KPATKA XAPAKTEPHUCTHKA HA MTIPOAYKTA

M3TTLJIHUTENHA ATEHLIAS 110 NEKAPCTBATA

1. HME HA JEKAPCTBEHHA NPOJAYKT

Kcanupea 15 mg punmupanun tabnerku
Xanirva 15 mg film-coated tablets

2, KAYECTBEH U KOJITHYECTBEH CBCTAB
Bceaka punmnpana Tabnerka chabpka 15 mg pueapokcabaH (rivaroxaban).
[ToMOLIIHO BEIIECTBO C H3BECTHO JCHCTBUE

Bcesaka punmupana rabnerka coaspika 162,5 mg nakrosa (xato MOHOXHIpPAT).
3a MBJIHUA CIMCBK HA MOMOLLHMTE BELLECTBA BHXTE TOYKa 6.1,

3. JEKAPCTBEHA ®OPMA

OunMupasa tabnerka.

Yepeenn, Kperiau, ABOXHOU3MTbKHANH, QHIMHpaHH TabneTku (¢ npubausuteneH auametsp 9,5 mm) ¢
BLTLOHATO penepHo o3HadeHHe "15" oT eaHaTa cTpaHa M IMIafKH OT ApyraTa.

4. KAINHUYHHU JAHHHU
4.1 TepaneBTHYHH NOKA3AHHA

Buw3pacmnuu

[lpodunaxTika Ha HHCYJIT U CHCTEMEH €MOONH3BM NPH BL3IPACTHH NAUMEHTH ¢ HEKIAMHO
NPeAChPAHO MBXIAEHE C €IMH HITH MTOBEYE PUCKOBH (aKTOPH, KaTO 3aCTOHHA ChpACYHA
HEMOCTATHYHOCT, XHMIIEPTOHUSA, BB3PAcT > 75 roavHuy, 3axapeH avaber, npeaiuecTranl HHCYIT HIH
(IPEXOJCH HCXEMHYEH NPHCTHII.

Jleuenne Ha agnnboka seHosHa Tpombo3a (JIBT) n 6enoapoben embonussm (BE) n npodmnaktuka ua
peunauBupawiv BT u BE npu sb3pacTHu. (BX. Touka 4.4 33 XeMOAHWHAMHYHO HECTAOMTHY ALUEHTH
¢ BE.)

IHeduampuuna nonyaayus

Jleuenune na Benosna tpomboembonusi (BTE) u npenorBparasane Ha peunnu Ha BTE npu geua n
IOHOLUHM HA BB3pacT noa 18 roguuu u ¢ Terno or 30 kg oo 50 kg cnea noHe 5 AHM MbPBOHAYAIHO
MapEeHTEPATHO AHTHKOArylallMOHHO JICHEHHE,

4.2 J103MpOBKA H HAYHH Ha NPUIOKEHHE

o3upoBka

fIpogpurakmuxa na uncyam u cucmemen emME0IUTLM NPU 8bIPACMHY
[IpenopbunTenHata fo3a € 20 mg eaAMH MbT AHEBHO, KOETO NMPEACTAB/ABA H MPENOPbYHTEREHTY,
MaKCHMaJIHa J103a.

JleyeHueTO ¢ KC&HHpBa TPHGBH Aad CC NIPpOABIXKaBa B ABATIOCPOUYECH IJIaH, KOraTro rnon
npo:bunal{mxa“ra Hda HHCYIIT H CUCTCMCH eM0OJIH3IBM HaIBHUIABA PHCKA OT KBPBEHC |



Ako Obpae mporycHaTa HAKOA J03a, NaiueHTsT TpabBa aa npueme Kcanuppa HezabaBHO ¢ Ha
ClcABaLMA ICH 1a NPOIB/DKH C NPUEMa €HH ITbT AHEBHO, ChIacHO npenophkute. He Tpabaa na ce
npuema ABOHHA 4033 B CHIUMA ACH 33 KOMIICHCHPaHE HA NMPOITYCHATATA 1034.

Jleuenue na /BT, neuenue na BE u npoguraxmura na peyuousupawyu /BT u BE npu eév3pacmnu
[IpenopbunTenHara a03a 3a HauanHo nedyeHue Ha octpu JIBT unu BE e 15 mg aBa nwtu nxeBHo npes
NbPBHTE TPH CEAMHLIH, HOCIEABaHa OT f03a oT 20 mg BCAHBXK AHEBHO 33 NPOAL/DKABANIOTO JICUEHHE
H npogunakTika Ha peumavBupamd BT u BE.

Tpabsa na ce uma npeasua KpaTKocpouHa Tepanms (Hai-Manko 3 Mecena) npy nauueHTu ¢ JABT win
bE, npoBokHpaH# OT roaeMu NpexoaHH PHCKOBY GakTopH (T.€. CKOPOLIHA rojiiMa onepanns Ui
TpasMa). [lo-npoabmkuTenna repanus TpAOBa Ja ce HMa NpeABHA NPH NALMUEHTH ¢ MPOBOKHPAHH
JBT unu bE, Hecsbp3anu ¢ ronemu npexoauu puckoy ¢aktopu, Henposokupauu JIBT unu BE umm
aHaMHe3a 3a peunavenpanim JBT unu BE.

Koraro e noka3aia no-npoabxuTenHa npodunaxruka Ha peunansupaiun JIBT u BE (cnen
3aBbplIBaHE HA NOHE 6-MeceuHa Tepanua 3a JIBT unu BE), npenopbuntennara nosa e 10 mg seannxk
AHeBHO. IIpy nauueHTH, NpH KOMUTO cE CMATA, Ye pUCKBT OT peurausupamu [ABT nnn BE e Brcok,
KATO TE€3H C YCJIOXKHEHH ChITHTCTBALM 3a00MABaHHA, HIK KOUTO ca pa3suiaH peunaneupamn BT unu
bE npu no-npoasmxurenta npopunaktuka ¢ Kcanupsa 10 mg Beannx auesHo, TpabBa na ce vma
npensua npnem Ha Kcanupea 20 mg BEAHBXK JHEBHO.

[IpogbmkuTeNHOCTTa Ha TepanusaTa Tpabsa na ce onpeaeny K A03aTa Aa ce 3bepe HHAMBHIYAIHO
ciell BHUMATENMHA OLCHKA HA ChOTHOLICHUETO MEXIY M0J13aTa OT JEYEHNUETO M PHUCKA OT KbPBEHE (BXK.
TO4YKa 4.4).

[lepuon ot Bpeme Cxema Ha npunarave  |O6iia nHeBHa 0034
Jleuenne u npodunaktuka | Jen 1-21 15 mg aBa neTH AueBHO |30 mg
E‘; peuransupay [IBT U | Or flen 22 nararsk 20 mg BeaHbXk AHEBHO |20 mg
[IpodunakTrka Ha Cnen 3aBbpIIBAHE HA 10 mg BenHbx gHeBHO |10 mg uam 20 mg
peunavsupawiy JBT n BE |Hak-manko 6-MeceyHa M 20 mg BEAHBXK

tepanus 3a IBT unu BE | aneBHo

Axo BbB ¢a3aTa Ha neyeHue ¢ 15 mg nBa neTH AHEBHO (cH | - 21) ce nponycHe ennH npuem,
nauHeHTHT TpabBa He3zabaBHO na npueme Kcanunpsa, 3a aa ce OCHrypu o610 npHETo KOAHYECTBO OT
30 mg Kcannpsa 3a eauH aed. B nonoben ciyyait moxe na 6uaat npuetn ase tabnetku ot 15 mg
HaBeIHbXK. [lauMeHTHT TpAbBa Oa NPoaLIKK peAOBHUS NPUEM Ha |5 mg aBa MbTH AHEBHO HA
CNeABalliMA A€H, KaKTO € IIPEIopbYaHoO.

AKoO BbB (pa3aTa Ha JICYEHHUE C €IHH NIPHEM Ha JICH CE IPONYCHE €IUH IPHEM, NALMCHTBT TPADRa
HelabasHo na npueMe Kcannpsa m 1pabBa na npoas/ikH peIOBHUSA NPHEM BEAHBX AHEBHO Ha
CNeABALINA A€H, KaKTo € npenopbyano. He Tpabsa na ce ninon3ea ABoHHA 1032 B pPAMKHTE €IHH H
CBILH EH, 3a 1a C€ KOMIICHCHpa NMPONycHaTaTa 103a.

Jevenue na BTE u npopunakmuxa na peyuousu na BTE npu deya u onowy
Jleuenunero ¢ Kcanupsa npu aeua v 1oHOWIM Ha BB3pacT noj 18 rogunu Tpadsa na 3anouxe "ai-Manko
5 AHM cnel HavanHO NapeHTepalIHO aHTHKOAry/IaHTHO JieueHue (BXK. Todka 5.1).

Jlo3aTa 3a geua M IOHOIIH ce M3YHC/IBA Ha 6a3aTa Ha TENECHOTO TErNo.

- TenecHo terno ot 30 no 50 kg:
npenopbysa ce eqHOKpaTHAa AHEBHA 4032 15 mg puBapokcaban. Tosa ¢ mMak
103a.

- TenecuHo terno 50 kg nnum noseve:
NpenopbyBa ce€ eAHOKpaTHa JHeBHA no3a 20 mg puBapokcaban. Tosa e Maky
ao3a.




3a MalHeHTH C TeNECHO Terao no-Manko ot 30 kg BHAKTC KpaTKaTﬂ XapaKTCpPpUCTHKA Ha
MPpOAYKTa Ha pHBﬂpGKCﬂG&H FPpaHyJIHK 3a [ICpopa/iHa CYCIICH3HA.

Ternoro Ha aeteTo TPAOBa Aa ce NpociaeAsBa H 103aTa Aa ¢€ npepasrnexiaa peaosHo. Topa e
HeoOxoaMMo, 3a Aa ce rapaHTHpa, 4e ce NOJUTbPXkKa TepaneBTHYHa Ho3a. Kopekuusa Ha no3ara tpabsa
Ia ce MpaBH caMoO Bb3 OCHOBA HAa NPOMEHH B TENECHOTO TETO.

JledyenreTo TpAOBa Aa ObAC NPOABMKCHO 3a HAH-MaIKO 3 Mecela NIpH Aeua U oHowd. JleueHHneTo
Moxe Ja Obac yanmkeHo A0 12 Mecella, KOraTo € KNMMHUYHO HeoOxoaumo. JIunceart AaHHH NpH Acua B
MOAKPENa Ha HaMaIABaHE Ha N03aTa cnel 6-MeceyHo neyeHue. ChOTHOWEHUETO MOJ3a-PHCK Ha
NpoAb/KaBaHE Ha TepanuATa ciel 3 meceua TpaOBa na 6ba¢ OLCHEHO Ha HHAWBHAYaNHA 0a3a, KaTo ce
MMa [IPEJBHJ PHCKA OT pELIMANBHpaLLA TpoMO03a CIPAMO NOTCHUHATHHA PHCK OT KbpPBEHE.

AKO ce NMponycHe eAHH MpHEM, NpoNycHaTara qo3a TpabBa 1a ce B3eMe Bb3MOXKHO Hail-CKopo clieq
KaTo ce 3a0enexH npofycka, HO CaMo B CbiliA ACH. AKO TOBA HE € Bb3MOXHO, NALMEHTHLT Tpadsa aa
MpOIyCHE J103aTa ¥ Ja NPOABbJDKH ChC Ce/ABaLATA K034, KAKTO € npeantcano. IlauueHTsT He Tpabsa
Aa B3eMa ABe J03M, 32 13 KOMOeHCHPa MPONyCHaTaTa 103a.

[Ipemunasare om nevenue ¢ anmaconucmu Ha eumawur K (ABK) xem Kcanupea
- [IpodunakTHka Ha HHCYNIT H CHCTEMHA eMOONuA:
ABK Tpabsa na ce cnpar M 1a ce 3anovHe JeUEHHETO ¢ puBapokcabaH, Koraro
Mexayuapoanoro Hopmanusupano cwotHomenne (International Normalised Ratio, INR) e
< 3,0.
- Jleuenue Ha [IBT, BE u npodunakTHka Ha peunaAMBHU NPH BB3pacTHU U neuenne Ha BTE u
npodHIaKTHKa Ha PELIMBUAM [IPH NEAUATPUUHH MALMEHTH:
ABK Ttpabea xa ce cnpart ¥ aa ce 3ano4yHe JTeYeHHETo ¢ puBapokcaban, korato INR e < 2.5.
[Ipy npemunasane ot neuenue ¢ ABK xbm nedenre ¢ Kcannpsa cToMHOCTHTE Ha MexayHapoAHOTO
Hopmanninpaso ceotHoueHue (International Normalised Ratio, INR) e 6naat daniunBo nosuueHu
cnea npueMa Ha Kcaunpsa. INR nHe e panuaeH napaMmersp 3a M3MEpBaHE HA aHTUKOAry/aHTHaATa
AKTUBHOCT Ha KcaHHpBa 4 cleJOBaTE/HO He TpaORa Aa ce H3ITo/3Ba (BXK. Touka 4.5).

IIpemunaasane om 1evenue ¢ Kcanupsa kem anmacornucmu na eumawur K (ABK)

HMMa BepOATHOCT aHTHMKOAarynaumsaTa n1a 6buae HeaieKkBaTHa B X0/a Ha [PEMHHABAHETO OT JICUCHHE C
Kcanupsa koM ABK. Tpsabsa na ce oCHrypu npoab/KHTENHA aCKBaTHA aHTUKOAryJialus npu
NpeMHHaBaHE KbM ANTEPHATUBEH aHTHKOArynadT. [pabBa Aa ce orbenexu, ye Kcanupsa Moxe aa
00yCcnoBM NMOBHIIEHH CTORHOCTH Ha INR.

[Ipn nanurenT, npeMunasaity ot nedyeHue ¢ Kcaunpesa koM ABK, ABK 1psbBa na ce npuemar
napanenno 1o Aoctiurade Ha INR > 2,0. [1pe3 mepBHTE AiBA 1HM OT NpexoaHusa nepHoa Tpadbsa aa ce
npunara CTaHAapTHaTa HayaiaHa fo3a ABK, cnen xoeto no3ata va ABK tpabea na e cnopen
pesyntatute 3a INR. Jokaro nayueHtute npuemat eaHospemeHHo Kcannpea 1 ABK, INR He TpsiOBa
Ia ce U3caeaBa ro-paHo ot 24 yaca ciel npeaxoaHara 103a, a CaMo HENOCPEACTBEHO Npen
caensatata no3a Kcanupea. Ciaen xato ce npeycraHoBH npuema Ha Kcanupea, INR moxe na ce
H3CACABa K PE3YJITATHTE Ja Ca HANCKIHHU NoHe 24 yaca cnea npueMa Ha NOCACIHATa 1033 (BXK. TOYKH
4.5u5.2).

[TeaMaTpuyHKU NALIMCHTH:
Heuara, kouto npeMuHaBat oT Kcannpsa keM ABK, Tpabsa na npoabsmkar aa npueMat Kcanupsa 3a
48 vaca cnen nupBata no03a ABK. Crnen 2 aun Ha eTHOBPEMEHHO NPHAOXKEeHUE TpsaOBa 1a ¢¢ HanpaBy
u3cnensBaHe v Ja ce nomy4ar pesynratute 3a INR, npean cneagamara nosa Kcanupsa no ¢xemara.

[IpenopbuBa ce eAHOBpEeMEHHOTO npunoxxenue Ha Kcannpsa 1 ABK ga nponbmku, nokato IN
>2,0. lllom kato npuemsT Ha Kcaunpsa € npeycraHoBeH, INR Moxe aa ce micnensa m aa
HaJeXOHH pe3ynTaT 24 yaca cliell mpyueMa Ha NocjaeaHaTa 403a (BX. [0-Trope U TO4Ka

Ilpevmunasane om revenue ¢ napenmepatnu avmuxoasyaawmu kv Kcanupea
[ipy BB3pacTHU M NEAUATPHYHM NMALMEHTH, KOUTO B MOMEHTA NOJIy4aBaT MapeHTep



MPUNOXKEHUE Ha NapEHTEPATHHA JICKAPCTBEH MPOAYKT (HAND. HUCKOMONEKYJICH XENapuH) WK B
MOMEHTA Ha CIIHpaHE Ha MPOIb/DKUTEIHOTO NPHJIOKEHNE HA NapeHTEPAIHHA JIEKAPCTBEH NMPOAYKT
(Hanp. MHTPABEHO3CH HeQPAKLMOHUPAH XEMapHH ).

HPEMHHHBHHE om 1e4yeHue ¢ KCHHHPGG KbM nApexrmepdiHu aemurKoacyaanmu
HPEYCTaHOBETE MnpucMa Ha KC&HHPBR H IpHINIOAKCTE ITbPBATa 1034 OT NAPCHTCPANTHHA aHTHKOATr'yYJIAHT
B MOMECHTA, KOraTo TPHGBH Od CC [MPpHEMC CIIicABailaTa 034 KCE]HHPB&.

CoenmanHy nonyJ/aauHu

bvbpeuno yepexcoane

Bb3pacThu:

OrpaHHYeHHTE KTHHHYHH AaHHH OT MALHEHTH ¢ TeXKKO 610peyHo yBpexaaHe (KpeaTHHMHOB KIHPBHC
15 — 29 ml/min) noka3Bar, 4ye NIasMEHUTE KOHLUCHTPALMH HA pUBAPOKCalaH Ca 3HAYHUTEC/IHO
nosuiieHy. I1o Tasn npuunna Kcanupea TpabBa aa ce npunara BHUMaTenHo npu te3y nauueHTH. He
ce npenopsuBa yrnorpedara nNpy NalMEHTH ¢ KPEATHHHHOB KITHPBHC < 15 ml/min (Bx. Toukn 4.4 1
5.2).

[1pn nanneHTH ¢ yMepeHo 6b0peuHo yBpexaaHe (kpeaTHHHHOB KIdpBHC 30 — 49 ml/min) unu ¢
TEeXKO OBOpeuHo yBpexKaaHe (KpeaTHHUHOB KIHPBHC 15 — 29 ml/min) ca BanuaHu cleaJHUTE
MPENOPBKH 3a JO3UPaAHE:

- 3a npoHNAKTHKA HA HHCYIIT H CHCTEMEH eMOOJIHIBM NPH NALMEHTH C HEKJIAMMHO NPEACBPRHO
MTXKIEHE NpenopsUYMTENIHATa A03a € |5 mg BeaHbX AHEBHO (BX. TOUKa 5.2).

- 3a neyenne Ha JIBT, neyenne va BE n npodunaktrka Ha peunausupaum JIBT u BE:
nauHeHTHTEe TpAOBa na 6baat nekyBaHu ¢ 15 mg ABa TbTH AHCBHO MPE3 MhPBUTE 3 CEAMHLIM.
Cnen ToBa, KOraTo npenopsyMTenHaTa g03a ¢ 20 mg eaus NuT AHEBHO, TpAOBa Oa ce 0OMHCIH
HaMaJIgBaHE Ha no3aTa OT 20 mg BeAHDbX AHEBHO HA 15 mg eAnH mbT AHEBHO, AKO OLCHEHHAT
PHCK OT KbPBCHE 3a NauHeHTa HaaxBoupis pucka ot peunausupaniv /IBT u BE. Ilpenopskara
3a ynorpebata Ha 15 mg ce ocHOBaBa Ha (apMaKOKHHETHYHO MOAENHPAHE U HE € [IPpOoyYBaHa
MPH TE3H KIMHHYHH ycnoBus (BX. Touku 4.4, 5.1 n 5.2).
Korato npenopsumTenHata 103a ¢ 10 mg euH mbT AHEBHO, HE CE Hajara T4 Aa ou/ie
KOPHIHpaHa.

He ce Hanara kopekuHa Ha 03aTa OIPH NALKEHTH ¢ eko 6b0pedHo yBpexaaHe (KpeaTHHHHOB
kinpbHC 50 — 80 ml/min) (Bx. Todka 5.2).

[lenuaTpuyna nonynauus:

- Jleua u IOHOLWH C JIeKa CTeneH Ha 0b0pevyHo yBpexaaHe (CKOPOCT Ha rlnoMepyIHa GUATpaLMa
50 - 80 mI/min/1,73 m?): He ce Hanara KOPEKUMS Ha 103aTa, Ha 6a3aTa Ha JaHHH NPH
BB3PACTHU U OTPaHNYCHH JAHHU MPH NEAHATPHYHH NALHEHTH (BXK, TOYKa 5.2).

- Heua v IOHOIUM C YMepeHa MM TeXKa cTericH Ha 6u6peyuHo yBpexaaHe (CKOpoCT Ha
rinoMepynaHa puntpauna < 50 ml/min/1,73 m*): Kcanupsa He ce npenopbuBa, Thil KaTO JUNCBAT
KIIMHMYHH JJaHHH (BX. TOuKa 4.4).

Yeproopobro yvepescoane

Kcanupsa ¢ npoTHBONIOKa3aH MPH MallMEHTH C YEPHOAPOOHO 3abonaBaHe, CBBP3aHO ¢ KOaryaonaTHa
KJIMHUYHO 3HAYHM PUCK OT KbPBEHE, BKIIHOYUTENHO nauueHTH ¢ uupo3sa ¢ Child Pugh B n C (Bx.
TOYKH 4.3 1 5.2). JIuncBaT KIMHUYHY JAHHH TIPH JAela ¢ YepHOApoOHO YBpeXKAaHe.

lonyaayus e cmapuecka sw3pacm
be3 kopekuus Ha 103aTa (BX. To4ka 5.2).

Terecno meeio
be3 xopekums Ha ao3ata 3a Bb3pacTHM (BXK. TO4Ka 5.2).
[Ipy neanaTpHyHH NaLKEHTH A03aTa C€ OMPEAEIS CIPAMO TEIECHOTO TErJIo.




floa
be3 kopexkuusa Ha q03aTa (BXK. TO4Ka 5.2).

TTayuenmu, nooaoxcenu na kapouosep:uo

[TpuemsT Ha Kcanupsa Moke f1a 3aro4YHe WA A3 APOABIKH NPH NALMEHTH, PH KOMTO MOXKE [1a €
HEO0OX0AHMO KapAHOBEP3HO.

Ilpy kapanoBep3no HacoyBaHo OT TpaHce3odareanHa exokapanorpadus (TEE) npu naiMeHTH, KOUTO
He ca OWIIH JIEKYBaHH C aHTHKOAKY/aHTH, feueHreTo ¢ Kcaunpsa Tpabea na 3anodde Haii-Manko 4
Yaca fpeau KapAMOBEP3HOTO, 33 a CC rapaHTHpa aJeKBaTHAa aHTHKoarymnauus (Bx. Touku 5.1 u 5.2).
[Ipu BCHMKM MALIMEHTH, NIPEAM KapAHOBEP3HO TPAOBA Aa CC MOTHLPCH NOTBLPKIACHHUE, e MALHUEHTHT ¢
npuen Kcanupsa, kakto € npeanncato. Ilpu B3eMaHe Ha pelicHHe 3a 3aM04BaHE HA TEpaNHs H
OTipefieNIIHE HA MPOAB/DKHTCIIHOCTTA H, TPAOBa a ce UMaT NpeABNI YCTAHOBCHHTE NMPENOPHKH OT
PBHKOBOACTBATA 338 3HTHKOAryJIAHTHO JICYEHHE NIPH NALMEHTH, NOINOXEHH Ha KAPAHOBEPIHO.

ITayuenmu c Hexianno npedcvporo Muicoene, Koumo noorexcam va INKH (nepxymanna xoponapua
UHMEPBCHYUR) C ROCMABAHE HA CMEeHM

HMma orpannyeH onuT no OTHOWEHHE HA HamaneHa Jo3a 15 mg Beaubxk auesHo (nax 10 mg Kcanupsa
BEXHBXK JHCBHO 32 MNALMCHTH C YMEPEHO TEXKKO OnOpedHo yBpexaaHe (KpeaTHHHHOB KIHPBHC

30 ~ 49 ml/min)), s nonsaneHue kbM P2Y 12 uuxuburopa 3a 12 Meceua MakcHMyM, TIpH MALHEHTH C
HCKJAMHO NPSACHPAHO MBXIECHE, KOMTO C€ HYXKIAAT OT NePopaiHa aHTHKOAryJIaHTHA Tepanus U ¢a
ounu nognoxkenu Ha IKH ¢ nocrasane Ha creut (Bx. Touku 4.4 1 5.1).

{lTecuampuvuna nonyrayus

bezonacHocTTa M ehuxacHOCTTa Ha puBapokcaban npu Acua Ha Bb3pacT 0 10 < 18 roanHu He ca
YCTAHOBCHM 1P MOKA3aHHETO NPOPHUIAKTHKA HAa MHCYIT U CHCTEMHA eMOOINS MPH MALHEHTH C
HEKJIANHO NpeAckpaHO MbxaeHe. Jluncsar nanuu. [lo Ta3u npuuuHa ToO# He ce npenopwvysa 3a
ynotpeba npu neua nox |8-roauuHa BL3pacT npu ApyrH NokasaHus ocBeH neucHue Ha BTE u
npodunakTuka Ha peunanu Ha BTE.

HauuH Ha DpUIOKEHHE

Bw3pacmnuu

Kcanupsa € 3a nepopanHo NpHIoKEHHE.

Tabnerkure TpaOBa Aa ce npueMar ¢ XxpaHa (BX. Touka 5.2).

Pasmpowasane na mab.remxume

ITpu nauMeHTH, KOMTO HE MOraT Jia NOrabILaT TabneTkuTe Leau, Tabaerkata Kcannpsa Moxe aa ce
HaTPOLUH U CMCCH C BOAa HITH A0BLAKOBO MIOpe HEMOCPEJACTBCHO APCAH yrnoTpeba 1 1a ce npuioxKy
nepopanHo. Crnen npreMane Ha HaTpolleHa Tabnerka Kcanupsa ot 1S mg, fo3ara tps6sa Aa 6bae
nocaeaBaHa He3abaBHO OT XpaHa.

Hatpouwenara tabnerka KcaHnpsa Moxke Ja ce npunara Chitio M 4pe3 CTOMAIHA COHAA (BXK. TOUKH 5.2

H 6.6).

Heya u wonowu ¢ meano om 30 kg 0o 50 kg

Kcauupsa € 3a nepopajiHO NpHUIIOKEHHUE.

[TauuentsT TPAORA Na 6B1¢ MOCHBETBAH Ja NorAwila TabneTkara ¢ TeuHocT. Ta TpsabBa cbLIo Ja ce
MmpHeMa ¢ XpaHa (BxK. Touka 5.2). TabsneTkute TpaOBa na ce mpueMar Npe3 HHTEPBAT NPHONHIHTEIHO
24 qaca.

B cnyyail ue nauMeHTET H3N/II0E BEAHAra J103aTa WIH [IOBLPHE B paMKHTE Ha 30 MUHYTH cien

MPHIIOXKEHHKE Ha f03aTa, TpAdBa Aa ce naae HoBa A03a. Ako ofaye NALUMEHTHT NOBLPHE MoBeye ot 30
MHHYTH CJIe[l MPHAEMA, 103aTa HE TpA0Ba Ja ce npunara OTHOBO H CleaBallaTta 103a Tpads
B3¢ME [10 CXeMaTa.

TabneTkara He TpsaOBa 4a ce pasaeis Npy onuT aa ce HabaBy YacT OT Jo3aTa B Tabn

Pasmpowagare na mabremxume




[Ipy nauMeHTH, KOUTO HE MOraT Oa NOrTLINAT TabNETKUTE LenM, Tpabsa aa ce HInoa3sa
puBapokcadaH rpaHy/I 3a NepopaliHa CYCICHINA.

AKO nepopanHaTa CyCcleH3Ha HE € Ha Pa3NoIQKEHHE BEJHara, Korato ¢ W3nucada go3a 15 mg
puBapokcabaH, T Moxke 1a 6bae HabaBeHa, KaTo ce pa3TpoiuMd TabneTka |5 mg M ce cMecH ¢ BOJA WM
A0BIKOBO MIOPE HEMOCPEACTBEHO NPeay ynorpeda U ce MPHII0KH NEPOPATTHO.

Pastpoincnara tabneTka MoXe [a Ce IpHiara upe3s Ha3oracTPalHa WK CTOMALIIHA COHIA 33 XPaHEHE
(Bx. TOUKM 5.2 n 6.6).

4.3 IIporuBonmoKA3aHKA

CBpBbXUYBCTBHTEIHOCT KbM AKTHBHOTO BEMIECTBO MIIM KbM HAKOE OT MOMOLLHHTE BEIECTBA,
n30poeHu B Touka 6.1.

AI{THBHO, KJIHHHYHO 3HAYHMO KbPBCHC.

Jleznsa unu CbCTOAHME, aKo Obe CHETEHO, Ye NPEACTaBIsBA 3HAYKUM PUCK 3a I'OJIAMO KbpBEHE. ToBa
MOXX€ /12 BKJIFOUBA HACTOsALIA MM CKOPOILHA raCTPOMHTECTHHANIHA A3Ba, HATHYHE HA 3JI0KAYeCTBEHH
HEOMIA3MH C BHCOK PHCK 33 KbPBEHE, CKOPOLLHO HapaHABAHE Ha IVIaBHUA HIIH rphLOHaYHUA MO3BK,
CKOpOILIHA ONepalys Ha INaBHHUA MO3BK, IPbOHAYHHA MO3BK HITH OYHTE, CKOPOLUHA BbTpeueperHa
X€MOparusa, H3BECTHH WK CYCNIEKTHH e30¢arcajHy BapuLiH, apTepOBEHO3HH MaPopMaLivH, CbAOBH
aHEBPH3MH HIIM FOJICMH MHTPACIIMHAIHH WK UHTpauepeOpanHu cChA0BH aHOMAJHH.

EanospeMEeHHOTO NleYeHKE ¢ APpYTH AaHTHKOATY/IaHTH, Hanp. HedpakuuoHupaH xenapux (HOX),
HHUCKOMOIEKYIHH XENAapHHHU (€HOKCaNlapyH, AANTENIAPHH K Jp.), MPOU3BOAHH HA XEnapHHa
(boHIanapuHYKC Y Ip.), NEPOPAIHK aHTHKOArynaHTH (BapdapHH, JaduraTtpaH €eTeKCHIar, anukcaban
M p.), OCBEH NpH crneunpuyHy o0CTOATENCTBA 32 CMAHA Ha JIEYEHHETO ¢ aHTHKOATryJIaHT (BX. TOYKa
4.2) wnu korato HOX ce npunara B 5031, He0OXOAUMH 3a MOLTLPXKAHETO HA OTBOPEH LICHTPAJICH
BCHO3CH MJIM apTepHalieH KaTeThp (BX. Touka 4.5).

YepioapobHo 3abonsgBaHe, CBbP3aHO C KOArylONaTHA M KIIMHUYHO 3HAYHM PHCK OT KbPBEHE,
BKJIDYMTEJTHO NauueHTH ¢ uupo3a ¢ Child Pugh B u C (Bx. Touka 5.2).

bpemeHHOCT ¥ KbpMeHe (BX. Touka 4.6).

4.4 ChnendajJud npeaynpexaeHus U NpeInasHH MepKH NpH ynoTpeba

l’Ipenopmma CcC KJIHHHYHO HEISHIDHEHHQ, CBHOTBCTCTBALLO Ha [IPOBEXKIAHATA aHTUKOATI'YJIALHA B X044
Ha LCJINA TICPHO Ha JICHCHHC.

Puck oT xeMoparus

KakTto u ¢ OpyTH aHTHKOAryJlaHTH, TALMCHTHTE, KOUTO npremat Kcanupsa, TpabBa 1a ce Habmiogasat
BHUMATENIHO 3a NpH3IHaLu Ha kbepBeHe. [Ipenopbuea ce ynorpebara ¢ NOBUILEHO BHUMAHHE IIPH
ChCTOAHUA C MOBUILCH PHCK 3a Xemoparua. [Ipunoxenunero Ha Kcanupsa Tpabea ga ce npeycranosH
IIpH TOABa Ha TEXKa XxeMoparus (BX. Touka 4.9).

B xnMHUYHHMTE NPOYYBaHHUs JIMTABHYHO KbPBEHE (T.€. OT HOCA, BEHLIUTE, CTOMAUIHO-YPEBHHUS TPAKT,
NUKOYHO-NIONOBHA TPAKT, BKTIOYHATENHO aDHOPMHO BarHHaTHO WJIH YBEIHYECHO MEHCTPYATHO
KbpBEHE) H aHEMHA ce¢ HabMIOAaBaT NO-4€CTO NPH IbATOCPOUHO JIEYEHHE ¢ pHBapoKcabax B
cpaBHeHue ¢ neyeHue ¢ ABK. [lo ta3zu npuumnHa, B AOMBIHEHHE KBM aZICKBATHOTO KJIMHHYHO
HabmoaeHHe, 1abopaTopHO M3caeaBaHE Ha XeMorno6rHHa/xeMaTokpuTa Ou Mor/o aa 6b4e oT non3a 3a

npeueHkKa crnopes ciys4as.
Hsaxonko noarpynu naumMeHTH, ONHCaHH NOOPOOHO MO-A0MY, €3 C MOBULIEH PHCK OT jft

[IAUMEHTH cneaBa Aa 6b1aT BHUMATEHO NIPOCAENEHH 3a Dene3H H CUMNTOMH Ha CBE
YCMOXHEHHA M aHEMHA CIlell HAaYaIOTO Ha JicdeHHeTo (BX. Touka 4.8).




[Tpy BCAKO HEH3ACHEHO MOHMXKABAHC Ha XeMOT100MHa UK KPLBHOTO HanAraHe TpAGBa 1a ce ThpcH
M3TOYHMK Ha KbPBEHC.

Burpexu ue neyeHHeTo ¢ puBapokcabaH He H3HCKBA PYTHHHO MPOCAEAIBAHE HA CKCIIO3IULIMATA,
HUBATa HA pHUBapOKcabaH, M3MepeHH C KaNMOGpHpaH TECT 3a KOJIMYECTBEHO ONPECAHE Ha
aHTH¢akTOop Xa, Morar aa OnaaT nose3Hy B U3BbHPEAHH CUTYaLMH, KOTaTO JAHHHTE 3@ €KCIIO3ULIMATA
Ha pHBApPOKCcabaH MOXe 1a MOMOrHAT 3a B3eMaHe Ha HHPOPMHUPAaHH KIIMHHYHM PELICHUA, HANp.
Npeao3upatHe U CnelHa Xupyprua (Bx. Touka 5.1 u 5.2).

[leanaTpHuHa nonyaauus

HMma orpaHu4eHH JaHHHU [IPH J€Ua C MO3b4Ha BEHO3Ha H CHHYCOBa TpOM003a, KOMTO UMaT HHGEKLHUS
Ha HHC (Bx. Touka 5.1). PUCKBT OT kbpBeHe TpabBa na 6blie BHUMATENHO OLIEHEH MIPELH H N0 BPEME
Ha TepanuaTa ¢ pupapokcadaH.

brbpeuHo yBpexaaHe

[Ipy BB3pacTHH NaLMEeHTH ¢ TekKO 6B6peuHO yBpewAaHe (KpeaTHHHHOB KIHPBHC < 30 mli/min) e
BL3MOXHO I/IA3MECHUTE HHBa Ha pUBapokcabaH Aa ObaaT 3HaYMTETHO NoBHIEeHH (cpeaHo 1,6 meTH),
KOETO MOXe Aa J0BeAe 10 MOBHIEH PHCK OT KbpBeHe. Kcanuppa Tpabea qa ce npHiara BHUMATEIHO
NpH NALMEHTH C KPEATHHHHOB KMUPBHC 15 — 29 ml/min. He ce npenopbuysa ynotpeGara npu
NAUMECHTH C KPEATHHHHOB KIMPBHC < 15 ml/min (Bxk. Toukn 4.2 n 5.2).

Kcanupsa TpsOBa na ce npunara BHUMaTENHO NpK NaUHEHTH ¢ 656peuHo yBpexaaHe, nony4yapaiy
CIHOBPEMCHHO OPYTH JICKapCTBa, KOUTO MOBHUILIABAT MNIa3MEHUTE KOHIEHTPALMK Ha puBapokcabaH
(Bx. Touka 4.5).

Kcanunpea He ce npenopsysa NpH A¢La H IOHOLIM ¢ YMEPEHA MK TEXKa CTENEH Ha 6bOpedHo
YBpeXiaHe (CKOpOCT Ha rnomepynHa ¢puntpaura < SO ml/min/1,73 m?), Thii KaTo IHNCBAT KIMHUYHH
JaHHH.

BiaumoaeHcTBME C APYrH JIEKApPCTBEHH NPOAYKTH

He ce npenopbysa ynotpebarta Ha Kcannppa npH nauMeHTH, KOHTO NOJY4aBaT ¢AHOBPEMEHHO
CHCTEMHO JICYCHHUE C a30JI0BH AHTHMHKOTHLH (KaTO KETOKOHA30J1, HTPAKOHA30J1, BOPUKOHA30/1 H
nocakoHa3on) win HIV-nporeasnumn nuxnbutopu (Hanp. putonasup). Te3u aKkTHBHH BelIECTBA ca
MoLHK HHXHOHTOpH HA CYP3A4 1 Ha P-gp U no Ta3su npuyuHa MOTAaT /Jia MOBHMILAT IIa3MEHaTa
KOHLCHTpaLHs Ha pHBapokcaban 10 KIHHHYHO 3HAYMMO HUBO (CpeaHO 2,6 TbTH), KOETO MOXE JIa
AOBEARE 40 NMOBHILEH PHCK OT KbpBeHE JIMNCBAT KIMHHYHA JaHHH NPH Aclia, NoMy4yaBay
CbIIBTCTBALLIO CHCTEMHO JIEUYCHHE CBC CHAHM HHXHOHUTOPH, KakTo Ha CYP 3 A4, Taka u Ha P-gp (BX.
TOu4Ka 4.5).

Heobxoaumo € BHHMaHHe IpH MauMCHTH, KOUTO CAHOBPEMEHHO CA Ha JIEYEHHE C NEKAPCTBCHU
NpOAYKTH, KOHTO MOBJHABAT XEMOCTA3aTa, KaTO HECTCPOUIHH MPOTHBOBL3NAIUTERHH CPEACTBA
(HCIIBC), aueTnncannunaoBa KHceiHHa M HHXHOUTOpPH Ha TpoMOOUMTHATA arperatns 1l
CEeNEeKTHBHM HHXHONTOPH Ha 00paTHOTO 3aXBalliaHE HA CEPOTOHMHA (selective serotonin reuptake
inhibitors, SSRI) v uaxubutopu Ha 06paTHOTO 3axBalaHe Ha CCPOTOHMHA M HOpenuHedpHHa
(serotonin norepinephrine reuptake inhibitors, SNRI). [Ipy nauneHTHTE € pHCK 3a YALEPO3HO
CTOMALLIHO-YPEBHO 3a00/1ABaHE MOXKE J1a CE MOMHCIIH 32 MOAXOALLO NPOPHUIAKTHUHO NeucHHE (BX.
TOuKa 4.5).

ﬂg![‘ﬂ PHCKOBH QBKTOQH 3a KbPBCHC

Kakto u ¢ Apyrv aHTHTPOMOOTHYHY CpeCTBA, pUBapoKcadaH He C¢ MPENnopbYBa NPH NalHERTH C
[IOBUILEH PHCK OT KbPBEHE, KaTo:

- BPOACHH HIH MPUAOOUTH HapYUIEHHA B KPbBOCBCHPBAHETO
- HEKOHTPOJIHpaHa TEXKKa apTepHAIHA XHIIEPTOHHA

- ApYro CTOMallHO-4YpeBHO 3abonaBaHe Oe3 aKTHBHO pa3f3BsiBaHe, KOETO NOTEH
AOBEAC A0 YCIOXHEHHUS ¢ KbPBEHE (HAMp. BE3NATUTENHO 330019BaHE HA YEPBATA, €
U ractpoesodareanHa pegurykcHa 601ecT)

- ChAOBA PETHHOMNATHA

- OpOHXHMEKTa3uH WK aHaMHE3a 3a KbpBeHe B Oenua apob




[laiuenT ¢ pakoro 3abonsBane

[TauueHTHTE CBC 310Ka4ECTBEHO 3a00N9BaHE MOXE EIHOBPEMEHHO 13 Ca HITOXECHM U Ha [I0-BUCOK
PUCK OT KbpBeHe ¥ Tpombo3a. MHnuBuayanHara nonsa oT aHTHTPOMOOTHYHOTO NeyeHHe TpabBa aa ce
NPCUCHH CIPAMO PHCKA OT KbPBEHE MPH MALMEHTH ¢ aKTHBHO pakoBo 3abosiaBane B 3aBUCHMOCT OT
JIOKALUATA Ha TYMOPA, aHTUHCOIIACTHYHATA TEpaHa U cTanua Ha 3abonsBanero. TyMopure,
Pa3MoIOAKEHH B CTOMAIIHO-YPEBHHUA H/IH MHKOYHO-NOIOBHS TPAKT, €A CBBP3aHU C MOBHILICH PHCK OT
KbpBEHE [T0 BpeMe Ha TepanHuAaTa ¢ pusapokcabaH. [IpH naliMeHTH ChC 3/10KaYECTBEHHU
HOBOOOpa3yBaHus ¢ BHUCOK PHCK OT KbpBeHe, ynotpebaTa Ha puBapokcabaH € NpoTHBONOKa3aHa (BK.
TOHKa 4.3).

[lalMEHTH C KJIalHU IPOTE3H

Pusapokcaban He Tps6Ba na ce u3noa3sa 3a TpoMbonpodHnakTHKa NPU NALKMEHTH, KOUTO HACKOPO ca
NPEMHHATK TPAHCKATeThpHAa CMAHA Ha aopTHaTa knana (TAVR). bezonacHocTTa M eMKaCHOCTTa Ha
puBapoKcabaH He Ca MPOYHEHH NPH NAUHEHTH CbC ChPACYHO KIAMHO MPOTE3UPAHE; 110 Ta3x PHUYHHA,
HAMa aHHH B MOAKPENa Ha TOBA, Y€ PUBAPOKCAa0aH OCHI'YPABa aJiIcKBaTHa aHTHKOAryNlaLHs B Ta3H
nonynauua nanuenT. Jleuenrero ¢ KcaHupsa He ce nMpenopr4Ba NpH Te3d MallHEHTH.

[TauventH ¢ aHTHdochonHMUACH CHHAPOM

JvpexTHo neiicTramy nepopanuy aHtukoarynantd (DOACS), skaiounTeiHo pusapokcaban, He ce
npenopb4YBaT NPH NaUMEHTH ¢ aHaMHe3a 32 TpoMb03a, KOMTO ca AHATHOCTHLHPAHH C
anTHochonumuaeH cuHapom. [o-cneunanto npu TPOHHOMOIMTHBHY NALKMEHTH (32 JYTIYCEH
AHTHKOAl'YJIaHT, aHTUKapAHOMHUIIMHOBH aHTHUTENA H aHTKTENA cpety Oeta-2-rnukonporenH 1),
neyenreto ¢ DOACs Moxe na 6b/€ CBBHP3aHO C [TOBHMILICHA YECTOTA HA MOBTAPAIIM CE TPOMOOTHYHY
chOMTHA B CpaBHEHHE C TCPANHUATA C AHTAMOHHMCT Ha BUTaMHH K.

ITauMeHTH ¢ HEXIANHO NPEeACEPAHO MbXAECHE, KOWTO noanexat Ha [TKH ¢ nocraBsHe Ha cTeHT
Hannyuy ca KNHHAYHYA AaHHH, IOAYHEHH OT HHTEPBCHLMOHAIHO NIPOYYBaHe, C OCHOBHA L
W3cleaBaHe Ha D€30MacHOCTTa MPH MALMEHTH C HEKIIAMHO MPEAChPAHO MBXICHE, KOUTO ca Ouy
nou1oxeHn Ha [IKH ¢ nocrasdaHe Ha cTenT. JJaHHHKTe 32 €HUKACHOCTTA NpH Ta3K MONYJaLHL ca
orpaHHyeHH (BX. Toukn 4.2 u 5.1). JIuncear naHHH 3a TAKHBA IAUCHTH C aHAaMHeE3a 3a
vHHCyaT/npexoneH HexeMudeH npuctsn (TTAILT).

XeMOAHHAMHYHO HEeCTaONIHN NauneHTH ¢ bE win nanyeHTH, KOUTO ce HYXIaaT oT TpomBoaH3a MK
benogpobua eMGOIEKTOMHUA.

Kcanupea He ce npenopnyBa KaTo alTepHATHBA HAa HEPPAKUMOHUPAHUS XENAPUH MPH NALUEHTH C
OenoapobeH eMO0nIH3EM, KOHTO Ca XEMOAHHAMHYHO HECTAOHIIHH WIH Ha KOMTO MOXE Ja Ce HanpaBy
Tpombonnia win 6enoapodra embonckTOMHS, Thit kato GezonacHocTTa M eduxacHocTTa Ha Kcanupsa
HE Ca YCTAHOBEHM MPH TE3W KIIMHHUYHH CHUTYALHH.

CnxHanHa/enuaypanHa aHecTe3Us MAM MyHKIHA
Korato ce U3non3sa HeBpoaxcHallHa aHecTe3us (CIHHATHA/CNKUYPaliHa aHECTE3MsA) WU
CMUHANHA/EMUIYPATHA TYHKUHA, NALUKEHTHTE, TPETHPAHH C aHTHTPOMOOTHYHM CPEACTBA 32
NpeBeHUMA HA TPOMOOEeMOONNIHN yCIOXKHEHHS, Ca NTOUI0XKEHHHU Ha PHCK OT 1105Ba HA ENMAYPaJcH
MITH CNIHHAJICH XEMAaTOM, KOHTO MOXE J1a IOBEE 10 ABJIFOCPOYHA MM TpakHa napanu3a. To3u puck
MOXC J1a C€ [IOBHLIM OT NOCTONEpaTHBHATA yIoTpeba Ha BBBEKIALL SIHAYPATEH KaTEThD WIH
€AHOBPEMEHHATA ynnoTpeba Ha NeKapCTBEHH MPOAYKTH, MOBAMABALLM XeMOCTa3aTa. PucksT Moxe Oa
Ce MOBHILM CHILO TaKa K OT TPAaBMaTHYHA HWJIH MHOTOKPAaTHa CIUAYPAIHA WIH CTIHHANIHA [TYHKLHA.
[lauuenture Tpabea yecto na 6baT NpocnensBaHH 3a NPH3HALK M CHMIITOMH Ha HEBPOJOTHYHO
YBpeXAaHe (Harnp. H3TPBNBaHE MK cAabocT B KpakaTa, IMCKOMGOPT B YEpRATa WIH NHKOYHHS
Mexyp). Axo ObJe KOHCTaTHPpaH HEBPONOrMyeH OehHUMT, ca HeOOXOAHMH CIIEIIHO AHArHOCTHLHPaHE
H JedeHue. [IpenH HeBpoaxcHanHa HHTEPBEHLHNA, ICKApAT TPA0Ba 1a NMPeLeHH ChOTHOIEHHUETQ
MEXAY MOTCHUHAIHATA 110132 H PHCKA MPH MaLMEHTH HAa aHTHKOAryNaHTHA TEPanus HiH4A
KOHTO wile ObAaT NOAI0KEHH HA AHTHKOArYNaHTHA Tepanus, 3a TpoMGONpPoPUNaKTHK:
KIIHHHYEH ONHT ¢ ynoTpebara Ha 15 mg unu 20 mg pusapokcaban B T€3U CHTYALHH
3a HaMaNsBaHe Ha MIOTEHUHAIIHAA PHCK OT KbPBEHE, CBBP3aHO ¢ €AHOBPEMEHHOTO Tif
pHBapokcabaH U HEBpOaKCHAJIHA (enuaypaiHa /CHHANHA) AHECTE3HA HIIM CIIMHATHE
Aa ce uma npensua papMakoKHHeTHUHUA podun Ha puBapokcabaH. [TocTaBsneTo |




Ha CMUAYpPaJICH KATEThP HIH TyM0anHa NyHKUMA ¢ U3BBPLIBA Hai-100pe, KOraTo aHTUKOAryJaHTHHs
edexT Ha puBapokcabaH ce OLCHABAa KaTo HUCHK. BBIpeKkH ToBa, TOYHOTO BPEME 3a MMOCTHIAHE HA
AOCTaTL4YHO HUCBHK aHTHKOAryJjaHTeH e(eKT 33 BCEKH NMAUMEHT HE € H3BECTHO H TpAGBa na Obae
MPEUCHCHO CNPAMO CNEIHOCTTa Ha JHACHOCTHYHATA Npoueaypa. 3a OTCTPAHABAHETO HA ENIHAYPATHHSA
KaTeTbp H Bb3 OCHOBa Ha 00muTe PapMakOKHHETHYHY XapAKTEPUCTHKH, TIOHE 2X MOMYXKHBOTA, T.C.
Hal-ManKo 18 yaca npy Maaau Bb3PACTHH NALMEHTH MM 26 yaca Mpu NallMeHTH B CTap4yecKa
BB3pacT, TpAOBa a ca MHHAJM CJICA NOCNEAHOTO NPHIOKEHHE Ha puBapokcabaH (BX. Touka 5.2).Cnen
OTCTPAHABAHETO HA KaTeThpa, TpAOBa na n3MHUHAT Hak-Malko 6 4aca nmpexH NPHIOKEHHE Ha
caedsallara 103a puBapokcadaH.

Ilpu nmosBa Ha TpaBMaTH4HA NYHKIHA, NPUIOKEHHUETO Ha puBapoxkcabaH TpAOBa Ja Obae OTIOXKEHO C
24 yaca.

JInnceaT JaHHH OTHOCHO NOAXOOALIOTO BPEME 3a NOCTABSAHE MJIH OTCTPaHABAHE HA HEBPOAKCHAJIEH
KaTeThp NPH €La, A0OKATO Ca Ha JIeYEHHE ¢ puBapokcabaH. B TakHBa ciyyau, npeycTaHOBETE
MPHIIOKEHHRETO Ha puBapokcabaH M 0OMHCIIETE NPHIOXKEHME Ha KPAaTKOACHCTRAL MapeHTepaleH
AHTUKOAry/IaHT.

HE&HOQ bKH 34 JO3HPAHCTO IIPCAH H ClIEN HHBA3ZHBHH NPOUCAYPH K XHPYPruiYHH HHTEPBEHLUIHUHU,
pa3IHYHHU OT HJIAHOBO CTABHO NMPOTEIMPAHE HA Ta306f:,gpena'ra HJIH Ha KONAHHATA CTABA

AKO c¢ Hanara npoBeXJaHe Ha HHBa3HBHA NMPOLCAYpa HJIH XHPYPruvHa uHTepBeHLns, Kcanupsa 15
mg TpsbBa aa ObAc CNpAH 0 BB3IMOXKHOCT NoHe 24 Yyaca npean MHTEPBEHLMATA H Bh3 OCHOBA Ha
KIMHHYHATA MPCUCHKa Ha ICKYBAIMA JIeKkap. AKO rpoueAypara He MOxe da Obje 0TIoXeHa, Tpabea
A3 C€ MPELEHH MOBUILICHUAT PUCK OT KBPBEHE CMPAMO CIELMIHOCTTAa HA HHTEPBEHLHUATA.

[IpuemsT Ha Kcanupsa TpsdBa na ce Br300OHOBH BB3MOXHO Hail-CKOPO ¢/1e/l MHBa3MBHATA NpoLieypa
HJIH XHpYPrHYHaTa MHTEPBEHLINA, aKO KIIMHHYHATA CHTYallKUs NO3BO/IABA H € NOCTUIHATa aJIcKBaTHa
X€MOCTa3a, KaKTo € ONPEACICHO OT JIEKYBallUg eKap (Bx. Touka 3.2).

[lomynauuns B ctapyecka Bb3pacT
C yBenHyaBaHETO Ha BL3PacTTa MOXE [1a CE YBCIHUYH PHCKBT OT XEMOparus (BxX. TOuku 5.2).

ECQMHTOHOFHIIHH pCaKiiHH

[lo Bpeme Ha 110CTMApKETHHIOBO Hab/IOIEHUE BLR BPBb3Ka C ynoTpebarta Ha puBapokcabaH ce
cboOlItaBa 3a CEpHO3HM KOXKHH PeaKLuH, BKIIIOYUTEHO CHHAPOM Ha Stevens-Johnson/TokcHuna
ennacpMaiia Hekponnia ¥ DRESS cunapom (Bx. Touka 4.8). M3rnexna, ye nauyeHTHTE ca
H3M10XKEHH HA HaH-TOJIAM PHUCK OT TE3M PEaKIIMU B HAYaJIOTO Ha TEPANHATA: B [IOBEYETO Clyyan
Ha4yanoTo Ha PEaKUMATA CC IPOsABABA NPE3 MLPBUTE CEAMHLUH OT JledeHneTo. PuBapokcaban Tpa6Ba na
Ce NpeyCTaHOBH MPH NMBbPBA N0sBA HA TEXBK KOXCH OOpHUB (Hanp. paznpocTpaHABall] ce, HHTEH3HBEH
W/ UM CBBP3aH ¢ 00pa3yBaHETO HA MEXYPH) WK APYT NPHU3HAK HA CBPBXUYBCTBUTENHOCT, CBBP3aH C
Ne3MK Ha JINTaBHLIaTa.

IToMouiHy BEWeCTRa

Kcanupsa 15 mg cbabpixka nmakro3a ¥ HaTpHil.

[TauMeHTHTE C pEeaKH HACIEACTBEHH NPOOIeMH Ha ralaKTO3HA HEMOHOCHMOCT, TBJIEH JIAKTa3eH
ACQHLIMT UK TIOKO30-TAlaKTO3HA MantabcopOumsd, He TpaA6GBa 1a NpHEMaT TO3M IEKAPCTBEH MPOAYKT.
Tosa nekapcTBo ChbaBpXka No-mManko oT 1 mmol HaTpwii (23 mg) B Kancysa, Taka Y€ Ha NPAKTHKA €
,.0€3 HaTpuit*,

4.5 B3aumoaedcTBHE C APYrH JeKAPCTBEHH NPOAYKTH H APYrd GOPMH HA B3aUMOAEHCTBHE

OOxBaThbT Ha B3aMMOJECHCTBHATA NPH NEIHATPUUHATA [IONYNAUKA HE € H3BecTeH. Jlonynocoyenute
OaHHH 33 B3aMMOEHCTBUATA, NTONYYEHH MIPH BL3PACTHH, ¥ NIPEayNpPEKIACHUATA B TOUKa 4,
ce MMaT NpeaBUA NpH NeAUaTpHYHATA NONynaLHs.

Huxubutopu na CYP3A4 u P-gp
EnHoBpeMeHHOTO NpHAOXKEHHE Ha puBapokcabaH u ketokoHason (400 mg eauH Mo




MpHYHHA HE ce npenopbysa ynorpebata Ha KcaHupBa NpH MalMeHTH, KOUTO NOJy4aBaT
€AHOBPEMCHHO CHCTEMHO JICYCHHE € a30JI0BH aHTUMHKOTHLM KaTO KETOKOHA301I, HTPAKOHA3011,
BOPMKOHA30J1 ¥ ITocakoHa3oa, unu ¢ HIV-npoteasun uuxuburopu. Tesu akTHBHH BelllECTBA Ca MOILIHH
HHXHOHTOpH HAa CYP3 A4 u P-gp (Bx. Touka 4.4).

OuakBa Ce aKTUBHM BELUECTBA, KOMTO CHJIHO HHXUOMpAT caMO €IHH OT MbTHILATA HA C/IHMHHHPAHE Ha
puBapokcabaH unu CYP3A4 unu P-gp na noBHWAT B N0-Manka CTENEH IU1A3MEHUTE KOHLCHTPALIMH
Ha pHBapokcabaH. Hanmpumep, knaputpoMuuus (500 mg aBa IreTH AHEBHO), KOHTO Ce NpHeMa 3a
cuneH HHXHOHTOp Ha CYP3A4 u ymepen nHxuGurop Ha P-gp, Boau 10 NoBHiIaBaHe HA cpeHaTa
AUC ua puBapokcaban ¢ 1,5 nb14 ¥ Ha Coax — ¢ 1,4 mbTH. B3aumogeiicTBHETO ¢ KI1apHTPOMHLIMH
BECPOATHO HE € KIIHHHYHO 3HaUYHMO [IPH MOBEYETO MALMEHTH, HO MOXe Aa ObJIe MOTEHLHANHO 3HAYHMO
NpH BUCOKOPHCKOBH NAUHMEHTH. (3a nauneHTH ¢ 6b0peyuHo yepexaase: BX. Touka 4.4).

Eputpomuums (500 mg TpH MbTH AHEBHO), KOHTO HHXHOHpa ymepeno CYP3A4 u P-gp, Boam ao 1,3
nsTH nosHilieHne Ha cpeaHata AUC 4 Crax Ha puBapokcabaH. BiauMoaelcTBHETO ¢ epUTPOMHLUMH
BEPOATHO HC € KIIMHHYHO 3HAYHMO MNPH NMOBEYETO NALMEHTH, HO MOXE 12 OBbae MOTEHUHANHO 3HAYUMO
NPH BUCOKOPHCKOBH MALKHEHTH.

[Ipn nuua ¢ nexo 6B6peuHo yBpexkaaHe epuTpoMuLmH (500 mg TpH MsTH QHEBHO) BOAM Ao |,8-
KpaTHO noBHilaBaHe Ha cpeaxHata AUC Ha puBapokcabad v 1,6 nbTH nopumeHue Ha Cpay B
CPaBHCHME C HHAMBHAM C HOpManHa 6u0peuna GpyHkumsa. Tlpu nuua ¢ ymepeno 6u6peuno yspexaane
CPHTPOMHLIMH ¢ AoBen a0 2,0 meTH nopHiueHne Ha cpeaHata AUC Ha puBapokcaban u 1,6 mbTH
nosUIeHNE Ha Crmax B CPABHCHHE C HHAMBHAM ¢ HOpManHa On6peyna pyHkumsa. EQekTsbT Ha
CPHTPOMHLIMH € aAMTUBCH KbM TO3K Ha 6B0peyHOTO yBpexkaaHe (Bx. To4uka 4.4).

®nykona3on (400 mg eauH 0uT AHEBHO), KOATO ce cMATa 33 yMmepeH Huxubutop Ha CYP3 A4, Boau
no nopuiuasaxe ¢ 1,4 mbtH Ha cpeaHata AUC Ha puBapokcaban 1 1,3 neTH Ha cpeaHata Crax.
B3anMoaeHCTBHUETO ¢ PyKOHA30J BEPOATHO HE € KITHHMYHO 3HAYMMO MPH MOBEYETO MALHEHTH, HO
MOJXe Ja ObAE NOTCHUHAMNHO 3HAYMMO NPH BUCOKOPHCKOBH NanweHTH. (3a nanuents ¢ 6u6peyno
yBpeXaaHe: BUK TouKa 4.4).

KaTo ce umat npeaBul OrpaHHYEHNTE KJIMHUYHH JaHHH C APOHENApOH, EAHOBPEMEHHOTO
NpHNOKEHHE ¢ pHBapokcabaH Tpabea aa ce uzbAraa.

AHTHKOAryJIaHTH

Cnen koMOHHMpaHO NPHIOKCHHE HAa CHOKCAMNapuH (€AHOKpaTHa ao3a oT 40 mg) u puBapokcaban
(eaHokpartHa n03a oT 10 mg) ¢ vabnronapan anMTHBEH eeKT BEPXY aKTHBHOCTTA Ha aHTH}axTop Xa,
0€3 HMKaKBH JOMBAHHUTENHH ePCKTH MO OTHOIIEHHME Ha KoarynauHoHHure tectose (PT, aPTT).
EHokcanapHH He € noBaHAn GapMakOKHHETHKATA HA pHBapokcabaH.

[Topanu nosumenus puck OT KbpBEHE € HEOOX0AMMO BHUMAHHKE NPH NALIUEHTH, KOMTO €a Ha
CAHOBPCMEHHO JICYEHHE C APYTrH AHTHKOAry/NaHTH (BX. TOYKH 4.3 v 4.4).

HCIIBC/nuxnbutopu Ha TpoMOouMTHATA arperanus

He ¢ Habmoaasano KIHHHYHO 3HAYHMO yOBIKABAHC HA BPEMETO Ha KbPBEHE e/l CAHOBPCMEHHO
MpHUIOKEHHE Ha puBapokcabaH (15 mg) u 500 mg HanpokceH. Bripeku ToBa € BL3MOXKHO 12 HMa
NaLUCHTH C NO-H3pa3eH PapMakoaHHAMHUEH OTTOBOP.

He ca Habatonasann KNHHHYHO 3HaYHMH dapMaKOKHHETHYHH HIH apMaKOOQHHAMHMYHH
B3aHMOJCACTBHA MMPH €1HOBPEMEHHO NPUIOXKEHHE HA pUBapokcaban u 500 mg aueTuacanuunIOBa
KHCENHUHa.

Knonunorpen (300 mg na4anna no3a, nocneasaHa ot 75 mg noagspkaiia 103a) HE € moKas3an
(apMaxOKHHETHYHO B3auMoAeiicTBie ¢ puBapokcaban (15 mg), Ho e HabNIOAABaHO 3HAYHM

arperaumara Ha TpoMbouuTHTe, HHBaTa Ha P-cenextin uinn GPIIb/Ia peuenropure.
Heobxoaumo e BHHMaHIE NPy MALMEHTH, KOUTO €IHOBPEMEHHO ca JieKyBaHi ¢ HC
(BKMIOYUTENHO ALETHICANULMIOBA KHCENHA) M MHXHOHTOPH Ha TpoMOOLUMTHATA
TE3H JIEKapCTBEHH MPOAYKTH OOMKHOBEHO MOBHLLIABAT PHCKA OT KbpPBEHE (BX. TOUKA

SSRI/SNRI
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KakTo npH ApyrH aHTHKOArynaHTH MOXE Aa ChUIECTBYBA Bh3MOXHOCT MAalHEHTHTE Aa Ca C [MOBHILECH
PUCK OT KbPBCHE B C/ly4aH Ha cbbTcTBala ynorpe6a cbe SSRI unn SNRI nopany edexra um BupxYy
TPOMOOLMTHTE, 32 KOHTO ce cbobinaBa. [Ipu chrbTCTBAILA YyIOTpe6a B KIMHHYHATA IPOrpaMa ¢
prBapoxcabaH, BB BCHYKH IPYIIH Ha JICYCHHE c€ HabMioAaBa YUC/IEHO MO-BUCOKA YE€CTOTA HA IOJIAM
HJIH HErONAM KINHHUMHO 3HAYHM KPBBOU3/IHB.

Bapdapux

[TpeMuHaBaHCTO OT Jie4eHHeE ¢ aHTaroHHcTa Ha ButamuH K Bapdapun (INR 2,0 10 3,0) kbM JicyeHHe C
puBapokcabaH (20 mg) wiu ot pusapokcabau (20 mg) kbm Bapdapun (INR 2,0 g0 3,0) nosuiuasa
ChOTHOUICHHETO npoTpoMbrHOBO BpeMe/INR (Neoplastin) noseue or anuTHBHO (BB3MOXKHO € 1a ce
Habmogasar oTaenHy cToHHOCTH Ha INR 10 12), 10KaTo eekTHTe no oTHoweHue Ha aPTT,
HHXHOHPAHETO Ha aKTUBHOCTTA HA pakTop Xa ¥ NOTEeHUMANA Ha CHIOTEHHMA TPOMOHH ca aTUTHBHA.
Ipu xenanne na ce uscnensar papMakogHHAMHUHHTE ¢PEKTH Ha puBapokcabaH B mepHoaa Ha
CMAHATa HA TCpANHMATa MOraT Aa Ce W3MOJ3BAT MNOKA3aTENH KaTO aKkTHBHOCT Ha aHTH-¢axtop Xa, PiCT
H Heptest, noHexe Te3M TECTOBE HE Ce MOBAMABAT oT Bapdapun. Ha 4eTBbpTHA AeH cren mocneanara
no3a BapapuH, BCHYKH rokasateny (B PT, aPTT, uuxubupade Ha akTHBHOCTTA Ha dakTop Xa u
ETP) otpa3sasar eqnHcTBeHO edexta Ha pHBapokcabaH.

Ilpu xxenanue na ce uscnensar papMakoAMHAMHYHHTE eeKTH Ha BaphapuH B IIEPHOIA HAa CMAHA HA
TepanuATa MOXE Aa ce H3non3ea uiMepBaHeTo Ha INR npu Ciougn Ha puBapokcaban (24 vaca cnep
NpeOXOAHHA MPHEM Ha pHBApOKCcabaH), Thit KaTO TO3K NOKA3aTeN CE IOBIUARA B MUHHMAJIHA CTENEH
OT pHBapoKcaban B Ta3H BpecMeBa TOUKA.

He ¢ nabmonasaHo gapmakoKHHETHYHO B3aMMOJEHCTBHE MeXIy BapdapuH M puBapoxcaGaH.

HMunyxropu Ha CYP3A4

EaHOBPeMCHHOTO NPUIOXEHKE Ha puBapokcabal 1 MomHKA uHAYkTOp Ha CYP3A4 pudaMnuumns
BoAH 110 okono 50% nowmxkasade Ha cpeaHata AUC 3a pusapokcaban ¢ ycriopeiHo HaMaifBaHe Ha
(hapMakoauHaMuIHHUTE My edekTH. EnHoBpeMeHHaTa ynotpeba Ha puBapokcabaH ¢ ApYrH MOLIHH
Hrayktopu Ha CYP3A4 (nanp. penntonn, kapbamazenux, denobapburan uan xbiIT KAHTAPHOH
(Hypericum perforatum)) cpio moxe 1a [0BeJe A0 HAMANEHH MIA3MEHH KOHUEHTPALMH Ha
pHBapoxcabaH. 3aToBa TpAGBa Aa ce H30ATBA €IHOBPEMEHHOTO NPHUTAraHe Ha MOLUHK MHAYKTOPH Ha
CYP3A4, ocseH ako nauMeHTsT He Ce cieM BHUMATENHO 3a Gene3u u CHMITOMH Ha TpomGo3a.

gg YT ChIIBTCTBALIIH TCPAlIHH

He ca nabatonaBanm KITHHAYHO 3HAYMMH (apMaKOKHHETHUYHH HIH (apMaKOJMHAMHYHH
B3aMMOJICACTBHA NPH CIHOBPEMEHHO NPHIOKECHHE HA pUBapokcabaH 1 Muaa3onam (cybeTpar Ha
CYP3A4), nurokcun (cyGetpar Ha P-gp), atopsactathH (cy6etpat Ha CYP3A4 u P-gp) unu
OMenpa3on (HHXHOHTOp Ha NpoToHHaTa nomna). PuapokcabaH HUTO MHXHOHMpPA, HATO MRAYLMpA
HAKOsA OT OCHOBHMTE M30¢opmu Ha CYP, nHanpumep CYP3 A4,

JlabopaTopHu nokazarenn
Koarynauvoruure napamerph (Hanp. PT, aPTT, HepTest) ce nopnnasaT cnopea O4aKBaHUATA ¢ Orjie]
Ha MEXaHHK3Ma Ha JICHCTBHE HA pUBapokcadaH (Bx. Touka 5.1).

4.6 @epTHAMTET, GPpeMeHHOCT H KbpMeHe

bpeMeHHOCT
be3onacHocTTa K eHKacHOCTTa Ha pUBapokcabaH Npu 6pEMEHHH XKEHH HE Ca YCTAHOBEHH.
[IpoyuBaHHATa NpH KMBOTHH NIOKA3BaT PENPOAYKTHBHA TOKCHYHOCT (BX. Touka 5.3). [Topaau
MOTCHIIHAJIHATA PENPOAYKTHBHA TOKCHYHOCT, MPUCHLUINA PHCK OT KbPBEHE H JAHHHTE, [OKA3BAIIH, He
pHBapokcabaH npemuHaBa npes niancHTara, KcaHupea € npoTusonokasaH 110 BpeMe Ha GpeMEHHOCT
(BX. TOuka 4.3).
’KeHuTe ¢ AeTeposeH NOTEHLHAN TpAOBa na u3bAreat aa 3abpemMeHsBaT o BpeMe Ha Ji
pHBapokcabaH.

KbpMmene
besonacHocTTa M eduKacHOCTTa Ha pHBAapOKCcabaH NP KbPMEIM XEHHU HE €a YCTaH
[IpoyuBanusTa Npy HUBOTHH MOKA3BAT, Ye pUBapOKcabaH Ce CEKpeTHpa B MIAKOTO.




Kcaunpsa e npoTHBONOKa3aH B IEPHO/A Ha KbpMeHe (BK. Touka 4.3). Tpabsa na ce BieMe peluenue
JAQIH Ja ce NpeyCTaHOBH KbPMEHETO H/IH [1a c€ MPeyCTaHOBW/Ia HE C€ MPHIOXKH TEPaNUATa.

DEpPTUIIHTET

He ca nposexxpau KOHKpETHH NpoyYBaHHs ¢ pHBapOKcabaH MpH Xopa 3a OlleHKa Ha eeKTHTE 110
OTHOIUEHHE Ha pepTunuteTa. [lpn €aHO NpoyyBaHe NO OTHOIEHHE HAa QEPTUIHTETA NPH MBXKKH H
)KCHCKH MIBXO0BE He ca HabmonapaHy edektH (BXK. Touka 5.3).

4.7 EdexTH 8bpxy cniocobxocTra 38 wiodupane u pabora ¢ MamuHH

PuBapokcaban nop/uABa B Manka cTeneH cnocoGHOCTTa 3a wodHpaHe H paborta ¢ Mawuau. Uma
CBOOLUCHMSA 38 HEXETAHH PEAKLMH, KaTO CHHKOMN (YECTOTA: HEYECTH) M 3aMasHOCT (YECTOTa: YECTH)
(BX. Touka 4.8). [launeHTHTE, MPH KOUTO CE Pa3BHAT TE3M HEKENAHK PEAKLHMH, HE TpAGBA Aa modupaTt
K paboTaT ¢ MalIMHH.

4.8 HexenaHu 1eKapCcTBeHK peaKI(HK

Pe3tome Ha npoduna 3a 6¢30nmacHocT

be3onacHocTTa Ha pHBapokcabaH € Npoy4YeHa B TPHHANECET OCHOBHM KJIMHHYHHM NpoyyBaHus (asa 111
(Bx. Tabnuua 1).

O6uwo 69 608 Br3pacTHH NaLMEHTH B ACBETHAACCET Npoy4BaHus da3a I11 u 488 neamaTpuuuu
MauHeHTH B ABe npoy4yBaHus ¢asa Il v nee npoyusauus ¢asa Il ca ¢ excrnosuums Ha puapokcabas.

Tabanua 1: bpoii npoyyenn nauHeaTH, o6ima IHeBHA 1032 H MAKCHMAJIHA MPOAbIKHTENHOCT
HA JIEHCHHETO TIPH NPOYYBAHMA NPH Bh3PACTHH H NeAHATPUYHH nauHeHTH ¢a3a III

ITokazaxue bpoi O011a nHeBHA Makcumanna
NalHeHTH* |no3a NPOABLIKHTEAHOCT
H2 JIeYeHHETO

[IpodunakTuka Ha BEHO3EH 6 097 10 mg 39 auu
TpoMboembonuznm (BTE) nipu
Bb3PacTHH NAaUMCHTH, MOIOKEHH
Ha MJIAHOBO CTaBHO NpPOTE3MpaHe Ha
Ta3obc/ApcHaTa WM Ha KOAAHHATA
CTaBa

[Tpodpunaktuka Ha BTE npu 3 997 10 mg 39 auwu
HCXUPYPrHUYHM NAUHEHTH

Jlcyenuc Ha awi16oka BeHO3HA 6 790 Heu 1-21: 30 mg 21 meceua
Tpombo3a ([IBT), Genonpoben HeH 22 v cnen ToBa:
eMbonnism (BE) 1 npodunakTHka 20 mg
Hd PCLUHAHBH Cnen Haii-manko 6
meceua: 10 mg unu
20 mg
Jleuenne na BTE n npodpmnaktuka | 329 Jo3a, KOpHrupaHa 12 Mecena
Ha peunaveu Ha BTE npu Cnopen TENECHOTO
HOBOPOACHM Ha TEPMHHA M JCLA Ha TErJ10, 3a NOCTUraHEe HA
BB3pacT noa 18 ronuHu cnex €KCIO3HIIHA KaTO Tasu,
3aM04BaHE HAa CTAHJAPTHO HaOmogaBaHa nmpu
AHTHKOAryJIaHTHO JICYCHUE Bb3pacTHH, JICKYBaHH
3a JIBT ¢ 20 mg
pusapokcabaH €uH
BT AHCBHO
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CHCTEMEH eMOONHIBM TpH
NALKECHTH C HEKJIATTHO NPEACHPAHO
MBKICHE

[TpodunakTrka Ha HHCYNT K 7 750 20 mg 41 meceua

aTepoTpoMOOTHUHH CLOUTHA NpH
nauueHT ciea OKC

[Tpodunakruka Ha 10,225 5 mg unu 10 mg 31 Meceua

CBbOTBETHO,
NPUIKCHH
CAHOBPEMEHHO WJH
3aeauo ¢ ACK, unu
¢ ACK nnsoc

KJIOITHAOTpEN HWIN

aTepoTpoMOOTHYHH CHOMTHSA NMPH
nauveHTH ¢ KAB/TTIAB

[MpopunaxTuka Ha 18,

244 5 mg, npunoxenn 47 mecela

€JHOBPEMEHHO C
ACK nnu 10 mg
CaMOCTOATETHO

3 256** 5 mg, NPpHAOKCHH 42 meceua

€AHOBPEMECHHO C
ACK

*ITaumenTy, xOMTO Ca GHIY EKCTIOHHPAHK Ha NOHE eaHa A03a pHBapoxcabaH

**Ot npoyuBarero VOYAGER PAD

Haki-uecTo chobmaBaHnTe HEXENaHN PEAKUMM [IPH TAUHEHTH, KOHTO [10JIy4YaBaT pHBapokcaba, ca
brnu xemoparnu (Bx. Touka 4.4 v ,,Onucanye Ha H3GPaHH HEXKETAHH peakUMK' no-nosy) (Tabnuna
2). Haii-yecTo cbobiaBannTe xeMoparuu ca enucrakcuce (4,5%) u KbPBEHE B CTOMAWHO-YPEBHUSA

TpakT (3,8%).

Tabawua 2: YecroTa Ha cHbOHTHATA HAa KbPBeHe* M AHEMHS NPH NALMEHTH ¢ eKCIO3HIHS Ha
PABAPOKCA6AH B 3aBbPUIMIHTE TPOYYBAHHA NPH BL3PACTHH H NEAHATPHYHH MALHEHTH

¢paza III

Iloka3zaHue BcARKaKbB THN KbpBeHe | AHemMuSH

[Ipopunakrnka Ha BTE npu sw3pactau |6,8% oT nauueHTHTE 5,9% o1 nmauueHTHTE

MaLHEHTH, NMOANMKEHH Ha MJIAHOBO

CTaBHO NpoTe3HpaHe Ha Ta3obeapeHaTa

WY Ha KOJAHHATa CTaBa

[Ipodpunaxtuka Ha BTE npu 12,6% OT nauMeHTHUTE 2,1% ot mauneHTuTe

HEXUPYPIHYHH NALUEHTH

Jleuenne na JIBT, BE u npodunaktka |23% OoT nauueHTHTE 1,6% ot nauuenTHTE

Ha peLUIHUBH

Jleueune Ha BTE u npodunaktuka Ha |39,5% OT nauHeHTHTE 4,6% ot nauMeHTUTE

peunansy Ha BTE npu HopoaeHu oxono

AaTtaTa Ha TEPMMHA, K ACUa Ha Bb3pacT

noa 18 roagMHu cnej 3anoysaHe Ha

CTaHJAPTHO AHTHUKOATY/JIAHTHO JICYEHHUE

[lpojpunaktnka Ha HHCYNT M cucTeMeH |28 Ha 100 2,5 na 100 maumeHTOrOANHM
€MOOJIH3BM IpH NALUEHTH C HEKJIANHO | MALIHEHTOrOAUHH

MIPEACHPAHO MBXK/ICHE

[TpodHnakTHKa Ha 22 3a 100 1,4 na 100 / QO %
arepoTpoMO0THYHHU CHOMTHA NpH NauHEHTOrOAHHH [MaUHEHTOTr O AHH §!~ A4 2o\ O
nauuenTH cnen OKC W [ W3 . %
TMpodunaxtuka Ha 6,7 Ha 100 0.15na 100 || Z | \SeHEoass | T
aTepoTpoMOOTHYHH CHOUTHSA NpH NaUHEHTOrOAUHHU MAaUUEHTOTOOH % PARELL? / § '

g ‘

nagueHTH ¢ KAB/TIADB \Z, ~__ ]~ $¥
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8.38 na 100
MALMHCHTOTOJIHHH

0.74 na 100
[MALMCHTOrOIHHK ¥ **7

* Benukn ¢hOMTHA Ha KbPBCHE OT BCHUKH TIPOYUBAHHs ¢ pUBapoKcabaH ca CbOpaHH, JIOKJAAABAHN 1

OLCHCHH.

** B npoyusanero COMPASS ce nabmo1aBa HHCKa 4eCTOTa Ha aHEMHSL, Thil KATO € [PHIIOKCH

CCJICKTHBCH I110/1X0/1 34 C"bﬁlipilllﬂ Ha HCKCJIAHM CLOUTHA.

*** 1puiokKeH ¢ CeleKTHBEH 110/1X0/1 3a ChOMPAHE HEKEIAHH ChOMTHS
" Ot npoyusaneto VOYAGER PAD

CrHMChK Ha HEKCIAHHM PCAKIIMM B TaOJIMUCH B

HecToTHTe Ha HEKEIAHUTE PEAKIIMK, CBBLP3AHH C PHBAPOKCA0aH, IPH Bb3PACTHH H MCANATPHYHM
MauueHTH ca 0000ueHn B Tabnuua 3 no-101y 1o cucremo-opranum kiacose (mo MedDRA) u o

HCCTOTA.

B 3aBHCHMOCT OT yecToTara Te ¢e OMHPCACIAT KAaTo:

MHOI'0O yectu (= 1/10)

yeetH (= 1/100 g0 < 1/10)
Heyeetw (= 1/1 000 o < 1/100)
peaku (= 1/10 000 go < 1/1 000)
MHOTO pejaku (< 1/10 000)
C HCH3BCCTHA HCCTOTA (OT HAIMYHMNTC JIAHHM HC MOJKCE J1a ObJI¢ HAllPaBEHA OLICHKA).

Tadiauua 3: BcHukH Hekelann peakunn,co00eHn PH Bb3PACTHH NANHEHTH B KJIHHHYHH
ninuTBanus ¢asa 1 wian npu nocrmapkernnrosa ynorpeéa* u B ase npoyuanus dasa Il u
ase npoyusanus gasza Il npun neamarpuvann nauuenTn

Yecrn

HevecTH

Penkn

C HeusBecTHA
yecTrora

Mmuoro peakn

Hapywenus na KpbBTa M JIMM@HATA CHCTEMA

AHCMHA (BKJI.
ChOTBCTHH
nabopaTtopHu
rnapameTpH)

TpomboumTo3a

(BKJI. IMTOBHIIABAHC

Ha Opos Ha
TpomboinTHTe)®,

TPOMOOLMTONCHHS

Hapymennﬂ Ha HMVYHHaATA CHCTEeMA

AJliepruyHa
peakums,
AJICPIrHUCH
JICPMATHT,
AHTHOC/ICM H
AJICPrHYUCH OTOK

AHaQUIaAKTHYHH
pCaKLHH,
BKJIKOUMTEITHO
aHa(HIaKTHYCH
LIOK

Hapymenust na HepBHaTa cucrema

3aMasiHOCT, Mo3bucH u

r1naBo0oaHe BbTPCUCPCIICH
KPbBOH3JINB,
CHHKOII

Hapymenus na ounre

OucH KPbBOU3INB
(BKIJI.
KOHKOHKTHBAJICH
KPbBOH3IIHB)
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Chpequ HApYIIeHHSsI

Taxukapams

CbaoBH HapyLIeHHA

XHUIIOTOHHUS,
XCMaTOM

PeciMpaTopHu, rpLAHKM M MeITHACTHHAIHH HAPYIICHHS

Enuncrakcuc, Eosunodunna
XEMOITH3HC [THCBMOHHS
CroMaliHO-4YpeBHH HAPYIIEHUS
Kbpsene or Cyxora B ycrara
BCHLIMTE,
CTOMALIHO-
YPCBHUSA TPAKT
(BKJI. pEKTAJIHO
KbpPBCHE),
CTOMALLIHO-YPEBHH
1 a010MHHAIHH
0oskH, aucnerncus,
rajicHe, 3anek”,
JMapus,
nospbuane’
XenaroOMJIHAPHH HAPYLIEHUsI
[ToBnaBane Ha Yeproapobuo Kbinrennna,
TPAHCAMHHA3HTE YBpECK/IAHC, [ToBuienu
MMOBHIICH CTOMHOCTH Ha
OHIMpyOHH, KOHIOTMpPAHHS
MOBHIICHA OMJIMPYOHH (CbC
aJIKaJiHa niau 0e3
¢ocdaraza B CAHOBPCMCHHO
KpbBTa®, MOBHILABAHC HA
nosumicHa GGTA ALT),
XoJiecrasa,
XenaTur
(BKJIKOUHMTEIIHO
X€IaToLe/1yJ1JapHo
YBPCKIAHC)
Hapymenns Ha KoKaTa M N0JIKOKHATA THKAH
CupOexk (BKII. Yprukapus Cunapom Ha
HCYCCTH CJIyUyaM Ha Stevens-
reHepaIn3upaH Johnson/Tokcuu

cbhpOexk), 00pHB,
CKXHMO3H, KOKHH
H MMOAKOKHH
KPbBOM3/IHBH

Ha enuacpMalina

HCKpOJIM3a,
DRESS cunpo

HapyuieHHst Ha MYCKYJ/IHO-CKe/JIETHATA CHCTEMA H CheIHHHTEIHATA ThKAaH

15




YecTn Heuvectn Peaknu Mmuoro peaku C nensBectTHa
yecrora

boska B Xemaprtposa KpbBousnus B Komnaprmenr

KpaiHuuure”® MYCKYJI CHH/IPOM B
pe3y/Tat Ha
KbpBCHC

Hapywenus na 0b0peunTe H NHKOYHUTE MBTHILA

KbpBene ot buOpcuna

YPOIrCHUTAIHHS HCJIOCTATBYHOCT/

TPAKT (BKJI. ocTpa 0LOpeuHa

XCMATypHs H HEJIOCTATBYHOCT

McHoparus®), B PE3yJITar Ha

OBOPCUHO KbpPBCHC,

YBPCKIAHC (BKII. JOCTAThYHA J1a

[MOBHIUICHHC HA [pean3BHKA

KpCaTHHHHA | xurornepdys3us.

[MOBHIICHHEC HA AHTHKOAI'YJIAHT-

ypesTa B KpbBTa) CBbp3aHa
HedpornaTms

O01n Hapymenus n epeKTH HA MICTOTO HA IPHIOKEHHE

[loBuiIcHa Hepasnonoxenne Jlokanuiupan

TeMrneparypa’, (BKJI. 0TOK" |

nepugepeH oTok, [PHJIOLIABAHC) !

[MOHHKCHA 00111a |

chiia

CHCPIrHYHOCT (BKJI.

yMOpa U aCTCHHSA )

NicaaeaBanus

[loBumena LDH?,
[MOBHIIICHA
nunasa’,
[MOBHIIICHA
amuaza’

HHPHHHBHHHH, OTPpABHHHA H YCIOAKHEHHHA, BLIHHKHA/IH B pesyjIrar Ha HHTepBeHUHH

KbpBeHe cie (Cb1oBa

HAKAKBA [CCB0AHCBPH3MA
[mpoucaypa (BKIIL.
[OCTONCPAaTHBHA
AHCMHS M KbPBCHC
0T paHa),
KOHTY3HS,
cekpenust ot panu’

A: HaOmoaaBanu npu npopunaktika Ha BTE npu Bb3pacTHH naument!, HoUI0KeHN Ha IUIAHOBO
CTABHO MPOTC3MPAHC HA Ta300e/ApeHaTa MM KOJISIHHATA CTABa

B: nabmoaaBauu npu seucnne Ha JIBT, BE win NPO(HIAKTHKA HA PCIM/IMBH, KATO M
AKCHH < 55 roJAMHH

(' HaO/It01aBaHy KaTO HEYCCTH NMpH NpodIIaKTHKA Ha aTCpOTPOMOOTHUYHM CHOMTH
cien OKC (caea nepkyranna KopoHapHa MHTCPBCHILHS )
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* Ilpunoxen e npeaBapUTENHO ONpeREseH CeEKTUBCH MOAXO0M 32 cuOHpaHe Ha Hexenanu cubuTHs
B #30panH npoy4uraHus ¢asa III. Yectotata Ha HexenaHuTe pPeakUHH HE € YBC/IHYCHA H He ¢©
YCTaHOBCHA HOBA HCKENTAHA PCaKUMA CJICA aHAMH3 Ha Te3H NPOY4BaHMA.

Onwcanue Ha n30pasy HeXENaHU peakLuu

[Topaau dapmaxonorudnus My MeXaHH3bM Ha JCHCTBHE, ynoTpebaTa Ha pHBapokcaban Moxe Aa Onae
CBbp3aHa C NIOBUIICH PHCK 33 OKYITHO HITM ABHO KbPBEHE OT BCAKA THKAH MJIH OpPraH, KOeTo 61 MOIIo
Aa AOBENE 10 mocTXeMoparkiHa anemus. [IpusHauuTe, cuMnToMMTE M TEXECTTA (BKIIOYUTENHO
tharaneH u3xox) e 3aBUCAT OT JIOKATH3ALMATA M CTENCHTA HIIH 06eMa Ha KbPBEHETO U/UIH
aHeMuATa. (BX. Touka 4.9, [Toseaenne npu kppeere™). B KIMHHYHHTE IPOYYBAHUS THTABHYHO
KBPBEHE (T.€. OT HOC4, BEHUMTE, CTOMALLIHO-YPEBHHSA TPAKT, IHKO4O-TI0JIOBHS TPAaKT, BKIIHOYHTEIHO
aGHOPMHO BarMHaIHO HIIH YBEMHYCHO MEHCTPYATHO KbpBEHE) M aHEMHA ce HA0MIOAaBaT NO-4eCTo
fip# JBArOCPOHHO NEYCHHUE C puBapokcabaH B cpasHeHHe ¢ neyenue ¢ ABK. IMo Tasu npuunna, s
AOMBIHEHHC KbM aICKBATHOTO KIMHHHYHO Habmiogexne, nabopaTopHo M3cneaBane Ha
xeMornobuna/xemarokpura 61 MOrno 1a 6uae oT noa3a 3a OTKPHBAHC Ha OKYJITHO KbPBEHE H 3a
OTIPCACIIAHE HA KITHHUYHATA 3HAYMMOCT HA ABHO KbPBEHE, M0 NPELICHKa cnope ciny4ad. Brimoxuo ¢
PHCKBT OT KbPBEHE A2 0B,/1¢ NOBMILCH NPH ONPEAECHH IPYIH NMALMEHTH, HAIIpHUMEp MTALIHEHTH C
HCKOHTPO/IMpAHA TEXKa apTEpHaiHa XHNIEPTOHUA W/HIM Ha CHITBTCTBALLA TEPAaNHs, KOATO NOBIHABA
XeMocrasara (Bx. Todka 4.4 , Puck ot xemoparusa*). BuamoxHo e MCHCTPYaJIHOTO KBPBEHE 14 € MOo-
CHJTHO H/HJIH NO-TIPOABIKHTENHO. XeMOParHyHHTE YCIOKHEHHA MOTaT 113 ce NpoABAT KaTo cnabocr,
OneaHOCT, 3aMasHOCT, rIaBoboINE UMY HCOBSCHUMM OTOLIH, AUCTIHES U HeoOsacHUM mok. Kato
PE3YJITAaT OT aHEMHATA B HAKOM Clly4au ca HaD/MIOAaBaHH CHMNTOMHU HA ChPACYHA MCXEMMS, KATO
00Jika B I'bpPANTE WK CTEHOKAPIMA.

HMa cbobIIEeHNs 33 H3BECTHH YCIOKHCHHA B PE3yJITAT HA TEXKKO KbPBCHE, KaTO KOMNApTMEHT
CHHIDOM H 6b0pevHa HEOCTATBLYHOCT B PE3YNTAT Ha Xunonepdy3us M aHTHKOArylnaHT-CBbP3aHa
He(pONaTHs NpH H3INON3BaHE Ha pHBapokcabau. [To Tau NpUYHHA BEPOATHOCTTA OT KbpPBEHE TPIOBa
Aa C€ UMa NPEBHA NMTPH NMPCLUEHKATA Ha CLCTOSHMETO Ha BCEKH NALMEHT, KOUTO € NOMATOXEH Ha
aHTHKOAlryJlaHTHO ICYCHHE.

IleauaTpHuHa monynayus

flevenue na BTE u npoduraxmuxa na peyuoueu na BTE

OueHkaTa Ha 6€30NacHOCTTa NIPH ACLa M IOHOLLH € basmpana Ha NaHHHTE OTHOCHO 6e30MacHOCTTa OT
ABC OTKpHTH aKTHBHO KOHTPO/ZIMpAaHU npoy4BaHus ¢a3a Il u enno - dasa Il npu neanarpuunu
NAUMCHTH OT paXIaHETO 10 BB3pacT noj |8 roauHu. OTKpHTHATA, CBbP3aHH ¢ 6C30MaCHOCTTA, B
MOBCYETO C/1yuaH Ca nonobHH MeKay puBapokcabaH H KOMIApaTOpPa NPH Pa3THUHHTE neAUATPHUYHH
Bb3pacToBM rpyny. Obwo npodusT Ha GesonacHocT npu 412-Te newa u wHOLIMN, NIEKYBAHH C
puBapokcabaH, ¢ nonobex Ha To3M, HabMOaaBaH NPH BbH3PACTHATA nonynauMs ¥ CbBMECTHUM NIPH
BBE3PaCTOBHTE NOArpYIH, BLIIPEKH 4€ OLIEHKATA € OrpaHHYEHA OT MANKHA GPOi NaLHeHTH.

[Tpn neavaTpuunKTe NauuenTy, rnasobonue (MHOroO 4ecTH, 16,7%), nosuieHa Temneparypa (MHOro
uectH, 11,7%), enucrakcuc (Muoro uectn, 11,2%), noBpbiate (MHOrO uecTH, 10,7%), Taxuxapaus
(yectH, 1,5%), nouinaBane Ha 6Gunupy6una (vect, 1,5%) M NOBHLLCH KOHKOTHpaH 6unmpybux
(HeuectH, 0,7%) ca crObLIABaHY [10-4€CTO B CPABHEHHE C Bb3pacTHHTE. ChBMECTHMA C Bb3pacTHATa
nonynauns MEHoparuns € Habmogasana npu 6,6% (4eCTH) OT IOHOWINTE OT XKEHCKH Mo Clie MEHapXe.
TpombouuTonennsaTa, kakto ¢ HabMOaBaHO MO BpeMe Ha NOCTMAPKETHHTOBHA ONHT NpH
Bb3pacTHaTa nomynauus, € 4ecrta (4,6%) npu neAHaTPUUHHTE KIMHUYHM NpoyuBaHus. Hexenanure
JICKapCTBCHU pCaKUMHK NIPH MEANATPHYHHTE MALMEHTH Ca NPEAUMHO JIEKH J0 YMEPEHH [10 TEXECT.

CbobluaBaHe Ha MOJO3MPAHH HEKENAHH PeaKLUHMH
CboOIaBareTo Ha MOO3MPAHH HEXENAHN PeakLMH ClIe pa3pemaBaHe 3a ynorpeba Ha ekapcTREHUS
[POAYKT ¢ BaxHO. ToBa nMo3BonsBa fa Npors/mkH HABMIONEHHETO HA ChOTHOWEHMETO 110 /-f T
NCKapCTBCHHA NpORyKT, OT MEAMLIMHCKHTE CTIEHATHCTH CE M3MCKBA 13 ChoOIABAT BC gl K\
110203MpaHa HEXeENaHa peakuus Ypes H3nbanntenta areHums no fekapcreata yi. ,./1 / ')

Ne 8, 1303 Codus, Ten.: +35 928903417, yebeaiir: www.bda.bg.

4.9 Ilpeno3upaue
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I1pu BB3pacTHm MMa chOOLIEHHA 3 pe/IKH Cllyyau Ha npefosupare ao 1 960 mg. B ciyvaii va
Npeao3upaxe, NalHeHTLT TpaOBa na 6bae HabnionaBaH BHUMATENHO 3a YCIOXKHEHHA, CBhP3aHH C
KbPBCHE HIIH IPYTH HEXCNIAHH peakurH (BX. Touka , Jlosenenne npu kbpeene™). KMa orpannycHu
Ha/IMYHY NaHHK npu aeua. [lopaau orpanuvenarta abeopbums ce oyaxsa edekt Ha HacHaHe Ge3
AOMBAHUTEMHO NOBHUIABAHE HA CPEAHATA NAA3MEHA €KCIIO3ULNA FIPY CynpaTepaneBTHYHH R03M
puBapokcabaH ot 50 mg MM NO-BHCOKH NPH Bh3pacTHH, ofaye JTHUNCBAT AaHHK npu
CYNpaTepaneBTHYHM N03H [IPH Acla.

ChbllecTByBa cietMpHUHO HEYTPATHINPALLIO CPEACTBO (AHAEKCAHET anda) cpelly
(hapmakoauHaMUYHKUA ePEeKT Ha puBapoKcalGaH NpH BB3PACTHH, HO HE € YCTAHOBEHO IPH AeLa (BXK.
KpaTKaTa XapakTepHCTHKA Ha NPOAYKTa, ChAbPXKall aHACKcaHeT anda).

B cnyyan Ha npeo3upane Ha puBapokcalaH MoXe /1a c€ MMa NPeABHI M3NON3BAHETO HA AKTHBEH
BbIJICH 34 Hama/ABaHe Ha abcopOLuaTa.

[loBeneHye nNpyu KppBEHE

AKO TNpH NALHEHT HA IEYECHHE C PHBAPOKCA0aH Ce pa3BHe CBbP3aHO C KbPBEHE YCIOXKHEHHE,
CIENBALMAT MPHEM Ha pHBapoKkcabaH TpsaOBa Ja ce OTIIOKH MK JleueHUeTo TpAGBa Aa ce npekpaTy,
aKko ¢ Heobxonnmo. Pusapokcaban MMa nomy»HBOT OT 0k0110 5 10 13 yaca npH BB3pacTHM.
[TonyxHBOTBT NMpH feLa, U3YHCIIECH C H3NOJ3BAHE HA MONYNAaUHOHKY (hapMaKOKHHETHYHH (DK)
NMOAXOAH 38 MOACIINPAHE, € MO-KPaThK (BXK. ToYka 5.2).

[losenenuero Tpsabsa na € HHAMBHAYAIMIUPAHO B 3aBHCHMOCT OT TEXECTTA M JIOKAM3ALMATA HA
KpbBOM3MHBa. Mojke 1a ce H3n013Ba NOAXOMALIO CHMNTOMAaTHYHO AEUEHHE, KaTO HATlp. MEXaHMYHA
KOMMpECHS (Hanp. MpH TeXbK ENHCTAKCHC), XHPYPrHYHA XEMOCTa3a ¢ NPOLEAYPH 32 YCTAHOBABAHE Ha
KOHTPOJT Hall KbPBEHETO, 3AMECTBaHE Ha 0DeMa H MEpKH 3a MOAAbPXAHE Ha XEMOAHHAMHKATA,
MpEAHBAHC HA KPBBHU NIPOAYKTH (CPHTPOLMTEH KOHUCHTPAT WM NPACHO 3aMpa3eHa 11a3Ma B
3aBHCHMOCT OT aCOLIHHPaHaTa aHEMHSA HJIH KOarynonarus) wid TpoMOGOUNTH.

AKO KbPBEHETO HE MOXe J1a 6bie OBNAASHO C rOPENOCOYEHHTE MEPKH, TpAbBa aa ce o6chau
[IPHNIAraHETO UM Ha CNEUM(HYHO HEYTPANH3IMPALIO CPEACTBO 3a HHXUOHTOP Ha dakTop Xa
(aHAEKCaHeT aida), KOETO aHTaroHM3Kupa dapMakoauHAMHUYHUA eeKT Ha puBapoKcabaH, UK Ha
CreunpHYHO NPOKOATYAaHTHO CPEACTBO, KATO KOHLUEHTPAT Ha npoTpoMGuHOBHA Komiuieke (PCC),
aKTUBHUDAH KOHLCHTPAT Ha nporpomMbuHoBHs komiuieke (APCC) unu pekomGunanten daxrop Vila (r-
FVlla). KsM MoMeHTa 06ade KTMHHYHHMAT ONHT OT MPHJIATAHETO HA TE3H JIEKAPCTBCHH NIPOAYKTH TIPH
BB3paCTHH MalHEHTH U NP Aela, 1ony4yaBaiuy pusapokcaban, € MHoro orpaiunyen. [Ipenopekara ce
OCHOBABAa U HA OrPAHMYCHH HEKIMHHYHK NaHHH. Moxe na ce 06MHCIM NOBTOPHOTO NpHaaraHe Ha
pekoMOHHanTeH ¢akrop VIla u no3ara Tpabea 1a ce THTPHpa B 3aBHCHMOCT OT HAMAIABAHETO Ha
KbPBCHETO. B 3aBHCHMOCT OT BL3MOXXHOCTTA Ha MACTO, B C/1y4an Ha MaCHBHO KbpBEHE, TpabBa aa ce
OOMHMCIIH KOHCYJITALHA ChC CNEUHATMCT N0 KOATyNalMOHHH HapyIueHHA (BX. Touka 5.1).

He ce ouakBa nporamuu cyndar v sBuramuun K 1a nopaussat dHTHKOAry/JlaHTHaTa aKTHBHOCT Ha
pHeapokcabaH. ONHTBT C TPAHEKCAMOBA KMCEJIMHA € OFPAHNYEH U JINNCBA TAKBB C aMHHOKANPOHOBA
KHCEJIHHA W alPOTHHHH NPH Bb3PACTHH, NONyvasailuy puBapokcabad. Hama onut ot ynotpebata Ha
TE3M CPCNCTBA IIPH Aela, nonyvaBalliy puBapokcabad. HaMa HuTO Hayunu nokasatencraa 3a
671aronpHATHO NOBUABAHE, HUTO OMHUT OT H3MOJ3BAHETO HAa CUCTEMHHSA XEMOCTATHK AC3MOIPECHH
MpH MALHEHTH, NOJIyYaBallld puBapokcaban. Ilopagyu BucokaTa CTENEH HA CBRBP3BAHE C MIA3MEHUTE
MPOTEHHH HE CE 0YaKBa puBapokcabaH aa MoXe aa Obe OTAeNeH Ypes qHanun3a.

5. ®APMAKOJIOTHYHH CBOUCTBA

5.1 ddapmakoaAHHAMHYHM CBONCTBA

®apmakoTepanesTH4Ha rpyna: AHTHTPoMGO3HH CPe/ICTBA, AUPEKTHH MHXHOHUTOpHU Ha
ATC koa: BOIAFOQI.

MexaHH3IbM Ha JeHCTBUE
PruBapokcabaH ¢ BUCOKOCENEKTHBEH AHPEKTEH MHXMGHTOP Ha dakTop Xa ¢ nepopan

HMuxubrpatero Ha dakTop Xa nMpekneBa BTPELIHKSA M BBHIUCH TbT HA KOAryJIalHOH
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KoeTo HHXnbHpa KakTo popMHUpaHeTO Ha TpOMOMH, Taka U ob6pa3yBaHeTo Ha TpoMOH. PuBapokcabau
He HHX#OHUpa TpoMObuna (axTHBHpaH ¢aktop II) u He ca HabmoaaBauy edexTH BLPXY TpoMOOLIMTHTE.

PapMakOOMHAMUYHH ePEeKTH

[1pn xopa e HabmoaaBano 3aBHCHMO OT J03aTa HHXHOHpaHe Ha dakTop Xa. [IpoTpoMOHHOBOTO BpeMe
(PT) ce noBnuABa 10303aBHCHMO OT pHBapokcabaH B TACHA BPB3KA € MJIA3MCHUTE KOHLIEHTPALIMH
(r=0,98), ako 3a Tecta ce nanoaisa Neoplastin. pyru pearentu 6uxa aganv aApyry pe3yararty.
Otuutanero Ha PT Tpabra aa craBa B cekyHaR, noHexe INR ¢ kanubpupaHo 1 BanuanpaHo 3a
KyMapHHOBH MTPOAYKTH U HE MOXKE Ja Ce [TpUJara 3a Apyrd aHTHKOaryauTH.

[Ipn nauueHTH, mony4yasauiy pupapokcabat 3a nedenue Ha JIBT u bE v npodunakTHKa Ha peLiINBH,
nepceHtuaute 5/95 3a PT (Neoplastin) 2 - 4 yaca cnen mpuema Ha TabneTkara (T.e. KbM MOMEHTA Ha
MakcHMancH egekT) 3a |5 mg pupapokcabaH aBa MbTH JHEBHO ca B rpaHHuUMTE OT 17 0o 32 cekyHAam,
a 3a 20 mg puBapokcabaH BeIHBX AHEBHO OT 15 no 30 cekynan. [1o BpeMe Ha Hail-HHCKaTa
kKoHUeHTpauHs (8 - 16 yaca cnea npuema Ha Tabnerkara) nepceHtunuTe 5/95 3a 15 mg nBa mvTH
JHEBHO ca B rpaHHUMTE OT 14 no 24 cexynaH, a 3a 20 mg Beansx aAHeBHO (18 - 30 yaca cnen npuema
Ha Tabnerkara) ot 13 no 20 cexyHam.

[Ipu naLMeHTHTE C HEKJIAMHO NMPCACHPAHO MBXIEHE, NoNy4YaBalluy puBapokcabaH 3a npodHnakTHKa
Ha HHCYNT U CHCTEMEH eMbonn3bM, nepcentuante 5/95 3a PT (Neoplastin) 1 - 4 yaca cnen npuema Ha
TabneTkara (T.€. 10 BpeMETO Ha MakCUMaIHUA eheKT) IIPH NManHEeHTHTE, JeKyBanu ¢ 20 mg eauH ITbT
JHEBHO, Bapupart 0T 14 1o 40 CeKyYHOH K NPH NaLMEHTH ¢ yMepeHo O1OpeuHo yBpexaaHe, JIEKYBAHH ¢
15 mg eauH T AHEBHO, OT 10 10 50 cekynau. 1o BpeMe Ha HaH-HUCKaTa KOHUEHTpauus (16 — 36
yaca ciae npyMema Ha tabneTkara) NepCeHTHANTE 5/95 npH nauMeHTHTE, JIeKyBaHH ¢ 20 mg efuH mbT
JAHEBHO, Ca B rpaHULMTE OT 12 10 26 CekyHAH, a NIPH MALIMEHTHUTE ¢ yMepeHOo OB0peuHo yBpexaaHe,
AEKYBaHH ¢ 15 mg eauH mbT AHEBHO, OT 12 10 26 cexyHOH.

B xnuHHKO-$hapMaKoIOrHYHO NPOyYBaHE Ha 00paTHMHTE MPOMEHH BbB (hapMakoAMHAMHMKATA Ha
puBapokcabaH IpH 3apaBu Bb3pacTHH Aobposonuu (n=22), ¢ OU¢HABAH ¢PEKTHT Ha CAMHHYHH A03H
(50 1U/kg) Ha nBa pa3M4HH THIIA KOHUCHTPAT Ha npotpoMbuHoBua kommnekc (PCC), 3-daktopen
KOHLICHTPAT Ha npotpoMbuHoBrs xoMmmiaekc (paxkTopu 11, IX 1 X) u 4-bakTopeH KOHLEHTPAT Ha
npotpoMOuHoBHs koMInekce (Gaktopu 11, VII, IX n X). 3-pakToOpHHAT KOHLEHTpAT Ha
NPOTPOMOMHOBHS KOMITICKC € MOHMKHI CPEAHUTE CTOHHOCTH Ha MpOTpOMOHHOBOTO BpEME Ha
Neoplastin ¢ npubnusurento 1,0 cexynaa B paMkuTe Ha 30 MAHYTH, B CPaBHCHHE C MOHMXABAHE OT
npubnuzurenHo 3,5 cekyHam HabnwoaasaHo ¢ 4-GpakTOpHUA KOHLUEHTpAT HAa NPOTPOMOHHOBUS
KOMIUIEKC. 3a CpaBHEHUE, 3-)aKTOPHUSAT KOHLICHTPAT HA NPOTPOMOMHOBHA KOMILIEKC € UMaJl M10-
ronaM U no-6opp3 obin edekt BbpXy 06paTUMHUTE IPOMEHH B €HAOTCHHOTO 00pa3yraHe Ha TPOMOHH OT
4-paKTOpPHHA KOHLEHTpAT Ha NPOTPOMOUHOBHA KOMIUIEKC (BX. TOukKa 4.9).

AKTHBUPAHOTO napuuasto tpomboracturoBo BpeMe (aPTT) u HepTest crilo ca yabaxeHH B
3aBUCHUMOCT OT [103aTa, HO H3IMOJA3BAHETO UM 3a OLIEHKA Ha papMakoAMHaMHYHHA €(eKT Ha
puBapokcabaH He ce npenopbusa. Hama HeoOxoauMocT o1 HabnioneHKe Ha KoarylalMoOHUTE
napaMeTpH 10 BpEME Ha JICUEHHETO ¢ puBapokcabaH B KIMHHUYHATA MpakTHKa. Benpeky ToBa, ako
CKJIMHHUYHO 10Ka3aHO, HUBATa Ha puBapoxcabaH Morar na ObaaT u3MepBaHH ¢ Kanubpupanu
KOJIMYECTBEHH TECTOBE 3a aHTHdakTop Xa (BXK. TOHKa 5.2).

[leanaTpuyHa nonyaanus
AHanu3sT Ha PT (pearedr - HeonnacTHH), aPTT u anTH-Xa (¢ KAAM6pUpaH KOJHYECTBEH TECT)

MMOKa3Ba TACHA BPbh3Ka C [UIa3MEHUTE KOHLIEHTpaLuy npu aeua. Bprikata Mexay aHTH-Xa U
M1a3MeHUTE KOHLUECHTPALMH € NHUHEHHa ¢ HakaoH 0nmu30 no 1. Morar Ja BE3HUKHAT HHAUBUAYATHH
HECBHOTBETCTBUS C MO-BHCOKU MU MO-HUCKH aHTH-Xa CTOMHOCTH, B CPAaBHEHHUE ChC ChOTBETHHUTE
Ia3sMeHy KoHUeHTpaumu. Hama HeobxoanmocT o1 HabmoIeHne Ha KOaryJlauMoOHHHMTE MapaMeTPH Mo
BpEME Ha KJIIMHHYHO JiedeHue ¢ puBapokcabad. Bee mak, ako € KIMHHYHO NMOKa3aHO, KOHLICHTPALIKHTE
Ha pyBapokcabaH Morar aAa 6baaT H3MepBaHy ¢ KATMOPHPaHH KONHYECTBEHHN TECTOBE 3a aHTH-(QAKTOp
Xa 8 mcg/l (Bx. Tabnuua 13 B Touka 5.2 3a auana3zoHuTe Ha Hab/lOJaBaHHTE 1a3MEHH
KOHLICHTpaLMH Ha puBapokcabaH npu aeua). onHara rpaHuLa Ha KONHYECTBEHUTE Ofl
TpabBa Na ce UMa NIPEABHA, KOTATO €€ H3MOM3Ba aHTH-XAa TECTHT 32 KOJIHYECTBEHO Ofl
MJ1a3MEHHUTE KOHLICHTPaLMH Ha puBapoxcabaH npu acua. He € ycranoseH npar 3a ed
cLOUTHA, CBBp3aHH ¢ Oe30NaCHOCTTA.
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KnunuuHa edprkacHocT u 6e30nacHOCT

[IpothunakTHka Ha HHCYNT H CHCTEMEH eMOOIMIbM IIPH NALMEHTH C HEKAMHO NPEAChPAHO MbXKIEHE
KnnauyHata nporpama ¢ puBapokcabaH e nmnaHupaHa ¢ uesn Aa AeMOHCTpUpa eMKacHOCTTa Ha
puapokcabaH 3a npopHuIaKTHKA Ha HHCYJIT U CHCTEMEH eMOOJIM3BM MPH NaLMEHTH C HEKJIAMTHO
NpeACEPAHO MbXKACHE.

[Ipx ocroruoTO ABonHO cnano npoyyBaHe ROCKET AF 14 264 naumenTH ca pasnpeneneHu aa
nony4asaTt WM puBapokcabaH 20 mg Beasx QHEBHO (15 mg BEAHBK AHEBHO MPH HALMECHTH C
KpeaTHHHHOB KIHPBHC 30 — 49 ml/min) wnu Bapdapun ¢ THTpUpaHe Ha ao3ata Ao INR 2,5
(TepanesTuyHM rpaduuM 2,0 o 3,0). MeanadHaTa NpoaBIKUTEIHOCT Ha NPOBEACHOTO JieyeHue e 19
Mecena, a 061ata npoaAbKUTENHOCT € A0 41 Mecewna.

34,9% oT nauMECHTHTE Ca IEKYBAHM C aLCTHICATHUMIOBA KMucenuHa U 11,4% ca nekyBaHu ¢ kiac 11
AHTHAPHTMHYHO CPEACTBO, BKIKYUTENIHO aMHOIAPOH.

PuBapoxcabaH ¢ ¢ He no-Manka epeKTHBHOCT OT BapdapHH 32 MbPBHYHATA ChCTABHA KPaiHa TOYKA 3a
HHCYNT H cucTeMeH eMbonn3bM H3BbH LUIHC. B nonynauuaTa no nporokon Ha nNeYCHHE HHCYAT HIH
cucTreMeH embonusnM ce Habmogasar nipu 188 nauueHTH Ha prBapokcaban (1,71% Ha roguna) u npu
241 Ha sapdapuH (2,16% na roauna) (KP 0,79; ]I 95%, 0,66 - 0,96; P<0,001 3a e no-manka
edexTHBHOCT). OT BCHUYKH paHIOMH3NPAHHU NMALMEHTH, KOMTO ca aHaau3upady no ITT, nbpBuyuHH
crOUTHA Ce pa3BUBAT NpH 269 Ha puBapokcabax (2,12% Ha roanua) u 306 Ha BapdapuH (2,42% Ha
roguna) (KP 0,88; 95% /1H, 0,74 - 1,03; P<0,00] 3a He no-manka edpexktuBHocT; P=0,117 3a
PEBBL3X0ACTBO). PE3yNTaTHTE 33 BTOPUYHHUTE KPAHHH TOUYKH, KAKTO €2 H3caeaBaHHU B HepapXHyeH
nopaabk B ITT ananusa, ca nokaszanmn Ha Tabnuua 4.

Cpen nauuentute B rpynara Ha BapgapHs INR crofiHocTuTe ca B rpaHHUHNTE Ha TepaneBTUYHHA
auamnasoH (2,0 no 3,0) cpeano 55% ot Bpemero (MeauaHa 58%, unrepkBapTuneH auanason 43 go 71).
EdexrbT Ha puBapokcabaH He ce pa3znnyaBa Ha HMBO UeHTpanHo TTR (Bpeme B Tapreren INR
avana3on 2,0 - 3,0) npu kBapTunute ¢ eaHaksbB paimep (P=0,74 3a s3anmoneincTsue). B Hall-ropuus
KBapTH/ MO OTHOLICHHE HA UeHTbpa KoehuuuentsT Ha Puck (KP) 3a pusapokcabaH cripsaMo
BapdapuH € 0,74 (95% 114, 0,49 - 1,12).

UectoTaTta Ha OCHOBHHTE pe3yATaTH 33 6€30NmacHOCT (rONEMH H HETONEMH KIIHHHYHO 3HAYHMH
KPLBOH3IUBH) ca NOJ0OHH 3a ABETE TEpaneBTHYHH rpynu (Bx. Tabnuua 5).

Ta6anna 4: Pesyatatu 3a epukacHoct ot aza IIIl ROCKET AF

[Ipoyueana nonynauua |ITT aHaau? Ha ePHKACHOCTTE NIPH MAUHEHTH C HEKJIATIHO
HpeachbpPaHO MBXAEHE

. TepanesTHYHA 1034 PusapoxcaGan 20 mg - Bapdapun turpupan |KP (95% JIH) p-
eIMH NbT THEBHO .m0 INR 2,5 CTOHHOCT, TEeCT 34
5 (15 mg Beanbx (TepaneBTHYHH NpeBBL3X0ACTBO
AHEBHO MPH rpauuux 2,0 no 3,0)
NAMHUEHTH € YMEPEHO
Onlpeuto !
yBpexKaaHe) |
i YecToTa Ha ‘YHecToTa Ha
i cnbutHeTO (100 ‘cuOnTHeTO (100

NAHHEHTO-TOXH Hl'l) MALHCHTO- I"[l,[llllll‘l)

UHcynT u cucTeMeH 269 (2,12) 306 (2,42) 0,88
embonu3bsM H3BbH LIHC (0,74 — 1,03)

0,117

. Hucynr, cuctemen 572 (4,51) i 609 (4,81)
i eMOonu3InM HiebH LIHC 1 !
CHI0OBa CMBPT

Hucynr, cuctemMen 659 (5,24) 709 (5,65)
emboau3bm H3BbH [IHC u
CBIAOBA CMBPT
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- Uncynr 253 (1,99) ‘ 281 (2,22) 0,90
| (0,76 — 1,07)

: ' 0,221

- — —_ - B S N S oo e e ]

- CucreMeH eMO0nH3BM 20 (0,16) W 27 (0.21) 0,74
H3sbH LIHC - (0,42 — 1,32)

0,308

HUudapkr Ha MHOKapaa 0,91
130 (1,02) 142 (1,11) (0,72 - 1,16)

0,464

Tabanua 5: Pesyaratn 3a 6esonacuoct ot dpa3a I1II ROCKET AF

[ [poyusauna nonynaumsn | [IalHMEHTH C HEKJIANHO MPeICHLPAHO MbKaerne"

- TepaneBTH4YHA 1034 . PuBapokcaban Bapdapnun tTutpupan | KP (95% JH) p-
20 mg eaAHH NBLT mo INR 2,5 - CTOHHOCT ’
aHeBHO (15 mg BeaAHDbk| (TepaneBTHYHH
AHEBHO NPH MAUHEHTH | rpaHuitH 2,0 g0 3,0)
¢ yMepeHo On6peuno

 yBpexaaue)
YecroTa Ha ¢LOUTHETO | HecTOoTa HA CLOMTHETO
(100 nanxMenToO- (100 nanuenTo-

L roamu®) . lroqmmwW) | . |
" 'onemu ¥ HeroneMu .: 1,475 1,449 ; 1,03 i
KMTHHUYHO 3HAYHMH (14,91) (14,52) - (0,96-1,11)

KPBHBOU3NUBH 0,442

["oneMu KpbBOW3IHBH 395 386 1,04
| (3,60) (3,45) (0,90 - 1,20)

| | 0,576

- CMBpT B Pe3yJITaT Ha | 27 55 (0,48) 0,50
KbpBeHe™* (0,24) (0,31 —0,79)

5 0,003 :

- KspBeHe OT KpHTquH} 9] 133 (1,18) | 0,69

opran* | (0,82) (0,53-0,91)

| 0,007

} - Hutpakpanuanex 55 84 (0,74) | 0,67

; KPBBOM3IHB* (0,49) | (0,47 -0,93)

| 0,019

| - Cnaaua 305 254 (2,26) 1,22

| xeMorjo0uua* (2,77) (1,03 —1,44)

- | 0,019

- KpsBOnpenusaHe Ha 2 183 149 (1,32) | 1,25
YJTH [10OBEYUC (1,65) (1,01 - 1,55)
e THHULIH 0,044
CPHUTPOLMTH WK
" Heronemu KNIMHHYHO | 1,185 1,151”(1- _1_,37) BE ]

3HAYUMH KPbHBOU3IITUBU (11,80}

CMBPTHOCT MO BCAKAKBH 208 250 (2,21)

NPHYMHH (1,87)

a) [Tonynauus, H3NKUTBAaHAa MO OTHOLIEHHUE HA DE30MACHOCT, Ha JIEYCHHE
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* HomuHanHo 3HauuMH

B nonmbnHenune xsm npoyusadeTo paza lIl ROCKET AF, e npoBegcHO NpocneKTHUBHO,
MOCTMAapPKETHHIOBO, HEMHTEPBEHLUHAHAITHO, OTBOPEHO KOXOPTHO Npoy4yBaHe ¢ eHO paMo (XANTUS)
C OCHOBEH M3X0[, BKMKYBAL] TPOMOOeMOOINYHH ChOUTHA U roiasMo KbpBeHe. 6 704 nauueHTa C
HEKJIAMHO IPEACHPAHO MBXACHE ca OHIK BKIIIOYEHH 33 NPOQUIAKTHKA HA HHCY/IT K éMOOMNHA H3BBH
HeHTpanHata HepsHa cucteMa (LIHC) npu peannu yenosua. Cpeanure pesynratu Ha CHADS2 ca
ounu 1,9 1 Ha HAS-BLED ca 6unu 2,0 npu XANTUS, B ¢paBHEHHE CBC CPCAHUTE PE3YNTATH Ha
CHADS2 u HAS-BLED ot 3,5 n 2,8 crotreetHO npu ROCKET AF. lN'onsaMo kepBeHe € HabntogagaHo
npu 2,1 cnyyas 3a 100 naunenTo-roaunn. Crobmasa ce 3a gartaneH Kpbou3nus npu 0,2 cnyyas 3a
100 nauneHTO-rOANHH U BbTpevepencH KpbBousnus rpu 0,4 cnyqas 3a 100 nayeHTO-rognHmu.
HUucynt unu embonusg usssr LIHC ca peructpupanu npu 0,8 cnyyas 3a 100 nauueHTO-rOAMHH.

Tean HabnoACHHUA B peasiHy YCIOBHS Ca B COTBETCTBHC ¢ YCTAHOBEHHS Mpodun Ha He30macHOCT Npy
TOBA NOKa3aHME.

B noctMapKeTHHIoBO HEHHTEPBEHUHOHAIHO NpoyyBaHe npy noseue oT 162 000 nauuenTH OT YeTHUPH
AbpXaBu puBapokcadaH € nmpeanucad 3a NpoHIaKTHKA HA MHCYIT U CUCTEMHA eMO0oNUA NpH
MalUEHTH C HEKJAMHO NPEACHPAHO MbXxAEHE. YecToTaTa Ha CbONTHATA 32 HcXeMHueH HHeynT € 0,70
(95% CI1 0,44 — 1,13) 3a 100 nauuentoroiuun. KepBeHe, KOSTO BOAM 40 XOCHHTATH3ALMA, HACTHIIBa C
yecToTa HA cbOUTHsTA HA 100 naunentoroaunu 0,43 (95% C1 0,31 — 0,59) 3a BeTpeuepencH
KpeBOH3NHE, 1,04 (95% C1 0,65 — 1,66) 3a cTomainHo-upeBHO KbpBeHe, 0,41 (95% C1 0,31 —0,53) 3a
yporeHuTanHo KepseHe H 0,40 (95% C1 0,25 - 0,65) 3a apyro kspBeHe.

HagHeHTH, NNOANOCHH Ha KaDAHOBCP3IHO
HPOCHEKTHBHO, PaHIOMH3IHWPAHO, OTBOPCHO, MHOIOUCHTPOBO, CKCILNOPATOPHO NMPOYHUBAHC CBC

3aciieneHa oueHkKa Ha KpaHHata Touka (X-VERT) ¢ nposeaeHo npu 1 504 mauneHTH (HENIEKyBaHH
aocera ¢ NepopaHy aHTUKOAryNaHTH H JIEKYBAHHM NPEABAPHTEIHO) ¢ HEKJIAMHO NPEACHPAHO
MBbKACHE [UIAHUPAHO 3a KapIMOBEP3HO, 33 a CE HAMNpaBH CPpaBHEHUE MEXy pHBapokcabaH H
ananrupada n03a ABK (panaomuiupano 2:1), 3a npeseHUM Ha CbpACYHOCHIOBH CHOUTHA.
H3non3saHH ca cTpaTeruu ¢ nNoMolluTa Ha Hacousate upe3 TEE (1-5 nqxau npeasapHTento nevyeHue)
MJIH KOHBEHLHOHATHO KapaIuOBeP3uO (Hal-MalKO TPHY CCAMHLH NIPEABAPHTENHO JICUCHUE).
[TbpBHYHMTE PE3YATATH 33 €DUKACHOCT (BCHYKHM MHCYATH, MIPEXOAHA HCXEMHUYHA aTaKa, CUCTEMEH
embonu3bM HecBbpiaH ¢ LIHC, nHdapkT Ha Muokapaa (MH) u cepaednocsnosa cMBpPT) ca ¢
nosswik np 5 (0,5%) nauneHTn B rpynara Ha puBapokcabad (n=978) u 5 (1,0%) nauueHra B
rpynara Ha ABK (n=492; RR 0,50; 95% CI 0,15-1,73; moauduuupana ITT-nonynauus). OCHOBHHAT
pe3ynTar 3a 0e30nacHOCT (MAaCHBHO KbPBEHE) ce € noABHa nipH 6 (0,6%) n 4 (0,8%) nauuenTn 8
rpynute Ha pyBapokcabad (n=988) 1 ABK (n=499) cwotBeTHO, (RR 0,76; 95% C1 0,21-2,67;
6e3zonacHa nonynauns). ToBa eKCrIOpaTOPHO MPOYUBAHE € MOKa3aJlo CpaBHUMa EPHKACHOCT U
6e3z0macHOCT MeXxay Ipynure Ha ieueHHe ¢ puapokcabad U ABK B ycrmoBusita Ha KapHOBEp3HO.

[TauMeHTH ¢ HEKAAMHO NPEACHPAHO MbXACHE, KOUTO noanexart Ha [IKH ¢ noctapsaHe HA CTEHT
H3eBplLICHO € paHIOMH3MPaHO, OTKPHTO, MHOrouecHTpoBO npoyysaHe (PIONEER AF-PCI) ¢ 2 124
NauMEHTH C HEKNAMHO MPEACHPAHO MBXKACHE, KOUTO ca Ouan noanoxenn Ha [1KH, ¢ nocrassre Ha
CTEHT 3a MbPBHYHO aTEPOCKIIEPOTHYIHO 3abonABaHe, 3a cpaBHABaHE Ha 6€30MacHOCTTA Ha IBE CXEMH
Ha puBapokcabaH ¥ eaHa VK A-cxema. [laumueHTuTe ca Ouny pasnpeaeneHH Ha C/y4acH NPpHHLUN
1:1:1 3a obwa 12-Meceyna tepanua. [launedTu ¢ anamHesa 3a uHcynt wim [THII ca u3kTo4eny.
I'pyna | monyyaBa puBapokcabaH BegHBx AHeBHO 15 mg (10 mg BeaHbK NHEBHO NPU MALUECHTH C
KpeaTHHHHOB KNUPBHC 30 —49 ml/min) nmoc P2Y 12 uuxuburop. I'pyna 2 nonyuaea 2,5 mg
pHBapokcabaH JaBa NbTH AHEBHO 3aeaHo ¢ I TAC (asoiHa Tepariua ¢ aHTUTPOMOOLMTHH CpeacTBa,
HanpyuMep knonuaorpen 75 mg (unu 3amecteauius P2Y 12 uuxubutop) nmoc HHcka A03a
aueruacanuuunopa kucennna (ACK) 3a 1, 6 mau 12 Mecena, nocnensasa ot puBapokcad
(nnn 10 mg 3a nauMEeHTH ¢ KpeaTHHHHOB KAUPBHC 30 - 49 ml/min) BeaHbX AHEBHO, L
ACK. I'pyna 3 nony4asa kopurnpana jo3a VKA mmoc JITAC 3a 1, 6 unn 12 Meceua,
KopurupaHa go3a VKA, nnroc HMcka go3a ACK.

[TepBUYHATA KpaHHa TO4YKA 3a 6€30NaCHOCT, KIMHHUYHO 3HAYMMHUTE CIIy4Yad Ha KbPBEH
npu 109 (15,7%), 117 (16,6%) n 167 (24,0%) ydacTHuuM 8 rpyna 1, rpyna 2 v rpyna
(HR 0,59; 95% C1 0,47-0,76; p<0,001 1 HR 0,63; 95% CI 0,50-0,80; p<0,001, pecnekt
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BropuuyHaTa Kpa¥iHa TOYKa (ChCTaBeHa OT ChpACUHO-ChA0BH CLOMTHA CC cmppT, MU Hnu HHCynT), €
HabmonasaHa npu 41 (5,9%), 36 (5,1%) u 36 (5,2%) yyacTHHUM B rpyna |, rpyna 2 v rpyna 3,
CHOTBETHO. BCAKa 0T cxeMmuTe HA puBapokcabaH MoKa3Ba 3HAYHTE/THO HaMasMBaHE Ha KIIHHUYHO
3HAYMMHTE CJIy4aH Ha KbpBEHE, B cpaBHEHHE ¢ VKA-cXxeMaTa [pH NaLuueHTH ¢ HEKJIanHo NpeAChpAHO
MbXKIeHE, KOHTO ca Ounu nognoxenu Ha [IKH ¢ nocraBaHe Ha CTEHT.

OcHosHara uen Ha PIONEER AF-PCI e ouenka Ha 6e3onacHocTTa. JJaHHHTE OTHOCHO €(DMKACHOCTTA
(BKJIIOUHTENHO TpoMO0oeMbOONHYHY SBNEHHMA) MPH Ta3H MONYNALUA Ca OFPaHHYEHH.

Hevenue na [JBT, BE u npoghunaxmuxa na peyuousupawyu J/{BT u BE

KinHuuHaTta nmporpama ¢ pusapokcadad e mimaHMpaHa ¢ Lel Aa JeMOHCTpHpa e MKaCHOCTTa Ha
prBapokcabaH mpH Ha4YaTHOTO M NMPOABKUTENHOTO Neuenue Ha ocTpu JIBT u BE m npodmnakrukata
Ha peLHUIKBH.

Han 12 800 naumeHTH ca npoy4YeHH B YETHPH PaHIOMH3MPaHH, KOHTPONHPAHH KIHHHUYHH
npoyuBauus ¢aza Il (Einstein DVT, Einsten PE, Einstein Extension u Einstein Choice) u
JAOITBJAHHUTEINIHO € MPOBEICH NpeaBapUTeNHO AedpHHUpaH cOOpeH aHaIn3 Ha npoyuBaHUATa Einstein
DVT u Einsten PE. Obmarta koM6HHHpaHa NpoabKUTEAHOCT Ha TEYEHHETO 32 BCHYKH MPOYUBAHHUA €
oo 21 Mecela.

B npoyuBaHneto Einstein DVT 3 449 naumentn ¢ octpa [IBT ca npoyuchHu 3a neucHunero Ha JIBT u 3a
npodunaxkTHka Ha peunansupamy JIBT u BE (nauuenrure ¢uc cumntoMatHued BE ca uskimiouenu ot
TOBa npoy4BaHe). [IpoabmxuTENHOCTTA Ha NNeYeHHETO € 3, 6 unn 12 Mecena B 3aBUCHMOCT OT
KJIMHUYHATA MPEUCHKA HA U3CNCOOBATENA.

3a neyenneTo npe3 nepBUTE 3 ceaMuun Ha octpa BT ca npunaranm 15 mg puBapokcabaH JBa MbTH
aHerHo. Cel TOBa JIEYEHHETO Npoabxkaea ¢ 20 mg puBapokcabaH eJHH NBT JHEBHO.

B npoyusasero Einsten PE 4 832 nauuentn ¢ octop BE ca npoyuenu 3a newennero Ha BE u 3a
npo¢punaxkrka Ha peuuausupaiin ABT u BE. [TpoabmxkyTenHocTTa Ha NevyeHUeTo € 3,6 unm 12
MECELIa B 3aBUCHMOCT OT KJIMHWYHATa NPELEHKA Ha U3CASd0BaTEIA.

3a neyenneTo Ha ocThp bE npe3 nbpBUTE 3 ceaMuM ca npunaraiy 15 mg puBapokcabaH aBa MbTH
AHeBHO. Cnea ToBa neweHHeTo npoakmxkapa ¢ 20 mg puapokcabad eaMH MbT JHEBHO.

M npu aeete npoyusanus Einstein DVT u Einsten PE cpaBuntenHoTO NeueHne BKIOYBA
€HOKCanapHH B NPOObJDKEHHE Ha MOHE 5 [HM B KOMOMHALuA ¢ aHTaroHUCT Ha BUTaMHH K 1to
nocturade Ha cToMHocT 3a PT/INR B TepanesTuunute rpannuy (> 2,0). JleyueHnero npoabKasa ¢
aHTaroHUCT Ha BUTaMHUH K, KaTo 103aTa My € TakaBa, 4e ctoitHocTuTe 3a PT/INR naca B
TepaneBTHYHHUTE rpaduiiy ot 2,0 no 3,0.

B npoyuBaHero Einstein Extension | 197 naunentu ¢ JIBT unu BE ca npoydenu 3a npodunakTuka Ha
peunausupaiiu JIBT u BE. [IpoasmknTenHocTTa Ha eucHHeTo 0bXBala JONBIHATENHN 6 10

12 Meceua npy NaUMeHTH, KOKHTO ca [IpEMHHAM KYpC Ha nedyeHne ot 6 1o 12 Mecena Ha BCHO3CH
TpoMOOEeMOOIH3IBM B 3aBUCHMOCT OT KJIMHHYHATA NTPelicHKA Ha uicneaosatens. CpaBHABa CC
pruBapokcabaH mg BegHBXK AHCBHO ¢ mauebo.

IIpoyuBanusra Einstein DVT, PE u Extension u3non3ear e1HM H CbLIM NMPSABAPHTEIHO AePUHHpaHH
MbPBHYHH ¥ BTOPHYHY pe3yaTaTH 3a epukacHOCT. [IbpBHYHHAT pe3ynTar 3a €()UKACHOCT ¢
CHMIITOMATHYCH peuuaMBHpall BeHOo3¢H Tpomboembonnibm (BTE), nedpunnpan kato cbcTaBeH oT
peunavsupaiia BT wnan neranex unu veneranen bE. Bropuunuar pesynrar 3a epukacHocT ce
AehuHMpa KaTo chyeTaHHe OT peunauBupaiua /IBT, Henetanen BE M CMBPTHOCT HE3aBHCHMO OT
NpYYKHATA.

B npoyusaue Einstein Choice 3 396 nauueHT ¢ noteppacHa cumnroMatiuda JIBT w/ &
ca 3aBBPLIHIIKM 6 10 12-MecedyHO aHTHKOAry/IaHTHO JIEYeHHE, Ca NPOYUCHH 3a NPOQHI ﬁt ¥ Hag.
¢atanes BE u Hedatanun cumnromatnunu JIBT u BE. [TanuenTtHTe ¢ nokasanue 3a -7!*"
AHTHKOAryJIAHTHO JIEYEHHE C TCPANEBTHYHA 033 Ca U3K/IOYCHH OT NMPOYH4BAHETO. ( 3 (S
ITpoaBLmMKHTENHOCTTa Ha ICYEHUETO € N0 12 Mecena B 3aBUCHMMOCT OT AaTaTa Ha MHAWBTR
paHaomMusupate (Meauaua: 351 anu). Pusapokcaban 20 mg BeIHBXK AHEBHO W pHBapAXOEHN
BEAHBXK JHEBHO ca cpaBHEHHU ¢b¢ 100 mg aneTricanuuMnoBa KHCEMNHA BEIHBX JHEB
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[TepBHYHHAT pe3ynTaT 3a e(UKACHOCT € CHMITOMATHYECH PELHIHBUPALL BCHO3¢H TpoMboeMbonn3nM
(BTE), ne¢uuupan kato cMecuuara ot peunausupaita [IBT nnn ¢aTtanen nnu HedartaneH bE.

B npoyusaneto Einstein DVT (Bx. Tabnuua 5) ce noka3sa, 4e puBapokcabaH € ¢ He [o-Majka
e(eKTHBHOCT OT eHOKcanapuH/ABK 3a mbpeHuHHs pesynrar 3a edprikacHocT (p < 0,0001 (Tect 3a He
mo-manka epexTHBHOCT}); Koepuuuent Ha Puck (KP): 0,680 (0,443 - 1,042), p = 0,076 (tecr 3a
npeBBL3xoacTBo)). [Ipeasapurento nedpuHMpaHaTa HETHA KIMHHYHA MON3a (WhPBHYEH PE3yITaT 3a
e(pHKaCHOCT K¢ KpBpBOU3NMBH) ce chobiuasa ¢ KP 0,67 ((95% JH: 0,47 - 0,95), HoMuHanHa p
ctoitnocT p = 0,027) B nonsa Ha pusapokcaban. INR crofiHocTHTE ca B TEpaneBTHYHHA JUANa30H
cpeano 60,3% ot BpeMeTO IpH cpeaHa NPOIbIDKUTEIHOCT Ha NedeHHueTo oT 189 oHu, u 55,4%, 60,1%
H 62,8% OT BpEMETO MPH IPYIUTE C ITAHHPAHO NCYSCHHE C NMPOIBIHKHTETHOCT CHOTBETHO 3,6 M 12
Mmeceua. B rpynara Ha eHokcanapni/ABK HsMa sicHa BpBb3ka Mexy HUBOTQ Ha CPEIHOTO HEHTPATHO
TTR (speme B Tapretex INR auanason 2,0 - 3,0) npu TEpTRAMTE C €AHAKBB pa3Mep M YECTOTaTa Ha
peunansupammte BTE (p = 0,932 3a BzanmoaencTeue). B Hail-ropsns TepTna no OTHONIEHHKE Ha
ueHTbpa KoepuuneHtsT HA PHck (KP) npu puBapokcaban cnpaMo eapgapus e 0,69 (95% AHU: 0,35 -
1,35).

HecToTHTE 33 NPBUYHHA PE3YITAT 3@ 6€30NaCHOCT (TONEMH HIIH KIIHHHUYHO 3HAYHMH HETONEMHU
KPBBOM3INMHBH ), KAKTO U 332 BTOPHYHHUA PE3yiTar 3a 6e30nacHOCT (roJaeMH KPbBOH3IMBH ), Ca CXOAHH 34

JIBETE TEPANCBTUYHHU IPYIH.

Tabanua 6: PesyaraTu 3a epukacHocT U Besonacuoct ot ¢a3a III Einstein DVT

IIpoyusana nonyjauus 3 449 naoHeHnTH CHLC CHMIITOMATHYHA OCTPA AbJA60KA BeHO3HA
TpoMb03a
JI03a H NPOABLJIKUTENHOCT HA | PuBapokcaban® Enoxcanapuu/ABKP?Y
JeYeHHeTo 3, 6 unk 12 Mecena 3,6 nau 12 Mecena
N=1 731 N=1 718
CumnroMaTHycH 36 51
peunauBupaul BTE* (2,1%) (3,0%)
- CuMnromMaTH4eH 20 18
peunausupaus bE (1,2%) (1,0%)
- CuMnTroMaTH4Ha 14 28
peuraneHpamia BT (0,8%) {(1,6%)
- Cumntomatnynu BE u l 0
HBT (0,1%)
- ®artaneH bE/cmbpr, 4 6
kb2eT0 BE He Mmoxe na ( (0,2%) (0,3%)
Ob/Ie U3KIIOYEH
[NonaMo UK KNMHUYHO 139 138
3HAYHUMO HETrQIAMO KbPBCHE (8,1%) (8,1%)
I"'oneMH KpBBON3IHNBH 14 20
(0,8%) (1,2%)
) Pusapokcabasx 15 mg asa mbT¥ AHEBHO 3a 3 ceaAMMLH, nocaeasaHo ot 20 mg eauH
LT JHCBHO
6) EHOKcanapuH 3a HaH-MaJIKo 5 JHH, 3acThIicH ¥ nocneasad or ABK
* p < 0,0001 (He no-manka e¢MKacCHOCT IO OTHOLWIEHUE HA NpeABapUTeNnHO onpeaeneH KP 2,0);

KP: 0,680 (0,443 - 1,042), p = 0,076 (npeBb3X0ACTBO)

B npoyusarero Einstein PE (Bx. Tabnuua 6) ¢ neMoHcTpupaso, ue puBapokcabaH € ¢ He o-MaJlka
edpukacHocT o1 enokcanapun/ABK 3a nbpBuunms pesymrat 3a epukacHocT (p=0,0026 (TecT 32.4e010<
manka edukacHoct); KP: 1,123 (0,749 - 1,684)). [IpensaputenHo nedpuHupaHaTa HETHA § / R
1oJa3a (MbPBUYMEH PE3YATAT 33 €HUKACHOCT IUTIOC FONEMH KPbBOMINMBY) Ce ChoDIaBa '«{- At RS
ey

Al
((95% OH: 0,633 - 1,139), HomuHanHa p ctoduoct p = 0,275). INR croiiHocTHTE Ca /‘k
JAHAMna3oH cpeaHo 63% OT BPEMETO NPH CpeaHa NPOALIKUTEIHOCT Ha JIEYEHHETO OT |4

62% u 65% OT BpeMETO NPH IPYIMTE C UIAHUPAHO NEIECHHUE C MTPOTb/DKUTEIHOCT CHTH

Mmeceua. B rpynara Ha esokcanapun/ABK HsMma sicHa Bpb3Ka MeXy HMBOTO Ha CpPeaNQTH, KBWINHO
TTR (Bpeme B Tapretes INR auanazon 2,0 - 3,0) npu Tepunnaure ¢ eIHaKbB pa3Mep H 39:&313_33‘ e
TyRrm

24



peunansupamute BTE (p = 0,082 3a B3aumoaeicTeue). B Hal-ropHys TepuHa o OTHOLICHHC Ha
neurspa KoepuuneHtst Ha Puck (KP) npu pueapokcaban cnpsamo sapgapus € 0,642 (95% IU: 0,277
- 1,484).

YecTOTHTE 332 MBPBHUYHHUA PE3yaATaT 3a O€30MaCHOCT (TONCMK HAY KIMHAYHO 3HAYMMHU HETOJIEMH
KPBBOH3JIMBH) Ca MAJIKO NO-HUCKM B rpyrnara Ha nedeHue ¢ pusapokcaban (10,3% (249/2 412)) B
CpaBHCHHE C TpynaTa Ha JieucHHe ¢ eHokcanapui/ABK (11,4% (274/2 405)). Hectorara 3a BTOpUYHUSA
pe3yaTart 3a 6e3onacHoCT (rojleMH KpLBOM3NIMBH) € NO-HUCKA B rpymnara Ha puBapokcaban (1,1% (26/2
4]2)) B cpaBHeHHc ¢ rpynarta Ha eHokcanapud/ABK (2,2% (52/2 405)) ¢ KP 0,493 (95% /1A: 0,308 -
0,789).

Tabauna 7: PesynraTh 3a epukacHocT H Hezonacunoct ot ¢asa 11l Einstein PE

IlpoyuBaHa nonyJJauus 4 832 nauHeHTH ¢ ocTpa cumMnToMaTHYHA BE
J{03a M npoabLKHTeaHOCT HA | PuBapokcaban® Enoxcanapnu/ABKP®
JeyeHHeTo 3, 6 uu 12 Mecena 3,6 uan 12 meceua
N=2,419 N=2,413
CuMnTOMaTHYCH 50 44
peungusupaul BTE* (2,1%) (1,8%)
- CunMmnromaruuecH 23 20
peunausHpal bE (1,0%) (0,8%)
- CuMmnrToMaTHyHa 18 17
peunauBnpania BT (0,7%) (0,7%)
- CuMnToMaTHyHH bE ¢ 0 2
ABT (<0,1%)
- ParaneH BE/cMbpr, 11 7
KbaeTo bE He Moxe na | (0,5%) (0,3%)
ObJe HIKIOUEH
lonaMo UIH KITUHUYHO 249 274
3HAYMMO HETOJIAMO KbpPBEHE (10,3%) (11,4%)
['onemMu KpbBOU3INUBH 26 52
(1,1%) (2,2%)
@) PusapokcabaH 15 mg nBa ITbTH ZHEBHO 3a 3 ceaMUUM, nTocneasaHo oT 20 mg eauH MbT AHEBHO
6) EHoKkcanapHH 3a Hai-MaJko 5 AHH, 3aCThIEH H nocineasad or ABK
* p < 0,0026 (He no-Manka edHKaCHOCT N0 OTHOLLEHHE Ha npeapapurenHo onpeaencH KP ot 2,0);

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

[IpoBencH ¢ npeasapuTenHo aeduHUpaH 06o0LLIEeH aHaIN3 Ha pe3ynTaTa OT npoyuBaHHATa Einstein
DVT u PE (Bx. Tabnuua R).

Tabauua 8: PezyaraTH 3a epuKacHOCT H GezonacHocT ot cGopen ananu3 Ha ¢gaza III Einstein
DVT u PE

IIpoyuBaHa monyJjauns 8 281 nauuenTH ¢ ocTtpu cumnroMaTHYHH [IBT uan BE
Jo3a & NPpOALIKHTENHOCT Ha | PuBapokcaban® Enoxcanapun/ABK®
JeYeHHeTO 3, 6 nau 12 Mecena 3, 6 nian 12 mMeceua
N=4,150 N=4,131
CuMnroMaTHyeH 86 95
peunausupam BTE* (2,1%) (2,3%)
- CuMnromMaTH4eH 43 38
_peunausupaiy bE (1,0%) (0,9%)
- CumrroMaTuuHa 32 45
peumausupama BT (0,8%) (1,1%)
- CumnroMatuynu BE u ] 2
ABT (<0,1%) (<0,1%)
- atancH bBE/cMepT, pu | 15 13
KOATO HE MOXE 1a ce (0,4%) (0,3%)

u3Kuv bE
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[‘oneMH UM KNIHHHYHO 388 412

3HAYHMH HEroJIeMH (9,4%) (10,0%)

KPbBOHU3HBH

["oneMu KpbBOH3INTHBH 40 72
(1,0%) (1,7%)

¥ PuBapokcabaH 15 mg apa MbTH QHEBHO 3a 3 CeAMMLIM, nOCNEABaHO OT 20 Mg eIHH ITET JHEBHO

®  EnokcanapuH 3a Hai-Mako 5 QHM, 3acTBINCH K ntocneasaH ot ABK

*  p<0,000] (#e no-manka epuxacHOCT Mo OTHOLICHHE Ha npeaBapHuTenHo onpeaenel KP or 1,75);
KP: 0,886 (0,661 - 1,186)

[IpeasapuTentHo AepHHKUPAHATA HETHA KIIMHHYHA 11033 (ITbPBHYCH Pe3y/ITaT 3a ePUKaCHOCT ILTI0C
rojieMH KpbBOH3NHBHU) Ha cbopHus aHanus ce cvrobimaea ¢ KP o1 0,771 ((95% JIH: 0,614 - ,967),
HOMHMHAJTHA p cToiiHocT p = (0,0244).

B npoyuBanero Einstein Extension (Bx. Tabnuua 8) puapokcabaH npepb3xoxaa nnauebo no
OTHOLIEHHE Ha MbPBHYHUTE H BTOPHUHHTE PE3YJITATH 33 ePUKACHOCT. 32 MbPBUYHMA PE3YIITAT 3a
6e30nacHOCT (roseMH KpbBOMITHBH) CE YCTAHOBABA HEIHAYMUMO YHUCICHO NMO-BHUCOKA YECTOTA MPH
MALUCHTHTE HA JIeUcHUE ¢ puBapokcaban 20 mg eauH LT Ha ACH B CpaBHEHHE ¢ mateho.
BropuyruaT pesyarar 3a O¢30nacHOCT (TOIEMH WIH KJIMHAYHO 3HAYHMH HETOJIEMH KPBBOH3IIHBH)
NOKa3Ba [O-BUCOKH YE€CTOTH MPH MAaLMEHTHTE, JIEKYBaHH ¢ puBapoxcabaH 20 mg eAHH MbT AHCBHO, B
cpaBHEHHe ¢ mauedo.

Tabauua 9: Pesyatatu 3a edpukacHocT H He3onacdoct oT ¢aza I Einstein Extension

IIpoyuBaHa nonyJjauuxsa 1 197 mnauuenTH ca NPOABIKKIMN JTEYEHHETO H
NPOPRIAKTHKATA 32 PellHAMBHPAll BEHO3eH
TpoMO0eMb0aIH3IBEM
Jo3a u npoabkHTeAHOCT HA | PuBapokcaban® INaanebo
JIEYEHHETO 6 uau 12 mecena 6 unu 12 Mecena
N=602 N=594
CuMnOTOMaTHYECH 8 42
peuransupam BTE* (1,3%) (7,1%)
- CumMmnromaTtHyeH 2 13
peunauBHpaiy bE (0,3%) (2,2%)
- CpmrromaTHyHa 5 31
peunanBrpama BT (0,8%) (3,2%)
- aranen BE/cmbpT, npu | 1 1
KOSTO HC MOXeE a c¢ (0,2%) (0,2%)
H3IKIOUYK bE
[‘onemMu KpBBOHU3JIHUBH 4 0
(0,7%) (0,0%)
KnuHu4HO 3HaunMu Herosiemyu | 32 7
KPBBOHW3/IHBH (5,4%) (1,2%)

a)  Pusapokcaban 20 mg eauMH mbT IHEBHO

* p < 0,0001 (npeewn3xonctro), KP: 0,185 (0,087 - 0,393)

B npoyusaHero Einstein Choice (x. Tabnuua 10) puBapokcaban 20 mg 1 10 mg npeps3xoxkaa
100 mg anetuncan¥uMIOBa KUCEANHA 10 OTHOLICHHE Ha MbPBHYHHA PE3YNTAT 32 €(PUKACHOCT.
OcHoBHUAT pe3ynTar 3a Oe3onacHOCT (CHOMTHA Ha MOMAM KPBBOM3MMB) € CXOACH IIPH NAUEHTHTE,
nexkyBaHHu ¢ puBapokcaban 20 mg u 10 mg BeaHBX AHEBHO B cpaBHeHHE ¢bC 100 mg
aLECTWICATHLIMIOBA KHCENTHHA.

[IpoyuBana 3 396 ca npoABLIKHIH NPOPHIAKTHKATA 38 PELIHIAHE
NonyJauus TpomMGoeMb0IR3IBEM
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TepanesTH4yHa 1032 PuBapoxcaban PaBapoxcaban 10 mg | ASA 100 mg
20 mg BeAHDBIK BeAHDLK THEBHO BeIHbLXK NHEBHO
RAHEBHO N=1 127 =1 131
N=1 107
MeanaHa Ha 349 [189-362] nuu 353 [190-362] puwu 350 [186-362] num
NPOABHKHTETHOCTTA Ha
NEYEHHETO
(HHTEpKBapPTHIIEH
JIHanasoH)
- Cumnrromatuved | 17 13 50
peUuNAHBHpPALLL (1,5%)* (1,2%)** (4,4%)
BTE
- CumnToMaTHucH | 6 6 19
peuuausmpair | (0,5%) (0,5%) (1,7%)
BE
- CumnromMatuuHa | 9 8 30
peunausupama | (0,8%) (0,7%) (2,7%)
JABT
- QaraneH BE/ 2 0 2
CMBPT, OIpU (0,2%) (0,2%)
KOATO HE MOXKE
J1a C€ H3KJII0YH
bE
CuMnToMaTHueH 19 18 56
peunaneupaul BTE, (1,7%) (1,6%) (5,0%)
HHQApPKT Ha MHOKapAa,
HHCYJIT WY CHCTCMEH
emOonn3sm n3ssH HHC
['oneMu KpBBOU3INUBH 6 5 3
(0,5%) (0,4%) (0,3%)
KAuHUYHO 3HaYMMHU 30 22 20
HEroJIEMH KPLBOH3NNBH | (2,7) (2,0) (1,8)
CuMnroMaTvycH 23 17 53
peuuausupamy BTE unu | (2,1%)+ (1,5%)++ (4,7%)
roJsiM KPLBOHU3JINB
(HETHA KIMHHYHA
1o3a)

* p<0,001(mpesnb3xoacTBo) puBapokcadban 20 mg seaHbk AHeBHO cnpaMo ACK 100 mg Beanbx
auesHo; HR=0,34 (0,20-0,59)

** p<0,001 (npepw3xoacTro) pusapokcadban 10 mg seansx auesHo cnpamo ACK 100 mg Beanbx
aHeBHo; HR=0,26 (0,14-0,47)

+ pusapokcaban 20 mg Bennbxk AHeBHO cnpaMo ACK 100 mg senusx anesHo; HR=0,44 (0,27-0,71),

p—O 0009 (HoMHuHaNHa)
gmaa pokcaban 10 mg Begubx aHeBHO cnpamo ACK 100 mg Beausx nuesHo; HR=0,32 (0,18-
55), p<0,0001 (HomMuHaNHA)

B nonsanenune kuM nporpamata EINSTEIN ¢a3za 111, € nposeaeHo npocnektisHoO,
HEHHTEPBEHLIMOHATHO, OTBOPEHO KOXOpTHO npoyusaHe (XALIA) ¢ ueHTpani3HpaHa OLECHKa,
BIUTIOYBaL peuuansupail BTE, ronsMo kepeeHe u cMBpT. 5 142 nauuenta ¢ octpa JIBT ¢z

peunansrpail BTE u BcHuku cnyyau Ha CMBPT 3a pHBapokcadbaH ca OMnH CbOTBET
0,5%. CbluecTBYBAT pa3nuKid B OCHOBHH XapaKTePHUCTHKHU Ha MAUMEHTHTE, BKIIOY
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peuuansupal BTE # BcHuk cnydan Ha cMBpT ca 6unu cwvotBetho 0,77 (95% CI 0,40 - 1,50), 0,91
(95% C1 0,54 - 1,54) 1 0,51 (95% C1 0,24 - 1,07).

Tesn pe3yarat npu MauMeHTH, KOWTO ca Ounn HabmoaaBaHH NP PEeATHH YCIIOBHA, Ca B
CBLOTBETCTBUE C YCTAHOBEHHUA NMpodua Ha 6€30MacHOCT NpH TOBA MOKa3aHUe.

B nocTMapkeTHHroBo HEMHTEPBEHUHOHANHO MpoyyusaHe rnpu noseye ot 40 000 nauueHTH 6€3
aHaMHC3a 3a paK, OT YCTHPH ObPXKaBH, pUBapoKcabaH ¢ npeAnucaH 3a JIeHCHHE WIN NpodUnakTHKa Ha
ABT u BE. YecToraTa Ha cuOuTHATA Ha | 00 nauyeHTOrogMHH 3a CUMITOMATHYHH/KIMHKYHO 3HAYKMHU
BTE/rpomboembonnynu csOMTHSA, BOACLIM OO0 XOCNHTANK3aUuKA, ¢ B nHana3oH ot 0,64 (95% CI

0,40 — 0,97) 3a ObeaneHoro Kpancteo go 2,30 (95% CI 2,11 — 2,51) 3a I'epmauns. KppBeHe, koeTo
BOJM 10 XOCHUTANH3ALMA, HACTBIBA ¢ YecToTa Ha ChOHTHATA HA 100 naunentoroauuu 0,31 (95% CI
0,23 — 0,42) 3a BeTpeuepencH KpbROHIIUB, 0,89 (95% C1 0,67 — 1,17) 3a cTOMaILHO-4MPEBHO KBPBEHE,
0,44 (95% C1 0,26 — 0,74) 3a yporeuntanno xspaeHe 1 0,41 (95% C1 0,31 - 0,54) 3a apyro knpBene.

[leanaTpH4Ha NoMyaays

Sevenue na BTE u npoghuraxmuxa na peyuougu va BTE npu neduampuunu nayuerwmu

Ob6uo 727 neua ¢ noteepaeH octep BTE, oT kouto 528 noayuyunu puBapokcabaH, ca npoydeHu B 6
OTBOPEHH, MHOTOLICHTPOBH MEAHATPHYHH Npoy4BaHHs. [lo3MpoBKaTa, KOpHrHpaHa criopel Te/IECHOTO
TETI0, ITPH MALHEHTH OT PAXKAAHETO 10 BL3pacT noja 18 roauuHu, € qosena g0 €KCrno3vum Ha
puBapokcaban, nogobna Ha HabnrogaBaHaTta npy Bb3pacTHH naiueHTH ¢ JIBT, nekysanu ¢
puBapokcabad 20 mg eqMH NbT QHEBHO, KAaKTO € MOTBBPACHO B poyuBaHeTo ¢a3a Il (Bxk. Touka 5.2).

[Ipoyusanero EINSTEIN Junior daza Il ¢ panaomMusmupaHo, akTHBHO KOHTPOIHPAHO, OTRBOPEHO,
MHOTOLEHTPOBO KIMHUYHO MTpoy4yBaHe npH 500 neguaTpUyuHy NauMeHTH (Ha Bb3pacT OT PaKAaHETO
10 < 18 roaunu) ¢ norewupaeH octhp BTE.

HUmano e 276 neua na sb3pact 12 o < 18 roauusn, 101 neua Ha er3pact 6 1o < 12 roaunn, 69 geua Ha
BB3PacT 2 10 < 6 roanHH H 54 neua Ha 8b3pacT < 2 roaUHH.

HUuaexkcunat BTE e knacupnumnpad kato eaHo ot caeanure: BTE 8bB Bpb3ka ¢ LeHTpaJIcH BEHO3€EH
katetsp (LIBK-BTE; 90/335 naunenTn B rpynara Ha puBapokcaban, 37/165 naumeHTH B rpynara Ha
CPaBHUTEIHO fieYeHME), uepedbpanHa BeHO3Ha U cuHycoBa TpomOo3a (LUBCT; 74/335 nauveHtn B
rpynata Ha puBapokcadban, 43/165 mauueHTH B rpynara Ha CPaBHUTEHO JIEUEHNE) M BCUYKH JPYTH,
srounTento JIBT n bE (ne-LIBK-BTE; 171/335 naumestd B rpynara Ha puBapokcaban, 85/165
NauuMeHTH B rPynaTa Ha CPaBHUTCIIHO evcHre). Hal-uecTo npeacTaBeHaTa MHAEKCHA TpoMOO3a npy
Jena Ha Be3pacT 12 go < 18 roguun e He-1{BK-BTE npwu 211 (76,4%); npu acua Ha Bu3pact 6 1o < 12
rOAKMHMU U Ha BB3pacT 2 10 < 6 roaunn — LIBCT, cwoteeTHO nipy 48 (47,5%) u 35 (50,7%); v npu aeua
Ha Bb3pacT < 2 roauHu - UIBK-BTE npu 37 (68,5%). He e nmano acua < 6 meceua ¢ LUBCT B rpynara
Ha puBapokcadan. 22 ot maumenture ¢ LIBCT ca nmanu undekuus Ha LIIHC (13 naunenTH 8 rpynara
HA puBapokcabaH 1 9 raUMEHTH B IPynaTa Ha CPaBHHUTEIIHO NICYEHHUC).

BTE ¢ npenn3BUKaH OT IIOCTOSHHY, IPEXOAHH MIIH U OT ABETE — NOCTOSHHH H NPEXOIHHA PHCKOBH
daxtopu nipu 438 (87,6%) neua.

[TaueHTHTE Ca MONY4HAH TBPBOHAYANHO JICYEHHE C TEPANEBTHYHH N03U HEPPAKLMOHUPAH XeNapHH
(H®X), xenapun ¢ Hucko Mmonekynso terno (XHMT), unn poHaanapuHykc 3a Hal-Manko 5 IHH H ca
paHaoMu3MpaHHu 2:1 aa nomy4asat WM 1034 puBapokcabaH, KOpUrMpaHH CNPAMO TEJIECHOTO TErIIO,
HIIH CPaBHMTEIIHH JIEKAPCTBA B IpynaTa Ha CpaBHHTENHO neyeHue (xenapuHu, ABK) 3a 3-meceuen
NepUO/ Ha JEYECHHE B OCHOBHOTO npoy4raHe (1 Mecen npu aeua < 2 rogunu ¢ UBK-BTE). B kpas Ha
IIEPHOAA Ha JIEHEHHE B OCHOBHOTO MNPOYYBaHE AUarHOCTHYHOTO 00pa3Ho M3cneaBaHe, Hanpa
U3XOOHO HYBO, € HANIPABEHO [MOBTOPHO, aKo € OHJI0 KTHHUYHO NIPHIOKUMO. JleueHHEeTO
NpOyYBaHETO € MOXeENO0 Aa Ople cnpsAHO B TO3U MOMEHT MM NTO npeleHka Ha U3cnen
npoabkeHo obwo 3a a0 12 Meceua (npu aeua < 2 roguuu ¢ HBK-BTE — ao 3 mece

[TupBHUHHMAT pe3ynTaT 3a ¢puKacHoCT e cuMmoMatuucH peurausupam BTE. IIsps
3a 0e30nacHOCT € KOMOHHAUMATA OT ro/IsAM KPbBOU3INHMB U KNTHHHUYHO 3HAYUM HEe-TONA
(K3HI'K). Bcuuky pesynarati 3a epuKacHOCT 1 6€30MacHOCT ¢a NMPOBEPEHHU U MTOTBBPA
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OT HE3aBMCHUMAa KOMHCHSA, 3ACIICIICHA 32 ONIPEACNCHOTO JicueHHue. Pe3yntaTure 3a cPHKacCHOCT H
0¢30MacHOCT ca noka3aHM B Tabauum 11 u 12 no-gony.

Cwbutusa Ha peunausnpait BTE ca Bb3HHKkHanu B rpynaTa Ha JiedcHde ¢ puBapokcadan npu 4 ot 335
MauKMEHTH U B IpyllaTa Ha CPaBHHUTENHO ACYEHHE NIpH 5 oT 165 naureHTH. KomMOuHauuAaTa ot roasm
kpbBon3nue H K3HI'K e noknansana npu 10 ot 329 naumentn (3%), nexyBasu ¢ puBapokcabaH u rpu
3 or 162 nauuentH (1,9%), nexypanu ¢ komnaparopa. HerHa kimHnudHa nomsa (CUMITOMATHYCH
peunausupail BTE rumoc cobutHs Ha ronsMm KpbBOM3JIMB) € cboOLUeHA B FPynaTa Ha JICUCHHE C
puBapokcabad npu 4 ot 335 mauHeHTH U B rpyriaTa Ha CPaBHUTENHO JieueHHUE MpH 7 o1 165 nauueHTH.
Hopmanuiupaue Ha TpoMOOTHYHOTO 0OpeMeHsABaHe NP MOBTOPHOTO 00pa3HO U3CIEIBAHE €
Bb3HHKHAIO npH 128 oT 335 mauneHTH Ha TeYeHHUE ¢ puBapokcabaH v npH 43 ot 1635 nauneHTH B
rpyrnarta Ha CpaBHHMTENHO JieueHHE. Te3x HaX0OKM KaTo UANI0 ca mogoOHuU cpell BL3pacTOBUTE IPYIIH.
B rpynata Ha puBapokcaban e umano 119 (36,2%) neua ¢ HAKaKBO KbPBEHE, Bb3HHKHAJO MpH
JICYEHHETO, a B IPyIaTa Ha CPaBHHUTEIIHO JiedcHHE ¢ UMano 45 (27,8%) neua.

Tabauna 11: PesynraTu 3a epuKacHOCT B KpaR HA OCHOBHHA NEPHOI HA JIeYEHHE

Crburne PuBapokcaban Komnapartop
N=335* N=165*
Peunnueupaiy BTE 4 5
(MLPBHYCH PC3YATaT 33 (1,2%; 95% C1 0,4% - 3,0%) | (3,0%; 95% CI 1,2% - 6,6%)
e(pHKacHOCT)
Kombunauusa: 5 6
CUMIITOMATHYCH (1,5%; 95% C1 0,6% — 3,4%) | (3.6%; 95% CI 1,6% — 7,6%)

peuunusupawt BTE +
aCUMIITOMATH4HO B/OLIABAHE
[pU NIOBTOPHOTO 00pa3HO

H3CJeBaHE
Kombunauus: 21 19

CHUMNTOMATHYEH (6,3%; 95% CI1 4,0% - 9,2%) | (11,5%; 95% CI 7,3% —
peunaysupauy BTE + 17,4%)

aCMMNTOMAaTHYHO BJIOLLIABAHE
+ 63 npoMsAHa NMpH
[OBTOPHOTO 0Bpa3HO

H3c/eaBaHe

Hopmann3supase npu 128 43

MOBTOPHOTO 0Opa3Ho (38,2%; 95% CI 33,0% - (26,1%; 95% CI 19,8% -
H3CJICABAHE 43,5%) 33,0%)

KombuHauus: 4 7

CUMNOTOMaTHUEH (1,2%; 95% CI 0,4% - 3,0%) (4,2%; 95% C1 2,0% - 8,4%)

peunausupauy BTE + romsam
KPBbBOU3INHUB (HETHA KIIMHHUYHA

[1o0J13a)
MdaraneH unu HedaTajieH | l
6enoapoben eMO0nHIBM (0,3%; 95% CI1 0,0% — 1,6%) | (0,6%; 95% CI 0,0% — 3,1%)

*FAS= mbaeH Habop 3a ananu3 (full analysis set), BcHuky geua, KOUTO ca OUNU paHAOMH3HPAHH

Tabauna 12: Pe3y/iTaTH 3a 6€30NaCHOCT B KPAsA HA OCHOBHHSR NEPHOR HA JevYeHHE

PuBapoxcaban N=329* KomnapaTtop N=162*
KoMmOunaums: romim 10 3
kpsBOM3nUs + K3HI'K (3,0%; 95% CI 1,6% - 5,5%) (1,9%,; 95% CI 0, :
(MbpBUYEH pelynTar 3a 3‘3 ;
6ezonacHocT) W fE
["onaM KpBBOU3/IHUB 0 2 T | orapla
(0,0%:; 95% C10,0% - 1,1%) (1,2%; 95% CI &Q‘%’_ e %
N AR
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HsakakBo KbpBEHE, 119 (36,2%) 45 (27,8%)
BB3HUKHAJIO NPH JCYECHHUETO

*SAF= Habop 3a ananu3 Ha bezonacHocTTa (safety analysis set), BCHUKH AcLia, KOHTO ca Ounu
AHJOMH3UPAHH K Ca MOJYHHIN Hal-Manko | 103a OT H3MUTBAHOTO JICKAPCTBO
p P

[TpodpunsT Ha edpukacHocT u HezonacHOCT Ha puBapokcabaH ¢ B roiMa CTENeH noJodeH Mexay
neauaTpuyHara nonynauns ¢ BTE u sb3pactHata nonynaums ¢ ABT/BE, penpexn ToBa, aemsT Ha
YYaCTHHLIMTE C HAKAKBO KbPBECHE € NO-BHCOK B NneAuatrpyuyHaTa nonynauus ¢ BTE B cpaBHeHME C
Bb3pacTHaTta nonynaums ¢ /IBT/bE.

[TauueHTH ¢ BHCOKOPHCKOB TPOHHOMO3IUTHBEH aHTHGOCHOMHITHIAEH CHHAPOM

B crioHCOpHpaHO OT W3CNELO0BATENS, PAHAOMUINPAHO, OTROPCHO MHOTOUCHTPOBO MPOYYBAHE ChC
3acneneHa OLEeHKa Ha KpailHUTe TOYKH, puBapokcabaH € cpaBHEH ¢ BapgapHH MpH MNaAUMEHTH C
aHaMHe3a 3a TpoMb03a, MHArHOCTHLHPAHH ¢ aHTHHOCHONMUNUAEH CHHAPOM M C BUCOK PHCK OT
TpomboeMbonuyuHM CHOMTHA (MONOKUTENHHK NPH BCHYKKUTE 3 aHTHGOCHONUNNAHYU TECTA: NYINYCEH
AHTHKOAryJIaHT, aHTHKapAHOIHIIMHOBH aHTUTEN1a U aHTHTENA cpetly OeTa-2-MHKONPOTEHH ).
[IpoyuBaHETO € NPEKPATEHO NMPCKACBPEMEHHO CleA BKTHOYBAHETO Ha 120 nanuedTH nopaau Tebpac
MHOT0 ChOMTHS Cpejl NalMEeHTHUTE B rpynara Ha puBapokcabad. CpeaHoTo npocneassae € 569 auu.
59 naunMeHTH ca paHIOMH3HpaHH Ha puBapokcabad 20 mg (15 mg 3a NaUMEHTH ¢ KPEaTHHNHOB
knupbHe (CrCl) < 50 ml/min) u 61 Ha sapdapus (INR 2,0 - 3,0). Tpomboembonnuun cubuTHS CE
nposaBaBar np |12 % oT nauKeHTHTE, paHOOMH3NPAaHH Ha pHBapokcaban (4 HCXeMHUYHH HHCyNTa ¥ 3
muokapaHn HHdapkTa). He ca cpobmasany chOMTHA NpH NaLMeHTH, PAaHAOMH3IHPpaHH Ha Bap(apHH.
MacHBHO KbpBeHE c¢ HabmoaaBa npHu 4-ma nauneHTH (7%) OT rpynara Ha puBapokcabaH U npy 2-Ma
naudeHTH (3%) oT rpynara Ha BapdapHH.

IleanaTpuyHa nonyanus

Espone#ickaTta areHIHA N0 AeKapcTBaTa 0cBoO0K1aBa OT 3aAb/DKCHHETO 32 NPETOCTABAHE Ha
pe3yNTaTUTE OT NPOyYBaHUATA C pUBapoKcabaH BbB BCUYKH MOATPYNK Ha NeAHaTpUYHATA NONyIalHs
np¥ npoduiakTyka Ha TpomOoeMbonunm cubuTns (BK. ToOUKa 4.2 32 MHpOpMaLHA OTHOCHO
ynotpeda B neaAHaTpHATa).

5.2 dapMaKOKHHETHYHH CBOHCTBA

Abcopbumns

Crnepsaniata uudopManys ¢ 6a3MpaHa Ha JaHHM, TOJYYCHH [IPH BL3PACTHMU.
Pupapokcaban ce abcopbupa 6Bp30, KaTO MakCHMaNHHUTE KOHLUEHTpaUHH (Crax) ce AocTHraT 2 - 4 Yyaca
cnen npuema Ha Tabnerkara.

[lepopanuara abcopbuus Ha puBapokcabaH € MOYTH MbJIHA H NepopanHaTa OMOHATHYHOCT € BHCOKA
(80 - 100%) 3a no3a ot 2,5 mg 1 10 mg, npueta karo Tabnerka, HE3aBHCHMO JANIM IPHEMBT € HA
rmaaHo UM cnen Xpadere. [IpueMsT Ha pusapokcabaH ¢ xpaHa He nosaussa AUC uan Cmax NpH
no3uTe 2,5 mg 1 10 mg,

[Topanu HaManeHaTta cTerneH Ha abcopbuus ¢ onpeaeneHa nepopaiHa buoHanu4yHOCT OT 66% 32
tabnetka 20 mg npuerta Ha rnaado. [Ipu npueM Ha TabneTkn puBapokcaban 20 mg ¢ xpaHa ce
HaOnioaasar noeuucHUd Ha cpeaHata AUC ¢ 39% B cpaBHeHHe ¢ TpHeM Ha TableTKHTE HA [TIATHO,
KOETO M'OBOPH 3a NMOUTH nbjHa abcopbuns W BHCOKa nepopania buoHatHyHocT. puBapokcaban 15 mg
1 20 mg TpadBa aa ce nmpueMa ¢ XpaHa (BX. TouKa 4.2).

PapMaKOKHHETHKATa Ha pUBapoKcabaH € nouTH MMHEeHHA A0 OKONO 15 mg eauH mbT HA [EH NpH
npueM Ha raagHo. Cnea nprem Ha XpaHa puBapokcadban Tabnetku 10 mg, 15 mg n 20 mg noka3sa
NPONOPLUHOHAIHOCT Ha A03aTa. [Ipu mo-BHCOKM N03H puBapokcabaH MOKa3Ba OrpaHH4eHa OT
pa3TBopHmMocTTa abcopbliva ¢ HamaneHa HHOHAMHYHOCT H HAMANTABAHE HA CTCHEHTA Ha ab
npH NOBHIIABAaHE Ha JA03aTa.

dapmakOKHHETHYHATA BApUaOMIHOCT Ha pHBapoKcalaH € yMEPEHaA C BapHPaHE MEX
nauMeHTH (CV%) B uHTepBana ot 30% no 40%..

Abcopbumara Ha puBapokcadaH 3aBHCH 0T MACTOTO Ha HEFOBOTO OCBODOXKIaBaHe B C
ypeBHHA TpakT. Cvobiasa ce 3a 29% u 56% namaneHne Ha AUC # Chrax B CpaBHEHH
KOraTo rpaHyinar pupapoxkcabal ce ocBoO0K/1aBa B IPOKCHMAIHUTE OTACIH Ha THHKH
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Excrno3zuumMsaTa ce HaMansaBa JOMbJIHUTENHO, KOraTo pUBApoKcabaH ce 0CBOOOKIABA B JHCTANHUTE
OTJENH HA TBHKHTE HEpBa WM BbB Bb3X0AAWOTO Aebeno uepso. [1o Tazu npuuvHa Tpabea na ce
1365ArBa NPUIOKEHUETO HA pUBapokcabaH AMCTANHO OT CTOMAaxa, Thil KATO TOBA MOXE A3 AOBEAC A0
HaMasneHa abcopbima 1 CHLOTBETHO CRBP3aHA €KCHO3NLMA Ha puBapokcabaH.

bronannuHocTTa (AUC M Crax) € 6una cpaBHuma npu 20 mg puBapokcabaH, NpUIOKEH NepopanHo
KaTo HaTpolucHa TabneTka, pasMeceHa B A0BIKOBO NKOPE, WM CYCNIEHAMpPaHa BLB BOAA H MPUIIOXKEHA
npe3 CToMalllHa COHAA, NOCAEIBaHO OT TEYHa XpaHa, B CpaBHEHHe ¢ UsnaTta Tabaerka. Karo ce uma
peaBHA NPeIBUANMHSA, TIPONOPLKHOHANIECH Ha A03aTa (apMakoOKMHeTHYeH npoduin Ha puBapokcabat,
pe3yaTaTuTe 3a OMOHATMYHOCTTA OT TOBa MPOYYBAHE BEPOSTHO €A NPHIIOKHUMH 3a TOHUXABAHE Ha
AO3UTE HA pHBapoKcadaH.

Heduampuuna nonyarayun

JHeuarta ca nonyunny puBapokcabad TabneTka MM nepopasnHa CYCNEH3MUsA 10 BpEME Ha HIIH
HEMOCPEACTBEHO CIeA XPAHCHE WIIH NPHEM Ha XpaHa U ¢ 00HMyaiHa Mopuus TEYHOCT, 3a Ja ce
rapaHTHpa HaaexaHo Zo3upaHe rpu geua. Kakro npu Bp3pacTHuTe, puBapokcaban ce abcopbupa
BCIHAra Clel NepopaiHo NpUIoXKeHHE noa popmara Ha TabneTka Wik rpaHyH 3a NEpopasHa
CycrieH3Hs npu jaeuata. He € HaOmogaBaHa pa3iiMKa HUTO B CKOPOCTTa, HHTO B CTEINEHTA Ha
abcopbuus Mexay nekapcTeeHUTe PopMH TabneTKa ¥ rpaHy M 3a nepopaiHa cycneH3us. Jiuncear
®OK paHHU cle HHTPaBEHO3HO NPHIOKEHHUE NPY AcLa, Taka 4ye abcontoTHaTa DMOHANHYHOCT Ha
puBapokcabaH 1pH Jcla € HEMIBECTHA. YCTAHOBEHO € HAMAMABAHE Ha OTHOCHTENHATA OMOHANTHYHOCT
NpH NOBHIIABAIIHY ¢ce X03H (B mg/kg TeaecHo Terno), npeanonaraiio orpaHH4eHua Ha abcopbunsrta
TNIPH NO-BUCOKH A03H, TOPH NPH NPHEM 3a€IHO C XPaHa.

Kcaumpsa 15 mg Tabnerxu tpsabBa na ce npriemMa npu xpaHeHe HIIM ¢ XpaHa (BX. Touka 4.2).

Paznpenenenue
CBBbp3BaHETO € NIA3MEHUTE MPOTEUHU MPH BB3PACTHH € BUCOKO, 0K0N0 92% no 95%, karo

CEpYMHHAT anOyMHH € OCHOBHATa CBbp3Balla ppaxuusa. O6eMbT Ha pa3npeae/eHHE € YMEPEH C Vs
npudnuiutTento 50 auTpa.

[Teouampuuna nonyrayus

JInnceat JaHHM 3a CBBP3BAHETO HA pHBapokcabaH ¢ mnasMeHuTe NpoTENHH, crenMpuyHM 3a aeua.
JIuncear @K aaHHH ciel HHTPABEHO3HO NPHIOKEHHE Ha pyuBapokcabad npu aeua. ObeMbT Ha
pasnpelcacHHe B CTALMOHAPHO CBCTOAHMUE (VSS), M3YHCIEH Ype3 nonynauModHo PK Mogenupate
npm aeua (Bb3pactos Auana3ol 0 1o < 18 roguHM) cnexn repopaiHo NPHIIOKCHHE Ha puBapokcabaH,
3aBHCH OT TEJIECHOTO TErJ10 K MOXe A2 Obae onucaH ¢ anoMeTprnyHa QyHKLHA, CbC CPEAHA CTORHOCT
113 1 npu nuua c TenecHo rerno 82,8 kg.

buoTtparcopMalus ¥ eNMMHHHPAHE
[Ipu BB3pacTHH, 0KONIO 2/3 OT MPHUAOKEHATA 1033 pHBapokcadaH ce noanara Ha MeTaboIMTHO
pa3rpaxkiaHe, clell KOeTo MoJloBHHATa ce eiMMHHMpa npe3 0u0peunTe, a qpyrara nojsoBHHa — ¢
¢exanuure. [locneanara 1/3 ot npunoxkeHara 7103a ce M31bYBa UpE3 AMPEKTHA OBOpEUHa eKCKpeLMs
KaToO HEMPOMCHECHO AKTHBHO BCLLUECTBO B YPHHATA, IMABHO 4pe3 akTHBHA OL0OpeuHa cekpeums.
Pusapokcaban ce metabonusnpa upes CYP3A4, CYP2J2 u CYP-He3aBHCHMH MEXaHHU3MH.
PasrpaxaaHeTo upe3 oKMcneHne Ha MOpGOTMHOHOBHS PAAMKAT M XHUAPOAHM3aTa HA aMUAHHUTE BPB3KH
ca OCHOBHHUTE npouecu Ha buotpancopmanus. Ot in vitro H3ICNEABAHHA € HIBECTHO, YC
puBapokcabaH ¢ cybcTpaT Ha TpaHCnopTHUTE mporeuuu P-gp (P-ramkonporenH) u Berp (mpoTteHH Ha
PE3UCTEHTHOCT Ha pakK Ha rspjara).

HenpomeHeHHST prBapoKcabaH € Hal-BaXXHUAT KOMIIOHEHT B YOBELIKATa [1J1a3Ma, 6e3 Ja uma apyru
OCHOBHH MJIM aKTHBHY LIUPKyAHpamy MeTabonutu. Cbe CHCTEMEH KIHpBHC 0koo 10 /h
pnBapokcabaH Moxe n1a ce kiacupuuMpa KaTo BEIECTBO ¢ HUCBK KITHPBHC. Cniea HHTpa

IPUIOKCHHUE CIHMHUHHPAHETO CTaBa JMMHTHpPaHO OT CTeneHTa Ha abcopbuni. Enu
pHBapokcabaH OT MJ1a3MaTa HacThIIBa C TEPMHHANIEH NOAYXKHUBOT 0T 5 10 9 waca
1ot 11 oo 13 yaca npu nanyeHTH B cTapyecKka Bb3pacT.

ITeouampuuna nonyrayun

31



Jinncear naHHH 3a MetabonniMa, cneunduynu 3a acua. Jlunceat @K naHHH cnej HHTPaBCHO3ZHO
npunoxeHue Ha pusapokcaban npu aeua. Knupsraest (CL), H3uncned upe3s nonynaiuonHo OK
MoJenupaHe npy geua (Bb3pactos AuanasoHd 0 1o < 18 rogunn) cnea nepopaiHO NPHIOKEHHUE Ha
puBapokcabaH, 3aBHCH OT TENECHOTO TETNIO M MOXeE Aa 6bc ONKUCaH ¢ anoMeTPHUYHA PYHKLHMA, ChC
cpeaya crorMHocT 8 V/uac 3a nuue ¢ tenecHo terno 82,8 kg, CpeaHHTE reOMETPHYHH CTORHOCTH 33
NONYXHUBOTA HA aucno3numa (t1/2), n3uucneud upes nonynaguoHso ®K mopenupaHe, HaManaBar ¢
HAaMAJIABAHCTO HAa BBL3pacTTa M Bapupar ot 4,2 yaca Npy IOHOLM 10 npuOan3uTenHo 3 yaca npu geua
Ha BB3PacT 2-12 roamuu H ce nouuxkasat 10 1,9 u 1,6 vaca, cbOTBETHO NMpH Aeua Ha Be3pact 0,5-< 2
FOOVHH M NO-Mank ot 0,5 roguHH.

CoeuyanHy nonyiaanuu
Ion

[Tpy BB3pacTHH HE Ca YCTAHOBEHH KJIMHHUYHO 3HAYMMH Pa3inKH BbB PapMaKOKMHETHKATA U
¢apmakoaMHAMHKATA MEXAY NALUHUEHTH OT MBXKH Y XKEHCKH NoA. EfMH ekcriiopaTopeH aHanus He
MOKa3Ba 3HAYUMH Pa3/IHYHA B €KCMO3MLIMATA Ha pUBapoKcabaH MEXIy IeLa OT MBXKH W XKEHCKH 11071

Ilayuenmu 6 cmapuecka sv3pacm

[TauneHTHTE B CTapyecka Bb3pacT MOKA3BAT MO-BHCOKH MIa3MEHH KOHUEHTPALMY B CPABHEHHE C MO-
MJIaJIMTE MALMEHTH CbC CpeaHM cToiHocTH Ha AUC okono 1,5 mbTH N0-BUCOKH, OCHOBHO NOpau
HaMmaneHus (npuBuacH) oo 1 6b0peueH knupbHe. He ce Hanara Kopekuusa Ha J03aTa.

Pazauunu kamecopuu 6 3a8ucumocm om me2iomo

[Ipu BB3pacTHH IPEKOMEPHH OTKJIOHEHMs B TenecHoTO Tero (< 50 kg unu > 120 kg) umar camo
MAJIKO BIMSAHHUE BBPXY IUIA3MEHUTE KOHUECHTpaLMH Ha puBapokcaban (no-manko ot 25%). He ce
Hanara KOpeKuMA Ha [o3ara.

[1pu neua, pusapokcaban ce no3vpa Ha Ha3zaTta Ha TENECHOTO Terno. EAMH ekcnnopaTopeH aHanmus3 He
I0Ka3Ba 3HAYHMO BJIMAHME Ha [IOAHOPMEHOTO TEIJI0 UM 3aTIILCTABAHETO BbPXY €KCIIO3ULIMATA HA
puBapokcabaH npu geua.

Meowcoyemruuvecku pazrunius

He ca ycTaHOBEHH KNIHHUYHO 3HAYHMH MEXAYETHHYECKHM pa3/Iuyus [Py NNALMEHTH OT eBponeuaHaTa,
adppo-aMepHKaHCKaATa, TaTHHOAMEPHUKAHCKaTa, AMOKCKATa M KHTAalCcKaTa rpyIliH 0 OTHOLICHUE Ha
¢apMakOKHHETHKATa ¥ papMaKOAHHAMHKaTa Ha pHBapokcabaH.

EnuH ekcnnopaTopeH aHalaM3 HE 0Ka3Ba 3HAUUMM MEKAYECTHHYCCKY pa3NMYus B ¢KCITO3HLMATA Ha
puBapokcabaH MpH aela OT ANOHCKATa, KUTANCKATa M a3MaTcKaTa rpyny u3ebH SAnonus n Kuraii B
CPaBHEHHE CbC CHOTBETHATA 00ILA NEAHATPHYHA TTONYNALHA.

Heproopobro yepescoane
BB3pacTHH NALMEHTH ¢ UMPO3a M eKo YepHOIpoOHO yepexaaHe (knac A no Child Pugh) nposassasat
€CaMO MHHHMAJTHH MTPOMCHH BbB (hapMaKoKHHeTHKaTa {(cpeaHo 1,2 mbTH noHienne Ha AUC Ha
pHBapokcabaH), KOETO € NOYTH CPABHUMO CbC CHOTBETHATA UM KOHTPOIHA IPpyna 34PaBH HHIHWBUIM,
[Ipn nauMeHTH ¢ HUpo3a U yMepeHo YepHoapoOHo yBpexaane (knac B mo Child Pugh), cpeanara
AUC Ha puBapokcabaH € 3Ha4YUTENHO MOBHILIEHa (2,3 NbTH) B CpaBHEHHE CHC 34paBH JOOPOBOIUH.
AUC na HecBbp3aHata ppakuns ce nopuuiaea 2,6 msTH. [Ipu Te3u nauyueHTH KMa ¥ HaMaJICHO
610peuHo enMMUHHpaHe Ha puBapokcabaH, nogodbHO Ha TOBA NPH NALMEHTH ¢ YMepeHo 6b0peuHo
yBpexaaHe. HaMa faHHH OT MALHMECHTH C TEXKO YSPHOAPOOHO YBpekKIaHe,

HMuxubupaHeTo Ha akTUBHOCTTA HA QakTOp Xa NpH MALMEHTH C YMEPEHO YepHOApOOHO yBpexXaaHe ¢
nosuteHo 2,6 rbTH B CpaBHEHHUE CbC 3apaBH A00posoauM; PT cbmio e yobmkeno — 2,1 nbTH.
[TanmeHTHTE C YMEPEHO YePHOAPOOHO YBpEkKAaHE Ca NMO-YYBCTBUTE/IHH KbM PHBAp
Boau a0 no-ctpsMHO PK/PD croTHOLIeHHE Moy KOHUeHTpaumaTa H PT,
PrBapokcabaH € NpoTHBONOKA3aH ITPH NMalKHEHTH ¢ YyepHoapoOHo 3abonaBaHe, CB
KOAryJIonaTHa M KIHHWYHO 3HAYHM PUCK OT KbPBCHE, BIUTIOMHTETHO NALHEHTH
B n C (Bx. TOuKa 4.3).

JlunceaT KWIMHHYHH JaHHHM NpH Jeua ¢ YSpHOIPOOHO YBpEXIaHE.
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bwvbpeuro yapescoane

[Ipy BB3pacTHHU ce HabMonaBa ce YBEMTHYCHHE Ha EKCTIO3HIIMATA Ha pHBAapOKCcabaH yCropeaHo ¢
HaMangBaHe Ha O0pOpeuHaTa QyHKLUA, HIMEPEHA Ype3 KPpCaTUHHHOBKA KINHUPBHC. [Ipyu uHAKBHAY C
nexo (kpeaTHHUHOB KAHPBHC 50 — 80 ml/min), ymMepeno (kpeatnHHHOB KIUPBHC 30 — 49 ml/min) u
TEXKKO (KpeaTHHMHOB KIHPBHC 15 — 29 ml/min) 656peuno yBpexaaHe niasMeHHTE KOHLUCHTPALMH Ha
puBapokcaban (AUC) ca cvorBetHO 1,4; 1,5 1 1,6 nbTH no-BHCOKH. CHOTBETHOTO 3aCH/IBaHE HA
dapmakoIHHAMHYHUTE eEKTH € No-H3pa3eHo. [Ipn HHAHBHAM C IEKO, YMEPEHO H TEXKO 0B0peuHO
YyBpEXKIAHE LATOCTHOTO HHXHOHpaHe Ha aKkTHBHOCTTa Ha ¢akTop Xa e cboTBeTHO 1,5; 1,9 1 2,0 mbTH
[10-CHJIHO B CpaBHCHME CbC 37pasu Robposonun; PT ¢bluo € yasrmkeHo — cvoTBeTHo 1,3; 2,2 1 2.4
meTH. HAMa 1aHHY OT MAUMEHTH ¢ KPEaTHHHHOB KIHPBHC <15 ml/min.

ITopaay BMCOKaTa CTENEH Ha CBLP3BAHE C MJIa3MECHUTE MPOTCHHH HE CC 0YaKBa pUuBapoKcabaH na
Moxe 1a ObJe OTOeNCH Ype3 AanH3a.

He ce mpenopbyBa ynorpeba npu nalMeHTH ¢ KPEaTHHAHOB KIHPBHC <15 ml/min. Puapokcaban
TpAOBa [a ce M3N0/3Ba BHUMATE/IHO NPY MALMCHTU ¢ KPEaTHHHHOB KIMPBHC 15 — 29 mi/min (Bxk.
TOuKa 4.4).

JIunceat KNHHHYHH JaHHU [IPH I€la Ha | roonHa Wiy NMo-rojIeMHU ¢ YMCpeHa I TEXKKa CTETICH Ha
61p6peuHo yBpexaane (CKopocT Ha rioMepyasa ¢unrpaurs < 50 ml/min/1,73 m?).

MapMakOKHHETHYHH JaHHY NPH NALMEHTH

[Tpn nauyuenTy, nonyyapaiy puBapoxkcabaH 3a jedyeHne Ha ocTpa aAbiboka BeHo3Ha Tpombo3a (ABT)
20 mg eaMH 0BT NHEBHO, CPEAHATA FEOMETPHYHA KOHUEHTpanus (90% nporuoseH unteppan) 2 - 4
yaca ¥ OK0JI0 24 yaca caea npueM Ha A03a (MpHUOIH3HTENIHO NPEACTABIABAILM MAKCHMAITHATA H
MHUHHMAaJIHaTa KOHLICHTPALMH [pe3 BpeMe Ha J030BMS HHTEPBAI) ¢ CbOTBETHO 215 (22 - 535) u 32 (6-
239) mcg/l.

[Tpn neanaTpHuHH nauueHTH ¢ ocThp BTE, nonyyasauy puBapokcabaH npH n03a, KOpUrupana
CHPSMO TENECHOTO TErN10, BOACIA 10 €KCNO3ULIMA, NoAoOHa Ha Ta3H NPH Bb3pacTHH nauueHTH ¢ JIBT,
noJiyyaBally JHeBHA 3033 20 mg eAuH OBT AHEBHO, CPEAHATA FreOMETPHYHA CTOMHOCT Ha
KOHLUeHTpauunTe (MHTepBan 90%), mony4ycHM NpH BPEMEBATE MHTEPBAIM HA B3MaHE Ha Itpobute,
NpeAcTaBAsgBallY NPUBIHIUTENHO MAKCHMAIHHTE

H MHHHUMAJIHMTE KOHLUEHTpAaUHXH M0 BpeMe Ha A030BKHA HHTEpBaJ, ca 0600menu B Tabnuua 13,

Tabauua 13: O6061mena craTucTHKA (cpeana cToiHOCT (90% HHTEpBAJ)) HA MIATMEHHTE
KOHUEHTPAUKH HA pHBapoxcaban B cTauHOHAPHO cheTosHHe (mcg/l) cnopea pexxuma Ha
AO3HpaHEe H Bb3PACTTa

Bpemesnu

HHTEpPBAIH

BeIHDX N 12 .<18 N |6-<12

AHEBHO TOAWHH rOAHHH

2.5-4 yaca

cnen 171 | 241.,5 24 | 2297

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

20-24 yaca 151 | 20,6 24 1159

cren npunaraie (5,69-66,5) (3,42-45,5)

ABA MbTH N 6-<12 N [2-<6 N 0,5-<2

AHEBHO rOAHHH roAHHHA rogHHH

2,5-4vacacnen | 36 | 1454 38 [ 171.8 2 n.c.

npHjaraHe (46,0-343) (70,7-438)

10-16 yaca 33 1260 37 | 22,2 3 10,7

CNE NMPUaraHe (7,99-94,9) (0,25-127) (n.c.-

n.c.)

TPH OBTH N 2-<6roguan [N | Ot N |0,5-<2

AHEBHO pax/IaHero - rOJAMHA
< 2 roiHHRA
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-< .5
rOAWHH
0,5-3uyacacnen | 5 164,7 25 | 1112 13 114,3 12 | 108,0
[pKHiaraHe (108-283) (22,9-320) (22,9- (19,2-320)
346)
7-8 yaca cnen 3 33,2 23 | 18,7 12 | 214 11 | 16,1
npuiaraHe (18,7-99,7) (10,1-36,5) (10,5- (1,03-33,6)
65,6)

n.c. = He € n34ucieHo (not calculated)
CToHHOCTH NOJ J0NHATA rpaHHLia Ha KofingectBeHo onpeaesnaHe (lower limit of quantification,
LLOQ) ca 3amectenu ¢ 1/2 LLOQ 3a u3uucnennero Ha cratuctHcTHKata (LLOQ = 0,5 meg/l).

Bpbika @papMaxOKHHETHKA-QapMakoaHAMHKA

Bpnikara ¢papmakoknHeTuka-papmakoauHamuka (PK/PD) Mexay nnazMeHaTa KOHUEHTPALUHA Ha
puBapoKcadaH v HAKONKO hapMakOAMHAMUYHK KpaliHM TOYKH (HHXxuOUpaHe Ha dakTop Xa, PT, aPTT,
Heptest) e mpoyueHa cneq npunaraHe Ha LIKHpoOK Auana3oH oT A03u (5 — 30 mg 2Ba ITBTH HA JICH).
Bpb3kaTta MeXay KOHUCHTpaLiMATa Ha pHBapokcabaH v akTMBHOCTTA Ha (pakTop Xa Han-nobpe ce
onucea ¢ ERmaxR Mozgen. Ilo otHowueHne Ha PT MoaensT Ha AMHEHHO nipecH4aHe ONIUCBA AAHHHTE
obukHoBeHO No-N06pe. HaknoHsT Ha KpyBaTa Bapupa 3HAYUTEITHO B 3aBHCUMOCT OT Pa3IHYHHTE
usnon3eany PT pearentn. Ilpn uznonszsane Ha Neoplastin PT, PT Ha u3xonHo HuBO € 0kono 13 s, a
HaKJIOHBT OK0J10 3 10 4 s/(100 mukporpama/l). Pesynrature ot aHank3sa Ha PK/PD ot daza Hl u 1] ca
CXOAHH C JAHHHTE, YCTAHOBEHH MPH 3ApaBH UHAUBUIH.

HCQHR TPHYHA TNOIIYJIallui

besonacHocTTa M ePMKACHOCTTA HE €A YCTAHOBEHH NPH NOKA3aHHETO NpouNakTHKa Ha MHCYIT U
CUCTEMHA ¢MOONHA MPH NALMEHTH C HEKIAMHO NPEACHPAHO MBXKICHE NPH [cLia H FOHOUIH Ha Bb3pacT
no 18 roguuu.

5.3 IIpeaknuHMYHH ZaHHH 34 Ge3omacHOCT

HexknuHuuHHTE NaHHH HE NOKa3BaT 0COOCH pHCK 3a XOopa Ha 0a3aTa Ha KOHBCHLIMOHAIHHTE
(hapMaKONOrHYHH H3INUTBAHHA 33 0€30M1aCHOCT, TOKCHYHOCT NPH €IHOKPATHO NPHIIOKEHHUE,
GOTOTOKCHYHOCT, FTEHOTOKCHYHOCT, KAHUEPOr¢HEH NOTECHLIMAN H FOBEHWIHA TOKCHYHOCT.

EdexTuTte, Habno4aBaHU NPH U3NHUTBAHMATA 32 TOKCUYHOCT NIPH MHOTOKPATHO NMPH/IOKEHHE, Ca
CBBP3aHH OCHOBHO ChC 3aCH/ICHATa (papMakoJMHaMHYHa aKTUBHOCT Ha puBapokcabaH. IIpu ninbxose
ca Ha0noRaBaHH NOBHILUEHH MIa3MeHH HUBaA Ha IgG 1 IgA npu HHBA Ha €KCMO3ULHKA, CHOTBETCTBALIM
Ha KIIMHUYHHUTE.

[Ipu nabxose He ca HabmoaaBaHK ¢PEKTH BLPXY QEepTHINTETA NPH MBXKHTE HIIH XKEHCKHTE
XUBOTHY. M3nuTBaHMsITA TPH KHUBOTHH TOKa3BaT PENPOAYKTHBHA TOKCHYHOCT, CBLP3aHa C
(papMaKOJIOTHYHHA MEXaHU3BbM Ha ASHCTBHE HAa puBapokcabaH (Hamp. XeMOparuyHH yCIOXKHEHHS).
[Ipu maa3MeHn HHBA, CHOTBETCTBALLH HA KIIMHHYHUTE, ca HabnwaaBaHu eMOpHo-deTanHa TOKCHYHOCT
(nocTHMNIaHTaUHOHHA 3aryba, 3a0aBeHO/CTHMYHMPAHO OCHPHUMPaHE, MHOXECTBEHH baeau
XEMaTaJHH MCTHA) K NMOBHIUICHA YECTOTA HA HAaH-4eCTO CpelaHnTe MaTGopMaLMH, KaKTO U
nuaueHTapHu npomeHy. [Ipu npe- ¥ NOCTHaTaAIHO M3NMTBAHE HA MIBXOBE ¢ HabmoaaBaHa HaMalleHa
BHTAJTHOCT Ha [TOKOMCHHETO MPH J03H, TOKCHYHH 3a MaitkuTe.

PHBaPOKcaGRH € H3CJICABAH NPH KOBCHHUIIHH TUTBXOBE TIPH TPOABINKUTEIHOCT Ha JCYEHHUCTO 0 3
MECcLa, € Ha1aJ10 OT NMOCTHATAaJICH ACH 4, KOCTO NNOKa3Ba MOBHUICHHC HA MNCPHHHCYMTAPHA XCMQpParui,

TOKCHYHOCT.

6. OAPMAINEBTHYHM JAHHHA

6.1 ChnHCBK HAa NOMOUIHHTE BelllecTBA




Aopo na mabaemxkama
JlakTo3a MOHOXHAPAT
MuxpokpUcTanHa Lenyno3a
KpockapMenosa HaTpui
Xunpomenosa

Hatpueer naypuncyngar
Marne3unes cTeapar

DPunrmo6o noxkpumue
XunpoMmenosa

Turanos nuokcua (E171)
Makporon

XeneseH okeua, yepsed (E172)

6.2 HechbBMeCTHMOCTH

Henpunoxumo

6.3 Cpox naroasocr

2 rOOHHH.

6.4 CneuHaJHH yCJI0BHS Ha ChXpaHeHHe

To3u nexapcTBEH NPOAYKT HE H3HCKBA CNICLHAIHH YC/IOBHSA Ha ChXpaHCHHE.
6.5 Bua ¥ chabpKaHHE HA ONAKOBKATA

dunmupannte Tabnetku ca onakopaHu B PVC/Alu baucrepn.

Pasmep na onakoskara: 10, 14, 28, 30, 42, 50, 98 u 100 punmupanu tabnetku
He BcvukH BUIOBH ONAKoBKH MOrar na 6naat nycHatH B mpogaxba.

6.6 ChneuHaaHH NpeANa3IHH MEPKH NPH UIXBBPaAAHE K paboTa

Heu3non3paHUAT JICKApCTBCH MPOAYKT HIH OTIIAABHHUTC MAaTCpHAIHN OT HETO TpﬂﬁBa Ad CC U3XBBPIIAT
B CHOTBCTCTBHE € MECTHHTE U3HCKBAHHA.

PasTpowaBase Ha TabneTku

Tabnetkute puBapokcaban Morar aa ce pasTpowar M Aa ce cycnenadpart B 50 ml Boaa u aa ce
mpuaarart Npe3 Ha3oracrpasnHa COH/la MM CTOMAlllHA COHA 3a XPaHEHC Ced MOTBbPXKAAaBaHE Ha
CTOMAILHOTO NOCTaBsHE HA corpaTa. Cnexn Tora tprbara TpaOBa Aa ce npoMue ¢ Boga. TbH KaTo
abcopbumsaTa Ha puBapokcabaH 3aBHCH 0T MACTOTO Ha 0CBOOOXKAaBaHE HAa aKTHBHOTO BELICCTRO,
[IPHIIOXKEHUETO Ha pUBapokcabaH AucTanHo KbM CTOMaxa TpAOBa Aa ce u30ATBa, Thit KaTO TOBA MOXKE
Aa foseae A0 HamajeHa abcopbuus H 10 TO3u HAYMH HAMaJIEHa €KCITO3HMLMSA Ha aKTHBHO BEUIECTRO.
Crnen npunoxeHHeTo Ha HaTpoweH puBapokcabaH |5 mg tabnetka, no3ara Tpabsa HezabaBHO Ja Obuae
MOoCNeABaHa OT CHTEPAIIHO XPAHCHE.

7. [IPUTEXKATEJ HA PASPEHIEHHUETO 3A YIIOTPEBA

Zentiva k.s.
U kabelovny 130,
Dolni Mé&cholupy

102 37, Prague 10
Yeiuka penyOanka
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8. HOMEP(A) HA PAZPEIHLIEHHUETO 3A YIIOTPEBA

Per. Ne: 20200043

0. JATA HA ITBPBO PASPEIIABAHE/TIOJHOBABAHE HA PAZPELLIEHHETO 3A
YIIOTPEBA

Hara Ha mepBO pa3peuiasane: 12.03.2020 r.
JlaTta Ha nocneaHO NOJAHOBABAHE:

10, JATA HA AKTYAJIM3HUPAHE HA TEKCTA

27.08.2024 r.
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