAYAIIHO

NMapCHTCPANTHO AHTHKOAryJalqHOHHO JICHCHHC

4.2 JI03BpOBKA U HAMHH HA NPUJIOKEHHE

Io3upoBka

Iipodhunaxmuxa na uncyam u cucmemern emboru3sM NPU 6L3PACIMHU
[MpenmopruntenyaTta g03a € 20 mg €AnH MBT AHEBHO, KOCTO NPEACTABIABA H NIPENOPBUHTEIIHATA
MaKCHMAJIHa J103a.

JIeyenneto ¢ KcaHupsa TpaOBa na ce Npoab/Kasa B AbJArOCPOUEH IJ1aH, KOraTo rnojasara ot
npo¢UIAKTHKATa HA HHCYJIT K CHCTEMEH €éMOOIH3IBM HAIBHIIIABA PHCKA OT KbPBEHE (BXK. TOY



Ao ObIe nponycHaTa HAKOA 4034, NaldeHTLT TpAadBa aa npueMme Kcanupea He3abaBHO M Ha
CJIEBALLHA JICH Jla NPOAB/IKU C ipHeMa €OHH BT JHEBHO, ChraacHO npenopekure. He Tpadea ga ce
npHeMa ABOMHA 1032 B ChIIMA ICH 338 KOMIICHCHPaHE Ha NpONycHaTaTa 103a.

Hevenue na I{BT, neuenue na BE u npodunaxmuxa na peyudusupawu BT u BE npu ev3pacmnu
[IpenopbunTenHaTa A03a 3a HavanHo JeucHue Ha octpH BT wim bE € 15 mg asa nsTH IHEBHO npe3
MBPBUTE TPH CEAMHIIN, NOCIEABAHA OT f03a 0T 20 mg BeAHBXK AHEBHO 3a NPOAbIKaBaLLIOTO JICUCHHE

1 npodurnaktuka Ha peunausupamu IBT u BE.

Tpsabsa ga ce uMa npeaBHA KpaTKOCpOUYHaA Tepanus (Hai-mManko 3 Meceua) nmpu nauyeHTH ¢ BT unu
bE, npoBOKHpaHH OT rofieMHu NMPEXOIHU PUCKOBH (PaxTOpH (T.€. CKOPOLUHA IONsaMa Onepaums Uiy
tpaBMa). [lo-npoasipkuTeNHa Tepanus TpAOBa Ja ce UMa NPEABHA NPH NALMEHTH C NMPOBOKUPAHH
ABT unu BE, HecBbp3anu ¢ roneMu npexoann puckoBH gaktopy, Henpopokupand BT unu BE nnn
aHaMHe3a 3a peuransupaiy JIBT vinu bE.

Koraro e noxasaHa no-rnpoas/oKuTendHa npopuinaktika Ha peunausupainu BT u bE (cnen
3aBbLpILBaHE HA MOHe 6-Meceuna tepanud 3a /IBT unu bE), npenopruntennara gosa € 10 mg BeaHsx

nHeBHo. [Ipy nauMeHTH, OpY KOUTO CE CMATA, Y€ pUCKBT OT peungusupamu JBT unu bE e BHcoK,
KaTo TE€3M C YCIIOKHEHM CBLITBTCTBALLM 3a00NA8aHUA, WIH KOHUTO Ca pa3BiiId peunavBapamiv JABT vm
BE npu no-npoaskuTenHa npodunaktuka ¢ Kcanupera 10 mg seansx aHeBHO, TpaOBa aa ce uMma
npeaBua npueM Ha Kcanupsa 20 mg BeIHBXK JHEBHO,

[IpoabmkUTEIHOCTTA HA TepanuaTa TpadBa aa ce onpeaciy | 403aTa Aa ce n3depe MHIHBHAYATHO
cJie BHUMAaTE/IHA OLEHKA Ha CHhOTHOLICHHETO MEXAY MOJI3aTa OT JICYCHHETO M PHUCKA OT KBPBEHE (BXK.
TO4Ka 4.4).

[lepuon ot BpeMe CxeMa Ha npunaraHe | Obwa aHeBHa A03a
Jleuenne u npopunaktyka |Jlen 1-21 15 mg aBa mbTH gHEBHO |30 mg
EaE peusausupant IBT v | Or Jlen 22 nararsk 20 mg Beauwx qHeBHO |20 mg
IIpopmnakTuka Ha Cnen 3aBbPILIBAHE HA 10 mg Beanbx auesHo | 10 mg win 20 mg
peunausupauy JIBT n bE |Ran-manko 6-mecedHa unu 20 mg BEAHDBK

Tepanud 3a /IBT unu BE | aHeBHO

Ako BB (hazara Ha nedyeHHe ¢ 15 mg nBa nbTH AHEBHO (OeH | - 21) ce nponycHe eAHH MPHEM,
nauMeHTsT TPAOBa He3abaBHO Aa npueMe KcaHMpBa, 3a Aa €€ OCUTypH 00ILIO NPHETO KOJIMYECTBO OT
30 mg Kcanupsa 3a eauH acH. B nogodex cnyyait Moxe aa 6baat npuety Ase TabneTky o1 15 mg
HaBeaAHBXK. [laumeHTET TpadBa Aa NpOABIKH pEAOBHHUA MPHEM Ha |5 mg ABa ILTH JHEBHO Ha
cAeABALMA JCH, KAKTO € NpenopbyaHo.

AKko BbB (hazara Ha JISYEHHUE C C€AHH NPHEM HA JICH C€ NPONYCHE €aHH NTPUEM, MAUMUCHTHT TpsibBa
He3abapHo aa mpreme Kcanupsa u TpabBa ga npoabikKu peAOBHUS NMPUEM BEAHEBX JHEBHO HA
cleABalMA JCH, KakTo € npenopbyaHo. He Tpsbpa ga ce M3non3ea JBOHA 1034 B paMKUTE €1HH U
CBILH ACH, 3a 4a C¢ KOMMECHCHPA MPOoIyCcHAaTaTa 103a.

Jevwenue na BTE u npopunaxmuxa na peyuousu na BTE npu oeya u 1onowu
JleuenueTto ¢ KcaHupBa npH fena ¥ IOHOLIM Ha Bb3pacT noj |8 roauuu rpsabea aa 3anoyHe Han-Malko
5 AHM C/I€I HAYATHO NAPEHTEpalHO AaHTUKQAryJIAHTHO JCYECHHE (BXK. TOYKA 5. 1).

Jlo3ata 3a Ieua M IOHOUIH C¢ U3YHCIABA Ha Da3aTa Ha TEJIECHOTO TErJo.
- Tenecno terno ot 30 go 50 kg:
MpenopsYBa ce €AHOKpaTHA AHEBHA JI03a 15 mg puBapokcabad. ToBa e MakcumManHara J
J03a.
- TenecHo terno 50 kg nnu nosede:
[penopbuBa c€ €AHOKpaTHa AHEBHA N03a 20 mg puBapoxcadaH. ToBa € MakcHManHaT
1034,




- 3a mauMeHTH ¢ TenecHo Terno no-Manko ot 30 kg Bmxre KpaTkaTta XapakTepHcTHKa Ha
NPOAYKTA HAa puBapokcabaH rpaHyJiM 3a nepopajiHa CYCHEH3H.

Ternoro Ha nerero TpAGBaA Oa ce NpocieAsABa U 103aTa Ja Ce mpepasrnexaa peaosHo. Toea ¢
HeoOXO0IMMO, 3a a cE rapaHTHpa, Y€ ce NOoAAbpIKa TepaneBTH4Ha 4o3a. Kopekuns Ha ao3aTa TpsOBa
Aa ce MpaBH CaMO Bb3 OCHOBa Ha MPOMEHH B TENECHOTO TEIIO.

JleuenneTo TpsiGBa Aa ObAc MPOABIKEHO 3a HAaW-MaNKo 3 Mecela npy aeua v HowH. Jleyernero
Moxe 1a Obae yaObkeHo 40 12 Mecenta, Korato € KIMHUYHO Heobxoaumo. Jluncear gaHdu npu Aeua B
NOAKpENa Ha HaMalaBaHe Ha J03aTa cliell 6-MeceuyHO eueHue. ChOTHOLUEHHETO M03a-pUCK Ha
MpoAbKaBaHe Ha TepanusaTa cinel 3 Mecela TpAa6sa Aa Obae olleHEHO Ha MHIMBHIYaATHA Da3a, KaTo ce
UMa NpEABMA PHCKA OT pEUMANBHpalla TpoMO003a CpsMO NIOTECHLHAIIHHMA PUCK OT KbPBEHE.

AKO ce NpoIyCHE eaUH MPHUEM, MpONycHaTaTa 4034 TpabBa aa ce BiemMe Bb3MOKHO Hal-CKOpO el
KaTo ce 3abenexy Nponycka, Ho CaMo B ChUIMA A€H. AKO TOBa HE € Bb3MOXKHO, NIALIMEHTHT TPsiOBa Ja
[MPONYCHE A03aTa H [ja NPOABIKH ChC clleABallaTa 103a, KakTo € npeanucado. [lanuenTsT HE TpabBa
A2 B3¢Ma JBE O3H, 3@ Ja KOMIEHCHpA IponycHaTara ao3a.

IIpemunasane om neyenue ¢ anmazonvucmu Ha eumamun K (ABK) xvm Kcanupsa
- IpopunakTHka Ha HHCYJT B CHCTEMHaA eMOous:
ABK tpsabsa na ce cnipar 1 Aa ce 3ano4vHe JIeYEHHETO ¢ pUBapokcabaH, KoraTo
MexayHapoaHoto HopManuiupaso croTHomeHue (International Normalised Ratio, INR) €
< 3,0.
- Jleuenue na JIBT, BE u npodwunakTrka Ha peuHaNBH NPH BB3pacTHH H NedeHne Ha BTE u
npodUNAKTHKA HA PELMBUAHK NIPH NECAHUATPUHYHH [TALNEHTH:
ABK Tpabsa na ce cnpat u aa ce 3an04vHeE JICUCHHETO ¢ puBapokcabal, korato INR e < 2,5,
[Ipn npeMuHaBaHe oT NeyeHHe ¢ ABK xuM neyenue ¢ Kcanupea CToHHOCTHTE HA MeXyHapoaHOTO
Hopmanusupano cwoTHomieHue (International Normalised Ratio, INR) we 6naat dpanmvpo nosuinexu
cnen npuema Ha Kcanupsa. INR He € BanuaeH napamMeTsp 3a H3MEpBaHE Ha aHTUKQAryJTaHTHATA
akTHBHOCT Ha KcanupBa u ciieJoBaTeIHO HE TpsOBa Ja ce U3MOJ3Ba (BXK. Touka 4.5).

IIpemunasare om nevenue ¢ Keanupsa kom anmazonucmu na eumamun K (ABK)

HNMa BepOATHOCT aHTHKOArY/IalMATa Aa OBbAc HECAJCKBATHA B X0/1a Ha [IPEMHHABAHETO OT JICUECHUE C
Kcanupra kbM ABK. TpabBa na ce ocurypm npoabnkuTeHa agekBaTHa aHTHKOAryaawuus pH
NpeMHHABAaHE KbM AJITCPHATHBCH aHTHKoAarynaHt. Tpadsa na ce otdenexu, ye Kcanuppa Moxe 1a
00yCJIOBM ITOBHIIEHH cTOMHOCTH Ha INR.

[Tpu mauuentH, npemrHasanm ot JeueHne ¢ Kcanupsa kM ABK, ABK tpabea na ce npuemar
napaneaHo 0o xocrurane Ha INR > 2.0. Ilpes nepBuTE ABa AHM OT NPEXOLHUA NEpHOA TpAORBa da ce
npuiara crangapTHaTa HavanHa 1o3a ABK, cnen koeto nosara Ha ABK rpsdBa na e cnopen
pe3ynratute 3a INR. Jokaro nauuenture npunemat eaHoBpeMeHHo Kcanupea 1 ABK, INR He TpabOea
Jla ¢ce U3C/ICABa NO-paHo OT 24 yaca cne/ NMpeaxoaHara A03a, a CaMo HeNoCcpeACTBEHO peau
cnenpatiara n1o3a Kcanupsa. Cnea karto ce npeyctaHoBM npuema Ha Kcannpsa, INR moxe za ce
M3CAEABA H PEIYATATUTE Ja Ca HAACKIHM MOHE 24 yaca cJied NpHeMa Ha MoceaHaTa A03a (BXK. TOUKH

4.5u5.2).

[leauaTpruHM mauueHTH:
Heuara, xouto npemutasar ot Kcanunpsa kbM ABK, Tpabpa na npoawsykar ga npueMat KcaHupsa 3a
48 yaca cnexa nbpeata 403a ABK. Cnen 2 nHu Ha eJHOBpEMEHHO NPHIIOKEHUE TpAOBa 1a ce Hanpasu
M3CJIC/IBAHE M J1a c€ noaydat pesyarature 3a INR, npeau cneapauara no3a Kcauupsa no cxemara.

[IpenopsyBa ce eOHOBPEMEHHOTO npHagkeHue Ha Kcauupsa 1 ABK na npoasixu, nokato INR e

>2,0. llloM kato npuembT Ha KcaHupRa € npeyctaHoBeH, INR Moxe fa ce uicneea u oa ce nony4ar
HaaeKIHHU pe3ynTaTH 24 yaca clieq npueMa Ha IoclieAHaTa 103a (BX. I0-rope U Touka 4.3).

IIpemunasane om aevenue ¢ napenmepainu anmuxoazyianmu kem Keanupsa

[Ipy BB3pacTHHU U NeAHATPHYHH ITAUUEHTH, KOUTO B MOMEHTA MOAYyYaBaT NapeHTCPaNHH
AHTUKOAI'YJIAHTH, [IPEYCTAHOBABAHETO Ha MapeHTEPAIHUA aHTHKOATrYJIAHT H 3alI0UYBAHETO
Kcanupsa Tpsabsa 2a ce ocsuiecTsAT (0 00 2 yaca npean MOMEHTA 3a CIE/BaLlIOTO IUIAHOBO



NPHUI0XKECHHE HA MAPCHTEPATHHUA JICKAPCTBEH NPOAYKT (HAIP. HUICKOMOJIEKYJICH XEIAapHH) HIIH B
MOMCHTA Ha CITHPAHE HA NMPOABDKHTENIHOTO IIPHIIOKEHHUE HA NapeHTepanHuA JCKapCTBEH NMPOAYKT
(Hanp. HHTPABCHO3CH HEPPAKUHOHHPAH XEIapHH).

IIpemunasane om newenue ¢ Kcanupsa xem napenmepainu aHmMukoacyaanmu
[IpeycraHoBeTe npueMa Ha KcaHupBa ¥ NMPUIIOKETE IbPBATA 0032 OT IAPCHTEPATTHUA aHTHKOAr'yIaHT
B MOMEHTA, Korato Tpabsa aa ce npuemMe cneapauiara 103a Kcanupsa.

CrneuyalHy OOonyJanum

bvbpeuno yspescoane

Bw3pacTHu:

OrpaHu4deHUTE KIMHUYHH JaHHU OT MaLKEHTH ¢ TeXKO O0BOpeuHo yBpexaaHe (KPEeaTHHHHOB K/IMPBHC
15 — 29 ml/min) noka3gart, 4e MiIa3MeHHTE KOHUCHTPALUMH Ha puBapoKcabaH ca 3HaYHTENHO
nosuieHN. o Tazu npuunna Kcanupsa Tpabra na ce npunara BHUMATECAHO NPH TE3H nauucHTH. He
ce npenopbyuBa ynorpebdara npH MaUHUEHTH C KPEATHHHHOB KIMUPBHC < 15 ml/min (Bx. TOuku 4.4 1

5.2).

[Ipn nauuedT ¢ ymepeHo OB0peuHO yBpexRaHe (KpeaTHHHHOB KIMPBHC 30 — 49 ml/min) unu ¢
TeXKKO OBOpedHO yBpexgaHe (KpeaTHHUHOB KINPBHC 15 — 29 ml/min) ca BanuaHu cnegHUTE
NPENopbKH 3a JO3MpaHe:

- 3a npodunakTHKA Ha HHCYAT U CHCTEMEH ¢MOOTH3BM NPU NALMEHTH ¢ HEKIATIHO MPERACHPIHO
MBXICHE MPENOPBYNTEIIHATE 1033 € 15 mg BeAHBXK JHEBHO (BXK. TOYKa 5.2).

- 3a neueHue Ha [IBT, neuenue va bE v npo¢unakruka va penuausupamm JIBT u BE:
nauueHTUTE TpAOBa Aa 6bAAT MeKyBaHH ¢ 15 mg aBa MBTH AHEBHO MPE3 OBPBUTE 3 CEAMMLH,
Crnen ToBa, KOraTo npenopbumTeiHara J1o3a ¢ 20 mg eauH 0T AHEBHO, TpAOBa 1a ce 0OMUCIH
HaMansaBaHe Ha go3ara ot 20 mg BEAHbXK AHEBHO Ha 15 mg eauH 0bT AHEBHO, aKO OLICHCHHUAT
PHCK OT KbPBEHE 3a MALMEHTa HAAXBBPAA pUCKa oT peuuausupaiuu JIBT u bE. lIpenopbkata
3a ynoTpebara Ha 15 mg ce ocHOBaBa Ha (papMaKOKHHETHYHO MOICIIMPAaHE H HE € NpOoy4yBaHa
NpH TE3H KIMHUYHHU YCI0BH (BX. ToukH 4.4, 5.1 u 5.2).
Koraro npenopsuutenHara go3a € 10 mg envs mbT HEBHO, HE C€ HAJIAra 14 Ja onae
KOPHMIHpaHa..

He ce Hanara kopekuus Ha 03aTa NPy MaUHEHTH C JIeKO ObOpeuHO yBpexXAaHE (KPCaTHHHHOB
knupbHC 50 — 80 ml/min) (Bx. Touka 5.2).

[TeanaTpuyHa nonynauus:

- Heua u 1oHO0M C Neka cTerneH Ha Op0pedHo yBpexaaHe (CKOpPOCT Ha rlIoMepyaHa GuaTpauu
50 — 80 ml/min/1,73 m?): He ce Hamara KOpeKLHs Ha A03aTa, Ha 6a3aTa HA JaHHH OpH
Bb3PacTHH U OrpaHUYEHH JaHHHU NPY NEAUATPHYHH NMAUMEHTH (BXK. TOUYKA J.2).

- Jleua v I0HOIIYM ¢ YMEPEHA MIIM TEKKA cTeneH Ha OBOpeyHo yBpexaaHe (CKOPOCT Ha
rinoMepyinda Gurrpauua < 50 ml/min/1,73 m?*): KcanupBsa He ce npenopsyBa, Thi KATO JIMIICBAT
KIHHHUYHM JAHHH (BX. Touka 4.4).

Yeproopobro yepeoscoare

Kcanupsa € mpoTHBONOKA3aH MPH MAUHEHTH ¢ YEPHOAPOOHO 3a00MABaHE, CBLP3aHO C KOAryJIonaTHa u
KIIMHHYHO 3HAYHUM PHCK OT KbpPBEHE, BKIIOUUTENHO nauueHTH ¢ uMpo3a ¢ Child Pugh B u C (Bx.
TOoukH 4.3 ¢ 5.2). Jluncear KTMHUYHU JAHHHU NPH JEla ¢ YEpHOAPOOHO YBpeXKaaHe.

ITonynayus 6 cmapuecka 8v3pacm
be3 kopekuusa Ha go3aTa (BX. To4YKa 5.2).

Teaecno mezno
bes kopexums Ha J03aTa 3a Bb3PacTHH (BX. TOUKa 5.2).
[Tpu1 neauaTpudHy NaLEeHTH 003aTa C€ ONpPEAEns CIPAMO TEIAECHOTO TETIO.




flon
be3 KkopekuMA Ha 403aTa (BXK. TOUKa 5.2).

Hayuenmu, noonoxcenu na KApOUO8eP3Uo

ITIpnemsbT Ha KcaHKpRa MOKE Aa 3aM04HE WK A3 NPOLB/KK NPH MALMEHTH, IIPH KOHUTO MOXE J1a €
HEeOOXOAUMO KapaHOREP3HO.

[Tpu xapanoBep3HO HACOYBAHO OT TpaHce3odareanHa exokapanorpadus (TEE) npn manueHTH, KOUTO
He ca OunH IeKYBaHM ¢ AaHTHKOAKYIIAHTH, JeueHHeTo ¢ KcaHupia TpAOBa a 3ano4yHe Hau-Manko 4
yaca NpeaM KapAHOBEP3HOTO, 3a 1a CE rapaHTHpa AACKBaTHA aHTHKoarynaums (Bx. Touku 5.1 u 5.2).
[Tpu BCHYKK NaLMEHTH, OPeaM KapauoOBep3Ho TpsabdBa Aa ce MOThPCH NOTBBLPKICHHUE, Y€ MALMEHTHT €
npuen Kcarupea, kakTo € npeanucado. [Ipy B3eMaHe Ha pellleHHe 3a 3aroYBaHe Ha TEPanuA U
onpeje/sHe Ha NPOOBIDKUTEIIHOCTTA H, TPpAOBa Aa ce UMAT NpEeABH YCTAHOBCHHUTE IPCIOPHKH OT
PBKOBOJCTBATA 3@ aHTUKOATYIaHTHO JICHCHHE [IPU MMALMEHTH, MOTOKEHU Ha KapAHOBEP3HO.

Hayuenmu c neknanno npedcvpoHo muicoene, koumo nooaexcam va HHIKH (nepxkymarnna kopoHaprda
UHMEPBEHYUA) C NOCMABAHE HA CIEHM

Hma orpaHy4eH OMUT MO OTHOLICHHE HA HaMaslieHa go3a 15 mg seansxk aueBHo (ninn 10 mg Kcanupsa
BEIHDBX AHEBHO 33 IALMEHTHU C YMEPEHO TEXKO OBbOpeyHO yBpexaaHe (KpeaTHHHHOB KIHPBHC

30 — 49 ml/min)), B gonsaHenue KoM P2Y 12 uuxubuTopa 3a 12 Mecella MakCUMyM, IIPH NaLMEHTH C
HEKJIAMHO MPEACEPAHO MBXKACHE, KOUTO C€ HY)XAAAT OT NEpopaHa aHTHKOArynaHTHa TEpPanus 1 ca
Onnu nognoxerdn Ha [IKU ¢ mocraBsgue Ha cTeHT (BXK. TOUKH 4.4 1 5.1).

Heouampuuna nonyarayus

Be3onacHocTTa M eukacHoCcTTa Ha pHBapokcabaH npu acua Ha Bb3pacT 0 fo < 18 roauHu He ca
YCTAHOBEHH NPH MOKA3aHMETO NPOdHIAKTHKA HA HHCY/IT U CUCTEMHA EMOONHA NPH NMALIMEHTH C
HEKJIAMMHO NMpeAChpIHO MBXAeHe. JIunceat gandu. [1o Ta3zu nprHYnHa TOH HE CE€ MpenopbLYBa 3a
ynotrpe6a npu aeua nox 1 8-rogninHa Bu3pacT npy ApyrH nokasaHud oceeH nevyenue Ha BTE u
npodunakTHKa Ha peuuaney Ha BTE.

HauyH Ha npuaokeHHe

Buw3pacmnu

KcaHupsa € 3a nepopanHo NpUI0XKEHHE.

Tabnetkure TpabBa ga ce npueMar ¢ XpaHa (BXK. TOUYKa J.2).

Pazmpowasane na mabremxume

[Tpu maiueHTH, KOUTO HE MOraT Jia NOrIbLIAT TabneTkure ueaH, Tabnerkata Kcanuppa Moxe na ce
HATPOLLIM ¥ CMECH € BOAA WIH SA0BIKOBO HIOpE HEMOCPEACTBEHO NPEAH YIIOTPeDda U 1a C€ NPUITOXKH
nepopanno. Cinen mpueMane Ha HartpouieHa Tabnerka Kcanupsa ot 20 mg, nosara tpsadBa na Onae

nocneABaHa HezabaBHO OT XpaHa.
HatpouieHata Tabnetka KcaHupea Moxe aa ce mpuiiara CbLO M Ype3 CTOMallHa COHJA (BXK. TOYKH 5.2

H 6.6).

Heya u onowiu ¢ meeno nao 50 kg

KcauupBa € 3a NEPOpATHO TIPUIIOKEHHE.

[TauneHTHT TpAORa Aa ObJe MOCHBETBAH Aa NONThIIA TablIeTKaTa ¢ TeUHOCT. T4 TpAbBa cvLIO Aa ce
npuema c XxpaHa (BxkK. Touka 5.2). TabneTkure Tpsadsa Aa ce mpyUeMar Npe3 HHTEPBAIl NPUOTH3NTETHO

24 yaca,

B cny4aii ye nauMeHTHT U3IUTIOE BEJIHAra 103ara UilM NOBbPHE B PaMKHTE Ha 30 MUHYTH cliel
MpHIOXKEHHUE Ha 03aTa, TpAOBa Ja ce /1a/ie HOBa no3a. AKO obaye nauueHTsT NOBbPHE noseye ot 30
MHHYTH CIe/| ipHeMa, 103aTa He TpA0Ba J1a ce mpuiara 0THOBO M CJIeABamaTa A03a TpsaOea xa ce
B3E€ME MO CXEMaTa.

TaGnerxara He TpaOBa 4a ce pa3aens PH OIMT Ja ce HabaBHM 4acT OT Jo3ara B TabneTkara.

Pazmpowaeane na mabremxume




[Tpu mamuenTH, KOMTO HE MOTaT Ja MOrTBIIAT TAOJIETKUTE LEeaH, TpA0Ba [1a ce H3II0I3BA
puBapokcabaHPuBapokcabaHn rpaHynu 3a nepopasHa CyCreH3us.

AKO mepopajiHaTa CyCIIEH3HA HE € Ha pa3NoIMKEHUE BEIHAra, KoraTto € uinucanua ao3a 20 mg
puBapokcabaH, Te MOXe aa Obae HabaBeHa, KaTo ce pa3Tpoluy TadbneTka 20 mg M ce CMECH ¢ BOAA HIIH

1O BJIKOBO MHOPE HCIMMOCPEACTBCHO IIPEON ynmpeﬁa H CC NIPHJIOKH NICPOPANHO.
PaszomeHaTa TabJIeTKa MOXKE J1a ¢ [IpDHIAra 4Ype3 HA30racTpajdHa HIIH CTOMalllHa COHI4 3a XPAHCHC

(B. TOUKH 5.2 1 6.6).

4.3 [IIporuBomoxkazaHus

CBPBbXUYBCTBUTEIHOCT KBM aKTHBHOTO BCILECTBO HITH KBM HAKOE OT MOMOLLIHHTE BELIECTRA,
u30poeHH B TO4Ka 6.1.

AKTPIBHO, KJIKHHYHO 3HA4YHUMO KbpPBCHC.

JIe3us UM CBCTOSIHUE, AKO Obae CHCTCHO, 4C IIpCAcCTaBl/iziBa 3HAYHUM PHCK 34 I'ONAMO KBPBCHC. Tora
MOXKE Ja BKJIOYBa HACTOAILIA HIH CKOPOLIHA r'aCTPOHMHTCCTHHAJIHA A3B4, HAJTMYUHUC HA 3JIOKAYCCTBCHH
HCOIINIa3MH C BUCOK PUCK 334 KBPBCHC, CKOPOLIHO HAPAHABAHC HA 'NMdABHHUA HIIH l"p'bGHa‘IHHH MO3bBK,
CKOpOLIHa OMNnepaluud Ha I'’'iaBHHE MO3BK, l"p']:ﬁHa‘{HP[H MO3BbK HJIH OYHUTC, CKOpOLIHA BLTPCHCPCIIHA
XCMOparvi, U3BCCTHH HITH CYCIICKTHH QBD(IMI‘EHHHH BapUlH, apTCPOBCHO3HH M&HIbOpMa[IHH, ChA0BH
dHEBPH3MH HUIIHM I'OJICMH HHTPACIIHHAJIHHN HIIH Hﬂmauepeﬁpaﬂﬂn CbAOBH dHOMAIIHH.

ENHOBpEMEHHOTO ICUEHUE ¢ APYTH aHTHKOAryJIaHTH, HaMnp. HedgpakuuoHupan xenapnd (HPX),
HHUCKOMOJICKY/THU XEapyHH (EHOKCANAapHH, JaNTeNapuH H Ip.), MPON3BOAHM HA XEMapuHa
(boHmanapHHyKC U Op.), NEpOpaTHHA AHTHKOAryJaHTH (BapdapuH, naduraTpaH ¢cTeKCHAAT, anukcadban
U JIp.), OCBEH MPH CIIELMPUIHN OOCTOATENCTBA 32 CMAHA HA JICYEHHETO C AHTHKOAryJaHT (BXK. TOYKA
4.2) unu xorato HOX ce npunara B 103M, HeoOX0AUMY 3a NOJABPKAHETO HAa OTBOPEH LICHTpaJleH
BCHO3EH HJIM apTEpHAICH KaTeThp (BXK. TOUKa 4.5).

Yeproapobxo 3abonsBaHe, CBBHP3aHO € KOArynonaTua U KIIMHHYHO 3HAYHM PHCK OT KBPBEHE,
BKJIIOYHATENHO nauueHTH ¢ uupo3a ¢ Child Pugh B u C (Bx. Touka 5.2).

bpeMEHHOCT M KbpMeHe (BX. TOUKa 4.06).
44 CrneuHalHH NpeaynpexaeHHs H NPEeANA3HH MEPKK NpH ynoTpeba

[Ipenoprusa ce KIMHAUYHO HAOMIOAEHKE, CHOTBETCTBALLO HA MPOBCKAAHATA aHTHKOArynanys B Xxona
Ha LC/IHA MEPUO] HA ICHECHHUE.

Puck o1 XxemMoparus

KakTo ¥ ¢ Apyru aHTHKOAry1aHTH, NaLMEHTUTE, KOUTO NpueMaT KcaHupsa, Tpa0OBa aa ce Habnogasar
BHMMATENHO 3a NMpU3HaLUM Ha KbpBeHE. [Ipenopbuea ce ynorpedara ¢ MOBUILICHO BHUMAHHE TNPH
ChCTOAHHS C [IOBHILCH PUCK 3a xeMmoparui. [lpunoxennero Ha Kcanupsa Tpsabsa 1a ce NnpeyCcTaHOBH
NpH NMOABA Ha TEKKA XeMoparus (Bx. Touka 4.9).

B KNIMHHYHHTE NpOy4YBaHMUsA JIMTABUYHO KbPBEHE (T.€. OT HOCA, BEHLUTE, CTOMALIHO-YPEBHHUSA TPAKT,
MHKOYHO-TIONIOBHA TPAKT, BKIIOYATENHO aOHOPMHO BarMHAMHO WM YBEIMUESHO MCHCTPYAJIHO
KbPBEHE) H aHEeMHMA ce HaOmioaaBaT no-4ecTo MpH ABJArOCPOYHO JICUEHUE C puBapoKkcabaH B
cpaBHeHuUe ¢ neyeHue ¢ ABK. I1o Tazu npuynHa, B 1ONBIHEHHE KBM aA€KBATHOTO KIMHHUYHO
HabmwoacHUe, NTabopaTOPpHO M3CiIECABAHE HA XeMOora00MHa/XxeMaToKpuTa 61 Moo ga Obae ot rnonsa 3a
OTKPHBaHE HAa OKYJITHO KbPBEHE H 3a ONpeAc/IsaHEe Ha KIIMHUYHATA 3HAYHUMOCT Ha ABHO KbPBEHE, 110
[IpELICHKA CIIOPEN ClyYas.

HAKoKO noaArpymnu nauyUeHTy, ONMCaHM noapodHo no-A0/y, ca ¢ OBHILECH PHUCK OT KbPBCHE.
MAUMCHTH CeABa Ja 0bJaT BHUMATEAHO NPOCACIACHH 3a Oee3u U CHMITTOMHM Ha CBBP3aHH C
YCIOXKHCHUA U aHEMHUSA CJIe] HAYaloTO Ha JICYCHHUETO (BXK. TOUKa 4.8).




an BCAKO HEH3ACHCHO MMOHUXXABaHE Ha XCMOrnobuHa MK KPbBHOTO HAJIATI'aHC Tpﬂﬁﬂa Aa CC ThPCH
H3TOYHHUK Ha KbpPBCHC.

Bbipexu de nedeHHETO ¢ pHBapoKcabaH HEe M3HCKBA PYTHHHO NPOCNEASBAHE HA €KCIIO3NLUATA,
HUBaTa HA pUBApoOKcabaH, H3MEPEHH C KATMOPHUpAH TECT 3a KOJIUYECTBEHO ONPENCSHE Ha
aHtudaxkTop Xa, Morat Ja ObaaT noie3Hu B U3BLHPEAHH CUTYAUMH, KOTaTO JAHHHUTE 3a EKCIIO3ULIMATA
Ha puBapoxcabaH MO)KE 1a MOMOTHAT 34 B3eMaHE Ha MHDOPMHpaHH KIIMHHYHY PELICHUA, HarMp.
peqo3HpaHe U COEHA XUPYprus (BX. Touka 5.1 1 5.2).

[lenpuarpyyHa monynauus

MmMa orpaHyMyeHr JaHHH IIPH Aeila ¢ MO3bYHA BEHO3HA U CHHYCOBA TpoM003a, KOMTO UMAT NHGEKUU
Ha LIHC (Bx. Touka 5.1). PucksT o1 KbpBeHe TpAOBa ga Ob€ BHUMATEIHO OLEHEH NIPEJM U 110 BpEME
Ha TEpANMATA C pUBapokcabaH,

brbpeuHo yBpexaaHe

[Ipy BB3pacTHM MALMCHTH C TEKKO ObOpeuHo yBpexaaHe (KpeaTHHHHOB KIHpbHC < 30 mi/min) e
Bb3MOXHO MJIa3MECHUTE HHBA HA pHBapokcabaH na 0baatT 3HAaYMTENHO NOBHLUIEHH (cpeaHo 1,6 nbTH),
KOETO MOXKE Ja JoBeAe A0 NOBHUIUEH PUCK OT KbpBeHe. KcaHupBa TpsOBa Aa ce npuiara BHUMATEIHO
[pH Mal¥eHTH ¢ KpeaTHHHHOB KIUpBHC 15 — 29 ml/min. He ce npenopbusa ynorpedara npu
MAUMEHTH C KPEATUHMHOB KIHPBHC < 15 ml/min (Bx. Touku 4.2 u 5.2).

Kcanunppa TpabBa 1a ce mpuiara BHUMaTETHO OpM MALKEHTH ¢ ObOpEYHO YBpEXKRaHe, NONIyYyaBalln
¢AHOBPEMEHHO APYTH JICKapCTBa, KOUTO MOBHIIABAT IUTa3MEHUTE KOHLICHTPAHHUH HA pUBApoOKcadaH
(Bx. TOUKa 4.5).

KcaHHpBa He ce NpenopbyuBa NPH ACLA U KHOWIHM C YMEpPEHa WM TeXKa cTeneH Ha Os0peunHo
yBpexJaHe (CKOpOCT Ha rioMepyiida puarpanus < 50 ml/min/1,73 m?), Thit kaTo MMNCBAT KNIMHAYHH
NaHHH.

B3auMoaeHCTBUE C OPYTH JIEKAPCTBCHHU NPOAYKTH
He ce npenopsysa ynotpedara Ha KcanupBa nNpH MauueHTH, KOUTO NOJIYYABAT €AHOBPEMEHHO

CHCTEMHO JIEYCHHE € 230JI0BY AHTUMHUKOTHLH {KaTO KETOKOHA30/1, HTPAKOHA30/, BOPHUKOHA30I H
nocakoHazon) wiu HIV-nporea3zun uuxuduropn (Hanp. putoHaBup). Te3n akTHBHM BEUIECTBA Ca
molHH nHxHOuTOpH Ha CYP3A4 1 Ha P-gp ¥ 0 Ta3u mpMYMHa MOrar Ja NnoBYILAT M1a3MEHATA
KOHLIEHTPALIUSA Ha pUBapokcadaHd A0 KIMHUYHO 3HAYMMO HUBO (CpedHO 2,6 MBTH), KOETO MOXE J1a
NOoBede A0 MOBHIIEH PUCK OT KbpBeHe JIMNcBaT KJIMHHYHHM JaHHH MPH eua, noay4aBalilH
CBHITBTCTRAILIO CUCTECMHO JICYCHHE CbC CHNIHU HHXMOMTOPH, KakTo Ha CYP 3A4, taka v Ha P-gp (Bx.
TOMKa 4.5),

HeobxoauMo € BHHMaHHME MPH NAUMEHTH, KOUTO ¢IHOBPEMEHHO Ca Ha JIeYeHHE C JICKapCTBEHH
NPOAYKTH, KOUTO NOBJIHABAT XEMOCTAa3aTa, KaATO HECTEPOHAHHU NMPOTHBOBBINANUTENHU CPEACTBA
(HCIIBC), aueTrmiIcanMuMIOBa KUCEMHHA H HHXUOHTOpH HA TpoMOOLIMTHATA arperaliisa Uiu
CeJICKTUBHH HEXMOHUTOPH Ha 00paTHOTO 3axXBallAHE HAa CEpOTOHMHA (selective serotonin reuptake
inhibitors, SSRI) u unxubuTopn Ha 0OpaTHOTO 3aXBalllaHE HA CCPOTOHHHA U HOPENHHEPpHHA
(serotonin norepinephrine reuptake inhibitors, SNRI). IIpn naumeHTuTe ¢ pUCK 3a YIUEPO3HO
CTOMAIITHO-YPEBHO 3a001%BaHe MOXKE Ja CE€ ITOMUCIIHU 33 NOAXOAAMIO MPOPUITAKTUIHO AEUEHUE (BXK.
Touka 4.5).

Hpyru puckosn $bakTOpH 33 KbPBEHE
KakTo ¥ ¢ Apyru aHTHTpOMOOTHYHM CPeACTBa, puBapokcabaH He ce MpernophuBa NpH NalHUeHTH C

MOBHUINIEH PHCK OT KbPBEHE, KATO:
- BPOJICHH HJIH TPHA0OUTH HAPYILIICHUA B KPBBOCHCHPBAHETO
~ HEKOHTPOJMPAHA TE)KKA apTepHaIHA XMIICPTOHHUSA

— APYT'0o CTOMAIHO-YpEeBHO 3abonaBaHe 6€3 aKTMBHO pa3qa3BABaHE, KOCTO MOTCHLMAIHO MOXE Aa
noBeae A0 KbPBCHE

- YCAOKHEHHUA (HANp. BEIMANMTEIHO 3a0osaBaHe Ha YepBaTa, €30(aruT, racCTpUT M
racTpoesodareanHa pedaykcHa dosecr)

- CBHAOBA PETHHOTIATHA

— OpoHXHMEKTa3uKu WIH aHaMHe3a 3a KbpBEHE B Oenmns npob
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[laineHTH ¢ pakoBo 3abonaBaHe

[TauineHTHTE CBC 3T0KAYECTBEHO 3a00MsABaAHE MOXKE €AHOBPEMEHHO [1a Ca H3MOKEHH M Ha ITO-BHCOK
PHCK OT KbpBEHE ¥ TpomOo3a. MHAMBHAYaAIHATa OM3a OT AHTUTPOMOOTHYHOTO MeYeHHe TpAOBa 1a ce
MPEHCHH CMPAMO PUCKA OT KbPBEHE NpU ALMEHTH ¢ aKTHBHO PaKOBO 3a00nsiBaHE B 3aBUCHUMOCT OT
NOKaLMATA HA TYMOPA, aHTHHEOIIaCTHYHATA TEepalusa U CTaaus Ha 3abonsgBaHeTo. Tymopure,
PA3MOJIOKEHH B CTOMALIHO-YPEBHHUSA WM [TMKOYHO-TIOJNIOBHSA TPAKT, Ca CBbP3aHH C MMOBHILEH PHCK OT
KBbPBEHE MO BPEME Ha Teparnuarta ¢ puBapokcaban. [IpM nauHeHTH CbC 3/I0KaUYECTBEHH
HOBOOOpa3yBaHKA ¢ BUCOK PHUCK OT KbpPBEHE, ynorpebara Ha pHBapoKcabaH € [IpoTHBOIIOKa3aHa (BX.
Toyka 4.3).

[lanpeHTH ¢ KJIAOHM OPOTE3U
Pupapokcabaun He TpsabBa ga ce HU311038a 32 TPOMOONMPOPHIIAKTHKA MPU NAUMEHTH, KOUTO HAaCKOpOo ¢a

MpeMHHAIH TPAHCKATEThPHA CMAHA Ha aopTHaTta knarna (TAVR). bezonacHocTTa M €¢PHKACHOCTTA Ha
puBapokcabaH He ca NMPOYYCHU NPH MALHEHTH ChC ChPACYHO KJIAMHO NPOTE3NPAHE; MO Ta3H IPUYHHA,
HAMa JJAaHHH B [IOJKPEIA Ha TOBA, Y€ pHBApOKcabaH OCUIypaBa aJcKBaTHA aHTHKOAryjaauys B TasH
nonynauua nauueHTy. Jieuenneto ¢ KcaHupBa He ce npernops4Ba [P TE3H NAUCHTH.

[lanpeHTr ¢ aHTHOOCHONMIUACH CUHAPOM

JlupekTHo aeicTBalM nepopanay aHTHKoaryaant (DOACS), BKITIOUUTEIHO pHBapoKkcabdaH, He ce
MPEMnopbBYBAT MPH MAUMEHTH ¢ aHaMHE3a 3a TpoM003a, KOHTO €a AMArHOCTHLIMPAHHU C
aHTHdochonunuacH cuHApoM. [lo-cneunanno pM TPOMHONOIUTHBHHY IMALIMCHTH (3a NyNyCceH
AHTMKOAryJIaHT, aHTHKapIMOJMIIHHOBY AHTHTENA ¥ aHTHTENA cpely OeTa-2-riaMKonpoTerH I),
nedenreTo ¢ DOACs Moxe 1a 0b1€ CBBP3aHO C MMOBHIIEHA YECTOTA Ha NOBTAPALUM CE TPOMOOTHYHH
CbOMTHA B CPaBHEHUE C TEpaNMATa C AHTATOHKCT HA BUTaMHH K.

[laupeHTH ¢ HEKJIANHO NPEAChPAHO MBXAEHE, KOUTO noanexaT Ha [IKH ¢ nocTtaBdgHe HA CTEHT
Hanuuyuu ca KIMHUYHH AaHHH, NOJYYEHH OT HHTEPBCHUMOHAIIHO MPOYyYBaHe, ¢ OCHOBHA LEN
H3C/IeiBaHE Ha BE30NacHOCTTA NMPH NMALUMEHTH ¢ HEKAAINHO NPEACHPAHO MBXKIEHE, KOUTO ca OUIH
noaioxeHH Ha ITIKH ¢ nocrasaHe Ha cTeHT. JJanHHTE 3a €(pHKACHOCTTA NIPH Ta3H IONYJALMA €A
OrpaHMveHM (BX. TOUKHY 4.2 1 5.1). JIuncBaT JaHHY 3a TaKkMBa MNAaNEHTH ¢ aHaMHe3a 3a
HHCYIIT/IpexogeH ucxemuder npuctsn (1IUII),

XeMOJIMHAMMYHO HecTaduaHK naliMeHTH ¢ BE WK nallMeHTH, KOUTO C€ HYKOAAT OT TpoMbonusa Uiu
OenoapobHa eMOONCKTOMHUA.

KcaHupBa He ce nmpenopbyBa KaTo aATEPHATHBA HA HCPPaKUHOHUPAHKA XEIIapHH MPH MALMEHTH C
benoapoben emb0AM3BM, KOUTO Ca XEMOAHHAMMYHO HECTAOMAHHU MK HA KOHTO MOXKe 1a ce HallpaBH

TpoMOonu3a i benoapobna emdboneKTOMHUA, Thil KaTo 6e3onacHocTTa M epHKacHocTTa Ha KcaHupea
HE Ca YCTAHOBEHH NPH TE3M KIMHUYHHM CHTYAIUH.

CnuHAIHA/€MUAYPATHA AHECTEINA MY TYHKLIUS

Korato ce n3noa3sa HEBPOAKCHAIHA AHECTE3UA (CITMHAIHA/CMHYPaAIHA AHECTE3UA) WU
CNMHATHA/eNMUAypaHa YHKLHA, TALHMCHTHTE, TPETHPAHU C aHTHTPOMOOTHUYHY CpEeaCTBA 32
NpeBEHUMA HAa TPOMOOEMOOIHUHH YCIOKHEHUS, €A NOAM0KEHHH Ha PUCK OT 0SB Ha eNuaypalieH
WJTH CITHHAJICH XE€MAaTOM, KOMTO MOXKE a JOBEIC A0 ABIATMOCPOUHA UM TpaitHa napanuia. To3u puck
M€ 14 CE€ MMOBHUILH OT IOCTONEPATHRHATA YNIOTpeOa HA BLBEXKAI eNHAYPANICH KaTEThpP HIH
cAHOBpEMEHHATA ynoTpeba Ha JIeKapCTBEHM NIPOAYKTH, ITOBIUSBAIUM XeMOCTa3ara. PUCKBT MOXKE 1a
C€ MOBHUILIM CBHIIO TAKa M OT TPABMATU4HA WJIM MHOTOKPATHA SNKAYPAJIHa WM CIHMHAIHA TYHKLHA,
[TairenTuTe TPAbBa YecTO Aa 6bAAT NpoCHeAIBaHHM 3a IPHU3HALM H CHMIITOMH Ha HEBPOJIOTHYHO
yBpexaaHe (Hanp. M3TpbiiBaHe MK caboCT B KpakaTa, AMCKOMQOPT B U€pBaTa HAH MUKOUYHHUSA
MeXyp). Ako Obe KOHCTATHPAH HEBPONOTHYEH neHuUHuT, ca HCOOXOAUMH CIICIIHO AUArHOCTULIMPAHE
H neucHue. [Ipeny HeBpoakCHANIHA MHTEPBEHIINA, ICKapAT TpabBa Aa MpeLUCHH ChOTHOIECHHUETO
MEXKIY MOTEHUMAIHATA [0M3a ¥ PUCKA NPH MalMeHTH HAa aHTHUKOATYJIAHTHA TEPariys MM NaUKueH
KOWTO 1¢ ObAAT NOANOXKEHH Ha AHTHKOAryJlaHTHA Tepanus, 3a TpoMbonpodunakTuka. Hiama
KJIMHHYEH ONUT ¢ ynoTpebara Ha 15 mg win 20 mg pusapokcabaH B Te3H CHUTyaLlUH.

3a HaMangBaHE Ha MOTEHUHAIHUA PUCK OT KBPBEHE, CBBP3aHO C €AHOBPEMEHHOTO IIPHIIATaH,
pHBAapOKcaOaH M HEBPOAKCHAIHA (€MMAYPATHA /CIIMHANHA) AHECTE3MA MM CIIMHAIHA MYHKUY




Ia ce uMa npeasuj GapMakOKHHETHYHKA NpoduAa Ha puBapokcadad. [locTaBgHETO MK NMpeMaxBaHETO
Ha CNUAYPAJICH KaTEeThp WK JyMOallHa NYHKLHA €€ H3BbpLIBA Hal-100pe, KOraTo aHTHKOAryJ1aHTHHA
eeKT Ha puBapoKcabaH ce OLEHABA KaTO HUCHK. BbOpeky ToBa, TOYHOTO BpeMe 3a MOCTHIaHE Ha
HOCTATHYHO HHCHK QHTHKOArylaHTeH eEKT 3a BCEKH IALHEHT HE € U3BECTHO ¥ TpAOBa Aa 6bae
NPELCHEHO CAPAMO CIICIIHOCTTAa Ha IMAarHOCTHYHATA npoueaypa. 3a OTCTPaHABAHETO Ha eNUAYpalHUA
KAaTeThP M Bb3 OCHORA Ha O0LUMTE PapMaKOKHMHETUYHH XAPAaKTEPHCTHKY, IOHE 2X MOMYKHBOTA, T.C.
Hail-Manko |8 yaca npu Maaau Bb3pacTHH NALMEHTH WIK 26 yaca OpH MMaUKEHTH B CTap4yecKa
BBb3pacT, TpA0Ba Aa ca MHHA/MM CJICA MOCIEAHOTO NMPHIOKEHHE HA puBapokcadan (8. Touka 5.2).Cnen
OTCTPaHABAHETO HA KAaTeThpa, TPsAOBA 1a M3MHHAT Hal-MaJKO 0 4aca NMpeau NMPUIOKEHNE Ha
cieABallaTa a03a puBapokcadan.

[Ipy nosea Ha TpaBMaTHYHA NYHKLUHA, IPUIOKEHHETO HA puBapokcabaH TpsaOBa a Obae OTIOXKEHO ¢
24 yaca.

JIunceat JaHHK OTHOCHO MOAXOJAILIOTO BPEME 32 MOCTABAHE UMM OTCTPAHsABAHE HA HEBPOAKCHANECH
KATETHP OPH AELa, JOKATO Ca Ha JICYECHHE ¢ puBapokcadaH. B Takupa ciy4dau, npeycraHoBeTe
MPUIOKECHUETO Ha puBapoKkcabad U 0OMHCIIETe NPHIIOKEHHE HAa KPaTKOACHCTRALL NapeHTEpaICH
AHTHKOAryaaHrT.

[IpenopbKH 33 103UPAHETO MPEAH M Cle] HHBA3UBHU MPOUEAYPH M XUPYPIHYHH UHTEPBEHLIMH,
pa3iMyHHU OT IJIAHOBO CTABHO NMPOTE3UPAHE Ha Ta300¢ApeHaTa MM HA KOJISHHATA CTaBa

AKO ce Hajara npoBexXJaHe Ha MHBA3MBHA NMpoLEeaypa WIH XHPYPrudHa HHTepBeHUMs, KcaHupsa

20 mg TpabBa aa 6bpAc CNpAH 110 Bb3IMOXKHOCT MIOHE 24 yaca npeau HHTEPBEHUHATA ¥ Bb3 OCHOBA Ha
KIMHUYHATA [PCLUCHKA Ha JICKYBALHUA JIeKap. AKO npoucaypara He Moxe Ja Obae oTnoxeHa, TpadBa
Ja ce NPELUCHH MOBHUIICHUAT PUCK OT KbPBEHE CIIPAMO CIIEUIHOCTTa Ha HHTEPBCHIMATA.

[IpuemsT Ha Kcanupea tpabea na ce Bb300HOBH BL3MOXKHO Hait-CKOpO Clel HHBAa3UBHATA NpoLeaypa
UM XHPYPrUYHATA HHTCPBCHIUA, AKO KIMHUYHATA CHTYAHUA MO3BOJABA U € MTOCTHUIHATA a/lcKBaTHA
XEMOCTa3a, KakTO € ONpPEACICHO OT JICKYBAIINSA JICKap (BXK. TOUKa 3.2).

[lonynaiuus B cTapyecka Bp3pacT
C yBe/NIMYaBaHETO HA BB3PACTTA MOXKE 1A C€ YBEIUYH PUCKBT OT XeMoparus (Bx. TO4YKH 5.2).

QGHMHTOHDFH‘{HH PCAKLIHH

[To BpeMe Ha nocTMApKeTHHIoBo HabmoAcHHe BBB BpBh3Ka ¢ ynoTpebara Ha puBapokcabaH ce
ch0OI1]aBa 32 CEPHO3HH KOXKHH PCaKLHH, BKIOUYATEIHO CHHAPOM Ha Stevens-Johnson/TokcHyHa
enuacpManHa Hekponusa M1 DRESS curapoM (Bxk. Touka 4.8). M3rnexaa, ye nauueHTHTE ca
M3JIOXKEHH Ha HAN-TOJIAM PUCK OT TE€3M PEAaKLMK B HAYalIOTO HAa TCpPANMATA: B IOBEYETO CJIy4yaH
HaYyaJ0TO Ha peaKiMATa C€ IPOABSBaA Mpe3 MbPBUTE CEIMHIIM OT eueHueTo. PuBapokcaban TpsabBa na
CE MPECYCTAHOBH [MPHU MBPBA MOABA HA TEXHK KOXEH 00pus (Hanp. pa3npocTpaHaBaill ce, MHTCH3UBEH
1/UAM CBBP3aH ¢ 00pa3yBaHETO Ha MEXYPH) WIH JIPYT MPU3HAK HA CBPBEXUYBCTBHUTENHOCT, CBBP3aH C
NIC3UH Ha JIMrapyLara.

1loMouIHH BEeRecTBa

Kcanupsa 20 mg chAbpXKa NAKTO3a U HATPHM.

[TauMeHTHTE C peKH HACIEACTBEHH NPobeMH Ha FalakTo3Ha HEIIOHOCHMOCT, MBJICH JIAKTA3€EH
NeHUUNT WM MIKOKO30-TalakTO3Ha MatabcopOums, He TpAOBa Aa NPUEMAT TO3U IEKAPCTBEH NPOAYKT.
ToBa nekapcTBO ChABPKA NO-MaKo OT | mmol HaTpwuit (23 mg) B Kancyaa, Taka 4¢ Ha IPAKTHKA €
,,0€3 HAaTpUi'"',

4.5 BzaumMoaeicTBHE C APYIrH JEKAPCTBCHH NPOAYKTH H APYIrH (POPMU HA BIAHMOACHCTBHE

OO0XBaTHT Ha B3aUMOJICHCTBHATA NpH MEAUATPHYHATA NONYyNALHMA HE € U3BECTEH. JlonynocoueHuTe
NAHHH 32 B3aUMOACHCTBUATA, NOMYYEHH MPU BB3PACTHH, H NPEAYIIPESKACHHUATA B To4YKa 4.4 TpabBa 1a
ce UMAaT NpEIBNA [IpH NeaHaTpHUHAaTa [ONyJaLus.

Uuxuburopu Ha CYP3A4 u P-gp
EQHOBpEMEHHOTO NPHIOKEHHUE HA pHBapokcabaH H keTokoHa30m (400 mg eaAuH BT AHEBHO
putoHaBup (600 mg aABa mbTH AHEBHO) BOAW A0 2,6 nuTH / 2,5 mbTH no-BUcoKa cpeana AU
puBapokcabad u 1,7 meTH / 1,6 mbeTH N0-BHCOKA cpeaHa Chax CHC 3HAYUTEIIHO MOBUILIABAHE
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¢dapMakoaAuHAMMYHUTE €PEKTH, KOETO MOXE 1a AOBEAC A0 NMOBHUIEH PHCK OT KbpBeHe. [1o Ta3u
NMPUYUHA HE CE MPEnopbYBa ynoTpedara Ha KcaHuppa Npy mauueHT, KOUTO NOay4aBat
¢IHOBPEMEHHO CHCTEMHO JIEYEHHE C a30MT0BH aHTHMHKOTHLM KaTO KETOKOHA30]1, HTPAaKOHA30/1,
BOPHKOHA30J1 M MocakoHasou, unu ¢ HIV-nporeasuu nuxuburopy. Te3n akTMBHH BELIECTBA C4 MOLLHH
uuxubdburopu Ha CYP3A4 u P-gp (Bx. TOouxa 4.4).

OvyakBa ce aKTHBHM BELIECTBA, KOUTO CUWIHO HHXUOHpAT caMo €AUH 0T NBTULLATA HA ENTMMHHHPAHE HA
pusapokcadan i CYP3A4 unu P-gp 1a noBUmaT B N0-Malka CTEMEH NNA3MEHHUTE KOHILEHTPALUH
Ha puBapokcaban. Hanpumep, knaputpomunua (500 mg aBa IrbTH AHEBHO), KOUTO C€ NIpHEMA 32
cuieH nHxuburop Ha CYP3A4 u ymepen uuxubntop Ha P-gp, Boau 10 noBHIIABAHE HA CpeHATa
AUC Ha puBapokcadaH ¢ 1,5 nbTH ¥ Ha Cpax — ¢ 1,4 nbTH. B3aMMOACHCTBHETO C KIAPUTPOMHLUHH
BEPOATHO HE € KIMHHYHO 3HA4YMMO IMPH OBEYETO MALMEHTH, HO MOXeE Ja O0bAe MOTEHUHATHO 3HAYMMO
IIpM BUCOKOPHCKOBHU NauMeHTH. (3a nauueHTH ¢ 660peyHo yBpexJaHe: BX. Touka 4.4).

Eputpomuuina (500 mg Tpu mbTH AHEBHO), KOHTO MHXKMOMpa yMepeno CYP3A4 u P-gp, soau 1o 1,3
neTH noBumicHUe Ha cpeaHaTra AUC n Crax Ha puBapoxcabaH. B3auMOaeHCTBHETO C EPUTPOMHULIMH
BEPOATHO HE € KIIMHHYHO 3HaYMMO MPH MOBEYETO MALIMEHTH, HO MOXE J1a OBAE MOTEHLHAIHO 3HAYHUMO
IIPH BUCOKOPUCKOBH MaLMECHTH.

[Ipu nuua c neko 660peuHo yBpexKaaHe epuTpoMHLKH (500 mg TpH NbTH AHEBHO) BOAU a0 1,8-
KpaTHO noBuuiaBaHe Ha cpeaHata AUC Ha puapoxcabad U 1,6 mbTH noBHIIEHHE HA Chax B
CpaBHEHME C HHIUBHUAM C HopManHa Osbpeuna ¢pyukuua. [Ipy nuua ¢ ymepeno 6u0peyHo yspexaade
CPHTPOMHMLUHH € AoBel a0 2,0 meTH nopulieHue Ha cpeaHara AUC Ha puBapokcaban v 1,6 nbTH
noBHIlIeHHE HAa Cmax B CPABHEHHE ¢ MHAMBHUAM € HOpMaliHa Ob0peuna ¢pyHkuusa. EQekThT Ha
CPUTPOMHLIMH € aIHUTHBEH KbM TO3H Ha OBOpEUYHOTO yBpexKaAaHE (BXK. TOUKA 4.4).

dnykonazon (400 mg eauH BT JHEBHO), KOUTO Ce cMATa 3a yMepeH HHXuoutop Ha CYP3A4, sonu
no nosumasase ¢ 1,4 meTH Ha cpenHata AUC Ha puBapokcadaH u 1,3 0T Ha cpeaHaTta Crax.
BiaumMoneiicTBueTo ¢ GuyKOHA301 BEPOATHO HE € KIMHUYHO 3HAYHUMO IIPH IIOBEYETO NAUMEHTH, HO
MOXe Aa ObJe NOTCHIHAIHO 3HAYUMO MIPH BUCOKOPHCKOBH MAUMUCHTH. (3a nauueHTH ¢ 6s0peuHo
YBpPECKAAHE: BHXK TOUKA 4.4).

Kato ce nMaT nipeJiBH OrpaHHUCHUTE KIIMHUYMHHY JAHHH € JIPOHERAPOH, CAHOBPEMECHHOTO
IPUIIOKEHHE ¢ pUuBapokcabad TpadBa aa ce u3bArsa.

AHTHKOAryJaHTH
Cnen koMOHMHHpPAHO NPHUNOXKECHUE Ha CHOKcanapHH (eAHOKpaTHa ao3a oT 40 mg) u pusapokcadan

(exHokpaTtHa fo3a ot 10 mg) e HabaonaBaH agnTHBEH €)eKT BbPXY AKTUBHOCTTA HAa aHTH(akTop Xa,
0e3 HUKAKBH JOIIBAHUTENHH e(DEeKTH 10 OTHOUIEHHE Ha KoaryimauHoHHuTe tectose (PT, aPTT).
Enokcanapul He € nosnusn apMakoOKHHEeTHKAaTa Ha puBapokcabaH.

[Topanyu NOBHUICHUSA PYCK OT KbPBEHE € HEOOXOAHMO BHUMAHHE NPH NALHECHTH, KOUTO Ca Ha

€JHOBPEMEHHO JICYEHHE C IPYTrH aHTUKOAaryJaHTH (Bx. Toukd 4.3 u 4.4).

HCIIBC/uuxubutopu Ha TpoMOOLIMTHATA Arperalps
He e Habmo1aBaHO KIHHAYHO 3HAYHMO YABIDKABAHE HA BPEMETO Ha KbPBEHE Clle] €AHOBPEMEHHO
npuIoKeHHe Ha puBapokcadaH (15 mg) n 500 mg HanpokceH. Brnpeku ToBa € Bb3MOXKHO 1a UMa
MAUCHTH ¢ 10-H3paieH apMaKOJHHAMHUUYEH OTTOBOD.

He ca HabniogaBaHY KIHHHYHO 3HAYMMH (apMaKOKMHETHYHH WK ¢dapMaKoOgHHAMHYHH
B3aMMOACHCTBUA [IPH SIHOBPEMEHHO MIPUIOXKEHHE Ha puBapokcadaH ¥ 300 mg aueTHacaIMUMIOBA
KHCEIIHHA.

Knonuaorpen (300 mg HayanHa 1o3a, NOCNENBaHA OT 75 mg NOAAbLPAKALLA N034) HE € MoKa3al
dhapMaKOKHHETHYHO B3aUMOAeHCTBHE ¢ puBapokcabaH (15 mg), Ho € HabMoaaBaHO 3HAYMMO
yAb/KaBaHe Ha BPEMETO Ha KBPBEHE [IPH €/IHA MOATpYyIa NAaLMERTH, KOETO HE € KOPEIUPAIIO C
arperaumara Ha TpoMbouuTHTe, HUBata Ha P-cenektud uinn GPlIb/1lla peuenropure.
Heobxoaumo € BHUMaHHUE NPH [TALHEHTH, KOUTO eJHOBpeMeHHO ca nekyeanu ¢ HCIIBC
(BKJTIOYHTEHO aLETWICATMLMIOBA KUCENHHA) H HHXMOUTOpH Ha TpoMOOoLMTHATa arperauu
TE€3U NEKAPCTBCHY NPOAYKTH OOMKHOBEHO NOBHILIABAT PUCKA OT KbpBEHE (BXK. TOUKa 4.4).
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SSRI/SNRI

KakTo npH Apyrd aHTHKOAryJJAHTH MOJKE J1a CHIIECTBYBA Bb3MOXHOCT NALIMEHTHTE [1a Ca C NOBHILIECH
PHCK OT KBPBEHE B C/Iy4ail Ha ceitbTcTBama ynotpeba cbc SSRI unu SNRI nopanyu edpexkta uM Bepxy
TpoMOOLIMTHTE, 3a KOHTO ce chobwara. [Ipy cenbTcTBama ynotpeba B KIMHHYHATA [IporpamMa
puBapokcadaH, BEB BCHUKHK IPYIIH Ha JIeUeHHUE ce HabnroaaBa YUCIEHO NO-BUCOKA YECTOTA Ha Io/IAM
MM HETOJIAM KIMHUYHO 3HAYHM KPBBOH3NHUB.

BapdapuHx

[IpemuHaBaHeTo OT AedeHHE ¢ aHTaroHucTa Ha BUTaMMH K Bapdapun (INR 2,0 oo 3,0) ksM nedenue ¢
puBapokcabdan (20 mg) uau ot puBapokcadban (20 mg) keMm Bappapus (INR 2,0 no 3,0) nosuiasa
choTHOLIEHNETO NpoTpoMOHHOBO BpeMe/INR (Neoplastin) noede oT aaMTHBHO (BL3MOXKHO € Aa ce
Habmonasart oraeaHu ctoifHocTH Ha INR no 12), nokaro edexture no orHomeHue Ha aPTT,
MHXHOMpPAHETO HA AKTHBHOCTTA Ha $akTop Xa M MOTEHIINAMA HAa CHIOTeHHUA TPOMOMH Ca aIHTHBHH.
[Ipy xxenanue ga ce uscneasar papMakogrHaMHYHHUTE €(PEKTH HA pHBapokcabaH B IepHoaa Ha
CMAHATa Ha TEpalMUATa MOTAT [1a CE€ M3MON3BAT MOKA3aTeNM KaTo aKTUBHOCT Ha aHTH-¢akxTop Xa, PiCT
1 Heptest, noHexe Te3M TECTOBE HE Ce MOBJIMABAT OT BapdapHH. Ha yeTBBpTHUA OEH CNEa ocneaHaTa
no3a BapdapuH, BcuukH rmokasarenu (B, PT, aPTT, nuxubnpane Ha akTHBHOCTTA Ha axTop Xa u
ETP) orpa3ssear equHCTBEHO e(peKTa HAa pUBapoKkcabaH.

[1pu xxenaHue Oa ce uicneasat GpapmMakogrHaMHUYHHUTE €DEKTH Ha BapdapHH B IepHoaa Ha CMFHA Ha
TepanuaTa MoxXe Ja ce u3non3sa usMepsaHeTo Ha INR npu Ciougn Ha prBapokcaban (24 yaca cnen
NpeaAXONHMA IPUEM Ha pHBapoKcadaH), Thil KaTO TO3M NMOKA3aTeN Ce NOBIMSIBA B MUHHUMANHa CTEICH
OT pUBApPOKCadaH B Ta3M BpeMEBA TOUKA.

He e nabmoaasaHo ¢apMaKOKHHETHYHO B3aMMOJEHCTBHE MEXAY BapdapUH H puBapoKcadaH.

Hunyxtopu Ha CYP3A4

EnHOBpEMEHHOTO NPHUJIOKEHHE HA pHBapokcadaH n MomHusa HHAYKTOp Ha CYP3 A4 pudaMnuimu
Boau A0 okoso 50% noHmxapaHe Ha cpeaHata AUC 3a puBapokcabaH ¢ ycriopeIHO HAMAIISBAHE HA
¢apMakoguHaMHYHUTE My edeKTH. EqHOBpeMeHHaTa ynoTpela Ha puBapokcadaH ¢ Apyru MOLLHH
urayktopu Ha CYP3A4 (Hanp. ¢peHuTOoNH, Kapbamazenus, ¢pero0apOuTan 1AM X bIT KAHTAPHOH
(Hypericum perforatun)) cbIIO MOXE Ja J0BELE 10 HAMAJICHH TUTa3MEHH KOHLICHTPALUHH Ha
puBapokcabaH. 3aToBa Tpabsa aa ce n3barsa ¢ITHOBPEMEHHOTO NPHJIaraHe Ha MOLIHH HHAYKTOPH Ha
CYP3A4, ocBeH ako nalMEHTHT HE CE CIICAN BHUMATEIRO 3a Oese3u H CUMNTOMH Ha TpoMbo3a.

Apyry cbObpTCTBAIUY TEpanuH

He ca HabnrogaBaHy KIIHHHYHO 3HAYMMH (papMaKOKHMHETHYHH WK PpapMakOAMHAMHUYHH
B3aMMOJACHCTBH NpPH eJHOBPEMCHHO IPHIIOKEHHE Ha puBapokcabaH ¥ Muaa3onaM (cyocTpar Ha
CYP3A4), nurokcuH (cyocrpar Ha P-gp), aropBactatun (cybctpatr Ha CYP3A4 u P-gp) nnn
oMmenpazos (MEXHOUTOp Ha MPOTOHHATA MomIna). Pueapokcaban HUTO HHXUOMPA, HUTO MHAYUHpA
HAKOA OT OCHOBHHTE H3odopMmu Ha CYP, nanpumep CYP3 A4,

JlabopaTopHM mokazarenu
Koarynaunonunre napamMerpi (Hamnp. PT, aPTT, HepTest) ce moBnuaBat cropea 04YaKBaHHATA C OTJIEN
Ha MEXaHH3Ma Ha geificTBHE Ha puBapokcadaH (Bx. Touka 3.1).

4.6 Deprunurter, DpeMEeHHOCT B KbpMeHe

bpeMeHHOCT

beszonacHocTTa M epHKaCHOCTTa Ha puBapokcaban npu OpeMEHHH KEHH HE Ca YCTAHOBCHH.
[IpoyuBaHMATA NPH XUBOTHH MOKA3BaT PENPOAYKTUBHA TOKCHYHOCT {BX. TOo4Ka J3.3). [Topanu
MOTEHUHAMHATA PENPOAYKTHBHA TOKCHYHOCT, NPHCHILUUA PHCK OT KbPBEHE H JaHHHUTE, NOKA3BAIIH, Ye
puBapokcabaH npeMHHaBa npe3 nnauenrara, Kcanuppa ¢ NpoTHROMNOKa3aH Mo BpeMe Ha OpeMeHHOCT
(Bx. TOUKA 4.3).

Kenure ¢ nerepoaeH noreHguan Tpadea ga u30arear aa 3adpeMecHABAT 110 BpeME Ha JICUEHHUETO
puBapokcabaH.

KspMmeHe
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besonacHOCTTa M €PMKaCHOCTTA Ha PUBAPOKCA0aH NMPH KbPMELUH XCHH HE Ca YCTAaHOBEHH.
[IpoyuBaHMATa NpH )KUBOTHH NOKA3BAT, Y€ pUBApOKcadaH ce cexkperupa B MIAKoTo. [1o Tasm npu4ynHa
Kcanupsa e npoTHBONOKa3aH B Nepuoaa Ha KbpMeHe (BxK. Touka 4.3). Tpadsa na ce B3eMe pellicHHe
Jlany Aa ce NpeyCTAHOBH KbPMEHETO MM 11a CE MIPEYCTAaHOBU/1a HE C& MPIIOXKH TEpaIHsITA.

PDepTHANTET

He ca npoBexxaaHM KOHKPETHH NMPOy4BaHUA ¢ puBapokcabaH NMpH Xopa 3a oleHKa Ha €QeKTHUTE M0
OTHOLUEHHUE Ha depTunuteta. [1py eaHO NMpOoyYBaHE MO OTHOMICHNE HA QPEepTHIIMTETA [TPH MBIKKU U
’KEHCKH TUTBXOBE He ca HabmopaBaHu edexTH (BxK. TouKa 5.3).

4.7 EdekTH BbpPXY crioco0HOCTTA 32 WIopuUpaHe H padoTa ¢ MALUKHM

PuBapokcabaH nmoBnugaBa B MaJiKa CTEIICH CNOCOOHOCTTa 3a Wodupake u pabora ¢ Maluuuu, Mma
CHOOIIEHUSA 3a HEXKEAHH PeaKMM, KaTO CHHKOI (HECTOTa: HEYECTH) U 3aMaftHOCT (4eCTOoTa: YECTH)
(Bx. Touka 4.8). [lauMeHTHTE, TP KOKUTO CE PA3BUAT TE3M HEXKEIAHU peakuuy, HE TpadBa 1a mogupar
WIH paboTAT ¢ MallIMHH.

4.8 HexelaHH JeKapCTBEHH PeAKUHH

PesioMe Ha I'IEO@HH& 3a 0€30MacHOCT

be3omacHOCTTA Ha pHBapokcabad € npoydyeHa B TPHHAACCET OCHOBHM KJIMHHYHM Npoy4YBaHuA ¢asa 111
(Bxk. Tabnuua 1).

O6mo 69 608 Bp3pacTHH NALMEHTH B ACBETHAAECET Npoy4yeanus ¢aza IIl n 488 neauartpuunu
naupcHTH B ABE NMpoy4BaHug daza Il 1 ae npoyusanud ¢a3za Il ca ¢ excnosnuus Ha puBapokcaban.

Tabnuua 1: bpol npoy4yeHu nanMeuTH, 001112 JHEBHA 1032 H MAKCHMAJTHA NPOABIKHTETHOCT
HA JICYEHHETO NPH NIPOYYBAHUSA NIPH BL3PACTHH U NeAHATPHYHU TalHeHTH (pa3za 111

Ilokazanue Bpoii O0ma aueBHa MakcHmasHa
namHeHTu* A03a NpoALJAKHTCIIHOCT
Hd JICHCHHECTO

[IpohunakTUKa HA BEHO3CH 6 097 10 mg 39 quu
TpoMboembonnssMm (BTE) npu
BL3PACTHH NALKEHTH, NOAN0XKCHH
Ha IU1AaHOBO CTABHO NMPOTC3MpaHE Ha
TazobepeHaTa HIH Ha KOJAHHATA
CTaBa

[Tpodpunaktrka Ha BTE npu 3 997 10 mg 39 auM
HEXUPYPTrHYHH MaLlHEHTH

Jleuenne Ha ABNOOKA BEHO3HA 6 790 Hern 1-21:30mg 21 mecena
tpombo3a ([ABT), 6enoapobeH Jlex 22 v cnen tosa:
embom3bM (BE) u npodunaktuka 20 mg

Ha pCUHUAHBH Cien Hali-MaJko 6

meceua: 10 mg uam
20 mg
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Jleueune Ha BTE # npodunaktuka {329 Ho3a, KopurupaHa 12 meceua

Ha peunausy HA BTE npu CIIOpEN TEAECHOTO

HOBOPOICHH Ha TEPMKHA U JCLA Ha TErJ10, 3a [IOCTUIaHE Ha

Bb3pacT oA 18 rogunmn cnea €KCIO3ULIHNA KaTO Tas3H,

3al10YBAHE HA CTAHAAPTHO Ha0Mw asaHa npu

AHTHKOAryJaHTHO JICUCHHE BB3PACTHH, JICKYBAHU
3a JIBT ¢ 20 mg

pHBapoOKCcadaH ¢aMH
II'bT JTHEBHO

[IpodmnakTuka Ha UHCYIIT H 7750 20 mg 4] Mecena
CUCTEMEH eMOOIN3BM NpH
NAUUECHTH ¢ HEKJIAMMHO NPEACHPAHO

MBXIECHE
[TpodunaxkTrka Ha 10,225 S mg v 10 mg 31 mecena
aTepOTPOMOOTHYHH CBOHUTUS MTpH CbOTBETHO,
nanuedTH crnen OKC NIPHJIOKEHH

€AHOBPEMEHHO HJIH

3acHo ¢ ACK, unu

¢ ACK nmoc

KJOMUAOTPEN WK
[TpodunakTrka Ha 18,244 5 mg, NpHIOKEHH 47 meceua
aTepOTPOMOOTHYHY CBOHTHA OpH EAHOBPEMEHHO C
nauveHTH ¢ KAB/TIAD ACK uiu 10 mg

CaMOCTOATENHO

3 256%** 5 mg, NPUI0KEHH 42 Mecela
CAHOBPEMEHHO C
ACK

*[lauMeHTH, KOUTO ca OHIM EKCIIOHMpAaHH! Ha IIOHE €Ha J103a pHBapokcabaH
**Ort npoyuBadHeto VOYAGER PAD

Hai-4yecTo cp00IMaBaHyTe HEXKENMAHU PEeaKUUKY [IPH MALHCHTH, KOUTO NOJIy49aBaT puBapokcadaH, ca
Omn xemoparuu (BXx. Touka 4.4 v ,,Onucanne Ha U30paHy HeXENaHH peakuuu’ no-nony) (Tabnuua
2). Hait-yecTo chobuaBaHuTe XeMoparuu ca enuctakcHce (4,5%) u KspBeHe B CTOMALLHO-YPEBHUA

TpakTt (3,8%).

Ta0auua 2: Hecrora HA CHOUTHATA HA KbPBEHE™ U AHEMHUA MPH MAIHEHTH ¢ eKCNO3HIHA HA
pHBapoOKcaldaH B 3aBbPIIH/INTE NPOYYBAHUSA NMPU BB3PACTHH H NeAHATPHYHM MANNHEHTH

daza IIl

ITokazanue BeKaKkbs THII KbpBeHEe | AHEMHSA

IIpo¢punaxtuka Ha BTE npm Be3pactan | 6,8% ot nanueHTHTE 5,9% oT nauneRTUTE
IALKEHTH, IIOJJI0XKEHY Ha MIAaHOBO
CTARHO IIPOTE3UPAHE HA Tazo0capeHara
WJIH Ha KOJISHHATA CTaBa

[Ipopunaktuka Ha BTE npu 12,6% OT nmauueHTHTE 2,1% oT nanueHTUTE
HEXUPYPTrHUYHHM NMalHEHTH
Jleuenne na BT, BE u npodunaktuka |23% oT natpueHTHTE 1,6% oT nanueHTHTE

Ha pCLHIHBH

Jleuenue Ha BTE u npodunaktuka Ha | 39,5% oT nauueHTHTE 4,6% OT MallUCHTHTE
peuunauey Ha BTE nipu HOpoaeHH OKONO
AataTta Ha TEPMHHA, M Iella Ha Be3pacT
nog |8 roauHu cieql 3arioYyBaHe Ha
CTaHOAPTHO AHTUKOATYJIAHTHO JICYEHHUE
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[1IpodunakTuka Ha MHCYJIT KU CHCTEMEH
¢MOOJIM3BM TPH MALHUCHTH C HCKJIAMHO
[MPCACHP/AHO MbKICHE

28 na 100
NalMCHTOrOJIMHH

2.5 Ha 100 nauMeHTOrOAUHU

[IpodunakTuka Ha
aTepOTPOMOOTHYHH CHOHUTHSA TPH
naneHTH ciea OKC

22 na 100
MAlMCHTOIOJIMHHA

.4 na 100
MalMCHTOIO/IMHHU

[IpodunakTuka Ha
aTCPOTPOMOOTHYHH CHOUTHA NPH

naumeHT ¢ KAb/I1AB

6.7 Ha 100
MalHCHTOIOJIMHHU

0,15 na 100
MAUMCHTOTOAUHK**

8,38 Ha 100
MauMCHTOIOJAMHH"

0.74 na 100
NalMCHTOrOJIMHK * * *7

" Bcuuku crOMTHA HA KbPBCHC OT BCHYKH ITPOYYBAHHA C pHBﬂpUKCaﬁaH Cd C’bﬁpaHPl, JOKJIA/IBAHH H

OLCHCHH.

** B npoyuBaHetro COMPASS ce HaOnro1aBa HUCKA 4ECTOTA HA aHCMHUS, ThH KaToO € IPHJIOKEH

CCJICKTHBCH I10AX0/[] 3d C"I::ﬁHpElHC HAa HEXKCJIAHU ChOUTHS.

¥k TIpnoKeH € CCEKTHBCH MOAXO0/1 3a ChbOMpaHE HEKEIIAHN ChbOUTHS

“ Ot npoyuBancto VOYAGER PAD

CrnHCBbK HA HEXKC/IAHH PCAKLIMK B TAOJUYCH BH/]
YecToTHTE HA HEKCJTAHUTE PEAKLIMHM, CBbP3aHu ¢ puBapoKcadaH, npyu Bb3PacTHHU U MCAHMATPHYHH
nauueHTH ca 0000ueHu B Tadbnuua 3 nno-a0xay no cucreMo-opraiiu kinacose (no MedDRA) u no

HCCTOTA.

B 3aBHCHMOCT OT yecToTara T¢ ce OIIPCIACIAT KATO!

MHOro yectu (= 1/10)

yeeTH (= 1/100 1o < 1/10)
neuectd (= 1/1 000 no < 1/100)
peaku (= 1/10 000 o < 1/1 000)
MHOro peaku (< 1/10 000)

C HCHU3BCCTHA 4HCCTOTA4 (OT HAJIUYHHTC JIdHHHW HC MOKC /ld OBJC HAllpaBCHA GUCHI{H).

Tadauua 3: BcHukH HeXellaHH peaKlMH,CbOOILIEeHH IPH Bb3PACTHH NAUMEHTH B KIHHHYHH
uinureanusa dasa lll uiau npu nocrMapkeTuHrosa ynorpeoda* u B Ase npoyusanusa ¢asa ll u
nBe npoyusanus ¢gasa lll npu neanarpuyH nauMeHTH

YecTH HeuecTHn

Peaknu

MHoro peaxkun C Heu3BeCcTHA
4ecToTa

HapyuwieHusst Ha KpbBTA H JIMMQHATA CHCTEeMA

AHemus (BKIL. TpombOouunTo3a
CbOTBECTHH (BKJI. TOBHUIIABAHE
1adopaTopHHU Ha Opos Ha
[apameTpH) TPOMOOUMTHTE)",
TPOMOOUMTOICHUS

HapyumieHuss HAa HMMYHHATA CHCTEMA

AJlepruyuHa
pcaKLus,
aJICpruycH
JICPMaTHT,
AHTHOCCM M

| AJICPTHYCH OTOK

AHadHIIaKTUYHH
PCAKIIMH,
BKJIFOUHUTCITHO

aHa(hUIAKTUYCH
LIOK
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YecTH

HeyecTH

Peakmu

MHoro peakn

C HeH3BeCTHA
YecToTa

HapyuwieHuss Ha HepBHATA CHCTEMA

3aMasHOCT,
rnaBo0oJIHe

Mo3bUucH U
BbTpPCUCPEIICH
KPbBOH3JINB,
CHHKOII

Hapyumienusi Ha ouuTe

O4cH KPBbBOM3JIUB
( BKJI.
KOHIOHKTHBAJICH
KPbBOH3/IUB)

CopieyHu HAPYLIEHUSA

Taxukapams

Cb/10BH HApYLIEHUS]

XHUIIOTOHHA.
XeMaToM

PecnnupaTopHu, rpbAHH U MeIHACTHHAJIHH HAPYLIEHUSHA

Enucrakcuc,
XEMOIITH3HUC

Eo3uHo(uiiHa
[THEBMOHMUS

CroMalIHO-YpPeBHH HAPYLIEHHUS

KbpBeHE OT
BCHUMTC,
CTOMAIIIHO-
YpEBHHUS TPAKT
(BKJI. PCKTAJIHO
KbPBCHC),
CTOMAIIIHO-YPCBHH
1 a0JOMHHAJIHH
OOJIKH, JIMCIICTICHS,
rajgcHe, 3amncK’,
auapus,
MoBpbIaHe”

Cyxora B ycTara

XenaroOM/IHaApHU HApYLUIEeHU S

[ToBHIIaBaHe Ha YepHoapoOHO AKbiarenuua,
TpaHCAMHHA3HUTE YBpPCKIaHE, [loBuuienun
MOBUIIICH CTOHHOCTH HAa
OMJIMPYOHH, KOHKOTHUpaHHUS
MOBULICHA OMJIMPYOHH (CBC
aJIKaJIHa Hin 0e3
(docarasa B C/IHOBPEMECHHO
KpbBTa®, MOBHUILIABAHC HA
nosuiiena GGTA ALT),
X0JIeCcTasa,
XCIATHT
(BKJIOYHUTEIIHO
XCHaToue/1yJlapHO
YBPEIKIAHE)
15
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YecTH

HeuyecTnn

Peaxku

MHoro peaku

C Hen3BecTHA
YyecToTa

HRPYHIEHHH Ha KOKATA H NIOJIKOAKHATA ThbKaAH

CoupOeK (BKII.
HCYCCTH CJ1yvyan Ha
reHepaaIu3upaH
ChpOCK), OOPHB,
EKXHMO3H, KOKHH
U [10/IKOXKHH
KPbBOM3JIHBH

YpTukapus

CuHapOM Ha
Stevens-
Johnson/Tokcnu
Ha crnu/jIepmaliHa
HEKpOJIn3a,
DRESS cunapom

HEIP}'IIIEHHH HAa MYCKYJIHO-CKe€JIeTHATA CHCTEMA H CBCIHHHTE/IHATA ThbKAH

bosika B XeMmaprposa KpbBOH3JIUB B KoMnapTMcHT

KpalHuIUTE MYCKYJI CHHJIPOM B
pe3yJITaT Ha
KbPBCHC

HapyumeHnus Ha 0b0peuuTe H NHKOYHHUTE MbTHILA

KbpBeHe ot bbOpeuna

YPOIr¢HUTAIIHHS
TPAKT (BKII.
XCeMaTypHs U
MeHOparus®),
OBOPCUHO
YBPECKIAHC (BKIL.
[NOBHUILICHHEC Ha
KpCaTHHHHA M
MOBHIIICHHEC HA
ypesTa B KpbBTA)

HC1I0CTATBYHOCT/O
cTpa ObOpcuHa
HEI0CTATBYHOCT B
pe3ysTar Ha
KbPBCHC,
JI0CTaTh4HA /12
Npean3BUKa
xuronepysus,
AHTUKOAryJaHT-
CBbp3aHa
HedponaTus

O01mmn HapyuieHuss M epeKTH HA MACTOTO HA NPHJIOKEHUE

[ loBuiieHa
Temriepatypa’,

Hepasnonoxenue
( BKJI.

Jlokanusupau
OTOK"

nepudepeH OTOK, MPUJIOLIABAHC)

MOHMkKEHa 001a

cHJla M

EHEPruvHOCT (BKII.

yMOpa M aCTCHH)

Ni3caeaBaHus
[Touicua LDH?,
[TOBMILICHA
nunasza’,
[MOBHIIICHA
amuiaza’

HHPHHHBHHHH, OTpaBAHHA H YCI0KHCHHH, Bb3HHKHAJIH B PE3VJITAT HA HHTCPBECHIIHH
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YectH HeuecTn Peaku Mmuoro peaxku C Hen3BecTHA
4ecToTa

KbspBeHe cre CbaoBa

HAKAKBA [CEBIOAHCBpH3MA®
npoueaypa (BKII.
[IOCTONECPATHBHA
AHEMMS M KbPBECHC
OT paHa),
KOHTY3Hs,
cekpeuus oT paHu”

A: HaOmro1aBaHu npu npodunakTuka Ha BTE npu Bb3pacTHH NauMeHTH, MOAIOKCHH HA MJIAHOBO
CTABHO IPOTC3UPAHE Ha Ta300¢/ApeHaTa WM KOJISHHATA CTaBa

B: nabmoaaBanu npu neucHue Ha JIBT, BE wnu npodunaktuka Ha peuu/MB1, KaT0O MHOTO YECTH IIPH
KCHHU < 35 rOAMHH

C: nHaOJI10/1aBaHu KaTO HCYESCTH NPHU NPOoHIAKTHKA HA aTCPOTPOMOOTHYHHU CHONTHS ITPH MALMCHTH
ciaea OKC (cien nepkyraHHa KOpOHapHa HHTEPBCHLIMA)

* TlpunokeH ¢ npeaABApUTEIIHO ONPE/ICIICH CEJICKTHBEH MOAXO0/1 38 CbOMpaHE Ha HEXKE/IaHH ChOUTHS
B U30panu npoyuBanus ¢asa I1l. HecTtoraTta Ha HEKEIAHUTC pCAKLIMM HE € YBCJIMYCHA M HE €
yCTAaHOBCHA HOBA HEXKEJIaHA PCaKLMs CJIC/ aHAJIM3 Ha TE3H MPOYYBaHHS.

OnucaHue HA M30paHU HEKEJIAHU PCAKLIMU

[Topaan hapmMakonoruuHus My MEXaHU3bM Ha JICHCTBHUE, ynoTpedaTa Ha puBapoKcadaH MoXe J1a Obe
CBBbP3aHa C MOBUIICH PUCK 3a OKYJITHO WM SIBHO KbPBEHEC OT BCSIKA ThKaH WJIM OpraH, KOETo OH MOTJI0
J1a JOBEC /10 MocTXeMoparuyHa anemus. [lpu3Hauure, CHMOTOMHUTE U TCKCCTTA (BKJIKOYHUTECIHO
daTancH M3X0/1) LIC 3aBUCAT OT JOKAJIM3ALMATA M CTCIICHTA UM 00cMa Ha KbPBCHETO H/MIIH
aHemusita. (Bx. Touka 4.9 ,IloBencHue npu KkbpBeHe™). B KIMHUYHHUTE NpOyYBaHUS JINTABUYHO
KbpBCHE (T.€. OT HOCA, BCHUHUTE, CTOMAIIIHO-YPECBHUSA TPAKT, MIMKOYO-I0JIOBHS TPAKT, BKIHOYHUTEIIHO
aOHOPMHO BarMHaJIHO WJIM YBCJIMYCHO MCHCTPYAJIHO KbPBCHE) M @aHCMHMS C€ HA0II0/1aBaT [10-4€CTO
[IPH JIBJITOCPOYHO JICUCHHUE C pUBapoKcadaH B cpaBHCeHHC € jeycHHe ¢ ABK. 11o Ta3u npuunHa, B
JAOMBJIHEHUE KbM aJICKBATHOTO KJIMHHYHO HAOJIIOACHUE, J1aDOPaTOPHO M3CJIC/IBAHE HA
XEMOTr1I00MHa/XeMaTOKpHUTa OM MOTJIO J1a OBbJC OT 110J13a 3a OTKPHUBAHE HA OKYJITHO KbPBECHE U 34
OMpPEJICASHE HA KIMHUYHATA 3HAYMMOCT HA AIBHO KbPBCHC, 110 [IPELICHKA crope/ ciayyas. Bb3MOKHO ¢
PUCKBT OT KbPBCHC J1a Ob/IC NMOBUILIECH [IPH OMPECACICHH I'PYIIH MALMEHTH, HAIIPUMED MALUCHTH C
HCKOHTPOJIMPAHA TCXKKA apTepHaiHa XHIIEPTOHHMS U/HJIM HA ChITBTCTBALIA TEpanus, KOSTO MOBJIMABA
xemocraszara (Bx. Touka 4.4 ,,Puck ot xemoparus™). Bb3MOXHO € MCHCTPYaAJIHOTO KBPBEHE Ja ¢ I10-
CHJIHO W/MJIM MO-TIPOAB/IKUTEIHO. XEMOPAarnyHHUTE YCI0KHEHHUS MOTraT J1a C¢ NposABAT KAaTo cnadocT,
OJICIHOCT, 3aMasiHOCT, r1aBo0OJIME HITH HEOOSICHUMH OTOLH, AUCIHES H HEOOscHUM 110K, KaTto
pe3yJITaT OT AaHCMUSATA B HAKOM CJIy4aHn ca HaO/M0/1aBaHH CUMIITOMM Ha ChbPJICYHA UCXCMHUS, KATO
00JIKa B I'bPAMTE HJIM CTCHOKAP/IHA.

Mma ¢boOI1IeHHS 32 U3BCCTHM YCJIOKHCHUS B PE3YJITAT HA TCKKO KbPBCHE, KATO KOMIIAPTMCHT
CHHAPOM M ObOpeyYHa HEAOCTATHYHOCT B PE3YATAT HA XHUNONep(y3us HIIM aHTHKOAryJaHT-CBbP3aHa
HeponaTHs NMpU M3M0JI3BaHE HA puBapokcadaH. [lo Ta3m npuunHa BEpoATHOCTTA OT KbpPBCHE TP0OBa
Jla C€ MMa IIPCABUJL IIPH NPELICHKATA HA CbCTOAHHUETO HA BCCKH MALMCHT, KOUTO € IMOJIOXKCH Ha
AHTHKOAryJIaHTHO JICYCHHE.

| leanaTpuyHa nonysanms

Jlewenue na BTE u npodhurakmura na peyuousu na BTE

OuenkaTta Ha 0C30MaCHOCTTA MPH JICLa U FOHOLIHK ¢ Oa3upaHa Ha JJAHHUTE OTHOCHO 0e30I1acHOCTTa OT
JIBC OTKPHTH aKTHBHO KOHTPOJIMpaHH npoyysanus ¢asza Il u eano - ¢pasza Il npu neanarpuynm
NALMEHTH OT PAXKAAHETO J10 Bb3pacT 1o 18 roauuu. OTKpUTHATA, CBBP3aHH C OC30MIACHOCTTA, B _—— ==

[MOBECYECTO CJIyyaM ca Mnojg00HH MeK/1y pUBAapoKcadaH M KOMIIapaTopa MpH pa3JHyHUTE [IeaHaTp ¢ -' H‘?‘}-‘x

Bb3pacTOBH rpyru. O0uio npoguiabT HA Oe30macHOCT npu 412-Te aeua v OHOWM, JIEKYBAaHH G/ _%,-t} 1 " H:ﬂ\\
puBapokcadaH, ¢ nojo0cH Ha TO3M, HAOJIIO/1aBaH MIPH Bb3pacTHATa MOMNYyJIaluMs U CbBMECTHM [JH' f‘_,;;;_'.:é,_-q ,, O, vﬁ
Bb3PACTOBUTE MOAIPYIH, BLIIPCKH Y€ OLICHKATA ¢ OrpaHHYCHA OT MAaJIKUs OpOH MALMCHTH. T { Lo | \ %
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[Ip1 neguaTpUYHHTE MALKEHTH, rMaBobonue (MHOro YectH, 16,7%), noBHIIEHA TeMniepaTypa (MHOIO
yectH, 11,7%), enucrakcuc (MHoro uect, 11,2%), nospeiuane (MHoro dectH, 10,7%), Taxukapaus
(uectH, 1,5%), nosuiasaHe Ha OnnmupyOuna (vecty, 1,5%) v NoBHILIEH KOHKOrUpaH OunupyOHH
(HeuecTH, 0,7%) ca cpOOWABAaHH MO-YECTO B CPABHEHUE ¢ BB3pacTHHTE. CBBMECTHMA C BB3pACTHATA
[OMnyJauHsa MeHoparus e Habmoaasana npu 6,6% (4ecTH) OT IOHOIINTE OT XKEHCKH MOJI CAe] MEHapXe.
TpombouHTONEHHATA, KAKTO € HAaDIIAABAHO 110 BpeMe HA MOCTMApKETHHIOBUA OIUT NpH
BhL3pACTHATA NONynauus, € yecta (4,6%) npu nenuaTpu4HUTE KNMHHUYHH NipoyyBaHus. Hexenanure
JIEKapPCTBCHH PeaKLHH NPH MEAHaTPUYHHTE NAUHEHTH €A NPECOAUMHO JIEKHU 10 YMEPEHH MO TEXECT.,

CrobluaBane Ha NOAO3UPAHHN HEXEIAaHH pEaKI UM
Cro0ilaBaHeTo Ha MOAO3HPAHH HEXKEJIaHN PEeaKLIMH Cliel pa3pelLiaBaHe 3a yrnorpeda Ha JIeKapCTBEHHUA

MNPpOOYKT € BaXHO. Tosa no3sonsaBa aa [TPOABIKH HaOIIOAEHHETO HA CHOTHOLLICHHUETO HOH3&/’pHCK 34
JCKApCTBCHHA IIPOAYKT. Ot MCOHUHHCKHUTC CIICIIHAITHCTH CC H3HCKBa 14 C'BOﬁl].laBaT BCAKa

10J03HpaHa HeXxXenana peakuus ypes M3nbinHuTenna areHnys no nekapcrsara yi. ,,Jlamas I'pyes”
Ne 8, 1303 Codwus, Ten.: +35 928903417, yebcaut: www.bda.bg.

4.9 Ilpeao3upane

[Ipu BB3pacTHH MMa cHOOILCHHA 3a PEAKH Cyuay Ha nmpenosnpane g0 | 960 mg. B cayuait Ha
NpeA03NPAHE, NaUMCHTHT TPsiOBa qa Obae HabnogaBaH BHUMATENHO 33 YCIOKHEHUS, CBBP3aHH C
KBPBEHE WIIM IPYTH HEXENaHM peakuuH (Bk. Touka , Ilopeaenue npu kppseHe™). MimMa orpanuyueHu
HAJIMYHU JaHHK npH Zeua. [lopagu orpannyeHara abcopbuus ce oyakpa ePeKT Ha HacHlllaHe Oe3
DOILJIHHTEHO NOBHLIABAHE HA CPEAHATA MJIAa3MEHA CKCIIO3ULINA NPH CYIIpaTEpaneBTHYHYU 1031
puBapokcaban ot 50 mg MM Mo-BHCOKY MPHU BB3PACTHH, 0Oave NMHAINCBAT JaHHH NpH
CyInpaTtepaneBTHYHH J031 NIPH Aclia.

ColecTBYBa CNEUNPUIHO HEYTPATIH3IUPALLIO CPEACTBO (AHOEKCAHET anda) cpey
tapMakoaHHaMHYHMA e(EeKT Ha pUBAapOKCa0aH IIPH BB3PACTHH, HO HE € YCTAHOBEHO NpPH AcLA (BXK.
KpaTKaTa XapaKkTePUCTHKA Ha NPOAYKTA, CbAbpPiKalll aHIEKCAaHET anga).

B cnyyau Ha npeno3upane Ha pHBapoKcabaH Moke 1a ce UMa NPEIBUI H3ION3BAHETO Ha aKTHUBCH
BBIJICH 3a HaMansBaHe Ha abcopbuusTa.

[ToBeacHuE PH KbPBEHE
AKO NpH NalMEHT Ha JedYeHHe ¢ puBapokcabaH ce pa3BUe CBLP3aHO C KbPBEHE YCIIOXKHEHHE,

CAeBAlIUAT NPpHEM Ha puBapokcaban TpAbGBa ga ce OTI0XKH WM JICYCHHETO TPAOBa na ce npekparH,
ako e HeoOxoaumo. PuBapokcaban HMa nony»XMBOT OT OKOO 5 110 13 yaca npH BB3pacTHH.
[TonyXHBOTBT HpH AcLa, HIYKUCIIEH C HIMOA3BAHE HA MMONYNAUHOHHH (papMaKOKHHETHYHH (DK)
NMOAXOAM 3a MOACIUPAHE, € MO-KpPaThK (BXK. TOYKa 5.2).

[TosenenueTo TpadBa aa € MHAWBUAYATIN3HUPAHO B 3aBUCMMOCT OT TEXECTTA U IOKAJIM3aLMATA HA
KpbBOH3/IKMBa. MOXKe 11a c€ H3MON3Ba MOAXOAAO CHMOITOMATUHYHO JICYEHHUE, KATO HAMpP. MEXaHUYHA
KOMIIpecHs (HaIIp. NPH TEKbK ENNUCTAKCUC), XMPYPrUyHa XeMOCTAa3a C MPOLEAYPH 3a YCTAHOBABAHE HA
KOHTPOJ HAJ KbPBCHETO, 3aMECTBAHE Ha 00eMa U MEPKM 3a MOJUThPXKAHE Ha XEMOAHHAMUKATA,
NpenyBaHE HAa KPbBHH NPOAYKTH (€PUTPOLMTEH KOHUCHTPAT WM MPACHO 3aMpa3cHa nna3Ma B
3aBHCHUMOCT OT ACOLMHPAHATA AHEMHS UM KOAryJIOnaTHs) Wi TpoMOOLIUTH.

AKO KbPBEHETO He MOXe fa ObJc OBNaAsHO C FOPEIIOCOYCHUTE MEPKH, TpAOBa Aa ce 00Chan
PUNIAraHeTO MITK Ha CicHU(HYHO HEYTPATHU3KpalLlo CPEACTBO 3a MHXUOUTOpP Ha akTop Xa
(aHaekcaHeT anga), KoeTo aHTaroHu3npa gapMakoHHaMUYHUA epeKT Ha puBapokcabaH, UM Ha
crelupUYHO NPOKOAryIaHTHO CPEICTBO, KaTO KOHIIEHTpaT Ha nporpoMbnHoBus komiwneke {PCC),
aKTHBHPaH KOHUEHTpaT Ha npotpoMOuHoBusa xoMieke (APCC) nnn pekomOunanten ¢akrop Vila (r-
FVIla). Kbm MOMeHTa 06a4e KIHHUYHUAT OIMT OT [IPUIIATAHETO Ha TE3H JICKAPCTBEHU NPOAYKTH pH
BH3PACTHH MaLMEHTH K MpPH Jela, Monydasaiiyd pusapokcaban, e MHoro orpanuyeH. [Ipenopbkara ce
OCHOBaBa M Ha OrPaHHYCHH HEKJIMHUYHK JaHHK. Mo)e Ja ce 0OMHCIN NOBTOPHOTO MpPHJIaraHe Ha
pekomOuHauTeH dakrop Vila u gosata tpadsa ga ce TUTpHpaA B 3aBUCUMOCT OT HAMAJIABAHETO Ha
KBPBEHETO. B 3aBHCHMOCT OT BB3IMOKHOCTTA Ha MACTO, B CJTy4aH Ha MAaCUBHO KbpBEHE, TPADBa na
OOMHCIH KOHCYNTALMNA Ch¢ CIMELHANMCT 0 KOAryJalHOHHY HapylIeHUS (BX. TOYKa 5.1).

He ce ouakBa npoTtaMHH cyadar 1 BUTaMuH K 1a NOBNHABAT AHTHKOAryJJaHTHATa aKTHBHOC
puBapokcabaH. ONUTHT C TpaHEKCaMOBa KHCETHHA € OTPAHHYEH H JIKACBA TaKbB C aMHHOKA
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KMCEJIMHA M anpOTHHHH MPH BB3PACTHH, NoNnyyaBaiuy puBapoxcaban. Hama onut ot ynorpebara Ha
TE3W CPEACTBA MpH Acua, HoJNydyaBalld puBapokcadan. Hsama HHTO HaAy4YHH NOKa3aTe/ICTRA 34
OMarompHATHO MOBIMABAHE, HUTO OHUT OT H3MOI3BAHETO HA CHCTEMHHA XEMOCTATHK JE€3MOMNPECHH
MpH DaLMEHTH, NMOoAy4YaBaniy puBapokcadad. [Topaayn BucokaTa CTENneH Ha CBbP3BAHE C [IA3MCHHUTE
[POTEHHM HE CE OYaKBa pHBapoKcabaH Aa MoXke 1a ObAe OTAENEH Ypes ANaiH3a.

5. ®APMAKOJIOrHYHH CBOUCTBA
5.1 <dapMakoIHHAMHYHH CBOHCTBA

dbapmakorepaneBTHYHa rpyna: AHTHTPOMDO3HU CpeACTBa, ANPEKTHN HHXUOUTOpH Ha (dakTop Xa,
ATC xox: BO1IAFOI.

Mexanu3bsM Ha JEHCTBHE
Pusapokcaban € BHCOKOCEASKTHBEH AUPEKTEH HHXMOUTOP Ha akTop Xa ¢ nepopajiHa OHOHAIUYHOCT.

Huxnbupanero Ha ¢pakTop Xa NnpekbCcBa BTPELIHUA M BHHILEH BT HA KOAryJiallMOHHATA KacKaza,
KOEeTO MHXHOMpa KakTo GOopMHpaHETO HAa TPOMOMH, Taka H 0OpazyBaHeTO Ha TpoMbn. PuBapokcaban
He HHXxuOHMpa TpoMOuHa (akTBHpaH ¢akTop 1) 1 He ca HabnoAaBaHu ePEKTH BHPXY TPOMOOLIMTHTE.

dapMakoINHAMHYHHU €(EKTH
[Ipn xopa e HabmogaBaHO 3aBUCHMO OT J103aTa HHXUOMpaHe Ha (aktop Xa. [IporpoMOKMHOBOTO BpEeMe
(PT) ce noBnnsaBa 740303aBUCHMO OT pUBapoKcabaH B TSACHA BPBb3Ka C fIa3MEHUTE KOHUECHTPALHH
(r=0,98), ako 3a TecTa ce n3non3sa Neoplastin. /lpyru pearestu Ouxa ganu pyry pe3yaTaTH.
Otyutadero Ha PT tpabsa ga crasa B cekyHaH, noHexe INR e xkanubpupano v Banuaupato 3a
KYMapHHOBH NPOAYKTH W HE MOXE Ja CE NpHaara 3a Apyrd aHTHKOAry/aHTH.

[Tpn maumeHTH, NonydaBamm pusapokcadad 3a neyenue Ha JIBT u bE n npopunakTrka Ha peunauBH,
nepceHTrNNTE 5/95 3a PT (Neoplastin) 2 - 4 yaca cne npuema Ha Tabierkara (T.€. KbM MOMEHTA Ha
MaKcHMasleH edekT) 3a 15 mg puBapokcabaHn ABa IbTH ZHEBHO ca B rpaHHUMTE OT 17 10 32 cexyHam,
a 3a 20 mg puBapokcadbaH BeaAHBK AHEBHO OT 15 a0 30 cexkyuau. [lo BpeMe Ha HaU-HHUCKATA
koHIeHTpauns (8 - 16 yaca cien npyueMa Ha TabieTkara) nepceHTunute 5/95 3a 15 mg asa neTH
JAHEBHO ¢a B rpaduuuTe ot 14 no 24 cekynnm, a 3a 20 mg Beansx AseBHo (18 - 30 yaca cnen npuema
Ha Tabnerkarta) ot 13 no 20 cexkyHan.

[Ipy NalMEHTHUTE ¢ HEKTAMHO MPEACHPAHO MBIKIACHE, N0Ay4YaBally puBapokcabaH 3a npodHnakTHKa
Ha HHCYAT W CUCTEMEH eMOonu3bM, nepceHtunnre 5/95 3a PT (Neoplastin) 1 - 4 yaca cnen npuema Ha
TabseTkara (T.€. 0 BPEMETO HA MAKCHMAJTHUA €(EKT) NIPH NALUUCHTHTE, JIEKYBaHU ¢ 20 mg eavH ObT
AHeBHO, BapupaT oT 14 1o 40 cexkyHaM ¥ npHU NMALKUEHTH ¢ yMepeHo O0bOpedHOo yBpekaaHe, NeKyBaHK C
15 mg eann nbT AHEBHO, oT 10 go 50 cexkywan. [1o BpeMe Ha Hall-HMCKATa KOHUEHTpauus (16 — 36
yaca cJjieJ npyveMa Ha tabyeTkara) mepceHTUANTE 5/95 npu naumeHture, nekysad ¢ 20 mg equH et
IHCBHO, Ca B rpaHHUUTE OT 12 10 26 cekyHaH, a NpH NAlMCHTHUTE ¢ YMepeHo OBOpeuHo yBpexaaHe,
JIeKYBaHM ¢ 15 mg eaud nuT AHEBHO, OoT 12 A0 26 ceKyHAH.

B knnHuko-hpapMakoJOrMyHO NMpoydBaHe Ha 00paTUMHUTE IIPOMEHH BBB (PapMakoJIMHAMHKATA Ha
puBapokcabaH npH 3apaBH Bh3pacTHH A0OpoBonnM (n=22), € ocHABAH €PEKTHT HAa €AHHUYHH AO3H
(50 IU/kg) Ha nBa pa3nMyHHM THIIA KOHLUCHTPAT HA npoTpoMbuHopus xommnekc (PCC), 3-paxkTopeH
KOHLIEHTPAT Ha nporpoMOuHOBHA KoMIuieke (paktopu I, IX n X) ¥ 4-pakTOpEH KOHLIEHTPAT Ha
nporpomOuHoBHA KoMiiekc {(Gakropu 11, VII, IX u X). 3-pakTopHHAT KOHUEHTpAT Ha
[POTPOMOHHOBHSA KOMIUISKC € NOHWKHJI CPEAHUTE CTOMHOCTH Ha MPOTPOMOMHOBOTO BpEME Ha
Neoplastin ¢ npubansutenHo 1,0 cexyHaa B pamxute Ha 30 MUHYTH, B CPAaBHEHHE C IOHHKABAHE OT
npubn3uTenHo 3,5 ceKkyHIM HabnaaraHo ¢ 4-hakToOpHUA KOHUEHTPAT Ha MPOTPOMOUHOBHA
KOMIUIEKC. 3a CpaBHEHHE, 3-(PaKTOPHUAT KOHUEHTPAT HAa NMPOTPOMOHHOBHSA KOMIUIEKC € MMA I10-
royisM M no-6sp3 obil epekT BbpXy 0OpaTHMHTE NPOMEHH B €HAOTCHHOTO 00pa3yBaHe Ha TPOMOHH OT
4-haKTOpPHUA KOHLICHTPAT Ha NPOTPOMOHHOBHS KOMILICKC (BK. TO4Ka 4.9).

AKTHBHpaHOTO napuuanso TpoMobonnacTtuHoBo Bpeme (aPTT) n HepTest cbio ca yapmxkeHu B
3aBHCHMOCT OT J103aTa, HO M3MOJI3BAaHETO UM 33 OLICHKA Ha (papMakoJAHMHaAMHUYHHUA €PEKT Ha
puBapokcabaH He ce npenopp4sa. HaMa HeoOXoauMocCT 0T Had/MOAeHHE Ha KOAryJIallHOHHUTE,
napaMeTpH O BPEME Ha JICHEHHETO ¢ pyUBapokcabdaH B KJIMHUYHATA [IPAKTUKA. BBIOpeKu TOB
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EKJIMHUYHO NMOKa3aHo, HUBATa Ha pUBapoKcalaH mMorat Aa 6b1aT H3MepBaHU ¢ KanubpupaHu
KOJIMYECTBEHH TECTOBE 3a aHTHakTop Xa (BXK. TouKa J.2).

[TeauaTpuyHa nomnyJjaius

AHanu3ibT Ha PT (pearent - HeonnacTuH), aPTT u antu-Xa (¢ KannbpupaH KOJIHYECTBEH TECT)
NOKA3Ba TACHA BPB3Ka C ILIA3MEHUTE KOHLCHTPALMK NIpy Acua. Bpe3kaTta Mexay aHTu-Xa u
[Na3MEeHHTE KOHLICHTPAUHH € IMHEHHA ¢ HakJIOH Onu30 a0 1. Morat na Bb3HHKHAT HHANMBHIYAJIHH
HECBOTBETCTBHS C [10-BHCOKH HIIH MMO-HUCKH aHTH-XA CTOMHOCTH, B CPABHEHHUE ChC CHOTBETHUTE
[U1a3MEHM KOHUEHTpaurH. HaMa HeoOXoAUMOCT OT HaOMOACHHUE HA KOATYITALMOHHUTE NAPAMETPH 10
BPEME Ha KIIMHMYHO JIcYeHHe ¢ puBapokcaban. Bee nak, ako € KIIMHUYHO MOKA3aHO, KOHUEHTPALHHUTE
Ha puBapokcabaH Morar Aa 0baaT H3MEpPBaHH ¢ KanuOpHUpaHN KOJIMYECTBEHH TECTOBE 33 aHTH-QaKTOp
Xa B mcg/l (Bxk. Tabnuua 13 B Touka 5.2 3a Anana3oHMTE Ha HAOMIOIaBaAHUTE NJ1a3MECHHU
KOHLICHTPAaLyHy Ha puBapokcadad npu acua). JlonmHara rpaHMLa Ha KOIHYECTBEHUTE ONpeacIsHUA
TpsAOBa 11a C€ UMa MPpEABUI, KOTATO CE U3IQ/A3BA aHTH-Xa TECTHT 3a KOMMYECTBEHO ONPEACIISHE HA
IUTa3MEHUTE KOHICHTPAUUH Ha puBapokcabaH npu aeua. He ¢ yctaHOBEH npar 3a €¢pPHKaCHOCT WIK
CHOUTHA, CBEP3aHHU ¢ 0€30MacHOCTTA.

Knuauuna egukacHocT ¥ 6€30MacHOCT

[IpodhHnakTHKa HA HHCYAT U CUCTEMEH ¢éMO0IM3bM NPH NALMEHTH ¢ HEKITAMTHO NPEACHPAHO MBXKJIECHE
KnuHu4yHaTa nporpama ¢ pusapokcadaH € IJIaHMpaHa ¢ Len Aa AeMOHCTpHpa ePHKaCHOCTTa Ha
puBapokcabaH 3a NpogHIaKTHKa Ha MHCYJIT U CUCTEMEH eMOONH3IbM IIPH MALMEHTH C HEKJIAITHO
NpeAChPAHO MBXJCHE,

IIpu ocxoBHOTO ABOHHO ciano npoy4uBaHe ROCKET AF 14 264 naunenTn ca pasnpelencHy aa
nojsiydasaT WwiM puBapokcadaH 20 mg BeAHBK AHEBHO (15 mg BeaHBK JHEBHO NPHU MALUEHTH C
KpeaTHHUHOB KIUPBHC 30 — 49 ml/min) niu Bapdapus ¢ TuTpHpane Ha go3ata oo INR 2,5
(TepaneBTHYHHU rpadHuum 2,0 no 3,0). MeanaHHaTa NpOAB/DKUTEAHOCT Ha NPOBEACHOTO JieueHue € 19
Mecela, a o0LaTa Npoab/HKUTENHOCT € 10 41 Mecena.

34,9% oOT nauMeHTHUTE ca IEKYBaHM C aueTHACATHIHIOBA kucenuHa M 11,4% ca nexkysanu c knac I11
aHTHAPUTMHYHO CPEACTBO, BKIOYUTEIAHO aMHOZAPOH.

PuBapokcaban € ¢ He no-mManka ¢EKTHBHOCT OT Bap(apHH 33 MbpBUYHATA ChCTABHA KpaifHa TOYKa 3a
UHCYAT U cucTeMeHd eMbonu3eM u3rbH LIHC. B nonynauusATta no nporokon Ha icMEHUE HHCYNIT HWIH
cUcTeMeH eMboNn3bM ce Habntoaasat npu 188 mauuenTH Ha puBapokcaban (1,71% Ha roauHa) v npu
241 na Bapdapus (2,16% na roguna) (KP 0,79; 1H 95%, 0,66 - 0,96; P<(0,001 3a He mo-Mmaska
e(pekTHBHOCT). OT BCHUKH PaHIOMHU3HPAHM [TALMEHTH, KOUTO ca aHaiusupanu o ITT, neperuunm
cbOUTHS ce pa3BuBaT npu 269 Ha puBapokcadan (2,12% xa roguna) u 306 na sapgapun (2,42% Ha
roguHa) (KP 0,88; 95% 1A, 0,74 - 1,03; P<0,001 3a He no-manka epektusHoct; P=0,117 3a
NPEBRB3XOACTBO). PE3yITaTHTE 33 BTOPUYHHUTE KPalHHU TOYKH, KAKTO €a M3CNEABAHU B HepapXu4eH
nopaabk B ITT ananuia, ca nokaszanu Ha Tabauua 4.

Cpen nanuentuTe B rpynara Ha sapgapyd INR cTOHHOCTHTE ca B rpaHHLMTE HA TEpaNeBTHYHUA
auana3soH (2,0 no 3,0) cpeano 55% ot ppemero (Meauana 58%, nHrepkBapTuneH ananasoH 43 no 71).
EdexThT Ha puBapokcabaH He ce pa3nndaBa Ha HMBO UeHTpanHo TTR (BpeMme B Tapreten INR
auanasoH 2,0 - 3,0) npu kapTunnte ¢ eaHakss pasmep (P=0,74 3a B3auMonaeiicTaue). B Hall-ropuns
KBapTWI N0 OTHOLISHHUE Ha LUeHThpa KoednunentsT HA Puck (KP) 3a puBapokcaban cnpsamo
BapdapuH ¢ 0,74 (95% 1IU, 0,49 - 1,12).

YectoTaTa Ha OCHOBHHUTE PE3yATaTH 33 He30MacRoCT (roIEMH M HETOJIEMH KITHHNYHO 3HAYHMH
KpbBOH3JIMBH ) ca NMOJAOOHH 3a ABCTE TepaneBTHUYHM Ipyiv (Bxk. Tabnuua 5).
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Tabanua 4: Pesyaratu 33 epuxacuocr ot ¢asa l1I ROCKET AF

[IpoyuBana momyjanusa

ITT ananu3 Ha ePUKACHOCTTA NMPH NALHEHTH ¢ HEKTANHO

NpeAChPAHO MbHK/AEHe

TepaneBTH4YHa 2032 Pueapokcadan 20 mg Bapdapun rurpupan | KP (95% [IHN) p-
eJHH 0BT JHEeBHO ao INR 2,5 CTOHHOCT, TECT 34
(15 mg BeaHBK (TepaneBTHYHH NPeBL3IX0ACTBO
AHEBHO NpPH rpanuun 2,0 a0 3,0)
NAUHEHTH ¢ YMEPEHo |
' 0nL6peuHo 1
1i yBpexaaHe) YecToTa HA
YecToTa HA crouTHero (100
cuOuTHeTO (100 NaUUEHTO-TOAHHH)
NANHEeHTONALHEHTO-
FrOAHHH)
NHCynT M CHCTEMEH 269 (2,12) 306 (2,42) 0,88
eMmbonu3sM H3BbH LIHC (0,74 — 1,03)
| 0,117
HUucynr, cuctemeH 572 (4,51) 609 (4,81) 0,94
eMmbonu3sm n3BeH LIHC H (0,84 — 1,05)
ChAOBA CMBPT 0265
Hucynr, cucremen 659 (5,24) 709 (5,65) 0,93
embonn3em n3ebH IHC n (0,83 — 1,03)
CBIOBa CMBPT 0 158
- HHcynT 253 (1,99) 281 (2,22) 0,90
(0,76 — 1,07)
0,221
| -  CucreMmeH 20 (0,16) 27 (0,21) 0,74
‘ eM00I13BbM HU3IBBH (0,42 - 1,32)
LHC 0,308
HNudapkT Ha MHOKapaa 0,91
130 (1,02) 142 (1,11) (0,72 -1,16)
0,464

Tabnuua S: Pesyarartu 3a 6esonacHocT oT ¢a3a Il ROCKET AF

[IpoyuBana nomnyjaanus

IIanHeHTH ¢ HeKNANHO npeacbpaHo MLMEHEI}

TepaneBTHuHA 1032

PuBapokca®Gan
20 mg eauH NBT

aHeBHO (15 mg BeAHBLK

AHEBHO NIPH MalHEHTH
¢ yMepeHo OLOpeuHo
yBpekKaaHe)

YecToTa HA CHLOMTHETO

(100 manuenTo-
rOAHHH)

Bapgapun THTpHpaAH
no INR 2,5
(TepaneBTHUHH
rpauuuu 2,0 no 3,0)

YecToTa HA CLOHTHETO
(100 nanuenTo-

KP (95% AH) P-
CTOHMHOCT

f

['oneMu ¥ Heronemum
KIWHHUYHO 3HaYHUMH
KPBbBOH3JINBU

1,475
(14,91)

COAHHH)
1,449

(14,52)
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["onemMM KpBBOU3IHUBH 395 386 1,04
(3,60) (3,45) (0,90 - 1,20)
| 0,376
- CMBpT B pe3ynTar 27 55 (0,48) 0,50
Ha KbPBEHC™ (0,24) (0,31 —0,79)
0,003
-  Kwupeene ot 01 133 (1,18) 0,69
KPUTHYEH Opran® | (0,82) (0,53-091)
| 0,007
- HAnTpakpaHunancH 55 84 (0,74) 0,67
KPpBbBOH3JIUB* (0,49) (0,47 — 0,93)
0,019
i - Cnan Ha 305 254 (2,26) 1,22
xeMmornodonHa* (2,77) (1,03 —1,44)
0,019
-  KpbsonpenupaHe 183 149 (1,32) 1,25
Ha 2 HJIH NOBCYE (1,65) (1,01 —1,55)
e NUHHLN 0,044
CPUTPOLIMTH UNH
LA KpeB*
HeroneM# KIMHHYHO 1,185 o 1,151 (11,37) 1,04
3HAYHMHU KPHBOU3NHBH (11,80) (0,96 -1,13)
; 0,345
CMBPTHOCT IO BCAKAKBH 208 250 (2,21) 0,85
[IPHUHHMY (1,87) (0,70 - 1,02)
0,073 !

a) [Tonynaumsa, H3MUTBAHA MO OTHOIIECHHE HAa O€301MaCHOCT, HAa N€YCHUE
* HoMuHanHO 3HaYUMH

B nomennenue kpM npoyusaHeTo ¢aza [[ ROCKET AF, e npoeeaeHo npoCcneKTHBHO,
MOCTMAPKETUHIOBO, HEMHTEPBEHLMAHAIHO, OTBOPEHO KOXOPTHO Ipoy4BaHe ¢ eHo pamo (XANTUS)
C OCHOBEH H3X0[, BKJIuBal TpoMboembonuann cLbutug u ronamo kbpeese. 6 704 nauueHTta ¢
HEK/anHO NMPEACHEPAHO MBAKICHE ca OMIH BKIIOUEHH 33 MPoQHUJIAKTHKA HAa HHCYIT U eMOONIHA H3BLH
1[eHTpanuara HepBHa cucteMa (LUHC) npu peanuu ycnosus. Cpeauure pesyntatd Ha CHADS?2 ca
omnn 1,9 u na HAS-BLED ca 6unu 2,0 npu XANTUS, B cpaBHEHHE CBC CPEAHNUTE PE3YJITATH HA
CHADS2 u HAS-BLED ot 3,5 u 2,8 crotBeTHO nipu ROCKET AF. N'onsaMmo xepBeHe € HabawaaBaHo
npu 2,1 cnydas 3a 100 naupento-roguun. Crobluaea ce 3a patancH KppBou3nus npH 0,2 cnyvad 3a
100 nauMeHTO-rOAMHH U BbTpeUEpencH KpLBoU3nuB npy (0,4 cnyyas 3a 100 nauueHTo-roauHH.
Hucyat unu embonma n3ewH LIHC ca pernctpupanu npu 0,8 cnydyas 3a 100 naumeHTo-roamHum.

Te3u HaOmOaeHUA B peallHi YCIIOBHA Ca B CbOTBETCTBHUE C YCTAHOBCHHUS Npod Uil Ha He30MacHOCT npy
TOBA MMOKA3aHHE.

B nocTMapKeTHHIOBO HEHHTEPBEHLUHMOHAIHO NPOy4YBaHe IIpH noee4de ot 162 000 nauueHTH o1 YETUPH
IbpXKaBH pHBapoKcabaH ¢ npeanncaH 3a npodunaxTHKa Ha HHCYJIT M CUCTEMHa eMO0/IHA MpH
NALUEHTH ¢ HEKJIAMHO NPCACEPAHO MbXKacHe. HecToTaTta Ha ¢pbOMTHATA 32 HcXeMHYeH HHCyT ¢ 0,70
(95% CI 0,44 — 1,13) 3a 100 mauneHToroavHu. KepBeHe, KOSTO BOAU 0 XOCIHUTAIM3ALMA, HACTBIIBA C
yecToTa Ha chOnTHATa Ha 100 nauueHToroannum 0,43 (93% C1 0,31 — 0,59) 3a seTpeuepeneH
KpbBOH3NNB, 1,04 (95% C1 0,65 — 1,66) 3a ctomamiHO-4upeBHO KbpBeHEe, 0,41 (95% C1 0,31 - 0,53) 3a
yporeHutanHo kbepBeHe U (3,40 (95% C1 0,25 — 0,65) 3a apyro kbpseHe.

llaliHeHTH, DOANTOXKEHH HA KADAHOBEP3INO
IIpocneKTHBHO, paHZOMH3HUPAHO, OTBOPEHO, MHOTOLICHTPOBO, €KCIUVIOPATOPHO MPOYYBAHE Cb
3acJIerIcHa OUEeHKa Ha KpaiiHata Touka (X-VERT) e nposeacno npu 1 504 nauneHTH (Hene
nocera ¢ nNepopajiHM aHTUKOAryJaHTH U JIEKYBaHU NPEABAPUTENIHO) ¢ HEKITANTHO NPEACHPA
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MBXACHE IUTAHHPAHO 32 KAPAHOBEP3HO, 3a Ia CC HANIPaBH CPABHCHHUE MEXAY pUBapoKcadaH u
agantupana go3a ABK (pangoMuzupaHo 2:1), 3a npeBeHLIMS HA CbPACYHOCHAOBH CHOUTHSL.
H3non3BsaHu ca cTpaterum ¢ NoMoITa Ha HacouyBaHe ypes TEE (1-5 fuu npeasaputenHo neyeHue)
MTH KOHBEHLIMOHAIHO KapAUOBEP3HO (HaH-ManKo TPH CEAMHUM MPEABAPHTENHO JICYCHHE).
[TepBHYHMTE PE3YATATH 32 €PHUKACHOCT (BCUYKH MHCYITH, IPEXOAHA HCXEMHYHA aTaKa, CUCTEMECH
emOonn3sM HecBbp3aH ¢ LIHC, ungapkr Ha muokapaa (MH) u cepaevHocsa0Ba CMBPT) €a ce
noasuau npu 5 (0,5%) mauueHTH B rpynara Ha puBapokcabad (n=978) u 5 (1,0%) nauueHTa 8
rpynata Ha ABK (n=492; RR 0,50; 95% CI 0,15-1,73; moaudunupana ITT-nonynauns). OCHOBHHUAT
pe3yartat 3a 6e3onacHoCT (MacHBHO KbpBeHe) ce € noasun npu 6 (0,6%) u 4 (0,8%) nauuenty B
rpynute Ha puBapokcaban (n=988) u ABK (n=499) crotBeTHO, (RR 0,76; 95% C1 0,21-2,67;
Oe3onacHa nonynanus). ToBa eKCNIOpaTOPHO NPOYYBAHE € NOKA3a/10 CPaBHMMA €(DHKACHOCT H
Oe30MacHOCT MEXAY IPYINUTE Ha jeueHne ¢ puBapokcaban 1 ABK B ycrosusita Ha kapauoBep3HoO.

[TauueHTH ¢ HEKIAMHO NPEACHPAHO MBXACHE, KONTO noasaexar Ha [IKH ¢ nocTapaHe Ha CTEHT
H3BbpilicHO € paHIOMH3NPAHO, OTKpHMTO, MHOroueHTpoBo npoyusaHe (PIONEER AF-PCI) c 2 124
MALMEHTH ¢ HEKNAIMHO NPEAChpAHO MBXKACHE, KOUTO ca Ounmu nognoxeHn Ha [TIKH, ¢ moctaBsaHe Ha
CTEHT 3a II'bPBHYHO aTEpOCKIEPOTHYHO 3a00NABaHe, 32 CpaBHABAHE Ha 0€30MaCHOCTTA HA JIBE CXEMH
Ha puBapokcabaH H eqHa VKA-cxema. [lannenTnre ca Sunu pasnpeaeneHy Ha CiTy4yaeH MpUHLIMI
[:1:1 3a obma 12-meceqna tepanus. [lanpedty ¢ aHaMHe3a 3a HHCyAT vl [TUIT ca n3knoueHn.
['pyna | nonyyasa pusapokcadbad segHBX OHEBHO 15 mg (10 mg BeJHBK AHEBHO MPH MALIMEHTH C
KpeaTHHHHOB KIHpBHC 30 — 49 ml/min) witoc P2Y 12 unxuburop. ['pyna 2 nonyyasa 2,5 mg
pHBapoxkcadaH aBa MeTH OHEBHO 3aenHo ¢ JITAC (nBo¥Ha Tepanua ¢ aHTUTPOMOOLIMTHH CPEACTRA,
HafpuMep Knonugorpen 75 mg (Mau samecteawna P2Y 12 maxubHTOp) Moc HUCKaA 1034
aneTriicanuuunoa kucenuHa (ACK) 3a 1, 6 unu 12 Meceua, rnociearana ot puapokcadban 15 mg
(unn 10 mg 3a nauueHTH ¢ KpeaTHHHHOB KNHPBHC 30 - 49 ml/min) BeAHBX AHEBHO, TUTKOC HHCKA 11034
ACK. I'pyna 3 nonyyasa kopurupana no3a VKA mimoc JJTAC 3a 1, 6 unu 12 Mecena, nociaeapaHa ot
Kopurupata ao3a VKA, nmoc Hucka no3a ACK.

[InpBHYHaTa KpaiiHa TOYKa 32 0€30MAaCHOCT, KMTHHHYHO 3HAYHMHTE C/IYYaH Ha KbPBCHE, CE NOABABAT
npu 109 (15,7%), 117 (16,6%) u 167 (24,0%) yyacTtHuum B rpyna 1, rpyna 2 u rpyna 3, peCrieKTHBHO
(HR §,59; 95% C1 0,47-0,76; p<0,001 n HR 0,63; 95% C1 0,50-0,80; p<0,001, pecnekTUBHO).
BropHuHaTa KpalHa TOYKa (CbCTaBERA OT ChpACYHO-CbAOBH ChONTHA CC cmbpT, MH Hnm nHCYyAT), €
HaOmogasana npu 41 (5,9%), 36 (5,1%) u 36 (5,2%) yyacTHuuM B rpyna 1, rpyna 2 u rpyna 3,
CBOTBETHO. Beaka OoT cxeMNTE Ha pHBapokcabaH Moka3ea 3HAYMTENIHO HAMAJIABAHE Ha KIIMHUYHO
3HAYUMHUTE CIIyYau Ha KbPBEHE, B cpaBHEHHME ¢ VKA-CXeMaTa IIPH NAUUEHTH € HEKJIAMHO MPEACHPAHO
MBXIEHE, KOUTO ca Ounn noanoxkeHu Ha ITKH ¢ nocraBaHe Ha CTEHT.

OcnoeHarta uen Ha PIONEER AF-PCI ¢ onenka Ha 6¢3onacHocTra. JIaHHUTE OTHOCHO €PHKACHOCTTa
(BKTIOYHUTENHO TpoMOOeMOONUYHHU SBJICHHA) [IPY Ta3U NOMYIALMsA Ca OTPaHHYCHH.

Jewenue na J[BT, BE u npodhunaxmuxa na peyuousupayu JIBT u BE

KnuHnuHara nporpama ¢ pusapokcabaH € mmaHdpasa ¢ Uel Ja JeMOHCTpHpa ¢PUKacHOCTTa Ha
pUBApOKCabaH nMpy HAYaNHOTO U NPOABDKHMTEIHOTO NiedeHue Ha ocTpd JIBT u bE u npodunaktukara
Ha PELMIAHBH.

Hapn 12 800 nmanueHTH ca Mpoy4YEeHH B YETHPH PAHAOMH3HPAHH, KOHTPOJIHPAHH KIMHHYHU
npoyuBauus ¢asa IlI (Einstein DVT, Einsten PE, Einstein Extension # Einstein Choice) u
JOITBJIHUTEIIHO € MPOBEACH MPEABAPUTENIHO AchuHUpaH cOOpeH aHanu3 Ha npoyupaduaTa Einstein
DVT u Einsten PE. O6iuara koMOHMHHMpaHa NpOABIDKUTEIIHOCT HA ICHCHUETO 3@ BCHYKH NPOYYBaHMA €
o 21 mecena.

B npoyuBaneTro Einstein DVT 3 449 nauuentu ¢ octpa [ABT ca npoy4enm 3a nevenuero va ABT u 3a
npodunakryika Ha peupauBupaitin JIBT u BE (manuenture cwe cumnromaruueH bE ca nakirouesnu ot
TOBa npoy4BaHe). [IpoAbIKUTEIHOCTTA Ha JA€YSHHUETO € 3, 6 MK |2 Mecela B 3aBUCHMOCT OT
KJIMHUYHATA MPEUCHKA HA U3CICA0BATENA.

3a JIeUCHUETO mpe3 NbPBHUTE 3 ceAMULM Ha octpa /IBT ca npunaranu 13 mg puBapokcaban gBa
gHeBHO. Cien TOBa JIEUEHNETO Npoab/pkaBa ¢ 20 mg puBapokcabaH €IUH MBT JHEBHO. o
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B npoyusaneTo Einsten PE 4 832 naumenTn ¢ octep bBE ca npoyyenu 3a neyennero Ha bBE u 3a
npodunaktuka Ha peuransupacim BT u BE. [Ipoasmkurennoctra Ha neyenrero € 3,6 unm 12
Mecela B 3aBUCHMOCT OT KJIMHMYHATA MPEUECHKA Ha H3Cea0BaTe4.

3a neyenueTo Ha ocThp bE npes nupeuTe 3 ceaMunu ca npunaradu 15 mg pusapokcabaH aBa NbTH
AHeBHO. Crieq TOBa NCYECHUETO Npoabakasa ¢ 20 mg puBapokcabaH eJHH BT AHEBHO.

H npu asere npoyusaHusa Einstein DVT u Emnsten PE cparHuTEIHOTO NeveHNE BKITKOYBA
€HOKCAnapHH B NPOILKEHHE Ha IOHE 5 THM B KOMOHMHALKMA ¢ aHTAaroHNCT Ha BUTaMHH K 10
nocturaHe Ha cTolHOCT 3a PT/INR B Tepanesriunute rpanvuu (= 2,0). JleuenueTo npoabmiasa ¢
aHTaroHKCT Ha BUTaMHH K, KaTo J03ara My € TakaBa, 4e cToitHocTuTe 32 PT/INR naca s
TepaneBTHUHMTE rpaHulH ot 2,0 1o 3,0.

B npoyusaneTo Einstein Extension 1 197 nauuentu ¢ IBT nnm BE ca npoyyenn 3a npoduiakTHKa Ha
peuuausupaiiy [ABT u bE. [lpoasmmxurenHocTra Ha nevenueTo 0OXBallla JOMBIHUTEIHU 6 10

12 Mecela npH MaLyeHTH, KOMTO Ca MPEMUHAIM KYpC Ha JiedeHUe oT 6 10 12 Mecena Ha BEHO3EH
TpoMO0eMOONIM3BM B 33aBHCHMOCT OT KJIMHHYHATA NPELCHKA Ha n3caenosarend, CpaBHARaA ce
puBapokcabaH mg BEAHBK JHEBHO ¢ nnauebo.

[Ipoyusanudara Einstein DVT, PE n Extension U3moa3Bar ¢1HH M ChLUIY NPEeABAPUTENIHO AePHHHPAHH
MbPBHYHH U BTOPHYHHK pe3yiaTat 3a edukacHocT. [TbpBHYHHAT pe3ynTaT 3a e(PHMKACHOCT €
CHMIITOMAaTU4EH peluauBHpall BeHo3eH TpomboembonussM (BTE), nedpunupan kaTo CbCTaBEH OT
peauaneupaiua ABT wiu neranen win Henetaned bE. BropuuHuAT pe3yarar 3a epHMKacHOCT ce
Aedraupa KaTo chbyeTaHue ot peuuauBnpaiua BT, HeneraneH BE v CMBPTHOCT HE3aBHCHMO OT
PUYHHATA.

B npoyusaue Einstein Choice 3 396 naumenTu ¢ norespacHa cumnromatudHa BT w/mnu BE, kouro
ca 3aBbPLUIM 6 A0 |2-MeCeyHO AaHTUKOAaryJlaHTHO JICUCHHE, ca NPOYUYCHH 3a NMpoPHUIaKTHKaA Ha
¢atancu bE u vedaTanun cumnromatnunn JABT u BE. [lanmenTHTe ¢ noka3zaHue 3a poabIXKHTEIHO
AHTHKOAryJIAHTHO JICYEHHE € TCPAINICBTHYHA J103a €& M3KITIOUYSHH OT MPOYYBaHETO.
[TpoasmKUTENHOCTTA HA JIEYCHUETO € A0 12 Mecella B 3aBUCHMMOCT OT JaTaTa Ha HHANBHAYaJlHOTO
panaoMmusHpane (Meanada: 351 quu). Pupapokcaban 20 mg BeaAHbX AHEBHO H puBapokcaban 10 mg
BEIHDBX JHEBHO ca cpaBHEHHU ¢be 100 mg aueTUNcCaNnHUUAOBA KUCEAHHA BEAHBXK THEBHO.
[TBpBUUHKAT pe3ynTat 3a €PUKACHOCT € CUMIITOMATHYEH PeLUAMBHPALL BEHO3EH TpoMBoeMO0IH3IBM
(BTE), nepuuupan karo cMecvuara ot peurausupaita JIBT uan daranex i HedarancH bE.

B npoyuBanero Einstein DVT (Bx. Tabnuua 5) ce nokasea, ue pupapokcadaH € ¢ He 10-MaJlka
eexkTHBHOCT OT eHOKcanapuH/ABK 3a nbpBHuHHA pesynaTtar 3a epukacHocT (p < 00,0001 (Tect 3a He
nmo-manka epexktnBHOcT)); Koeduuuent Ha Puck (KP): 0,680 (0,443 - 1,042), p = 0,076 (TecT 3a
npepb3xoAcTBO)). [lpeasapurento AchuHUpPaHATA HETHA KIMHHYHA 10134 (MbPBUYEH PE3YIITaT 34
e(HMKACHOCT IIOC KpbBOM3INMBH) ce chodiaea ¢ KP 0,67 ((95% JU: 0,47 - 0,95), HomuHanHa p
croiHoCT p = (0,027) B non3a Ha puBapokcabaH. INR cTOHHOCTHTE ca B TepaneBTUYMHHA AHANAa30H
cpegHo 60,3% OT BpeMETO IIpH CpeaiHa NPOAB/DKHTENHOCT Ha neueHUeTo oT 189 auu, u 55,4%, 60,1%
M 62,8% OT BPEMETO MPH I'PYINUTE € IVIAHMPAHO JICMEHHE C NPOAB/DKHUTENHOCT CHOTBETHO 3, 6 1 12
Meceua. B rpynara Ha eHokcanapuH/ABK HfMa sicHa Bpb3Ka MEXAY HHBOTO HA CPEHOTO LIEHTPANHO
TTR (BpeMe B TapreTeH INR auanazon 2,0 - 3,0) ripy TepTHUIMTE C €IHAKBB Pa3MEP U YECTOTATA HA
peunausupawure BTE (p = 0,932 3a B3auMozneiicreue). B Hali-ropHHs TEPTUIT 10 OTHOLLCHHE HA
ueHrspa KoepuuneHTsT Ha PUck (KP) npu pusapokcadas cipamo sapdapus e 0,69 (95% JU: 0,35 -
1,35).

HecToTHUTE 3a MBPBHUYHUA PE3YIITAT 32 OE30MACHOCT (IrOJIEMH HJIH KIHHHUYHO 3HAYMMHM HEroJIeMH
KPBBOM3IHBH), KAKTO H 32 BTOPHYHHA PE3yATaT 3a 6¢30MnmacHocT (roaeMH KPBOH3JIMBH ), CA CXOIHH 33

ABCTC TCPANCBTHYHH I'DYIIHA.

Tabauua 6: Pesyaratu 3a epuxkacHocT H fezonacHocT o1 ¢a3a Il Einstein DVT

[IpoyuBaHa nonyaauua 3 449 nansenTH CHC¢ CHMITOMATHYHA O0CTPA AbJOOKA Bek

TpoMdo3a / ks T
o3a 1 npoabIKHTENHOCT HA | PHBapokcadan® Enoxcanaan/ABKPﬁ’ Foati e
JICHEHHETO 3, 6 uan 12 Meceua 3, 6 uau 12 Mecena X
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N=1 731 N=1718
CuMnTOMaTH4YEH 36 51
peurauBupam BTE* (2,1%) (3,0%)
- CuMnroMatTu4eH 20 18
peunauBupam bE (1,2%) (1,0%)
- CuMnToMaTHvHa 14 28
peunausupauia JJBT (0,8%) (1,6%)
- Cumnromatnyau BE u | 0
BT (0,1%)
- baraneH BE/cMbpT, 4 6
KbIeTO BE He moxe na | (0,2%) (0,3%)
ObJe M3KIIOYECH
| ' onaMo nau KIHHHUYHO 139 138
3HaYHMO HErONsAMO KbPBEHE (8,1%) (8,1%)
["'oneMu KpBBOH3NUBH 14 20
(0,8%) (1,2%)
) PusapokcabaH 15 mg aBa nbTH AHEBHO 3a 3 CEAMHUUH, NOC/IEABaHO OT 20 mg eauH
BT AHEBHO
©) EHOoKCanapHH 3a HAU-MaJKoO J JHH, 3acTBIEH M nociensad ot ABK
* p < 0,0001 (He mo-manka e(KacHOCT O OTHOLLIEHUE Ha NpeaABapUTenHo onpeaencH KP 2,0);

KP: 0,680 (0,443 - 1,042), p = 0,076 (npepb3X0/ICTBO)

B npoyusaseTto Einstein PE (Bx. TaOnuua 6) € neMoHcTpHpaHo, Ye puBapokcadaH e ¢ He no-Maska
epukacHocT ot eHokcanapuH/ABK 3a nbpBHuHKMA pe3yaTar 3a edukacHocT (p=0,0026 (TecT 3a He no-
Mmaska epukacHocT); KP: 1,123 (0,749 - 1,684)). [IpeapaputenHo neduHHpaHaTa HETHA KJIMHUYHA
non3a (ITbpBHYEH PE3YNATaT 3a €PHUKACHOCT [UIKOC IoJIEMH KpbBoH3nueH) ce cbobiana ¢ KP ot 0,849
((95% AH: 0,633 - 1,139), HomunanHa p croitHocT p = 0,275). INR cToiiROCTHTE ca B TepaneBTHYHHA
auana3soH cpelHo 63% OT BpeMETO NPH CPpeHa MPOABIDKHTENHOCT Ha JISYCHHETO oT 215 auu n 57%,
62% u 65% OT BpeMeTO Npu rpynUTe € IIAHAPAHO JICYEHUE C MPOABIKHUTENHOCT CHOTBETHO 3, 6 1 12
mecela. B rpynara Ha eHokcanapvH/ABK HsAMa ACHa Bph3ka MEXKAY HUBOTO HA CPEAHOTO 1LIEHTPANHO
TTR (Bpeme B Tapreren INR auanazon 2,0 - 3,0) npH TepUUANTE ¢ €AHAKBB pa3Mep M YECTOTATA Ha
peunausupawuute BTE (p = 0,082 3a B3auMoneicTsue). B Hal-ropHus TEpLUIUI MO OTHOWICHHAC HA
neHtepa KoepnuueHtsT Ha PHck (KP) nipu puBapokcaban cripaMo Bapapus e 0,642 (95% JH: 0,277
- 1,484).

YecToTHTE 332 MBPBUYHUA pe3yaTaT 3a Oe3onacHOCT (roieMH WM KIMHHYHO 3HaYHMH HETOJICMH
KPBbBOU3JIMBH) Ca MAJIKO MO-HUCKHM B IpymnarTa Ha JaedycHue ¢ pusapokcadaH (10,3% (249/2412)) B
CpaBHEHME ¢ rpynara Ha jgedeHue ¢ eHokcanapua/ABK (11,4% (274/2 405)). Yectorara 3a BropHuHus
pe3yaTar 3a be3onacHOCT (roleMy KpbBOU3IMBH) € NO-HHUCKa B Irpyrnara Ha puBapokcaban (1,1% (26/2

412)) B cpaBHeHUE ¢ rpynarta Ha eHokcanapvH/ABK (2,2% (52/2 405)) ¢ KP 0,493 (95% JU: 0,308 -
0,789).

Tabauna 7: Peaynrarn 3a epuxacHoct H dezonacuoct ot ¢asa IIl Einstein PE

IIpoyyBaHa nomy.J1anus 4 832 manueHTH ¢ 0CcTPA CHMOTOMAaTH4YHA BE
J103a H NpoaBJKHTENHOCT HA | PHBapoxcafan® Enoxkcanapuu/ABKPY
JIEYEHHETO 3, 6 niu 12 mecelta 3,6 nnu 12 Mecena
N=2 419 N=2 413
CHMIITOMaTHYEH 30 44
pendausuapam BTE* (2,1%) (1,8%)
- CumnroMaTHyucH 23 20
peunauBHpaw bE (1,0%) (0,8%)
- CuMnroMaTrH4Ha 18 17
peunausupama JIBT (0,7%) (0,7%)
- CuMmnroMaTuunu BE u 0 2
ABT (<0,1%)
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- (ataneH bBE/cMbprT, 11 7
kbaeT0 BE ue moxe aa | (0,5%) (0,3%)
ObOC U3KIKUCH
["onsMO MM KIIMHHYHO 249 274
3HAYHMO HErOMAMO KbPBECHE (10,3%) (11,4%)
['oneMH KpbBOH3IIHBH 26 52
(1,1%) (2,2%)
2) Pusapokcaban 15 mg aBa TsTH IHEBHO 32 3 CEAMMIM, NTOCNEABAHO 0T 2() mg enH IbT JHEBHO
€) EHokcanapyH 3a Hal-Manko 5 JHH, 3aCThICH K nocneasad or ABK
* p < 0,0026 (e mo-mManka epHKaCHOCT 110 OTHOILICHKE Ha ITpeapapuTteHo onpenencH KP ot 2,0);

KP: 1,123 (0,749 - 1,684)

[IposencH e npeasapurenydo achuHupaH 0000IICH aHANMK3 Ha pe3y/TaTa OT NpoyuBaHuATa Einstein

DVT u PE (Bx. Tabauua 8).

Tabdnuua 8: Pesyaratu 3a epuKacHoCT H OezonacHoCcT 0T cOopeH aHaau3 Ha (pasa 11l Einstein

DVT u PE
[IpoyyBaHa nonynanus 8 281 nanuentu ¢ octpu cumnromariuiy JIBT ninu bE
Jlo3a ¥ npoas/mkUTENHOCT HA | PuBapokcabau® Enokcanapun/ABK®
NeYeHHETO 3,6 unu 12 Meceua 3, 6 unu 12 Mecela
N=4,150 N=4,]131
CuMnToMaTHyeH 86 93
pennausupaw BTE* (2,1%) (2,3%)
- CHMNTOMaTHYECH 43 38
peunansupail bE (1,0%) (0,9%)
- CuMnToMaTHYHA 32 45
peunaueupama JIBT (0,8%) (1,1%)
- Cumnromatnusu BE m ] 2
IABT (<0,1%) (<0,1%)
- (Partanen bE/cmbpt, npu | 15 13
KOATO HE MOXKeE 1A ce (0,4%) (0,3%)
H3KII04YU bE
[‘oIcMH MM KIMHHAYHO 388 412
3HAYHUMH HETOJIEMH (9,4%) (10,0%)
KPbBOMU3JINBH
[‘oneMM KpbBOH3IUBH 40 72
(1,0%) (1,7%)

2 Pupapokcaban 15 mg nsa mbTH AHEBHO 33 3 CEAMUIIN, nocneasato oT 20 mg eAuH MbT AHEBHO

6}

EHOKcanapHH 3a Hal-MaNKo 3 AHM, 3acThIeH U nocneasad ot ABK

* p<0,000] (ve no-Manka epUKacHOCT MO OTHOLUCHHE HA NMpeaeapuTenHo onpeaencH KP or 1,75);

KP: 0,886 (0,661 - 1,186)

[IpeasapurenHo aedpuHHUpaHaTa HETHA KIIMHUYHA MOJ3a (TbPBHYEH PEe3yNTaT 3a €)MKACHOCT [LTIOC
roJIcMH KpbBOW3NIUBH) HA cOOpHUA aHanu3 ce ¢bodiuasa ¢ KP ot 0,771 ((935% [AH: 0,614 - 0,967),
HOMHHaJIHA p cTorHocT p = (0,0244).

B npoyusaneto Einstein Extension (Bx. Tabnunua 9) puBapoxcaban npesb3xoxaa miauebdo no
OTHOILICHUE HA MBPBHYHHTE ¥ BTOPUYHHUTE PE3y/TaTH 33 €PHUKACHOCT. 3a MbPBUUHHUA PE3yTaT 3a
0e30macHOCT (rojieMy KPHBOMU3IHUBH) CE YCTAHOBSBA HE3HAUYHMO YHUCIICHO MTO-BUCOKA YECTOTA NIpU
NAaUMEHTUTE Ha ICUCHUE ¢ puBapokcabaH 20 mg eAMH NBT Ha ACH B CpaBHEHUE ¢ utauebo.
BTopu4HMAT pe3ynTat 3a 6€30MacHOCT (FoICMH HIH KTHHUYHO 3HAYHMHU HETOJEMHU KPBBOU3INBH)

[TOKA3E4 MNO-BHCOKH HCCTOTH IIPH NAUUCHTHTC, JICKYBAHH C pHB&pDKCﬂﬁRH 20 mg CAuH IIbT JHCBH

CpaBHEHHE ¢ Miauebo.

Tabanua 9: Peayararn 3a epukacHocT B fe3onacHocT or ¢gaza LI Einstein Extension
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[IpoyyBana nonyJauHa 1 197 nanxueHTH €A NPOABLIIKHIH JIe4eHHeTO H
NPpoPHIAKTHKATA 32 pellHAHBHPALY BEHO3eH
TPpoMO0EMOOIHIBM
Jlo3a u npoabJikuTeIHOCT HA | PuBapoxcatan®” IMnage6o
JIeYEeHHETO 6 uau 12 mecena 6 unu 12 meceua
N=602 =594
CuMnroMaTuucH 8 42
peunausrpaiy BTE* (1,3%) (7,1%)
- CumMmnromaTHueH 2 13
peupausrpail bE (0,3%) (2,2%)
- CnMnoToMaTH4Ha 5 31
peuuaueupaiia BT (0,8%) (5,2%)
- ®artancH bE/cmbpT, nnpu | 1 1
KOSITO HE MOX€ Ja ce (0,2%) (0,2%)
U3KII04n BE
['onemu KpBBOM3IHBU 4 0
(0,7%) (0,0%)
KJAuHHYHO 3HAYHM¥ HeronemMun | 32 7
KPBBOU3IHBH (5,4%) (1,2%)

a) PupapokcabaH 20 mg €IUH IBT JHEBHO

* p < 0,0001 (npesn3xoacteo), KP: 0,185 (0,087 - 0,393)

B npoyuBaneTto Einstein Choice (Bx. Tabnuua 10) pusapokcaban 20 mg u 10 mg npepb3xoxia
100 mg apeTuncanMuuaOBa KHCEJIHHA 110 OTHOLLICHUE HA [IbPBHYHUA PE3YNITAT 38 €(OUKACHOCT.
OCHOBHUAT pe3yaTaT 3a 6¢30nacHoOCT (CHOUTHA Ha rOJsSM KPBBOU3JIMB) € CXOICH IPH MALMEHTHUTE,
NeKyBaHHU ¢ puBapokcaban 20 mg u 10 mg BeaHBXK JHEBHO B cpaBHEHHE CbC 100 mg

AUCTHACUIHLUHIIOBa KUCCIIHHA.

Tabnnua 10: Pesyarari 3a epuxacuocT H §e3onacHocT oT ¢aza 111 Einstein Choice

IIpoyuBana 3 396 ca npoaBIKHIA NPOPHITAKTHKATA 32 PEIHIMBUPALI BEHO3EH
nmonyJianus TpoMOoeMO0JIHIBEM
TepaneBTHYHA 1034 Pupapokcaban Pupapokcaban 10 mg | ASA 100 mg
20 mg BeAHbXK BeAHDXK AHEeBHO BeAHBX JTHEBHO
JHEBHO N=1 127 N=1 131
N=1 107

MenuaHa Ha
NPOABIDKHTEIHOCTTA Ha

349 [189-362] auw

353 [190-362] anu

350 [186-362] o

KOATO HC MOKC

Ja c€ H3KIIOYH
bE

NICYECHHETO
(MHTEpPKBApTHJICH
JNANa3oH)
- CumnromaruueH | 17 13 30
peuuauBnpamy | (1,5%)* (1,2%)** (4,4%)
BTE
- CuMmnitomatrHueH | 6 6 19
peugonsupawt | (0,5%) (0,5%) (1,7%)
BE
- CuMmntoMaTtvivHa | 9 8 30
peunauBupaiia | (0,8%) (0,7%) (2,7%)
JIBT
- (atancH BE/ 2 0 2
CMBPT, IIPH (0,2%) (0,2%)
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CHMNOTOMATHYCH 19 18 56

peunansupail BTE, (1,7%) (1,6%) (5,0%)

HH(APKT HA MMOKapJa,

MHCYAT WY CUCTEMEH

embonu3bMm H3BbH LIHC

["onemMHu KpBBOH3NUBH 6 5 3
(0,5%) (0,4%) (0,3%)

KJIMHHYHO 3HAYUMH 30 22 20

HErQJICMH KpbBOM3AUBY | (2,7) (2,0) (1,8)

CuMnToMaTH4eH 23 17 53

peuuansupaul BTE unu | (2,1%)+ (1,5%)++ (4,7%)

rojisM KpbBOH3JIUB

(HeTHa KIMHHYHA

noJsa)

* p<0,001(mpern3xoacTeo) puBapokcaban 20 mg seaunsxk AHeBHO crpsimo ACK 100 mg Beaubx
gHesHo;, HR=0,34 (0,20--0,59)

** p<0,001 (npepb3xoacTBo) puBapokcaban 10 mg Begubx queBHo cnpaMo ACK 100 mg Beaubx
nHeBuo; HR=0,26 (0,14-0,47)

+ Pupapoxcaban 20 mg reaunxk AHeBHO cripamo ACK 100 mg sennwsx nuesHo; HR=0,44 (0,27-0,71),

p=0,0009 (HOMHHAaJTHA)
++ PuBapokcaban 10 mg Beansx aueBHo cripamo ACK 100 mg Beansx auesno; HR=0,32 (0,18

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

B nonwnHeHne keM niporpamata EINSTEIN ¢asa 111, e npopegeHo npocnekTMBHO,
HEMHTEPBEHUHOHAJIHO, OTBOPEHO KOXOPTHO NpoyuBaHe (XALIA) ¢ HeHTpanu3upaHa OLEHKa,
BryrouBawl peuuausupat BTE, ronsmo kepeeHe ¥ cMBbpT. 5 142 nanumenra ¢ octpa JABT ca
BKJIIOUEHH 32 NpoyyBaHe Oe30onacHoOCTTa HA puBapokcabaR B IBJIMOCPOUCH MIAH B CPABHEHHUE CbC
CTaHAAPTHATa AaHTHKOAryJlaHTHa Tepalnd B KIMHHYHATA npakTUKa. CTOMHOCTUTE HA FONSAMO KbpPBEHE,
peunansupai] BTE n BcHuku cnydyan Ha cMBPT 3a puBapokcadad ca ounu crorBeTHO 0,7%, 1,4% u
0,5%. ChluecTBYBAT pa3nUKHU B OCHOBHH XapaKTEPUCTHKK HAa MALMEHTHTE, BKIIOYHTEIIHO Bb3pacT, pak
H 0b0peuHo yBpexaane. Manon3saH e crpaTudyuupal aHIU3 10 NPEABAPUTENHO ONPEIeICHH
CTOMHOCTH 33 rpPYNHpaHe Ha U3MEPBAaHUTE OCHOBHY XAPAKTEPHCTHKH, HO BEIPEKHN TOBA OCTABALIHTE
OTKJIOHEHMS MOE Aa NoBJmsAT Ha pesyatatute. Kopurupanure KP 3a ronsiMo KbpBEHE,
peunausupaill BTE u Bcnuku cny4dan Ha cMbpT ca 6unu crotBeTHO 0,77 (95% CI1 0,40 - 1,50), 0,91
(95% C10,54-1,54)n 0,51 (95% C1 0,24 - 1,07).

Teazun pesyntaTi Npu NanueHTH, KOUTO ca OuaK HabmoJaBaHu MpH peanHu yCIIOoBUA, Ca B
CHOTBETCTBHE € YCTAHOBEHMS rpodua Ha 6€30MacHOCT NPK TOBA MOXa3aHHe.

B nocTMapKEeTMHIOBO HEHMHTEPBCHLUMOHAIHO npoyusaHe npu noeeue ot 40 000 nauueHTH 663
aHAMHE3a 3a pakK, OT Y€THPH ObpKaBH, puBapokcabaH € npeanucaH 3a JICYEHUE WIK NMpodUIakTHKa Ha
BT u BE. Yecrorara Ha crbutusaTa Ha 100 naumeHTOroJHHM 32 CHMOTOMATHYHK/KIIMHHYHO 3HAYHMH
BTE/TpomboeMmbonnuum crONTHA, BOJSUWHM 0 XOCNUTATH3ALMA, € B nHana3oH ot 0,64 (95% CI

0,40 — 0,97) 3a Obeanenoto Kpancteo no 2,30 (95% C1 2,11 — 2,51) 3a 'epmanua. KepBeHe, KoeTo
BOIM 1O XOCMHUTANU3ALMUA, HACTHNBA C UeCTOTa HAa ChOUTHATA Ha 100 naunenToroauuu 0,31 (95% CI
0,23 — 0,42) 3a BeTpeucpeneH KpbBoH3NHB, (0,89 (95% C1 0,67 — 1,17) 3a cToMalIHO-YPEBHO KBPBEHE,
0,44 (95% C1 0,26 — 0,74) 3a yporenntanuo kepBeHe u (0,41 (95% C1 0,31 — 0,54) 3a apyro kepeeHe.

[TeanaTpuyHa nonyaanus

Hevenue na BTE u npoghunaxmuxa na peyuousu na BTE npu neouampuunu nayuenmu
Obwo 727 neua ¢ noreepacH ocTep BTE, oT xouTo 528 nonyuuny pueapokcabaH, ca npoy4eHU B 6
OTBOPEHH, MHOFOLICHTPOBH ITeAMATPHYHH Npoy4yBaHHs. [|03UpoOBKaTa, KOPUIrHpaHa CIIopell TENECHOTO
TETJI0, NMPHU NALMEHTH OT PAXIAHETO 0 Bh3pacT noj 18 roauHu, € JoBea 40 €KCIO3UIUS Ha
puBapokcabaH, noaobHa Ha Hab0gaBaHaTa [pU BB3pacTHH MauueHTH ¢ BT, meKkyBaHH c
pupapokcaban 20 mg equH IbT AHEBHO, KaxTO € NOTBBPACHO B poy4yBaHeTo ¢a3a Il (Bk. Tou
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[Ipoyueanero EINSTEIN Junior ¢aza 111 e pangomMusupano, akTMBHO KOHTPOJIUPAHO, OTBOPEHO,
MHOTI'OLIEHTPOBO KJIMHUYHO npoy4yBane npu 500 neayaTpHyHU MaUUEHTH (Ha Bb3PacT OT paKIAaHETO
1o < 18 roanuu) ¢ notespacH octsp BTE.

HUmano € 276 geua Ha Bb3pact 12 a0 < 18 rogunu, 101 neua Ha Be3pact 6 ao < 12 roaunnu, 69 aeua Ha
BB3pacT 2 40 < 6 roauHU K 54 feua Ha Bb3pacT < 2 roIHHu.

UunekcHuar BTE e knacuduumpan kato eaHo ot caeauute: BTE BB BpbiKa ¢ LECHTpaneH BEHO3EH
kareTsp (UIBK-BTE; 90/335 mauuenTn B rpynara Ha pueapoxkcadan, 37/165 nauveHTH B rpynara Ha
CPAaBHHTEITHO JicueHHue), Lepebpanna BeHO3Ha M cuHycoBa Tpomboza (LIBCT; 74/335 nauueHntn B
rpynara Ha puBapokcabaH, 43/165 nmanueHTH B rpynaTta Ha CPaBHHTEIIHO JICUEHHE) H BCHYKH JPYIH,
sxmountenHo JIBT u BE (ne-1IBK-BTE; 171/335 mamments B rpynara Ha puBapokcadan, 85/165
NalMEeHTH B IpynaTa Ha CpaBHUATENHO nedyeHue). Hall-uecTo mpeacraseHaTa HHIEKCHA TpoM0Oo03a pH
nena Ha BB3pact 12 g0 < 18 rogunu € He-LIBK-BTE npu 211 (76,4%); npu aeua Ha Bb3pact 6 10 < 12
roAuHH M Ha BB3pacT 2 10 < 6 rogunu — LIBCT, cworBeTHO 11pM 48 (47,5%) 1 35 (50,7%); v npH neua
Ha Be3pacT < 2 roguHu - [IBK-BTE npu 37 (68,5%). He ¢ umano aena < 6 mecena ¢ LIBCT B rpynara
Ha puBapokcaban. 22 ot nauueHTUuTe ¢ UBCT ca nmanu nndexkuns Ha HHC (13 maunenTy B rpynara
Ha puBapokcabaH U 9 NaLUMEHTU B IpyNnaTa Ha CPaBHUTEIIHO JICYEHHE).

BTE e npeam3BuKaH OT NOCTOSHHH, IPEXOJHH WK H OT ABETE — NOCTOAHHHU M NPEXOJHH PUCKOBH
dakTopu npu 438 (87,6%) neua.

[TaupeHTHTE ca MONYMHAH MBEPBOHAYAIIHO JICHCHHME ¢ TEPANEBTHYRH J03HM HEPPaKUUOHHUPAH XENapHH
(H®PX), xenapuH ¢ HUCKO MoyieKyiIHO Ternio (XHMT), nin ¢ponaganapuHykc 3a Hail-Mallko 5 JHH M ca
paHaoMu3upany 2:1 aa nonydarar HIIH J03W pHBApOKCadaH, KOPHIHPaHH CIPAMO TEJIECHOTO TErJIO,
MM CPABHMTEHH JICKAPCTBA B I'pyNaTa Ha CPaBHUTENHO JicueHHe (xenapuHu, ABK) 3a 3-meceueH
MepHO/ HAa TeueHHe B OCHOBHOTO npoyusaHe (1 meceu npu aeua < 2 roanuu ¢ [IBK-BTE). B kpas Ha
IepHoJa Ha JICYSHUE B OCHOBHOTO NIPOYYBAHE AHATHOCTHHHOTO 00pa3HO H3CNEABaHe, HANPABEHO Ha
M3XOAHO HHBO, € HaNpPaBeHO NOBTOPHO, aKO € OMIT0 KIIMHMYHO MPHIOXKUMO. JIeueHHeTO B
NPOY4YBaHETO € MOXKENO Aa ObAE cOpPAHO B TO3M MOMEHT MM 110 npeucHKa Ha Mscnenosarens na o0npae
npoaskeHo 060 3a g0 12 Meceua (npu aeua < 2 roannu ¢ LIBK-BTE — a0 3 Mecena).

[IbpBHYHMAT pe3yatat 3a €PUKAcCHOCT € cuMnToMaTH4YeH peumausrpall BTE. [TepBuunuaT pesyarar
3a 6€30MacHOCT € KOMOHHALHUATA OT roJIAM KPBBOM3/IHNB U KIIHHUYHO 3HAYHM HE-TOJAM KPBBOH3JIHB
(K3HI'K). Becuukn pesyntaru 3a edrUKacHOCT M 6€30MaCHOCT ¢a NMPOBEPEHHU M NOTBBPACHYU LIEHTPATHO
OT HE3aBUCHMa KOMHCHSA, 3aCICIICHA 3a ONpeAeneHoTo JeycHue. Pesyarature 3a epUKACHOCT
b6e3onacHOCT ¢a nokasady B Tabmuum 11 v 12 no-gony.

CnOuTHs Ha peurareupail BTE ca Bp3HMKHanM B rpynara Ha nedyeHue ¢ puBapokcaban npu 4 ot 335
NAUMEHTH U B IPYyIaTa HA CPAaBHUTENHO JedeHHe mpH S ot 165 nauncurn. KoMOuHauusaTa oT rosisam
kpuBouzauB U K3HI'K e noxnaasana npu 10 ot 329 nanueutu (3%), N1ekyBaHU ¢ puBapokcabaH u npu
3 ot 162 mauueHTH (1,9%), NekyBaHu ¢ koMnapartopa. HetHa knMHHYHA Moa3a (CUMITOMAaTHYECH
peunausupam BTE nmoc cb0HTHA Ha rofisM KpbBOM3JIMB) € CHOOILCHA B IpyIiaTa Ha JICYeHHe ¢
pusapokcadan npy 4 ot 335 nauMeHTH ¥ B IrpynaTta Ha CPaBHUTEIHO JIedeHHe NpH / 0T 165 nauneHTH.
HopMmanuszupane Ha TpoMOOTHYHOTO 0OpeMeHABaHE NTPH MOBTOPHOTO 0Opa3HO U3CICABAHE €
Bb3HUKHAIO npH 128 ot 335 nmaunueHTH Ha nevexue ¢ pusapokcadax u npu 43 ot 165 nauneHTy B
rpynarta Ha CpaBHHTENHO JicueHue. Te3u HaxoAKH KaTo A0 ¢a NogoOHH Cped Bb3pACTOBHUTE IPYIIH.
B rpynara Ha puBapokcabaH € umano 119 (36,2%) neua ¢ HAKaKBO KbPBEHE, Bb3IHMKHAIO NPH
JICYCHUETO, a B IpynaTa Ha CpaBHUTEIHO JeueHue € umano 45 (27,8%) aeua.

Tabsuua 11: Pesyararn 3a epUKaCHOCT B Kpasi HA OCHOBHHS MEPHO/ HA JieHeHHE

Crburtue Pupapoxcaban Komnaparop
N=335* N=165*
Peunnusupauy BTE 4 5
(MbpBHUYECH pe3yaTarT 3a (1,2%; 95% C1 0,4% — 3,0%) | (3,0%; 95% CI1 1,2% - 64
e(HKaCHOCT)
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KomOnHaLms.
CUMNTOMATHYEH
peunausupay BTE +
ACHMIITOMATHYHO BIIOLIABAHE
MPH NMOBTOPHOTO 0OPa3HO
M3CJIEABAHE

5
(1,5%; 95% CI 0,6% — 3,4%)

6
(3,6%; 95% CI 1,6% — 7,6%)

KoMOuHauus: 21 19

CHMIITOMATUYCH (6,3%; 95% C1 4,0% — 9,2%) | (11,5%; 95% CI 7,3% —
peunaupupam BTE + 17,4%)
ACUMINTOMATHYHO BJIOIIABAHE

+ 0e3 npomsHa npHU

NOBTOPHOTO 00pa3Ho

M3CIIEABAHE

Hopmanusupane npu 128 43

MOBTOPHOTO 00pa3HO (38,2%; 95% C1 33,0% - (26,1%; 95% CI 19,8% -
M3CJIeABaHE 43,5%) 33,0%)

KoMmOuHaums: 4 7

CHMIITOMaTHYEH (1,2%; 95% C10,4% - 3,0%) | (4,2%; 95% CI 2,0% - 8,4%)

peunausHpau] BTE + ronam
KpBBOM3NHNB (HETHA KIIHHHUYHA
MoJsa)

MdaranecH unu HedartaneH
Oenoapoben eMbonu3BM

I
(0,3%; 95% CI 0,0% — 1,6%)

1
(0,6%; 95% CI 0,0% — 3,1%)

*FAS= nwnen HaOop 3a ananus (full analysis set), BCHYKH Aela, KOUTO ca OUIM paHAOMHU3UPAHHK

Tabanua 12: Pesyararu 3a 6e3011aCHOCT B Kpasi HA OCHOBHHA NEPHO HA JTeYeHHE

PuBapokcabaHn KomMmapatop
N=329* N=162*
Komburaliua: ronsm 10 3
kpsBou3aus + K3HI'K (3,0%; 95% CI 1,6% - 5,5%) (1,9%; 95% CI 0,5% - 5,3%)
(MTBLPBHYEH PE3YATAT 32
DE30MacHOCT)

[Nonam KPBEBOHIIIUE

0
(0,0%; 95% C1 0,0% - 1,1%)

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

Hskakeo KbpBEHE,
BH3HUKHAIIO MPH I€YEHHUETO

119 (36,2%)

45 (27,8%)

*SAF= Habop 3a aHanu3 Ha O6¢3onacHocTTa (safety analysis set), BCHUMKH Ae11a, KOMTO c¢a OMin
PaHIOMU3MIpPAHU U Ca NOJYYHUIH Hau-MaJIKo | 1032 OT U3NUTBAHOTO JICKAPCTBO

[IpodmnbT Ha eukacHOCT U 6€3011aCHOCT Ha puBapokcabaH ¢ B rojiiMa CTEICH NoA00EH MEXAY
neaMaTpuurara nonyaauus ¢ BTE u Be3pacTtHara nonynauma ¢ JIBT/BE, Bbnpexku ToBRa, AenbT Ha
YYaCTHHLUTE C HAKAKBO KBPBEHE € MO-BUCOK B NeAHaTpuyHaTa nomnynauua ¢ BTE B cpaBHeHne ¢
Bb3pacTHaTa nonyiauns ¢ JIBT/BE.

ITalinEHTH C BUCOKOPHUCKOB TPOHHONO3UTHBEH aHTHDOCHONUITNACH CHHAPOM

B crioHCOpHpaHO OT HU3CNIEA0BATENA, PAHAOMH3HPAHO, OTBOPEHO MHOTOLICHTPOBO NMPOYYBAHE ChC
3acJICNEHa OLIEeHKAa Ha KpaHHUTE TOYKH, pUBapoKkcabaH € cpaBHEH ¢ BapapUH NPy MAUNEHTH C
aHaMHe3a 3a Tpom0o03a, AMarHOCTHLMPAHH C aHTHPOCHONMUITHUACH CHHAPOM U C BUCOK PHCK OT
TpoMOOEMOONHYHU CHOUTHA (ITOIOKHUTEAHM MTPH BCHUKUTE 3 aHTHPOCHONUNMIAHN TECTa: TYIyCEH

AHTHKOAIY/aHT, aHTUKAPAHONHIIMHOBH aHTUTENA H aHTHTENA cpely bera-2-rnukonpoTteus I).

IIpoyuBaHeTO € npeKpaTeHo NpeXAEBPEMEHHO CNI€A BKNIOYBAHEeTO HA |20 naumeHTH mopanu T8
MHOT0 CLOMTHA cpel MALMEHTHTE B I'pynaTa Ha puBapokcaban. CpeaHoTo npocnegaBaHe € 56
59 nayneHTH ca paHAOMHU3HpaHN Ha puBapokcaban 20 mg (15 mg 3a nauueHTH ¢ KpeaTUHHH
k1upbHC (CrCl) <50 ml/min) 1 61 Ha Bapdapun (INR 2,0 - 3,0). TpombGoeMbonuunu cuOHUT
nposeaBat npu 12 % ot nauueHTUuTe, paHAOMH3HpaHH Ha puBapokcadaH (4 HCXEMHYHH HHC
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MHoKapaAHH MH(apkTa). He ca cho0lasaHy cuOMTHA NpH NMALIMEHTH, pAaHAOMHU3NPAHN Ha BappapuH.
MacuBHO KbpBeHE ce HabmoaaBsa npu 4-ma nauneHty (7%) or rpynara Ha puBapokcadaH U npH 2-ma
nmauueHTRr (3%) ot rpynara Ha BapgapuH.

[leanaTpHyHa NONyNalLHA

EBponelckara areHius no Jekapcreara ocBoO0XAaBa OT 33 AbJUKCHHETO 32 NIPEAOCTABSHE HA
PE3YJATAaTUTE OT NPOYUYBAHUATA C pHBApOKCcalaH BbB BCUYKH NOATPYIU HA MEAWATPUYHATA MONyNalus
MPH NPOQUIAKTHKA Ha TpoMOoeMOOIUUHH ¢BOUTHA (BXK. TOUKA 4.2 3a HHPOPMALIMA OTHOCHO
yrnotpeda B IEJHATPHATA).

5.2 (dapMaKoKHHEeTHUHH CBOHCTBA

ABcopbuus

Crnenpawmata HHpopMalua ¢ 6a3npaHa Ha JaHHH, NOMYYEHH IIPH BB3PacCTHH.

Pupapoxkcaban ce abcopbupa 6Bp30, KaTO MAKCHUMAITHUTE KOHUCHTPALUMM {Cmax) ce goctHrat 2 - 4 yaca
ciel npueMa Ha tabnerkara.

[TepopanHata abcopbums Ha puBapokcabaH € NOYTH IThJIHA M NepopanHaTa OHOHAIIMYHOCT € BUCOKA
(80 - 100%) 3a po3a ot 2,5 mg u 10 mg, npuera kato TabneTka, HE3aBUCUMO JANU IPUEMBT € HA
rnajaHo unu cnen xpaHeHe. [lpueMsT Ha puBapokcabaH ¢ xpasa He noBauaBa AUC win Chax opu
gosute 2,5 mg u 10 mg.

[Topaau HaManeHara cteneH Ha abcopbuus € onpenencHa nepopanHa OHoHaNHYHOCT OT 66% 3a
tabnetka 20 mg npuera Ha riaagHo. [lpu npuem Ha Tabnetku pneapokcadan 20 mg ¢ xpaHa ce
HabmogaBat nosuiucHUA Ha cpennara AUC ¢ 39% B cpaBHEHHME ¢ IIpHEM Ha TaDJIETKHTE Ha IN1agHO,
KOETO rOBOPH 32 NOYTH 1TbJIHA abcopOLums M BUCOKA NepopaliHa OHOHANMYHOCT. pUBapokcaban 15 mg
M 20 mg TpAdBa fa ce npveMa ¢ xpaHa (BXK. To4ka 4.2).

dapMakOKHHETHKATA HA pUBapoKcabaH € MoyTH JuHeiHa A0 oKono 15 mg enH T HA AEH NpH
npveM Ha rnaguo. Cnea npueM Ha xpaHa puBapokcaban rabnerku 10 mg, 15 mg u 20 mg nokazea
NPONOPLUOHATHOCT Ha Ao3aTa. {Ipu no-BUCOKM 1034 pUBapokcadaH Noka3Ba OrpaHUyYeHa OT
pa3TBOPUMOCTTa abcopbuug ¢ HaManeHa OMOHATMYHOCT M HaMallABaHE Ha CTEIEeHTa Ha abcopOunsiTa
Npy MOBHILABAHE HA J03aTa.

(dapMaKOKHHETHYHATZ BAPHAOUIHOCT HA pUBAPOKCadaH € yMepeHa ¢ BapUpPaHE MCKJIY OTACIHUTE
nayueHTd (CV%) B untepBana ot 30% go 40%..

AbcopbuusaTa Ha puBapokcabaH 3aBHCH OT MACTOTO Ha HEMrOBOTO OCBOOOKAABAHE B CTOMALLIHO-
upeHua TpakT. Cro0inaea ce 3a 29% u 56% namanenue Ha AUC u Cax B cpaBHeHue ¢ TabneTka,
KOraTO I'paHy/aT puBapokcabaH ce 0cB0DOX1aBa B NPOKCUMAJIHUTE OTACAU Ha TBHKUTE Y€PBA.
Excno3uiusTa ce HaMalaBa ZOMBJIHUTEIHO, KOrato puBapokcabaH ce ocBoDOXKaaBa B JUCTAIHHTE
OTACIH HAa ThHKUTE YepBa UM BbB Bb3Xoaamoto aebeno yeppo. [1o Tasu npuunHa TpsdBa na ce
H30ArBa NPUIOKEHUETO HA pHBapOKcabaH AMCTANIHO OT CTOMAxXa, Thil KATO TOBA MOXKeE Aa J0BEAE A0
HaMaJieHa abcopbLug 1 CbOTBETHO CBBbp3aHa EKCNO3HLUNA Ha puBapokcabaH.

buonannuHoctTa (AUC B Chax) € 6una cpasHuMa npy 20 mg pusapokcabaH, NpHUI0KEH IepOpPaHO
KAaTO HAaTpoLEeHa TabneTka, pasMeceHa B A0ObAKOBO MIOpe, WIK CYCIICHAXPaHa BEB BOAA U NPUJIOKEHA
npe3 CTOMALLHA COHJIa, MOCAEBaHO OT Te4Ha XpaHa, B CpaBHEHME ¢ ugnaTa tabnerka. Kato ce uma
npeasua NpeABHAUMHISA, NPONOPILHOKRANICH HA J03aTa GapMaKOKHHETHUEH Npo(rl HA pUBapoOKcadaH,
pe3yATAaTHTE 32 OHOHATHYHOCTTA OT TOBA MPOYYBAHE BEPOATHO Ca MPHIOKHMH 332 HIOHHXKABAHE HA
N03UTE Ha puBapokcabaH.

IlegnarpnyHa monynauus
Hewara ca nofyuunu pyBapokcaban tabljieTka WK epopanHa CyCIeH3Hs 0 BPEME Ha WK
HEMOCPEACTBEHO CJIe] XPAHEHE WM NPYEM Ha XpaHa M ¢ oOu4aiHa nopLusa TEHYHOCT, 3a /A €
rapaHTHpa HaJCKIHO Jo3upaHe npH Acua. Kakto npu Bb3pacTHuTE, puBapokcaban ce abcopbupa
BEIHAra clie]l nepopajHo NpuaoxkeHue nod dopmara Ha TableTKa WM IPaHyIM 3a NepopaiHa
cycneH3Ha npu acuara. He e Habnmrogasana pa3nuka HUTQ B CKOPOCTTA, HUTO B CTCICHTA Ha
abcopOunsa Mexay nekapcTBEHUTE (POPMH TAOIETKA U rPaHyJiM 3a IICpopaliHa CyCHEH3HA. JIH Tyoith
DK gaHHY cnea HHTPABEHO3HO NMPUNOKECHUE NPH I€1a, TaKa ue abcoMoTHaTa OHOHATHYHS mgHLLHH o
puBapoKcabaH npH Acua € HEeM3BECTHA. Y CTaHOBCHO € HaMalgBaHe Ha OTHOCHTE/IHATa Op _,d
Ipyd NOBULLIABANIY Ce A03H (B mg/keg TeNeCHO TErao), Npeanoaarauo orpaHHYcHHUA Ha @ -. oug
[pH NMO-BUCOKHU A03M, JOPH MPH NMPHUEM 3a€IHO C XpaHa. =
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Pueapoxcaban 20 mg tabneTkn TpAOBa 1a ¢ npHEMa IMPHU XPaHEHE WIM ¢ XpaHa (BX. To4ka 4.2).

Paznpepenenue

CBBp3BaHETO C MNIA3MCHHUTE MMPOTSHHEU MPH Bh3PACTHU € BUCOKO, 0KoJI0 92% no 95%, kaTo
CEPYMHHAT anOyMUH € OCHOBHATA CBbp3Balla ¢pakuusa. O0eMbT Ha pasnpeacieHUE € YMEPEH C Vi
npubnuzdrenyHo 50 nurpa.

[eduampuuna nonyarayus

JIuncear JaHHHM 3a CBBP3BAHETO HA PUBAPOKCabaH C I1a3MEHUTE MPOTCHHH, CIELMHYHH 32 JcLa.
JInnceat @K gaHHH clieq HHTpaBEHO3HO MPHAMKEHHE Ha puBapokcaban npu acua. ObeMbT Ha
pas3mnpeaencHie B CTAMOHAPHO CBCTOsHME (VSS), H34MCIIeH upe3 nonyaaunoHHo OK Momenupane
[pH aeua (Be3pactoB auanaszoH 0 go < 18 roauHU) Clel nepopaliHo NMPUIOKCHUE Ha pUBapoKcadaH,
3aBUCH OT TEIECHOTO TErJIO M MOXKE J1a OBbie OMKHCaH C ATOMETPHYHA PYHKILHMA, ChC CPeaHA CTOMHOCT
113 | npu nuua ¢ TenecHo terno 82,8 kg.

buotpancgopmalni U EIMMHHUPAHE

[Tpu BB3pacTHH, OKONMO 2/3 OT NMpHUITOkKEHATA A03a pUBapoKcabaH ce moanara Ha MeTabONMTHO
pa3srpaxkiaHe, CJIeA KOSTO MOJOBUHATA Ce eJIMMUHHpa npe3 6u0peunTe, a xpyrara noaoBHHA — ¢
dekanuute. [locneasara 1/3 ot npunoxkeraTa a03a c€ M3NbYBA Ype3 JUpeKTHA OLOpeuHa eKcKkpeluuns
K4TO HENPOMEHEHO AaKTHBHO BEICCTBO B YPHUHATA, IJIABHO YpE3 aKTHBHA OBOpeUHa cekpelus.
PusapokcabaH ce merabomuiupa upe3 CYP3A4, CYP2J2 u CYP-He3aBHCHMHM MEXaHU3MH.,
PasrpaxgaHeTo 4pe3 OKHCIICHHE Ha MOpQOIIMHOHOBHA paaHKal U XUAPOJIM3aTa Ha aMUAHHTE BPb3KH
ca OCHOBHMTE MpouecH Ha buoTpaHchopmanuusa. Ot in vifro n3caeBaHns ¢ H3BECTHO, Y€
puBapokcabaH e cyOcTpat Ha TpaHcnopTHUTE npoTterHH P-gp (P-rnukonporenn) un Berp (npotens Ha
PE3UCTEHTHOCT Ha PaK Ha I'bpAaaTa).

HenpoMmeHeHUAT prBapokcabaH € Hal-BaXXHHAT KOMIIOHEHT B HOBEWIKATa I11a3Ma, 6e3 Ja uMa Jpyru
OCHOBHH WK aKTHBHH LHPKYIUpaluy MeTabonuT. CbC CUCTEMEH KIHPBHC 0ko10 10 IVh
puBapokcabaH MOXeE Ja ce KnacHpHULMpa KaTo BELIECTBO ¢ HUCHK KAUPBHC. Clie] HHTPABEHO3HO
MPHI0KEHUE Ha 03a OT | mg eNMMHUHALNOHHHUAT [IONY)KUBOT € 0K0J10 4,5 yaca. Cnen nepopajiHo
NPHI0XEHHE ENMMHHUPAHETO CTaBa JIMMHTHPAHO OT CTEMEHTa Ha abcopObuusa. EnMMuHMpaHeTO Ha
puBapokcabaH OT I/1a3MaTa HaCThIIBA ¢ TEPMHUHAJICH MOMAYXHBOT OT S 00 9 yaca npu Miagy HHANBHAH
1ot 11 go 13 yaca npH NaLMEeHTH B CTapuE€CKa Bbh3PACT.

ITeouampuuna nonyrayus

JIuriceat gaHHY 3a MeTaboIMU3Ma, crieuuduUHM 3a Jeua. Jluncerat @K gaHHM cnel HHTPAaBEHO3HO
npuaokeHHe Ha pupapokcadban npm geua. Knupsuest (CL), n3uucien dypes nonynagnoHHo ©K
MOIEJIMpPaHe pH geua (Bu3pactoB auana3old 0 1o < 18 roauHM) cnea nepopaiHo NPUIIOXKEHHE Ha
pHBapokcabaH, 3aBHCH OT TEJNECHOTO TEIJIO0 K MOXKe Aa ObJe ONUCAaH C aJIOMETPHUYHA QYHKLHA, ChC
cpeaHa cToHHOCT 8 l/4ac 3a nuue ¢ renecHo rerno 82,8 kg, CpeaHnre reoMETpHYHH CTOMHOCTH 3a
MOJY>KMBOTA Ha aucno3vuud (t1/2), usuncnenn upes nonynaudosno OK mMoneanpaHe, HaMansaBar ¢
HaMaJIABAHETO HA Bb3pacTTa d BapHpat oT 4,2 4aca npH KHOLIK J0 NpubIn3uTenyo 3 Yaca npH aeua
Ha Bb3pacT 2-12 roauHu ¥ ce noHMxkasat 110 1,9 u 1,6 4yaca, CbOTBETHO IIpH Aena Ha BB3pacT 0,5-< 2
roJUHHU M no-MankH ot 0,5 roauHH.

CrneuyanHy nonyaaiuu

Iloa

[Ipu BE3pacTHH HE Ca YCTAHOBCHH KJIIMHUYHO 3HAYMMH Pa3IMKH BbB (PapMaKOKHMHETHKATa U
papMakoJHHAMHKaATa MEXAY NAUHEHTH OT MBXKKHU H KEHCKHU 110J1. EAHH eKkCIuiopaTopeH aHamu3 He
NOKa3Ba 3HAYMMH pa3jIMuMs B €KCIO3ULHATA Ha pHBapokcabaH MexKay Aela OT MBXKH M )KEHCKH TOJI.

IHayuenmu e cmapuecka ev3pacm
[TauneHTHTE B cTap4eCKa Bb3pacT MMOKA3BaT IT0-BUCOKH IJIa3MEHM KOHHCHTPALMH B CPaBHEHHE C I10-
MJIAANTE MALHEHTY CBC CpeaHy CTOMHOCTH HAa AUC okono 1,5 mbTH No-BUCOKH, OCHOBHO NOP
HaManeHuA (NpHUBHACH) 001 1 6B0peueH knupbHe. He ce Hanara kopekuus Ha A03aTa.

Pazauunu Kamesopuu 6 3a6ucmMocm om meciomo
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[Ipu BB3pacTHH IIPEKOMEPHH OTKJIOHEHHS B TeslecHOTO Terno (< 50 kg wmu > 120 kg) umat camo
MAJIKO BJIMAHYUE BBPXY MNA3MEHUTE KOHLECHTpAaUNH Ha puBapokcabaH (rmo-manko ot 25%). He ce
Hasara KOpeKliys Ha 4o3ata.

[Ipu nena, pneapokcaban ce no3Mpa Ha Oa3ata Ha TEASCHOTO TErNo. EANH eKCIUTOpaTOpEH aHalu3 He
MOKa3Ba 3HAYMMO BIMAHHE HA MOJHOPMEHOTO TEIO UM 3aTIBCTABAHETO BbPXY €KCIIO3ULUATA HA

puBapokcabaH npH aela.

Mexcoyemnuvecku pazaunun

He ca ycTaHOBCHH KIHHMYHO 3HAYMHMH MEKAYETHHYECKH Pa3IMyMs NPH NMALHCHTH OT ¢BPOIICHIHATA,
adpo-aMepHKaHCKaTa, JIATHHOAMEPHKAHCKATa, ATMIOHCKATa M KMTAHCKATA IPYIH [0 OTHOLICHHE Ha
(apMakOKHHETHKATA ¥ papMaKOIMHAMHKaTa Ha puBapokcadaH.

EAVH eKCIUTOpaTOpEH aHAIN3 HE MOKa3Ba 3HAYUMH MEXIYETHUYESCKH pa3/IMyud B €KCIIO3MLUATA HA
puBapokcabaH npH geua OT AMOHCKaTa, KUTafickaTa U a3uaTcKaTa rpyny U3BbH SAnouuns u Kurai B
CpaBHEHHUE ChC CHOTBETHATa 00Ula neAnaTpuyHa Nnonynanms.

Heproopobro yepexcoane

Bb3pacTHH NanyeHTH ¢ LHMpo3a U JeKo depHoApoOHO yBpexaane (knac A no Child Pugh) nposssasat
CaMO MHHHMAJIHU [IPOMCHH BEB PapMakOKHHETHKATA (Cpeano 1,2 metn noBuiucHue HAa AUC Ha
puBapokcabaH), KOETO € [TIOYTH CPaBHUMO ChC CBOTBETHATa UM KOHTPOJIHA Ipyna 3paBH HHINBHIH.
[Ipu nauueHTy ¢ UMpO3a U yMEpEeHO uepHoapobHO yBpexaaHe (knac B no Child Pugh), cpennara
AUC Ha pusapokcabaH € 3Ha4UTENHO noBULIEeHA (2,3 MbTH) B CpaBHEHHUE CbC 3[paBH 10OPOBOIILIH.
AUC na HecBbp3aHarta ppakuua ce nosuiasa 2,6 meTH. [IpH Te3M naiMeHTH UMa ¥ HaAMaJICHO
Obp0OpeYHO eNMMHUHNpAHE Ha puBapokcabaH, MogoOHO HAa TOBA MPH MalMEHTH ¢ YMEPEHO OBOpEUHO
yepexaaHe. HaMa naHHM OT MaUKEHTH C TEXKKO YEPHOAPOOHO YBPEKIAHE.

HuxnbupaHeTo HA AKTUBHOCTTA HA ¢akTop Xa NMPH NALUUCHTH ¢ YMEPEHO YepHOAPOOHO YBpeXKIaHe €
MOBUIIIEHO 2,6 MbTH B CPaBHEHME ChC 3/ipaBH A00poBonuy; PT ceio ¢ yabmxeno — 2,1 obTh.
[TauueHTHTE C YMEPEHO YepHOAPOOHO YBpEkKAaHe ca MO-4YBCTBUTEIHH KbBM PHBAapoKcadaH, KOeTo
BOaH A0 no-cTpsMHO PK/PD choTHOIICHHE Mex Ay KoHUeHTpaumaTa i PT.

PuBapokcabaH € poTHBOMNOKA3aH MpH NaUHEHTH ¢ YepHOOpoOHO 3aboisiBaHe, CBBP3aHO C
KOAryJIONnatusa 1 KIHHUYHO 3HAMUM PHUCK OT KBPBEHE, BKIIOUMTEIHO nauueHTy ¢ uuposa ¢ Child Pugh
B u C (Bx. TouKa 4.3).

JIunceat KNMHHYHH JAHHH [IPH AcUA ¢ YEPHOAPOOHO yBpEKIAHE.

bvbpeuno yspescoane

[Ipu BB3pacTHU ce HAOMIOAaBA C€ YBEMUUEHHE HA €KCIIO3MLMATA Ha pHBApOKCcabaH yCrnopeaHo ©
HaMansBaHe HAa OwLOpeuHaTa GyHKUHMA, U3MEpeHa Upe3 KpeaTHHNHOBHA KnupbHC. [Ipn nerauBuam ¢
neko (kpeaTHHUHOB KNUPBHC SO — 80 ml/min), ymepeHo (kpeaTHHMHOB KNHpBHC 30 — 49 ml/min) n
TEXKO (KPEATUHHMHOB KJIHUPBHC 15 — 29 ml/min) 650peunHo yRpexaaHe mIa3MEHUTE KOHUCHTPAUUH Ha
pusapokcabaH (AUC) ca ceorBeTHO 1,4; 1,5 1 1,6 1bTH MO-BHCOKH. CHOTBETHOTO 3aCH/IBAHE HA
¢papmMaxkoagUHAMUYHHTE €PEKTH € no-u3pa3eHo. [lpy HHAMBUAM C NeKo, YMEpEHO H TeXKO OB0peUuHo
YBpeKIaHe LATOCTHOTO HHXNOMpaHEe Ha akTHRHOCTTA Ha ¢akTop Xa e chotBeTHO 1,5; 1,9 1 2,0 mp1H
MO-CHUJIHO B CPABHEHHUE ChC 3/paBu AobposoauM; PT ¢bluo € yIbIKEHO — CBOTBETHO 1,3; 2,2 1 2.4
mbTH. HAMa JaHHU OT NALHUEHTH ¢ KPEATUHUHOB KIUPBHC <15 ml/min.

[Topanu BHcOKaTa CTENEH HA CBBP3BAHE C IUTa3MEHUTE NMPOTEUHH HE CE 0YaKBa puBapoxcaban aa
MOXKE Ja Obae OTAENEH Ype3 JHATH3A.

He ce npenopbuBa ynorpeda mpH MalMEHTH ¢ KPEATHHUHOB KIHUPBHC <15 ml/min. PuBapokcaban
TpAOBa a Ce U3M0JI3Ba BHUMATEJHO MPH NAaUMEHTH € KPEATHHUHOB KIHPBHC 15 — 29 ml/min (Bx.
TOo4Ka 4.4).

JIunceaT KMTMHUYHK A3HHHU pU ACLa Ha | rogHHa MK MO-rOJIEMH ¢ YMEPEHA WM TEXKa CTEINEH Ha
OLOpeuHo yBpexaaHe (CKOPOCT Ha rimoMepyiHa puarpanus < 50 ml/min/1,73 m?).

(DB.EMHKOKHHETH'-IHH AdaHHH 11PH NAITKCHTH
HpH [NAalUCHTH, IMOoJdy4daBalllHn pHBﬂpDKC&ﬁ&H 34 JICHCHHC Ha OCTp4d ABJI0OKA BEHO3HA TpﬂMﬁO

20 mg eauH 0T AHEBHO, CPEIHATA FrEOMETPUYHA KOHUEHTpanud (90% nporHo3eH HHTEPS
4aca U OKOJIO 24 yaca cnel MpueM Ha 103a (NpUOAM3HTENHO [IPEACTABRIABALH MaAKCHUMA
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MHUHHMAJHATA KOHUCHTPALKMH NPEe3 BpEME Ha JO30BHA HHTEPBAN) € ChOTBETHO 215 (22 - 535) n 32 (6-
239) mcg/l.

[Ipn neguaTpuunm nayueHTH ¢ ocThp BTE, nonyuyasauy pusapokcabaH npu a03a, KOpUrupaHa
CIIPAMO TEJIECHOTO TEFJ10, BOACLIA A0 €KCMO3UUMA, NoA00Ha Ha Ta3M NpH Bb3pacTHH nauueHtH ¢ JIBT,
noay4apalllH AHEBHA 103a 20 mg eaAnH BT AHCBHO, CPEAHATA TEOMETPHYHA CTOMHOCT Ha
koHUeHTpauuuTe (HaTepBan 90%), nony4eHH Npy BpeMEBUTE HHTEPBAIN Ha B3eMaHe Ha pobure,
MpeacTaBiIABally NPpRONU3UTETHO MAKCHMATHHUTE

M MHHHMAJIHUTE KOHLEHTpaLMH M0 BpeEME Ha J030BHA MHTEpBaJ, ca 0000meHn B Tadnuua 13,

Tadaunua 13: O6001meHa craTucTHKA (cpeana cToHHOCT (90% HHTepBAT)) HA IAZMEHHTE
KOHUEHTPALUNH HA PHBApPOKCcadaH B CTAIMOHAPHO CBHCTOAHKE (Mcg/l) criopen pexkuMa Ha

JO3HpPAHC H BbipacTTa

Bpemeru

HHTEPBAJH

BEIHDXK N 12 -< 18 N |6-<12

AHEeBHO rOANHH rOAHHK

2,5-4 yaca

clen 171 | 241,5 24 | 2297

MPUIIATaHE (105-484) (91,5-777)

20-24 yaca 151 1 20,6 24 | 15,9

CIER pUiaraHe (5,69-66,5) (3,42-435.5)

nBa NbLTH N 6-<12 N 2-<6 N 0,5-<2

AHEBHO roANHH FOAMHH FOAHHH

2,5-4yacacnen | 36 | 1454 38 1 171.8 2 n.c.

[IpHIATAHE (46,0-343) (70,7-438)

10-16 uaca 33 | 26,0 37 | 22,2 3 10,7

CleJ Mpuilarade (7,99-94.9) (0,25-127) (n.c.-
n.c.)

TPH OBTH N [2<6roamun [N | Ot N [05<2|N [Or

RTHEBHO paXxaaHeTo - roguHHU PaXKRAHETO

< 2 rOAMHH -< 0,5
roAWHH

0.5-3vyacacinen | 5 164,7 25 (111,2 13 114,3 12 | 108,0

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

7-8 9aca cnen 5 33,2 23 | 18,7 12 | 21,4 11 | 16,1

[PHIAraHe (18,7-99,7) (10,1-36,5) (10,5- (1,03-33,6)
65,6)

n.c. = He e u3urcieHo (not calculated)
CTo#HOCTH 110 JONHATA rpaHMLIa Ha Konu4decTBeHo onpeacnsue (lower limit of quantification,
LLOQ) ca 3amectenu ¢ 1/2 LLOQ 3a n3uncnenuero Ha cratuctrctukara (LLOQ = 0,5 meg/l).

BHT:GKEI. @E[ZMBKDKHHETHKB-@apMHKUﬂHH&MHKa

Bpwikara papmakoknHeTHKA-(PapMakoarHaMuKa (PK/PD) Mexay nnazmenara KOHUCHTpALMA Ha
pHBapokcabaH M HAKONKO hapMakOAMHAMHYHH KpalHH TOYKH (HHXxHOHpaHe Ha dakTop Xa, PT, aPTT,
Heptest) e npoyyeHa ciel mpuiaraHe Ha IMpPOK Auana3oH oT Jo3M (5 - 30 mg aBa nbxTH Ha AcH).
Bpb3kaTa Mexay KOHIEHTpALHATA Ha puBapoKcabaH M aKTHBHOCTTa Ha (hakTop Xa Hau-go0pe ce
onucsa ¢ ERmaxR mMoaen. [lo oTHowienne Ha PT MogensT Ha NMHEHHO IIpeCUYaHE ONUCBA JaHHHUTE
0OHKHOREHO NMO-100pe. HaknmoHBT Ha KpHBaTa Bapupa 3HAYHTETHO B 3aBUCHUMOCT OT Pa3/IHYHHTE
n3non3eauy PT pearentu. [Ipm u3nonirane Ha Neoplastin PT, PT na uszxoquo HHBO € okoio 13
HaKJIOHBT 0KOJ10 3 10 4 s/(100 mukporpama/l). Pesyatature ot anannsa Ha PK/PD ot daza Il
CXOOHH C JaHHUTE, YCTAHOBCHH [1PH 3paBH HHIHBUIIH.
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[TeauaTpyUyHa NONyJaaIys
bezonacHOCTTa M €(PUKACHOCTTA HE Ca YCTAHOBEHH IPH MOKA3aHUETO NMpodHIaKTUKA HA HHCYAT H
CHCTEMHa eMOO0JIMA MPH NALMEHTH ¢ HEKJIANHO MPEACHPIAHO MBXKACHE MPH AELA U KOHOLIH Ha Bb3pacT

1o 18 roauHmu.

5.3 IlpeaAKNIHHHYHH NAHHH 3a 6e30MaCHOCT

HexnuHUYHKTE JaHHHM HE NOKa3BaT 0co0eH pHCK 3a Xopa Ha 0a3aTa Ha KOHBECHLMOHATHHUTE
(apMaKoJIOrHYHH M3NNTBAHMA 33 6€30MaCHOCT, TOKCHYHOCT [IpH €AHOKPATHO NPHIIOKCHHE,
(OTOTOKCHYHOCT, FEHOTOKCUYHOCT, KAHLIEPOTEHEH MOTEHUHA U I0BEHHIHA TOKCHYHOCT.

Edekture, Habm0gaBaHU MPH HAMKHTBAHMATA 32 TOKCHYHOCT MPH MHOTOKPATHO MPHIIOXKEHHE, Ca
CBBP3aHH OCHOBHO CBhC 3aCH/ICHaTa PapMakoaUWHAMHUHA aKTHBHOCT Ha puBapokcabaH. 1Ipu niabxoBe
ca HaOnogaBaHHy MOBHLICHU IJTa3MEHH HUBA HA IgG U IgA npH HMBa Ha eKCNO3ULHUA, CHOTBETCTBAIIH
HAa KIIHHHYHHTE,

[Ipn napxoBe He ca HaOMOAaBaHH €(DEKTH BbPXY (DEPTHUIIUTETA MPH MBKKHTE HUIH KCHCKUTE
’KUBOTHH. U3nHTBAHUATA IPH XUBOTHH [IOKA3BaT PENPOAYKTHUBHA TOKCHYHOCT, CBbP3aHa C
¢apMaKoNOruiHUA MEXaHH3IbM Ha ACHCTBUE HA pUBapokcadaH (Hafmp. xeMOparuyHH yCIOXHEHHUA).
[Ipn nnasMeHy HUBA, CHOTBETCTBAILH HA KIIMHHYHHTE, ¢a HabmonaBanu eMOpHo-peTalHA TOKCHYHOCT
(MOCTUMILIAHTALHOHHA 3aryoa, 3abaBeHo/CTUMYIHMPaHO OCHpPULIMpaHE, MHOXKCECTBEHH Briean
X€MaTaaAHH MeTHA) U NOBHUILUCHA YECTOTa HA Hal-4eCcTo CPEeINAanuTe MandopMalny, KakTo 1
MIalcHTApHH NMpoMeHH. [IpH npe- ¥ NOCTHATAHO H3NKTBAHE Ha IUTBXOBE € HabMmoAaBaHa HaManeHa
BHTATHOCT Ha MMOKOJICHUETO NPH 103H, TOKCHYHM 3a MalKHTE,

PusapokcabaH ¢ v3cnensaH Npu KBEHWIHHU IUTBXOBE MPH NPOAB/DKMTENHOCT HA JIEYEHHETO A0 3
MecCella, ¢ Hayajlo OT NOCTHATANIEH AeH 4, KOETO MOKa3Ra MOBUILICHHE Ha NMEPUHUHCYIApHA XEMOparus,
KOATO HE € 3aBHUCHMA OT A03aTa. He e HabmoaaBaHo A0KA3aTEICTRO 3a cleluUYHA TapreTHAa OpraHHa

TOKCHYHOCT.

6. OAPMANEBTUYHHU JAHHHU
6.1 CnuchbKk Ha NOMOIHHKTE BEIIECTBA

Hopo na mabremrxama
JlakTo3a MOHOXHApAT
MHKpOKpHUCTATHA LETYI034
Kpockapmeno3a HaTpuid
XHIpOMENo3a

Harpues naypuncyndar

Marne3sueB creapar

Duimoso noxpumue
Xunpomenosa

Tutanos auoxcua (E171)
Maxporon

XeneszeH okcun, uepseH (E 172)
6.2 HecbBMECTHMOCTH
Henpunoxumo

6.3 Cpok Ha roaHocTt

2 TONKHHH.

6.4 Chneuua/JIHH YCJIOBUA HA ChXpaHeHHe
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To3u siekapcTBEH NPOAYKT HE M3HCKBA CIICLIHMAIHY YCIIOBHS Ha ChXpaHCHHE.
6.5 BuaH cbAbpKaHHUE HA OIIAKOBKATA
dunamupannTe Tabnetku ca onakosand B PVC/Alu bnucrepu.

Pa3mep Ha onakoBkara: 10, 14, 28, 30, 50, 98 u 100 ¢punmupanu tabnetku
He Bcuuku BHAOBH ONMAKOBKHM MOTaT Ja ObJaT MyCHATH B Mpoaax0a.

6.6 CnenHalHH NpeaANa3HH MEPKH NPH NIXBBPAAHE H padoTa

Hensnon3panuar JICKAPCTBCH NMPOAYKT HJIH OTNAaAbYHHTC MATCPHAJIM OT HCT'O Tpﬂﬁﬂa Ada CC H3XBBPIIAT
B CHOTBCTCTBHC C MCCTHHTC N3MCKBAHHA.

PazrpomaBaHe Ha TabneTKH

TabneTkure puBapokcabaH MOrat J1a ce€ pa3Tpouiar u aa ce cycnenaupat B 50 ml Boga u aa ce
NpHaarar npe3 HazoracTpajHa COHAA MMM CTOMALIHA COHMA 3a XPaHEHE CIE TOTBBPKIABAHE HA
CTOMALLIHOTO TOCTABAHE Ha coHAaTa. Cnej Toea Tprbara TpsaOBa na ce npomue ¢ Boaa. I'sH KaTo
abcopbuusara Ha pusapokcabaH 3aBHCH OT MACTOTO Ha OCBOOO’KIaBaHE Ha aKTUBHOTO BELLECTRO,
NPUICKEHUETO Ha puBapokcabaH JUCTaMHO KbM CTOMaxa TpabBa Ja ce u3bArea, Tbi KaTo TOBA MOXKE
Ja JOoBeJe 10 HaMalieHa adcopOums M 0O TO3M HAYMH HAMAJIEHA €KCIO3MUMA HA AKTUBHO BEILECTBO.
Crnen npumoXkeHHETO Ha HaTpolueH puBapokcadan 20 mg tabnerka, nozara tpsadsa HezabaBHO na Obae
MOC/NEABaHa OT CHTEPAIHO XPaHEHE.

7. IIPHTEXATEJI HA PAZPEHIEHHUETO 3A YIIOTPEBA

Zentiva k.s.,
U kabelovny 130,

Dolni Mécholupy,

102 37, Prague 10,

Yemka penybnuka

8. HOMEP(A) HA PA3ZPEIHIIEHHETO 3A YIIOTPEBA

Per. Ne: 20200044

9. JATA HA ITBbPBO PAIPEHNIABAHE/TIOJJHOBABAHE HA PAZPEILIEHHETO 3A
YIIOTPEBA

Jlata Ha NbpBO pa3pewiaBane: 12.03.2020
JlaTa Ha NOCNeaHO MOJHOBABAHE:

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

14.12.2023 r.
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