KPATKA XAPAKTEPACTHKA HA ITIPOJAYKTA

1. HME HA JIEKAPCTBEHUS IPOAVKT N3NBLAHWTENHA ATEHUWA NO J}EKAPGTBATA
Kpamxa xapaicnepucimuKa he RPOGYxma - [TDUAQKEHUD 1

Abunoaxc 150 mg TEBPIH KaNCYIH fpox! _

Abidoax 150 mg hard capsules Koa Pae. \e P&y .........

Mg g//—rﬁf;.é— C 1y 7d
PaspeuweHug

2.  KAYECTBEH H KOJMYECTBEH ChCTAB , 17 -03- 103

* | Ogobpesue Ne
Beaxa TRBpaa kancyna ceabpika 150 mg naburatpan erexcruar (kato me3mar) (dabigatran etexilate)
(as mesilate).

3a BIHKA CIUCHK HAa MOMOLLHHTE BEINECTRA BIKTE Touka 6.1.

3. JEKAPCTBEHA ®OPMA

Tewpaa xancyna

Teepmu kancyH ¢ pasMep 0, ¢ 610 A0 MoYTH GANIC TAO M CHHBO Kalla4e, ChIBPAALIH HOYTH OEITH

10 6Jie1o FBITH MEJIETH,

4. K/IMHAYHHA JAHHU

4.1 TepaneBTHYHH KOKAZAHAA
IlpeseHImA Ha MORBYEH HHCYIIT H CHCTEMEH eMOOTH3BM [IPH BEb3PACTHH MALMEHTH ¢ HEKIAITHO
npejacepaHoe Mbkaeke (HKIIM) ¢ egun Wi moeede pUCKOBH (aKTOPH, KATO NpeinecTsan
MO3BYEH HHCYJIT HIIM NPeXOHO HapyIIeHHe Ha Mo3b4HOTO Kpheoobpamenue (ITHMK); se3pact >

75 roauHu; chpAeYHa HepocTaTeuHocT (kac o NYHA >11); zaxapen muafer; xuneprosus.

Jleuenne Ha Teafoka BeHO3Ha TpoMGosa (JIBT) u Genonpoben emGomussm (BE), kakto 1
nperermma Ha penwnvbu B2 JIBT 1 BE npn »e3pacran namieHTH.

Jleuenue Ha BeHO3HH TpomMGoeMOonuuHy chOuTHA (BTE) H npesenima Ha peumausupants BTE
[pH TICAHATPHYIHH NAlHEHTH OT paxKaaHeTo A0 nok 18-rogdiiHa BB3pacT.

3a crobpaseHH ¢ BE3pacTTa J020BH (OPMH BHXKTE TOUKa 4.2.

4.2 [Io3HpOBKA H HAYMH HA UPHIOKEBHE

EOSEEOBK«':I

Alunoakc MOKe Aa Ce M3MoN3Ba IPH BBE3PACTHH H IIeNHATPHIHH NAlHEHTH HA 8-rognmna BB3pacT
HIIH [O-rojIeMH, KOHTO ¢a crioco0HH fa orTeLiar KalICYJIHTE ICITH,

Koraro ce npemuRaBa 0T eqHa iekapcTeeHa (opMa Ha APyra, MOXKeE Aa € HeobXo
nosara. Jlosara, mocodeHa B Tabiknara 3a J03HpaHe 34 CHOTBETHATA JICKAPCTB
¢e MpeIHCEa B3 OCHOBa HA TEJISCHOTO TErJI0 H BB3PacTTa Ha AETETO.




[NpenopbunTenHdTe 1031 AaburaTpan etekcunat npu nokasanusta KATIM, JIBT u BE ca
Iokasanu B Tabmina 1.

Tabnena 1;

Ipenoprkn 3a pozapopkara npa KAMNM, /IBT u BE

IIpenopbka 3a J03HPOBKATA

IlpeBeHIMA Ha MOIBUEH HHCYIIT H CHCTEMEH
€MOO0IH3BM IIPH BE3PACTHH MALIHEHTH ¢
HKITIM ¢ eqMH HITH [10BEYE PUCKOBH

¢daxropn (KAIIM)

300 mg paGHraTpaH eTeKCHIAT, IPHEMAHH KaTo €AHa
kancyna or 150 mg fsa MbTH JHCBHO

Jleuenue na JIBT u BE, kakTo H npeseHim
Ha peunyHBH Ha JIBT u BE npu BB3pacTaH
naipentd (JIBT/BE}

300 mg mabHraTpaH €TEKCHIAT, MPHEMaHH KaTo €Ha
kancymna oT 150 mg aBa meTH JTHERHO, CIIE/ JIEHEHHE ¢
NapeHTepaIcH AHTHKOATY/IAHT B POIbIKCHHE Ha
Hali-manko 5 gam.

INaimenTs Ha BR3pacr >80 roguun

IMarmenTH, KOATO MPHEMAT CHITETCTBANID
BepanaMmI

Juesna 1o3a 220 mg naburaTpaH eTeKCHIAT,
OpHEMaHa KaTo eqHa Kancyna of 110 mg asa rbTH
JHEBHO

Ipabeg da ce 00ChOU RAMARAGANC HA
Qozamyg

IlarmenTH Ha BB3pacT Mexay 75-80 roguHu

INammenTs ¢ ymepeHo SEOpEeUHO YBpeskaane
(CrCL 30-50 mi/min)

IlanpenTH ¢ racTpHT, e3odaruT WiH
racTpoesodareanes pepnykc

JlpyrH nauMeHTH ¢ OBALICH PUCK OT
KBbpBEHE

Tpabea na ce w3bepe aHeBHa A032 300 mg Han 220 mg
JaGuraTpaH erekcHnar, GasHpaiiku ce Ha
HHMBHIYIHATA OLEHKA HA TPOMOOeMOOIHIHAA PHCK
M PHCKA OT KbpBEHE

3a JIBT/BE npenopskara 3a npunarate Ha 220 mg naGurarpas eTeKcHiaT, NPUEMaHH KaTo €HA
Karcyna ot 110 mg Ba reTH IHEBHO, ce OCHOBABA HA (PapMAKOKHHETHYHH H
GdapMaxoIHHAMHMYHH AHAIN3H H HE € MPOY4BAaHA B KIIHHMYHH YCIIOBHS. BIDKTe NO-A0MY H TOUKK

4.4,45,51m5.2.

B ciryyaii Ha HENOHOCHMOCT KBM JaGHraTpaH €TeKCHIAT NAHEHTHTe TpAGBa na 6paat
UHCTPYKTHPAHH [Ia & KOHCY/ITHpAT BeAHATa C JIEKYBAIHA CH JieKap, 3a Jia Obae nmpennpHero
TPHEMJIHBO aTTEPHATHBHO JICYCHHE 33 NPeBCHIMA HA MO3BYECH HHCYIIT H CHCTEMEH eMOOIHIBM,
acoLMHpaHH ¢ TPeACHPAHC MbXAeHe, win 32 JIBT/BE.

Oyenra ra 6vbpeunama (hyHxyus npeou U RO epeMe Ha AeyeHuemo ¢ dabuzampan eme

YBpeKIAHS MOKE 3 € YeCTO CPeHIAHO B Ta3H BB3PacTOBa rpyma;
. Ilpesu 3anoyBaHe Ha NeueHHe ¢ qaburaTpaH eTekcwiat Gp6pevHaTa ¢
Obre OLeHeHa Ype3 H3UMCIABAHE Ha KpeaTHHHHOBHA KIHpbHC (CrCL),




NALMEHTH © Teskko Ob0peqro yepexnane (1.e. CrCL <30 mU/min) (k. Touks 4.3, 4.4 1 5.2).
. br6peunara GpyuxumA Tpabpa aa 6bae OLiEHEHA CHIIO M IPH ChMHEHMA 32 BIIOIIABAHE Ha

OuOpeunaTa GyHKUMA MO BpeMe HA TEYSHHETO (HAIp. XHIIOBOICMMA, ACXHAPATALHA, H

MpH CHITHTCTBAA YNOTpeba Ha HAKOH JICKAPCTBEHH IPOTYKTH).

JlombIHMTENHE H3HCKBAHMA TIPU NaLMEHTH C JIEKO [0 ymMepeHo Oh0peuHo yBpe#Iane | Npu

TIALMEHTH HA BB3pacT Hal 75 ToIHHH:

. ITo Bpeme Ha JieueHHe ¢ AaluraTpaH eTekcwiar OnOpeuHata GyHkims Tpabra ma Gbne
OLICHABaHa HAH-MAJIKO €{HH T TOMHIIHO HIH II0-4€CTO, NPH HEOOXOMMOCT, B ONPEIETICHH
KIHHUYHH CHTYAallHH, KOTaTo WMa ChMHEHHUH, ye Os0pednaTa ¢yHKIHA MOXKE 12 C€ TTOHMKH
HIH J1a ce BJIOIH (Hanp. XHIIOBOJIEMHA, AeXHIPATALMSA, KAKTO H NPH CHITHTCTBAIMA ynorpeba
Ha HAKOH JIEKapCTBEHH IPOMYKTH).

MeTombT, KoiiTo TpAOBA Na ce H3MOoNzEa 32 OLeHKa Ha OpOpeunaTa ¢ynkups (CrCL B mimin), e
metombT Ha Cockeroft-Gault,

IIpoovrorcumenrocm na ynompeba

[IponemkuTENHOCTTA Ha YNOTpeOaTa Ha naburaTpaH eTekcHiaT npH nokasaguata KAIIM, JIBT u
BE e pmoka3ana B Tabmuna 2.

Tabauuna2: Ilpoab/kATensoct Ha yooTpeta npu KATIM u IBT/BE

lloxazanse | [Ipoan/pkETENHOCT HA yHoTpeda

KAIlM Jledenwnero TpsA6Ba 1a € ABATOCPOUHO.

JBT/BE [IponsmKHTETHOCTTA Ha JIEYEHHETO TPAOBA Ja Ce OTpeeNs HHIHMBHITYTHO ClIel
BHHMAaTEJIHA OlICHKA Ha II0JI3aTa OT JIE4EHHETO CIIPAMO PHCKA OT KEPBEHE (BIK.
TOuKa 4.4).

Kpatkocpoano nevenwue {Haii-Mamko 3 Mecena) Tpa0ea fa ¢e NpoBeXkaa npu
HAIHYKE Ha NPEXOIHHA PHCKOBH (aKTOPH {HATP. CKOPOIIHA XHPYPrHYHa ONeparHs,
TpaBMa, 00C3ABIKBAHE), A MO-MPOIRDKHATEIIHO JICYCHHE — [IPH TPpailHH PUCKOBH
¢daxropu mmu unvonatuysa IBT wiu BE.

{Iponycrama 0o3g

IponycHara mo3a naburaTpaH ereKCHIAT MOXKe a Ce IpHeMe 10 6 Jaca npedH CAcABALIaTa
npeanHcara 1o3a. [IpH no-Maiko or 6 yaca 0 BPeMETO Ha ClNeABalmys MPHEM, POy CHATATa 033
HE TpAOBa J1a ce MpHEMa.

He Tpabsa aa ce mpHema JBoiiHA 033, 3a 712 ¢6 KOMICHCHPAT MPONYCHATHTE HHAMBHIYAIHH JO3H.
IIpexpamaeane na npuema na dabuzampan emexcupam

JleaeHunero ¢ naburaTpan eTexcHiar He TpAOBa Ja ce npekbeBa bea nexapekn chberT. IauuenTare
TpAORa f1a 6BAAT HHCTPYKTHPAHH A2 C& CBRP/KAT C JEKYBAMA JISKAD, KO Pa3BHEAT CTOMAUIHO-

YPEBHHA CHMIITOMH, KaTo JHCTIENICHA (BK. Touka 4.8).

IIpomana ng nevensemo

IlpemunaBane ot edyenue ¢ NabMraTpan eTEKCIIAT KbM HapeHTepaeH




Ilpenopwusa ce m3gakpane oT 12 yaca cnen nocneHAaTa N033 NPEIH IPEeMHHABAHE OT
NabHraTpaH eTEeKCHIAT KbM MapeHTepajieH AHTHKOAryIaHT {Bx. Touka 4.5).

IpemiHaBaHe OT JieueHHe ¢ NApSHTEPaTeH AHTHKOATYIAHT KbM abHraTpaH eTekcHAT:
INapeHTepadHHAT aHTHKOAryJIaHT TPAOBA J1a Ce IPeKbCHE H 1A Ce 3ar09He AabHraTpaH eTeKCHIaT
0-2 gaca npeay Yaca, Ha3HAUEH 3a MPHEMAHETO HA CJIEABAILATA 1032 OT ANTEPHATHBHOTO
JIEKapCTBEHO CPECTBO, MITH MIPH [IPEKPATABAHE HA JIEYEHHETO, B CIIy4ail Ha HEMPEKBCHATO JIEUECHHES
(Hanp. HedpakimoHHpaH HHTpaseHozeH xenapuH (HHUX) (Bx. Touka 4.5).
Ilpemunapane 0T nedeHHe ¢ JabHraTpaH eTeKCHIAT KbM aHTaroHucTH Ha BuTaMuH K (ABK):
MomeHTsT Ha 3anouBane Ha ABK tpaGea na ce xopurupa cripamo CrCL kakTo criespa:
. CrCL =50 ml/min, npuemst va ABK Tpabea na zanoune 3 gHu npef MPeKbeBaHETO
Ha JabHratpaH eTeKCHiIaT
. CrCL 230-<50 ml/min, npuemsT na ABK Tpabsa 1a 3amogne 2 ;HH Npefii NPeKbCBaHETO
Ha JaCHraTpaH eTexCHIaT

T KaTo 1abUraTpaH eTeKCHIAT MOXe 1A IOBIHAe Ha MeXKIyHapOAHOTO HOPMAITH3HPAHO
croTHOmEHHE (Interantional Normalized Ratio, INR), INR uie otpasu mo-1o0pe edekra Ha ABK
elIBa CJie/; CIIMPaHETO HA JaOUraTpaH eTeKCHIIAT 3a Hail-manko 2 aH. Jlororasa, INR croiiHocTHTE
TpsOBa 1 C€ THIKYBAT C BHUMAHHE. '

I[IpemanaBane ot iedenue ¢ ABK ksM naburatpaH etexcuiar:
[TpuemsT Ha ABK TpaGBa na ce mpeycranoBH. Jlaburatpad eTeKCHIAT MOKE Aa ¢e IpHara
BenHara ioM INR e <2,0.

Kapouosepzuo (KAHM)

IaumeHTHTE MOTAT A NpoaBILKAT IIpHEeMa Ha abHT: aTpaH CTCKCHIAT 110 BpEME Ha KapZHOBCP3HO.

Kamemvpra abnayus na npedcopono mviucoene (KAIIM)

Ilpu namHeHTH Ha JiedeHH e ¢ JaburaTpaH eTeKcHIAT 150 mg ABa ITHTH JTHEBHO MOJKe Ja ce [IpoBese
KaTeThpHa abnamis. He ce nanara npekbeBane Ha JIedeHHeTO ¢ qabHraTpaH eTekCHiar (BK.
Touka 5.1).

Hlepxymanna xoponapua urmepeen cue cmenmupane (KAIL

ITaumenTH ¢ HEKIANHO MpeACHPAHO MBAKIEHE, KOHTO ca iotoxend Ha ITKH cve crenTupane,
MoraT fa ObJaT NeKyBaHH ¢ Aa0HraTpaH eTeKCHNIAT B KoMOHHALHSA ¢ TPOMOOLITHH
AHTHATDETAHTH, CJIE] KATO ¢ MOCTHIHE XeMocTasza (Bik, Touka 5.1).

Creyuannu nonvaayuu

Cmapuecka ev3pacm
3a npoMeHH B 03aTa NP Ta3¥ MONyauAs BIkTe TabmHia 1 mo-rope.

Hayuenmu ¢ puck om xvpeene

TlarenTH ¢ TOBHIEH PHCK OT KbpBeHe (BXK. Touku 4.4, 4.5, 5.1 1 5.2) Tpabea #
KJIMHUYHO MOHHTOPHPaHH (CJIeNieHe 3a MIPH3HALM Ha KEpBeHe W aneMHaA). Kop
TpaOBa fa 6bae pemmeHo o YCMOTPEHHE Ha JIEKyBALTHA JIEKap, CJIE OLCHKA Hi &
TOJT3a/PHCK 38 KOHKDETHEA MalmeHT (Bk. Tabmima 1 no-rope). KoarynanmoHey
4.4) Moxe [a MOMOTHE 33 HACHTHHUMpaHE Ha MAMSHTHTE C MOBHIICH PHCK &)



IIPHYHHEH OT IIPEkOMEPHA eKcIo3uimg Ha naburatpad. Koraro ce ycTaHOBH NPEKOMEPHA
EKCITO3MLMA Ha JabHraTpaH, TP NALMEHTH C BHCOK PHCK OT KbPBEHE, Ce Ipernopbyba NpHIaraHe
Ha HaMaJieHa lo3a 220 mg, npuemaHa KaTo ejHa kancyna 110 mg apa MeTH AHEBHO. ITpu mosea Ha
KAMHMYHO 3HAYMMO KBPBEHE JICUEHHETO TpAOBa 12 ce MpeKbCHe.

TNopany MOBMINEHHA PUCK OT CTOMAWHO-YPEBHO KBPBEHE IPH MAIMEHTH ¢ FACTPHT, €30(aruT WK
racTpoesodaruaneH peduIyke Moxe Ja ce OOMHCIIH HaMaIMBaHe Ha Jo3ara (BxK. TabiiHua 1 mo-rope
u Touka 4.4).

Bvbpeyno yepexncoane

JleyereTo ¢ nabMraTpaH eTEKCHIIAT NIPH NALMEHTH ¢ TEXKO OR0pevHO yBpexaaHe
{CrCL <30 ml/min) e mpotuBonokasano (BxK. Touka 4.3).

He e Heo6XxoqUMO KOPHTHpAaHE Ha JI03aTa IIPH NALHEHTH ¢ Jieko OGBOpedHO yBpexKIaHe

(CrCL 50-<80 ml/min). ITpr namuerTs ¢ ymepeHa 650peuna HegoctarbunocT (CrCL 30-50
ml/min), mpenopbYMTeNHATa Aoza AaburaTpan eTexcunar e chino 300 mg, mpHeMaHH Kato 1
Karicy/ia 150 mg nea meTH AHeBHO. BIIpexH ToBA, IPH NALMEHTH ¢ BUCOK PHCK OT KbpBeHe TpAOBa
na ce OOMHCII HaMaIABaHE Ha 103414 Ja0HraTpaH eTexcuiar 1o 220 mg, MpHeMaHH KaTo eHa
karcyna 110 mg nea meTe qHeBHO {(BK. TOUKE 4.4 | 5.2). BHMMaTeIHO KITHHAYHO Ha0MIOACHHS CE
NpenopbYBa NpH MAMEHTH ¢ 650peuHo YBpexkaane.

Covnwmemesauga ynompeba na oabuzamparn emexcuiam u ciabu 00 yMeperu unxubumopu
na P-zruxonpomeuna (P-gp), nanp. amuoOapon, Xunuoun unu eepanamun

He e Heo6x0n1MO KOpHTHpaHe Ha JO3ATa NPH CHOBTCTBAILY NPHIOKEHHS ¢ AMHOAAPOH HIH
XHHHIUH (BK. Touku 4.4, 4.5 1 5.2).

Ilpenops4ea ce HaMalsABaHE Ha AO3ATA [IPH NAMEHTH, KOMTO MPHEMAT ChITETCTBAINO BEpanaMuil
(Bx. Tabmana 1 no-rope u Touku 4.4 u 4.5). B 1aKes cinyyaii 7abHraTpal eTEKCHIAT W BepanaMHl
TpAOBA Ja ce MPHEMAT TIO €/{HO H CBHILO BpeMe.

Tenrectno mezno

He ce Hanara xoparipaHe Ha Ao3aTa (BK. TOUKa 5.2), HO ce TpeNopEYRa BHAMATEIHO KIHHHYHO
HabmoNeHHe NPy NAIMeHTH ¢ TesrecHo Terno <50 kg (Bx. Touka 4.4).

Hon
He ce Hamara kopHTHpaHe Ha j03aTa (BX. TOUKa 5.2).

Heduampuuna nonynayun

Hsma ¢pOTBeTHA ynoTpeba Ha JabHraTpaH eTeKCHIAT B NEAHATPHIHATA MOMYJIAlMA 32 IOKA3aHHETO
NPEBEHIA Ha HHCYNIT H CHCTEMCH eMOONTA3BM NpH Naumentn ¢ HKITM.

¢ MapeHTepalleH AHTHKOArYIAHT B NPOAWDKEHAE Ha Hal-Maiko 5 1HH. I1pa
peurauenpainy BTE neuenuero Tpabea na ce 3amoune clem MpeaxoaHo neqe



Jadnrarpan eTexcENaT Kancy.1n TpAGEa 12 ce NPHEMAT ABa IbTH AHEBHO, ¢/IHA 11034 CYTPHH H
e[Ha 103a Bedep, NPHOIAATENHO 1O €0HO H ChIO BpeMe BCeKH AcH. MHTepBaTbT MEXKAY TO3HTE
TpAORa 3 € KOJIKOTO e MOXe mo-Gum30 o 12 uaca.

IpenoprysteHara nosa JabMraTpaH eTeKCWIAT KATCYJIH Ce ONPEIeia Bb3 OCHOBR Ha TEJIECHOTO
TErJIO M BB3pacTTa Ha NAlHeHTa, KakTO € roKazaHo B Tabmua 3. Jlozata Tpa0Ba Ja ce KOpHTHpa
CIOPE]| TEJIECHOTO TEITIO M BB3PACTTA ¢ HAIIPEABAHETO HA JISUCHHETO.

3a KOMOHHAIIMHTE TEISCHO TEINIO U Bb3PacT, KOMTO He ca NOCOYeHH B Tab/THIATa 3a IO3MPaHe, HE
Morart fa 6bJaT AaJICHH [PETIOPEKH 3a JO3HPAHE.,

Ta6bnuna 3: Eanaaqan 1 o0mH aneBHA 1034 1a0Ararpan eTeKCHIAT, B MAJIHIpamMe (mg),
CHope TeJIECHOTO TerJI0 B KMIorpaMH (Kg) H BE3pacTTa Ha NAIHEHTA B FOAHHHA

KomM0OHHAIHE TeJecHO TEMIO /Bb3pacT EauBHEYHA 1032 O6ma aaeBHA 1032
Tenecno Terao B kg | Buspacr B rognnn B mg B mg
11 no <13 8 1o <9 75 150
13 no <16 B mo<ll 110 220
16 po <21 8 no <14 110 220
21 no <26 8 no <16 150 300
26 no <31 8 no <18 150 300
31 no <41 8 mo <18 185 370
41 mo <51 8 no <18 220 440
51 no <61 8 10 <18 260 520
61 mo <71 8 mo<18 300 600
71 mo <81 8 no <18 300 600
>81 10 no <18 300 600

Enuuu4nH A034, H3HCKBAIM KOMOHHALMH OT IOBEYE OT efHa
kancyna: 300 mg: Iee kancymd 150 mg win
YETHPH Kancy/H 75 mg
260 mg: eana Kancyna 110 mg mmoe enma 150 mg
HIH eAHa Kancyna 110 mg mmoc age 75 mg
220 mg: Kato Ape kancynH 110 mg
185 mg: KATO elHa Karcyna 75 mg momoc enda 110
mg 150 mg: kato emHa Kancyna 150 mg wm
JBE Karcynd 75 mg

Ouyenra na ovbpeunama hynxyus npedu u HO 8peme Ha JeYeHuemo

Ilpenu 3anouBane Ha JieUeHHETO TPAGBA 1 cE ONPEe/H H3THCICHATA CKOPOCT HA IIIOMEPY/IHA
¢untpaws (Estimated Glomerular Filtration Rate, eGFR) nio ¢opMynara Schwartz (Meronsr,
H3IIOJI3BAH 32 OLEHKA Ha KpeaTHHHHA, Tpsa0Ba Aa Gbjie MOTRBPAEH OT MeCTHA abopaTops).

JleueHneTo ¢ NabUraTpaH eTEKCHNAT € NMPOTHBONOKA3aHO MPH ITeAHaTpHuHH narueHTH ¢ eGFR
<50 ml/min/1,73 m? (Bx. TouKa 4.3).

INMarmenty ¢ eGFR >50 ml/min/1,73 m? 1ps6Ba na 6BaaT AeKyBaHH ¢ 1034 CBIVIACHO Tabila 3.

ITo Bpeme Ha nedenmnero OB0OpeuHaTa QyHKIMA TpabBa Na ce OLEHABA IPH OTIPERITCHK
CHTYalluH, KOTaTO MMa CbMHEHMH, 9¢ G50pevHaTa GyHKIMA MOKE Ja e NOHYH
(Hanp. XMNOBOJIEMHA, ASXHUAPATAIHA, KAKTO H TIPH CHITETCTRAMIA YTIOTpela ! o
TIEKapCTBeHH TIPORYKTH H AP.). '



lIpoduaoicumennocm na ynompeba

IIponiDKHTEHOCTTA HA IeUeHHETO TPAOBA 4 ¢e Onpeneiia HHANBHAYAIHO B 3aBHCHMOCT OT
OLIeHKATA TI0JI38/PHCK.

IIponycnama oo3a

IIpomycHara no3a gaburaTpaH eTeKCHITAT MOKE Ja ¢€ IpHeMe o § Jaca npesH claeasaara
npeniHcada Ao3a. Ipa ocTaBpamy no-Maliko oT 6 vaca [0 clieABalid [IpHeM, IPOIyCHATaTa 1034
He TpAOBa a ce mpHeMa.

B HHKAKEB cITy4aii He TpA0Ra fa ce MpHeMa ABOIHHA 034, 32 Ja ¢e KOMITEHCHPAT MPOITYCHATHTE
HHIWBHIYATHH JO3H.

Ilpexvcaane Ha reyenuemo ¢ Oabuzampan emexcunam

JleuenneTo ¢ nabHraTpaH eTeKCHAaT He TpAOBa fa ce NpeKbeBa 6e3 KOHCYIITAIHA © JIeKap.
[NamenTiTe KM OOrpI>KBAIKTE TH THIA TPAOBA 1a OHAAT HHCTPYKTHPAHH Jia C€ CREPHKAT C
JIEKyBAlHA TeKap, aKO NAHEHTHT PA3BHE CTOMALIHO-YPEBHE CHMITTOMH, KaTO JIHCTIENCHA (BK.
Tovka 4.8).

IIpomana na nevenuemo

IIpeMunaBaHe OT IeucHHEe ¢ HADUraTPaH ETEKCHIIAT KbM NapeHTepaicH AHTHKOATYJIAHT:
Ilpenopruea ce Oa ce n3vaxa 12 gaca cnes nocjienHara Ao3a NpeaH NIPSMHHABAHE OT
naburaTpaH eTeKCHIAT KbM MAPEeHTEPAICH AHTUKOAryaaHT (BK. TOUKa 4.5).

INpemMuHaBaHe OT JIeYeHWE ¢ NAapEHTEPATEH AHTHKOATYJIAHT KbM AAOHTaTpaH eTeKchar:
INapeHTepaTHMAT aHTHKOATYJIAHT TPAOBA J(a Ce MpeKbCHE H Ja ce 3anovHe naburarpan
erekciiar (-2 yaca npexu gaca, onpeae/icH 3a NPHICKEHHETO Ha MapeHTEPaTHH
aAHTHKOArYJI4HT, HITH NIPH IPeKpaTsIBaHe Ha JCUYCHHETO, B ClIydai Ha HEMPEKBCHATO JiedeHHE
(nanp. HedpaxuuonupaH uHTpaBeHo3eH xemapHH (HUX) (gx. Touka 4.5).

[pemunaBane ot neveHHe ¢ FabHraTpaH eTeKCHIAT KbM aHTaronncTH Ha BrramuH K (ABK):
MarmmenTrre TpadRa qa 3anounar npieM Ha ABK 3 nuu npeau npexsceaneTo Ha gaburaTpaH
CTEKCHIIAT.

Tsii kaTo HabHTATPaH eTeKcHIaT MOKe 1a [OBJIHsAe Ha MeKIyHapOIHOTO HOPMATH3HPAHO
ceotHOmeH#He (INR), INR me orpasn no-nobpe edekra Ha ABK efiBa ciiel cliHpaHeTo Ha
naburaTpaH eTeKCHAT 3a Haid-Maiko 2 guu, Jotoraea, INR croifHocTHTe TpadBa Ja ce TIKYBaT ¢
BHHMAaHHeE,

[Ipemurarane ot nedeHHe ¢ ABK kbM Jaburarpan eTekcunar:
[IpuemMbT Ha ABK TpaGea na ce npeycranobu. JaGurarpan eTekCHIAT MOXKE 7Aa Ce IIpHIara
pennara mom INR e <20,

Haunn Ha npumgkeHne

Tosu NeKkapcTBEH MPOAYKT € 32 MEPOPAITHO NPHIOKEHHE.
Kancymare Morat f1a ce npraemar ¢be WIH Ge3 xpana. Kancysmre Tpabea ga ce ng
Yala BOJA, 34 1a Ce YJIECHH JOCTHTAHEeTO HM J0 CTOMAaxa.

ITanuenTHTe TpabBa Aa 6BAAT HHCTPYKTHPAHH Ja HE OTBAPAT KAICy/1aTa,
TIOBHIIH PHCKA OT XbpBene (BXK. Toukd 5.2 7 6.0).




Ipy meAHATpUYAY [TAIMEHTH M0/ §-roJHIIHA BE3PACT KIH IIPH BB3PacTHH MAIIHEHTH, KOHTO HMAT
npof6JieMH ¢ TIOTTBIIAHETO WIH HE 3HAAT KaK Ja Ja MOrTBIIAT, Ha 11a3apa ¢a HATHYHH ADYTH
HOAXONALIH 32 BE3PAcTTa JIEKapCTReHH (OPMH, KATO:

- JlaburaTpan eTekcunar 0OBHTH FPaHY]IM MOXE A3 C€ W3MOM3BAT IpH Jenia nox 12-roxuinna
BB3PACT, aKo T¢ ¢a CIOoco0HH Ja MOTTBINAT MeKa XpaHa.

- Jaburartpan eTekcunar mpax ¥ pa3TBOPHUTEIN 32 NepopaJieH pa3TBop Tpabra aa ce H3No/13Ba
caMo IIpH fella Ha Bb3pacT noA 1 roaMHa.

4.3 IMpoTaBONOKA3aAHAS

. CBpPEXYYBCTBHTENHOCT KbM aKTHBHOTO BEILIECTBO WK KbM HAKOE OT IIOMOUIHHATE
BEIIECTBA, U30pOCHA B TouKa 6.1
Texxko 60peuno yspexaane (CrCL <30 ml/min) npH Bb3pacTHH ALHCHTH
eGFR <50 mV/min/1,73 m? npH neqHATPHYHH MALIMEHTH
AKTHBHO KIHHHYHO 3HAYHMO KEPBEHE

. Jle3ua WM CHCTOAHHE, KOETO C€ OIPeJesa KATO 3HAYMM PHCKOB (aKTOp 33 TOJAMO KbPBEHE.
ToBa MOXKe 2 BKIFOYBA HACTOALHA HITH CKOPOIIHH CTOMAIHO-YPEBHH Pa3i3BABaHUA,
HANTMYHE HA 3T0Ka4ECTBEHH HOBOOOpa3yBaHHA C BHCOK PHUCK OT KEPBEHE, CKOPOLIHO
MO3BYHO WIH IPLOHAYHO HapaHABAHE, CKOPOLIHA MO3BYHA, TPHOHATHA HiTH OYHA
XHPYPru4Ha HHTCPREHIMA, CKOPOIIHA BETPEYePEIHA XEMODATrHA, H3BECTHH HITH BePOATHH
BaPHIH HA XPAHONIPOBOJA, apTEPHOBEHO3HH Man()OpMAaIliH, ChOBH AHEBPH3MH KIH I'OJIEMH
BBHTPErpLOHaYHH HIH BRTPEMOZBYHH CHIOBH aHOMAJIHH

. CHITETCTBALIO JIEYEHHE ¢ HAKOM JIPYTH AHTHKOATYJIAHTH, HAMP. HeGpaKIHOHHPAH XEeTIAPHH
(HOX), XenapeHu ¢ HECKO MOJEKYJIHO TErNo (€HOKCanapkH, JaNTenapHH H Jp.), POH3BOAHM
Ha Xenap#Ha (GonganapHHYKC H Ap.), AHTHKOATYJIAHTH 34 [IEPOPATHO [IPHIOYKEHHE
(BapthapuH, puBapokcabaH, arkcaban u Ap.), OCBeH B creLMpHIHH yclIoBHA, Toea ca
CJIyYauTe Ha TIPOMSAHA HA aHTHKOATYAHTHOTO JieueHHe (BX. TouKa 4.2), korato HOX ce
TpHAaTa B T03H, HeoOXOMHMH 33 MOATBPKAHE Ha OTEOPEH LIEHTPAIICH BeHO3ECH WIH
apTepHaieH KaTeThp, win korato HOX ce npiiara no BpeMe Ha KareTbpHa abnaluus npa
MPEICHPAHO MBXIeHE (K. TouKka 4.5)

. YepHoapobHO yBpeXkNaHe Wi YepHoapoGHO 3abonaBane, 3a KOETO ce 09aKBa Ja
HMa OTPaKEHHE BBPXY IIPEKHUBASMOCTTA

. CpIETCTRALLO JICUEHHE ChC CIEAHUTE MOMHH P-gp HHXHOHTOPH: KETOKOHA30M,
HMKIIOCHOPHH, HTPaKOHA20JL, APOHENAPOH K KOMOMHAIATA ¢ (PHKCHPAHH JO3H
rJCKalpeBHp/ TMOpEeHTacBApP 32 CHCTEMHO NPHIOKEHHE (BXK. TO4Ka 4.5)

. ChpAeyHH KIANMHH MPOTE3H, H3HCKBALIH AHTHKOATYJIAHTHO NedeHue (Ba. Touka 5.1)

44 Cpenuajsiu npeIynpexieHus H NPeANAIHE MePKH IpH ynoTpeta

XeMoparfiueH pHCK

JlabHraTpaH eTekcHNIAT TpadBa Aa ce npHiiara ¢ NOBHUIEHO BHUMAHWE TIPH CHCTOAHHSA C MIOBHIIEH
PHCK OT KBPBEHE HJIM IIDH ChITETCTRAllA YNoTpeba Ha IeKAPCTBSHH NPOAYKTH, NOBIHABAIIH
XEMOCTa3aTa Ype3 HHXHOKpaHe Ha TpoMOOLMTHATA arperaips. [10 Bpeme Ha TepalHATa KbPBEHE
MOKE J1a C€ [10ABH HaBCAKBAe. [[pu HeOYaKBaH Cra HA XeMOTTIoOMHA W/HMH XeMAaTOKp:
CraJ Ha KPBBHOTO HajaraHe, TpsOBa Aa ce M3BBPIIH NPErJiel 33 YCTaHOBABAHE
KBpEEHe.

[Ipy BB3paCTHH NALMEHTH B CITYYaH Ha JKHBOTO3aCTPAINABAIIO HAH HEKO



EdmxacHocTTa H 6e30nacHocTTa Ha HAZPYLIM3yMal He ca YCTRHOBEHH NPH TieIHATPHYHH [alHCHTH.
HaburaTpan Moxke Ia Gbae oTCTpaHeH MOCPEACTBOM XeMoauanu3a. IIpH Bp3pacTHH MAUHEHTH ca
BB3MOKHH APYI'H OMUMH KATO H3I0/13BaHE Ha NPACHA LA KPBB HIH NPACHO 3aMpa3eHa IUlasMa,
KOHIIEHTpaT Ha KOarylalHoHHH GaKTOpH (aKTMBHpaH HITH HEAKTHBHpaH), pekoMOHHAHTEH dakTop
VIla 1 TpoMGOLHTHA Maca (BXK. CBILO TOUKa 4.9).

B xnuHu4HM M3nMTBAHMA 1a0HTaTpaH eTEKCHIIAT Ce CBbpP3Ba C M0-BHCOKH HEBA HA TOJLIMO
croMaunHo- ypeBHO (CU) xppBene. [loBHmIeH prck ¢ HabMmonaBaH IIpH MAaIMEHTH B CTapYecKa
BB3pacT

(=75 romuHY) NpH cXeMa Ha npuaarane 150 mg nea eTH AHeBHO. J[pyrd pUCKOBH $aKTOPH (BXK.
ChILO Tabmwna 4) BKITIOYBAT €AHOBPEMEHHO JIeYeHHE ¢ HHXHOHTOPH HA TpoMGOIIHTHATA arperalis,
KaTo KINOMMAOrpell ¥ aueTACaTHIora KueeniHa (ACK) wiM HeCTepOHIHH
IPOTHBOBB3NANATENHH cpencTea (HCIIBC), kakTo o HayEuHeTo Ha e30¢arnT, FaCTPHT WK

ractpoe3odgareancH pequykc.
Puckosu haxmopu
Tabnuua 4 o6o6imasa GakTopHTe, KOWTO MOTAT [ja IOBHINAT XEMOPArHYHHSA PHCK.

Tabnana 4: PaKTOpH, KOHTO MOTAT Aa NOBHIIAT XeMOPATHYIHHE PHCK.

Puckos dakTop

QapmakoHHAMHYIHH H KHHETHYHH (aKTOpH Brapact >75 roaunn

®akTopH, KOUTO IMOBHINIABAT IUIA3MEHMTE HHBa | [ NaBHM:

Ha fabHrarpan . VuMepeHo 6B0pedHo yBpexKaaHe IIpH
sb3pacTHE namaeHTd (30-50 ml/min CrCL)

. Motmei P-gp mrxuburopn (BXK. TOUKH 4.3
n4.5)

. CHBMECTHO NMpHIaraHe Ha ciabu 1o
ymepeHH P-gp aHxubuTopH (Hamp.
aMHONAPOH, BEpanaMuT, XHHHIHH H
THKArPesiop, BX. TOUKa 4.5)

Bropocrenensu:
. Hucko TenecHo Terno (<50 kg) npu

BE3pACTHH NAITHCHTH

DapMakoAHHAMHYHH B3AHMONCHCTBHA (BX. . ACK H apyra HHXHOHTOPH Ha
TOuKa 4.5) TpOMOOLMTHATA arperalys, Karo
KIOIMAOTpeN

HCIIBC

SSRI wnn SNRI

Jpyr'd IEKapCTEEHH NPONYKTH, KOHTO
MOTAT JIa HapyIlaT XeMocTasaTa

3abossiBaHus / npoleaypH ¢ ocober . BpoeHH HIH NPpHACOUTH HAPYLICHHS Ha
XEeMOparm4eH pAacK KoaryJaLmiaTa
. TpombouHToneHHA WIH HYHKIHOHAIHH
TPOMOOLIMTHE e(eKTH
CkoporHa GHOTICHA HIH Ma
Bakrepunanen enpo & o ﬂ‘;: R
5 g, N
Ezodarnr, ractp e

racTpoesogare.

ChilleCTBYBAT OrpaHHYCHH IAHHY TIPH BE3PAcTHH narmeHTH <50 kg (8. THH




CenercTRamara ynorpeba Ha naburatpan erekcHaar u P-gp MHXHOMTOPH He € MpoyYBaHa npH
NeJUATPHYHHE MAIIHEHTH, HO MOJKE Ja YBEJIHHYH PHUCKA OT KbpBeHe (BX. Touka 4.5).

Ipednaztiu mepru u oangdfeane Ha XeMOPAZUYHLR DUCK

3a oBafiABaHe Ha YCIIOKHEHMS ¢ KHPBEHE BEDKTE CHIIO TouKa 4.9.
Oyenxa Ha cvomuowentiemo non3a/puck

Hanurmero Ha esum, 3aGonssanus, RpoieaypH Wi dapmakonornaHo nedenne (karo HCTIBC,
TpomOouTHE anTHarperanTy, SSRI u SNRI, Bxk. Touka 4.5), KOMTO 3HAYHTEIHO YBEHYABAT PHCKa
OT TOJIAMO KbpBEHE, M3HCKBAT BHHMATE/IHA OLICHKA Ha ChOTHOIICHHETO nomsa/puck. Jlaburarpan
eTeKCHIAT TpAGBA /1a ce NaBa caMO aKO TOJ3aTa HATBHIIARA PHCKA OT KhPBEHE.

Hanuvunure kKIMHHYHA JaHHH 38 TeAHATPHYHE NALMEHTH C PUCKOBH (HaKTOPH, BIIIOTHTEIHO
MALMEHTH C aKTHBCH MEHHHTHT, ¢HUeDATHT H BETpedepeneH abcnec (Bxk. Touxa 5.1), ca
OTpaHHYCHH.

Hpﬂ TAKHBa ITAITACHTH I[a6I{I"anaH C€TCKCHIAT Tpﬂﬁl.’-a Ja ¢¢ napa caMoO aKoO OYaKBAHATA 110134
Ha/JBHIIIaBa PHCKA OT KBPRCHE.

Brumamenno xnuniuno nabmodenue

llpeniopbyea ce BHMMATEIHO HaOMOACHHE 38 MPUZHALIM HA KbPBEHE WIH AHEMHA NPE3 Lieus
[ICPHOZ Ha Ne4eHHe, 0COOEHO ako PHCKOBHTE (haKTopH ca KoMOuHHpaHu (Bx. Tabnuua 4 no-rope).
Tpsatma na ce BHHMaBa 0coGEHO MHOTO, KOraTo NaGHraTpaH eTEKCWIAT Ce [PHIAra eJHOBPEMEHHO ¢
BepanaMuil, aMHOJAPOH, XHHWIHE WIH KIapHTpOMHLEH (P-gp HaxHOHTOPH) H 0coDEHO IpH NoABa
Ha KepBEHE, Hali-Bete IIPH MauWeHTH ¢ HaMajieHa 666peuna GyHkius (B, Touka 4.5).

[Ipenophusa ce BHUMaTeNHO HabMOACHHE 3a IPH3HALM HA KEPBCHE TIPH NALUMEHTH, JIEKYBaHH
¢esTCTBAmMO ¢ HCIIBC (B3k. Touxa 4.5).

IIpexvesane na nevenuemo ¢ OabU2aMpan emexcuwiam

TlaumenTrTe, KOMTO paseuAT ocTpa GBOpEUHa HEAOCTATHYHOCT, TPAOBA 2 TIPEYCTAHOBAT MPUEMa HA
DabHTaTpaH eTeKcHIaT (BX. ¢hio Touka 4.3).

Koraro ce nosiBH TeXKo KbpBeHe, TpA0Ba Ja ¢e NpeKpaTH JIEUEHHETO, Ja Ce H3CAE/IBA IPHIHHATA 3a
KBPBEHETO H NIPH EB3PAaCcTHH MAIHEHTH MOXe A3 ¢¢ OOMHCIIH NPIIOKCHAE HA CIICHA(DAYTHOTO
HEYTpalH3HpaIo CpeAcTBo {Muapylm3ymab). EdukacHocTTa H GesonacHocTTa Ha Haapyum3ymab He
ca YCTaHOBeHH NPH NeaHaTpHyHH NaluenTH. [laGrraTtpan Moxe ga 6ba¢ oTcTpaHeH NOCpencTBOM
XCMOIHanH13a.

Vnompeba na unxubumopu na npomonnama nomna
Moske na ce OOMECIIA IPUNOKEHHE HA MHXWOUTOP Ha npoToHHata nomna (HIIII) 3a npeseHIMs Ha
CY xwpeene. [Ipu neqMaTpUHA NALIEHTH TpAOBA Aa Ce CJIe/IBaT IPElOpPbKHTE, OIACAHH B

KpaTKaTa XapaKTepHCTHKA Ha MPOAYKTA HA CBOTBETHHA HHXMOHTOP HA MPOTORHATA TIOMIIA.

Jlabopamopruy Koazyrayuonry napamempu

Bbrpeku ye To3u JIeKapeTBEH MPOIYKT TO IPHHIMMIT HE H3HCKBA PYTHHHO MO é
AHTHKOArY/IALHATA, ONPEACIAHEeTO HAa CBLP3aHaTa ¢ Ja0HTATpaH AHTHKOATY IS Mqﬁ(e
MOJI3a 332 YCTAHOBSBAHE Ha MIPEKOMEPHO BHCOKA KCIIO3HIEA Ha Na0HraTpaH At

AOIIBIIHUTEIIHA PHCKOBY (aKTOpH.
TpomGuHOBOTO BpeMe Ypes paspexnane (TBP), exapuHOBOTO BpeMe Ha ChCHPRIHE



aKTHBHPAHOTO NapIHAalHO TpoMOoIUTacTHHOBO BpeMe (Activated Partial Thromboplastin Time,
aPTT) Morat Aa npefocTaeaT NoNe3Ha HHPOPMAIHMA, HO pesyiraTure TpAORa 1a ce THIKYBAT ¢
NOBHIICHO BHHMAaHHE NOpany BapuabHIHOCTTa MeXIY TECTOBETE {BXK. Touka 5.1).

TecTeT 33 OnpenensHe Ha MexAYHAPOJHOTO HOPMATH3MPAHO CHOTHOILICHKE (international
normalised ratio, INR) He e HaJexeH NPH ALMEHTH HA JIedeHHe ¢ Aa0HTaTpaH eTeKCHIAT U HMa
JOKIANBAHH CIIy4aH C (paamHBo NOJOKHTEIHO noeHIneHHe Ha INR. 3aTtosa INR TectoBe He Tpabea
Jia 6baaT npoBekIAHH.

Tabnuia 5 mokasea Hal-HUCKHTE MPArOBe HA KOArYJIAIMOHHHTE TECTOBE [IPH BH3PACTHHU [TALIMEHTH,
KOMTO MOTaT 11a OBJaT CBBP3aHH ¢ IOBHILEH PHCK OT KbpeeHe. ChOTBETHHTE NPAroBe [py
TeTHATPHYHH NALHEHTH He ¢a H3BeCTHH (BX. Touka 5.1).

Tabnuna 5:  Hajli-mAcKA mparose Ha KOAary/1allHOHHHTE TeCTOBE IPH BLIPACTHH
DANHEATH, KOHTO MOraT Ja ObAaT CELP3aHH ¢ NOBHINEH PHCK OT KbpPBEHE.

Tecr (naii-Hucka cToMHOCT) TTokazaune
KAIT u IBT/BE
TBP [ng/ml] >200
EBC [x-nsTH Hap ropuata rpaHsla Ha Hopmara] >3
aPTT [x-mbTH Haj ropHaTa rpaHHIA HA HOpMaTa) >2
INR He TpaGra na ce mpoBexaa

Ynorpeba Ha PHOPHHOTHTHYHY JEKAPCTBEHH NPOAYKTH 34 JICYCHHC HA OCTED HCXECMHYICH HHCVIIT

Ynorpebata Ha QHOPHHOTHTHYHY JeKAPCTBEHH NPOLYKTH 34 JICYSHHETO HA OCTBP HCXEMHYEH
HHCYNIT MOXe Ja ce 00ChaH, ako croiHocTuTe Ha TBP, EBC wau aPTT He HagsHImaBaT ropHaTa
rparHia Ha Hopmara (ULN) ciopen MecTHHTe pediepeHTHH MPaHHLIH.

[HYHH OIIC H BEC

[Ipu narMeRTH, NpHeMaly JaGHraTpaH eTEKCHIIAT, KOMTO ¢a MOMIOKEHH Ha XHPYPrudHa
HHTEPBEHLINA HJIH HHBA3HEHH NPOLICTYPH, CBIIECTBYBA pUCK OT KbpBeHe. 1o Tasy npuunHa
XUPYPrUYHWTE HHTEPBEHIMH MOTaT 2 HAJIOAKAT BPEMEHHO NPEKPaTIsaHe Ha MPHEMAHETO Ha
maburarpan eTeKkcusiaT.

[laipierTiTe MOTAT /12 MPOABIDKAT NPHEMa Ha 1a0HTATPaH ETEKCHIAT, KOTATO Ca NOJIOKEHH Ha
KapauoBep3Ho. He ce Hanara mpeKbCcBaHe Ha JieueHHeTo ¢ gaburatpas erekcwnar (150 mg aBa meTH
AHEBHO) NPH NALUKEHTH, TIOJIOKEHH Ha KATETHPHA a6Ialk Ha NPEJCHPAHO MBXAEHE (BX.

Touka 4.2).

Heobxomimo ¢ nosuineHo BHUMaHKe, KOTATO JIEYEHHETO BPEMEHHO ¢¢ TIPEKPATH TIOPaIH
HHTEPBEHLIMH H C¢ [IPENOPhYBA MOHHTOPHpaHe Ha anTuKoarynarpsara. IIpy manpeHTy ¢
Or0peuHa HEZOCTATHIHOCT KIHPBHCHT Ha JabHraTpaH MOKe 1A IIPOIBIDKH NO-AKIro (BXk. TOYKa
5.2). Tosa TpaGBa ja ce B3eme NPEABHN IIPEIH BCAKA NpoueAypa. B Takuea ciydan
KoaryJIaliHOHEH TecT (B:K. TodukH 4.4 1 5.1) Moke Aa IIOMOrHE J1a ¢e OIIpeAeNH [MamH BCe Olle UMa
HapyUICHHE Ha XEMOCTasaTa.

Crewiny xupypieunu onepaANty Wil HEOMAONCHU HDOQEQEQM

[1pHeMeT Ha naburatpan eTekcunar TpsGea fa 6be BPEMEHHO IPSKPATEH. A
6Bp30 HeyTpATH3HpaHEe Ha AHTHKOATYJAHTHHS e)eKT, MONGE /1 CE H3OM3Ba
HeyTpaJlH3HpAImo CPeacTBO Ha JaburaTpaH (Haapyum3ymal) 3a Bb3pacTHH Iff
EdukacHocTra U 6ez0macHoCTTa HA HAApyLH3yMal He ca YCTaHOBeHH NpH
nauieHTH. /laburatpan Moxe fa Gb1e OTCTPAHEH IOCPEICTBOM XEMO]]



Ilpu npeycTaHOBARAHE Ha TeparsTa ¢ Ja0HTaTPaH NALMEHTHTE CA MINIOKEHH Ha TPOMOOTHYEH
PHCK, CEBP3aH C OCHOBHOTO HM 3abosaBaHe. JleueHreTo ¢ nabMIraTpaH eTEKCHIIAT MOXE [a ce
BB300HOBH 24 yaca Clie/i NIPIITOKEHME Ha HRapyLM3yMal, aKo MAUHeHTET € KIHHEIHO CTAaOHICH H
€ TOCTHIHaTa a/IeKBaTHA XeMOCTaza.

Xupypeusnu onepayu/ unme peenyuy nPpu ROOOCMPU CbCIMOARYA

ITpuemsT Ha nabHTaTpaH eTexcliat TPsOBa BpeMeHHO xa ce mpekpath. 1o Bp3MoxHOCT,
XHPYPrUYHATA OTIePallA/HHTEPBEHIMA TPAOBa Aa ce OT/IOKH A0 H3IMHHABAHETO Ha Hali-Mamko 12
Yaca ¢je/l MpHeMa Ha MOCASIHATA A03a. AKO XHPYPrUYHATA OICpaIlia HE MOMKE Ja ce OTVIONH,
ChINECTBYBA IOBHINEH PHCK OT KbpBeHE. 103H pHcK TpAOERa 42 e OLEHH CIIPAMO CHELIHOCTTA Ha
HHTEPBEHIHATA.

Ilnanoea xupypewuna onepayus

T1Ipu BBE3MOKHOCT, MPHEMBT Ha Na0MraTpaH eTeKkcHnaT TpAORa Ja ce NpeKpaTH Haii-Manko 24 yaca
MpeIH H3BHPIIBAHETO HAa HHBA3WEBHA HIH XUpYprudHa npouexaypa. [Ipexparapane npHeMa Ha
NaburarTpaH eTeKcHIat 2-4 THu npey XUPYpPradHa onepaups TpaOBa Aa ¢¢ HMa TpeaBHll IIPH
TIALMEHTH C MOBHMINEH PHCK OT KEPBEHE HIIH B CIy4ai Ha rojusiMa onepauis, MpH KOATO MOXE Jia ¢
HeoOXOIHMA IThJIHA XeMOCTazd.

Tabmuua 6 o606masa nparriIaTa 3a npeKpaTABaHe Ha NpHeMa NPEIH HHBA3HBHH HIIH XHDYPTHYHH
IpOUEAYDH [IPH BB3PACTHH MALHEHTH.

Tabaaua 6: Ilpasuna3a npexparsiBane HA NpHeMa UpeNH HABASHBAN HAH
XEPYPraYHH NpoUeIyYPH IpH BL3PACTHH NANHCHTH

br6peuna [puOnusuTenen [IpHeMBbT Ha NaGHraTpaH eTeKCHIAT TPAORa Ja Ce cpe
byHKIGIA MOIYKHBOT OpenH [UIaHOBA XMPYPrHYHA Orepalys
(CrCL B (4acoe) Bucok pHck ot kepeere wiH | CTaHzapTeH pHCK
ml/min) TOJIAMA XHPYPTHIHA
onepauHs
>80 ~13 2 JTHH NMpeIBAPUTENHO 24 qaca npeaBapHTeNIHO
>50-<80 ~15 2-3 NHY OpeBapHTEITHO 1-2 THH IpEOBAPHTEIHO
>30-<50 ~18 4 NHH NpenBapUTEIHO 2-3 IHH [IpEBAPHTEIHO
(48 4aca)

[1paBrnara 3a NpekpaTARaHe Ha MpreMa NPEIH HHBASHBHYM WIH XHPYPTHIHH NIPOLISIYPH NPH
MIeMATPHIHH NalHEeHTH ca 0000meHy B TabmHma 7.

Tabnuna 7: Ilpasana 3a mpexpaTdBane HA npHeMa HApead HEBA3HBHA HIH
XHPYPru9HH IponeTyPH OPH NeAHATPHYHHE NANHEATH

brbpeyna dyHKIHsA Crupane Ha naburaTpaH NpeaH IUIaHOBA XHPYPrHiHa
(eGFR B ml/min/1,73 m?) onepalms
>80 24 yaca npeABAPHTETHO
50-80 2 JHH IipeIBapHTEIHO
<
50 Tean nanueHTH He ca Npoy4BaHH (BXK. T%
)

Crunamma anecmesui/enudypaina anecmesusn/Iymbania NyHKuuA

Tlpouemypu xaTo CrIMHATHA aHECTE3UA H3HCKBAT [TIHOLIEHHA XEMOCTA

PuckbT OT crIHHalleH WITH CIMHAYPAIICH XEMAaTOM MOXKE a CC MOBHIIH IPH C.



HJTH MHOTOKPATHH IyHKIHH M IIPH NPOARDKHTeHA yriorpeba Ha emaypanam Katetpu. Caen
OTCTPAHABAHE Ha KATETHP TPAOBA fa MHHAT Hakl-ManKo 2 Jaca NMpesH NPHIOKEHHETO Ha IThpBaTa
no3a JabMratpaH erekcinar. Te3u NAlHEeHTH H3HCKBAT YecTo HAOMOACHHE 32 HEBPOIOrHYHH
TPH3HALH H CHMIITOMH HA CITHHANEH WTH eMAAYPATICH XeMaTOM.

Hocmonepamusna gaza

Crnex MHBa3HRHATA NpOUEAYpA MM XHPYPIHIHATA HHTCPBCHLIMS IEIEHHETO ¢ AaburaTpas
€TEKCHIIAT TPAOBa Ja Ce MOAHOBHM/3ANOYHE BEIMOKHO Hali-CKOPO, IPH YCNOBHE e KIHHIIHATA
CHTyallusl TIO3BO/IBA M MMa aJi¢KBaTHa XEMOCTaza.

Heobxonumo € MOBHINEHO BHUMAHHE TIPH [IALIMEHTH C PHCK OT KLPBEHE HIM TIAITHEHTH C PHCK OT
CBPBXEKCIIO3HIMAA, 0COOCHO NalMeHTH ¢ HaManeHa Os0pevHa ynkima (Bxk. cbio TabIHIz 4) (BK.
Touka 4.4 u 5.1).

IlarMeHTH ¢ BHCOK OIIEPATHREH PHCK OT CMBPTHOCT H ¢ BETPCINHHA pHCKOBH QﬂKTOpH 3a

TpoMOOEeMOOIIHYHH CHOUTHR

ChImecTBYBaT OrpaHHYEHH JaHHH 33 ¢(DHKACHOCTTA M 6e30MacHOCTTA Ha JaOHUraTpaH eTeKCHIaT
MIPH Te3H NALIMEHTH H MOpany TOBA Te TpaOBa Aa 6bOaT NEKYBaHH ¢ TOBHIICHO BHHMAHHE.

YepHoapoOHO yBpekiane

IMarmenTH ¢ normMINeHu YeproApoOHA er3uMu >2 ULN ca H3KIIOUeHH OT OCHOBHHTE H3ITHTBAHMS.
HsmMa Hanuver TepaneBTHYEH ONHAT 3a Ta3H CYOMOMyJIaLis OT NALUMEHTH | CIS0BATENHO IPK Ta3H
nomynanua ynorpebara Ha JabHraTpaH eTeKCHIAT He ce Ipenopbaea. YepHonpoOHo yBpeknane
HIIH 9epHOAPoGHO 3a6onABaHe, 3a KOETO Ce OMAKEa JIa HMa OTPaKESHHE BEPXY IPEKHBAEMOCTTS, €
MPOTHBONOKA3AaHO (B, TO4Ka 4.3).

Bzaumoneiicrere ¢ P-gp mHaykTOpH

CBINBTCTBAIOTO NPHIOKEHHE HA P-gp HHIYKTOPH c€ 0YaKRa a IOHIDKH IUIA3MEHUTE
KOHIIEHTpaAH Ha faburaTpaH v TpaGBa Aa ce u3barea (Bx. ToukH 4.5 1 5.2).

IManMenTH ¢ antHdocdon et ¢ oM

JApexTHo feficTeamyu nepopanam arTHKoarynanty (JIIITAK), sxmountenso aaburarpan
STeKCHJIAT, He C¢ MPENopbhYBaT NPH MALHEHTH ¢ aHAMEE3Aa 3a TpoMO034, KOHTO ¢a
OUATHOCTHIHPAHH ¢ aHTH(pochoMMmHAeH cHHApoM. [To--crieHaHO IpH TPOHHOIOSHTHBHE
NALMEHTH (32 JyTyCeH AHTHKOArYJIAHT, AHTHKAPAHOIMIMHOBH dHTHTENA H AHTHTeIa cpely Geta-
2-rmxornpotenH I), nevermero ¢ JJTIAK Moke na 6BIe CBBP3aHO ¢ NOBHIIEHA YECTOTA Ha
MOBTAPSAIIH C€ TPOMOOTHUHM CHOHTHS B CPABHEHHE ¢ TEPAIMATA ¢ AHTATOHACT Ha BUTaMuH K.

Hndapkr 5a Muokapna (MUM)

B npoyusanero RE-LY da3za I11 (KAIIM, ex. Touka 5.1) obmarta yecrora Ha UM e 0,82, 0,81 u
0,64%/romuua croTBeTHO 3a Jaburatpan etekciviar 110 mg ABa METH JHEBHO, NabHTaTpaH

erekciIar 150 mg ABa WETH AHEBHO H BapdapHH — YBENMHYEHHE B OTHOCHTETHIA PHCK 32
naburatpan or 29% u 27% B cpaBHeHHe ¢ BapapuH. He3aBucHMO 0T JIeueHHe
abcomotet puck or HM ce Habmonasa B ClleIHHTE NOATPYIIH, ¢ OA00EH OTHf
nanHeHTd ¢ npeaumer UM, nammenTd >65 roauaw ¢ auabeT Wi KOpOHapy
TIALHEHTH ¢ JIeBOKaMepHa (pakiiaa Ha H3THackBane <40% H ITALHEeHTH C
nuchynkuma. B nompiHerne no-eucok prack or UM ce Habmojasa npH na




YecToTa Ha ciTydad Ha FIM npu nanpeHTaTe, NpHeMaiy naburaTpaH eTeKCcHIaT, B CpaBHEHHE ¢
Te3H, npHemamu sapdapun: 0,4% crnpamo 0,2% B kparkocpoundre npoyasanua RE-COVER u
RE-COVER 11 1 0,8% cnpsamo 0,1% B aenrocpounoto memurease RE-MEDY. Veennuernero €
CTATHCTHYECKH 3HAYHMO B TOBa Ipoy4BaHe (p=0,022).

B npoyusanero RE-SONATE, koeto cpaBHABa faburarpan eTeKCHITAT ¢ Tuaniedo, dectoTata Ha
WM e 0,1% npu naupenTrTe, mpueMammy naGurarpa erexcunar, i 0,2% npu nalHeHTHTE Ha
wianedo.

IarpenTH ¢ AKTHRHO OHKOJNOTHYHO 3a00/spane T/BE. BTE npu ne HIHA €HTH
He ca ycranoBeHH edHrkacHocTTa H 6€30aCHOCTTA NIPH MAIHEHTH, CTPAJAlIH OT AKTHBHO

onkonoruyuno sabonseane U JIBT/BE. MMa orpanvuenn aannu 3a ebmukacHocTTa B
6e30NaCHOCTTA NIPH NEMATPHYHH NALMEHTH ¢ aKTHBHO OHKOJIOTHYHO 3a00/IABaHe.

[leanaTpHYHa nomynags

Ipw HAKOH Ie AUATPHYHH NAlHEHTH ChC CTPOro cneipdHyHHA 3a00NABaH"A, HAIIP. MALMESHTH C
OonecT Ha THHKHTE YepBa, IIPH KOHTO MOKe J1a e 3acernara abcopOimara, Tpadea na ce oOMHCIH
H3IION3BAHETO HA AHTHKOATYJIAHT, KOHTO Ce IpHara napeHTepanHo.

4.5 BzaumopelicTBHe ¢ APYrY JIeKAPCTBEHH UPOAYKTH H ApYTH opMHE Ha B3aAMoelicTBAE

BzaumoneiicTeui ¢ TpaHcopTepH

Jaburarpan eTexchiat e cyGerpar 3a edurykcHua tpaHcnoprep P-gp. CBITETCTBAIOTO
npuioxenne Ha P-gp HHxubuTOpH (BXK. Tabnuua 8) ce ouakea aa AoBe/ie 10 NOBHIIEHH HHBa Ha
IIA3MEHATa KOHLEHTpAIMA Ha fa0HraTpaH.

AKoO HE € IPEIMHCAHO APYro, € HeoOXOAMMO BHUMATEIHO KITHHHYIHO Ha0moaeHue (crieeHe 3a
NPH3HALH HA KbPBEHE HIIM aHEMHs ), KOTaTo NabHraTpaH ce npunara eJHOBpeMeHHO ¢ MOITHH P-gp
HHXAOKTOPH. Moxe fa ca HeoOXOIMMH HAMATIARAHHA Ha J03aTa B KOMOHHAIHA ¢ HAKoH P-gp
HMHXHOMTOPH (BK. ToukH 4.2, 4.3, 441 5.1).

Ta6anna 8: Bzanmonelicreun ¢ Tpancnoprepn

P-gp nuxuburopn

Convmemeauiama ynompe6a e npomusonoxasna (6xic. mouxa 4.3)

Keroxonazon Kerokonazon nosumaea toranaure AUCO-0 n Cmax crofiocTy Ha
AaburaTpaH cboTBeTHO 2,38 mbTH H 2,35 METH Ce¢n ¢AHHAYHA
nepopansa 103a 400 mg u ceoTreTHO 2,53 nbTH M 2,49 TBTH cnen
MHOTOKpPaTHO [epopanHo npanomkenHe Ha 400 mg KeTOKOHA30.1
BeJIHEXK JTHERHO.

JpoHenapoH IIpu eqnoBpeMenHo NMpICXKeHie HAa HaOHTATPaH eTeKCHIIAT H
nponenapoH Totaniate AUC(-00 1 Cmax cToMHOCTH Ha AabHraTpaH
Ce yBe/IH9aBaT CHOTBETHO OKOJI0 2,4 THTH M 2,3 ITLTH clien
MHOTOKPAaTHO NpHIoxKeHne Ha 400 mg npoHenapon 184 METH .II,HGBHO H
CHOTBETHO Okono 2,1 TeTH H 1,9 IBTH cllell eHHHYHA

HrpakoHazon, B3 0CHOBA HA pe3yJITaTHTE in vitro MOXe Ja ce O ,)m)ﬁo%g N

IAKIOCHOPYH e(eKT, KAKTO C KETOKOHA30IL. ‘S't i 2,

T eKanpeBHp / ChirbTeTBaATa yIoTpeta Ha NabHraTpaH eTe : A3,

NHOPEHTAacBHp ¢ (PMKCHpPaHH ZO3H Ha P-gp HHXuOHTOpHTE 3 g }
reKanpeBHp/IHOPeHTaCBAP NOKa3Ba YBEIHY
Ha 7aCuraTpad U MOKe 1a TIOBHINM PHCKA OT /
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Convmemeauyama ynompeta He ce npenopvyea

Taxponumyc

In vitro e ycTaHoBeHo, 4e cTeneHTa HA HHXHOMTOPHMA eeKT Ha
TaKPOIHMYC BspXy P-gp e monobua Ha Ta3, HabmonaBaHa IpH
UTPaKOHAa30/1 U IHIUIOCTIOPHH. EAHOBPEMEHHOTO IPHIOKEHHE Ha
INabHTaTpaH eTEeKCWIAT ¢ TAKPOIIMMYC HE € TIPOYUEHO KAHHHYHO.
Brnpeku ToBa, OrpaHA4eHHTe KITHHHYHA JaHHH OT ApyTH P-gp
cyOcTpartH (eBeponaMyc) npeanonarar no-cnabo uaxubupane Ha P-gp
OT TAKPOSMMYC, B CPABHEHHE ¢ HADMOAABAHOTO NPH CHITHH

P-gp HHXHOHTOPH.

Heobxodumo e nosuueno snumanue npu convmemeauia ynompeba (exc. mouxu 4.2 u 4.4)

Bepanamun

Koraro faburarpan etekcwnat (150 mg) ce npunara eTHOBPEMEHHO C
nepopaneH BeparaMui, Cmax u AUC Ha qaGHrarpaH ce yBead4aBar,
HO CTEIICHTA Ha Ta3M IPOMAHA € pa3IduHa B 3aBHCHMOCT OT BPEMETO
Ha IIpMeMaHe B hopMaTa Ha Bepanamuin (BxkK. TOukH 4.2 1 4.4).

Haii-ronamMoTo noBHIIABaHE Ha eKCTIO3HLIHATA Ha nabHraTpaH ce
HaONIo/iaBa NPy OBPBATa 1033 HA BepanaMm ¢ He3abaBHO
oceoboskaBaHe, PHETA eIHH Yac IPeaH NpHeMa Ha nabHrarpan
eTekcunar (yeenm4apade Ha Cmax okono 2,8 et H Ha AUC okomo
2,5 meTH). EdeKThT NporpecHBHO HaMAILIBA IPH NPHIOKECHHE Ha
dopMara ¢ yremkeHo oceoboxaasane (yemwdapate Ha Cmax

oxono 1,9 meTH 1 Ha AUC okono 1,7 IbTH) HIM IpH PIWIOKSHHE Ha
MHOT'OKPaTHH J03H Bepamamun (yeemuuaBaHe Ha Cmax okono 1,6 metd
H Ha AUC okosro 1,5 ObTH).

He ce Habmiopasa 3HaunMo BzaumopeHcTBHE, KOTATo BEpanaMmII ce
npHeMa 2 gaca cieq naburaTpaH erekciiar (ysenudapane Ha Cmax
okomo 1,1 meTH B Ha AUC okoao 1,2 neH). Toa ce ofacHsBa ¢
ITEIHAaTa abcopbums Ha JafuraTpaH ciex 2 Jaca.

AMHOIapoH

Korato naburarpaH eTeKcHNaT ce NMpHiara €JHOBPEMEHHO ¢ €IHHHYHA
nepopaiHa go3a 600 mg aMHoZapoH, CTeNIEHTa H CKOPOCTTa Ha
abGcopOma Ha aMHOIAPOH ¥ Ha aKTHBHUA My MeTabonut DEA no
cBiiecTBO He ce mpoMeHaT. AUC u Cmax Ha nabHrarpad HapacTear
CBOTBETHO OKONO 1,6 ibTi 1 1,5 mera. [lopagy AeAryudg nonyKUBOT Ha
aMHONAPOH Bh3MOKHOCTTA 32 B3aHMOJEHCTBHE MOMKE /12 CHINSCTBYBA
CEeIMHIIM CJIe/l IPEKPATABaHE HA JIEYEHHETO ¢ AMHOTAPOH {B3K. TOUKH
4.2u14.4).

XuHUAHH

XuHHIHH € IpHIaran kato go3a ot 200 mg Ha BeekH 2 yaca 1o oblna
aoza 1 000 mg. [Taburarpan eTekcinar e IIPHIAraH JBa ITbTH JHEBHO B
Mpoab/DKEeHHe Ha 3 MOCNeAOBATEITHH IHH, ChC HIIH 6e3 XMHHIHH HA
TpeTHs NeH. AUCT,ss m Cmax,ss Ha JaGHUraTpaH ce¢ YBEMHYABAT CPEIHO
croTBeTHO 1,53 MbTH M 1,56 OLTH NpH CLIBFTCTBAIND MPUIOKEHHE Ha
XHHHIMH (BK. TO9KH 4.2 H 4.4).

KaapraTpomumin

Koraro xnapurpomumus (500 mg npa mreTH JHEBHO) c€ OPHEIATa
3ae[{HO ¢ abMTaTpaH eTEKCHIAT IpH 31paBH Z00POBOIILIH, C&
Habmoaasa noevinasane #a AUC oxono 1,19 meTH 1 Ha Cmax okono
1,15 obTH.

Tukarpenop

Koraro eauanysa nosa ot 75 mg naburarpaH €TeKCHIAT C€ NpHIara
€XHOBPEMEHHO ¢ HaTtoBapeauia no3a ot 180 mg THKarpese UC H
Cmax HagaOuraTpaH ce MOBUINABAT CHOTBETHO /
Cren MHONOKpaTHH 11031 Ha THKarpesop %0 e, $EOF
YBE/THYABAHETO HA EKCIOHIIHATA Ha madHTa :
ITBTH, CLOTBeTHO 3a Cmax u AUC,
ChIBTCTBAMIOTO NPHIIOXKEHHE HA HATOBApPBY
mg H gaburarpan erexcuar 110 mg (B cra




moeumara AUCTt,ss 1 Cmax,ss Ha nabHraTpad cb0TBETHO 1,49 meTH U
1,65 nbTH B cpaBHeHHe ¢ qabHraTpad eTeKCHIIAT, IPHIaraH
camocTosTeTHO. Koraro Harosapsamma fo3a ot 180 mg tukarpenop ce
nasa 2 yaca cieZ pueM Ha 110 mg maburaTpaH eTekcHnar {8
CTAlMOHAPHO CBCTOAHHE), NoBHmasaneTo Ha AUCT,ss u Cmax Ha
JaburaTpaH HaMalgBa CHOTBETHO 10 1,27 mbTH 1 1,23 neTH B
CpaBHeHHe ¢ Ja0HraTpaH eTeKCHIIAT, IPHIAraH CAaMOCTOATENHO. TakbB
HE3aCTHIIBALI C€ PHEM e TIPENophYBa IpH 3all04YBaHe HA THKATPEIop
¢ HaTOBapRalna J03a.

CrrrprcTBallOTO NPHIOKEHHE Ha 90 mg THKAarpenop Aea IMbTH THEBHO
(mopmepxara no3a) u 110 mg gaburaTpad €TEKCHIAT NOBHIIABA
kopurupanure AUCt,ss 1 Cmax,ss Ha gaburarpad choTBeTHO 1,26
ITH 4 1,29 0rbTH B cpaBHeHHE ¢ JabHraTpaH eTeKCHIIAT, IPHIAraH
CAMOCTOSTENHO.

WIH (eHITOHH

Iozakonazon [losakoHason cbmo HHXHOHpa B HiKakBa CTeNeH P-gp, HO TOBa He e
IPOY4EHO KIHHMYHO. EAHOBPEMEHHOTO NPIIOKEHHE Ha NafuraTpaH
€TEKCIIAT C NIO3aKOHA30M1 HAJlara BHHMATEIHO MPOCIeAsBaHe.

P-gp unoykmopu

Convmcmeawama ynompe6a mpabea da ce uzbazea.

Hamp. CoIIBTCTBAIIOTO NIPHIIOXKEHHE CE OUaKBa JA AOBE/E JC NOHMKABAHE Ha

padammmmH, KOHLIEHTpalMITa Ha Aa0uraTpaH.

BT INpememixaumnaTa ¢ H3CACABAHHA HHIYKTOP PH(paMIMIMH [IPH 1032

KaHTAPHOH, 600 mg BeAHLX AHEBHO 33 7 NHH NOHMXKaBa o0IIaTa MAKOBA

{(Hypericum KOHLIEHTpaLHa Ha JaDHraTpad B o61HaTa eKCIO3HIHA CEC CBOTBETHO

perforatum), 65,5% v 67%.

kapbaMazerHH HupyuppaimusT eeKT ¢ MOHIKEH, KOeTo BOJH 0 HHBO Ha

€KCIIO3HLMA Ha maburatpas, 61msKo Jo pedepenTnara cTolHOCT 10
AeH 7 cien covpade Ha JieyeHHeTo ¢ pudammimH. He e Habmonasano
TI0-HATATHIIHO NMOBHINEHHE Ha OHOHAIWYHOCTTA CJie/l Ole 7 JHK

Hpomeasnu unxubumopy, xamo pumonasup

Cenvmemeawama ynompebd He ce Rpenops4sa

Hamp. Te noemuasar P-gp (kakTo kaTo HHXHOHTOP, TaKa H KaTO HHIYKTOP).
PHMTOHABHD H Te ue ca 6HTH Npoy4BaHH, NOPaJH KOETO HE CE MPEIIOPBYBAT 38
KOMOHMHAIMHTE CHITHTCTBAIIO JICUeHHE ¢ RaOHraTpaH eTeKcHIAT.

MY C IpyTH

NpoTea3Hl

HHXHOHUTOPH

P- cmpam

JIATOKCHH B npoyusane, npoBeaeHo ¢ 24 3apaBu A00POBOIHM, NIPK

SIHOBPEMEHHOTO NPHIIOKEHHE HA NaOMTaTpaH €TEKCHIAT M IMIOKCHH
He ca HaOMoIaBaHy MPOMEHH B €KCIIO3HUMATA Ha AUTOKCHH W
KJTHHHYHO 3HAYHMH IPOMEHH B eKCTIO3MLMATA Ha JaburaTpaH.

AHTHKOAIyIaHTH B TeKAPCTBEHH IPOLYKTH Cpelly TPOMOOLMTHA arperamus

JIurcea Wim CBIICCTBYBA CaMO OrpaHHYCH OMMT CBC CIICAHHTE JIEYEeHHA, KOMTO MOraT Jia ImoBUInaT

PHCKa OT KbpPBEHE, KOraTo ¢e MPHIIAraT CHITETCTBAILO ¢ Ja0UTaTpaH eTeKCHIAT: AHTHKOA
kato HepakuponHpan xenapad (HOX), muckomonexynuu xenapuam (HMX) u xe
Mpou3BOAHH ((POHAANAPHHYKE, AS3HPYAHH), TPOMOOTHTHYHH JIEKapCTBEHH
aHTaroOHHUCTH HA BUTaMMH K, pHBapokcabaH WM JpYTH aHTHKOATYJIAHTH 32
OprIOKeHHe (BX. TOUKa 4.3), HIH JIEKapCTBEHH MPOIYKTH Cpely TpoMOOIH
GPIIb/ITla peuenTOpHH aHTArOHKHCTH, THIJIOLH/IHH, IPacyrpell, THKAarpelo
cyndunnupazon (8. Touka 4.4).




Ot narnure, crbpanu no BpeMe Ha ¢asa 11l npoyusase RE-LY (k. Touka 5.1), e HabmonapaHo, 4e
CBRITPTCTBAINATA YNOTpeba Ha APYTH NePOPAITHH HIH NApeHTepalHH AHTHKOATYIAHTH NOBHINABA
Y4ECTOTATA Ha FOMAMO KbpBEeHe NPUOIH3HTENHO 2,5 MBTH, KaKTO NpH JabHrarpaH €TCKCHIAT, Taka H
[IpH Bap(hapHH, IABHO B CHTYALMH, CEBP3aHH C IPEMHHABAHE OT €AMHAT AHTHKOATYJIAHT KbM
Apyrus (Bx. Touka 4.3). OcBeH ToBa, ChHITBTCTBaLIATa YHOTpeOa Ha aHTHTPOMOOTHYHH CPE/ICTRA,
ACK wiH KIonMaorpes NpHONH3HTEIHO YABOABA YCTOTATA HA TOMAMO KbPBEHE, KAKTO IIPH
naburaTpaH eTeKCWIAT, TAKa M NPH BapdapuH (BX. Touka 4.4).

H®X moxe Aa ce IpHIara NpH 4031, HEOOXOIMMH 3a MOATbPKAHE Ha IPOXOAMMOCTTA Ha
LeHTPANICH BEHO3EH HMITH apTEPHAIIEH KATETHP Wil N0 BpeMe Ha KaTeTbpHa albnaimA npH
MPEACHPAHO MBXICHE (BXK. TOUKa 4.3).

Tabauna 9: BiaaMoaelicTBHA ¢ AHTHKOAIYJIAHTH H J1EKAPCTBEHH NPOAYKTH
¢cpemy TpoMOONHTHA ATperauns

HCTIBC

IIpunaranure 3a kpatkocpogHa aHamesis HCIIBC ve ce cBBp3BaT ¢ NOBHIICH
PHCK OT KbpBEHE, KOTaTO ce MpIIAaraT CHIIFTCTRAIIC C AabHraTpaH €TEeKCHNAT.
IIpu mpoxnpkuTenHa ynotpeba e npoyusanero RE-LY HCIIBC yBennyasar
PHCKA OT KbpReHe ¢ 0komno 50% KakTo npH nabHraTpad eTeKCHIAT, Taka H IIpH

papdapud.

Knomuaorpen

ITpu Mnanu 3apaBe JOGPOBOIILE OT MBAKKH II0J1 CEITFTCTBAIIOTO TPIITCKEHHE
Ha JabHratpaH eTeKCHIAT 4 KIOMHAOrpes He € AOBEMO0 A0 ACITLIHUTEIHO
YABL/DKaBaHE Ha BPEMETO Ha KAIAIAPHO KbPBEHE B CPABHEHHE ¢ MOHOTEpalHA
¢ xronuaorpen. OceeH ToBa AUC: « H Cuax ss, H H3MEPHTEIHTE Ha
KoaryJaLuaTa 3a ebexra Ha naburatpas, WiH HHXHOHpaHETO Ha
TPOMOOIMTHATA arperauis KaTo w3MepuTes Ha eekTa Ha KIOIHIOrpel, 1o
CBHIISCTRBO OCTABAT HEIIPOMEHEHH NPH CPABHABAHE HA KOMOHHHPAHOTO
JIeUEHHE H CHOTBETHHTE MOHOTeparui. [Ipn naroBapeama ao3a 300 mg win
600 mg wionugorpen, AUC s i Cuaxss Ha JaGHTaTpaH ¢ MOBHIIABAT C OKOJIO
30-40% (Bk. Touka 4.4).

ACK

EnsospemernoTo mpuioxkenne Ha ACK 1 150 mg naburaTpaH eTekcHiIaT 1sa
ITETH JHEBHO MOKeE Jia [IOBHIIH PHCKA OT BCAKAKBO kbpBere oT 12% 70 18% u
24% croTBeTHO Nipy mo3k 81 mg u 325 mg ACK (B, Touxa 4.4).

HuckoMonekymHn

xenapraan (HMX)

CenbreTRainara ynotpeba Ha HECKOMOTeKy M xenapuui (HMX), kato
€HOKCanapHH M abHraTpaH eTeKCHIAT, He € CieNHaNHO mpoyyuBaHa. Criex
NpeMHHaBaHe OT 3-THEBHO Jevesne ¢ eHokcanaprH 40 mg s.c. BeIHbK
IOHEBHO, 24 4aca cliest MoCcASIHATA J03a CHOKCATIAPHH, €KCTIOIHLIHATE Ha
AabHraTpas ¢ Giia MaJIko [MO—HHCKE, OTKOIKOTO Ta3H, HEMOCPEACTBEHO ClIeNl
MPHIIOKEHHETO CaMO Ha JaburaTpad eTexcHiar (eamupdana nosa 220 mg).
Habmonasana e no-sucoka anta-FXa/Flla akTHBHOCT cllesi IPHIIOKEHHE Ha
NaGUraTpaH eTEKCHIAT ¢ [IPEABAPHTENHO IEYEHHE C SHOKCATIAPHH B CpaBHEHHE
C JeYeHneTo caMo ¢ Jaburarpan etekcmwiat. CaHTa ce, e TOBa c¢ Th/DKH Ha
TIPOAB/DKHTEHOCTTA Ha €(eKTa Ha eHOKCATIAPHH CIISH JICUSHHETO (CarTy-over
€(eKT) U CIIECIOBATENHO HE € KIHHUIHO 3HadnM0. OCTaHAIIHTe pe3yIITaTH OT
AHTHKOATyAlOHHH H3CICABAHAA, CBEP3aHHE ¢ Ja0uraTpaH, He ca NPOMEHEHH
3HAYMMO OT JIEYEHHETO C EeHOKCAaIapHH.

JIpyrH B3arMoaeicTBIS

Tabauna 10: Apyru s3aamoaeiicTeAA




Cerexmuenu unxubumopu na copamuomo 3aeaane g cepomonuna (SSRI) unu cerexmusny

UHXUOUMODU HA OOPAMHOMO 3AXBAIARE KA CEPOTMOKUNG U HODERUNe a (SN
SSRI, SNRI SSRI 1 SNRI nosminaeat prcka oT KbpBeHe BB BCHUKH I'PYIIH HA JIeUEHHE B
npovueanero RE-LY.

Beuecmea, xoumo nosnuiseam cmommunomo pH

[Manronpason | [Ipu enHOBPeMEHHO MPUNOKeHWE HA AGHaOAKC U NAHTONPA30N ¢ HabmoABa
nputnuzurenHo 30% HaManeHde Ha AUC Ha paburartpan. [Tanronpason u apyru
HHxHOHTOpH Ha npoToHHaTa nomna (MIIIT) ca npuIaraHy eTHOBPEMEHHO ¢
Abup0aKke B KIMHUYHH NPOYHBAHHA H CHITHTCTBAMOTO Jedenne ¢ UIIII xe
HRINIekKNa A3 HaMATIRA ehHKACHOCTTA Ha AGHI0aKC.

Pannruaun [puno:xeHreTo HA PAHHTHIRH 3a€THO ¢ JaOHTaTPaH eTEKCATAT He OKa3Ba
KJIHHHYHO 3HAYHM ebeKT BEpXy CTeneHTa Ha abcopOums Ha nabHraTpaH.

BaawmoneHcTBIA, cBEp3aHM ¢ MeTabonuTHIA Opodun Ha NabHraTpaH eTeKCWIAT W Ja0HTaTpad

JlabHrarpaH eTexcHaaT i AabHraTpaH He ce MeTAGOMM3MPAT OT cHCcTeMaTa Ha UToXpoM P450 1
HAMAT in vitro e(heKTH BBPXY YOBEIIKHTe IHTOXpoM P450 erzumu. Crenosarenno, ¢ gabHratpaH
HE C€ OYaKBaT CBEP3aHH JIEKapCTBeHH B3AHMOAEHCTBHA.

LleapaTpH9IHa DOMY AL
ITpoyusanusaTa 3a B3aUMOACHCTBHA Ca MPOBEKIAHH CAMO IPH BE3PACTHH.
4.6 DepTHARTET, GPEMEHHOCT H KbpMeHe
XeHu ¢ neTeponeH NOTEHUMAT
XKenn ¢ neTeponeH noreniman TpadBa a H30ATBAT GPEMEHHOCT NC BPeMe Ha feucHue ¢ AGunoaxc.

bpemenHocT

Wma orpansveHn faHuu ot yroTpedara Ha AGHaoakce npu GpeMeHHH JKEHH.
IIpoy4BaHHATa NPH KHBOTHY [TOKA3BAT PENPOAYKTHBHA TOKCHYHOCT (BX. TOYKa 5.3).
[oTerHaNHHAT pHCK IPH XOpa He € H2BECTEH.

ABuoakc He TpA0Ba [a Ce MprITara 10 Bpeme Ha SpeMeHHOCT, OCBEH B CATy4ali Ha KaTEropivHa
HEOOXOTHMOCT.

Krpmene

Hima xIHHHYHE TaHHH 33 eeKTa Ha Na0HTaTpaH BEPXY KbpMAadeTara o BpeMe Ha KbpMCEHE.
KepMeneto Tpabea fa ce npeycTaHOBH 110 BpeMe Ha jiedeHne ¢ AGHz0aKe.

DeprunareT
HsiMa jasem mpu xopa.

Ilpu npoyusanua BEPXy XHBOTHH € HabMOAaBaH eeKT BEPXY ¢
dopmara Ha HaMansBane Ha 6posa Ha HMILIAHTALIMMTE H NIOBHIIABAHE Ha
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3ary6u npu nosa 70 mg/kg (5-KpaTHOTO HMBO Ha IUIa3MEHa €KCIIO3MIIMs IpH naiHenTH). He ca
Habmonasany ApyTrH eeKTH BEPXY QePTHITHTETA [IPH XKEHCKHTE. Hama BIHAHHE BBPXY
(epTHIHTETa TpK MEXKKHTE. IIpH 1034, KOMTO ¢a TOKCHYHH 34 Makikure (5- 20 10-KpaTHOTO HHBO
Ha M7Ia3MEHA eKCIIO3MLFA [IPH NANKEHTH), [IPH ILTEX0BE H 3aiili ce HabmoaBa HaMaABaHe Ha
TEJIECHOTO TerNo H eMOpHOdeTaNHaTA KHU3HECTIOCOOHOCT, 3a6IHO ¢ TIOBHINABAHE Ha (eTanuuTe
BapHallWH. B NpeHaranHoTo H MOCTHATAIHOTO Npoy4YBaHe € HabIoJaBaHO OBHINABAHE Ha
(eTanHaTa CMBEPTHOCT TIPH JIO3H, KOHTO C2 TOKCHYHH 34 MaiKHTe (7I03a, CHOTBETCTBAINA Ha 4 ITETH
T10-BHCOKO HHMBO Ha IUTa3MEHa EKCTIOZUIMA 0T HAOIFOAABAHOTO TPH NALEHTH).

4.7 EdexTn Bopxy coocobHecTTa 32 modHpaHe B pafoTa ¢ MAIIHHA
HaburaTpaH eTeKCHIAT He MOB/HABA HIH [OBITHABA IpeHeOpexxrMo criocoOHOCTTa 32 modHpane 1
paboTa ¢ MalmHHH.

4.8 Hexenann nexapcTBeHH PeaKIHH

Q6obmenre Ha npodina Ha GezoNacHoCT

JlaburaTpaH eTeKCHIaT € OlieHeH B KIMHMYHH H3ITHTBAHHA HPH 00O MpHOIH3ATENIHO
64 000 marpeHTH, OT KOMTO MpHOIHM3HTENHO 35 000 NalHenTH ca TeKyBaHH ¢ JabHTaTpad €TCKCHIAT.

O6mo okono 9% oT NaUeHTHTe, IEKYBaHH 33 IUTAHAPAHO NPOTe3HpaHe Ha Ta300eIpeHa Wi
KOJLTHHA CTaBa (KPaTKOCPOYHO JieueHHe 10 42 aum), 22% OT NaIlMeHTHTe ¢ IPEACHPAHO MBXKJIEHE,
NIEKYBaHH 33 NPEBEHI{MA Ha HHCYJIT H CHCTeMeH eMOOMH3BM (XBITOCPOTHO JIEYeHHE A0 3 TOAMHM),
14% ot naumeHTHTE, JlekyBanH 3a JIBT/BE, u 15% or natpenTaTe, SleKyBaHH 3a IIPEBEHIHA Ha
JABT/BE, ca nonmyuunmn HexeNnaHH PeaKifiH.

Haii-gecTo chobmaBanwre CHOHTHA ca CITyyau Ha KbpBEHE, Bb3HHKBALM [pH Mpudna3uTento 14%
OT MAIlHEHTHTE, J¢KYBaHH KPATKOCPOYHO 3a [UIAHKPaHO NpOTe3HpaHe Ha Tazo0enpeHa HiIH KOAHHA
crasa, npH 16,6% 0T nanWeHTHTe ¢ NPEAChPAHC MBXKASHE, JIEKYBAHH JERITOCPOYHO 38 IIPEBEHIIHS
Ha MHCYJIT A CHCTeMeH eMGONK3bM, | IpH 14,4% oT BB3pacTHHTE MALMEHTH, NeKyBaHH 3a JIBT/BE.
OcBen ToBa HMa cydaH Ha KbpBeHe NpH 19,4% OT HalHeHTUTe B M3IIMTBAHETO 33 MPEBEHIHA Ha
ABT/BE, RE-MEDY (Bb3pacTHH NAIHEHTH), H pH 10,5% OT NalMEHTHTE B H3NHTBAHETO 32
npepeHiua Ha JIBT/BE, RE-SONATE (rrspacruu nanmenTn).

TwH KaTo NOMyJNIAIMHTE OT NALMEHTH, JICKYBAHH 34 TPHTE IIOKA3aHHA, He Ca CPABHMMH H ChOHTHATA
Ha KbpBEHE 00XBAINAT HAKOIKO cHCTeMo-opraHHH knacose (SOC), B 0006meHo ONMHCaHHe
CHOHTHATA Ha TONAMO H Ha BCAKAKBO KLPBEHE ¢a PA3lpeneieHH Criope] MOKAa3aHHeTo 1 ¢a
noco4yeHu B Tabmaim 13- 17 no-mony.

B'f,npem 9€ € ¢ HHCKA YeCTOTa MPH KIHHHYHH MMPOYYBaHHY, MOXKE 13 HACTBITH IOAMO HITH TEXKKO
KEBPBCHE, KOETO HE3ABHCHMO OT MACTOTO HA BB3HHKBAHC MOXKE A4 JOBCAC N0 HHEBAITHIH3IHPAaHE,

KHBOTO3ACTpANIABAING CECTOAHHE HITH JOPH JTCTAJICH H3XO.

COHChK HA HEKETAHHTE pEaKITiM B TaDIHUCH BHJ

B tabmma 12 ca noka3and HEXKENAHHTE PeaKLyK, YCTAHOBSHH B TIPOYIE
MOCTMAPKETHHATOBH JaHHY IIPH NOKA3AHAATA TEPBHYHA NpeBeHIA Ha BTE
Ta3obeNipeHa AT KOISHHA CTaBa, IPEBEHLIHS Ha TPOMBOeMOONHYEH HHCY.
TIPH MTAUHEHTH ¢ TPEICHPAHO MBXKIcHE, JeveHue Ha JIBT/BE u npepeHms
IPYIHPAaHH 110 CHeTeMo-opraneH Kmac (SOC) ¥ no YectoTa ¢ H3NON3BAHE
MHOTO YecTH (>1/10), yectrn (=1/100 no <1/10), weuecrn >1/1 000 no <1/1

3 ROHBeHIMS: |
7 (21/10 000

LT



1o <1/1 009), mHoro penxu (<1/10 000); ¢ HeH3BeCTHA YecTOTa (OT HANWYHHTE JAHHH HE MOKE Ja

Obae HanpapeHa OLieHKA).

Tabnuna 11: Hexenann peakiun

=N
\@‘*'

£

YecToTa
SOC / IlpeanoydTan TepMEH [TspBuaHa IpeBeHIMs [IpepeHumA Ha JleueHne Ha
Ha BTE cnen HHCYJIT H CHCTEMEH JBT/BE u
NpOTE3HPaHEe HA eMOOIIH3BM IPH TIPEBEHIMA HA
TazobenpeHa Wid TTALHEHTH C JBT/BE
KO/IAHHA CTaBa NpencLpIHO
MBXKICHE
HapyineHus Ha KpbBTa H TMM(HATA CHCTEMA
Anemus Heuectn Yect Heuectnt
TompkeH XxeMormoGHH Yectn Heuectn C HeH3BECTHA
4ecToTa
TpomGomiTonenus Peaxu Heuectn Pemku
TommwkeH xeMaToKpHT Heuectn Penkn C HemnzBecTHA
YeCTOTA
Heytponenus C HeH3BECTHA 4eCTOTa C Hem3BeCcTHA C Hen3BecTHa
JeCTOTA 4eCTOTA
ATpaHyIOIHTO33 C Hemn3BecTHA HECTOTA C HeH3BecTHA C HeusBecTHA
JecToTa 4eCTOTa
Hapyinenns na AMyHHATa CHCTEMA
JlekapcTBena Heuectu Heuectn Hewectn
CBPBXYYECTBHTEMHOCT
ObpHe Penxu Hegectn HewectH
Ilpyputyc Penku Heuectn Heuectn
AnadunakriiHa peaxitpa Peakn Penxn Penxu
AHrHOEEM Penku Pexu Penku
Vprukapua Penrn Penxn Penku
bporxocmazem C HeH3BeCTHa YecTOTa C Hem3BecTHA C HeH3BeCTHA
YecToTa 4ecToTa
HapyineHHsa Ha HEpBHATA CHCTEMA
BrTpeuepenHa xeMoparus | Penxu Heuectn Penxn
CraoBH HapyineHUA
XemaToM Heuectn Heuectn Hevect
XeMoparus Penxu Hegectn Heuectn
KpsBoTCueHHe OT Heyectn -
ONEPATHBHATA paHa
Pecrmparopan, rpbAHH H METHACTHHAIIHE HADYIICHHA
Ermmcrakcunc Heuectn Yeeru Hectu
XemodTHza Peaku HeyecTi Heuectn
CToMaITHO-YpeBHH HapyIIeHHs
CroMamHo-4peBsHa Heuectn Yeetn YectH
XeMoparus
AbgoMuHanna Sonka Penxu YectH qeCTH
JuapHs Heuectn YecTH ﬂ;&w
Jucrnencus Peaxu Yectn // g@"} Eh:(\\
Tanene Heuecrn Yecn// &/ [® Heusoms \)
PexTaiiHa xeMoparusi HevecTn Heueothf & (o Yeern= ||
XeMopouaanua XxeMoparus Heuectn Heuect# =\ | . Heﬁéo&g J:; J




CroMaluHo-4peRHa A3Ba, Penxu Heuvectn Hewectn
BKJTIOYHTENTHO e30garearHa
A3Ba
I'acTpoezodarur Penxu Heuectn Heuecru
I'actpoezodareanta Penxu Heuectn Heyectn
pedutykcHa Gomect
floBprliane Heuectn Hegectn Hegectu
JHcharus Penxu Heuectn Penxu
XenaToSuMapH HapyIIeHHs
Hapymena ueproapoGHa YectH Hewectn Heuectn
byaxums/OTKIOHEHHA BBB
(yHKUHOHATTHHTE
YepHOAPOOHH IIOKA3ATENH
IloeHIneHKe Ha aNaHAH Heuectu Heuectn Heuect
aMHHOTpaHCcdepazaTa
IloBMineHKe Ha acnapraT Heuectu Heueern Heuect
aMHHOTpaRCcGepazara
TlosHimeHu gepHOAPOGHH Hegectn Peaxu Hevectn
€H3UMH
XunepounapyOHHeMHA Heuectn Penxn C HeuzBecTHa
4ecToTa
Hapymenns Ha koA@Ta M HOAKOKHATA THKAH
KoXHH KpBBOHITHBH Heuectu Yectu Yecrn
Anonenms C HeH3BECTHA 4eCTOTa C Heu3BecTHA C HeM3BecTHa
9ecToTa 4eCToTa
HapyineHns Ha MyCKY/THO-CKeJIETHATA CHCTEMA H ChEHHHTENHATA ThKaH
XemapTposa { Heuectu | Penxn Heuectn
Hapymenus Ha GrOpenTe H MMKOYHHTE IIHTHINA
VporenuTanHa xeMoparus, Heuectn Yectu Yectu
BKTIOYHTETHO XEMATYPHA
OO01x HapymeHus U epeKTH Ha MACTOTO Ha NMPAIOKEHHE
Xemoparus Ha MACTOTO Ha Penxu Penxu Penku
HEDKEKTHPaHe
Xemoparns Ha MACTOTO Ha Penxu Penxn Penxu
TOCTABAHE Ha KaTeThpa
Kuprag cexper Penxu -
HapanaBsanus, OTpaBsSHHSA H YCJIOKHEHHA, FE3HHKHAIH B pe3yJITaT Ha
WHTEPBEHIIMKA
TpasmaTHdHa xeMoparus Heuectn Penxn HeuectH
XeMoparua Ha MACTOTO HA Pegxu Peoxu Penkn
HHLH3HA
Tocropouenypen xeMaToM Hedyectn - -
TocrrpouenypHa Hedectn -
XeMoparua
HocTomepaTHBHa aHEMEA Pemxn - -
IocTnpoleaypHa ceKpeLms Heuectn - -
Cekpenma ot onepaTHBHaTa Heuectn - -
paHa e
XHpypruvecks H MEIHIMACKH HHTEPBEHIHH Wi ﬂol‘f;\
Jlpenax Ha oTiepaTHBHaTA Penku - y ‘;’““‘3”“;% ’
paHa
TlocTnpoueaypeH ApeHax Penxu -

Omucanye Ha H30PAaHH HEKETAHH DeaKIIu




Pearyuu 1a xepeene

INopanu dapMakoNnOTHYHHA MEXaHU3BM Ha AeHCTBHE yroTpeGaTa Ha AabHraTpaH eTeKCIHIaT MOKe
Aa 6b/e CBBP3aHa ¢ NOBUIIEH PHCK OT OKYJITHO HJIH BHAMMO KBPBEHE OT KOATO M Jia € THKAH HIIH
oprad. [IpusHaiwme, CHMIITOMHTE H TeKECTTa (BKIFOYHTENHO H JIETaleH H3X0M) BAPHPAT CIIopen
MACTOTO H CTENEHTa WK 00XBaTa HA KBPBEHETO Wiy aHeMuaTa. B KIMHMYHHTE TpOyvBaHHA
MYKO3HOTO KBPEEHE (HAIp. CTOMALIHO-YPEBHO, N'eHHTOYPHHAPHO) € HaGMIOAABAHO MO-4ECTO NPH
OBJICOCPOYHO JICHeHHe ¢ NabKraTpaH eTekcHiaT, B cpaBHeHHE ¢ neucHHe ¢ ABK. Taka, B
JOITBIHEHHE KbM TOIXOAIN0 KIIMHHYHO HaOmoaeHne, 1abopaTopHOTO H3cNeARaHE Ha
XEMOITTOOHH/XEMATOKPHUT € LIEHHO 3a OTKPHBAHE Ha OKYJITHO KbPBEHE, PHCKET OT KbpBeHe MOKE
Jia ce MOBHLIH IPH ONPEEICHH IpyIH NAlHEHTH, Halp. Te3H, KOHTO HMAT yMepeHo O610pedHo
YBpexJaHe KWK ca Ha CBITHTCTBAILO JICYEHHE, 3aCATAIl0 XeMOCTA3ATa, WK CHIIHH P-gp
UHXMOHTOPH (BK. TO4Ka 4.4 XeMOpariyeH puck). XeMopariuHHTe YCIOKHEHUA MOKE [ C&
NpOABAT KaTo cnaboct, SiieaHoCT, 3aMAaSHOCT, IaBo0OIHe HITH HEOOACHHMO TIOYBaHe, JHCITHES W

HEOOACHMM LLOK.

CrobimaBa ce 3a IO3HATH YCIOXHEHHA ¢ KbPBEHE, KATO KOMIIAPTMEHT CHHAPOM H ocTpa On0peuna
HEAOCTATLYHOCT MOPATH XHIIONepdy3ua i CBbp3aHa ¢ aHTHKOAryJI1aHTH HeponaTys [pH [IALMEHTH
¢ Mpepasnonaraiy puckoBH QaKkTopH, BBB BPb3Ka ¢ JaburaTpaH eTekchnar. CiieloBaTelHo,
TpAGBa ia ¢¢ OTYHMTA BEPOATHOCTTA 3a XEMOpArui NPy OLIEHKATa Ha CHCTOAHUETO HA BCCKH
AHTHKOATYJHpPAH TIALMEHT. 3a Bb3PacTHH NAIHEHTH HMa HATHIHO CHELH(HTHO HEeYTpaTH3Hpaino

CPeACTBO 32 RaburarpaH, Maapyusymat, B clydait Ha HeKOHTPOIIHpYeMO KbpBeHe (Bik. Touka 4.9).

IIpegenyus na uncynm u cucmemen emMbOAULM NPU GBIPACHIHU HAYUSHMU C HEKIANHO RPEOCHPORO
MBACOEHE C eOun wiu nogeye puckosy haxmopu (KAIIM)

Tabmuna 12 mokaspa chOHTHATA Ha KEPBEHE, PaspeliciieHA KaTo CHOHTHA Ha I'OJIAMO H Ha
BCSKAKBO KbpBEHE B OCHOBHOTO NpOYyYBaHe, H3CIIeBAL{O MpeBeHIMATa Ha TpoMboembonnueH
WHCYJIT H CHCTEeMEH eMOONH3EM NPH MALMEHTH ¢ MPEACHPAHO MBKICHE,

TaGaana 12: CrOaTHS HA KBPBeHe B NPOYYBaHEe, H3CACABAINO NPeBeHIAEATA HA

TpomGoemMOOIEYIEH HHCY.IT B CHCTeMeH eMBOIH3BEM NPH HAIHEHTH €
npeIChPAHG MbkKAEHE

Jaburarpan erekcunat | JlaburaTpad erekcuiar Bapdapun
110 mg aBa reTH 150 mg nBa ETH
JHEBHO JHEBHO
PapIOMH3HPaHH NAHHEHTH 6015 6076 6022
oMo KbpBeHe 347 (2,92%) 409 (3,40%) 426 (3,61%)
Bl pedepenHo KbpBeHe 27(0,23%) 39 (0,32%) 91 (0,77%)
CY xupeene 134 (1,13%) 192 (1,60%) 128 (1,09%)
Kmnpeene ¢ netanex 26 (0,22%) 30(0,25%) 42 (0,36%)
H3X0A
Manko KEpBeHe 1 566 (13,16%) 1 787 (14,85%) 1931 (16,37%)
BeskakBo KbpBeHe 1759 (14,78%) 1 997 (16,60%) 2 169 (18,39%)

B panmpomu3supaHo NpoyvBaHe, IpH NanHeHTHTe, NTpHeMarTd faburatpan erexcunar 110 mg aea

MHBOTO3aCTPALIaBAll0 KEPBEHE H BETPSUEPENHO KBPBEHE E CPABHCHHE C TE3H
Bapdapun [p <0,05]. M npu agete KomueHTpausy Ha NafHraTpaH eTEKCHIIY)
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[p=0,0027]). IIpu naumeHTHTE, MPHEMAITH paHIOMEBHpaHo 150 mg naburarpan eTeKCHIAT 1Ba
I'ETH JHEBHO € CBIIECTBYBAN 3HAYHTEIHO [O-TOJIAM pHCK oT CY KbpBeHe B cpaBHEHUE C BapdapHH
(xoedmmeHT Ha pucka 1,48 [p=0,0005]). To3u edexr ¢ HabmoxapaH rIABHO NPH NALHEHTH >75

TONHHH.

KinHnyHara noasa o1 nabHraTpas no OTHOIIEHHE Ha TIPEBCHIHATA HA HHCYT H CHCTEMEH
eMOOMM3EM H IOHHKEHUAT PHCK OT HHTpakpanHanHa xemoparusa (MKX) B cpaBHeHHE ¢

BapgapHH ce

3ama3BaT NPH OTIEHHTE TIOATPYTH, Hanp. 6Gx6peuHo yBpekiaHe, BE3PACT, CHITLTCTBALIA
yrorpeba Ha JIeKApCTBEHH MPOIYKTH KATO HAamp. aHTHTpoMOoTHIH Wid P-gp anxuburopu. Jlokato
HAKOH TOATPYIIH NALIHEeHTH ca ¢ TIOBHIIEH PHCK OT I'OIIMO KbPBEHE, KOTaTo ¢a ICKYBaHH C
AHTHKOATry/IaHT, MOBHIIIEHHST PHCK OT KbpBeHe NMpH Aa0HraTpaH eTeKCHNAT € cBbp3aH ¢be CU
KBpBEHE, OOMKHOBEHO HabIofaBaHa mpe3 MEPBHTE 3-6 Mecenia e/l 3aNo4BaHe Ha JIEYECHHETO ©

AaburaTrpaH eTeKCHIIaT.

Heuenue na [IBT u BE, xaxmo u npesenyus na peyuousu na J{BT u BE npu ev3pacmnu nayuenmu

(IBT/BE)

B tabimuna 13 ca nocoyuenn cEOHTHA Ha KbpBeHe 0T 00001meHHTe OCHOBHH NpoyuBaHua RE-
COVER u RE-COVER 11, B kouto ce usnuTea AeuerreTo Ha JIBT u BE. B c6opHuTe npoyupanus,
CHLOMTHATA Ha bPBHYHHTE KPAHHN TOUKH 33 G€30MaCHOCT ,,[ONAMO KbPBEHE, NONIAMO HIH
KJIMHHYHO 3Ha9HMO KBbpPBEHE H BCAKAKRO KbPBEHE™ Ca 3HAYHTENHO TI0-MAlKO B CPABHEHHE C
papdapHH Ip1 HOMHHATHO anda HHBO 5%.

Tadaana 13: CrOnTas Ba xnpeene B npoyusanaaTa RE-COVER n RE-COVER 11, B xounTo
ce m3nATea JevenneTo HA [[BT n BE

JaburaTpad eTeKcHnaT Bapdapun KoeduimeHT Ha
150 mg nea meTH pHCKa CIIPAMO
JTHEBHO BapdapHe
(95% CD)
[MamieHTH, BKIIOYSHHE B 2456 2 462
aHa/TM3a Ha 0e30macHOCTTa
CBOKTHA Ha FONAMO KEPBEHE 24 (1,0%) 40 (1,6%) 0,60 (0,36; 0,99)
BrTpeyepenHo KppBeHe 2 (0,1%) 4 (0,2%) 0,50 (0,09; 2,74)
lomamo CY kbpeene 10 (0,4%) 12 (0,5%) 0,83 (0,36; 1,93)
JKuporosacTpalmapammo 4 (0,2%) 6 (0,2%) 0,66 (0,19; 2,36)
KBpPBEHE
Cn6uTHa Ha ronamo 109 (4,4%) 189 (7,7%) 0,56 (0,45; 0,71)
KBPBEHE/ KIIHHIYHO 3HAYHMO
KbpPBEHE
Beakakeo KepEEHE 354 (14,4%) 503 (20,4%) 0.67 (0,59; 0,77)
Besakakeo CY kepBene 70 (2,9%) 55 (2,2%) 1,27 (0,90; 1,82)

CrOHTHATA Ha KBPBEHE [IPH J{BETE JICUCHHA CA OTYMTAHH OT ITBPBUA IPHEM Ha JabUTaTpaH
€TeKCHJIaT HJIH BapdapHH cle]l IPeKpaTABaHE Ha apeHTEpalHaTA TepanHsA (TICPHOA CaMO Ha
[epPOPAHO jigueHHE). ToBa BKIIOMBA BCHYKH CHOHTHA HA KbPBEHE, FB3HHKHAIH N0 BPEME Ha
TeparnHATa ¢ JaOMraTpaH eTeKcunar. BKIIOYeHH ca BOCHYKH CHOHTHA HA KBPBEHE, Bh3HUKHAIH IO
BpeMEe Ha TCpanHAaTa ¢ Bapq;apmi, OCBCH OHE3H, KOHTO Ca Bh3HMKHA/IH MO BpEME Ha IICPHOJIA, B

KOHTO ce 3aCTBITBAT JICYEHHETO ¢ BapdapHH K MAPEHTePATHATa Tepamua. B Tabmuua 14 ca

HOMMHAITHO ada HHBO 5% IIpH MAIMEHTH, IpHeManu JafHraTpaH eTey

TE3H, IPHEMATH BapdapuH,
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Tab6auna 14: CuOATHA Ha KbpRene B npoyusane RE-MEDY, B xoeto ce H3nATBA
npesennusata uwa JIBT u BE

Haburarpan Bapdapun KoeduumenT Ha
erekcinar 150 mg aga PHCKA CTIPAMO
ITETH JTHEBHO BapdapHH
(95% nosepureneH
HMHTEpPBaN)
Jlekyranu manHeHTH 1430 1426
CrOHTHA Ha TOMAMO KbPBEHE 13 (0,9%) 25(1,8%) 0,54 (0,25; 1,16)
BiTpeyepernto knpeeHe 2(0,1%) 4 (0,3%) He moxe na 6s1e
H3gAcaen*
lomamo CY xepBene 4 (0,3%) 8 (0,5%) He Moxe na 6p1e
HayHcIeH*
JueoTo3acTpamaBamo 1(0,1%) 3 (0,2%) He Moxxe 1a Obe
KbpBEHe H3YUCTeH*
CuOHTHA Ha TOAMO 80 (5,6%) 145 (10,2%) 0,55(0,41,0,72)
KbpBeHe/KIIHHHYHO 3HAYHMO
KbpBEHE
BceaxakBo kbpBeHe 278 (19,4%) 373 (26,2%) 0,71 (0,61; 0,83)
Besaxaxso CH kEpBene 45 (3,1%) 32 (2,2%) 1,39 (0,87 2,20)

*KP ne Moske a Gb/ie H3UHCIICH NOpaIH JTHICATA HA ChOUTHE B KOATO H JIa € KOXOpTa/JIeUeHHE

B Tabmuna 15 ca nocouerw naHHM 34 CHOUTHA Ha KbPBEHE B OCHOBHOTO npoyusaie RE-SONATE,
B KOETO ce H3nMTBa npeBeHumsTa Ha JIBT u BE. Yectorara na xomOupamiara CITK/K3K # na
BCAKAKBO KBPBEHE € 3HAYHTEIHO N0-MAJIKA TTPH HOMHHAIHO anda HHBO 5% TpH NalHeHTH,
NpHeEMaNH TUlauebo, B CpaBHEHHE C Te3H, MpHeMaTi JabHraTpaH eTeKCHIaT.

Tabmama 15: CnOaTH: Ba KbpBene B npoyuBane RE-SONATE, B koero ce
m3naTBa npeseanuarTa Ha [IBT m BE

Jaburarpan ITnanedo KoeduimenT Ha
eTekcumar 150 mg apa PHCKa CIIPAMO
TETH AHEBHO mraneto
(95% noeputenex
HMHTEPBAI}
JlexyBaHH mattHEHTH 684 659
Cu0HTHA Ha rOAMO KbPBEHE 2(0.3%) 0 He moxe na

Oble H3UHCIIEH
*

BerpeyepenHo KppBeHe 0 0 He Moxe na

6B H3vHCIEH
*

I'onamo CY kepeene 2 (0,3%) 0 He moxe na

Obae W3UHCIEH
*

JKueoTo3acTpamasamo 0 0 He Moxe na
KbpBeHe OBIe H3UKCAEH
e
CHOHTIA Ha roAMO 36 (5,3%) 13 (2,0%) Q@lﬂﬂsp} )
KbPBEHe/KITHHHYHO 3HAYHMO 3;% g,
KBPBEHE VAR v
BCAKAKBO KBpBeHe 72 (10,5%) 40 (6,19{4‘)”{ PBETT7 (1,20, 2,61)
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| Beskakeo CY keppene | 5 (0,7%) | 2(03%) [ 2,38 (0,46; 12,27)
*KP He Moxe na Obe H3UHCIIEH TIOPaJIH JIMIICATa Ha CHOUTHE TIPH KOETO H A4 e OT JICUeHAATa

Azpanyroyumo3a u Heymponenus

ATpaHyJIOLIMTO3a M HEYTPOTICHHA ¢a CHOOIMaBaHH MHOTO PALKO CJIe]l paspemasaHe 3a yIoTpeba Ha
nabHraTpaH eTeKCHIAT. Thil KaTO HEKENAHKTE PEAKLMH Ca CHOOIIABaHH MPH NOCTMAPKETHHTOBOTO
HabmoaeHHE OT NOMyNAllKA ¢ HEYCTAHOBEH pasMep, YECTOTATa HM He MOXe Ja Obe I0CTOBEPHO
onpenesiena. YecToTara Ha CEOOMIaBAHE € HITHCACHA HA 7 ¢BOMTHA Ha 1 MEITHOH NAIMEHTOTOJHHH
33 arpaHyJIOLHTO3a H 5 cHOMTHA Ha | MHTHOH AIHEHTOrOHHH 33 HEYTPONISHHA.

leapaTpyuyaHa NoMyaalus

besomacHocTTa Ha naCHraTpau erekciviar nipu aedeHrdero Ha BTE H mpeBeHIMA Ha pelHIHBHpPaIL{
BTE nipu nepHaTpHYHH NallHEHTH € IPOyHeHa B 1Be H3muTBaHuA daza II1 (DIVERSITY u
1160.108). OGmo 328 nequaTpHaHH NaLMeHTH ca ISKyBatH ¢ Aaburatpad erexcanar. [laumenTrTe
ca MOoJTy4aBaTH aJallTHpPaHH CrIope/] Bb3pActTa M TEJIECHOTO TEIJIO JO3H OT chobpaseHa ¢ Bp3pacTTa
JieKapcTBeHa GopMa Ha nadWTaTpan eTeKCHIIAT.

Karo namo ce ovakea mpogrrsT Ha 6e30MacHOCT IPH JELA Aa € CHUIIHAT KATO OPH Bh3PacTHH.

O6mo 26% oT NeARATPUYHUTE MMAIHEHTH, IEKYBaHH ¢ JaburaTpan etekciar 3a BTE u 3a
TIpeBeHIHA Ha peumanHBHpam BTE, ca nomyuMiy HexKelnaHH PeaKiHH.

Crucok HQ HeJceranume peayuu 8 mabawien gud

B tabnmiia 16 ca mokasaHy HesKENAHWTE PEaKLMH, YCTAHOBEHH B IIPOYYBAHMATA [PH JIEHCHHE Ha
BTE # npepenims Ha peumameipanti BTE npu neanarpiduy nauxenTH. Te ca rpynHpans no
cHcTeMo-oprabeH Kiac (SOC) u no 4ecToTa ¢ H3NOI3B3HE HA CIIEHATA KOHBEHIMA: MHOTO YECTH
(=1/10), gectn (=1/100 no <1/10), mewectn (=1/1 000 mo <1/100), peaxm >1/10 000 a0 <1/1 000),
MHoro peaks (<1/10 000), ¢ Hen3BecTHa YecTOTA (OT HATHYHHTE JAHHH He MOXe 1a Oble
HallpaBena OngHKa).

Tabnana 16: Hewxenann peaknan

YecroTa
SOC / IIpeAno9HTaH TEpMHH negenne na BTE 1 npepeHm Ha peninaeupamy BTE
MPH NEJAATPHIHN MALMEHTH
HapynieHus #a KpbBTa H THMGHATA CHCTEMaA
AHemun YeetH
IlomimkeH xeMOTIOGHH Heuectn
TpomGonHToneHHs YecTH
TlonmKeH XeMaToOKpHT Heuectn
HeyTponenus Hevectd
Arpasynomurosza C HEeH3BEeCTHa 9ecToTa

HapymieHHs Ha HIMyHHaTa CHCTEMA

JlekapcTBEHA CBPBXYYBCTBHTETHOCT

Heuectn

Ob6pus

YectH _———

Tpyputyc Heuecp# 3 10 27X\
AHa(hHIAKTHIHA PSaKIHS C HeHsBecA WCPGTA O\
AHTHOEIEM C nemspeqfrg yéorfra 5\
Ypruxapus Yo 55 \
BpoHXocazsM C Hem3ped'THa qec%ma

Efjy 25




Hapymienus Ha HepBHaTa CHCTEMA

BrTpeuependa xeMoparus HeuecTH
CeAOBH HapYILIEHHS

XemaToM Yectu

Xemoparus C HeH3BeCTHA YECTOTA
PecrmMpaTopHH, rpsaHH H MEHACTHHAIIHH HapyIICHHA

EmicTakcuc YeetH

XeMothTHza Heaectn
CroMallIHO-IpeBHH HAPYIIEHHA

CroMamHo-upeBHa XeMODArusa Hegectn

AbjaoMuHanHa Goska Heuectn

Hwapns Yectr

Jucnencus YecrH

I'anene HectH

Pextanna xeMoparus Heuectn

XeMopoHaaTHa XemMOparas

C HeMsBecTHA 9ECTOTA

CromanHo-4peBHa 93B3, BRITIOYHTEIIHO

C "wem3BeCcTHA YeCTOTa

ezotareaiHa 13sa

TacTpoesodarur Heuectn

acTpoesogareanna pedurykcHa Gonect HectH

IHospemane YectH

Hucarns Heyecth
XenaToOHIHApHH HApYILEHHA

Hapyiiena seproapotua C HeH3BecTHA YeCTOTa

byHKIMA/ OTIOHEHAS BER

(GYHKIMOHAIHHTE YePHOAPOGHH

HOKa3aTe I

IopximeHHe HA aTaHHH HeuecTn

aMHHOTpaHchepasara

Ilopumenne Ha acrapTar Hevectn

aMHHoTpaHCchepasaTa

Hopumenu yepHOAPOOHH eH3HMH Yectu

XunepounupyOHHEMHA Heuectu
Hapymenns Ha xoxaTa H TOAKOKHATA THKAH

Koxul KpbBOHATHEH Heuectn

Asnonenus Yect

Hapymemm Ha MYCKYJIHO-CKEJICTHAaTa CHCTEMA H CHRCIHHHATEIIHATA ThKaH

XemapTposa

C HeHM3BECTHA 9€CTOTA

Hapymenns Ha 650pendTe # MHKOYHHTE MLTHING

YporeHHTaTHA XeMOpAarus,
BKIIHOYHTEIIHO XeMaTypH4a

Heuectn

O6mu HapyImeHns ¥ eeKTH Ha MACTOTO Ha MPHIOKEHHES

XeMoparus Ha MACTOTO Ha
HHDKCKTHpPaHe

C HeM3BeCcTHA 4YeCTOoTa

XemMoparus Ha MACTOTO Ha MOCTABAHE
Ha KaTeThpa

C HeH3BecTHA YECTOTA

Hapansapanus, oTpaBAHHA H YCIOKHEHHA, BE3HMKHAIH B PE3YATAT HA HHTEPBEHIIMH

TpaBmaTH9HA XeMOparia

HeuecTH ——==x

XeMoparus Ha MACTOTO Ha HHIM3HA

C HCHBBCCTM’ Qﬁb’f’am /?5 \

Pearyuu na xvpeene

B npe usnursarma ¢aza I npu nokazanneto geuetne ia BTE u npepe:




KbpBEHE,
5 manmertH (1,5%) ca MMamu cxOKUTHE HA KITHHHYHO 3HATHMO HETOIISMO KBPBEHS, 3 75 MalHEHTH
(22,9%) ca umMamm ¢bOHTHE Ha He3HAYHUTENHO KbpBeHe. Karo 1o 4ecToTaTa Ha CHOHTHATA HA
KbpBEHE ¢ O-BHCOKA IPH N0-Bh3apacTHata rpyna (12 no <18 rogusn: 28,6%), OTKOJIKOTO B
rPYIIHTE ¢ TIO-MAJIKA BE3pacT (0T paxaaHeTo A0 <2 romanm: 23,3%; 2 ac <12 roguni: 16,2%).
l'onsaMo MW TeXKO KbPREHE, HE3ABUCHMO OT MACTOTO Ha BE3HHKBaHE, MOXeE J1a JOBE/IE 10
HHBAJIMAM3HPaHe, >KHBOTO3aCTPAIABAINO CHCTOAHME HIH JOPH JETANICH H3XO0H,

CrobmagaHe Ha NOMOIHPAHH HEXETAHH PeaKIlHH

CrobwaBaneTo Ha NI0O3UPAHY HEKETAHH PEaKIIMH Cliell paspellaBaHe 3a ynotpeda Ha
NEKAPCTBEHKA NPOAYKT € BaxkHO. ToBa MO3BOMABA 1a POTBIIKH HAaDONEHHETO Ha
CHOTHOIIIEHHETO NOJI3/PUCK 34 AEKAPCTBEHUA NPOAYKT. OT METHIHHCKHTE CTICLHATHCTH C&
H3HMCKRA 712 ChOOIHABAT BCAKA NMOJOIMPAHA HEXKENAHA PEaKIus Upes:

HsneinnTenHa areHlMA 1o eKapcTBaTa
v ,Jaman I'pyes” Ne §

1303 Codms

brarapaa

Ten.: +359 2 8903417

yebcaiiT: www.bda.bg
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Ho3u 1aburaTpal eTeKCHIaT, HalBHINABAIIH IPETOPBYMTE/THHTE J03H, H3NAraT NallHeHTa Ha
MOBHIIIEH PHCK OT KBPBEHE.

IIpu chMHEHHE 33 PeA03HPaHe MPOBSHKAAHETO Ha KoarynalMOHeH TECT MOJKe Ja MOMOTHE 33
OTIpeAicTIsiHE HA PHCKA OT KEpBeHe (BX. Touka 4.4 u 5.1). KamaGpupan konmraectsen TBP Tect min
MHorokpaTHH TBP w3MepBaHHs O3BONABAT NPEIBIDKAAHE HA BPEMETO, KOTaTo Lie Ohaar
JOCTHIHATH ONpPeAeTTeHH HHBA HA JaOHraTpaH (8. ToO4Ka 5.1), ¢hino B ¢Iyyail ue ca NpearnpHeTH
JAONBJIHATEIHA MEPKH — HAIIP. AHAITH3A.

IpexoMepHaTa aHTHKOArYJALMA MOJKE 4 H3HCKBA [IPeyCTAHOBABaHE Ha JIEYEHHETO C JaburaTpan
etekchnar. Thif KaTo AaGHTaTpaH ce eKcKpeTHpa MpeauMHO 9pes GubpewmTe, Tpabsa Jda ce
NOUIBPAKA [OCTATHYHA Auype3a. Thif KaTo CBBP3IBAHETO C NPOTEHHH € B HECKA CTeNeH, NaburaTpaH
Moxe fa OB/le IHANH3APAH; MMa OTPaHYeH KITHHAYEH OITHT, JEMOHCTPHPAI IIOI3ATA OT TO3M
MOAXON B KIHHMYHH MPOYYIBAHNA (BA. TouKa 5.2).

OrnagsBaHe Ha YCIOKHEHHS C KbPBEHE

B cayyaii Ha XeMOpar#HHH YCIOKHEHHS JICYEHHETO ¢ JabUraTpaH eTeKchiaT Tpabsa ja 6bae
NpEYCTAHORCHO, & MIPHIHMHATA 34 KbPBEHETO — M3C/ieaBaHa. [1o npeneHKa Ha eKyBaIlHs JIeKap 4 B
3aBHCHMOCT OT KJTHHHYHATA CHTyalus TpAGBa Aa ce NpeAnpHEeMe TIOAXOAALIO TIOAZBPKAIN0
AeveHHe, KATO XHPYPTHYHA XEMOCTA3a WIH 3aMECTBaHE HA KPBBEH 00eM.

ITp BE3pacTHH NaLHEHTH B CJTy4aH, KOTaTo € HeOOXOIHMO GBP30 HEYTPAITH3HPAHE Ha
AHTHKOAryJIAHTHHA ecpelcr Ha 1a0HATaTpaH, MOXKe Ja ¢ H3MOoNI3Ba CrelHGHIHOTO Heyrpanusnpamo

(k. Touka 4.4).
Mosxe 1a ce iMa MpeABHA NpRIAraHe Ha KOHUEHTPATH Ha KOaryJlalHOHHHY
HIIH HeaKTHBHpaHH) HAK pekomOuHaHTeH daktop VIIa. HMa HAKOHM ekc
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AHTHKOATYIAHTHHA €KT Ha HaCMrarpaH, HO JAHHHTE 33 HO/3aTa HM B KIIHAHYHH YCIIOBH:A, KAKTO
H 32 BE3MOXKHHA PHCK OT pHOayHI TpoMOoeMOONN3sM, ca MHOTO orpandycHH. KoarynannoHauTe
TECTOBE MOTAT /1a CTAHAT HEHAJEKIHHU Cliel] IPHIOKEHHE Ha MPeropbYUTe/THHTEe KOHUEHTPATH Ha
KoarynauyMoHHH QaKTopH.

Tpabea na ce BHAMaBa MIPpH THIIKYBAHETO Ha Te3u TecTose. Tpa0Ba na ce oGMHCIH NPAIOKEHHE Ha
TpoMOOLIHTHA Maca B CJTy9aHTe, Koraro MMa TpoM6oLpToneHAs MM ¢a WM H3MO3BaHI
OBIrONeHCTBALIA AHTHTPOMOOTHYHH ACKapCTBeHH NpoAyKTH. L{AnoTo cHMIIToMaTHaHO NedeHne
TpabBa a ce IpHIaTa NO NpeLeHKa Ha JIeKaps.

B 3aBHCHMOCT OT MECTHHTE BE3MOXKHOCTH, TPAOBA A3 ¢& OOMMCIIH KOHCYJITAMA ChC CNSLHAITACT B
CJIy4Yai Ha roniMoO KbpBEHe.

5. ©®APMAKOJIOTMYHH CBOHMCTBA
3.1 @apmakoauHAMHYHEA CBOHCTBA

(DapMakoTepaneBTHYHA TPYIIa: aHTUTPOMOOTHYHH CpeacTBa, AHPEKTHH TPOMGHHOBH HHXHOHTOPH,
ATC xomx: BO1AEO7.

MexaHH3BM Ha JelicTBHe

HaburarpaH eTeKCHIAT € MalIKa MOJIEKYIa IPEANIEKAPCTBO, KOETO HE MOKa3Ba (apMaKkoIorHuHa
aktusaocT. Cren nepopaiTHO MpUiIckKeHHe aluratpaH eTekciIaT ce aGeopbupa 6bpz0 H ce
MpeBphINa B JaGHTaTpaH upe3 KaTamH3HpaHa OT ecTepasa XHAPOIN3a B IUIa3Mara ¥ B 9CpHHUS Jpo0.
HaburaTpan € MOIIEH, KOHKYPEHTEH, 0OPaTHM, IUPEKTeH TPOMOHHOB HHXUGHTOP H € OCHOBHOTO
BEIIECTBO ¢ aKTHBHO AEHCTBHE B IUT1a3MaTa.

Tsii kKaTo TPOMOHHET (CepHHOBA MpoTEa3a) MO3BOJABA NPEBPHIIAHETO Ha GHOPHHOreHa BLB
¢$ulpun B X014 Ha KOATYJIALIMOHHATA Kackaja, HHXHOHPAHeTO My NIPEAOTBpaTABa 00pa3yRaHETO
Ha ChCHPEK.

Haburarpan uHxuGupa cBoborHHA TpoMOHH, PHOPHH-CBEpP3aHUA TPOMOHH H TPOMOHH-
HHIYLMpaHata TPOMOOLTHA arperauy.

DapMakOTHHAMHYHH PeKTH

In vivo " ex vivo NpoydBaHuA NIPH KHBOTHH JEMOHCTPHPAT aHTHTPOMOO3H2 epHKACHOCT B
AHTHKOAry/IaHTHA AKTHBHOCT Ha JaOHraTpaH clejl HHTPaBEHO3HO NPHICKSHHE H Ha naburaTpas
€TEKCHITAT Clle/| TIEPOPATHO MPHIOKEHMAE TPH PasIHIHH KHUBOTHHCKH CKCIIEPAMEHTATHA MOJEIH
Ha TpoMbo3a.

CrinecTsyBa OTYETIIMBA KOPENallia MeXAY IUIa3MeHATa KOHUEHTPALMA Ha JaGUraTpaH H CTeneHTa
Ha aHTHKOAaryJaHTHHA edexT, OasupaHo Ha daza Il npoyusanwus. JaburaTpaH yabokaBa
TpoMOuHoBoTO Bpeme {TB), EBC, kakro u aPTT.

KanuGpupanuar konudectseH Tect Ha TB upes paspexnase (TBP) AaBa oueHka 3a ma3MeHaTa
KOHLCHTpaIAS Ha JaDUraTpaH, KosTo MOXKe 1a Obje cpaBHEHa C OYaKBAHHTE TUTA3MEHH
KOHUEHTpauHK Ha maburarpan. B cnyyall ye kanwGpuparnvst TBP tect noxaxke pesyarar 3a
IU1a3MeHATa KOHUEHTpalKA Ha JaburaTpaH, KoHTo € Ha Wi no/l TPaHHUIIaTa Ha KONMHYGCTRE
onpeaete, CieJBa aa ce 0OMHCIH MpOBEXKAaHE HA NOITHIHHTEIHO M3CTICABAH Y
Hanpumep TB, EBC umi aPTT.

EBC moxe 1a OCHIypH JHPEKTHA OLIEHKA Ha AKTHBHOCTTA Ha JUPEKTHHTE

TectsT aPTT e mMMpoKo ZOCTHIEH M TOKA3Ba ITPHOTH3HTEIHO AHTHKOATYJTY



nocturnata ¢ gaburarpan. O6age, aPTT TecThT HMa OrpaHHYEHA YYBCTBHTENHOCT H HE €
MOAXOAIN 32 TOYHO KOJHYECTBEHO ONMpPENCIAHE HA AHTHKOAI'YIaHTHHA edekT, 0cobeHo npu
BHCOKH IUTa3MEHM KOHIEHTPAlMH Ha Naburatpad. Benpekn ue Bucoku croiinoctd Ha aPTT Tpabsa
[a C€ TRIKYBAT C NMOBHIICHC BHHMAaHHE, T€ IIOKA3BAT, Y€ NAIITHEHTET € AHTHKOAryJTHpaH.

Karo o, Moxe a ce npHeMe, He Te3H NMOKa3aTe/IH 338 AHTHKOATYJIaHTHA aKTHBHOCT MOTAT Ja
OTPA3AT HHBATA HA NabWraTpaH, KakTo M A3 NPEIOCTABAT HACOKH 33 OLIEHKATa HA PHCKA OT
KbpBeHe, T.e. Hall 90™ nepceHTHN Ha Hali-HHCKHTe HMBA HA Ja0UTaTpaH WITH KOAryJIaliHOHEH TeCT,
Karo Hal- HHCKM H3MepeHH cToHHOCTH Ha aPTT (3a mparosere na aPTT mk. Touka 4.4, Tabnnua
5), MOXe Jla e aCOLMHPA C NMOBHILIEH PHCK OT KEPBEHE.

IIpesenyun na Mo3vyuen UNCYIM U cucmemen emboruzbM npu evipacmuu nayuenmu ¢ HKITM ¢

eOun Wiy nogeve puckoau gaxmopu (KAIIM)

CraimoHapHaTa cpelHa reOMETpHYHA THKOBA TUTa3MeHa KOHIEHTPAIHA Ha JabHTaTpaH, H3MepeHa
OKOJI0 2 yaca cyed npuiarane #a 150 mg naGurarpan erexcunar, € 175 ng/ml, ¢ rpansum

117-275 ng/ml (8 unTepBana 25-TH-75-TH nepcenTiun). CpeAHaTa reOMETPHYHA Haji-HHUCKA
KOHLICHTpAIHA HA Ja0HUraTpaH, H3MepeHa CYTPHH B Kpas Ha JO30BHA HHTepea (T.e. 12 daca crien
BeuepHara go3a Aaburatpan 150 mg), e cpenso okomo 91,0 ng/ml, ¢ rpansum 61,0-143 ng/ml (B
HHTepBana 25-TH-75-TH epceHTIII).

ITpn nansenTn ¢ HKIIM, nexyeamu 3a npepen1Ms Ha HHCYJIT H CHCTeMeH eMGomm3bM cbe 150 mg
NaburaTpaH €TeKCHIAT ABA [IETH JHEBHO,

. 90-uAT NepCeHTHN HA M3MEPEHNTE Hali-HHCKHM [U1a3MEHH KOHLIEHTPaLH Ha
naburarpad (10-16 yaca cien npHeMa Ha NpeaHIIHATA 103a) € okosto 200 ng/ml,
. Hai-HUCkKTe cTolHOCTHTE HAa EBC (10-16 uaca crien npHeMa Ha IpeAKIIHATE J033), TOBHIIIEHH

NpubIM3HTENHO 3 MBTH HAJl TOPHATA MPaHMLA HA HOPMATA, Ce OTHACAT o Habmonasanua 90-
TH TICPCEHTHIT Ha yxbibkaBaHe Ha EBC ot 103 cekynmn,

. Hali-HHCKH CTOMHOCTH Ha aPTT, noeeve OT 2 MbTH HAll rOPHATA TPAHHIIA HA HOPMATA
(yawmxasaHe Ha aPTT ¢ oxono 80 cekynuu), (10-16 gaca cnen ripuema Ha NPEAMILHATA
J03a) ca oTpaseHH Ha 90-Ms nepceHTH OT HAGMOqEHHETO.

Hevenue na JIBT u BE, kaxmo u npesenyus na peyudusy na BT u BE npu ep3pacmui nayuenmu

(IBT/BE)

ITpu naupenTy, nexysanu 3a JIBT u BE cuc 150 mg naburatpan etexcinar apa meTH JHEBHO,
CpeJHATA reOMEeTPHIHA Hal-HMCKa KOHIICHTpAllHA Ha faOuraTpas, m3mepeHa 10-16 vaca cren
IIpHeM Ha 1033, B Kpad Ha J030BMA WHTepRan (T.e. 12 yaca cnep BeuepHaTa n03a JabHraTpaH
erekcriatr 150 mg), e 59,7 ng/ml, ¢ rpanum 38,6-94,5 ng/mi (B uuTeprana ot 25-d 0o 75-TH
nepcenTiun). [pu neuennero na JIBT u BE ¢ naGuratpan eTexcunar 150 mg ABa METH AHEBHO

. 90-HAT NepCEHTI Ha H3MEPSHATE HAl-HUCKH [UTa3MEHH KOHLICHTPALHH Ha
naburatpas (10-16 9aca cies npuemMa Ha npeqMIOHATA 403a) € OKOMo 146 ng/ml,
. Haii-HHcKHTe cTofHOCTHTe HAa EBC (10-16 Yaca criesl npHeMa Ha IpeINLITHATA /1034),

HOBHMINEHA NPHONM3HTENHO 2,3 IBTH CIPAMO HAYATHHTE CTOMHOCTH, CE OTHACAT 10
Habmonasanna 90-TH nepceHTHN Ha yawDKkasaHe Ha EBC ot 74 cexkynmu

. 90-uAT NepceHTH Ha Hal-HUCKH cTOHHAOCTH Ha aPTT (10-16 yaca cnex nprema
Ha IIPSAHIITHATA 103a) ¢ 62 CeKYHIH, KoeTo € 1,8 TbTH CTORHOCTTA Ha M3XOAHO

Hsma naHuH 3a ¢apMakoKHHETHKATA MPH MALMEHTH, JIEKyBaHH 3a IIpeBe
JABT u BE ¢bc 150 mg naburaTpal €TeKcHIar J8a ITETH AHEBHO.

Knunwrana edukacHoct ¢ 6e3onacHocT
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Emunvvecku npousxoo

He ce nabmopapat KIHHHYHO 3HAYHMH ETHHYECKH PANTHKH MEKIY MALHEHTHTE OT €BpPOTIeHIHATa
paca, ¢ apo-aMepHKAaHCKM, JIATHHO-AMEPHKAHCKH, SIIOHCKH WIH KHTAHCKH POM3XO,

llpesenyun Ha MO3bYENR UHCYAM U cucmemen emOonuzvM npu ev3pacmuy nayvenmu ¢ HKIM ¢
ecun URU ROseYe PUCKosU (axmopu

KiunpgsuTe JaHHH 3a e(hHKACHOCTTA HA Na0HTaTpaH eTEKCHIAT ¢a peayarar or npoyusadetro RE-
LY (Randomised Evaluation of Long-term anticoagulant therapy) — MyJITHIIEHTPOBO,
MYJITHHALHOHAIHO, PAH{OMH3HPAHO BAPATEIIHO CIUIO M3IMTBAHE C JBE J03H JaburaTpaH
etekcriar (110 mg 1 150 mg oBa eTH AHEBHO) B CpaBHEHHE ¢ OTKPHT TIPHEM Ha BapdapuH 1pH
NAIHCHTH ¢ NPSACHPIHO MEXACHE ¢ YMEPEH 10 BUCOK PHCK OT HHCYIIT H CHCTeMeH eMOoH3bM.
[TbpeHYHaTa HEA Ha MPOYYRAHETO € 12 ONpeRei AaiH gaburarpaH eTeKCHIaT OTCTBIBA HA
BapdapuH IIpH MOHWKABAHETO HA CHOMTHATA HA CHCTABHATA KpaliHa TOYKA ,,MHCYJIT H CHCTEMEH
eMOomazsM™, CHINO TAKA € AHANM3HPAHO H CTATUCTHYECKOTO MPEBBIX0CTBO.

B npoy4sanero RE-LY ca pannoMusupans o6mo 18 113 nauments Ha cpeaHa BB3pact 71,5 ronHuu
u cpeaeH CHADS; cGop 2,1. Ilonynaumsra ot maiesTs ¢ 64% ot MBxke non, 70% ot
€BPOIIEHAEH mpowsxon W 16% ot a3zuarcku nipousxo. Tipu nammeHTHTe, paIOMHU3HPAHH 13
noy4asaT BapdapHH, cpeqHHEAT NPOLICHT Ha BpeMeTo B TepanesThdeH o0xsar (BTO) (INR 2-3) e
64,4% (memmana Ha BTO 67%).

INpoyusanero RE-LY noxasea, ye naburaTpan eTekcuiar npd nosza 110 mg nsa meTe JHEBHO He
OTCTEIBA Ha ehexTa OT Bap(hapH NpH MPEBEHIMA Ha MHCYIT H CHCTEMEH eMOOIM3IBM TIpH
NAIHEHTH ¢ DPEACHPAHO MBKIEHE, ¢ MOHIDKEH PHCK OT MHTpaKpaHuanHa Xemoparua (MKX),
o0mo KkbpBeHe M roaaMo kepeere. Jozata 150 mg [isa [rbrd [HEBHO MOHHKABA 3HAYMMO PHCKa OT
HCXEMHYEH H XeMOpard4eH UHCYIT, chaoBa cMbpT, HKX 1 00mo KepBeHe B CPaBHEHHE C
Bapgapsn. YecToTara Ha rolsSMO KBPBEHE NPH Ta3H 033 € CpasHiMa ¢ BaphapiH. YectoTara Ha
MHOKAp/IeH HH(apKT € JIeKo NOBHIIeHA [IpY fnaburarpad erekcunar 110 mg fABa ITTH JHEBHO W
150 mg npa ITbTH IHEBHO B cpaBHeHHe ¢ BapdapuH (KoedmmeHT Ha pucka 1,29; p=0,0929 u
koeduImeRT Ha packa 1,27; p=0,1240, crotsertno). C nonobpsasane Ha npociaeaapaneTo Ha INR,
HaGmOaBaHHTE TI0JI3H OT Aa0HIaTpaH eTeKCHIIAT B CpaBHeHHe ¢ BapdapHH oTciabBar.

Tabnvm 17-19 nokaspar nogpoGHO KIMOYOBHTE PE3YIITATH B ILUIATA NOMYNIALHAA:

Tabnana 17: Auanus Ha 06PBOTO CLOATHE - HHCYJIT H/IH CHCTEMEH eMGoIn3BM (ILPBAEIHA
Kpaiina Touxa) o BpeMe H2 NepHOAa Ha npoyyBane Ha RE-LY.

Jaburatpan erekcunar | JlaGMraTpaH eTeKCHIaT Bapgpapun
110 mg nsa reTH gHeBHO | 150 mg aBa TETH JHEBHO
Panpomusupann 6015 6076 6022
[ALMEHTH
Hucyrr w/una
CHCTEMEH eMOONIHIEM
Yectora (%) 183 (1,54) 135 (1,12) 203 (1,72)
Koedummenr va 0,89 (0,73; 1,09) 0,65 (0,52; 0,81)
PHCKa cfy
Bapgapun (95%
CI
TIpeBRB3XONCTEO p=0,2721
P-CTOMHOCT

% ce oTHacH xo TOAMINHATA YECTOTa Ha CHOHTHATA




Tabnaana 18: Asans3s Ha nEPBOTO CHLOHTHE HA HCXGMHAYEH HIH XeMoparuden HACYJIT N0
BpeMée Ha nepHoaa Ha npoy4ysane Ha RE-LY.

Jaburarpan etexcunar | JaGurarpan eTekcHnaT Bapdapun
110 mg asa mbru 150 mg nBa r6TH
JHEBHO ITHEBHO
Panpomusupanu 6015 6076 6 022
TALMEHTH
Hucynt
Yecrota (%) 171 (1.44) 123 (1,02) 187 (1,59)
Koepmment na 0,91 (0,74; 1,12) 0,64 (0,51; 0,81)
pHcKa cfy
Bapdapus (95%
CI)
p-croiiHOCT 0,3553 0,0001
CucremeH eMGONTHIBM
Yecrora (%) 15 (0,13) 13 (0,11) 21 (0,18)
Koetmmenr Ha 0,71 (0,37; 1,38) 0,61 (0,30; 1,21)
PHCKa c/y
Bapdapnn (95%
Ch )
P-CTOHHOCT 0,3099 0,1582
HcxeMHYeH “HCYAT
Yecrora (%) 152 (1,28) 104 (0,36) 134 {1,14)
KoeduumenT Ha 1,13 {0,89; 1,42) 0,76 (0,59; 0,98)
pHCKa cfy
BaptapuH (95%
CI)
p-CTOHHOCT 0,3138 0,0351
XeMoparuies HHCY/IT
Yecrora (%) 14(0,12) 12 (0,10) 45 (0,38)
Koedmiment na 0,31 (0,17; 0,56) 0,26 (0,14; 0,49)
pHCKa ¢y
BapdapuH (95%
()]
p-cTodHOCT 0,0001 <{,0001

% Ce OTHACA [0 FOJUINHATA YeCTOTA Ha ChOHTHATA

TaGnuma 19: ApanH3 Ha CMBEPTHOCTTA N0 BCSIKAKBA IPHYHHEA B HA CHPACTHOCHAOBATA
CMBLPTHOCT 1O BpeMe Ha NepHoAa Aa npoy+isane Ha RE-LY.

Haburarpad eTekcuiar | JlaburaTpaH eTekcHaaT Bapdapnu
110 mg nBa weTH 150 mg aBa TETH
JHERHO JHEBHO
PaHaoMH3HpasH 6 015 6076 6022
DAHEHTH
CMBPTHOCT IO BCAKAKBA
IPHIHHA
Yecrora (%) 446 (3,75) 438 (3,64)
KoeduimenT Ha 0,91 (0,80; 1,03) 0,88 (0,77; 1,00)
pHCKa cfy
Bapdapun
(95% CI)
P-CTOHHOCT 0,1308 0,0517




CBp0Ba CMBTHOCT

Yecrora (%)

289 (2,43)

274 (2,28)

317 (2,69)

KoeduuuenT na
PHCKa ¢/y
BapgapHH (95%
Ch

0,90 (0,77; 1,06)

0,85 (0,72; 0,99)

pP-CTOHHOCT

0,2081

0,0430

% ce oTHac4 o FOMHINHATA YeCTOTA HA CHOMTHATA

Tabnnun 18-19 nokassar pesynraTuTe OT MBPBHYHATA KpaiiHa TOUKA 3a edHKacHOCT i Ge30macHOCT

B CHOTBETHHTE CyOIIOMyIALAH:

3a mepBHYHATA KpaifHa TOUKa , HHCYIIT H CHCTEMeH eMOOMH3BM™ He ca HIIeHTH(HIpaHH NoNrpy iy
(T.e. BB3pACT, TENIO, o, OE0peuHa PyHKUHA, STHAYECKA IIPAHAMIEKHOCT H Ap.) ¢ PasIHucH
KOe()MIMEHT HA PHCKA B cpaBHeHME ¢ Bapdapun.

Tabauna 20: Koeduunent ma packa u 95% CI 2a macyar/cacreMet emGoJH3BM N0 NOArPYnH

Kpaiitia Touka JlaburaTpad eTexcwiar JaGHAraTpan erekciuiat
110 mg nBa WETH AHEBHO C/y 150 mg npa BTH THEBHO C/Y
pappapHH papdapHH

Bu3pacT (romuHK)

<65 1,10 (0,64; 1,87) 0,51 (0,26; 0,98)
63<m <75 0,86 (0,62; 1,19) 0,67 {0,47; 0,95)
=75 0,88 (0,66; 1,17) 0,68 {0,50; 0,92)
>80 0,68 (0,44; 1,05) 0,67 (0,44; 1,02)
CrCL(ml/min)
30<u <50 0,89 (0,61; 1,31) 0,48 (0,31; 0,76)
50<u <80 0,91 (0,68; 1,20) 0,65 (0,47, 0,88)
>80 0,81 (0,51; 1,28) 0,69 (0,43; 1,12)

3a mppBMYHATA KpaliHa TouKa ,,[OJISMO KbPBEHE™ HMa B3aHMOACHCTBHE HA edeKTa OT IEUEHHETO M

Bb3pacTTa. OTHOCHTEHHMAT PHCK OT KBPEEHE ¢ TaGHraTpaH B cpaBHEeHHE ¢ BapdapHH ce YBelnHvaBa ¢
BB3pacTTa. OTHOCHTETHHAT PHCK € Hali-BHCOK [PH NAlMeHTH >75 roauny. CrirbTeTBamaTa ynorpeba
Ha aHTHTpOoMOOTHYHH cpeacTBa, ACK win knonmaorpen npubmasdTenHo yagossa yecrorata Ha CI'K,

KaKTo NpH JabHraTpaH eTekcHnar, Taka H npu saphapun. Hama suadimo B3aHMOzeHCTBHE Ha
TepaneBTHYHHTE edexTH npu noarpynuare no 6u6peuna ¢yuxima ¥ CHADS; pesynrar.

Ta6numa 21: Koepunuent na pucka m 95% CI 3a chOHTHA HA FOJIAMO KbpBeHe M0 HOATPyNH

Kpaiina Touka JlabHraTpaH eTeKcHIaT Jaburarpad erekcunar
110 mg aBa WETH OHEBHO ¢/y 150 mg aBa ETH AHEBHO C/Y
sapdapun papdapur

Br3pacT (roamHm)

<65 0,32 (0,18; 0,57) 0,35 (0,20; 0,61)
65<u <75 0,71 (0,56; 0,89) 0,82 (0,66; 1,03)
>75 1,01 (0,84; 1,23) 1,19 (0 99; 1 43)
>80 1,14 (0,86; 1,51)
CrCL(ml/min)
30< 1 <50 1,02 (0,79; 1,32)
S0<u <80 0,75 (0,61; 0,92)
>80 0,59 (0,43; 0,82)
Ynorpeba na ACK 0,84 (0,69, 1,03)




| Vrorpe6a ma knomagorpen | 0,89 (0,55; 1,45) | 0,92 (0,57; 1,48) il

RELY-ABLE (0vae0cpouno, Myamuyenmposo npodeANCceHue HA USNUMBAHEMO HA AeYeRuemo ¢
Oabuzampan npu RAYUEHMY C NPEOCPOHO MbNICOERe, KOUMO Ca 3a8bputliny usnumearnemo RE-LY)

IIpoasmkenneTo Ha w3nurBaneTo RE-LY (RELY-ABLE) ocurypssa OOITLIHHTEHA HHGOpMALKs
3a 6€30MacHOCTTA TIPH KOXOPTa NaUMeHTH, KOWTO ¢a MPONBDKITH A pHeMaT JaburaTpan
€TEKCHNAT, B ¢hllIaTa 1034, onpenencHa 8 manuTeaHeTo RE-LY. 3a msmureaneto RELY-ABLE ca
H30paHy NAalMeHTH, KOHTO 110 BPEMETO Ha TIOCIIEIHATAa MM BH3KTa oT H3nuTeaHeTo RE-LY He ca
NPEKBCHATH JICUCHHETO 3a MOCTOAHHO. BKMOYeHHTe NalEHTH ca NPOTL/DKH/IM /a NIpHeEMaT
ChIIATA ABOHHO-CIIANIA 1033 AabHUraTpaH eTeKcHmar, paHaoMu3HpaHo onpenencHa B RE-LY, 3a
npocienasane ao 43 Meceta crea RE-LY (o6wo cpenno npocnepasane RE-LY + RELY-ABLE,
4,5 ronuem). [TonGpanu ca

5 897 naumeHTH, KOHTO MpeAcTarsiear 49% OT NalMEHTHTE ITbPBOHAYAITHO,

PAaHIOMH3HPAHO ONpeAeNicHH Aa NpHeMaT AaGuratpaH etekcinat B RE-LY n 86% ot

n36panuTe namenTyd B RELY-ABLE.,

ITo Bpeme Ha NOITEITHATENHATE 2,5 roAHHHM Ha JeyeHue B RELY-ABLE, ¢ MAKCHMAIHA €KCTIO3HIIHA
Hax 6 roauam (obma excnosmus B RE-LY + RELY-ABLE), npodursT Ha Ge30macHOCT Ha
AalMrarpan €TeKCHIAT B TRITOCPOYUSH IUTAH € IOTEBPACH 3a ABETe M3NMHTBAHA 03K 110 mg aBa
ITETH AHeBHO H 150 mg mBa meTH nuesHo. He ca HabmomaBaHn HOBH HAXOMKH, CBBP3aHH ¢
BezonacrocTTa. YecToTaTa Ha M3XOIHH CHOHTHA, BRIIOYHTEIHO FOAMO KBPBEHE M APYrH chOMTH
Ha KbPBEHEe, CLOTBETCTBA HA Ta3H, HaOmonasada B RE-LY.

Hannu om HeunmepseRyuUORANHY RPOYNEAHIS

I1pu eano HemHTEpBeHImMOHANHO poyuBane (GLORIA-AF), npocriekTHBHO ca chOpaHH (BBB
BTOpara My (a3a) JaHHH 3a 5e301acHOCTTA M e)EKTHBHOCTTA TPH HOBOJHATHOCTHUMPAHA
naiHenty ¢ HKTIM Ha paburatpan erexchnar B peantd ycnous. [Ipoyusanero pkmoydsa 4 859
NalMeHTH Ha naburatpan erekcuiar (55% nexyBanu cne 150 mg aBa meTH AHEBHO, 43% JeKyBaHH
cee 110 mg aBa muTH AHEBHO, 2% JleKyBaHH ¢be 75 mg ABa MLTH AHEBHO). TTalHeHTHTE ca
TpocneNABaHM B nporbnkeane Ha 2 ronman. Cpenaute CHADS,; m HAS-BLED ckopoBe ca
csoTBeTHO 1,9 1 1,2. CpeiHoTO Bpeme Ha mpocriensBane o BpeMe Ha TepanusTa e 18,3mecena.
lonaMo kepBeHe € BB3HMKHATO NpH 0,97 Ha

100 nanmenToromuin. HMa cLoGLIeHHs 32 JKMBOTO3aCTPAIIABAIIO KbpBeHe npH 0,46 Ha

100 nauueHTOroHHH, BETpedepenHa xemoparus npH 0,17 Ha 100 nauMeHTOroAMHA M CTOMAIIHO-
4peBHO KbpeeHe NpH 0,60 Ha 100 nammerroroauny. MHcynT e pp3HukHan npH 0,65 na

100 maumeHTOrOAMHH.

OcpeH TOBa B €HO HEHHTEPBEHLMOHAIHO Hpoy4sane [Graham DJ et al., Circulation.
2015;131:157-164] npr nosese ot 134 000 naimenTy B crapuecka se3pact ¢ HKIIM B
Coennnennre matv (JONpHHECTO 32 Nogede oT 37 500 NaIHECHTOrOAMHA BPEME Ha MPOCAeasBaHe
¢ NPHIOKEHHE Ha TepanuAd) naburatpan erekcunar (84% OT nalMeHTHTE ca TeKyBaHH cbe 150 mg
ABa ITETH AHEBHO, 16% OT malHeHTHTE ca NeKyBaHH Ch¢ 75 mg ABa ITH JHEBHO) CE CBHP3BA C
TIOHHAEH PHCK OT MCXEMHYEH HHCYAT (koedreHT Ha prcka 0,80, 95% pnoBepHTeneH HHTEpBA
[CI] 0,67-0,96), prTpeuepenHa xemoparus (koeduumenT ma pucka 0,34, CI (0,26-0,46) u
CMBPTHOCT (KoehHUMeHT Ha pucka 0,86, CI 0,77-0,96) 1 yBenuueH pHCK OT CTOMALIHO-IPEBHO
KbpBeHe (koedumeHT Ha pucka 1,28, CI 1,14-1,44) B cpartenne ¢ papdapun. He € oTkpura
pas/IHKa II0 OTHOLIEHHE Ha ro/iiMo KbpBeHe (KoedHnuenT Ha pucka 0,97, CI 0,88-1,07).

Tesu nabmrogenus B peatHy yCIOBHA NOTEBPKIABAT YCTAHOBEHHA PO Ha Ge30
e(HKacHOCT 3a TaGHTATPaH ETEKCHIIAT NIPH TOBA NIOKa3aHMe B NpoyuBaHeTo RE-L

Hayuenmu, noorodxceny KA Kamenvpra abaayus NPU NPeOCLPORO MbICOEHE



TlpoeeneHO € MPOCIEKTHBHO, PAHAOMH3HPAHO, OTKPHTO, MEOTOLIEHTPOBO, H3C/EI0BATENCKO
[poy4BaHe CHC 3aCieNeHa, NEHTPANHO YCTAHOBEHA OleHKa Ha Kpainara Touka {(RE-CIRCUIT) npu
704 nalBeHTH HA YCTAHOBEHO AHTHKOATYIAHTHO JIeUeHHe. B Npoy9YraHeTO € CPABHEHO
HEMPEKBCHATOTO JIeUeHHe ¢ Jaburatpan etekchnar 150 mg aea MbTH ZHEBHO C HENPEKBCHATOTO
JICUeHHE C KOPHTHpaHa BE2 ocHOBA Ha INR no3a sapdapus npu xateTspHa abnaipin Ha
MAPOKCH3MAIHO HIH NEPCHCTHPAINO MPEACHPIHO MExIeHe. OT 704-Te BIIOYCHH NanyeHTH, 317 ca
MO/UTOKEHH Ha abnalus Ha MPeACHPIHOTO MBXKIEHE IIPH HEIPEKhCHATO JIeYeHHe ¢ JaburaTpay, a
318 ca moayoxkeHH Ha abnaltis Ha NPeACHPAHOTO MBKIEHE MPH HENPeKbCHATO JIEYSHHE ¢
BaptapiH. Ha Beuukm manpeHTs e HanpaeeHa TpaHcesogareanda exokapauorpadus (TEEK) npeau
KaTeThpHATA abnaimsa. OCHOBHHAT pe3yIITar (YCTAHOBEHO FOMIMO KbPBEHE CIIOPE/l KPHTEPHHTE Ha
ISTH) ractrensa npu 5 (1,6%) naimeHTH B rpynaTa Ha JIeUeHHe ¢ JaGHraTpaH eTeKCHIIAT H IpH 22
(6,9%) nmameHTH B rpynara Ha ievenne ¢ BapdapHH (pamka B prcka —5,3%; 95% CI 8,4, -2,2;
P=0,0009). Hama ce0HTHE Ha HHCYNT/CHCTeMEH eMOONMH3BM/IpEX0aHa HeXeMAYHa aTtaka (TIA)
(xoMOHHHpAaHO) B PAMOTO Ha JIEYEHHETO ¢ AaGHraTpaH eTeKCHIaT H HMa efHo cebuthe (TIA) B
PaMOTO Ha JieueHHe ¢ BapdapHH OT BpeMeTo Ha abnawmsata i 10 8 ceqMHIM ciaen abnaipara. Tosa
H3CIIEAOBATENCKO POY9BaHE MOKa3a, 3¢ JaGHTaTpaH eTeKCHIAT € CBHP3aH ChC 3HAYHTEHO
HaManABaHE Ha YecToTaTa

Ha CT'K B cpaBHeH#e ¢ KopHTHpana Bb3 0cHOBa Ha INR 1033 BapgapuH B yCIOBHATa Ha abamms.

Hayuenmu, xoumo ca bunu nOOONCeHU HQ neprymanna keponapua unwmepsenyus (TIKH) cve
cmenmupane

[IpocneKTHBHO, PaHIOMH3HPAHO, OTKPHUTO NPOYUBaHe ChC 3aciencHy KpaHui ToukH (PROBE)
(®a3a IIIb) 3a oneHka Ha ABokiHA Teparmis ¢ nabHraTpad eTekcwiar (110 mg win 150 mg npa
IOBTH JHEBHO) IUNIOC KIOMKUIOIPEN HITH THKarpenop (anraroauct Ha P2Y'12) B cpaBHeHHE ¢
TpoiiHa Tepamis ¢ BapdapuH (koparupana keM INR 2,0-3,0) mixoc KnonHaorpen Win
TKarpenop B ACK, e npoeeaeHo mpu 2 725 NalMeHTH ¢ HEKJIANHO NPEACHPAHO MBXKJICHE,
xouto ca 6w nonoxeHH Ha [TKU cxe crenrupane (RE-DUAL IKH). TTannentare ca
PaHIOMW2HDAHH 32 ABOHHA TepanuA ¢ qadHratpan erekcuiar 110 mg aBa METH JHEBHO, NBOHHA
Tepanua ¢ aaburarpad erexciar 150 mg qBa MTH AHEBHO WIH TPOiiHA Tepands ¢ BaphapHH.
Ilausents B cTapyecka Bp3pacT H3ebH CAILl (Ha eb3pact >80 rogvnu 3a BCHUKH CTpaHH, >70
TOIuHH 32 SoHMA) ca pasnpeJeIeHH Ha cITyYacH [[PHHLMII KbM TPYyNara Ha JBOHHA TEpamMA C
Raburatpan erekcuat 110 mg WK KM rpynaTa Ha TpoiiHa Tepamua ¢ Bapdapui. [TspeHdHaTa
KpaiiHa T0o4ka € KoMOHHHpaHa Kpaiina Touka ,.,co0MTHS Ha roNAMo KepBeHe Ha Ga3zaTa Ha
nedraunms Ha ISTH vmi ch0HTHE Ha KIIMHHYHO 3HAYHMO HETOJIAMO KhpBeHe™.

YecroTata Ha mbpBHMHATA KpaiiHa Touka e 15,4% (151 naumenTH) B rpynaTa Ha QBoiHHA Teparmid ¢
naburarpa etekcmiar 110 mg copsamo 26,9% (264 nauMenTs) B rpynaTa HA TPOHHA TEPaNMA ¢
Bapgapun (KP 0,52; 95% CI 0,42; 0,63; P <0,0001 3a e mo-Manka edpukacHoct B P <0,0001 3a
HpeBE3XOACTRO) M 20,2% (154 naipieHTy) B rpynara Ha ABOMHA Tepamus ¢ JabHTaTpaH eTeKCHIIaT
150 mg, B cpaBHeHue ¢ 25,7% (196 nalMeHTH) B CHLOTRETHATA IPYNA 33 TPOUHA TEpaIHA ¢
Baptapun (KP 0,72; 95% CI 0,58; 0,88; P <0,0001 3a He mo-Manka edukacHocT 1 P=0,002 3a
MPEBBE3XONCTRO).

Karo wact ot ormcatensms aHamms, yecToTara Ha CHOUTHA Ha TOJIAMO KEPBEHE MM TpoMGonm3a
npu nHbapkT Ha Muokapaa (Thrombolysis In Myocardial Infarction, TIMI) e o-HECKa H B ABETe
rpyMM Ha ABO#HA Tepanus ¢ JabHraTpaH eTeKCHAAT, OTKOJIKOTO B [pynaTa Ha TPOHHA Tepanui ¢
sapdapun: 14 cxburus (1,4%) B rpynata Ha ABoitHa Tepanua ¢ naGuraTpaH etekcuwiar 110 mg, B
cpaBHeHwe ¢ 37 cuGuTHA (3,8%) B rpynara Ha TpoiiHa Teparms ¢ rapdapus (KP 0,37; 2R
0,68; P=0,002) u 16 cr6urhs (2,1%) B rpynara Ha ABoiiHa Tepanus ¢ jabHraTpan :
mg, B cpapHeHHe ¢ 30 cxOuTHA (3,9%) B CHOTBETHATA IPYIIA Ha TpOHA TEpanuA ¢ BY
0,51; 95% C10,28; 0,93; P=0,03). U arere rpynu Ha ABoifHa Tepamnms ¢ qaGHraTpay
HMaT TIO-HHCKH Y€CTOTH Ha BBTPEUEPCHHA XeMOParis, OTKOJIKOTO CHOTBETHATA TP
repanus ¢ Bapdapun: 3 cs6urns (0,3%) B rpynarta Ha nBoiiHa Tepamia ¢ fabHrary A
110 mg, B cparnenue ¢ 10 cubuns (1,0%) B rpynata na Tpoiina Tepamus ¢ Bapdapii

95% CI1 0,08; 1,07; P=0,06) 1 1 cpburue (0,1%) B TpynaTa Ha ABOMHA Tepammis ¢ na6 v :




etekcunar 150 mg, B cpasuenue ¢ 8 cuOaTHA (1,0%) B ChOTBeTHATA Ipyna Ha TPOHHA TEPAmus ¢
Bapdapas (KP 0,12; 95% CI 0,02; 0,98; P=0,047). YecTtoTara Ha cBOKTHATA OT KOMOKHHpaHaTa
KpaiiHa TOYKa 3a e(PHKacHOCT ,,CMBPT, TpoMGoembonuuHu crOuTHA (MHAPKT Ha MHOKAp/a, HHCYJIIT
HIIH CHCTEMEH eMOONM3BM) WIH HEIUTaHHpaHa peBacKy/iapusaiis’” koMOHHHMpAHO B IBCTE IPYIH HA
JABOHHA Teparua ¢ Ja0HraTpaH €TeKCHIAT € ¢ He No-Majka e(pHKacHOCT OT Ta3H B IpyTiaTa Ha
TpoHHa Tepams ¢ BapdapuH (croTeetHO 13,7% cpamo 13,4%; KP 1,04; 95% CI: 0,84; 1,29,
P=0,0047 3a we no-Manka edukachoct). HiMa cCTaTHCTHYECKH pa3IHKY B HHIHBHTY aTHHTE
KOMITOHEHTH Ha KpaifHHTE TOYKM 32 e(PHKACHOCT MEKIY KOATO H Ja OHII0 OT rpyIMTE HA NBOHHA
TEpaIHA ¢ JaburaTpaH €TeKCIIAT H TPYIIATA Ha TPoiHA Teparmka ¢ BapdapHH.

IlpoyueareTo noka3sea, ue BOMHATA TEPAITHA C JAOHTATPaH eTeKCHIAT H AHTarOHMCT Ha
P2Y12 3Ha4uTeNnHO MOHWKABA PHCKA OT KbPBEHE, B CPABHEHHE ¢ TPOHHATA TEPaNHi C
Bap(apHH, ¢ He N0-MaJIKa ePUKACHOCT 33 KOMOHHHpaHATA KpaiiHa TouKa
»TPOMOOEMOONMIHH CHOMTHA TIPH TIALIAEHTH C NPEICHPAHO MBXKACHE, KOUTO ¢a Ouin
notoxeHH Ha ITKH cxc crenTupane.

Jevenue na JIBT u BE npu ev3pacnmu nayuenmu (nevenue na JJBT/BE)

EduxacHocTTa 1 Ge3onacHOCTTa ¢a MPOYYBAHM B BE MHOTOLICHTPORM, PARAOMUUPAHH, TBOIHO-
CIIEITH, NPOyYBaHHA ¢ MOBTAPAMIO ¢€ JeyeHHe 1 napanenan rpyma RE-COVER u RE-COVERII. B
Te3W NpoyuBaHHA ce cpaBHABA Jaburatpad erexcunar (150 mg aBa mbTH JHEBHO) ¢ BapdapHa
(uenepa ctoiiHocT Ha INR 2,0-3,0) npu nawments ¢ octpa JIBT Wi BE. OcHOBHATA 1ielT Ha Te3H
Npoy4BaHHSA € Ia C& ONpeCiTH JaiH AaburaTpaH eTeKCIIaT HMa He TI0-MaTka epHKacCHOCT OT
BapapuH NpH HAMATABAHE CHOHTHATA Ha ITBPBHYHATA KPAHHA TOYKA, KOSTO MPEACTABIABA
KOMOHHAIMATE OT periauBHpama cumrromardusa JIBT wwmi BE, 4 Ha CREp3aHHTE CMBPTHH
C/Ty4aH B PAMKHTE Ha (-MECEUHHS TIEPHOI HA JICUSHHE.

B c6oprure npoyusanus RE-COVER u RE-COVER 1I 060 5 153 malMeHTH ca paHIOMH3HPAHH
# 5 107 ca nexypaun.

[NpoaemaurennocTTa Ha MeYeHHETO ¢ PUKCHpaHa no3a gaburatpaH e 174,0 aHu Ges npocneanBane
Ha KoaryJauusra. [Ipu malMeHTHTE, paHIOMH3HPAaHH 3a IIpHeM Ha BaphapHH, MEIHAHATA HA
BpEMETO B TepaneprrieH HHTepsan (INR 2,0 no 3,0) e 60,6%.

HanuTeasmara nokassar, ue nedeHueTo ¢ aabHratpad etexcunar 150 mg qpa METH JHEBHO € He TI0-
MajTko elHKaCHO OT NedeHHeTo ¢ BapdapuH (rpanuua 3a He no-Manka edukacHoct 3a RE-COVER
u RE-COVER II: 3,6% 3a paznuka B pucka u 2,75 3a KOS(MIIMEHT Ha PHCKA)

Tabmuna 22: AHaIH3 Ha WHPBHYHATA H BTOPHYHATE Kpainn Touxn 33 epuxacaoct (BTE ce
cucron o1 BT u/mna BE) no kpas Ha nepHoga cJiell JiedeRHETO B cOOPHHTE
npoyueanaf RE-COVER n RE-COVER II

Jaburarpas eTekciar

150 mg niBa METH JHEBHO Bapapim
JleKyBaHH NalHEHTH 2553 2554
Pewppisrpan 1
cumMIrroMaTwyes BTE u 68 (2,7%) 62 (2,4%)
cebpp3ana ¢ BTE cvbpt
Koednument Ha pucka
crpaMo BapdapHH 1,09
(95% noepurenek {0,77; 1,54)
WHTEPBAT)




Bropuunu kpaiinn

TOUKH 32 eHKACHOCT

Peiwnuenpamn

cumnromatHueH BTE u 109 (4,3%) 104 (4,1%)
CMBPT IO BCAKaKBa

NpHYHHA

95% ﬂ::;PHTeﬂeH 3,52,5.13 3,34,491
Cumnromarnysa [IBT 45 (1,8%) 39 (1,5%)
flf{z’:;l:;epmﬂeﬂ 1,29; 2,35 1,09; 2,08
Cumnromariyen BE 27 (1,1%) 26 (1,0%)
5% ﬁ::fpmeﬂ 0,70; 1,54 0,67; 1,49
Cebpsana ¢ BTE cMBpT 4 (0,2%) 3(0,1%)
95% noBepuTeneH 0,04; 0,40 0,02; 0,34
HHTepBAI

CMBPT 110 BCSAKaKBa 51 (2,0%) 52 (2,0%)
NPUYHHA

95% nosepuTenen 1,49: 2,62 1,52; 2,66
HHTEpBaI

Ilpesenyun na peyuousupawa IBT u 5E npu evipacmuu (npesenyus na JIBT/BE)

ABe panaoMH3MpaHH, ABOHHO-C/IEIH [IPOYYBAHKA C [TApae/IHA TPYIIH ca NPOBEACHH ITPH NalMEHTH
¢ MPeIXOAHa aHTHKOArynaHTHa Tepanua. B npoyueanero RE-MEDY, koHTponHpaHo ¢ BappapHH,
Ca BKIOYEHHM TALHMEHTH, IIPEAXOAHO JISKYBAHH B IPOAR/LKeHHe Ha 3 A0 12 Mecenia, KOHTO ce
HYKNAAT 0T JOITKIHHTENHO aHTHKOAryJIaHTHO JIeYeH#Ke, a I1ane0o-KOHTPOAMPAHOTO IIPOYYBane
RE-SONATE ekmou4pa nanueHTH, NpeaxoIHO IEKyBaHH B NPoIbDKeHHe Ha § o 18 Mecena ¢
HHXHOHTOPH HA BHTaMHH K.

ITenra Ha npoyusaHeTo RE-MEDY e f1a ce cpaBmaT 6e30macHOCTTA M epHKACHOCTTA Ha
nepopaiiiia nabHrarpaH etekchiat (150 mg apa MbTH AHEBHO) ¢ BaphapHH (Henepa CTOHHOCT Ha
INR 2,0-3,0) ripH DPOABIDKUTENHO JIeHeHNE M NPEBEHITHS Ha PELMIMBHPALLA CUMITTOMATHIHA
JBT w/wm BE. O6mo 2 866 nauwseHTy ca paHaoMu3Hpany H 2 856 ca nekyBaHH.
IIpoaBIDKHTEHOCTTA Ha IeueHHeTO ¢ fa0HraTpaH eTeKCHIAT BapHpa OT 6 10 36 Mecena (MexHaHa
- 534,0 nun). Ipy naluenTHTe, pAHAOMH3APAHH HA JICYCHHE ¢ BapthapHH, MeAHAHATA HA BPEMETO
B TepanesTHYIeH muanazon (INR 2,0-3,0) e 64,9%.

RE-MEDY nokassa, 4e neueHHeTO ¢ gaburatpas erexcuinar 150 mg ABa METH QHEBHO € HE MO-
MaJiKo eHKacHO OT BapdbapHH (rpaHrlla 32 He No-Majika epHKacHOCT: 2,85 3a koedHIMEHT Ha
pHCKa H 2,8 3a pa3nHKa B piucka).

Tabauua 23: AHaA3 HA TLPBHYANTE H BTOPHYHATE KpaiiHH ToukH 3a edpakacnoct (BTE ce
cbeTol o7 IBT n/unn BE) no kpas Ha neproaa cief JieieHHETO B IPOYIBAHETO

RE-MEDY
Jlaburarpan erekcumar
150 mg nrpa TETH
JHEBHO
JlexyBaHi maMeHTH 1430 1426
Pemmnusnpam ciMnroMatuued BTE u 26 (1,8%) 18 (1,32
ceep3ana ¢ BTE cMeptr




Koeduiment Ha pucka copamo 1.44

BapdrapuH g

(95% mopepHTENnEH HHTEPBAT) (0,78; 2,64)

HE T0-MATKA ¢QHKACHOCT 2,85

IlaupeHTH, MPH KOUTO € BE3UUKHAN0 2 17
crbuTHe KbM 18™ Mecen

Kymynarusen pack KeM 18-us Mecery 1.7 1.4
(%) ; .
Paznuka B pucka cripamo Bapdapun 0.4

(%) i

95% NOBEPUTENIEH HEHTEpBan

He N0-MaJIka eHKacHOCT 2,8

BTropuuHH KpaliH{ TOYKH 3a

eHKacHOCT

Peryanueapain cemnromataued BTE u 42 (2,9%) 36 (2,5%)
CMBPT N0 BCAKAKBA NPHIHHA

95% nOBEPHUTENCH HHTEPBA 2,12; 3,95 1,77; 3,48
Cumrromariana [IBT 17 (1,2%) 13 (0,9%)
95% noRepHTEIeH HHTEPBAT 0,69; 1,90 0,49; 1,55
CumnromaradeH BE 10 (0,7%) 5 {0,4%)
95% nNoBepHTENICH HHTEPBAT 0,34; 1,28 0,11; 0,82
Ceopaana ¢ BTE cmept 1(0,1%) 1(0,1%)
95% noBepUTENEH HHTEPBAIT 0,00; 0,39 0,00; 0,39
CMBPT 110 BCAKAKBA IPHIKMHA 17 (1,2%) 19 (1,3%)
95% noBepHTENISH HHTEPRAJ 0,69; 1,90 0,80; 2,07

Lenra na npoyusanero RE-SONATE e f1a ce oLieHH npeBnh3X0oiCTBOTO Ha faburaTpaH eTeKcHiaT
CrpsAMO INalie0o NpH NpeBeHUHATa Ha perupeupamy cumrToMarayas [IBT w/nmm BE npu
IALMEHTH, PEMHUHANTH TpeaXoaHo JedeHne or 6 1o 18 meceua ¢ ABK. [InannpaHoTo neqeHHe €
naburatpad eTekcinar 150 mg nea DbTH AHEBHO B NPOBIDKEHHE Ha 6 Mecena, 6e3 HeoGXOTHMOCT
0T HAOmOACHHE.

[Ipoyusanero RE-SONATE mokasa npeBb3X0ACTBO Ha Aa0HrarpaH eTeKCHIAT CIIpAMO rurauebo
[0 OTHOLIEHHE MPEBEHIMATA Ha CHOHTHA ¢ perHauBHpamy ciMrroMaritae JIBT/BE,
BKIIIOYHTEIHO CMBPT 10 HeOOACHHMH TPUYHHE, ¢ IOHIGKEHHE HAa PHCKa OT 5,6% no 0,4%
(HamassiBaHe Ha OTHOCHTEINHHS PHCK 92% GasHpaHO Ha KOeUIHEHTa HA PHCKa) 110 BpeMe Ha
nepuona Ha ledenre (p <0,0001). BeHuky BTOpHYHA aHaIH3H H AHATH3H Ha UyBCTBHTEMHOCTTA
Ha MbPBHYHATA KPaiiHa TOUKa # Ha BCHIKY BTOPHYHM KPAifHA TOYKH NOKA3BAT [IPEEB3XOACTRO
Ha naburaTpaH eTEKCHNAT CnpsMo w1aueto,

[IpoyuBanero BKmIO4Ra 12-MeceqHo npocieqapaHe 3a HabmoneHHe cnel xpas Ha teuerwmero. Cren
TIpeKpaTaBaHe Ha NPHIIaraHeTo Ha HHTBAHOTO JieKapcTBo eheKTHT ce 3amaspa 10 Kpad Ha
NEPHOAA HA TIPOCIeaABaHe, KOSTO MOKa3Ba MO bpxKaHe Ha edeKTa OT TbPBOHAYATHOTO JIEYEHHE C
naburatpan erekcunar. He e HaGmonasaH pebayun edext. B kpas Ha npoclieAsBaHeTo CHOMTHATA ¢
BTE npu naupenTHTe, NeKkyBanu ¢ naburatpan erekcuiar e 6,9% crpsamo 10,7% B rpynara Ha
wianebo (KoehrumenT na prcka 0,61 (95% CI 0,42; 0,88) p=0,0082).

Tabauna 24: ABaJH3 HA TbPBAYHATA M BTOPHYHHTE KpalHH TOYKH 33 edn
ce cbeTon of JIBT w/dan BE) no kpas na neproaa cien Jedens
npoyusanero RE-SONATE.



Jlaburarpan etekcuiar Inanebo
150 mg aBa ITETH THEBHO

JlekyBaHu nallHeHTH 681 662
Pemmaupupar
camirromaruded BTE u 3 (0,4%) 37 (5,6%)
CBB[P3aHA ¢ HETO CMBPT
KoedwimenT Ha packa
CHpAMO IUIAEd0 0,08
(95% nosepureneH (0,02; 0,25)
HHTEPBAI)
P-CTOHHOCT 3 <0,0001
MPEBE3XOACTRO ’
Bropuunn kpaitnu
TOYKH 33 e(pHKACHOCT
Perunuswpain
camrromatadcH BTE # 3 (0,4%) 37 (5,6%)
CMBPT 1O BCAKAKEA
HpHIHHA
1]
95% nosepurencH 0,09; 1,28 3,97, 7,62
HHTEpBaN
Cummromarnana [IBT 2 {0,3%) 23 (3,5%)
0,
95% Rosepurelien 0,04; 1,06 2,21;5,17
UHTEPBAI
Cummrromarutern BE 1 (0,1%) 14 (2,1%)
0
9% noepureneH 0,00; 0,82 1,16; 3,52
HHTEpBA
Cepp3asa ¢ BTE cMepT 0(0) 0{0)
0,
95% nosepuelIeH 0,00; 0,54 0,00; 0,56
HHTEPBAIT
CMBPT 110 HeoOACHHMH 0 (0) 2 (0,3%)
IPHYHHH
0,
95% nosepurerex 0,00; 0,54 0,04; 1,09
HHTEpPBAI
CMEBPT o BeAKaKBa 0(0) 2 (0,3%)
NPHYHHA
0,
95% noseprrercH 0,00; 0,54 0,04; 1,09
HHTEPBA
KJIHHIYHH H30WTBAHWA 38 NPEBCHIHATA Ha TPoMGoeMEOnM3EM MPH NALMEHTH ChC CHPASYHH

KIANMHH MIPOTE3H

B wsnuTeane daza Il gaburarpan erexcwnar u BapapuH ca npoy4eHH ripy 06mo 252 naiuenTy,
HPETHPIETH HACKOPO XHPYPIrHYHA ONiepalid 3a MOCTABAHE Ha MEXAHWYHA CHPASYHA KAana (T.e. B
paMKHTe HA HACTOAINATE HM XOCIHTAIM3AIHA), KAKTO H NPH NALHCHTH, NPETHPIICAH ONEpalus 3a
TIOCTAaBAHE HA MEXaHHYHA CBP/IeYHa Kiialla NIpeH [oBeye OT TpH Mecela. [Toreve
TpoMGOEeMGOIHIHH CHOHTHA (OCHOBHO HHCYJITH M CHMITTOMHH/ACHMITTOMHH TpOMGO3H Ha
MPOTE3HPAHUTE KIAIH) H HOBeve CHLOWTHA HA KbpPREHE ca HaGMoAaBaHH Npk JabHraTpal
€TeKCHIIAT B CpaBHEeHHE ¢ BapdapuH. [IpH nalMeHTHTe B paHHHA NOCTONEPATHBEH Nep
rOAIMOTO KBPBEHE C€ € MPOABABANIO OCHOBHO KaTO X€MOPArvueH NEPHKAPACH HIITHE,
COIELHAIHO [TPH TALHEHTH, 3a1I04HATH TIPHEM Ha abHraTpaH eTeKCHIAT cKopo (Ha 3
XUpYpruvHaTa Ofiepalsi 3a CMAHA Ha CbpAedHa Kiana (Bik. Touka 4.3).

& No
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Heouampuuna nonysayus

Ilpesenyun na mo3vyen uncyim u cucmemen embopuzLM NPy sv3pacmuyu nayuenmu ¢ HKIIM ¢

eo0un Wil Rogete PUCKOBY (haxmopu

Erponeiickara areHuysa no jiekapersara 0cBoG0XaBa OT 3aIWDKEHHETO 33 NPeaOCTABAHE HA
pe3yNTaTHTe OT NPOY4BAHMATA ¢ AGUAOAKC BbB BCHUKH MOATPYIH HA MeAHATPHYHATA NTOITY IALHA
3a [I0K4a3aHHETO NMPEBEHIIHA Ha MOIbYeH HHCYIIT H cucTeMeH em0omi3sM npy nawpeHTH ¢ HKTIM
{(Bxk. TOuKa 4.2 33 HH(OPMalHA OTHOCHO yroTpeGa B MeAHATPHATA).

Jleuenue na BTE u npesenyun na peyudusupaiygu BTE npu neduampuuny nayuenniy

I[Ipoyusanero DIVERSITY e mpoeenero, 3a 1a neMoscTpHpa edHkacHoCTTa H 6e30MacHOCTTa Ha
AabHTaTpan eTEeKCHIAT B CpaBHEHHE ¢bC CTaHaaprHo nedenue (CJI) Ha BTE npu nenuatpuysy
[AUMSHTH OT paXIaHeTo 00 1mof 18-rommna pe3pact. Criopes auzaiHa NpOYYBAHETO € OTKPHTO,
PAHIOMH3HPAHO NPOYUBaHE ¢ MApayieIHH IPYIH 33 AOKA3BaHE HA HE MO-Maika e(hMKaCcHOCT.
BrimoueHHTe 32 yYacTHe [TAITHEHTH ca PaHIOMH3MPaHH B ChOTHOUIeHHe 2:1 1a momy4asat
chobpaseHa ¢ BB3PACcTTa IeKapcTBeHa (hopMa (Kancy, OGBHTH IPaHyJIH WK NepOPAICH pa3TBop)
Ha nabHraTpaH eTeKCHIAT (C J03M, aJalTHPaH! CIIOpE] Bb3pacTTa H TelecHoTo Teryo) wid Cll ¢
HHCKOMONeKyTHH XerapaaH (HMX) unu anraronscti Ha sutamuH K (ABK), wiu QoHmanapanykc
(1 mausent Ha 12 roaunn). [TepeHYHaTa Kpaiisa Touka € CheTaBHA KpaliHa TOUKA OT MALMEHTH ¢
ITBJIHO pa3TBapAHe Ha TpoMOa, ¢ nurnica Ha peupauenpaino BTE u ¢ minca va cMbpTHOCT, CRBP3aHa
¢ BTE. Kpurepuure 32 H3wnounate BKIOYBAT AKTHBSH MEHWHTHT, CHIC(AITAT 1 BbTPEUepeneH
abcnec. O6mo 267 manpeHTH ca pangomusapany. Ot Tax 176 nauMeHTH ca JIeKyBaHH ¢ AabHraTpaH
eTeKCHIar, a 90 maumenTs ¢ CJI (1 pangoMH3Hpal naupeHt He € JeKypaH). 168 nauuenTy ca va 12
1o nox 18 ronuas, 64 nanperTH ca Ha 2 10 oA 12 roAMHH, a 35 naupeHTH ¢a NoA 2-roAMIIHA
Bb3pacT. Ot panjoMH3HpanuTe 267 naiventn 81 nanpentu (45,8%) B rpynara Ha JaburaTpaH
eTekcHnaT H 38 naumenTu (42,2%) B rpynara Ha CJI 0TTOBapAT Ha KPHTEPHHATE 34 ChCTABHATA
ITHPBHYHA KpaiiHa TOYKA (ITBJIHO M34MCTBaHe HA TpomOa, munca Ha perpausupaut BTE u nunca va
CMEPTHOCT, cBBp3aHa ¢ BTE). ChoTeeTHaTa pasiiKa B Y€CTOTATA MOKAIBA He MO-MaNIka edHKacHOCT
Ha JaburaTpad erekcunar B cpasuenue ¢h¢ CJI. ChBMECTHMH Pe3yNTaTH KATO L0 Ca
HabTIONABAHNA H B IIOATPYNIHTE: HAMA 3HAYHTE/IHHA PauTHYKA B eDEKTa OT IEYSHHETO 38 [IOArPyTIHTE
II0 BB3PACT, [oJ1, reorpabcka obnacT M HAMAYKME Ha ONpeNieeHl PACKOBH (akTopH. 3a 3-Te
Pa3sNMYHH BE3PACTOBH CTPATH CHOTHOMICHHETO HA ITALMEHTHTE, IOCTHTHATH IThPEHYHATA KpaiHa
TOUKA 33 6QHKACHOCT B [PYIIMTE ChOTBETHO Ha jaburarpan erekcwiat v CJL, e 13/22 (59,1%) u
7/13 (53,8%) npy NalEHTHTE HA BB3PACT OT POKAAHETO A0 <2 romuny, 21/43 (48,8%) u 12/21
(57,1%) npu naumerTuTe Ha BE3pact 2 10 <12 roausy u 47/112 (42,0%) u 19/56 (33,9%) upu
NANMEHTHTS Ha BE3pacT 12 fo <18 rogunn.

IoTeBpAcHH CEONTHA Ha TONAMO KbPBEHE ca CHOOmEeHH 3a 4 naupenTy (2,3%) B rpynara Ha
naburaTpaH erexkciiIar U 2 napeHTH (2,2%) B rpynara na CJI. HAMa CTATHCTHUECKH 3HAYHMa
pasJiiMKa BB BPEMETO A0 I0ABA Ha IHPBO CHOWTHE HA ro/iaMo KbpBeHe. TpHaeceT H oceM NallHenTH
(21,6%) B rpynara Ha faburarpan eTexkciiar i 22 naipedrs {24,4%) B rpynara va CJI mvat
TIOTBBPACHO CHOATHE Ha KbPBEHE, KATO MPH IOBEYETO OT TAX TO € KATErOPH3IMPAHO KaTo
HesHauMrenHo. KombHHMpanaTa kpaiiia TOUKa Ha MOTELPACHO cHOHTHE Ha ronsmo Kepede (CI'K)
HIN KWIHHHYHO 3HAYAMO Hero/iaMo kepeeHe (K3HK) (korato DauMeHTHTe ca Ha TIeYeHHeE) ca
cbofImenn 3a 6 (3,4%) naupeHTH B rpynaTa Ha AaburaTpan erexcunar u 3 (3,3%) NalHeHTH B
rpynata Ha CJI.

EnHO OTKPHTO, POCTIEKTHEHO, KOXOPTHO, MHOMOLIEHTPOBO MPOyYBaHe 33 6e30macHOCT Sria i
exno pamo (1160.108) e nposemeno 3a ouenka Ha GezonacHocTTa Ha JabHraTpaH eTe / Iﬁa

npeseHA Ha perpueHpaiy BTE npu neauaTpiaHH allAeHTH OT PaKAAHETO A0 Iff )ﬁ
BB3pacT. IlaeHTH, KOHTO ca ¢ce HyKAae/IH OT HO-HATAThIIHO AHTHKOArYJIAHTHO ¢S
HANMYHE HA KIIMHHYCH PHCKOB (AKTOp CJIEA 3aBLPINBAHE Ha HAYATHOTO JIEYEHHE
(3a maii-mMamko 3 Mecelia) HiH crie]T 3apbplIBaKe Ha npoyupanero DIVERSITY, ca i



npoy4usanero. [logxoasmure 3a BKIOYRAHE NTALACHTH ¢a TIOyYaBaJId aJarrTHpaHH CIIope
BB3PACTTa M TENECHOTO TEIIO JIO3M OT ChoOpaseHa ¢ BB3PAcTTa JieKapeTBeHa (opMa (Kancy i,
OOBHTH rpaHyJIH HITH NEpOpaieH pa3TBop) Ha AaGHraTpaH eTeKCHIAT [0 eTAMHHHpPAHe Ha
KJIHHMYHHA PHCKOB YAKTOP MITH IO MAKCHMYM 12 Mecena. [ThpBHYHMTE KpaiiHH TOUKH Ha
npoy4raneTo ca perans Ha BTE, cOuTHA Ha ronsaMo MK He3HAYMTENHO KEPBCHE H CMBPTHOCT
{obIa 1 BEB BpE3Ka ¢ TPOMOOTHUHM Wik TpoMBoeMbonHYHH chhrTHA) Ha 6 ¥ 12 Mecena.
HsxoauTe 0T cBOMTHATA C2 MOTREPASHH OT HE3aBHCHMA, 3ac/IENICHa KOMHCHA 34 OLICHKA.

O6mo 214 manpeHTH ca BKIMOYCHH B npoyuBatero. OT Tax 162 nauuenTH ca BBB Bh3pacToBa
crpata 1 (ot 12 o nox 18 romuun), 43 manHeHTH ca BBB Bh3pacToBa cTpara 2 (oT 2 ao noa 12
TOIHHH) ¥ 9 Nal{eHTH ¢a BB BbIPacToBa CTpaTa 3 (0T paXKIaHeTO A0 NOx 2-TOIMUIHA Bb3pacT). [lo
BpeMe Ha IepHO/Ia Ha JieYeHHe 3 manuenTH (1,4%) ca pasBHIM NOTBEPAEH OT KOMHCHATA PElIHIHB
Ha BTE B pamxure Ha mbpeuTe 12 Mecelia cnen 3anovBase Ha jiedeHHeTo. [ToTBBpACHH OT
KOMHCHATA CEOHTHA Ha KEPBEHE 110 BpEME Ha NEPHO/A Ha JieYeHHe ca ChoOHeHH 3a 48 nanueHTH
(22,5%) B pamkuTe Ha mepBHTe 12 Mecetia. [Topeuero ¢hOHTHA Ha KbpReHe ca HesHaunTenHH. [Ipn
3 maumenTH (1,4%) AMa ITOTBLPAEHO OT KOMHCHATA CHOHTHE Ha TOJAMO KBPBEHE B PAMKHTE Ha
nepeuTe 12 Mecena. I1pn 3 maumenTu (1,4%) uMa NoTBBpAEHO OT KoMHcHATa ¢hOHTHE Ha K3HK
KbpPBEHE B DAMKHTE HA TLPBHTE 12 Mecena. HaMa cMBPTHH CTyyaH 1o BpeMe Ha nepHoia Ha
neverre, [To Bpeme Ha Nepuona Ha ieyenue 3 naumedTd (1,4%) ca pa3sBumH MOCTTPOMOOTHIEH
curapoM (IITC) nm ca mManmm riomabake Ha ITTC B pamkuTe Ha IMbpBHTE 12 Mecena.

Cnen nepopanHo npunoxeHHe AaGUraTpaH eTekcuiar G6p30 H HAITBIIHO Ce IPEBPbILA B
naburarpaH, xofiTo ¢ akTHBHaTa opMa B IasMata. PasiienBsaHero Ha NPeATEKapCTBOTO
NabHTaTpPaH €TEKCHNIAT 9Ype3 KaTaIH3HpaHa OT ecTepaia XHAPOIH3a 10 AKTHBHOTO BEIIECTRO
nabHraTpaH e npeobianasaiaTta MeTabOIHTHA peakiia. AGCOMOTHATa OHOHATHYHOCT Ha
nabHraTpaH cllel| HepopalTHO NPWIoKeHKe Ha AGHIoaKe ¢ npubmuznTentHo 6,5%.

Cnen nepopanHo NpHICKEHHEe Ha JaGHraTpaH eTeKCHIAT pH 3APaBH J0GPOBOIIH,
(bapMaKOKBHETHMHHAT Npodun Ha JaGHTATPAH B ILTA3MATA Ce XapakTepHusupa ¢ O5p30 HapacTBaHe
Ha MAA3MEHHTE KOHLEHTPAlHH ¢ ROCTHTaHE Ha Coa B paMkuTe HA 0,5 H 2,0 9aca cienl
NPHIOKEHHETO.

A6copbums

[poyurane, oueHABamo nocroneparueHata aGecopOLya Ha naburaTpaH erekcinar 1-3 1aca caen
ornepalui, AeMOHCTPHpPa OTHOCHTEHO 6aBHa abcopOuNA B cpaBHEHHeE C Ta3H IPH 3ApaBH
no6poBoNLy, NoKa3paiKH IUTABEH MO Ha IUIa3MEHATA KOHLIEHTpAlMA BbB BPEMETO 03 BHCOKH
NHKOBH ILNA3MEHH KOHUEHTpalH. ITHKOBH M1a3MeHH KOHHEHTPAIMH ce AOCTHTaT 6 Jaca el
MPWIOKEHHETO B MOCTONEPATHBHKA [IEPHOA MOPATH JONPHHACAUIN GaKTOPH, KATO HATPHMED
anecresus, CU napesa B XUpypravau edeKTH, HE3aBHCHMO OT TIepOpaHATA JIeKapcTBeHa Gopma.
Hpyro npoy4usaHe AeMOHCTPHpa, 4e GaBHa 1 3aKbeHABalNa abcopOumsa o6MKHOBEHO ce HabmonaBa
Camo B [eHA Ha onepalaTa. Ha cnenpammire muu abeopOisra Ha qaburatpaH € 65p3a ¥ MHKOBH
TUIa3MEHH KOHLISHTPAIH Ce IOCTHTAT 2 4aca clie]l IPHIIOKeHHe Ha ICKAPCTBeHAA IPOIYKT.

XpaHaTta He NoBMAABa OHOHAJIHYHOCTTA Ha NabHraTpaH eTeKCHIAT, HO 3a6aBs BpEMETO 10
[HKOBHMTE TUIA3MEHH KOHLIEHTpAIMH ¢ 2 Yaca.

Cuax 8 AUC ca nponopusoHanHu Ha o3aTa.

BHOHAMYHOCTTa clie NEPOpaHO NPHIOKEHHE MOXKE J1a C€ TIOBHIIH CbC 75% ciel] IIpHIIQ
€IMHAYHA 71033 M ¢ 37% B CTALMONAPHO CHCTOSHHE, B CPaBHEHHE ¢ pedhepeHTHaTa KanpgTagyin N0 /e,
¢opma, koraTo nenetute ce npuemar Hez xancynaTa ot xunpomenosa (Hydroxypropfl & '
methylcellulose, HPMC). CnenoBarenno nenoctra na xancyaure or HPMC B
3alla3seHa pH KIIHHHYHa yoTpeba, 3a Aa ce u3berie HEYMHIIUIGHOTO NMOBHINABAHE
GHoHaNM4HOCTTA Ha JaGuraTpad eTexcuiar (Bxk. Touka 4.2).




Pasnpenenenue

Ha6monapa ce cnabo (34-35%), He3aBHCHMO OT KOHHEHTpAlHATa CBbP3BaHe Ha JabHraTpan ¢
YOBEUIKHTE TUTa3MeHH NipotenHH. ObeMbT Ha pasnpeseneHue Ha naburarpas ot 60-70 | mpesmmnasa
o0imua ofieM Ha TeNecHHTE TEHTHOCTH, KOETO 03HA4ABa, Y€ Ja0uraTpal MMa yMepeHo THKaHHO
pasnpefieneHye.

BuoTpanchopmaiaa

MeTaboNH3MET K €KCKpELHATA Ha Ja0HraTpaH ca POyUYeHH NPH 3paBH MEXKe J0OPOBOJILM CIIE
€IHHI4HA MHTPaBEHO3Ha Ho3a AabHratpaH, Gesa3aH ¢ paguoakTieeH usoromn. Chen
HHTPAaBCHO3HATA 032 MPOM3XO0XKAAINATA OT JabHTaTpaH paJHOAKTHBHOCT CE EIMMHHHPA TIABHO ¢
ypHHara (85%).

dexanHaTa €KCKpeLHa oTroBaps Ha 6% OT prioxkeHaTa fo3a. Jlo 168 yaca ciea npaiokenue Ha
no3arta obImaTa paXMOAKTHEHOCT CE Bh3CTAHOBSARA B paMKHTe Ha 88-94% oOT npuioxeHara Jo3a.
Haburarpan ce nomiara Ha KOHIOTALMA, IPH KOETO ce 00pazyeatr (apMaKoJOTHIHO aKTHBHE
AuWTNIOKYpoHHIH. ChiTecTBYBAT YeTHPH [I0O3MIHOHEH M30oMepa, 1-0, 2-0, 3-0,
4-O-amuITIIOKYpPOHH], BCEKH OT KOWTO CBCTABIIARA HO-MATKO 0T 10% oT 00LoTo KOJIHYECTRO
AaburarpaH B WiasMara. Clieqd OT JPyTH MeTaboIHTH C¢ YCTAHOBABAT CaAMO C BUCOKOUYBCTBHTEITHH
AHANTMTHYHA MeTONH. J[aburaTpaH ce eTMMHEMpA [NIABHO B HEIPOMEHEH BHJ ¢ YPHHATA C
npubHnTemHa ckopoet 100 ml/min, croTBeTCTBAINA HA CKOPOCTTA HA MIOMEPY/IHA (QHITpaHs.

Enumunmpane

[InasmeHnTe KOHIICHTpAlK Ha KalHraTpaH NMoKa3BaT GHEKCIOHEHIWANICH CIIA CBC CPEACH
TEPMHHAJIEH HOTYAHBOT 11 yaca NpH 30paBy HHAMBMIH B cTapyuecka Be3pacT. Cliel MHCTOKpaTHO
npwiarade ce HaGMoAaRa TCPMHUHANICH MOMYXHBOT 0KoJio 12-14 yaca, [Tomy¥uBOTET € He3aBHCHM
OT mo3ata. [lomyHBOTET € yAB/UKeH, ako O60pevHaTa (YHKIMA ¢ HapyLIeHa, KaKTO € NOKA3aHO B
Tabmua 25.

Croelinan{y oMy JIAaITkH

bubpevna nedocmamvunocm

B npoyusamus ¢asa I excnosummara (AUC) Ha gafuraTpas ciie/l IEpPOPATHO [PHWIOKEHHE Ha
nabHraTpar eTeKCHIAT € NPAGIH3HTENHO 2,7 IBTH 10-BHCOKA NPH Bb3PAacTHH J0GPOBOIILM ©
yMmepena 616pedna negoctrarsutocT (CrCL Mexkay 30 i 50 ml/min), oTKonkoTO NpH Te3u He3
Oubpeuna HemOCTaTHYHOCT.

[ipu MaTek Gpol BB3pacTHH A0OPOBONIIH ¢ Texka HLOpeuna HenoctarsaHoeT (CrCL 10-30
ml/min), excnosuumaTa (AUC) Ha JaburaTpad € NpHOIH3UTETHO 6 TETH TIO-BHCOKA, 4
HOMYKHBOTET NPHOIAIHTENHO 2 ITHTH HO-ARIBI OT Ha0oaaBaHHTE B MOMyJaiia 6e3 056peyuHa
HEOCTATHYHOCT (BA. ToukH 4.2, 4.3 u 4.4,

Tabauua 25: IMoayxusoT Ha O0IEA AAGHTATPAH NPH 3APABH HEHBHAY H HAAHBHIH ¢
HapymeHa 6b6petna pyaxnus

Cmmg;fgﬂr}gfgﬂam CpezieH reomeTprdes (g(i;/]%; TPaHHILA) TIO.
[ml/min]
>80 13,4 (25,7%; 11,0-21,6)
>50-<80 15,3 (42,7%; 11,7-34,1)
>30-<50 18,4 (18,5%; 13,3-23,0)
<30 27.2(15,3%: 21,6-35,0)




JIOITBAHHTENHO, EKCIIO3HIMATA Ha NabHraTpaH (Hai-HICKA H TIHKOBA) € OLICHCHA B €THO
TPOCTIEKTHBHO, OTKPHTO, PAHAOMI3HPaHO, (apMakOKMHETHMHO NMpOy4YBaHe IPH MALMEHTH C
HeKIanno npeacspato mexaese (HKIIM) ¢ texxko 6p0peuHo yppexxaane (onpeieJeHo KaTo
KkpeaTHHHHOB KmpeHC [CrCl] 15-30 mi/min), nomyvaBaimsm qaburaTpal eTekcHIar 75 mg iga TbTH
JHEBHO.

To3u pexaim e noBen 10 Haif-HHCKa CpeIHA TeOMeTpHYHA KoHnenTpams 155 ng/ml (gCV 76,9%),
H3MEPEHA HEMOCPEACTBEHO NPEAH IPHIOKEHHETO Ha CIEABAINaTa 1034, H 0 IIHKOBA CPEaHa
reomeTpuyHa koHueHTpamus 202 ng/ml (gCV 70,6%), M3MepeHa ABA 4aca ClIEA IPHIOKEHHETO HA
HIoCTeHATa 5033,

KiHpBHCET Ha fabHraTpaH Ype3 XeMOIHATH3A € H3CICIBAH NPH 7 BB3PACTHH MALMEHTH ¢
TepMEHaIHa Op0peuna HegocrarsuHocT (TBH), 6e3 npeacepmHo MpxAeHe. [luanmsara e
npoeefieHa cbe 700 ml/min quamizen geOMT, IpPOILIKATENHOCT YETHPH 4aca H CKOPOCT Ha
KkpbBHHA Tok 200 mI/min win 350-390 ml/min. Tora soau I0 OTCTpaHABaHe CHOTBETHO Ha 50% J0
60% oT KoHUeHTpauuaTa Ha HaburaTpan. KoiHd4ecTBOTO Ha BEMIECTBOTO, OTCTPaHEHO Ipe3
AHANA34, € IPOTIOPUHOHAIHO HA CKOPOCTTA HAa KPBbBHIS TOK, IIPH CKOPOCT Ha KPEBHEA ToK 10 300
ml/min. AHTHKOAry/TaHTHATA AKTHBHOCT Ha Ja0MraTpas HaMalABa ¢ HAMAIABAHE HA [UIA3MEHHTE
koHLUeHTpaluK 1 DK/D]] Bpr3kara He € 3acerHara OT NpoLieAypaTa.

Meawnanara Ha CrCL B RE-LY e 68,4 ml/min. [Tourn nonoeunara (45,8%) ot nammenTHTe B RE-
LY wmmar CrCL >50-<80 ml/min. ITaunenture ¢ 616peuno yepexnaHe B yMepera crenen (CrCL
Mexay 30-50 ml/min) umar cpemso 2,29 mbTH 4 1,81 ThTH No-BHCOKA IUIa3MEHA KOHIIEHTpaIIHA,
CBOTBETHO TIPEIH H CleJ] MPHEM HA J034Ta Ha NabHraTpaH, B cpaBHEHHE ¢ NallieHTH 6e3
ow6peuno yepexkaane {CrCL >80 ml/min).

Mennanata Ha CrCl B npoyusaero RE-COVER e 100,4 ml/min. Hpu 21,7% ot naumeHTHTE €
amao 6ubpeuno yepexaate B neka creneH (CrCl >50-<80 ml/min) u npu 4,5% ot T1x — 6B6peyHo
yBpexmane B yMepena creneH {CrCl mexny 30 1 50 ml/min). FlanpenTHTe ¢ 6E0peuHO yRpeKkaaHe
B JIEKa H YMEPEHA CTEIICH Ca HMAJIH B CTAIMOHAPHO CHCTOAHHE ChOTBETHO cpeano 1,8 meTu 1 3,6
ITETH NO-BACOKH IUIA3MEHH KOHIISHTPALlH [IPe/IH PWIOKEHHE Ha JO3aTa JaOHraTpaH B CpaBHEHHE
¢ naieHTHTe ¢ CrCl >80 ml/min. Cxonau croiinocty Ha CrCl ca yeranorenn 8 RE-COVER 1L

Memmanara Ha CrCl B npoyusanuata RE-MEDY u RE-SONATE e croreerso 99,0 ml/min u
99,7 ml/min. ITpu 22.9% u 22,5% ot naumenTwre croiinocture Ha CrCl ca >50-<80 ml/min, a npa
4,1% u 4,8% ot 1ax CrCl e Mexxny 30 u 50 ml/min B mpoyusanusta RE-MEDY u RE-SONATE.

Hayuenmu 8 cmapyecka av3pacni

Crenprann (apMakOKHHETHYHH npoy4dBaHus ¢a3a | npu naigeHTH B CTApuecKa BE3pacT
mokasear yeemmdeHue ot 40 go 60% na AUC 1 noeeue o1 25% Ha Cpax B CPABHEHHE ¢ MJIATH
HAMEHTH.

EdekTET Ha BB3pacTTa BEPXY €KCIOZHIHATA Ha JaOWraTpas e noTebpAcH o1 npoyusaHeto RE-LY ¢
0K0J10 31% 1no-BHCOKO HHBO Ha Hali-HHCKATAa KOHI(EHTPALHS 3a WHAHUBHAH >75 NOIHHH H ¢ OKOJIO
22% TO-HHCKO HHBO HA HAl-HHCKATA KOAIUCHTPALHA IPH HHAHBHIH <65 roNHHH B CPaBHEHHE C
HHIOMBHIAM MEKAY 65 u 75 romunu (Bx. Touku 4.2 u 4.4).

Yeproopobro napyuwenue
He ce naGmonara npoMaHa B eKCTIO3HIMATA Ha gaburaTpan npu 12 sE3pacTHH NALMEHTH ©

ymMepeHa depHoapobHa HepoctaThuHOCT (Child Pugh B) B cpaBHeHue ¢ 12 KOHTPOH (BX. TOUKH
42u4.4).

Tenecrno meeno

Haii-auckume KoHIeHTpanuy Ha AabHraTpad ca okoso 20% Io-HHCKH [IPH B3P
TenecHo terio >100 kg B cpasrenue ¢ 50-100 kg. Muosunctoto (80,8%) or
kareropusaTa 250 kg u <100 kg, 6e3 ycranoBeHa sicHa pazivka (Bx, TOUKH 4.2 U 4.
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BB3PACTHH [TALMEHTH ¢ TelecHO Terno <50 kg KIHHAIHHTE JaHHH ¢a OrPaHHYEHH.

Hox

ITpy namueHTHTe ¢ IPESACHPIHO MBXACHE, IALMCHTHTE OT JKEHCKH IO ¢a HMaTH cpeano 30%
TI0-BMCOKH CTOMHOCTH Ha Hali-HHUCKa H [IOCT-1030Ba KOoHLeHTpaluA. He ce M3HcKBa KOpeKLHA
Ha moszara (BXK. To4ka 4.2).

Emnuvecku npouzxod

Hsima KIMHHYHO 3HAYMMH MeKIYeTHHIECKH PazidaHa MEXAY NAUBeHTH 0T eBPONIeH/IHATA paca,
MAIMEHTH ¢ A(po-aMEePHKAHCKH, JIATHHO-AMEPHKAHCKH, ATIOHCKY M KHTAMCKH IPOH3XOA 110
OTHOILNeHHe Ha JapMaKOKMHETHKaTa H (apMakoJHHAMHKATA Ha JaOHraTpaH.

Heouampuuna nonyaayus
IpH nepopanHo NpHACKEHAe HA JaOHTaTpaH eTeKCHNAT, Cropel] OMpeaeieHHA B IIPOTOKONA

ANrOPHTHM 32 IO3UPAHE EKCTIO3HITHATA, € B PAMKHTE Ha Ta3H, HaOonaBaHaTa Npy BL3PACTHH C
JABT/BE. CO60pHHAT aHaIH3 oT (hapMaKOKHHETHMHH JaHHH oT npoy4sanusta DIVERSITY u
1160.108 noxasga, 4e Cpe/IHUTE reOMETPUUHN HAM-HHCKH eKCTIOSHIMH ca 53,9 ng/ml, 63,0 ng/ml
H 99,1 ng/m! choTBeTHO NpH 0 10 <2-roAMIIHH, 2 10 <12-romiumH u 12 1o <18-roguiHKH
neguaTpH4IHH ItameHTH ¢ BTE.

DapMaKOKHHETHYHH B3aHMOACHCTBHS

In vitro Ipoy4BaHMS 33 B3aMMOACHCTBHUATA He MOKAIBAT HHXMOHpaHe WM HHAYLMPaHe Ha [IABHHTE
H30€H3UMH Ha HToXpoM P450. Toa ce noTespikaaea ot in vivo NpoyYBaHHA ¢ YIACTHETO Ha
31paBH J00pOBO/LEM, KOHTO He TIOKA3BaT B3aHMOICHCTBHE MEKIY TOBA JICHCHHE H CIICHHTE
aKTHBHH BewnecTBa: atopeactataH (CYP3A4), nurokcus (B3aHMOAeicTBHE ¢ TpaHCIOPTHHA P-gp)
n muknodenak (CYP2CY).

IlpenknaANIAHE JaHHEH 32 Ge300ACHOCT

Heknuauunmpre JaHHH He IIOKa3BaT ocol0eH PHCK 3a XOpa Ha OazarTa Ha KCHBEHITMOHAIIHHTE
(apMaKkoOTHIHH MPOYYBAHKA 32 DE30MACHOCT, IPOYYBAHHAA 3d TOKCHYHOCT IPH MHOTOKPATHO
TPAIAraHe ¥ FTeHOTOKCHYHOCT.

Edexrure, HabOAaBAHH B MPOYYBAHHATA 3a TOKCHYHOCT [PH MHOTOKPaTHO TIPHIIAraHe, ce
OBJDKAT Ha 3acHIIcHHA GapMakoquHaMudeH edekT Ha JabHraTpaH.

Edext BppXy (hepTHIHTETA IPH JKEHCKH XKHBOTHH € Hab/nojaBaH o1 hopMaTa Ha HAMATABAHE

Ha 6posi Ha MMIVIAHTALMKTE H NOBHINABaHE Ha [IPeAHMILIARTALHOHHATE 3aryOH npH no3a 70
mg/kg (5-KpaTHOTO HHMBO Ha IU1a3MEHa eKCIIO3HEMS NPH nawueHT). [IpH 1031, KOMTO ca
TOKCHYHH 32

maiiknTe (5- no 10-KpaTHOTO HUBO Ha IUTA3MEHA SKCIIO3ZHUHA MPH MMALHEHTH), IPH IUTHXOBE H
3aliiH ce HaOJFoNaBa HaMaNsBAHE HA TEJIECHOTO TEITIO M >KH3HECTIOCOOHOCTTA Ha (eTyca, 3aeIHO ©
NOBHINABAHE HA (eTannuTe BapHaiy. B npeHaTATHHTe H MOCTHATAIHATE IPOYIBAHMSA &
HabnIoNaBaro NOBHINABAHE HA (eTaIHATa CMBPTHOCT [IPH 03H, KOMTO Ca TOKCHYHH 33 MaklKHTe
(n03a, croTBETCTBAIA Ha 4 ITETH MO-BHCOKO HMBO HA [U1A3MEHA SKCMO3HIMA 0T HAbMOJaRaHOTO
[IPA TIAITHEHTH).

B emHo npoyuBaHe 3a FOBEHWIHA TOKCHYHOCT MPH TUTBXOBE OT opoaa Wistar cMbp
CBBp3aHa Che ChOMTHA Ha KbPBEeHe NpH MOJO0HN HABA HA eKCIIO3ULMA, IPH KOHTO
KbpBeHe NpH BE3PACTHHTE XKHBOTHH, CYMTa ce, Ye KAKTO IIpH BE3PACTHHTE, Taka H
ILTBXOBE CMBPTHOCTTA € CBBP3aHa ChC 3aCHIEHATa (hapMaKOIOTHYHA AKTHBHOCT
BPE3KA ¢ YNPaKXHAB2RHETO HA MEXAHWYIHRH CHJIH I10 BpeMe Ha MPHIIaraHeTo | Tp
OT NIPOYHMBAHCTO 32 FOBCHHIIHA TOKCHYIHOCT HE MOKABAT HUTO MOBHINEHA TYBCTB
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TOKCHYHH NMPOABH, HHTO TOKCHYHOLT, cneumbmma 3a KOBEHHNHHA >KMBOTHH.

JiBArocpOHHTE TOKCHKONOTHYHM NMPOYYBAHNUA TIPH TbXOBE H MUIIKH He NOKa3BaT JaHHH 3a
TYMOPOTeHEH NMOTeHUMAaN Ha AabHraTpan 10 MakcHManHH 2034 200 mg/kg.

Haburatpah, akTHBHATA 4acT OT AabUraTpaH eTEKCHIAT ME3HIIAT, € YCTOMUHE B OKOJIHATA CPE/ia.

6. @®APMAINEBTHYHU JAHHU

6.1 CnHCbK Ha NOMOLIHHTE BeLIeCTBA
Kancynn ot xuapokcsnpomuiMeTuiLenyosa

KancynHo chbanpxumo
BrHeHa kHcenuna

Apabcka ryma
Xunpomenosa 2910
JumeTukon 350
Tank

XuapoKcunponuiLenyosa

Kancynna oOsueka
KapareHan

Kanner xnopun

Turanos grokcua (E-171)

Xunposmenosa 2910

FD&C cunbo 2/Muaurokapmus (E-132)
6.2 HechLBMeCTEMOCTH

Henpunoxmmo

6.3 Cpok Ha rogHoCT

3 roaMHe
6.4 Cnenuanaun yc10BHA Ha ChbXpaHeHHe
Ha ce cexpanara moa 30°C.
Jla ce chxpaHsaBa B OPHrHHAJIHATA ONIAKOBKA, 38 JIa C& MPEJNA3H OT BAAra,
6.5 Bua ¥ ChALPKAHHE HA ONAKOBKATA
3 x 10 wm 6 x 10 TBEpM Kancynu B nepdoprpany anymunHeB/OPA-ALU-PVC 6aucrepu.

He BcivKH BHAOBE OMakoBKH MOTaT aa 6bAAT MycHaTH B npoaaxta.

6.6 CnemManny NpeqNa3HA MEPKA IPH H3XBbpJIAHE




[pw w3eaxkaane Ha AGHAOAKC Karcyid oT OIIHCTepHATA ONakoBKa TpA6Ba A ce CIIa3BAT ClleJHHTE
YKa3aHuA:

Besxa xancyna rpabea na ce otaens ot 6nuctepa no nepdopHpaHaTa JTHHHSA.

QommoTo Ha HimcTepa TpAOBA Iia ce OTIIEHH, CIIE KOETO KATICYJIaTa MOXKE Ja C€ H3BAIH.
Teepaute kancynu He TpAGRa Na ce H30YTRAT Mpe3 OIUCTEPHOTO (HOMHO.

bmucrepHoTO oo TpAbRa Aa ce oTAEnRa caMO KOTATe € HeoOXOoIMMO 1a ce IPHEME
TELpAA Kamcyna.

Hewsnon3saHusaT iekapeTBeH NPOAYKT WIM OTHATBYHHTE MATEPHAIH OT Hero Tpa0Ba aa ce
H3XBBEPAAT B CbOTBETCTBHE C MECTHUTE H3HCKBAHMA.

7. IMPHTEXATEJ HA PAZPEIIEHHAETO 3A YIIOTPEBA
. L. Pharma GmbH

Schlossplatz 1
8502 Lannach

ABCTpHA

8. HOMEP(A) HA PASPEIIEHHETO 3A YIIOTPEBA

Perunctpammonen Ne

9. JATA HA ITbPBO PAIPEINIABAHE/TIOJJHOBABAHE HA PAPENIEHUETO 3A
YIIOTPEBA

Jara Ha TEpBO pazpelIaBaHe:

Jlara Ha MOCIeTHO NOOHOBABAHE:

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA
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