KPATKA XAPAKTEPHCTHKA HA TIPOAYKTA

e Se——r

R —
gt . - i i ‘.i.‘
1. MME HA JIEKAPCTBEHHSA IIPOAYKT VAMBAHWTENHA ATEHLIA N0 NEKAPCTBA
Ha npogyKma - fipurcokere 1
Abupoake 110 mg TBBpIH Kancymu Kpamea 3000
i Poz. N rnssnanbsaraiser® '
Abidoax 110 mg hard capsules oo //717 /_,/_, Y IFTE
peonsmont 17
2, KAYECTBEH H KOJIMYECTBEH ChCTAB " v

Beaka Thepaa katicyna chabpixa 110 mg naGurarpan erexcunar (kato Me3unar) (dabigatran etexilate)
(as mesilate).

3a mBIHEA CHHCEK HA MOMOLIHUTE BEMIECTBA BIDKTE TOUKa 6.1.

3. JIEKAPCTBEHA ©OPMA
TeBpaa Kancyma

CHHE TBBPIM Kancy/H ¢ pasMep 1, chbaBpKauH noury 6eH Ko 61e10 *KBITA NeleTH.

4. KJIHHUWYHH NAHHH

4.1 TepanesTRuHRN NOKAIaHHA

[TspBHYHa IPEBEHIMA HA BEHO3HH TpoMGoeMbGonuunu ¢cx6uTis (BTE) Npu BL3pacTHH MAIHEHTH,
NIOTIOKEHH Ha MIAHOBO 1BUTOCTHO TIPOTe3Hpate Ha Tazo0e/ipeHa CTaBa HIH LIOCTHO MPOTE3HpaHe Ha
KO/IAHHA CTABa.

l'[pesemn»m Ha MO3BYEH HHCYJIT H CHCTEMEH eMOOJIH3EM TPH BE3PACTHH MAIHCHTH ¢ HEKJIAITHO
npeacbpauo MexaeHe (HKIIM) ¢ eaun win noBede pHCKORH (PaKTOpH, K2TO NPEIIIECTBall MOIbYEH
HHCYNT HJTH IPEX0JHO HapyIleHAe Ha MO3BUHOTO KpbBoobpamenue (ITHMK); Bs3pact >75 rogusu;

ChpAevHa HeoCTaTbIHOCT (Kaac no NYHA >11); 3axapen aualet; XHUnepToHHS.

Jleuenne Ha ABnGOKa BeHozHa TpoMGo3a (JIBT) 1 6enoapoben emGomuzbM (BE), KAKTO M NpeBenLIAs Ha
pewnnueHd Ha JIBT u PE npu pE3pacTuu naupeHTH.

Jleuerne Ha BTE u npepennms Ha peupausupanu BTE npy nequaTpudHi MAMEHTH OT PaXKIAHETO 0
noj 18-rogumHa Bu3pact.

3a crobpasenn ¢ PE3pacTTa 4030BH (GOPMH BEDKTE TOuKa 4.2.

42 [dosdpoBKa H HAYHH HA NPUJIOKEHHE

Jo3upoBka
AOHI0aKC MOXKE /12 C& H3MOMI3BA [IPH BE3PACTHH H ICAUATPHIHH NAIHCHTH Ha 8-Tgffau )\
MO-TOJIEMH, KOHTO ¢4 CIOCO0HH 14 MOTTHINAT KAICYJIHTE LENH. Y BT SN

Koraro ce npemunaBa ot efHa iekapcTBeHa GopMa Ha ipyra, MOXe Ja ¢ HeobX
hosata. Jlosara, nocodeHa B TaG/THIIATA 32 I03MPAHE 33 CHOTBETHATA JICKAPCTBERY
IPEeJIITACEA B3 OCHOBA HA TEJECHOTO TErJI0 U BB3PACTTa Ha JCTETO.



IIpenopbunTeuTe 031 Na0HTaTPaH €TEKCHIAT M NPOABIDKHTEIHOCTTA HA TCPANHATa 33
mspBHYHA npesenima Ha BTE npu opronemuusa Xupypris ca nokasanu e Tabmra 1.

Tabauna 1:

IbpBauna npesennns Ba BTE npn opronennuna Xepypras

IIpenop'um 34 JO3HPOBKATA H HDPOAL/DKHTEAHOCT HA TEPANHATA 32

Hauano na Moamepxama | Ipoab/oKkATEIHOCT
JieYeHHETO B AeHs HA | 1034, HA OPHICKEHHETO
onepanHATa, NpEAoKkeHHETO | HA NOATBPKAIATA
14 aaca caex HA KOETO A038
3aBLPUIBAHE Ha 3am09Ba B
OnepaAlHATA OLPBHA ACH
caen
onepanmATa
[laIpeHTH cient IIaHOBO 220 mg
IpOTE3HpaHe HA KOMAHHA CTABa nabmraTpan 10 maw
IMamWeHTH clies IIAHOBO ¢lIHa Kancyna oT CTEKCHIAT,
BEJHLK NHEBHO,
IpoTe3HpaHe Ha TasobenpeHa crapa | 110 mg naburatpan rpHeTH 1o%
€TEeKCHJIAT (opwara na 28-35 nHM
2 xancym ot
110 mg
Upenopvyee ce HAMGRREANE HA
doigma
INamaenTy ¢ yMepeHo 6u0pedHo
YEpexAaHe {KpeaTHHHHOB KITHPBHC 150 mg
(CrCL) 30-50 mVmin) raburaTpaH 10 e
eTeKCHIIaT (poTesHpaHe Ha
TTawmeHTH, KOMTO HOMy4aBaT Aua xancya ot BEIHEHK THEBHO, | KOJSHHA CTABA) HIIH
CHIBTCTBAMO BepanaMeT®, 75 mg naGurarpan [PHETH 0K 28-35 HH
AMUONAPOH, XMHUNHH CTeKCHIAT ¢opmara Ha (mporesupane Ha
[fanyeHTH Ha WK Haz 75-rOHIHa 2 Kancynd oT Taz00enpeHa cTara)
BB3pacT 75 mg

*[1pu naupeHTH ¢ yMepeHo GBE0pedHO yBpexkaaHEe HA CHITETCTBAIIQ JIEYEHHE C BEPATIAMIUL, BHATE
Crerpaliig monyJianuy.

M npu j1BaTa BHIA NIPOTE3ApaHe, aKO HE € OCHTYPEHA XEMOCTA33, HAYAIOTO Ha JIEYEHHETO TpadBa
na 6bIe oTIoMeHO. AKO JIeYeHHETO HE € 3an0ovHATO B JeHA Ha onepalHaTa, To TpAGBa Ja
3aMOYHE € 2 KATICY/TH BEHBK JHEBHO.

e HA JCYEHUEMQ C 0abli2 emexcwIam

2nKa Ha Ovbpeunama RPEOU U RO &

Ipu BCHYKH nauyenTH K 0coOSHO B cTapuecka Bh3pact (>75 ronuiH), Thi kaTo G0pedHoTO

YBPEKAAHE MOXKE JIa € 4eCTO CPEeIHAHO B Ta3u Bh3pacToBa Ipyna:

. Ilpenw 3anousane Ha NedeHHe ¢ faburaTpad eTekcuiar GrGpeunaTa GyHKIA TPsOBa 1a
Obie oneHeHa 9pe3 H3UMCIABaHE HA KpeaTHHHHOBRA KimpsHC (CrCL), 3a 12 ce H3
NAaLHEeHTH ¢ TeXKo 6B0peuno yBpexaane (T.¢. CrCL <30 ml/min) (Bx. TouKH
5.2).

. br6peunara dynxima Tpabsa ga Guae olleHEHa CHINO H IPH CHMHEHRA 33
Ha Ob0Opeunara pyrkums o Bpeme Ha IEIEHHETO (HATIP. XHITOBOJIEMHS, I
H [IPH CBHITFTCTBAMA YIIOTpeba Ha HAKOH JIEKAPCTBEHH MPOIYKTH).
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MetoneT, KOHTO TpAGRa Ia ce H3MON3Ba 3a OueHKa Ha 6u6peunara ¢yuxupa (CrCL B ml/min), e
metonsT Ha Cockeroft-Gault.

{Iponycuama do3a

Ipenoprypa ce Na ce MPOABLILKYM ¢ OCTAHANNTE €XKeJHEBHH JO3H HabUraTpaH eTeKCHIAT [0 ChIIOTO
BpeMe Ha cleABanias AeH.

He TpsfBa na ce npuema ABoiiHA 1033, 32 1a C€ KOMIIEHCUPAT NPOIYCHATHTE MHIUBHIYIHHA JIO3H,

{Ipexpamasane na npuema wa dabucampan emekcuram

Jleuetnero ¢ naburaTpaH eTeKCHIIAT He TpAOBa Ia ce mpexbCka Ges nekapckH cbpet. [lanueHTHTE
TpsAbBa fa 6bAaT HHCTPYKTHPAHH [ C& CEBPIKAT C JIEKYBAILIHA JIEKAP, AKO Pa3BHAT CTOMAIIHO-UPEBHA
CHMITTOME, KATO JHCIENCHA (BX. Touka 4.8).

Ilpomana na revenuemo

[IpemuraBare OT nevyeHne ¢ JAOHTATPaH eTEKCHIAT KbM NapeHTepaneH anTAKoarynast: [Ipenopsusa ce
H3Yaksane oT 24 yaca ciiell Noc/IeiHATA A034 TTPeH IPeMHHABaHe 0T Ja0MraTpaH eTEKCHIAT KbM
[apeHTepared aHTHKOAryJIanT (Bx. Touka 4.5).

Tlpemymabane OT NevdeHwe ¢ IapeHTepaJIcH AHTHKOATYIAHT KBM Aa0HTaTpaH eTeKCuaT:
T[apenTepanauaT anTHKoaryiaHT TpAGBa na ce MPEKbCHE U 1A Ce 3allouHe naburarpan eTexcuiar

0-2 vaca npeaH 4yaca, Ha3HAaYeH 32 MPHEMAHETO Ha CIIE/(BAIATA J03a OT ANTEPHATHBHOTO JIEKAPCTBEHO
CPEACTRO, HIH NPH IIPeKpaTABaHe Ha JICISHHUETO, B CIIy4ali Ha HEMPEKBCHATO JIgMeHHe (Harp.
HepakHOHAPAH UHTpaBeHo3eH Xenapud (HOUBX) (pxk. Touka 4.5).

Cneyuannu nonyaayuu
Bvbpeuno yspeosicoane

Jleuenuero ¢ naburaTpaH eTeKCHIAT OPH NALKEHTH ¢ Texko 6u0pedno yspexkaane (CrCL <30 ml/min) e
POTHBONOKA3aHO (BkK. Touka 4.3).

Ilpr naunenTu ¢ ymepero 6u6peuno yepexaane (CrCL 30-50 ml/min) ce npenopr4sa HamMANABaHe Ha
Ao3ara (Bx. Tabnuna 1 mo-rope v Touku 4.4 u 5.1).

Crnomemeaya ynompeba na oabuzampan emexcunam u caabu 0o ymepenu wixubumopu na P-
anuxonpomeuna (P-gp), nanp. amuooapon, xunudun wiu sepanamun

Hosata Tpabea fa Gble HaManeHa, KAaKTO € IocoueHo B Tabmuua 1 (BK. chino Toukn 4.4 u 4.5). B To3u
CITy4aii, JaGHraTpaH €TeKCHIAT H TE3H JTeKapCTReHH MPOAYKTH TpAGRa Aa GBAAT NPHEMAaHH MO €/THO H

CBHIO BpeMe.

Ilpu namienTH ¢ yMepeHo GE0peduHo yBpexkate B CHITBTCTBALNO JIEKYBAHH ¢ BEpanaMil, 103aTa Ha
nadwraTpan eTekcHiaT TpabBa Ja ce HaManH A0 75 mg aHeBHO (BXK. Touku 4.4 1 4.5).

Cmapuecka ¢v3pacm

lpy naunenTH B CTapyecka BB3pacT >75 roqHHH ce NpenophyBa HAMAIMBAHE HA
1o-rope W To9k# 4.4 v 5.1).

Tenecno mezno



HMa MHOTO OrpaHHYeH KIWHHUEH OIMT ¢ NPENOPBYHTENHATA JO3HPOBKA NPH NAUMEHTH C TENICCHO TEr0
<50 kg unu >110 kg. Kato ce uMaT npeABHA HATHYHHTE KAMHHYIHH H KHHETHIHH J3HHH, KOPEKIHA Ha
nosara He € HeoBxomuMa (BX. Touka 5.2), HO ce penophuBa BHHMATETHO KNIHHHIHO HabmoneHue (BK.
TouKka 4.4).

llon

He ce Hannara xopurnpase Ha fosara (Bx. Touka 5.2).

Ileouampuyna nonyaayus

Hama cporBeTHa ynotpeba Ha naburaTpan eTEKCHIAT B MeJUATPHYHATA NOMYJIAIMA 32 NOKA3aHHETO
nepBHYHA npeseHIuA Ha BTE mpH naumeHTH, KOUTO ca GHaH MOMICKEHH Ha IUIAHORO LIANOCTHO
MpOTEe3HpaHe Ha Ta3o0e/ipeHa CTaBa WM LIAJIOCTHO MPOTE3MPaHe Ha KOMHHEA CTaBa.

IpernopbuHTeNIHATE AO3H Aa0HTaTpaH ereKcHIaT npH nokasadusTa SPAF, JIBT v BE ca nokaszanw B
Tabnmuna 2.

Tabnama 2:  IlpenopbxH 3a gosuposkata npa SPAF, IBT n BE

IIpenophKa 3a NO3HPOBKATA

ITpeBeHINIA Ha MO3BYEH HHCYJIIT H CHCTEMEH

¢MOONTHIEM NP BE3PACTHH MAIHEHTH C 300 mg mabHraTpaH €TEKCHIAT, IPHEMAHH K4TO ¢1HA
HKIIM ¢ eauH win noBeve pHCKOBH Kancyna ot 150 mg ABa IbTH AHEBHO
¢akxtopu (SPAF)

Jleuenue na JIBT u BE, kakto u nperernma | 300 mg naGuratpas eTekcumar, IPHEMAHH KaTo eiHAa
Ha pewaauBH Ha JIBT u PE npn BB3pacTan Kancyna or 150 mg nBa weTH AHEBHO, CHEN JICUEHHE C
nanueHTH (J[BT/BE) IaperTepancH aHTHKOATY/IAHT B IIPOXBIDKEHHE Ha
Haii-manko 5 qHH.

lpenopvyusa ce HaMaRAcane g 003ama

TlanpenTr Ha BB3pacT >80 roguam JlHeBHa po3za 220 mg maburaTpaHd €TEKCUNAT,

Tamue KOMTO [PHEMAT CHITBTCTRAIO NMpHeMaHa KaTo €1Ha xancyna ot 110 mg nBa eTH
i JTHEBHO

BEpaaMHIT

Tpabea 0 ce 00CHOu HAMARREGHE Ha

Qeaama

TampiesTH Ha BB3pacT Mexay 75-80 ronwuu

TManxenTs ¢ ymMepeno 6b0peyno yBpeknase

(CrCL 30-50 mV/min) Tpabra na ce uzdepe anerna nosa 300 mg wm 220 mg

IOaburaTpau eTexciiaT, 6asupaiiky ce Ha
[TauuentH ¢ racTpur, e30haruT Kiu HHIHBHYATHATA OLCHKA Ha TpoMOoeMOoIHYH
racTpoesogareancH peguryke H pPHCKAa OT KBPBEHE

JpyTH NaltHeHTH ¢ MOBHIIEH PHCK OT
KbPBEHE

3a JIBT/BE npenopexara 3a npiiarare Ha 220 mg faGHraTpaH eTeKCHNAT, NPHeMAaHH Ka
kancyna ot 110 mg nga eTH AHEBHO, ce OCHOBABA HA PapMAKOKHHETHIHH H (JapMaKoIHH
aHA/TM3H H He € IPOYYBaHa B KIIMHHYHH YClIoBHA, BiokTe mo-goiy M ToukH 4.4, 4.5, 5.1 1 5.2



B ciyyait Ha HEMOHOCHMOCT KeM Ja0HMraTpaH eTEeKCHIAT NauHeHTHTe TPAOBa aa 06441 MHCTPYKTHPAHH
12 Ce KOHCY/ITAPAT BeJ(Hara C JIeKyBalluA CH JeKap, 3a Jia Obe NpepHETO IPHEMIIHBO ANTEPHATHBHO
JIeYeHHE 22 NPEBCHIMA Ha MO3BYUEH HHCYIT H CHCTeMEH eMOOnH3bM, ACOIHMPAHH ¢ HPelCHPAHO
MBiAcHe, Wi 3a JIBT/BE.

Oyenxa na bvopeynama Gyuxyun npedu u N 8peMe Ha AeYeRemo ¢ Oabuzampan entexcuiam

TipH BCHYKM DAIMEHTH M 0co0eHO B cTapdecka Bh3pacT (75 rolHHH), ThH KaTo 6E0pedHOTO yBpekKaate
MOJKe Ja € 4ecTO CpelaHo B TA3H Bh3paCTOBA IpyIIa:

e lpenn 3amouBaHe Ha JieyeHHe ¢ JaduraTpaH etekcunar Gu0peuHara $yHkiua TpaGpa ga 6sae
OHEHEHA Ype3 H3YMC/ABaHe Ha KpeaTHHHHOBHA kiHpeHE (CrCL), 3a aa e M3KkmovaT NalHeHTH ¢
TexKO 650pedHo yBpexpane (T.e. CrCL <30 ml/min) (ex. Touxu 4.3, 4.4 1 5.2).

* bubpeunata dyHkmus TpadBa fa 6bIe OllCHEHA CHILO K IPM CBMHEHHA 33 BIIOIIABAHE HA
6n0peunaTa GyHKIHA O BpeMe HA JIEYEHHETO (HAMp. XMINOBONEMHA, JeXHIpaTaLHA, H IIPH
CBITETCTBAINA YIIOTpeOa Ha HAKOH JIEKAPCTEEHH [IPOIYKTH).

JOIbJIHMTEIHH H3HCKBAHHMA TIPH MI2LMEHTH C JIEKO A0 YMepeHo ObOpevHo yBpexaaHe H IIPH alHeHTH
Ha BB3pacT Haj 75 rozunH;

* Ilo Bpeme Ha nedeHHe ¢ naburaTpas eTekcHiar 6p6peunara QYHKIHA TpAOBa na 6BA€ olieHABaHa
Haf-MaJIKO €IHH BT I'OJHMIIHO HIH NI0-4eCTO, TIPH HEOOXOHMOCT, B ONIpeie/IeHH KIHHHYHH
CHTYallHH, KOraTo HMa ChMHeHus, 9¢ Os0pedHaTa QyHKng MoXKe Aa ¢& NOHIKH IWIH Ja C¢ BIOIH
(Hanp. XHNOBOIEMHs, JEXHApaTALHA, KAKTO H [IPH CHITHTCTBAMA YIIOTpeba Ha HAKOH JIEKAPCTBEHH

NMPOIYKTH).

MeToasT, KOiTO TpAOBa Aa ce H3MO/3Ba 3a oueHKka Ha 6Gp6peunara dyukups (CrCL B ml/min}, e
MeTombT Ha Cockeroft-Gault.

lIpodwmcumennocm na ynompeba

IIpoabmkrTenHOCTTa HA yIoTpebara Ha TaGHraTpaH erexcunar npa nokasanuata KAIM, ZIBT u BE e
NoKa3aHa B Tabmaia 3

Tabunpa3: Ipoxbmkurennoct Ha ynorpeta nps KAIIM 1 ABT/BE

Ilokazanue | IlpoxbikHTenHOCT HA YHOTpEHa

SPAF JlegeHrero TpsOBa 1a € ABITOCPOMHO.

JBT/BE IIpoappkHTENHOCTTA HA ACYEHHETO TPAOBA A4 ¢ ONPEASTA HHAHBHAYANHO Cles
BHHMATEJTHA OLIEHKA Ha [10JI3aTa OT JIEYSHHETO CIIPAMO PHCKA OT KbpBeHE (BX.
TOYKa 4.4).

Kpatkocpouno nevenne (naii-mManko 3 mecena) Tpa0Ba ia ce mposeXkaa NpH
HAJHYHE Ha NPEXONHHU PHCKOBH (akTopH (Hamp. CKOPOIIHA XHPYPrH4HA ONEpPaHs,
TpaBMa, 00e3IBHKBAHE ), a4 NO-TIPOABDKHTEHO JIEUCHHE — NIPH TPAHHH PHCKOBH
dakTopu mim HaronariiHa JIBT wnu BE.

Hponyenama doza

I[IpomycHara no3a naburaTpah eTeKcHIaT MOXe Ja ce pHeMe o 6 yaca Iped cliefBalnara

npHeMa.
He Tps6Ba 1a ce npHeMa 1BoiiHa 1034, 38 [a ¢& KOMIIEHCHPAT IIPOIYCHATHTE MHIHB

IIpexpamasane na npuema na dabuzampar emexcuiam



Jleuenneto ¢ fabUraTpan eTexcIaT He TPAOBA Na ce MpeKbeBa Oe3 mexkapek cbeet. IlammenTiTe
TpAGBa 1a 6BIAT HHCTPYKTHPAHH JIa Ce CBLPKAT ¢ JIEKyBaLia JIeKap, kO PasBHAT CTOMALIHO-4PEBHH
CHMITTOMH, Karo JucriencHd (BxK. Touka 4.8).

IIpomana na revenuemo

IIpemunapane ot AeveHre ¢ AAOHraTpaH eTEKCWIAT KbM MapeHTePAIeH AHTHKOATYIAHT:
I[IpenopruBa ce H3dakBage oT 12 yaca cnes NOCeaHATa A03a IPEIH PEMHHABAHE OT AaburaTpad
€TEeKCHIAT KBM NapeHTepaleH aHTHKOary/IaHT {(BXK. Touka 4.5).

IIpemunaBane OT JieueHHE ¢ IAPEHTEPAICH AHTHKOATYJIAHT KBM JabHrarpan eTeKCHar:
[lapeHTepaHHAT aHTHKOATYNaHT TPAORA A Ce TIPEeKBCHE M 2 C€ 3aIi0une Ja0HraTpaH eTeKkcHiar

0-2 4aca npenu uaca, Ha3HAa9eH 3a PHEMAHETO Ha ClIEABAINATA 1032 OT AATEPHATHBHOTO JTeKapCTBEHO
CPEACTRO, WK [IPH MPEXpaTABaHe Ha JEUeHHETO, B CIlydail Ha HENMPEKbCHATO NIeucHue (Hanp.
HedpakuHOHKMpaH HHTpaBeHo3eH Xenapud (HOHUBX) (bx. Touka 4.5).

IIpemunaBane OT neveHHe ¢ AAOMTATpaH eTEKCHNIAT KbM aHTATOHHCTH Ha BaraMHH K (ABK):
MowmenTsT Ha 3anousaie Aa ABK tpatea xa ce kopurupa cripsamo CrCL kakto crieqpa:
* CrCL =50 ml/min, npuembr Ha ABK Tpsi6ea na 3ano4He 3 JHE Ipean NPEKbCBAHETO HA
Aa0WraTpan eTEeKCHIIAT
¢ CrCL 230-<50 ml/min, npuemsr Ha ABK Tpa6sa na 3anouse 2 JHH IpeH NPEKLCBAHETO HA
JabAraTpaH eTeKCHAAT

Thii kaTo TaOHTATPAaH ETEKCHIAT MOXE JIa MOBIHAE Ha MexIyHApOIHOTO HOPMATH3HPAHO
cvotHOmEHHE (INR), INR me otpasu no-nobpe edexra na ABK enga cnex cnapateto Ha faburatpan
€TEKCHNAT 3a Hak-Manko 2 guu. Jlororara, INR croimocTHTe TpabRa fa ce TRJIKYBAT ¢ BHHMAHME,

[IpemanaBane ot jeuenne ¢ ABK kbm paburatpan eTeKcHIar:

[puemsr Ha ABK TpaGBa Ja ce npeycranoy. JlaburaTpaH eTeKCIIaT MOXKe Ja ce IpHiara seaHara
mom INR e <2,0.

Kapouosepsuo (KAIIM)

[lauMeHTHTe MOTAT N1a IPOABIDKAT HpHEMa Ha JaOHTATPAH €TSKCHIAT 0 BpeMe Ha KapHOBEP3HO.

Kamemvpra abrayus na npedcopono mvocdene (KAIIM)

Jluncear naHEM 33 edeHueTO ¢ Jaburatpan etekcunar 110 mg ABa ITBTH AHEBHO.

Hepxymanna xoponapua unmepesenyus (IHKH) cve cmenmupane (KAIIM)

[NameHTH © HEKTATTHO NPeACHPAHO MEXKICHE, KOHTO ca moproxkeHu Ha [TKH ¢be cTeHTHpaHe, MOTAT 1a
0baaT NeKyBaHW C Za0HTATPAH CTEKCHIAT B KOMOUHALMS ¢ TPOMOCIMTHY AHTHATPETaHTH, CJIe]] KaTo ce
MOCTHTHE XeMOocTaza {BK. To9Ka 5.1).

Creyuannn nonyaquuu

Cmapuecka ev3pacm
3a IpoMeHH B 103aTa NPH Ta3H NOIyJauua BExXTe TabiHua 2 1o-rope.

Tlayuenmu c puck om xepaene

TNaupeHTH C NOBHINEH PHCK OT KbpBeHe (BX. Toukn 4.4, 4.5, 5.1 1 5.2) rpxﬁna na 61;



KOHKPETHHA NalHeHT (BXK. Tabnxua 2 no-rope). KoarynaumoneH Tect (Bak. Touka 4.4) MOXe Aa IOMOTHE
3a MICHTHOHIMPAHE HA NAIMEHTHTE C TIOBMINEH PHCK OT KhpBEHE, IPHUMHEH OT MPEKOMEPHA
€KCNO3HIKMS Ha naburarpan. Korato ce yCTaHOBH NpekoMepHa eKCIIOIHITHA Ha NaCHTaTpaH, NpH
NALHEHTH ¢ BUCOK PHCK OT KbpBEHE, ¢¢ MPENophYRa NpHJIarane Ha HamaneHa no3a 220 mg, npieMaHa
Karo exHa Kancyna 110 mg nea meTH aneBHo. [Ipy nosBa Ha KNMHHHYHO 3HAYHMO KLPBEHE JICUCHHETO
TpAOBa Ja ce MpeKbCHE.

ITopans noBMIIEHHs PHCK OT CTOMAILHO-IPEBHO KbPBEHE [IPH MALACHTH ¢ TACTPHT, €30¢arut win
racTpoezoaruanes pedayke Moxe a ce 0OMHCITH HaMaNABane HA Jo3aTa (BK. Tadnuua 2 no-rope v
Touka 4.4).

Bvbpeuno yepexcoane

JleueHneTo ¢ naburaTpad eTeKCHIAT NpH NALHEHTH ¢ Texko GB6peuHo yepexnaane (CrCL <30 ml/min) e
TMpOTHBONOKa3aHo (BX. Touka 4.3).

He e HeolOxommmo KopHripane Ha Ao3arta NPH NALHEHTH ¢ Neko ObOpeuHo yRpekaaHe

(CrCL 50-<80 ml/min). [1pu nauuenty ¢ yMepena 656peuna veaocrarburocT (CrCL 30-50 ml/min),
NpENOphYHTEHATA 033 NabHraTpaH eTekcHaaT e cbino 300 mg, npuemanu Kato 1 karcyna 150 mg nsa
'5TH JHEBHO. BEIpek# TOBA, NpH nauueHTH ¢ BHCOK PHCK OT KbPBeHe TPAOBa 1a ce 0OMHCTH
HAMANABAHE Ha J[03aTa NaburaTpan erekcwiar Ao 220 mg, npreMaHH KaTo eaua Kancyaa 110 mg asa
TMHTH JHEBHO (ByK. To9kH 4.4 1 5.2). BeuMaTenHo KIMHU4HO HaOMIONeHHE Ce NPeophUBa IpH NALMEHTH
¢ O1p6peuno yspexaaHe.

Conwmemsawa ynompeba na oabuzampan emexcuiam u ciaby 00 ymMepenu unxubumopu na P-
anuxonpomeuna (P-gp), nanp. amuodapot, Xunuoun Uiy 6epanamun

He e Heo6xonHMO KOPHTHpaHe Ha 103aTa MPH CHIFHTCTRALO IPWIOKEHHE C aMHORAPOH HITH XHHHIHH
(Bx. Touxu 4.4, 4.5 u 5.2).

[penopruBa ce HaMaJsBaHEe Ha A03aTa [IPH MAIMEHTH, KOHTO NPHEMAT CHITFTCTRAIL0 BepallaMi (Bik.
Tabnuna 2 no-rope u ToukH 4.4 1 4.5). B Takes ciayuali naburarpaH eTeKCHIAT H BepanaMui TpabBa na
¢e IMPHEMAT N0 eHO H CHILIO BpeMe.

Tenecno mezno

He ce nanara xopurvupase Ha o3ara (B. TOUKA 5.2), HO ce NPENOPHYBA BHUMATEIHO KITHHHIHO
Ha0JIO/IeHHE TIPH NTALMEHTH ¢ TellecHo Termo <50 kg (Bx. Touka 4.4).

Ifon
He ce nanara xopurupase Ha nosara (k. Touka 5.2).
IHecuampurina nonyaayus

Hama croTBeTHA ynoTpeba Ha naCuraTpaH €TEKCHIAT B NEJMATPAYHATA OIyaliA 32 OKa3aHHETO
NpEBEHUHUA Ha MHCYNT H CHCTeMEH eMOomA3EM IpH NaumentH ¢ HKTIM.

Jeuenue nu BTE u npeaenyua na peyudusupaiun BTE npu ned

[Ipu neyenne va BTE npu neamaTpudnn nanmedTd nedeHueTo TpAOBa Ja ce 3al
napeHTepaieH aHTHKOATYJIAHT B IPOXBJKCHHE Ha Haii-Manko 5 auu. IIpu npes
BTE neuennero Tpaba na ce 3amouse ciell IPEAXOMHO JICYEHHE.

HAaburaTpan eTexCANAT KancyJ H TpadBa Aa ce IPHEEMAT Ba WETH AHCBHO, g :
€IHa 71033 Beyuep, npHOIH3IATENHO MO eOHO U CBIIO BpeMe BeekH AeH. HaTepBansT Mems}ﬁﬁhw nglﬁna
Ii4 & KOJIKOTO ¢& MOKe I0-01H30 ao 12 vaca. :’rff’ »E /



IpenoprunTentara fo3a JaOHUraTpaH eTEKCHUIIAT KAIICYJH Ce ONPENeNns B3 OCHOBA Ha TEIECHOTO TErIo
H BB3PacTTa Ha IIALMEHTa, KakTo € MoKasaHo B Ta0numa 4. ozata TpadBa ga ce KOpUTrHpa cnopen,
TENECHOTO TEINO M BB3PACTTa ¢ HANPeABaHeTO HA IEYEHHETO.

3a KoMOHHALMHTE TENECHO TETJIO M BB3PacT, KOMTO He ca [I0COYEHH B TabamuaTa 32 A03Hpane, He MOraT
Aa OBbAAT AaNieHH NPeNOPEKH 3a J03UPAHE.

Tabnana 4: Eaunwquu B o0 AREBHHE A03H AA0HraTpaH eTEKCHIAT, B MAUIArpaM (mg), cnopen
TEJIECHOTO TEIJio B KHJIorpamu (kg) u Bb3pacTra B2 NaNHEATA B F'OJHAH

KomMOHHANNE TeJIeCHO TENJIO /BhIpacT Eanun4na A03a B mg | O6ma AneBHA 7032 B
Tenecno Terno B kg | BuapacT B roaunn mg
11 no <13 8 1o <9 75 150
13 mo <16 8 mo <11 110 220
16 no <21 8 o <14 110 220
21 no <26 8 o <16 150 300
26 no <31 8 mo <18 150 300
31 no <41 8 1o <18 185 370
41 no <51 8 10 <18 220 440
51 mo <61 8 1o <18 260 520
61 no <71 8 1o <18 300 600
71 mo <81 8 mo <18 300 600
>81 10 o <18 300 600

EnuHeYny 034, H3MCKBAN KOMOHHALIMM OT ITOBEYE OT e/IHa Kancya:

300 mg: ABe Katicynd 150 mg

HJIH Y€THPH Kancyiu 75 mg
260 mg: enna xancyna 110 mg wmoc enna 150 mg
WM efHa karcyna 110 mg nimoc ase 75 mg

220 mg: KaTo age Karcyau 110 mg

185 mg: KaTo eAHa Kancyna 75 mg mwnoc eana 110 mg

150 mg: KaTo efHa kancyna 150 mg

WJIH ABE Kalcyld 75 mg
Oryenxa na 6v0peynama Gynxyus npedu u no epeme HA AeHenueno

Ilpeau 3anoueaHe Ha eYeHHETO TPAOBA Aa Ce ONpPENc/H H3YHCICHATA CKOPOCT Ha ITIOMEpYJIHA
¢wrrpamusa (WCI'D) no dopmynara Schwartz (MeToIBT, H3MON3BAH 32 OLEHKA HA KpeaTHHHHA, Tpabba
Ia OBIIe TOTELPACH OT MECTHA NalopaTopHi).

JleuenHeTo ¢ naburaTpad eTekCHWIAT € NpoTHBONOKA3AHO MpH NeAHATpHYIHH naimeHTH ¢ HCI'd
<50 ml/min/1,73 m2 (ex. Touka 4.3).

IauvenTn ¢ ACTP >50 mUmin/1,73 m? TpaGea ga 6saaT NexyBaHu ¢ K034 CEINACHO Tabmwia 4.

Ilo peMe Ha neyenuero 6b6pevnara ¢yuxuma TPAOBA Ja ce OLCHARA NIPH ONpPeIeNICHH KITHHHYHH
CHTYAalluH, KOTaTo HMa ChbMHEHHA, ue Gp0peunara gyHKIHA MOXKe Ja ce MOHWKH HIH Aa C& BIOIH
(Warmp. XMIIOBONIEMHAS, AEXHAPATALMA, KaKTO H IPH CHITETCTRAILA YHOTpeba Ha onpenelieHH JIeKapCTBEHH
NpoyKTH A Ap.).

Ipodeaxcumennocm na ynompeba

INpoabkuTeTHOCTTA Ha JIe4eHHETo TPAORA J1a Ce OnpeAenA HHIHBHIYATHO B 3|
ToJI3a/PHCK.

Hponyeuama dosa




I[IpomycHaTa A03a JalMraTpaH eTEKCHIIAT MOXE JIa o TIpHeMe 10 6 4aca npeay crleapalmara npeinHcaHa
no3a. Ilpu ocTaBainm mo-Malko OT 6 9aca 10 CASOBALIKA NpPHEM, IIPOMYCHATATa 103a He TpAGBAa Jia ce
[pHeMa.

B mukakbe ciydaii He TpaOBa na ce npueMa JBOMHA 034, 32 1A C& KOMIIEHCHPAT MPOMYyCHATHTE
HMHAUBHIYUTHH 034,

Hpexvesane na rewenuemo ¢ oabuzampan emexcuram

JleuenneTo ¢ mabHraTpaH eTeKCHIAT He TpsOBa /1a ce MpexbCeBa Oe3 KoHCyTalHA ¢ mekap. IlaupenTume
MK OOTPIKBALIMTE TH JiMLA TPpAOBa 1a 6BAAT HHCTPYKTHPAHH a3 CE CBBHPIKAT C JISKYBAIlHA JIeKap, ako
NAUUEHTHT PAa3BUE CTOMALTHO-YPEBHH CHMITOMH, KaTO JHCNEncHA (Bx. Touka 4.8).

Hpomana na revenuemo

Iipemunagane ot nedcHue ¢ JabHraTpaH eTEKCHAAT KBM TIAPEHTEPAICH aHTHKOArYJIAHT:
IIpenopwysa ce Aa ce n34aka 12 yaca crieq nocieqHaTa 403a Npeay OpeMHHABAHE OT AaburaTpaH
€TEKCHJIAT KEM IApEHTEpaneH aHTHKOaryIaHT (BXK. Touka 4.5).

IIpemunaBane oOT AeueHHe ¢ NapeHTepaieH AHTHKOArYJIaHT KbM AaburaTpan eTeKCHIAT:
IlapeHTepaiHUAT aHTHKOATYNAHT TpaOEa Aa ce NPEeKBCHe | A ce 3anoune gaburarpan etekcunar (-2
Yaca HpeAd Jaca, onpeneneH 3a NPHIOKEHHETO HA MAPSHTEPAITHHA aHTHKOATY/IaHT, HIH [IpH
NPEKPATABAHE HA JICYEHHETO, B CITydaif Ha HETIPEKBCHATO JiedeHHE (HAIp. HedpaKiMOHHpaH
HHTpaBeHo3¢H XenapuH (HOHUBX) (Bxk. Touka 4.5).

Ilpemunapate oT leyeHne ¢ nabUraTpaH eTeKCHIAT KbM aHTArOHHCTH Ha BHTaMuH K (ABK):
HamenTure TpaGpa Aa 3anounar npueM Ha ABK 3 M npeu NpekbCBaHETO HAa Ja0HraTpaH eTeKCHIaT.
Twnit kaTo nabHraTpan eTexcwiaT MOXe Ja NOBAHAE HA MeX/IyHAPOTHOTO HOPMATH3UPAHO
c¢rotromenne (INR), INR ure otpaza no-nobpe edexra na ABK exBa cnea cimpaHeTo Ha qaGHraTpaH
€TEeKCHIAT 3a Hak-Malko 2 gHH. Jlotoraea, INR croitHocTiTe Tpabea fa ce TRIKYBAT ¢ BHHMAHHE.

IIpemunaraHe ot nedenne ¢ ABK kbM maburatpan eTekcunar:
IlpuemsT Ha ABK Tpabsa na ce npeycranosu. JlaburatpaH eTeKCHIAT MOXe Jia CE MpHIIara BelHara
moM INR e <2,0.

Haumn Ha nprioxeHnue

To3u IeKapCTBEH HPOMYKT € 32 ISPOPAITHO TIPHIOIKEHHE.

Kancymure mMorar na ce npaeMar ¢bc Hiti 6e3 xpana. Kancysinre Tpa6Ba Aa ¢¢ MOMTBMIAT LISIH € Yalia
BOJIA, 3a Jja C€ YJICCHH JJOCTHTaHETO BM O CTOMAaxa.

NarmenTure TpAGRa fa GbAAT HHCTPYKTHPAHH Ja HE OTBApAT KAICYJIATA, THH KATO TOBa MOXE 13
TIOBHIUK PHCKA OT KbpBEHe (BXK. TO4YKH 5.2 1 6.6).

Ilpu neqpaTpHYHK NalHERTH MO 8-ToAMINHA BE3PACT WM [PH BE3PAcTHH NALMECHTH, KOHTO MMaT
ApoG/ieMu ¢ IOMTBIAHETO WK HE 3HAAT KaK 1A A4 NONTHILAT, HA [43apa Ca HAUTHIHH JPYTH NOIXOXAIIH
38 BB3pacTTa JICKAPCTRSHH POPMH, KaTo:

- HaGuratpaH erexcunar o6OBHTH IpaHy.TH MOKe Ja ce H3MOM3BAT IIPH Aelia oA 12-rogmnHa
BE3pacT, aKO Te ¢a CTIOCOOHM 1a MOTTBINAT MeKa XpaHa.

- JaluraTpaH eTexcHNaT Npax ¥ pasTBOPHTEN 34 IIEpOpaJIeH pa3Teop Tps#OBa 12 ONI3Ba CaMo
[P ZISTIa Ha BE3pAcT Nox | romuxa.

4.3 IIporaBOnOKAIaHUS

J CepbXUyBCTBHTEITHOCT KBM 2KTHBHOTO BEIIECTEO HITH KBM HAKOE
u36pOeHH B TO9Ka 6.1 B
. Texxo Ou6peuno yepexaane (CrCL <30 ml/min) npu BE3pacTHH Nauwe




. UCT'® <50 ml/min/1,73 m? mpH NeqMATPHYHH NaLHEHTH
. AKTHBHO KIHHHYHO 3HAYHMO KbPBCHE

. Jle3nsa WM CrCTOAHME, KOETO e ONpeesis KATO 3HAYMM PHCKOB (aKTop 3a rofaMoO KbPBEHE.
Tora MoX(e 3 BKIHOYBA HACTONLIM HITH CKOPOIIHH CTOMAIMHO-YPEBHM PazA3BABAHMA, HATHUHE
Ha 3/I0KaYeCTBEHH HOBOOOPazyBaHH C BHCOK PHCK OT KBPBEHE, CKOPOMHO MOIBYHO HIIH
rpEOHAYHO HApaHABAaHE, CKOPOLIHA MO3BEYHA, IPEOHAYHA WM OYHA XUPYPIHIHA MHTEPBCHLINA,
CKOPOLIHA BETpEYEPEIHA XeMOparud, H3BeCTHH KIIH BepOATHH BapHIH HAa XpaHONPOBOZa,
apTepHOBEHO3HH MaIOPMALIMH, CHAOBH AHEBPHIMH HJIH FOJIEMH BETPErpEOHAYHHA HITH
BETPEMO3BYHH CBIOBH AaHOMAIHH

. CrITETCTBAIIO Te9EHHE ¢ HAKOH JPYTH 2HTHKOATYJIAHTH, HAIp. HedpakiMoHHpaH XenapuH
(H®X), XxenapiHH ¢ HHCKO MOIEKYJIHO TErNo0 {(€HOKCAIAPHH, JANTENAPHH H Ap.), IPOH3BOIHH
Ha xenapHHa (hoHAanapAAyKe U AP.), aHTHKOATYJIaHTH 33 NEPOPAIHO NpHNokeHHe (BapdapHH,
pHuBapokcabaH, anHkcalaH M 1Ip.), OCBeH B crieiiuiuny yenosusi. ToBa ca cmyqaure Ha
NPOMSAHA HA AHTHKOATYJIAHTHOTO JiedeH e (Bxk. Touka 4.2), korato HOX ce npwiara B 103H,
HeoOX0MMMM 32 IIOTEpIKaHe HA OTBOPEH LEHTpaieH BeHO3CH WK apTepHaIcH KaTEThP, WK
korato HOX ce npunara no epeMe Ha KaTeTbpHa alamms Py PeAChPaHO MbKICHE (BK.
TouKa 4.5)

. YepHonpobHo yBpexkIaHe win yepHoApoOHo 3a6onsgpane, 3a KOSTO Ce OYaKBa Jia MMa
OTPAKSHHE BEPXY NPeXXHBAEMOCTTa

. ChIBTCTBAINO JIeYeHHE CBC ClieHHUTE MOLIHH P-gp HHXUOUTOPH: KETOKOHA30, IHKIOCTIOPHH,
HTPAKOHA30J1, APOHEAAPOH M KOMOHHALIATA ¢ PHKCHPAHH JIO3M INeKanpeBup/MHOpEHTacBHp 3a
CHCTEMHO NPWIOKEHHE (BXK. ToUKA 4.5)

. ChpeYHH KIIANHHA HPOTe3H, H3HCKBAIIH AHTHKOATYJAHTHO JledeHHe (BxX. Touka 5.1)

44 Cpenuannn npeaynpexIcHHs 4 NPeaIa3HA MEPKH IpH ynoTpeba
XeMoparuyeH pHCcK

JaburaTpaH eTekcHIaT TpAbBa Ja ce NpIIara ¢ NOBHIICHO BHAUMAHHE [IPH ChCTOAHMS C TIOBHIICH
PHCK OT KbPBEHE HIIH IIPH CHITHTCTBAIA YIIOTpeba Ha JleKapcTBeHH MPOIYKTH, IOBIHABAINH
XeMOCTa3aTa Ype3 HHXHOupaHe Ha TpoMOormTHaTa arperaii4. [lo Bpeme Ha TepaniAaTa KbpBEHE
MOXe J1a e ITogBH HaBcakbAe. [Ipu HeogaksaH cnan Ha xeMornoOHHA H/HIN XeMaTOKPHTA, HITH CIiaj
Ha KPbBHOTO HAJIATaHe, TpA0Ba Aa ce M3IBBPLIM Mperie] 3a yeraHoBABAHE MACTOTO Ha KEPBEHE.

[IpH PE3pacTHH NALEHTH B CITYYaH Ha KMBOTO3aCTPANIABAIIO HIH HEKOHTPOIMPAHO KBPBEHE, KOTarTo
¢ HeoOXoaHuMO GBP30 HEYTpATH3MpaHe Ha AHTHKOAryIaHTHHA eeKT Ha AabHraTpan, MoXe J1a ce
H3II0/13B4 CTICIIHGHIHOTO HEYTPATHZHPALIO CPENCTBO HAAPYLH3YMas.

EdwixacHocTra B GesonacHOCTTa Ha MAAPYLH3yMal He ¢4 YCTAHOBEHH NPH CQHATPHYHH NAIHCHTH.
HaGurarpan Moxe na 6b/e OTCTpaHeH OCPEACTBOM XeMoauam3a. [IpH BE3pacTHH NAiHeHTH ca
BB3MOXKHH APYIH ONUMH KaTo M3NOI3BaHE HA NPACHA 1A KPpbB HIH INPACHO 3aMpa3eHa [U1a3Ma,
KOHUEHTPAT Ha KOary/anHoHHH (akTopH (AKTHBHPAH WIH HeakTHBHpaH), pekoMOHHaHTeH (akTop
VIla wmm TpoMOOLHTHA Maca (BX. CBIIO TOYKA 4.9).

B xIMHWYHN M3NMHTBAHMA Ja0HTaTpaH eTeKCHIAT Ce CBBP3Ba ¢ NMO-BHCOKH HHBA Ha FOJIAMO CTOMAIIHO-
upesHo (CH) kepeene. [oBHmen puck ¢ HaOMIOAaBaH NP TALIMEHTH B CTAPYECKA BB3PacT

(275 roguEm) mpu cxema Ha npunarare 150 mg aBa ITETH IHEBHO. JIPyTH PHCKOBH (GaKTOPH (BiK.
CBHIIO TabjMLa 5) BKIOYBAT EAHOBPEMEHHO JIeUeHHe ¢ HHXMOMTOPH Ha TPOMOOIMTHATA arperaiis,
KaTO KIOMHICTPeN 1 alleTricanimiosa KHeenaHa (ACK) WM HECTEPOHIHH MPOTHBOBBINANTEIHH
cpeacrea (HCIIBC), kaxTo ¥ HamadueTo Ha e30¢aruT, racTpuT WK racrpoesodareaned

Puckosu chaxmopu

Tabmua 5 o6obmasa gakTopute, KOMTO MOraT 1a MOBHINAT XEMOPATHIHHS PHC



Tabanoa 5:

d)ax'ropn, KOMTO MOTaT A HOBHINAT XeMOPArHYHHA PHCK.

PuckoBl GakTopH

DapMakOEHHAMHTHH H KHHETHYHE GakTopH

Be3pact >75 roguas

DaxTOpH, KOUTO MOBHIABAT TUIA3MEHMTE HHBA
Ha galuratpan

[napnn:

. YmepeHo 656pedUHO YBpexKaaHe ITPH
BB3pacTHH nauyeRTH (30-50 m/min CrCL)

. Mommn P-gp HExXHOHTOPH (BX. TOUKH 4.3
H4.5)

. CBBMECTHO mipunaaraHe Ha crnabd 1o
ymepeHH P-gp mHXHGHTOpH (Hanp.
AMHOJAPOH, BepallaMMIL, XHHHIHH H
THKATPENoOp, BiK. TOUKa 4.5)

BropocTenenmm:
. Hprcko TenecHo Terno (<50 kg) npu

BB3PACTHH INAIIHCHTH

®apMakoIMHAMHYHH B3aUMOACHCTRIS (BK.
TO4YKa 4.5)

. ACK u apyrs HHXHGHTOPH Ha
TPOMOOLIMTHATA arperauysi, KaTo
KIOTMAOI P

HCTIBC

SSR1 wm SNRI

JIpyTH TeKApCTBEHH NMPOIYKTH, KOHTO
MOTAT Ja HAPYIIAT XEMOCTa3aTa

3abonasanus / poueaypH ¢ ocobeH
XEMOparuyeH PHCK

. Bponexn win npHIo0HTH HapYLICHHS HA
KOATyJIaumlaTa

TpombolMTONeHAs WIH QYHKIMOHAIHA
TPOMOOLMTHH Ac(heKTH

CKopolliHa OHOTICHS WITH TO/IAMA TPaBMa
Bakrepuanen eynokapauT

Ezodarr, racTpHT WK
racrpoezodareancH peduryke

ColuecTByBaT OrpaHIYeny JaHHH NPH BB3pacTHH nanuenTtH <50 kg (Bx. Touka 5.2).

CoupreTBamaTa ynorpeba Ha nadurarpan eTexcuaar u P-gp WHXHOHTOPH He € TipoyYBaHa Nipy
NeANaTPHYHM MALHEHTH, HO MOXe 1a YBETHYH PHCKa OT KbPBeHe (BXK. Touka 4.5).

Ilpednasnu Mepxu u 08Ra0ABANE HA XEMOPAZUIHURL PUCK

3a OBRnanARaHE HA YCNOKHEHUA C KBPBEHE BIDKTE CHINO TOuKa 4.9.

Oyenxa na CoOMROWEHUCIMO HOA3W/PUCK

Hannaiero Ha me3un, 3abonBanus, npouesypd Wi ¢apmakonornuso negenue (karo HCIIBC,
TpoMOOLITHH aHTHarperadTH, SSRI u SNRI, Bx. Touka 4.5), KOMTO 3HAYHMTEITHO YBEAHIABAT PHCKA OT
roJIAMO KbPBEHE, H3HCKBAT BHHMATE/IHA OLICHKA HAa CHOTHOMEHHeTo noasa/puck. aburarpan
eTeKcHIaT TpAOBa /i ce JaBa CaMo ako MON34Ta HAJBHINABA PHCKA OT KbPBEHE.

HajwaHHTe KIHHHYHH JaHAH 32 NETHATPHYAH NALMEHTH ¢ PHCKOBH (aKTOpH, B
[IAIMEHTH ¢ dKTHBEH MCHHHI HT, eHLIe(aluT H BETpedeperieH abcnec (BK. TOUYKa J

ITpr Taknea naukeHTH ZaburaTpad eTekcuaar TpsLOBa Ja ce JaBa CaMo aKko Ouakha

HaOBHIIABA PHCKA OT KbpPBCHE.

Buumamenno xrunuwino nobinoderue




IIpenopr4Ba ce BHUMATENHO Rabmonenye 3a MPH3HALM HA KBPBEHE HIIH aHEMUA TIpe3 LIeMHA epHox,
Ha JIeYeHHe, 0cobeHo ako pUcKOBHTe (hakTopu ca KoMOHHHpaHu (BX. Tabnwuna 5 no-rope). Tpabea na
Ce BHHMAaBa 0cO0EHO MHOTO, KOraTo JaGHraTpaH eTeKCHAAT Ce NIpHIara e THOBPEMEHHO ¢ BEPANAMMI,
AMHOJAPOH, XUHMIHH HITH KIapHTpoMHUMH (P-gp HHXHOHTOPH) H 0CO0SHO HpH MOAB2 Ha KEPBEHE,
Hak-Beye IIPH alMeHTH ¢ HamManeHa 6s0peyHa QyHKIHA (BXK. TOuKa 4.5).

[Ipenopnuea ce BEMMATENHO HAOMONEHNE 32 TIPW3HALM HA KHPBEHE NPH NALMEHTH, JIEKYBaHH
ceirsTeTBaIO ¢ HCTIBC (8%, TOUKa 4.5).

Ilpexwvcaane na nevenemo ¢ Oabuzampar emexcuram

[latMenTuTe, KOWTO Pa3sBHAT OcTpa OBOpeuHa HeAOCTATEYHOCT, TPAOBA 4a MpeyCTAHOBAT MpHEMa Ha
NadHMTaTpaH eTeKcHTaT (BXK, ChIlo Touka 4.3).

Koraro ce N0sIBH TeXKKO KbPBeHe, TPAOEa fia ce IIPEKPaTH JICYCHHETO, Aa ce H3c/IeBa IPHIHHATA 33
KBLPBEHETO M IIPH BB3PACTHH MALMEHTH MOKe a4 ce OOMHC/H NPHIICKEeHHe Ha CEIHPHIHOTO
HEYTpaH3Hpauo CpeAcTBo (Haapyumsymal). EduxacaocTTa M 6e30nacHocTTa Ha HAAPYIH3YMal He
ca YCTaHOBSHH NPH NeAHaTpHYHH naipenTH. JlaGuratpan moxe na 6bae oTCTpaHeH NMOCPEACTBOM
XeMOTHAIH3A.

Ynompeba na unxubumopu na npomonnama nomna

Moxe na ce 0OMHCIH NPHIOKeHHe Ha MHXMOHTOP Ha rporoAnaTa noMna (PPI) 3a npepenuma Ha CH
KbpBeHe. [IpH nenuaTpHyHE NalHeHTH TPAOBA Ia Ce ClieBaT NPeMoPhKHTE, OIMHCAHHM B KpaTKAaTa
XapaKTePHCTHKA HA NPOAYKTa Ha CHOTRETHHA HHXHOUTOD HA IIPOTOHHATA [IOMITA.

Jabopamopnu xoazynayuonRu napamempu

Buiipexs 4e TO3H JIEKAPCTBEEH MPOAYKT O MPHHITMI He H3HCKBA PYTHHHO MOHHTOPHpaHe Ha
aHTHKOAryal|sTa, ONpeAcIfHETO Ha CBbp3aHaTa ¢ XabHraTpaH aHTHKoaryaauud Moxe Ja 651e oT
07133 38 YCTAHOBABAHE Ha [IPEKOMEPHO BHCOKA SKCTIOZHITHA Ha AaburaTpaH npu HAIMYHE Ha
JOITBJIHMTETHH PHCKOBH (PaKTOpH.

TpomGuHOBOTO Bpeme upes paspexnane (TBP), ekapunosoto BpeMe Ha cscupsane (EBC) u
aKTHBHPAHOTO MapliHaHO TpoMGorutacTHHOBO BpeMe (aPTT) MoraT ga npenocTaBAT HOJC3HA
HHGOPMALHA, HO Pe3YIITATHTE TpAOBA J1a Ce THIKYBAT ¢ MOBHLIEHO BHHMAHHE OPaIy
BapHabMIHOCTTa MeKDy TecToBeTe (BK. ToUKa 5.1). TecTET 32 ONpeaeine Ha MEKIYHAPOTHOTO
HOPMAaJTH3HPAHO CLOTHOINEHHE (international normalised ratio, INR) He € Hanex¢H NpH NAIMEHTH Ha
nedYeHHe ¢ naburaTpaH eTeKCHIAT H MMAa JOKIAABAHH CITyvad ¢ GAIIMBO HOMOKHTETHO IOBHINEHHE
Ha INR. 3atoBa INR TectoBe He Tpabpa jia OBAaT IPOBEXKAAHH.

Tabnwmua 6 nokaspa Hali-HHCKHTE MPAroOBe HA KOATY/IALIAOHHEITE TECTORE NPH BE3PACTHH MALMEHTH,
KOHTO MOTar fia Ob1aT CBbP3aHH ¢ IOBHINEH PHCK OT KbpeeHe. He ca H3BECTHH CROTBETHHTE TIParose
NIPH TEAHATPHYHH ITALMEeHTH (BXK. Touka 5.1).

Tabauua 6: Haii-BuCKH Nparoge Ha KOATYIANHORHHATE TECTOBE OPH BL3PACTHH NAIHEHTH,
KOHTO MOTaT Ja ObAaT CELP3AaHH ¢ MOBHIIEH PHCK OT KbpBEHE.

Tect (Haii-HucKa CTOMHOCT) IlokasaHe
ITepexuna npesenys va | KAIIM u JIBT/BE
BTE npu opronemana
onepalmA

TBP [ng/ml} >67

EBC [X-11bT1 Haj ropHaTa rpasuiia Hama nassm
Ha HOpMaTa]
aPTB [x-r6TH Hag ropuara rpapaua | >1,3
Ha HopMarta]







INR He Tpabsa na ce He 1pabBa na ce IpoBexkaa
OpoBEXIA

Yng;pcﬁa Ha QHGQI{HOIIHTH‘IHH JIEKAPCTECHH NPOAVKTH 34 JICUYCHHE Ha OCTHED HCXCMMYEH HHCYIIT

Ynotpebara Ha PUOPHHONHTHYHH JISKAPCTBEHH MPOIYKTH 34 JICUCHHETO HA OCTHP MCXEMHYEH HHCYIT
MOKE Ja ce 00ChIH, ako cToiinocThTe Ha TBP, EBC unn aPTB He wajpdiDaBaT rOpHATA rpaHHIa Ha
Hopmata (ULN) criopen MecTHHTe pediepeHTHH IPAHILHA.

XHPYPrudBEH ONEPALHH H HHTEPBEHITHH

ITpu nanpenTH, NpUemarny nabUraTpaH eTeKCHIAT, KOHTO Ca MOIIOKESHY Ha XHPYPIrHIHA
HHTEPBEHLHA WIH HHBA3HEHH NTPOLEAYPH, CHIEECTBYBA PHCK OT KEpBeHe. [lo Tasn npuarHa
XHPYPTHUHHTE HHTEPBEHIIMH MOTAT Ja HAJIOYKAT BPEMEHHO IPEKpaTABaHe Ha IIPHEMAHETO Ha
naburaTpaH eTeKCHIAT.

[TarpenTHTE MOTaT Ja IPOXBIDKAT IPHEMA HA TA0HTAaTpaH STEKCHITAT, KOTATO ¢4 MOAMKEHE Ha
KapaHOBep3uo. JIMICBAT naHHk 3a leueHweTo ¢ Aaburarpad etekciwiaT 110 mg JBa ITbTH AHEBHO NIPH
NalMEHTH, KOWUTO ca NOIONKEHH Ha KaTeThpHa abnauus Ha IPeICHPIHO MBXK/CHE (BXkK. TOUKa 4.2).

Heo6xonrmo € noBHIIeHO BHUMAHKE, KOTaTO JICYCHHETO BPEMEHHO C& MPEKPATH IOpaiH
MHTEPREHIAN U Ce MPENOPHYBA MOHUTOPHPAHE Ha anTHKoarynaimaTa. IIpy manmenTy ¢ 6x0pevna
HEIOCTATEYHOCT KIHPBHCET HA Aa0HraTpad MOXe 1a NpoIBIDKH Mo-abIro (Bx. Tovwka 5.2). Tosa
Tpafiea fa ce B3eMe NpelBUA MPEAH BCAKa MPOUERypa. B TAKHMBa CiTy4au KOaryJIalioOHeH TecT (BIK.
TOUKH 4.4 1 5.1) MOMKe Na TIOMOTHe JIa ce Onpeieli M Bee OLe HMa HAPYLICHHE Ha XeMOCTa3ara.

Crewnu Xupypeuinu onepayuy uil HeOTAONCHY NPoYedypu

IIpueMbT Ha naGuraTpan erexchat Tpsabea fa 0bJe BpeMeHHO NpekpaTeH. AKo € HeobGXomMO OBp30
HEYTPATH3HPAHS HA AHTHKOArYIAHTHHUS eeKT, MOXe [ia ce H3MON3Ba cnelHGHTHOTO
HEYTPAITHIMPAINO CPENCTBO HA AaburaTpau (wiapymsymal) 2a sxapacTas namwenTd. Eduxacaoctra
1 6e30naCHOCTTA Ha HAAPYLM3YMab He ca yCTAHOBEHH NpH MeAHATPHYHY NalMeHTH. JlaburaTpan
MOke a OB/Ic OTCTPAHEH OCPEICTBOM XEMOHAIIHAA.

Ilpu npeycranossBake Ha TepalluaTa ¢ AA0HraTpaH NAUMEHTHTE Ca HATOMKEHH Ha TPOMOOTHYEH PHCK,
CEBD32H ¢ OCHOBHOTO UM 3alonasane. Jleuenvero ¢ faburaTpan eTeKCHIAT MOXKeE Aa Ce BB300HOBH
24 vaca cnes NpAIOXKEHHE Ha HAAPYLI3YMal, aKO NALUMEHTHT € KITMHHYHO CTAGHICH H € IOCTHTHATA
aJEKBATHA XEMOCTA34a.

Xupypewunu onepayuw/ unmepaenyuy npu ROOOCMPY CHCMOAHUS

IIpaemMET Ha nabHTaTpan eTeKcHIAT TPIORA BPEMEHHO Ja c& TIpekpaTH. 110 BE3MOXHOCT,
XHPYPridHATA Ollepalis/HHTEPBEHIIHA TPAOBA 12 C¢ OTIIONKH JI0 H3MMHABAHETO Ha Hai-Maiko 12 yaca
CneA MpHeMa Ha MOCIeIHATA 1033, AKO XHPYPTHUHATA OTiePalliA He MOXE J1a Ce OTNOXKA, ChIIeCTEYBa
NOBHILICH PHCK OT KbpeeHe. To3u pHek TpAGBa Aa ce OLEeHH CTIPAMO CIIEMIHOCTTA HA HHTEPBCHIHATA.

linanosa xupypeuuna onepayus

IIpn BE3MOKHOCT, IPHEMBT Ha JaGUraTpaH eTeKCHIIAT TpAGEa 1a C¢ MPEKPATH Haji-
(pe7id H3BBPINBAHETO HAa HHBA3HBHA IWIH XHPYPrAdHa npouenypa. [Ipexparis
IabHUraTpaH eTeKchIaT 2-4 AHW NpeH XHpYprudHa onepalyia Tpatsa Aa ce
NALMEHTH ¢ TIOBHINECH PHCK OT KbPBEHE WK B CTydali Ha roflaMa onepais,
HeoOXOaHMa ITRIHA XeMOCTasa.

AN 1

Tabnuua 7 06061masa npasuaTa 3a NpeKkpaTIBaHe HA IPHEMA NPEH HHBAZHBHK HTH-XHDYprirauu
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MpOLIEAYPH NPH BH3PACTHH [ALHEHTH.

Tabauna 7: IIpaBuna 3a npeKpaTaBaHe HA NPHEMA NPeAH HABA3WEHH HJIH XHPYpraiug
HNpOREAYPH NPH BL3PACTHH NANHEHTH

b1bpeuna 1IpubimaureneH TIpueMsT Ha naburaTpal eTeKcHIaT TpadBa fa Ce crpe
GbyHKuHA TIOIY’KHBOT [pey IUIAHOBE XHPYPrHYHA Ollepalius
(CrCLB (1acone) Bucok pHck ot kppBeHe WM | CTaHAapTeH pUCK
ml/min) TOJIAMA XUPYPru4Ha
onepauus
>80 ~13 2 IHU NPEeABAPHTEIIHO 24 yaca mpeABAPHTEIHO
>50-<80 ~15 2-3 JHH NpeABAPHTENHO 1-2 HE npeaBapHTENHO
>30-<50 ~18 4 NHA NMpeIBapHTENHO 2-3 pHHM OpenBapHTE/HO
(>48 uaca)

1lpasunara 3a npexpaTaBade Ha NpHEMa MPERH HHBAZWBHM WIHM XHPYPrHYHH IPOUENYpH PH
MEAHATPHYHM NALIHEHTH ca 00o6menHn B Tabmuiia 8.

Tabanna 8: IlpaBnna 3a ppekparapade Ha NpHeMa NpeAH HHBA3HBHH HJIH XHPYPrainn
OpoNeAypPE NPH NeIHATPHIAR TANHCHTH

BrGpeuna dynxims Cniupane Ha Aa0WraTpaH npeJii IUIAHOBA XHPYPriatiHa
(uCI'® B ml/min/1,73 onepaimsa

>80 24 gaca npexBapHTEIHO

50— 80 2 [HH TIpEIBapHTEHO

<50 Te3u nauueHTH HE ca MpOy4BaHH (BX. TouKa 4.3).

Cnunanna guecmesus/enudypaing anecmesus/IymMbania RVHKYUs

[Iponeayph kaTo cIlMHaNNa AHECTE3M H3UCKBAT ITHIHOLEHHA XeMOCTATHYIHA (YHKLUAS.

PHCKBT OT CIMHANICH HIH MHAYPAJICH XeMaTOM MOXe Ja c¢ TIOBHIINH IIPH CITyaH Ha TPABMATHYHH HITH
MHOTOKDATHH IMYHKITHH H NPH [IPOXBLIDKHTENHA YIIOTpeda HA enuaypaiun kareTpH. Crien
OTCTpaHABaHE HA KATETHD TPAOBA Aa MUHAT Hali-MaKo 2 4aca IpeIH IPHICKCHAETO Ha MLPBATa /1034
nabHraTpan eTekcHnat. Tead NALMEHTH M3MCKBAT 4eCTO HAGIHOIeHMe 32 HEBPONOrHYUHY NPU3HALN 1
CHMITTOMH Ha CIIMHAJIEH HTH €ITHAYPACH XeMaTOM.

Llocmonepamuena daza

Cnen vHBazHBRHATA NPONSAYPa MM XMPYPrutHATA MHTCPBEHIIWA JICYCHAETO C© NAOHTaTpaH CTEKCHIIAT
TpafBa Aa ce NOJHOBH/3aII0YHE BE3MOXHO Hal-CKOPO, IPH YCIOBHE Y€ KNHHUYHATA CHTYALIA
NO3BOMABA H HMA aIEKBATHA XEMOCTa34.

Heobxomumo ¢ NOBHIIEHO BHHMaHHE IPH MALMEHTH ¢ PHCK OT KBPBEHE HJIM [ALMEHTH C PHCK OT
CBPBLXEKCIIOZHIHA, 0cO0eHO0 NAalMeHTH ¢ HaManeHa Ou6peuna GyHkuus (BxK. Chio Tabnuua 3) (BK.
Touka 4.4 u 5.1).

IlaimenTy ¢ BHCOK ONEPATHREH PHCK OT CMBPTHOCT M ¢ BETPEITHH PHCKORH (a
TpoMGoemGonyHn cRORTHS

Omng )} 4 Ha [iviikaTa Ha OeApeHara KocT N o
PKS 3
7
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Hsma nassau 3a ynorpebara Ha 1abMraTpaH eTEKCHIAT MPH MALHEHTH, NOAJI0KEHH Ha OTepaiiis [pH
(hpaxTypa Ha wMiikaTa Ha GeapeHara kocT. CleoBaTeNnHO TEYEHHETO He Ce NpenophYEea.

YepHonpoGHO yEpexaHe

TlaienTy ¢ NORAMEHY 9epHOAPOGHH en3nMu >2 ULN ca H3KIIOYEHH OT OCHOBHHTE H3IIHTBAHHA.
Hsama Hanvves TepaneBTHUCH OMMT 3a TasH CyOnomynauus OT NALIHEHTH H CleJOBATEITHO MPH Ta3H
nofynalms ynorpedara Ha JabUraTpaH eTeKCHIAT He ce npenopbupa. YepHoapoOHO yBpekIaHe Wi
YepHOApoOHO 3a60m1ARaHE, 3 KOSTO Ce 09aKBa Ja HMA OTpaKeHHe BEPXY NPSKHBIEMOCTTA, €
IIpOTHBOIOKA3aHO (BXK. ToukKa 4.3).

Baaumozeiicteue ¢ P-gp uHayKTOpH

CrIrbTCTBAIOTO NMPHNOKEHEE HAa P-gp HHAYKTOPH ce 0YaKBa A2 MOHIDKHM IUIA3MEHATe KOHIICHTpALuH
Ha naburatpas u Tps6Ba fa ce u30srea (BxK. Touku 4.5 1 5.2).

ITaieHTH ¢ anTHDOChONHIHIEH CHHAPOM

JUpeKTHO neHcTRamK nepopanky antukoarynanta (JUITAK), exmourTenno fabUraTpad eTeKCHIAT,
HE Ce MPEenophuBar MpH NALHEHTH ¢ aHAMHEE3a 32 TpoMO03a, KOHTO ca JHATHOCTULIMPAHH ¢
aHTHGOCGOMIMAEH cHHAPOM. [To-CTIeUHATHO TIPH TPOHHONO3HTHBHH NALMEHTH (3a JIYITyceH
aHTHKOATYJIAHT, AHTHKapIHOJIHIIHHOBH aHTHTENA H aHTHTENA cpelny beta-2-rmmxonporent I),
neuermeto ¢ JIJITIAK mMoke qa 65 CBBp3aHO C MOBHLIEHA YECTOTA HA NOBTAPALIA CE TPOMOOTHIHH
CBEOHMTHS B CpaBHEHHE ¢ TEPAIHATA ¢ AHTArOHUCT Ha BHTaMHH K.

HudapkT Ha Muokapna (MM)

B nmpoyusanero RE-LY aza ITI (KATIM, Bx. Touka 5.1) ofiuara yecrora ua UM e 0,82, 0,81 u
0,64%/romuHa cLOTBETHO 3a AaGHUraTpaH eTekcunar 110 mg aBa MbTH JHEBHO, AGHTATPAH ETEKCHIAT
150 mg 1Ba MBTH JHEBHO H BapdapHH — yBeIHYEHHE B OTHOCHTENIHHSA PHCK 3a AabHraTpaH oT 29% n
27% B cpaBHeHHe ¢ BapdapuH. HezaBHCHMO OT JIEUeHHETO, HAli-BHCOKHAT abcomoTeH prck ot FIM ce
Habnroziasa B clleAHATE NOATPYIIN, C OAO0EH OTHOCHTEICH PUCK: NALMEHTH ¢ Npeaumren UM,
NALHEHTH 263 roiHM ¢ NHabeT WIH KOpoHapHA apTepraiHa GONecT, NAllHeHTH C JIEBOKaMepHa
¢pakiia Ha HaTnackeabe <40% | naumeHTH ¢ yMepeHa 6u0pedHa qucdyukuus. B nonsnHenne
no-eHcok puck or HM ce Habmonara npu nanyiedTH, npuemaii csrTerBatio ACK nmoc
KJIOMHACTPesT WIH KIOMAAOTPEN CAMOCTOSTEHO.

B TpuTe akTHRHO KOHTpOIHpanu npoyysans dasa I11 3a IBT/BE ce chobimaea no-Bucoka HecToTa
Ha caydau Ha UM nipu paumeHTaTe, npuemarnu fafHrarpaH eTEKCHIAT, B CPABREHHE C TE3H,
npuemainy Bapdapun: 0,4% cripamo 0,2% B kpatkocpounuTe npoyusanus RE-COVER u
RE-COVER II 1 0,8% cnipsmo 0,1% B amarocpounoro usnurBade RE-MEDY. VeenHueHHeTo e
CTATHCTHYECKH 3HAYMMO B TOBa mpoyusane {(p=0,022).

B npoyueanero RE-SONATE, koeto cpasrABa naburaTpan eTekcHnat ¢ ruanebo, yectorara Ha HM e
0,1% mpr nanpeHTHTE, pHEMANTH AaburaTpaH eTekcliar, H 0,2% NpH naLMeHTHTe Ha wianeto.

EHTH ¢ AKTHBHO OHKOIIOTHYHO 3a00J4BaHe T/BE. BTE npH neapiaTpyyHH DALIMCHTH

He ca ycranosenn epuxacHOCTTa H Ge301aCHOCTTA NPH NALMEHTH, CTPajallH oT
OHKoNOruyHo 3abosisane 1 JIBT/BE. FiMa orpanH4eHH NaHHH 32 €HKACHOC
IpH NEAHATPHYIHH AIMEHTH ¢ aKTHRHO OHKOJIOIHYHO 3a00/14BaHe.

IeanaTpHuBa NOMyIAIMA sy ;
Tlpy HAKOM NEMATPHMHHA TAUHEHTH ChC CTPOTO CTielH(pHIHHA 3a00IABAHHS, HALH IGHTH ¢ Gonect
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Ha THHKMTE 4epBa, NMPH KOHTO MOXe JIa ¢ 2acerHara abcopGumara, Tpabea na ce oOMucn
H3MOI3BAHETO Ha AaHTHKOATYJIaHT, KOMTO Ce IpIIIara NapeHTepaHo.

4.5 BsaaMojeilicTBHE ¢ APYIH JCKAPCTECHH NPOAYKTH H APYTH (POPME HA B3aHMoOAeHCTBHE
BaaumozelicTBHA ¢ TpaHCLOpTEPH

Haburarpan eTexcmiat e cyferpar 3a edyiykcrns TpaHcnoptep P-gp. CroereTBAIOTO NPHIOKEHHS
Ha P-gp unxuburopu (B:k. Tabmuua 9) ce oYaksa ga Jose/e N0 NOBHINECHH HMEA HA IUTa3MeHaTa
KOHLEHTpalua Ha naburarpan.

AXO He € MPeIIHCcaHO APYTo, € HeoOX0ANMO BHAMATEITHO KITMHHYHO HabmoaeHwme (Clie/ieHe 3a
NIPH3HALE HA KBPBEHE WM aHEMMs), KOTaTo JabHraTpaH ce puilara eJHOBPEMEHHO ¢ MOIIHH P-gp
uHXHOHTOpH. MOoe Aa ca HeoOXOmMMH HAMANABAHHS Ha 1034TA B KOMOHHANMA ¢ HAKOH P-gp
HHXHOHTOPH (BXK. TO9KK 4.2, 4.3, 4.4 1 5.1).

Ta6auna 9: BiasmogeiicTBRA ¢ TPaHCHOPTEPH

P-gp unxubumopu

Convmcemeawama ynompeba e npomugonoxazna (exc. mouxa 4.3)

Kerokonazon Keroxonaszon nosmmasa Toranuure AUCo B Cuax CTOHHOCTH Ha naburarpan
CHOTBETHO 2,38 mbTH M 2,35 mBTH c/len eJMHHMHA NepopanHa Ao3a 400 mg u
CBOTBETHO 2,53 T K 2,49 ITHTH ciiel MEOIOKDPATHO MIEPOPATHO MPHIIOKEHHUE
Ha 400 mg xeTokoHa301 BEANBK JHEBHO.

HpoHenapon IpK eHOBpeMEHHO NIPHIIOKEHHE Ha AaGHraTpaH eTeKCHIaT H IPOHEapoH
TOTATHATE AUC) o B Crax CTOHHOCTH Ha Na0HraTpaH ce YBeNMYABAT ChOTEETHO
oKkono 2,4 TeTH M 2,3 MBTH clIefl MHOrOKpaTHO npivioxkenwe Ha 400 mg
APOHENAPOH JBAa ITBTH JHEEHO H CHLOTRETHO 0KOMio 2,1 T H 1,9 mbTH cnen
eHANYHA no3a 400 mg.

Hrpakonazon, BB3 OCHOBa Ha pe3YITTATHTE in Vifro MOe a ce ovaksa nonoben edexT, Kakro ©
IHKJACCOOPHH KETOKOHA30JL.

[nexamperup / | Cenbrereamara ynoTpe6a Ha fabHIaTpaH €TEKCHIAT ¢ KOMOHHALMATA C
nuGpenTacBHp | PHKCHPaHH J03H Ha P-gp HHXUGHTOpHUTE MieKanpesHp/mMOpeHTaCBHp NOKa3Ba
yBEITHYABAHE HAa €KCTIO3MIMATA Ha JaOUraTPaH B MOXE JIa MOBHILH PHCKa OT
KBpBeHe.

Conememsauyama ynompeba ne ce npenopwusa

Taxpomamyc In vitro e ycTaHOBEHO, Y€ CTETICHTa HAa HHXHOMTOPHHA e(peKT Ha TAKPOIHMYC
BBpXY P-gp e nono6Ha Ha Ta3u, HabmMoOgaBaHa NPH KTPAKOHA30M M
HHKIOCTIOPHH. ENHOBpEMEHHOTO MPWICKeHHe Ha NabHraTpad €TEKCHIAT C
TAKPOIIHMYC He € MPOYYeHO KIHHHYHO. BBIpeKd TOBa, OrPAHWICHHTE KITHHUYHH
JaHHH OT ApyrH P-gp cybeTparth (eBepomuMyc) mpeanonarat no-cnabo
HHXuOHpane Ha P-gp oT TakponuMyc, B cpaBHeHHE ¢ HAOMOAaBAHOTO NPH CWIHK
P-gp miixubwropn.




Heobxooumo e nosuueno enumanue npu consmemsauya ynompeba (8. mouxu 4.2 u 4.4)

Bepanamin

Koraro naburarpan etekcunar (150 mg) ce npunara eZHOBPEMEHHO ¢
nepopancH BepanaMHIT, Cnax # AUC Ha 7a0HraTpaH ce yREIHHaBaT, HO
CTENEHTa Ha TA3H MPOMAHA € pa3lIHYHA B 3aBHCHMOCT OT BPEMETO Ha IIpHeMaHe
¥ popMaTa Ha Bepanamun (Bxk. Touku 4.2 1 4.4).

Hailf-roiiaMoTo NoBHIIABAHE HA EKCIO3MIHAT Ha AafuTaTpaH ce Habmonaea
TPH ITEPEATA 1028 Ha Bepanamun ¢ ne3abapHo ocpoboxIakane, IPAETA aMH
4ac Npeiy npuema Ha Naburarpad erexcunar (yBemHdaBaHe Ha Cmax OKONIO
2,8 mo 1 Ha AUC okono 2,5 metH). EdexThT mporpecHBHO HaMallARa IIpH
NpHWIoxKeHHe Ha opMaTa ¢ yIWDKeHO ocBobmKaaBane (yrenudasaHe Ha Cax
okono 1,9 meti w Ha AUC oxono 1,7 nbTH) WIH IPH NPHIIOKEHHE Ha
MHOTOKPaTHH O3 BEpallaMHI {yBeanyaBaHe Ha Crax 0KONTO 1,6 TETH H HA
AUC okomno 1,5 meTh).

He ce nabmonara 3HauMMO B3aMMOACHCTRIE, KOTATO BEPANIAMMII CE IIPHEMa

2 vaca cnen maburarpaH eTekcwiat (yeenHuaBaHe Ha Cuax OKosO 1,1 IT5TH H Ha
AUC okono 1,2 memi). Tosa ce obscHABA ¢ MhIHaTa abcopOiua Ha naburaTpaH
caen 2 yaca.

AMHOAAPOH

Koraro naburarpaH erekcHiaT ce Npuiara €JHOBPEMEHHO C €JHHHYIHA
nepopaiHa no3a 600 mg aMuopapoH, cTerneHTa H CKopocTra Ha abcopOuma Ha
AMHMOAAPOH H Ha aKTHBHHA My MeTabonuT DEA 10 CBINecTBO He ¢¢ MPOMCHAT.
AUC ¥ Cyax Ha Jaburarpas HapacTBaT CHOTBETHO OKOMO 1,6 mbTH 1 1,5 mbTH.
Tlopamu gB5rus HONYKHBOT Ha AMHOAAPOH BE3MOKHOCTTA 32 B3aUMOeHCTBHE
MOMKE 2 CBIIECTBYBA CEAMMINA CNIe MPEKPATABAHE HA JICYCHHETO C AMHOAPOH
(Bx. ToukH 4.2 1 4.4).

XUHHIHH

XHHUAHH € Tpurara” Kato 1o3a or 200 mg Ha Beeku 2 qaca no oblila nosa

1 000 mg. laGHraTpaH eTeKCHIAT € MpHIAraH ABa ITETH AHEBHO B
IpOAL/DKEHHEE Ha 3 TOCNIEOBATEHH JHH, ChC WK 6€3 XHHHIHHE HA TPETHA [ICH.
AUC s B Cuaxss H2 JaOuraTpan ce yBeJH4aBaT CPEIHO CHOTBETHO 1,53 mbTH A
1,56 obTH OpH CHOBTCTRAMO NPHIOKECHHE Ha XHHUIHH (2. ToukH 4.2 H 4.4).

KnaparpoMurms

Koraro xnaprrpoMuisi (500 mg aBa ITETH AHEBHO) C& NMPHJIAra 3a€IHO ©
JAaburaTpaH ereKCHIAT PH 34pasH 10OpoBOJILH, c¢ HabMrozaBa NOBHLIABAHE
Ha AUC okoio 1,19 meTH 1 Ba Cpax OKONO 1,15 mBTH.

Tuxarpenop

Koraro enaniyna no3a oT 75 mg naburatpaH eTEKCHNAT ce IpUnara
€HOBPEMEHHO C HATOBapBaia 1034 ot 180 mg Tukarpenop, AUC # Cnax H2
JaburaTpaH ce noBMINABAT CHOTBETHO 1,73 WHTH 1 1,95 meTH. Cnen
MHOT'OKPaTHH J103H Ha THKarpenop 90 mg, ABa ITbTH JHEBHO, YBEIHIABAHETO Ha
eKCTIO3ALMATA Ha naburarpad e 1,56 meTH 1 1,46 IETH, chOTBETHO 33 Chax U
AUC.

CeITBTCTRAIIOTO NIPAIOXKEHHE HA HATOBapBAINA N03a THKarpenop 180 mg u
naburarpaH erexcunar 110 mg (B crauposapHo ¢beTosHne) nosumasa AUC, s
H Crax s Ha 1abUraTpan cuoteeTHO 1,49 muTH ¥ 1,65 mhTH B cpaBHEHHE C
na0HraTpaH eTeKCWIAT, IPHIaraH camMocToATeTHO. Korato HaToBapBaa no3a
ot 180 mg Tuxarpesiop ce faBa 2 4yaca ciej npreM Ha 110 mg naburaTpan
€TeKCHIIAT (B CTAUMOHAPHO ChCTOSHHE), MoBHMaRaHeTO Ha AUC s H Cmax Ha
AaburaTpad HamMangBa CHOTBETHO 70 1,27 ITbTH # 1,23 mbTH B cpaBHEHHE C
naburaTpaH eTeKCHIAT, IPWIAraH CaMOCTOATENHO. TaksB He3acThIIBAIL ce

CemereTBalloTo nprioxkenne Ha 90 mg THKarpenop asa

(monasprkama goza) B 110 mg naGuraTpan eTeKCHIAT NOYfIRaga £
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AUC s # Cpax s Ha faGurarpan croTBeTHO 1,26 WHTH # 1,29 ITETH B cCpaBHEHHE
c faburaTpaH eTeKCHIAT, HPHIATAH CAMOCTOSTETHO,

ITozakonazon

[Tozaxonazon cemo MHXHOUpa B HAKakea cTeneH P-gp, Ho TOBa He € IPOY4eHO
KITHHHYHO. EfHOBpeMeHHOTO npiioskeHHe Ha Ja0HTaTpaH ETEKCHIIAT C
MO3aK0OHA30]1 HANAra BHAMATEIIHO MPOCICIIBaHE.

P-op u 118)

Covnvmemsawama ynompeba mpsbsa Oa ce uzbszea.

Hanp.
puGaMIAIAH,
IKBIT
KaHTapHOH,
{(Hypericum
perforatum),
KapbaMaserHH
HIH GeHUTOHH

CrRIIBTCTRAIIOTO MPHIOKEHHE Ce 0YAKBa Ja AOBEAE 10 NOHIKABAHE Ha
KOHLICHTpalMATa Ha Jaburarpan.

IMpememuKanusra ¢ H3CHeIBaHHT HHAYKTOP pHbaMITIiH npH A03a 600 mg
BEJIHEK JHEBHO 3a 7 THH NOHIDKaBa 00111aTa MMKOBA KOHIICHTPAITHA HA
JgaburarpaH H of1maTa eKCIIO3HIHAL ChC CHOTBETHO 65,5% H 67%.
Hugyumpamusr eext e NOHDKeH, KOSTO BOJM A0 HUBO HA eKCITO3HIMHA Ha
nmaburatpan, Oniusko 10 pedepeHTHaTa CTOHHOCT IO JeH 7 cleA cihpaHe Ha
neuenreTo ¢ pudamimuua. He ¢ HabmoNagaHO NO-HATATHINHO NOBHIICHME HA
GHOHAJIHYHOCTTA cnel Omme 7 THH.

Ilpomeasnu unxubumopu, Kamo pumonasup

Cenvmemsawama ynompeba e ce npenopvyea

Hamp. Te nosmaasar P-gp (kakTo KaT0 HHXHOHTOP, Taka M Kato HHAYKTOp). Te He ca

PHTCHABHP M OWIIH MPOY4BaHK, TIOPAAN KOSTO He Ce NPENOPBYBAT 3a CHITHTCTBAILO JIEYCHHE C

KoMOHMHalMKuTe | HabHraTpaH eTeKcuiar.

MYy ¢ OpYTH

TIPOTEeazHH

HHXHOHTOPH

P- cmpam

Jurokcus B rrpoyuraHe, npoejieHo ¢ 24 3npapu JoOPOBOILA, IPH §THOBPEMEHHOTO
HpHAIOKEHHEe HAa Ja0WTaTpaH eTeKCHIAT M MTOKCHH He ca HabmoaaBanu
MPOMEHH B EKCIIO3HIMATA HA JHMOKCHH ¥ KITHHHYHO 3HAYHMH IIPOMEHH B
€KCTIO3HIIAATA Ha JaburaTpan,

AHTHKOATYIAHTH W NEKAPCTBEHH NPOAYKTH CpeIny TPOMOOLHTHA arperaLps

JINricBa WM CHIIECTBYBA CAMO OTPAHHYEH OITHT ChC CIIEAHUTE JTEUSHHA, KOHTO MOTAT Aa MOBHIIAT
PHCKA OT KEPEEHE, KOraro ¢ IpHiaraT ChIETCTRAMO ¢ (abMraTpaH eTeKCHIAT: aHTHKOAry/IaHTH,
Kato Hetpaximonnpan xenapud (H®X), nuckomonekynnn xenapuuu (HMX) H XxenapHHoBH
IPOM3BOAHH ((POHAANAPHHYKC, AE3HPYIHH), TPOMOOIHTHYHY IEKAPCTBEHH MPOXYKTH H AHTarOHHCTH
Ha BuTaMeH K, puBapokcabaH Wi Apyra aHTHKOAryJIAHTH 34 NEPOPAIHO MPHITOKEHHE (BIK.

TOUKa 4.3), WIH JIEKapCTBEHH NPOIYKTH Cpelly TpombowuTHa arperamus, karo GPIIb/Ila penerrropin
AHTArOHHCTH, THKJIONIHAMH, MIPACYTPEN, THKATPENOp, ICKCTpaH H CYIPHHIMpa30H (BK. TouKa 4.4).

Or nannute, chGpanu no epeMe Ha daza [ npoyusane RE-LY (k. Touxa 5.1), e HAOPOTRERHQ, Ue

CBITBTCTBALIATA YTIOTpeOa Ha APYTH NepOpallHH HIA MapeHTePATHH aHTHKOAIyIapF
9eCTOTATA Ha FOAAMO KbpBeHe NPHOH3HTENHO 2,5 ThTH, KaKTO NIPH JabHIraTpas
1pH BAP(APHH, INIABHO B CHTYALWH, CEBP33HH C IPEMHHABAHE OT €JHHNA 2 7
(Bx. Touka 4.3). OcBeH TOBa, CHITBTCTBANIATA YIIOTPe5a Ha AHTUTPOMOQ




KIIOITHOTPel1 MPHOIH3UTEHO YABOABA JECTOTATA HA IOJIAMO KbPBEHE, KAKTO IPH AabHraTpaH
ETEKCHIIAT, TaKa | npu rapdapus (Bx. Touka 4.4).

H®OX Mosxe Na ce npinara IpH J03H, HeoOX0IHMHE 33 NOANBPKAHE Ha IIPOXOAHMOCTTA Ha LIHTPAJICH
BEHO3€H WIH apTepHANICH KATETHP WIH MO BpeMe Ha KaTeThpHA ablialis OpH NMpeachpAHO MBXKICHE

(Bx. Touka 4.3).

Ta6nuna 10: BiaumopeHicTBus ¢ ANTHKOATYIANTH H JICKAPCTBEHH HPOAYKTH Cpemy
TPOMOOIHETHA arperanus

HCIIBC

IIpunaranure 3a kpaTkocpouna aHanresna HCIIBC He ce cBBp3Bar ¢ nOBHIIEH
PHCK OT KbpBeHe, KOTATO Ce [IPHIAraT CHITFTCTBAINO ¢ JaburaTpaH eTeKCHIIAT.
Ipu npogbmxuTenna ynorpeba B npoyysasero RE-LY HCIIBC ysenmuasar
PHCKa OT KbpBeHe ¢ okono 50% kakTo npyu naburaTpaH €TEKCHIAT, Taka H IIpH
paphapHu.

Kromsnorpen

ITpH Mnanm 3apaBH NOGPOBOIIL OT MBXKKH M0 CBITBTCTRALTIOTO MPHIOKEHHE
Ha NabHraTpaH eTeKCHIAT H KIOMHIOIPE He € AOBENO [0 JOTBIHHTEIHO
YOBDKABAHE HA BPEMETO Ha KAIMIIPHO KbPBEHE B CpaBHEHHE ¢ MOHOTEpaIHA
¢ xiomygorpen. OceeH ToBa AUC, g B Cuaxss, H H3MEpPHTENIHTE Ha
KOAaryJiaiiaTa 3a edexra Ha JabHraTpaH, HIH MHHXHOUpaHeTo Ha
TpoMGOLMTHATA arperalys KaTo H3MepuTe Ha edexta Ha KIOMAAOrpe, 0o
CHIHECTBO OCTABAT HEIIPOMEHEHH NPY CPaBHABAHE Ha KOMOMHHPaHOTO
neYeHHE W ChOTBETHATE MOHOTepamuH. [IpH HaTtoBapeama Ko3a 300 mg wim
600 mg xnomiagorpen, AUC:  H Cnaxss Ha Ja0HTATPaH ¢ NOBHIIABAT C OKOJIO
30-40% (Bxx. Touka 4.4).

ACK

EnnospeMennoro npunoxenne Ha ACK H 150 mg naburatpan erekcunar isa
IBTH JJHEBHO MOXe /Ia MOBHIIH PHCKA OT BCAKAKBO KBpBeHe oT 12% no 18% u
24% crotBeTHO mpH A03H 81 mg 1 325 mg ACK (Bx. Touka 4.4).

HucroMonekynHH
xenapuHi {(HMX)

CrirbTeTBamara ynotpeba Ha HuCKOMOMCKYIHH XenapuHH (HMX), kato
€HOKCAMapHH K Na0HTaTpaH eTeKCHIAT, HE € CelMalHo NpoyuBaHa. Cnesl
IpeMHHABAHE OT 3-AHEBHO JIeMeHHe ¢ eHokcarmapuH 40 mg 5.c. BeIHBX
IHEBHO, 24 daca ciiei TOCAEAHATA A03A €HOKCATIAPHH, eKCTIO3HIMATA Ha
naGurarpas e Grwia MaJIKO MO—HHCKA, OTKOJIKOTO Ta3H, HETIOCPEACTEEHO CE
TIPIWIOKEHHETO caMO Ha TabHraTpan eTekcHaT (eIHHMYHa Ao3a 220 mg).
Habmionasana e no-sucoka anmi-FXa/FIla akruerOCT cile] NpAoxeHHe HA
nabHraTpaH eTeKCHIAT ¢ PEABAPHTEIHO JISUEHHE C €HOKCANIAPHH B CPaBHCHHE
€ JICUEHHETO caMo ¢ Aa0HraTpaH eTekcHiar. CUHTa ce, 4e TOBA C¢ KBDKH Ha
TIPOXBDKUTSITHOCTTa Ha edheKTa Ha EHOKCANAPHH Clle JICYEHHETO (carry-over
eeKT) U CIlenoBaTENHO He € KIIMHUIHO 3Ha9uMo. OcTaHaIdTe Pe3ylITaTH OT
AHTHKOATYJIAIIMOHHYN H3CIIEABAHHA, CBBP3aHH ¢ JaOHraTpaH, He ¢a IPOMEHCHH
3HAYHMO OT JIEYEHHETO C EHOKCANAPHH.
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Jpyru BiaumMoaelicTeus

Tabanna 11: Jdpyrs B3anmopelicTeas

Cenexmuenu unxubumopu na obpamuomo 3axeamyane na cepomonuna (SSRI) wiu cenexmusnu
UHXUOUMOPY HA OOPAMHOMO 3AXEAUAHE HA CEPOMONHUNG U Hopenunedpuna (SNRI)

SSRI, SNRI SSRI 1 SNRI noBHiaBsaT pHCKa OT KbPBEHE BBE BCHUKH IPYTIH HA JICUCHHE B
npoyusateTo RE-LY.

Bez_qecmea, KOuIng NoeruAgam crmomaurHomo pH

ManTonpason | INpu enHOBpeMeHHO NpHIIOKeHHEe Ha AGHA0AKC M TIAHTONpasoN ce Habmonapa
npubmuremHo 30% wamancHue va AUC Ha xaburatpas. [TaHronpason B IpyTH
HHXHMOHTOPH Ha mpotoHHaTa nomna (UITIT) ca npiaraHy eTHOBPEMEHHO €
A6H0aKC B KITHHHYHH IPOYYBAHKA H ChIbTCTBAIOTO Nedenne ¢ MIIII ne
H3MJIeKIa 1a HaMa/Idpa ehHKacHOCTTa Ha AGHIoaKC.

PanuTH AN [punoxeHHeTo Ha paHHTHIMH 3a€HO ¢ Ja0UraTpaH eTeKCHIIAT He OKa3Ba
KJIMHHUYHO 3HAYHM e(eKT BBPXY crencHTa Ha abcopduna Ha maburaTpad.

BaanmMoneiicTeHA, cBbP3aHH ¢ METAGOTHTHHA HA Ha Ja0UTaTpal eTeKCHIAT H HIraTpPaH

Habwrarpan eTekcHnaT M nabHrarpan He ce MeTabOMM3MPAT OT cHCTeMaTa Ha nuroxpoM P450 a1 wamar
in vitro eexTH BBpXy 4YoBelIKHTe LMTOXPOM P450 ersumu. CrenoBarenHo, ¢ AaburaTpaH He ce
OY2KBAT CBEP3aHH JIEKAPCTBEHH B3aHMOICHCTRHA.

Tlennatpuvna momymanus
INpoyusaHuATa 33 B3aHMOAEHCTRHA ¢4 MPOBEKIAHH CAMO TIPH Bh3PacTHH.

4.6 DepTHIHTET, OpeMEHHOCT H KbpMEHe
XKenn ¢ nereponed noTeHImMan
Xenn ¢ nereponeH noTeHIMan Tpabba 1a H30ArBaT GpeMeHHOCT MO BpeMe Ha JedeHHe ¢ AGHN0aKC.

BpeMenHoCT

Hma orpanudenn ganuM ot yinotpebara na AGHIoakc ripu GpeMEHHH XeHH.
[IpoyuBarmATa pH KHUBOTHH I0KA3BAT PEMPOAYKTHBHA TOKCHIHOCT (BiK. TouKa 5.3). IloTeHIMaTHHAT
PHCK IPH XOpa He € A3BECTEH.

Abunocakc He TpaOBa [la ce PHIara no BpeMe Ha GpeMEHHOCT, OCBEH B CIyvaii Ha KaTeropHIHa
HeoOXOOMMOCT.

Kspmene

KbpmeneTo Tpabea ja ce npeycranosu o BpeMe Ha JicueH#e ¢ AGHIoaKe.
Depruaurer

Hama nanuw npu xopa.
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[Ipu npoyumamis BEPXY KHBOTHH € HAOIIOAaBaH eeKT BEPXY (PepTHIHTETa NPH JKEHCKHTE TOJ
¢dopMara Ha HamaNdBaHe Ha OpPOS Ha HMIUIAHTAIMHTE H NIOBHINABAHE Ha NpeJUMILIAHTAHHOHHHTE
3arybn nmpu nosa 70 mg/kg (5-KpaTHOTO HMBO Ha TIA3MEHA eKCIO3MLM pH naurenTH). He ca
HabmoNaBany APYTH eeKTH BEPXY GepTHINTETa pH XeHckuTe. Hama BmwsHue BEPXY QepTimmareTa
npH MEXKKTe. IIpH J03H, KOUTO ¢a TOKCHMEH 3a MaliKuTe (5- 1o 10-KpaTHOTO HHBO Ha IUIa3MeHa
EKCIIO3HINS IpH [ANHEHTH), IIPH TUTLXO0BE M 2afilM ce HabmonaBa HAMATIABAHE HA TENeCHOTO TETIIO H
eMOpHOdeTanHaTa XH3HeCTocOGHOCT, 3a8HO ¢ MOBHABaHe Ha (peTanHATe BapHamy. B npenaTamsoro
Y NOCTHATATHOTO NPOYyYBaHe ¢ HabMIOAaBaHO NOBHIIIABaHE Ha (JETATHATA CMBPTHOCT NPH J03H, KOHTO
€a TOKCHYHY 32 MakKuTe (033, CHOTBETCTBALIA HA 4 TLTH NO-BACOKO HUBO Ha IUIA3MEHA EKCTIO3HLHA OT
HaGMONaBAHOTO NPH NALHEHTH).

4.7 EdexTn 8Hpxy cnocobHocTTa 3a modupane 4 paboTa ¢ MAIHHH

HaburaTpan eTeKCHIIAT He OBJTHABA HWIH NOBTHSAEA IpeHeGpexMo criocoGHoCTTa 3a mmodHpane 1
pabota ¢ MaITHHH.

4.8 Hexenan JEeKapCTBeHE peaknHE

Q6obmenue Ha npodiwia Ha GezonacHocT

HaburaTpan eTeKCHAAT € OLEHEH B KIMHAYHE H3[IMTBAHHA Npe 000 NPHGIH3UTEHO
64 000 nmarmeHTH, OT KOHTO NpUGH3MTERHO 35 000 MalHeHTH ca IEKYBaHH ¢ Aa0HTaTpaH eTeKCHIIAT.

O6mo okono 9% OT nauueHTHTE, JeKyBaHH 32 IUIAHAPAHO NPUTE3HPAHE HA Ta3o0eApeHa HiIH KOIAHHA
cTaBa (KpaTKOCpPOYHO JieueHHe M0 42 quu), 22% OT NALMEHTHTE ¢ NPEACHPAHO MBJKIACHE, JICKYBAHH 32
TIPEBEHIHA Ha MHCYIIT H CHCTEMEH eMOOJIH3EM (IBITOCPOYHO JieHeHHe A0 3 roauHH), 14% ot
MalMeHTHTe, JeKyeanH 3a JIBT/BE, u 15% or nauxedTute, nekyBaHH 3a npeserind Ha JIBT/BE, ca
TOTYYHITH HeAEeNAHN PEaKLliH.

HaH-yecto chobniapanuTe chGHTHA ca cIYYaH HA KbPBEHE, BESHHKBAUTH ITPH MpHOIuanTenHo 14% or
TIaIEHTHTE, JIEKYBaHH KPaTKOCPOUHO 34 ITIAHHPAHO NpOTe3HpaHe Ha Ta300eApeHa HiH KOJIAHHA CTaBa,
npu 16,6% OT naileHTHTe ¢ NpeACHPAHO MBXKIIEHE, IEKYBaHH JBITOCPOYHO 3a IIPEBEHUHA Ha HHCYIT H
CHCTeMeH eMOonU3EM, H NpH 14,4% ot BE3pacTHuTe NalueHTH, JeKysaHH 3a JIBT/BE. OcBeH ToBa HMa
ciydad Ha KbpBeHe mpH 19,4% oTt nanmenTHTe B M3NMHTBaHETO 3a npeBeHMa Ha JIBT/BE, RE-MEDY
(BB3pacTHH NaiieHTH), d npH 10,5% oT nanueHTUTe B H3NWTBAHETO 3a npeseHuwu Ha JIBT/BE, RE-
SONATE (eb3pacTHH NalHEHTH).

Twii kaTO NoNyNALMKETE OT MALHEHTH, JIEKYBaHH 33 TPHTE MOKA3aHWA, He ¢ CPARHHMM M ChOHTHATA Ha
KbpBene ofXBalnaT HAKOIKO cHcTemMo-opranHy knacose (SOC), B 0606meno onrcanse cEOHTHATA Ha
FOJIAMO | Ha BCAKAKBO KBPBEHE Ca pasnpeAcIeHH CIIOpes NOKA3aHAETO | ¢a MocodeHH B Tabmiim 13- 17
No-A0ITY.

B‘BHpBKH HE € ¢ HACKA YeCTOTa [IPH KITHHHYHH MPOYUYRBAHHA, MOKE Aa HACTBIIM rOjIaMO HIIH TEXKKO

KBbPBEHE, KOCTO HE3ABHCHMO OT MACTOTO HA BE3HHMKBAHE MOJKE Aa JoBee 10 HHBATHAM3IHPAHE,
JKHBOTO3aCTpalmapallto CECTOAHHUE HITH JOPH JISTANCH HIXO/I.

CIUCEHK HA HOKETAHUTe PCakIvM B TaGnuen BWA

B tabmima 12 ca moka3anHu HexKeJTAHHTE PEAKLMH, YCTAHOBEHH B IPOYYBAHHATA '
AaHHH NpH TMOKa3aHWATA MHpBIIHA npepeHIMA Ha BTE ciex nporesnpane Ha T#4QQCIpeAa mai RoJHHA
CTaBa, NPEBEHLHA Ha TPOMDOEMOOITHYEH HHCYIT H CHCTEMEH eMOOIN3HM IPH f1aHuCH

(SOC) 1 1o YecToTa ¢ HIMOT3BAHE Ha C/IEHATA KOHBEHLHS: MHOT'O 9€CTH (> %] T/ 0
<1/10), nevectn (=1/1 000 a0 <1/100), pemca (>1/10 000 o <1/1 000), MHO Qe Sp0 000),%



Tabauna 12: Hexenanm peaknuan

pednykcHa bofecT

Yecrora
SOC / TIpeamoqmTan TepMuH Tepeuuna npeBeHIAS Tlpesennua Ha Jledenne Ha
ua BTE cnen HHCYJIT H CHCTEMEH JABT/BE u
MPOTE3HpaHe Ha eMDONMH3EM IIpH [peBeHIMA Ha
TasofeapeHa WK NAACHTH © JIBT/BE
KOJETHHA CTaBa TpeACHPIHO
MBKJICHE
Hapymenss Ha KpBRTA H TUM(HATA CHCTEMA
Anemus Heuectnt Heetn Heugectn
IonmwxkeH xemMornoOuH Yectu Hewectn C HeW3BeCTHA
4ecToTa
TpomGomMTOnEHHS Pemxn Hewectn Penxu
IloHixeH xeMaTOKpHT Heuectn Penxu C HeM3BeCTHA
4ecToTa
Heytponenns C HeH3BECTHA YeCTOTa C Hem3recTHA C Hel3BeCTHA
YecToTa 4ecToTa
ArpaHynouuTosa C HeH3BECTHA YeCTOTA C HeH3BeCTHA C HemssecTHA
9eCcToTa YeCTOTd
HapyimeHHA Ha HMYHHAaTa CHCTEMA
JlekapcTBeHa HevectH Heuectn Heuecru
CBPBXYYBCTBHTENHOCT
O6pun Pemxn Heuectn Heuectn
[pypuryc Penxu Heuectn HedecTH
AnaduiakTHuHa peakia Penxu Peaxu Peaxu
AHTHOCHEM Penaxu Penxu Penxn
YprHkaps Peaxu Penxn Pemkn
BpouxocrnaseM  HeM3BECTHA YecTOTa C HemzBecTHA C HeM3BecTHA
4eCTOTa 4ecToTa
Hapyuiiens Ha HepBHATA CHCTEMA
BrTpeuepenHa xemoparns | Penkn Heuectn Peku
CeaoBH HApYIOEHHA
XemaToM Hegectn Heuectn Heuectn
Xemoparus Penxn Heuectu HedecT
KpbeoTeucHue ot HevectH -
OllepaTHBHATA paHa
PecrmipaTopHy, IpBAHH W MEAHACTUHATHH HAPYINCHHA
Emscrakcuc Hedectn YectH YectH
XeModTH3a Penkn Hetuectu Hevectn
CroMamHo-9peBHH HAPYINCHHA
CroMainno-4peBHa Heuectn YecTu HectH
XeMOparis
AbgoMKrHANHA 6ONMKa Peakn YecTH Heyectn
JHapusa Hevectu Yectn Hewectn
Jecnencus Peaxu YectH Yectn
T'ameHe Heuectu YectH Heuectn
Pexranna xemoparug Hewectn Heuectn Hectu
XeMOpoHIaIHa XeMoparus HeuectH Hewectn
CromMamHo-4peBHa A384, Penxu Heuectn
BKIIIOYMTEITHO e30dareanHa
A3Ba
actpoezodarur Penku Heuectn
[acTpoezodareanna Penxu Hedectn




llosphmane Heuectn Heuectn HeuectH
Jucdarus Penxu Heuectn Peaku
XenaToOWITHAPHEH HapYIIeH s
Hapymena uepHOapoGHA Yecti Heuectn Heuect
(hyuKLHA/OTKNOHEHHS BLB
GYHKIUHOHAITHHTE
YyepHOAPOOHH MOKa3aTeTH
[TosHIIEHHE Ha ATAHHH Heuectn Heuectn Heuectu
aMHHOTpaHchepasara
[TopHIEHHE Ha acnapTaT Heuecrn Hevectu Hewectn
aMHHOTpaHcdepazara
IMopuneHn YepHOAPOOGHA Hedectn Penxwn Hevectn
SH3HUMH
XunepbumupySuHeMus Heuwectn Penxu C HeH3BECTHA
4ecToTa
HapyimeHHA Ha koxaTta ¥ BOAKOKHATA TEKAH
KoxEy KpLBOH3IHEH Hevecrn Yectu HectH
AJtoneIHs C HeH3BeCTHa YecTOTa C HemzeecTHA C Hen3geCcTHA
JecToTa JecToTa
HapyimenHa Ha MyCKyJIHO-CKEJICTHATA CHCTEMA H CheIHHHTETHATA ThKaH
XeMapTposa | Heuectn | Pesxu HeuecTu
Hapynienns Ha 650peliTe M NHKOYHUTE THTHINA
Y poreHHTaNHa XeMOpArHs, Heuectn Yectn Yectr
BKJIFOUHTENHO XeMATYPHA
O6u1 HapymeHHs M ehekTH Ha MACTOTO HA MPHIOKEHHE
XeMOparssa Ha MACTOTO Ha Peakn Penkn Penxu
HEDKEKTHpaHE
Xemoparag Ha MACTOTO Ha Pemxu Penxu Penxu
NOCTABAHE HA KATETHpA
KnpBas cekper Penxu -
HapauagaHus, OTpaRsHMA H YCIOKHEHHA, BE3HHKHAIA B pe3y/TaT Ha
HHTEPBEHLIAH
TpaBMaTHYHA XeMOparus Heuectn Penxn Heuectn
XemOparua Ha MACTOTO Ha Peaxu Penku Penku
HHITH3HA
TlocTnpoLIe AYPEH XeMaTOM HeugectH - -
Iocropouemypua Heuectn -
XeMoparus
IMocTonepaTHeHa aHeMHA Penku - -
IlocTnpolienypHa ceKperyis Heuectu - -
Cexpenus ot onepaTHBHaTA Heuectu - -

paHa

XVpYprutdecks H MENHITMACKH HHTEPBEHIHH

JpeHax Ha onepaTHBHATa Penku - -
paHa
IMocTnpouenypen ApeHaxK Peaxu - -




Omycanyie Ha M30pany HEXKEIIAHN Peakie

Peaxyuu na xepeene

TTopaau GapMakonoruIHUs MEXaHM3bM Ha AelicTemne ynotpebarta Ha faburaTpaH eTeKCIIaT MoXe
na Obae CEBP3aHAa C MOBHINEH PHCK OT OKYJITHO HITH BHIMMO KbPBEHE OT KOATO H A4 € THKAH WIH
opral. Ilpu3HalETe, CHMITTOMHETE ¥ TEXXECTTA (BKIIOYHTEHO H JISTANIEH H3XOA) BapHpart cropel
MACTOTO M CTENEHTa WM 00XBaTa Ha KEPBEHETO /MM aHeMHATA. B KIMHAYHHTE Npoy4BaHHA
MYKO3HOTO KbPBeHE {Hallp. CTOMAINHO-UYPEBHO, TEHUTOYPHHAPHO) € HabmoaaBaHo Mo-9ecTo IIpH
OBITOCPOYHO JISYEHHE ¢ NaburaTpaH eTeKCHIaT, B cpasienye ¢ neuchne ¢ ABK. Taxa, 8
JOITBJIHEHHE KBM MOAXOMAIN0 KIMHHIHO HabmoAcHuS, TafopaTopHOTO H3ce/iBaHe Ha
XEMOTTIOOHH/XEMaTOKPHT € LIEHHO 33 OTKPHBaHE Ha OKYJITHO KbPBEHE. PHCKBT OT KbPBEHE MOXKE
Na c& MOBHHTH TIPH ONpeJeNeHH IPYITH MALMEHTH, HATIP. T€3H, KOMTO HMaT yMepeHo O10peuno
YBpesKIaHe H/HITH Ca Ha CHIThTCTBAINO JICUEHHE, 3aCATalN0 XEMOCTA3ATA, HIH CIHTHH P-gp
HHXAOGHTOPH (BK. Touka 4.4 XemoparuyeH prck). XeMOparHiHHTe YClOXHEeHHA MOXe Ja ce
TIPOABAT KaTO clIabocT, BIeAHOCT, 3aMasgHOCT, rago6omde Wik HeoOACHAMO MOAYBAHE, AHUCTHE H
HeOOACHHM LIOK.

Crobmasa ce 3a I03HATH YCIIOKHERHA ¢ KBPBEHE, KATO KOMIIAPTMEHT CHHAPOM H ocTpa 6p0peyHa
HEAOCTATEYHOCT NOpPaJH XHIIONepdy3usa U CBbP3aHa C aHTHKOAryJIaHTH HedyponaTHd IPpH NalHe HTH
¢ NpeapasnoIarally pHCKOBH (aKTOPH, PBB BPE3Ka ¢ HaburatpaH erekcunar. CliefloBaTelHo,
TpAGBa Za ce OTIHTA BEPOATHOCTTA 34 XEMOpArHs MPH OLCHKATA HA CHCTOSHHETO HA BCOKH
aHTHKOAryJMpaH NALMCHT. 3a B3pacTHH NalMeHTH MMa HUTHIHO crneim$puuHo HeYTpanH3Hpalio
CPEZICTBO 33 AabHTarpaH, HAAPYLU3yMab, B CIy4aii Ha HEKOHTPOIHPYEMO KbpBEHE (BXK. To4Ka 4.9).

ITvpeunria npesenyus na BTE npu opmoneduuna xupypzus
Tabmuua 13 mokassa 6pos (%) Ha NAUHEHTHTE C KBPBEHE, KATO HEXKEIaHa NIeKAPCTBCHA PEaKIHA 10
BPEME Ha [IEPHOJIA Ha JICYEHHE B ABETE OCHOBHH KITHHHYHH Npoydsanus 3a npeseHuAs Ha BTE, B

ZABHCUMOCT OT HO3aTa.

Tabauna 13: Bpoii (%) nanuenTH ¢ KbpBeHe, KATO HEKeJAHA JEKAPCTBEHA PeAKIHS

Habwratpan erexcinar | Jaburatpan etexcunar | EHokcanapux

150 mg Benubx AHeBHO |220 mg BeHIHBK AHCBHO

N (%) N (%) N (%)
JlekyBaHH DaUMeHTH 1 866(100,0) 1 825(100,0) 1 848 (100,0)
T'onsamo KepeeHe 24 (1,3) 33(L.%) 27(1,5)
BCAKAKBO KbpBEHE 258(13,8) 251(13,8) 247(13,4)

Ilpesenyui na Mozvuen unCYAm u cucmemen emboauzoM npu sv3pacmuu nayuennu ¢ HKIIM ¢
eQUH WK nogese puckosy axmopu

Tabmuna 14 nokasea cpOMTHATA Ha KhpBEHE, pa3npeie]IeHH KaTo CHOHTHA HA TOMAMO M Ha
BCAKAKBO KBPBCHE B OCHOBHOTO HpOYuBaHe, H3CIIEBALIO [IPEBEHIMATA Ha TpoMboemOomteH
HHCYJIT ¥ CHCTEMEH eMOOHM3EM TIPH NAIEHTH ¢ NPEACHPIHO MBXKICHE.

Tabauna 14: CuOuTHs BHa KbpBeHe B NPOYIBaHE, H3C/IEIBAINO NPEBCHIHSTR HA
TpoMboemMO0/IHIeH HHCY/IT H CHCTeMeH eMGOIHIBM NPH nallHe

NpeACHPARO MBKICHE




JaburartpaH etekcwiar | JiaburarpaH etekcunar Bapdapua
110 mg mBa wETH 150 mg xBa wETH
JHEBHO JHEBHO

PaHgoMe3HMpaHH TALHEHTH 6015 6 076 6022
T'onamMo KbpBeHeS 347 (2,92%) 409 (3,40%) 426 (3,61%)
Brrpetiepenno KbpBEHE 27(0,23%) 39(0,32%) 91 (0,77%)

CY kppBene 134 (1,13%) 192 (1,60%) 128 (1,09%)

Kzpeene ¢ retalien H3X0) 26 (0,22%) 30 (0,25%) 42 (0,36%)
Manko xkspeeHe 1 566 (13,16%) 1 787 (14,85%) 1931 (16,37%)
Beskakso kepeeHe 1 759 (14,78%) 1 997 (16,60%) 2 169 (18,39%)

B panpomu3Hpato HpoydBaHe, Ipy NMalHEHTHTe, MpHeMay Jaburatpan erexciiar 110 mg npa
OBTH JHEBHO MWIH 150 mg fBa METH NHEBHO € CHIIECTBYBAT 3HAYHTEIHO M0-HACEK PHCK OT
SKHBOTO3ACTPAIIABAIIO KEPBEHE H BHTPEUEPEIIHO KbPBEHE B CPABHEHHE C TE3H, IPHEMAIH
BapgapuH [p <0,05]. M npu aBete kOHLEHTpALAM HA 1a0HTaTpaH eTEKCHIIAT € HMAIo H
CTATHCTHYECKH 3HAUHMO [0-HHCKa 001l 9ecToTa Ha KbpBere. [Ipy narmen are, mpHeMany
paszomesupano 110 mg naburaTpad eTEKCHNAT IBa IHTH AHEBHO € CHINECTBYBAN 3HAYMTEIHO 110~
HHCBK PHCK OT TOJIMO KLPBEHE B CpaBHEHHe ¢ BapapuH (koeduuueHT Ha pucka 0,81
[p=0,0027]). Ilpu matpieHTHTE, pHEMANH paHAoME3Hpano 150 mg rabHraTpaH eTeXCHIAT JBa
IBTH JIHEBHO € CBHIIECTBYBA 3HAYMTENHO MO-TONAM puck or CH KbpBeHe B cpaBHEHHE ¢ BapdapHH
(xoedmmeHT Ha prcka 1,48 [p=0,0005]). To3u edexT ¢ HaGmogaBas rIABHO MpH NADHEHTH >75
TOJIHHH.

Knuiunarta noasa or gabHratpas o OTHOIEHHE Ha MPEBEHIIHATA HA HHCYAT H CHCTEMEH
€MOONIHILM H IOHKEHHAT PHCK 0T MHTpakpaHuamHa xemoparua (MKX) B cpaeHeHHe ¢

papdapHH ce

3aNa3Bat Mpy OTASTHHTE [IOJrpynH, Hamnp. GEOpedHo yBpexkaaHe, BB3PacT, CHIBTCTRAINA yNoTpeba
Ha JICKAPCTBEHH MPOAYKTH KaTO Harp. aHTHTpoMOoTHIH Wik P-gp uaxubuTopH. JokaTto HAKOH
HOATPYIH MALHEHTH ¢a C NOBHINIEH PHCK OT rofiAMO KBEPBEHE, KOraTo ¢4 T¢KYBaHH C
AHTHKOAryJIanT, MNOBHINCHHAT PHCK OT KbpPBEHE IpH NabHraTpaH eTeKcHiaT e CBpp3aH ¢he CU
KbpBeHe, O0HKHOBEHO Hab/IonaBaHa npes3 MEPBHTE 3-6 Mecewa e/ 3anouBane Ha JIEUSHHETO ¢
JA0HraTpaH eTeKCHIIAT.

Jlevenue na JIBT u BE, kaxmo u npesenyun na peyuousu na J{BT u BE npu ev3pacmuu nayuenmu
(ZIBT/BE)

B rabnuua 15 ca nocodeHu cx6uTHa Ha KbpBeHe oT 0GobIeHATe ocHoBHE npoyusanmsi RE-COVER
# RE-COVERII, & kouTo ce m3nmTsa neueHreTo Ha JIBT u BE. B cOopHUTe npoyuBaHtA,
cHOUTHATA

Ha MbPBHYHUTE KPAHHH TOYKH 34 6€30NacHOCT ,,FOIAMO KbPBEHE, NOAMO HIH KITHHHIHO 3HAYHMO
KEPBEHE M BCAKAKBO KBPBEHE™ ca 3HAYMTEITHO TIO-MANKO B cpasHeHHe ¢ BapdapyH pi HOMHHATTHO
anta HMBO 5%.

Tabarna 15: CwOATER Ha KnpBene B npoyusannsTa RE-COVER n RE-COVER 11, B konTO
c¢ n3nHTBa JeucHraero Ha JIBT n BE

Jlaburarpan eTekcunar Bapdapun Koedwiment sa
150 mg nea mreTH PHCKA CTIPAMO
JTHEBHO
ITarmeHTH, BRTOMERH B 2 456 2462
aHaJIM3a Ha 6e30IacHOCTTa
Cr0HTHA Ha rOJISIMO KhpBEHE 24 (1,0%) 40 (1,6%)




BrwrpeuepemHo 2{0,1%) 4 (0,2%) 0,50(0,09; 2,74)
KBPBCHE
I'onamo CY kbpBene 10 (0,4%) 12 (0,5%) 0,83 (0,36; 1,93)
XusoTo3acTpamasaimo 4 (0,2%) 6 (0,2%) 0,66 (0,19; 2,36)
KbpBEHe

CrOurHa Ha TOMAMO 109 (4,4%) 189 (7,7%) 0,56 (0,45; 0,71)

KbPBEHE/KIIHHHYHO 3HAYHMO

KbpBeHE

BeAaxakeo KEPECHE 354 (14,4%) 503 (20,4%) 0,67 (0,59; 0,77)
Besikakso CU knpBeHe 70 (2,9%) 55 (2,2%) 1,27 (0,90; 1,82)

Cp0OHTHATA Ha KbDBEHE IIPH JBETE JICYEHHS Ca OTYHTAHH OT ITbPBHA [PHEM Ha JaOHTaTpan
€TEKCHIIAT WM BapQapHH ClIeA MpeKPaTABAHE HA NapEHTEPAIHATA Tepalmis (IIEpHOI CaMO Ha
nepopanHo JeueHue). Topa BRMOURA BCHIKY CHOUTHA Ha KBpBEHE, BE3HAKHANM IO BpeMe Ha
TepanuATa ¢ JabHraTpad eTeKkchaT. BKoUeHH ca BeHuKH CROHTHA HA KBPBEHE, BE3HHKHAIH 110
BpeMe Ha TSPAIHATA ¢ BapapHH, OCBEH OHE3H, KOHTO ¢a BL3HHKHAIH 110 BpEMe Ha NEpHO/a, B
KOHTO Ce 3aCTHIIBAT JICYECHHETO ¢ BaphapHH i NapeHTePATHATA TEPAIHs.

B tatumna 16 ca mocodeHH naHuM 3a CoOHMTHA HA KbPBEHE B OCHOBHOTO npoyuBane RE-MEDY, &
KO€TO ce H3muTBa npeseHImATa Ha J/IBT u BE. Hsxou cxOMTRA Ha KEpBEHE (CEOHTHA Ha TOJIAMO
kbpBeHe (CIK)/kman4no 3vagmnMo kepeere (K3K); BeAkakBo KbpBEHE) Ca 3HAYHTETHO 1O~
MaJIKO IIpH HOMMHAIHO anda HABO 5% NpH NMAlHEHTH, IPHEMATH JabHTATPaH €TEKCHIIAT, B
CPaBHEHME © TE3W, TIPACMANN BaphapHH.

Tabanna 16: CnOuTes Ha Knpeene B npoyueare RE-MEDY, B xoero ce H3NHTBa
npesennnara va JIBT n BE

Jadurarpan eTeKCHIAT Bapdapun KoedHImeHT Ha
150 mg nea meTH PHCKA CIIPAMO
JTHEBHO papdaprn
(95% nosepuTencH
HMHTEPBAT)
JlekyBasn malHeHTH 1430 1426
CuOHTHA HA roNIAMO KBpBEHE 13 (0,9%) 25 (1,8%) 0,54 (0,25; 1,16)
Brrpevepenro 2 (0,1%) 4 (0,3%) He mMoxxe na 6bne
KEPBEHE HM3UHCIeH*
Tonamo CY xupeene 4 (0,3%) 8(0,5%) He moxe na 6nae
H3YHCIIeH*
JXuporosacTpainasaio 1 {0,1%) 3 (0,2%) He morxe na 6pae
KbpBeHe H3UUC/IEH*
CrOuTHa HA TONAMO 80 (5,6%) 145 (10,2%) 0,55 (0,41, 0,72)
KBPBEHE/KIIHHAYHO 3HAYHMO
KbpBeHe
BcAkakeo KepBeHe 278 (19,4%) 373 (26,2%) 0,71 (0,61; 0,83)
Bceakakeo CU kepBeHe 45 (3,1%) 32 (2,2%) 1,39 (0,87; 2,20)

*KP ne Moske Ja ObJle H34MCIIEH NOpajiH JIMNCATa Ha CHOMTHE B KOATO H [a € KOXOPTa/ieueHHe

B tabmuua 17 ca nocouesu gaHHH 33 CHOWTHS Ha KBPBEHE B OCHOBHOTO IPOY4BaH A
koeTo ce u3rmuTBa npescHIpATa Ha JIBT 1 BE. UectoraTa Ha komOuHaumaTa CI A
BCAKAKBO KbPBEHE € 3HAYMTEITHO NO-MAJTKA TIPH HOMMHUTHO anga HHBO 5% mip
npEeMany 1U1aneto, B cpaBHEHHE © Te3H, NPHEMaH Aa0HTaTpaH eTeKCHIAT.



TaGnuna 17: Cu6uTHs Ha KLpBene B npoyusane RE-SONATE, B xoeto ce
H3nHTBa NpesennuaTa ha iBT u BE

Jlaburarpan eTexcunat ITnane6o Koe¢uupenr Ha
150 mg nBa meTH PHCKA CIIpAMO
JTHEBHO mianeto
(95% noeepurencH
HHTEPBAT)
JlekyBanM nauseHTH 684 659
CHOUTHA Ha rONAMO KBpPBEHE 2 (0,3%) 0 He moixe na
Obae U3YHCIIEH *
Brrpeuepenso 0 0 He moxe na
KEPBEHE 6B0e H3YHCITEH *
Tomamo CY xepeene 2(0,3%) 0 He moxe na
Onae H3umcrieH *
XKupoTozacTpamasamo 0 0 He moxe 1a
KBpBeHe 6bae M3uHcseH *
Cr0uTHs Ha ronaMo 36 (5,3%) 13 (2,0%) 2,69 (1,43; 5,07)
KBPBEHE/KITHHKYHO 3HATHMO
KBPBEHE
Beakakpo KbpBeHe 72 (10,5%) 40 (6,1%) 1,77 (1,20, 2,61)
Besakakro CY kbprene 5{0,7%) 2 {0,3%) 2,38(0,46; 1227)

*KP He Moxe Na Gb/ie U3UHCIIeH NOpaiH JMIICATa Ha CHOMTHE MPH KOCTO H Aa € OT JIeYeHHATA

Aepanyroyumoza u seymponenus

ATpaHyNnoLHTO3a H HEYTPONCHHA ¢a ChoOIaBaHH MHOTO pAIKO CJIeM pa3peliaBaHe 3a yrnoTpeba Ha
nabHraTpaH eTeKCHIAT. Thil KaTo HEXKeIaHHTE PEaKLHHA ca ChoOMABANE IPH [IOCTMAPKETHEIOBOTO
HaGJIIOIEHNHE OT NOMyJIaliAs ¢ HEYCTAHOBEH PasMep, YECTOTATA MM HE MOXeE A4 OBJe JOCTOBEPHO
onpefenceHa. UecToTaTa Ha CROOIIABAHE € H3YHCIIEH HA 7 cEOMTHA Ha | MHIHOH HAIMEHTOrOUHH 33
arpaHyJIOLHTO3a H 5 CHLOMTHA Ha | MAUIMOH MAllMEHTOICJHHH 3a HEYTPOTICHHS.

IleanaTpryna nomynarms

BesomacrocTTa Ha nabAraTpan eTekcHIaT npH Jederneto Ha BTE ¥ peReHINA Ha PeLMAHBApAIIH
BTE npH nensaTpH9AA NalpeHTH € IpoydeHa B ase u3nuTeanma dasa III (DIVERSITY u
1160.108). Obmo 328 neauaTpHUHH NALHMEHTH Ca JeKyBaHH ¢ AabHraTpan eTeKcwiaT. [lauperTuTe
€a roJTy4YaBany ajanTHPaHH criope/l BL3pacTTa H TEISCHOTO TEIIO JO3H OT choOpa3eHa ¢ Bb3pacTTa
nexapcTBeHa ¢opMa Ha JabHraTpaH €TeKCHIIAT.

Karo ia10 ce o4axsa ApodirsT Ha 6€30macHOCT [PH A€La a € CHLUHAT KATO IIPH Bh3PacTHH.

O6wo 26% oT neAMATPUMHMTE NIALMEHTH, IEKyBaHH ¢ NabHraTpan eTekchnar 3a BTE u 3a
IpeBeHIMA Ha peuMaHBHpainy BTE, ca noiny«mm HexkenaHu peakim.

CRucok HQ ReXCeAanIme Dearyiy 8 mabauyel 6ud

B Tabnuua 18 ca nokasaHH HexkeJIAHHTE PEAKLMH, YCTAHOBEHH B HPOYUBAHHITA
BTE u npepenims Ha peupausupamiy BTE npu MeARAaTpIYIHA nanHeHTH, Te ca _
cHcTeMO- opraHed krmac (SOC) 1 1o uecToTa ¢ H3NON3BAHE HA CICAHATA KOHBSHIHE: MEOrq YecTr
(21/10), wectn (21/100 no <1/10), wewectn (=1/1 000 no <1/100), peaxn (=1/10.808 nf27/1 O
mHOro penku (<1/10 000), ¢ HeH3BecTHa 4ecTOTa (OT HATHYHATE NAHHH He MOPKE fa frene
HAIpABEHA OLICHKA). e
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Tabnuna 18: HemenaHnn peaknan

YecToTa
SOC / ITpeano4HTan TEPMHH neverre Ha BTE u npeBenuus Ha peunmeupany BTE
TIpH NeAMATPHIHH NAIMEHTH

HapyuieHua Ha KpeaTa 1 TAMGHATA CHCTEMA

AHemus Yectr

[ompkeH XxeMornoGHH HeyectH

TpombouToneHms YecTu

IToHIXEH XEMATOKPHT Hevectn

Heytponenus Hegecrn

ArpaHyJonurosa C HeM3BeCTHA YECTOTA
HapyilleHUA Ha HMMYHHATA CHCTEMAa

JIEKapCTBEHA CBPHXYYBCTBHTENHOCT Heuect

Obpus Yectn

Hpypuryc Heuectw

AHadHIaKTHYHA peakiis C HeM3BeCTHA YECTOTA

AHruoegeMm C HeH3BECTHA YECTOTA

YprHKapua YecTH

BpoHxocnmaszem C HeH3BeCTHA YECTOTA
HapyilleHHA Ha HepBHATA CHCTEMA

Brrpedepenna xemMoparua Heqectu
CBAOBH HADYUIEHHS

XemaToM Yectn

XeMoparus C HensBecTHA 4eCTOTA
PecrmpaTopHH, IphaHH B MEANACTHHAIHH HAPYIICHHI

Enucrakcuc Yectn

Xemodrasa Heuectn
CToMallHO-YpeBHA HAPYIISHHA

CToMalHo-4peBHa XeMOoparis HeuectH

AbaomuHATHA 60/TKa Heyectn

Juapns Yectn

Jucnencus YectH

Tapene YectH

PextanHa xemoparws Heuectn

XeMOpoHaTHA XeMOparu C HeH3BECTHA 4ecToTa

CroMalnHO-YpeBHA %384, BKIIIOYHTETHO C HEeH3BeCTHA 4eCTOTa

esodareansa 13sa

I"acTpoesodaraT HewectH

l'actpoesodareanna pedurykcHa Gomect YecTH

IoBpbliane Yectn

Jucharna Heuectn
XenaToOMIHAPHH HAPYIHSHHS

HapymeHa yepHonpotHa C HemsBecTHA 3ECTOTA

GyHKa/OTKIOHEHHA BHB

GyHKIHOHAIHUTE YepHOAPOSHHM

MOKAZATETH

IopuiileHne HA anaHKH

amuHoTpaHcdepazara

IlopHmenue Ha acnaprat

aMHHOTpaHCdepasaTa

{losmmenw uepHoapobHH eHzHMK




XunepSunupyOunemus Hewectn

Hapymenna Ha k0KaTa ¥ DOJKOKHATA TEKaH

Ko#HH KpRBOHITHEU Hegectn
Anoneuus YecTn
HapytucHusa Ha MyCKYJIHO-CKENIETHATA CHCTEMA H CheIHHTENHATA ThKaH
Xemaptposa C HeH3BECTHA uecTOTa
Hapymenns Ha 656penmTe H MHKOYHHTE ITHTHIIA
YporeauTaaHa XeMOparts, Hevecrn
BKJIIOYHTENHO XeMaTYPHA
O611M HapyIIEHHA H eeKTH Ha MACTOTO Ha IPHIOKEHHE
XeMoparus Ha MACTOTO Ha C HeH3pecTHa YeCTOTA
HIKeKTHpaHe
XeMoparnas Ha MACTOTO Ha MOCTaBAHE C Hen3BecTHa yecToTa
Ha KareThpa
Hapanseanus, OTPaBAHMA H YCJIOKHEHHA, FE3HHKHAIIM B pe3yJITAaT Ha HHTEPBEHIHK
TpaBmaTH9Ha XeMOparusa Hegectu
Xemoparus Ha MACTOTO HA MHIH3HA C Hen3pecTHa 4eCTOTa
Pearyuu na xvpsene

B nse usnuteanua daza I npu nokasanueto neveHue Ha BTE W NPEReHIHA Ha peHHBHPALIH
BTE nipH nienyaTpH4Hy naupeHTd obmo 7 nawwieHTH (2,1%) ca uMamu cs0HTHE Ha roIaMo
KbpBEHE, 5 mauueHTH (1,5%) ca mManH ChOUTHE Ha KITHHHYHO 3HAYHMO HETOJIAMO KBPBEHE, a 75
nargedTH (22,9%) ca uMai cr0HTHE Ha He3HaYMTEMHO KbpeeHe. Karo 1o yecrorara Ha
CHOMTHATA Ha KbPBEHE € O-BHCOKA MPH N0-Bh3pacTHara rpyna (12 no <18 romunm: 28,6%),
OTKOJIKOTO B rPYIHTE ¢ MO-MalKa Bb3pacT (OT paxgaHeTo Ao <2 roguHH: 23,3%; 2 go <12
roge”y: 16,2%). I'onaMo Win TexKko KbpBeHe, HE3aBHCHMO OT MACTOTO HA BB3HHKBaHE, MOXKE 13
JIOBEJlE 10 HHBANHIH3HpaHe, XHBOTO3ACTPAIABAIIO CHCTOAHAE HITH JOPH NeTalleH U3X0.

Crobinapane Ha NONO3MPAHH HEKETAHH PEAKIHK

CrofmaBaHeTo HA IOAO3APAHY HEXENAHH PeakLHH Cliefl paspeluasaHde 3a ynorpefa Ha TeKapCTBEeHHS
IPOIYKT € BaxkHO. ToBa M03BONABA A2 IPOABIDKA HAOIONEHHETO HA CHOTHOIICHHETO M10JI33/PHCK 3a
JICKapCTBCHHA NPOAYKT. Or MEIHIHHCKHTE CIICITHATHCTH CC H3HCKBA 1A C’BDSII[&B&T BCAKA
TI0[I03MPaHa HeXKENTAHA PEaKIHA Ype3:

HameHATE RS areHIMS 110 JeKapCTBaTA
yn. ,Jlamsm I'pyes” Ne 8

1303 Codmin

brmrapus

Ten.: +359 2 8803417

yebcaifr: www.bda.bg

4.9 Ilpeaosmpane

,[[031{ H&ﬁldl"ﬁ'l‘paﬂ CTCKCHIIAT, HANBHINARAUIH NPEIOPBYHTEIHHTE JO3H, H3IAraT NamHcHTa Ha
NIOBHIICH PHCK OT KbPBCHE.

OTIpeRE/IAHE Ha PHCKA OT KbpBeHe (BK. TOUKa 4.4 u 5.1). KanubpHpaH KoMy
MHOTOKpaTHH TBP H3mMepBaHus mo3BongBaT NpefiBiKaaHe Ha BPEMETO, KOT A
ONpeAC/ICHH HUBA Ha NaGHraTpaH (BX. To4Ka 5.1), chIno B ciydaii 9e ca mpe
MEDKH — Hallp. JHAITH3A.



HpexomepHaTa AHTHKOATYIAIHA MOKE A H3HCKBA NPCYCTaHOBABAHC HA JICUCHHCTO C .ua6HranaH
erekcunar. Thid kaTo naburarpaH ce ekcKpeTHpa IpeauMHO 4pes GB0perTe, TpAOBa Aa ce MOLTEPKA
A0CTaThYHA Auypesa. Tri kaTo cBbp3BaHCTO C IPOTEHHH € B HHCKA CTETICH, AabHTaTpan MOXe 1
GbIe MTHANM3UPAH; MMa OTPaHWYEH KIHHHYEH OHT, IEMOHCTPUpAN [O3aTa OT TO3H NOJX0A B
KIIMHAYHH MPOYYBAaHUA (BK. TOUKa 5.2).

OpnanaBaHe Ha VCIOKHEHHS ¢ KLPBEHE

B cnyqait Ba XeMOpari9HH yC/I0KHEHHA JleUerreTo ¢ faburatpal eTekcmiar Tpadea fa Obae
TIPEYCTAHOBEHO, 4 MPUHMHATA 33 KbPBEHETO — H3c/eqpana. [lo nperieHka Ha neKyBainus Jiekap 1 B
3aBHCHMOCT OT KIIMHHYHATA CHTYyauus TpAOBa Ja ce NpeanpreMe NOAXONAmO NoAAbpKallo JCUCHHS,
K4aTO XMpYPrytiHa XeMOCTa3a WM 3aMecTBaHe Ha KpbBeH 00eM.

Ilpu BE3pacTHH MALMEHTH B CJLy4aH, KOFATo € HeoOX0auMo GEp30 HeyTpaIH3HpaHe Ha
aHTHKOATYJIaHTHHA ¢EKT Ha naburaTpaH, MOKe [1a ce H3MoN3Ba CIeHHIHOTO HEYTPATU3HPAILO
cpecTBO (HAapYLM3yMal), KoeTo aHTaroHH3Hpa gapMakoTHHAMHYHKA eteKT Ha nabHrarpaH.
EdukracHocTTa H GesonacHocTTa Ha HAApYLH3yMal He ¢a YCTAHOBCHH IPH MEAHATPHYHH [1alIHEHTH
(Bxk. TOuKa 4.4).

Moske na ce HMa IpeABH/ NPHITaTaHe Ha KOHLIEHTPATH Ha KOAryJNalMOHHH (akTopH (aKTHEHPaHH HIIH
HEAKTUBHPAHM) WIH peKoMOuHanTeH dakTop VIIa. MMa HAKOH eéKCIIEPHMEHTAIHH JOKA3aTe/ICTBA B
NIOJKPETIa Ha POJIATA HA Te3d JIEKAPCTBEHN NPOAYKTH B OOpBIIaHe HA AHTHKOAryJIaHTHHA eexT Ha
naburaTpan, HO JAHAHTE 33 NOJI38TA HM B KJIMHHYHH YCIIOBHS, KAKTO H 33 BL3MOKHHA PHCK OT
pubayHx TpomGoeMG0IH3BM, ca MHOTO orpannyenn. KoarynausoHHHTe TecTOBE MOraT JIa CTaHAT
HEHAZICKTHH CJIEN MPANOKEHNE HA MPENOPhUMTEIHATE KOHIIEHTPATH Ha KOAry/NalMOHHH (aKTOPH.
Tpabsa na ce BHMMAaBa NpH THIKYBAHETO Ha Te3H TecToBe. Tpa6Ba a ce 0OMHC/TH MPHNIOKEHHE Ha
TPOMOOLMTHA Maca B CIydaHTe, KOTATO HMa TPOMGOIMTONCHHA HIH ca GIWIH H3MON3BaHH
DBATOAEHCTBAINH AHTHTPOMOOTHYHY NEKAPCTBEHH NPOAYKTH. [{A70T0 CHMITTOMATHYHO JICYSHHE
TpaOBa fa ce MpHara 1o mpereHKa Ha JIeKaps.

B 3aBHCHMOCT OT MECTHHTE BE3MOXKHOCTH, TPAGBA 1 ce 0OMMCITH KOHCYIITAITHA CBC CTICHAIHCT B
¢Iy4ail Ha rOIAMO KEPBEHE.

5. ©®APMAKOJIOTHYHM CBOHCTBA

5.1 @apmakoAHHAMHYHH CBOHCTBa

PapMaxkoTePANEBTHYHA IpyTa: aHTHTPOMOOTHYHH CpPe/ICTBa, AHPEKTHH TPOMOHHOBK HHXUOHTODH,
ATC xom: BO1AEQ7,

Mexanp3sM Ha JgHicTBHE

HalHrarpaH eTekcuaar e MaJka MoIeKysia HpeVieKapeTBO, KOeTo He MOKa3Ba (papMaKoIorHiHa
akTHBHOCT. CN1e] MepopalHo priokeHne AaburaTpan eTekcHiar ce abcopbupa 61pao 1 ce
npeBpbiua B 1aCHTaTpaH upe3 KaTaTu3HpaHa OT eCTepasa XHApoIu3a B IUIA3MaTa H B YepHA ,r.lpoﬁ
Haburarpas ¢ MollieH, KOHKyPEHTeH, ODpAaTHM, JHPEKTEH TPOMOHHOB HHXHOHTOD H §
BEIIECTBO C AKTHRHO JSHCTBHE B IUIa3MATA.
Tbii kaTo TPOMOHHBT (CEpHHOBA MPOTEa3a) MO3BOJBA [IPEBPBHINAHETO HA GHOL
&uOpHH B X0la Ha KOAryTAIIHOHHATA KACKAA, HHXUOMpPAHETO MY TIPeAOTBPaT]
Ha CBHCHpPEK.

JHabrrarpan HHEXHOUpa cBOGOIHHA TPOMOHH, (pubpuH-cBLp3aHHs TPOMGHH H




HHIYLHpaHaTa TpoMOOLHTHA arperanps.

QGapMakonHHAMHYHH edekTH

In vivo U ex vivo npoyqBaHHA IIPH JKUBOTHH JEMOHCTPUPAT AHTHTPOMOO3HA e(DHKACHOCT H
AHTHKOAlyJIaHTHa aKTHBHOCT Ha Ja0uraTpaH clie] HHTpaBeHO3HO NPWIOXKeHHe H Ha JabHraTpaH
€TEKCHNAT CIIEH TIEPOPATHO MPHIMKEHEE NPH PAITMYHH XKHBOTHHCKH EKCIIEPHMEHTAIHN MOAETH
Ha Tpombo3a.

ChinecTByBa OTHETIMBA KOPEIALMA MEXTY TUIA3MEHATa KOHUCHTPAIMA Ha JACHTaTPaH | CTeneHTa
HA aHTHKOAryJlaHTHHA edekT, Gazupano Ha dasa Il npoyusanus. Jaburarpan yawnkasa
TpoMbGuzoBoTO Bpeme (TB), EBC, xaxro u aPTT.

KamuGpupannsr konruectsen Tect na TB upes paspexxaane (TBP) nasa onenxa 3a nnasmeHara
KOHLIEHTpalis Ha JabHratpaH, KOSTO MOKe Oa ObIe CpaBHEHA C OYAKBAHHTE IUTA3MEHH
KOHLIEHTpallH Ha naburarpad. B crygaii ye kanuGpuparnst TBP Tect nokaxe pesynrar 3a
TINa3MEHATa KOHNSHTPAlMA Ha AaburaTpaH, KOHTO € Ha WK IO TPAHHNATA HA KONHYECTBEHOTO
onpenensHe, clieABa a ¢e OOMHCIH NPOBSKIAHE Ha JOMTBTHHTENHO H3C/ISABAHC HA KOAryIalHATa,
nanpumep TB, EBC win aPTT.

EBC moxe 1a OCHIypH THPEKTHA OLICHKA HA aKTHBHOCTTA HA IMPEKTHHTE TPOMOHHOBH HHXHOHTODH.

Tectbt aPTT € MMPOKO AOCTBIICH H NOKA3Ba MPHAOIH3HTENHO aHTHKOAryIaHTHATA MHTCH3HBHOCT,
nocruraata ¢ naburarpad. Obaue, aPTT TecTsT HMa orpaHHYEeHa YYBCTBHTEIHOCT H He €
NIOIXOAALL 33 TOYHO KOJMYECTBEHO OIPENeNIAHE Ha aHTHKOATYIAaHTHHA edekT, 0co0eHo IpH
BHCOKH NJIa3MCHH KOHLIEHTpauuu Ha Ja0uraTpaH, Berpeky 4e BHcokw croiteocTd Ha aPTT TpaGea
Ala ce THIIKYBAT ¢ [IOBHINEHO BHHMAHHE, T¢ MIOKA3BAT, Y€ NALMEHTHT € AHTHKOATYJIUPaH.,

Karo usno, Moxe fa ce nmpHeMe, 4e Te3 MMOKA3ATEH 33 aHTHKOArYJIaHTHA AKTHBHOCT MOTAaT J1a
OTpa3AT HARATa Ha nabHrarpad, KaKTo M Ja NPeJOCTARST HACOKH 3a OLICHKATA Ha PHCKa OT
KbpBEHE, T.¢. HaJ)y 90™ mepceHTHN Ha HaFi-HUCKWTE HHBA Ha JaOHTaTpaH WiIH Koary/1alHOHEH TECT,
Karo Hali- HHUCKH H3MeperH cToiHocTH Ha aPTT (3a nparosete Ha aPTT Bx. Touka 4.4, TabnHua
6), MOKE 1a Ce ACOLHHPA C OBMIIEH PHCK OT KHPBEHE.

IHvpeuyna npeeenyun na BTE npu opmoneduuna xupypeus

CTanMoHapHaTa cpejiHa TEOMETPHYHA MMKOBA IL1a3MEHA KOHIICHTpalua (cnes eH 3) Ha
naburaTpan, H3MepeHa oKoIo 2 vaca Cllel NpiIoKkeHHe Ha 220 mg naGuratpan erexcunar, e 70,8
ng/ml, ¢ rparmw 35,2-162 ng/ml (B uHTEpBaNa 25-tH-75-TH epceHTHN). CpeTHATA rEOMETPHYHA
HaW-HHCKA KOHLICHTPAUHA Ha NaGurarpaH, H3MepeHa B Kpas Ha JO30BHS HATEPBa (T.. 24 Jaca
cned fno3a gaburarpad 220 mg), e cpenmo oxosuo 22,0 ng/ml, ¢ rparmm 13,0-35,7 ng/ml (B
HHTEpBana 25-TH-75-TH EpCeHTHN).

B enHo cnienmanno npoyvBaHe caMo NpH NALMEHTH ¢ yMepeHo Os0pedHo yBpexaaHe

(CrCL 30-50 ml/min}, nexyBanu ¢ naburarpaH etekcunar 150 mg BeJIHbX JHEBHO, CpeHATA
TEOMETPHYHA HAH-HHCKA KOHIICHTPAIHA Ha Aa0uUrarpaH, H3MepeHa B Kpas Ha NO30BHA HHTEpBAIL, €
cpearo 47,5 ng/ml, ¢ rpawsm 29,6-72,2 ng/ml (B uHTEpBaNa 25-TH-75-TH IIEPCEeHTI).

ITpe nauuenTH, Nexybalu ¢ 220 mg 1aGHraTpaH eTeKCHIAT BEAHBX JHEBHO 32 IPEBE

CJIe]l poTe3Hpane Ha Ta3o0e/peHa WiH KONSHHA CTapa,

. 90-uaT NepceHTI HA Hali-HUCKHTE IUIA3MEHH KOHIICHTPALUMH Ha Nabura
ng/ml, (20-28 4aca cney npueMa Ha MpeAHIIHATA 103a) (BX. ToukH 4.4 W 4,

U] 90-uaT NepCeHTHIT Ha Hali-HUCKKTE CTOMHOCTH Ha aPTT (20-28 uaca cnen



HOpMaTa.

EBC He ¢ H3MepBaHO IpH MAIHEHTH, JeKyBaHH ¢ 220 mg gaduraTtpaH €TeKCHIAT BEAHEX IHEBHO 34
npesenuma Ha BTE cnen npore3supane Ha TazobeapeHa WIK KOJITHHA CTaBa.

IIpesenyun Ha MO3BUeH UHCYRIN U CUCIREMEH eMmBOIUTBM HPR 6b3paciiu nayueimu ¢ HKIIM ¢

eoun uau nogeve puckoey gaxmopu (KAUM)

CranmosapHarta cpefiHa reoMeTPHYHA NHKOBA I1a3MeHa KOHLIEHTpariA Ha AabHraTpas, H3MepeHa
OKOJIO 2 9aca cnell mpiiarade Ha 150 mg gaGHratpan erexcunar, e 175 ng/ml, ¢ rpannnm

117-275 ng/ml (B uHTEpBAia 25-TH-75-T! nepeenTin). Cpeanara reoMETpHYHA Haii-HHCKa
KOHUEHTpalUHs Ha naburaTpaH, H3MEpeHa CYTPHH B Kpas Ha 1030BHA HHTepBan (T.e. 12 yaca cnex
BeuepHaTa 1o3a Naburatpa 150 mg), e cpenno okono 91,0 ng/ml, ¢ rpanmam 61,0-143 ng/ml (B
HHTEPBaNA 25-TH-75-TH EPCEHTHI).

[Tpe naumenTa ¢ HKTIM, nexyBaHH 3a IPEBEHIIMA Ha HHCYITT H CHCTeMEH eMbonuseM ¢be 150 mg
JaGuraTpaH eTeKCHIAT JBa ITHTH JIHEBHO,

. 90-pAT nepceHTHI Ha H3MEPeHHTe Hali-HUCKH MU1a3MeHH KOHLICHTPaLM# Ha
naburarpas (10-16 yaca ciien IpHeMa Ha NpeAMIIHATA 103a) e okoao 200 ng/ml,
. Haii-HuckuTe cToliHoctute Ha EBC (10-16 yaca cnen npreMa Ha peiAIIHATA [03a), NOBHLIEHH

NpHONH3UTENHO 3 MbTH HaJ FOPHATA IPAHMLIA Ha HOPMATA, ¢e OTHACAT A0 HabmonasaHua 90-
TH TIEPCEHTHI HA yabnxkasake Ha EBC or 103 cexynu,

. Hail-HHCKH cToHHOCTH Ha aPTT, moseye oT 2 rbTH Hajl ropHaTa PaHHLIA HA HOPMATa
(vapmxasane Ha aPTT ¢ okono 80 cexynnn), (10-16 yaca cnen npuemMa Ha NpeaHINHATa
J032) ca OTpa3eHH Ha 90-UA NePCeHTHT OT HAOMIOACHHETO.

Hevenue na JIBT u BE, kaxmo u npesenyus na peyudusu na JIBT u BE npu ev3pacmuyy nayuexnmu
(ABT/FE)

IMpu naumenTH, nekyeatH 3a JIBT u BE cue 150 mg naburatpas eTeKCHIAT ABa ITETH JHEBHO,
CPe/IHATA TeOMETPUHHA Half-HHCKA KOHLICHTpalwA Ha saburarpas, waMepeHa 10-16 1aca cren
NpHeM Ha 71033, B Kpad Ha J030BUi MHTEpBa (T.€. 12 yaca cieq BevepHaTa 103a JaburaTpan
erekcanar 150 mg), e 59,7 ng/ml, ¢ rpannmy 38,6-94,5 ng/ml (B uHTEpBana ot 23-tu A0 73-TR
nepcentan). [Ipu newenmero ua JIBT u BE ¢ naburatpas erekcmnar 150 mg npa [bTH AHEBHO $0-
HAT MEPCEHTH Ha M3MEPEHHTE HAH-HACKH IUTa3MeHH KOHUEHTpaluH Ha faburarpan {10-16 qaca
Clleq MpHeMa Ha NpeaMIIHaTa 403a) € okono 146 ng/ml,

. Hak-HHCKHTe croliHocTHTe HA EBC (10-16 uaca cien npreMa Ha IPeAHIIHATA 1033),
[OBHLIECHH NPHONAZIATENHO 2,3 ITHTH CIPAMO HAYATHATE CTOMHOCTH, C€ OTHACAT JI0
Habmonasanna 90-Ti nepceHTWI Ha yawokasade Ha EBC ot 74 ceKyHIg

. 90-usT nepceHTHN Ha Haii-HUCKM CTOMHOCTH Ha aPTT (10-16 uaca cien npHema
Ha MpeMINHATA J033a) € 62 ceKyHaM, KoeTo € 1,8 METH cToiHOCTTA HA HIXOHO
HHBO.

HsiMa naHHH 33 GapMakOKHHETHKATA TIPH NALMEHTH, JICKYBaHH 3a IPEBEHLMA Ha PelHHBHpalla
ABT u BE cec 150 mg naburaTpaH €TeKCHIAT ABA ITHTH JHEBHO.

Kinunwuna edmkacHocT M Ge3o0macHocT

Emmuvecku npouzxod

He ce nabmonapaT KTHHHYHO 3HAYHMH ETHHYECKH PA3IHKH MeXTy Malge
paca, ¢ appo-aMEpHKAHCKH, JIATHHO-aMEPHKAHCKH, ATIOHCKH WITH KMTaHCKH 1o



Knunwinu npoyusanus evpxy npesenyuama na BTE cred npomesupane na zoremu cmasu

TTaumeHTH, NOATOXKEHH Ha IUIAHOBA TOIAMA OPTONIEANYHA ONEpaLa B 2 FoJIeMH PAHAOMH3HDaHH,
[apaieHo-T PyIIOBH, BOHHO-CIENH, 1033-TIOTRLPAAABALIH [IPOYUBAHMA (IIPH €AHOTO —
MPOTE3HpaHe Ha KONHHATA CTaBa, a MPH APYTOTO — Ha Tasobe/peHara cTasa), MOIY4aBar 75 mg
umk 110 mg naburaTpau erexcunar 1-4 yaca ciiell orepaumsTa, a ciaen Toea no 150 wm 220 mg
BCIAHBXK NHEBHO, IIPH rapaHTHpaHa XeMocTasa, Win 40 mg eHoKcanapHH B JeHs Mpeid oTiepalMATa,
a clieJl TOBa — BEIHEXK JHEBHO.

B mpoyusanero RE-MODEL (npore3npate Ha KONAHHA CTaBa) JICYCHAETO NPOARIDKaBa 6-10 mHH, a
s nipoy4saHero RE-NOVATE (nporesupane Ha Tasobeapenara crasa) — 28-35 aan. O6ummat Gpoii
JISKYBAaHH [TAIHEHTH € choTeeTHO 2 076 (KonsHHa cTaea) v 3 494 (rasobeapena crasa).

CrueTanmero oT obmara cMsprHoCT nopaau BTE (smourTento GenonpobeH emGonusbym, BE),
NpOKCHMaNHa H JHCTANHA TeI00Ka BeHo3Ha Tpombo3a (JIBT) — cHMIrroMHA W ACHMIITOMEA,
YCTaHOEEHa upe3 PyTHHHA BeHorpadud) U CMBPTHOCTTA NOpad BCAKAKBA [IPHYMHA MPEICTABIABA
OBPBMYHATA KpakHa TOYKA M Ha JiBere TpoyuBaHud. Cruerasmero or ronsM BTE (sxmiountenno bBE
H npokcuMaieH BT — CHMIITOMEH IM aCMMITTOMEH, YCTAHOREH Upe3 PYTHHHA BeHOTpagHs) H
cMBpTHOCT nopajii BTE npencrapnasa BropuyHa kpaiiHa TOUKA H ce CUHTA, Y€ HMa O-TOJIAMO
KITHHHYHO 3Ha4eHHe.

Pesynrarure oT NBeTe Npoy9YBaHHA 10Ka3BaT, 9¢ aHTHTPOMGO3HUAT edekT Ha 220 mg u 150 mg
nabHraTpaH eTEKCHJIAT He OTCTHIIBA CTATHCTHYECKH Ha HOKCHIIAPHH TI0 OTHOLICHHE Ha o0uHs
BTE u obmara eMbpraocT. Kpaiismar pesynrar 3a caydaute Ha roaM BTE u cMBpTHOCT nopaay
BTE npu no3za 150 mg ¢ Manko no-noill, OTKOJIKOTO NpH eHoKcanapaH (Tabmuria 17). [Tonobpu
pe3ynTaTh ce HAOMORABAT NpH Ao3a 220 Mg, KLASTO KpalHAAT pe3yJiTaT 3a rolsm BTE ¢ manko
no-A0056p, OTKOIKOTO IPH eHokcanapuH (Tabnuuz 19).

KiuHH4HHTE NpOyYBaHHA ca IPOBEICHH TIPH TOMYNALMS [IAHEHTH CBC CPeIHA BB3PacT >65 roauHm.

HsiMa pa3vKH B JaHHHTE 32 eUKaCHOCT H O€30MacHOCT MEXIY MEXKE M KCHH B KITMHHYHHTE
npoyusaHuas ¢asa 3.

B mscnepsanara nonynamma mansentd Ha RE-MODEL u RE-NOVATE (5 539 nexkysaum
NAUMEHTH), 51% MMaT NpUApYKaBalna XUNEpTOHuS, 9% uMar npuapyxasai auabet, 9% AMar
TpHApYXaBaiio 3a0oABaHe Ha KopoHapHaTa aprepus u 20% HMMaT aHaMHe3a 3a BEHO3HA
HEA0CTaThIHOCT. HUTO eIHO OT Te3m 3a00/12BaHMA He TIOKA3BA BE3ACHCTBHE BHPXY ¢eKTHTE Ha
naburarpax 3a BTE npepeAnHA M 4eCTOTaTa HA KbpPBEHE.

Hannure 3a kpaiinata Touxa ,,romsam BTE u cMbpTHOCT nopagu BTE® ca xomoreHt# 1o
OTHOLICHHE HA TBPBYYHATA KpaiiHa TOYKa 3a e(PMKacHOCT U ca MoKa3aHH B Tabuma 19.

Haunwre 3a kpaliHaTa Touka ,,06ma cMbpTHOCT ropaad BTE H cMBPTHOCT nopaaM BeAKaKBa
NpH4YHMHA" ca NoKa3aHK B Tabnuua 20.

HannnTe 3a KpalfHATE TOYKY ,,yCTAHOBEHH CHOMTHA Ha roJIAMO KbpBeHE” ca nokasaHH B Tabiila
21 no-nomy.

Tabauna 19: Ananas Ha ciayaanre ga roasm BTE n embpraoct nopagsa BTE npes
TepanesTHYHATA ¢asa Ha npoyusanaata RE-MODEL r RE-NOVATE
OpPA OPTOUECAHTHH ONEPALHA

HzmuTeane Jlaburarpan erexcunar | JaGuratpaH eTeKCHIAT
220 mg 150 mg

RE-NOVATE (ra3zobenpena crapa)

Bp. nexypanu 909 888

MALHEHTH




Yecrora (%) 28(3,) 38(4,3) 36 (3.9)
Koeduuuenr Ha prcka 0,78 1,09

CIPAMO CHOKCANAPHH

95% CI 0,48; 1,27 0,70; 1,70

RE-MODEL (konssuo)

Bp. nexypanu 506 527 511
NALMEHTH

Yecrora (%) 13 (2,6) 20(3,8) 18 (3,5)
KoeduimeHT Ha pHcKa 0,73 1,08

CIIPAMO €HOKCAITApHH

95% C1 0,36; 1,47 0,58; 2,01

Tabnmua 20: Ananu3s a odmara cMbpTHOCT Nopaad BTE u Ha CMLPTHOCTTA NOPaiH BCIKAKBA

NpEUMHA Npe3 TepaneBTHYHATA ¢a3a Ha npoyueananaTa RE-NOVATE u RE-MODEL npnr

OPTONECAHYHE OICPANHHA

Hamrreane Jaburarpan JaGurarpan erexciar | EHokcanapux
€TEeKCHIIaT 150 mg 40 mg
220 mg
RE-NOVATE (taszobenpena crapa)
Bp. nexyBanm 880 874 897
MALMEHTH
Yecrora (%) 53 (6,0) 75 (8,6) 60 (6,7)
KoeduunenT Ha 0,9 1,28
PHCKA CTIPAMO
€HOKCaNapHH
95% CI (0,63; 1,29) (0,93; 1,78)
RE-MODEL (xomnsaHo)
Bp. nexyBann 503 526 512
NALHEHTH
Yecrora (%) 183 (36,4) 213 {40,5) 193 (37,7)
Koedument ua 0,97 1,07
PHCKA CIIPAMO
€HOKCanapeH
95% CI (0,82; 1,13) (0,92; 1,25)

Tabiana 21: CnOHTHA Ha ro/ISMO KbPBEHE B 3aBHCHMOCT OT JIEICHAETO B
npoyisanns RE-MODEL u RE-NOVATE, npeacTaBeBH HOOTACIRO

KbpBeHe (%)

Hsnureane Jaburatpan etexcunar | Jlaburarpan erekcaiaat | EHokcanapHu
220 mg 150 mg 40 mg

RE-NOVATE (Tazof6enpena ctapa)

bp. nexypanm 1146 1163 1154

[AIHEHTH

Cw0HTHA Ha ronaMo

Kbprese (%) 232,0) 15(1,3) 18 (1,6)

RE-MODEL (xonsaHo)

bp. nexyBanu 679 703

HAIHEHTH

Co0uTHA Ha TOIISIMO 10 (1,5) 9(1,3)




Hpesenyun na mozvuen uncynm u cucmemern emboauzvm npu evapacnny nayuenmy ¢ HKIIM ¢ edun

Wit ROgeye PUCKOsH éaxmogu

Knumrarmre nannH 3a eduxacHocTTa Ha JabHraTpaH eTeKCHIAT ca pesynTar oT npoyusaneto RE-LY
(Randomised Evaluation of Long-term anticoagulant therapy) — MyATHLEHTPOBO, MYJITHHALIMOHATHO,
PAaBIOMH3HPAHO MApajIeNIHO CIHIO H3MMTRAHE ¢ /IBe A03H Aaburarpand erekcrmnart (110 mg u 150 mg
IBA ITETH THEBHO) B CPaBHEHHE ¢ OTKPHT MPHEM Ha BapdapHH NpH NAlHEHTH ¢ MPEACHPAHO MBXIACHE
€ YMEpeH 0 BHCOK PHCK OT HHCYNT M cHCreMeH eMOomi3eM. [TspBHaHaTa Hell Ha Ipoy|BaHeTo € Aa
ONpee/H JaIH fabHIaTpaH eTeKCHIAT OTCTBIIBA HA Bap(apHH NPH NOHKKABAHETO HA CHOMTHSATA HA
CHCTABHATA KPa#HHA TOYKa , AHCYNT B cHCcTeMeH eMbomuasM™. CHII0 Taka € aHATH3HPAaHO |
CTATHCTHYECKOTO NPEBBIXOJICTEO,

B npoyusanero RE-LY ca pargoMu3supans o0mmo 18 113 naipeHTH Ha cpeiia Bs3pact 71,5 ronuuu u
cpedeH CHADS?2 c6op 2,1. Tlomynaimara ot nameeHTH € 64% oT MExKH moa, 70% ot eBpoTicHIcH
npomxoa u 16% ot asmatcku npomsxon, ITpy NalmeRTHTe, PaHAOMH3HPAHH A2 IIOTyYapaT BapdapiH,
CPeaHMAT NPOLEHT Ha BpeMeTo B TepanesrHYeH obxeat (BTO) (INR 2-3) e 64,4% (mequana Ha BTO
67%).

IIpoyusanero RE-LY moka3ea, ue naGurarpaH eTexcuiar HpH no3a 110 mg jBa MbTH AHEBHO He
OTCTBIIBA Ha edeKTa or BaphHapuH IPU NPEBEHIUS HA MHCYAT ¥ CUCTEMEH eMOOIMIBM TIPH NALKMEHTH
¢ MpeCHPAHO MBXKIEHE, ¢ MoHWKeH prck oT HKX, o6mo kspeeHe | roaMo KepeeHe. Jozara 150
IZABA ITFTH JHEBHO NOHWKABA 3HAYMHMO PHUCKA OT HCXEMHMYEH B XeMOpardvieH HHCYIIT, ChA0BA CMBPT,
HKX u 060 kepeeHe B cpaBHenne ¢ BapdapuH. Yecrorara Ha ronaMo KbPBEHE MPH Ta3H [103a €
cpasHHMa ¢ Bapdapun. YecToTaTa Ha MHOKApASH MH(APKT € JIeko TIOBHIIIEHA NPY NabHraTpan
erekchnar 110 mg apa meTu AHeBHO M 150 mg ABa METH THEBHO B CpaBHEHHE ¢ BapdapHH
(xoedHmeHT Ha prcka 1,29; p=0,0929 u koeduuHeHT Ha pucka 1,27; p=0,1240, crorBeTnO). C
nogofpapane Ha MpocneassaHeTo Ha INR, HaGmonapasyTe MOA3H oT AaCHTATpaH eTeKkCHIAT B
CpaBHeHHe ¢ Bapgapud oTcinabBar.

Tabnwim 22-24 mokaseat DoAPOGHO KIFOYOBHTE PE3YIITaTH B [IANATA [IOMYJIALMA:

Tadauna 22: ARaJH3 Ha NBPEOTO CLOHTHE - HHCYAT HIH CHCTemMel eMO0IHIBM (IBPBHTHA
Kpaiiga Touyka) 0o BpeMe HA NePHOAA Ha npoyusane Ha RE-LY.

Jlaburatpan erexcHIaT HaburaTpas eTexcHiar Bapdapun
110 mg nBa meTH 150 mg mea MLTH
JHEBHO JTHERHO
Pannommusapann 6015 6076 6022
MAIHCHTH
HecynT B/mny cHeTeMeH
eMOOIHIEM
Hecrota (%) 183 (1,54) 135 (1,12) 203 (1,72)
Koedrmpuenr pa 0,89 (0,73; 1,09) 0,65 (0,52; 0,81)
pHcKa cfy
BapdapeH (95%
CI)
IIperw3xoncTeo p=0.2721 p=0,0001
-CTORHOCT

% ce oTHaca J0 TOAMIIHATA YECTOTA Ha CHOHMTHAT:

Tabnnna 23: AHAIA3 Ha NBPREOTO CLOMTHE HA HCXEMHYEH HIH XEMOPATHICH HH

HA NepHoaa HA Opoyusane ua RE-LY,

Jaburarpan eTekCHIAT Naburatpan eTekcumat
110 mg apa mETH 150 mg ABa MTHTH
TIHEBHQ JHEBHO
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PangoMusapann
DALACHTH

6 015

6 076

6022

Hucynt

Hecrora (%)

171 (1,44)

123 (1,02)

187 (1,59)

Koepuunent ua
pHCKa ¢y
papdapus (95%
Ch

0,91 (0,74, 1,12)

0,64 (0,51, 0,81)

p-CToHHOCT

0,3553

0,0001

CHcTeMeH eMOOTIZEM

Yecrota (%)

15(0,13)

13 (0,11)

21 (0,18)

KoetuimenT Ha
pHCKa c/y
Bappapun (95%
D

0,71 (0,37; 1,38)

0,61(0,30; 1,21}

p-¢TOHHOCT

0,3099

0,1582

Hcexemugen HECY AT

YecroTa (%)

152 (1,28)

104 (0,86)

134 (1,14)

Koedumuenr na
pHcKa c/y
papdapnn (95%
€D

1,13 (0,89; 1,42)

0,76 (0,59; 0,98)

p-cToitHOCT

0,3138

0,0351

XeMOparmaeH HHCYIIT

Yecrota (%)

14 (0,12)

12 (0,10)

45 (0,38)

Koedmment Ha
PHCKA ¢y
BapdapH (95%
Cn

0,31 (0,17; 0,56)

0,26 (0,14; 0,49)

p-cToMNHOCT

0,0001

<0,0001

% ce oTHacd [0 TOAMIIHATA YeCTOTa HA CHOUTHATA

Tabauna 24: AnaiA3 Ha CMBLPTHOCTTA [I0 BCAKAKBA NPHYHHAA H HA ChP/A€9HOCHAOBATA
CMBPTHOCT IO BPpeMe Ha NEPHOJa HA npoyuBane Ha RE-LY.

JabHraTpaH eTeKCHIaT Nabwratpan eTexcHmar Bapdapuax
110 mg apa reTH 150 mg nBa mbTH
JIHEBHO JHEBHO
Pannommzapanm 6015 6076 6022
TIALHEHTH
CMBPTHOCT N0 ECAKAKBA
TIPHYHHA
YectoTa (%) 446 (3,75) 438 (3,64) 487 (4,13)
KoeduimeHT Ha 0,91 (0,80; 1,03) 0,88 (0,77, 1,00)
pUCKA ¢y
Baphapun
(95% CI}
P-CTOHHOCT 0,1308 0,0517
Cnl10Ba CMBPTHOCT
YectoTa (%) 289 (2,43) 274 (2,28) 317 (2,69}
KoeduuenT ra 0,90 (0,77; 1,06) 0,85 (0,72; 0,99)
pHCKa c/y
pap{apuH (95%
CD
p-cTodHOCT 0,2081 0,0430

% ce oTHACH JI0 TOOWINHATA Y€CTOTA Ha CuOuTHATA




Tabmunm 25-26 MOKa3BaT pesyaTaTHTe OT TEPBHYHATA KpaiHa TOUKA 38 e)HKACHOCT H H€30MaCHOCT B
CBOTBETHHTE CyOnoNmynaimu:

3a nepBUYHATA KpaifHa TOYKa ,,MHCY/IT H CHCTEMEH eMOOTH3bM™ He ca naeHTHHUHApaHy IOArPYIH
(T.e. BB3pacT, Terno, nox, 6Eopedra GYHKIHA, eTHHYECKA MPHHALIENKHOCT H Ap.) C pasiHicH
KOS(PHLMEHT Ha pHCKa B CpaBHEHHE C BApGhapHH.

Taénanna 25: Koepuunent na packa n 95% CI 32 nucyar/cucreMen eMGOJHIBM N0 DOATPYNH

Kpaiiaa Touka JaGurarpan eTeKcHIaT JalnraTpan eTekcHIaT
110 mg apa METH OHEBHO C/y 150 mg aBa OBLTH AHEBHO C/Y
papdapre BapdapaH

BrapacT (ropmsm)

<65 1,10 (0,64; 1,87) 0,51 (0,26; 0,98)

65<m <75 (.86 (0,62; 1,19) 0,67 (0,47; 0,95)

275 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<m <50 0,89(0,61; 1,3 0,48 (0,31; 0,76)

50< 1\ <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 mppBEYBATA Kpaiina TOWKA ,,FOJEMO KbPBeHE™ HMa B3aHMOACHCTERE Aa edexTa oT
JIeeHHETO H BL3pacTTA. OTHOCHTENHHAT PHCK 0T KbpBeHe ¢ Ja0HraTpan B cpaBHenHe ¢
BapapHH Ce yBeqH9aBa ¢ Bb3pacTTa. OTHOCHTEHHAT PHCK € HAl-BHCOK NPH NANAEATH =75
rogaun. ChobTeTBamaTa ynorpeda Ha anTuTpoMGoTHIRN cpeacTBa, ACK nin kionnaorpet
OpubaA3HTeNHo yaBosBa YecroraTa Ha CI'K, kakTo npn gadurarpan eTeKCHIAT, TAKa H NPH
Bappapna. HaMa 3529HM0 B3aHMOIEHCTBHE Ha TepaneBTHYHATE eeKTH NPH NOATPYNHTE NO
OnOpevna pynaxnua n CHADS2 pesyarar.

Tabanna 26: Koegunaent na packa u 95% CI 3a cu0BTHA Ha rOJISMO0 KbpPBeHe HO NOATPYNH

Kpaiina Touka JlaGuraTpaH eTeKchar JlaburaTpan eTeKCHAAT
110 mg 1Ba 'bTH JHEBHO C/Y 150 mg nBa TBTH AHERHO /Y
Baphapun Bapdaprn
Brapact (roanun)
<63 0,32 (0,18; 0.57) 0,35 (0,20; 0,61)
65<m <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) 1,35 (1,03; 1,76)
CrCL(ml/min)
30<m <50 1,02 (0,79; 1,32) 0,94 (0,73; 1,22)
50<u <80 0,75 (0,61; 0,92) 0,90 (0,74; 1,09)
>80 0,59 (0,43; 0,82) 0,87 (0,65; 1,17)
Vnorpeba Ha ACK 0,84 (0,69; 1,03) 0,97 (0,79; 1,18)
Ynoorpeba Ha knomEgorpen 0,89 (0,55; 1,45 0,92 (0,57; 1,48)

RELY-ABLE (Ovnzocpouno, Myamuyermposo npodwiycenue Ha U3numeanemo Ha IeNeHuemo ¢

Oabuzampar npu nayueRmu ¢ RPeOCEPOHO MbIHCOEHe, KOUMO ca 3a6bpuwiu usnumsanemo RE-LY)
[poxemkenrero Ha m3nmuTeaneTo RE-LY (RELY-ABLE) ocHrypsasa AOIThIHATE/IHA }mtbopMamm 33

Ge30MacHOCTTA IPH KOXOPTA MALMEHTH, KOHTO Ca IPOBIKHIM Ja PHeMaT AabHraTpaH eleken

ChIIATA A03a, onpeleneHa B w3nuTBaneTo RE-LY. 3a wamureanero RELY-ABLE ca p38fi
[TALMEHTH, KOHTO TI0 BPEMETO Ha [OC/ISHHATA MM Bu3HTA OT H3nuTRaHeTO RE-LY HoXs
JIeYeHHETO 32 NOCTOAHHO. BrmodyeHuTe nalieHTH ca NPOXB/DKIIIMA 42 TPHEMAT fiL ]
Ac3a afuraTpan eTeKcHIaT, pAHAOMA3IHPAHo onpefeieHa B RE-LY, 3a npociaens a.m ,qg;

cnen RE-LY (obmo cpexno npocnenseare RE-LY + RELY-ABLE, 4,5 roaunn). T OAQP




5 897 nawmeHTH, KOMTO NIPeACTABIABAT 49% OT NalHeHTHTe THPBOHAYANHO, PAHAOMH3IHPAHO
oHpeJIeNicRH Aa npHeMar naburarpan erekcunar B RE-LY u 86% ot uzbpanuTe nauueHTH B
RELY-ABLE.

o Bpeme ma morbnHUTENHATE 2,5 roguHu Ha JedeHHe B RELY-ABLE, ¢ MaxcHManHa eKCHO3HIHA
HaJ( 6 ronuHH (obma excnosuwys B RE-LY + RELY-ABLE), mpodmnsT Ha GezonacHocT Ha
RabHraTpaH €TEKCHIAT B ABITOCPOUEH IUIaH € HOTBhPAEH 3a JBeTe H3nuTBaHu Jo3H 110 mg npa meTH
aneBHo u 150 mg nBa nbTH aueBHO. He ca HabmonaBaHl HOBM HAXONKH, CBEP3aHH ¢ 0e30MacHOCTTA.
YecroTara Ha M3XOIHH CEOHTHA, BKITIOYHTENHO MONAMO KbPBEHE H APYTH CHOMTHA Ha KBDPBEHE,
CHOTBETCTBA Ha Ta3H, HaOmogasaHa B RE-LY.

Hannu om HeuRmepeeHYUORQINY NPOYYEAHUA

[Ipu enno nenHTepBeHMHOHAHO npoy4usaHe (GLORIA-AF), npocriekTHBHO ca chOpaHH (BbB BTOpaTa
My (a3a) naHHH 3a Ge30MacHOCTTa H eEeKTHBHOCTTA IIPH HOBOJHATHOCTHIMpaHH naunenTd ¢ HKIIM
Ha flabHTaTpaH eTexCHIaT B peannu ycnoBus. Ilpoyuranero exmousa 4 859 nauuenTd Ha naburarpau
erexcunar (55% nexyranu cbe 150 mg nea meTe qHEBHO, 43% exyBaHu ¢i¢ 110 mg ABa IBTH
NHEBHO, 2% JIRKYBaHH ¢bC 75 mg Aga ObTH AHERHO). [lanpeHTHTE Ca MpocneAdBaHH B MPOAB/DKEHHE
Ha 2 ronues. Cpenrure CHADS2 n HAS-BLED ckopose ca cwotBeTHO 1,9 1 1,2. CpeanoTo BpeMe
Halpoc/egBaHe Mo Bpeme Ha TepanudaTa e 18,3 meceua. [onamo KbpBeHe € BE3HHKHAIO NpH 0,97 Ha
100 nanmenToroauns. MiMa cvo0menns 3a xuBoTo3acTpalnasamo KxpseHe npu 0,46 Ha

100 naupeHTOrOAWHH, BETpetepenHa XeMoparus npH 0,17 va 100 malMeHTOroHAR H CTOMALIHO-
9peBHO KepeeHe IpH 0,60 Ha 100 naupentoromuay. HHcynr e sp3HHKHAN py 0,65 Ha

100 nanueHTOTOAMHY.

OcBeH ToBa B €HO HEHHTEPBEHIHOHATIHO NPOYHBaHe NpH 1osede oT 134 000 nanmeHTH B CTapyecKa
eb3pacT ¢ HKIIM & Ceenunenwre matu (aonpuHecso 3a nosede ot 37 500 nauueHTOroqHHH BpeMe
Ha mpoceAsBaHe ¢ NPHIMKEHHe Ha Tepalin) naburaTpaH etexcuiar (84% o1 namueHTHTE Ca
nexyBaHH cs¢ 150 mg nea meTH AHeBHO, 16% OT NaiMenTHTE Ca JIEKYBAaHHA ChC 75 Mg OBa ITbTH
JHEBHO) C¢ CEBP3Ba C MOHHKEH PHCK OT HCXeMHYeH HHCYAT (KoeduimeHT Ha packa 0,80, 95%
AosepurencH HuTepsa [CI] 0,67-0,96), BpTpeuepenHa xeMoparis (koethuuneHT Ha prcka 0,34, CI
(0,26-0,46) u cMupTHOCT (KoednuneHT Ha pucka 0,86, CI 0,77-0,96) ¥ yBenHueH PHCK OT CTOMAIIHO-
4peBHO KbpeeHe (KoedHuueHT Ha prcka 1,28, CI 1,14-1,44) B cpaBHenue ¢ Baphapus. He e oTkpura
pasiiHKa 110 OTHOIDEHHE HA TOJIMMO KbpBeHe (koedmment Ha prcka 0,97, CI 0,88-1,07).

Tesu HaGmosienu B peayay yCIIOBHs MTOTBBPKIABAT YCTAHOBEHHA MPOdIT Ha 5e30IacHOCT H
eduxacHOCT 3a JaGHTATpaH eTeKCHIAT IIPH TOB2 [T0KA3aHME B TIpoy4BaneTo RE-LY.

Hayuenmu, xoumo ca 6ury ROOROIICERU HA REPKYMAKHQ KOpoHapHa unmepeenyus (IIKH) cvc
CIEHMUPGHE

TlpocniekTuBHO, paHIOMH3HPaHO, CTKPHTO [IPOyUBAHE ChC 3acieNeHd Kpaiiiu Touxku (PROBE)

(asza I1Ib) 32 oueHka Ha BoiiHa Teparwms ¢ naburarpay etexcunar (110 mg wm 150 mg 1ra MeTH
JHEBHO) TTOC KJIOMHAOTPEt WiTH THKArpenop (aHTaroHucT Ha P2Y 12} B cpaBHeHue ¢ TpoiiHa Tepanus
¢ Bapdapu (kopurupana kM INR 2,0-3,0) moc kronugorpen wiu tekarpenop 1 ACK, e nmpoeeneHo
npu 2 725 MAUMEHTH ¢ HEKJIANHO TPeACEPIHO MEKIeHe, KouTto ca 61 nognoxernn Ha [TKH cxe
crentupane (RE-DUAL PCI). ITarpenTuite ca paHIOMHE3MpaHH 3a JBOHHA Tepanud ¢ Aaburatpan
erexcunar 110 mg aBa muTH JHEBHO, JBOIHA Tepalia ¢ naburaTpad eTexcuar 150 mg nea mbTH
AHEBHO WITH TPO#HHA Tepanna ¢ papdapun. [lammeHTH B cTapyecka Bb3pacT H3BbH CAlLl (Ha BB3pacT
>80 rogsHK 3a BCHYKH cTpatu, >70 rogunu 3a SINOHHA) ca pa3npeAesieHH Ha CITydacH npu
rpynaTa Ha qBOAHA Tepanus ¢ naburarpaH erekcunar 110 mg wnH K6M Ipynara Ha Tpois
Bapgapuu. ITspEMuHaTa kpaiiHa Touka € KOMOMHHpaHa KpaiHa TOYKA ,,ChOHTHA Ha
Ha 6a3ata Ha AedHHAINA Ha ISTH wnp chOHTHE Ha KIMHHAYHO 3HAYHMO HEroNaMo #upbe




sapdapun (KP 0,52; 95% CI 0,42; 0,63; P <0,0001 3a ae no-manka eduxacuoct u P <0,0001 3a
npepn3XoacTeo) B 20,2% (154 nampentH) B rpynaTa Ha JBOiHA Tepamud ¢ Ja0HraTpaH eTeKCHIaT

150 mg, B cpaBAeHHE ¢ 25,7% (196 manMeHTH) B CHOTBETHATA [PYTIa 32 TPOiiHA Teparmia ¢ BaphapHH
(KP 0,72; 95% CI1 0,58; 0,88; P <0,0001 3a He no-mManka epuxacHoct 1 P=0,002 3a npeBB3X0ACTBO).
Karo 4acT OT OnHCaTeNnHUA AHAJIH3, YeCTOTATa HA CHOMTHA Ha NOJIAMO KbpBEHe NpH TPoMOOoTH3a IIpH
HHapkT Ha MHokapaa (Thrombolysis In Myocardial Infarction, TIMI) e no-HHCKa H B ABETE PYIH HA
JIBO#HA TepamuA ¢ haburaTpaH eTeKCHIAT, OTKOJKOTO B IPYNATa Ha TPOHHA Tepamus ¢ BaphapHH:

14 culurus (1,4%) B rpyniata Ha Apo#Na Tepanua ¢ naburarpad erexcunar 110 mg, B cpaBHeHME ¢

37 cubuTua (3,8%) B rpynara Ha Tpoiina teparms ¢ eapgapun (KP 0,37; 95% CI 0,20; 0,68; P=0,002)
H 16 cs0urHA (2,1%) B rpynara Ha aBoifHa Tepanus ¢ gqaburarpan etekcmnar 150 mg, B cpaBHeHHe ¢
30 cubuTHA (3,9%) B CHOTBETHaTA IpyNa Ha TPoiiHa Tepamud ¢ BapdapuH (KP 0,51; 95% CI 0,28;
0,93; P=0,03). H nBere rpynu Ha apoiiHa Tepanus ¢ JaOHraTpaH €TeKCHIAT HMAT NO-HHCKH Y9€CTOTH
Ha BBTPEUEPENHA XeMOparua, OTKOJIKOTO CBOTBETHATA TPYIIA Ha TPoiiHa Tepanua ¢ Bapdapuu:

3 cbuThsg (0,3%) B rpynaTa Ha ABOIHA Tepanms ¢ Jafuratpad etexcuiar 110 mg, B cpaBHeHue ¢

10 ceburus (1,0%) B rpynara na tpoiina tepanus ¢ sapgapun (KP 0,30; 95% CI 0,08; 1,07; P=0,06) n
1 cxburne (0,1%) B rpyniata Ha ABOHAA Tepanus ¢ fabrraTpad erekcmwiat 150 mg, B cpaBHEHHE C

8 cpbuths (1,0%) B chOTBETHaTA IPyna Ha TpoiiHa Tepanua ¢ sapdapus (KP 0,12; 95% CI 0,02; 0,98;
P=0,047). YectoTara Ha cpOHTHATA OT KOMOHHMpaHAaTa KpaiiHa TOUKa 3a eHKACHOCT ,,CMBPT,
TpoMGoeMOOTHYHH CHOMTHA (ME(APKT HA MHOKAp/a, HHCYAT HIH CHCTEMSH eMOOIU3BM) HITH
HelIaHMpaHa peBacKynapu3alsa” KOMOHHHpPaHO B ABeTe IPYIH Ha JBOiHA TepamnHi ¢ AadHraTpan
€TSKCHJIAT € ¢ HE NI0-MaJika e(pHKacHOCT OT Ta3H B TPYIATA HA TPOMHA Tepanus ¢ BapdapHH
(cvotBeTHO 13,7% cripamo 13,4%; KP 1,04; 95% CI: 0,84; 1,29; P=0,0047 2a He mo-Majika
erkactocT). HAMa CTaTHCTHYECKH pasiiMKA B HHAHBHIYATHHTE KOMIIOHEHTH Ha KpaHHKTE TOUKH 34
ePUKACHOCT MeXAY KOATO 1 Aa Guno 0T rpymuTe Ha ABOHA Tepamua ¢ gaburaTpaH eTeKCHIAT H
rpynara Ha TpolHa Tepanus ¢ BapdapuH.

IIpoyusaneTo MOKa3Ra, Ye ABOMHATA TEPAlTHA C NaOHraTpaH eTEKCHIAT ¥ aHTaroumcT Ha P2Y 12
3HAYHTENHO IOHMKABA PHCKA OT KEPEEHE, B CPABHEHHE ¢ TPOHHATA Tepamus ¢ papdapHH, ¢ He
No-MajKa eHKacHOCT 3a KOMOHHMpaHara KpaiHa Touka ,,TpoMOoeMOOHIHH CHOHTHA TIPH
NAHEHTH ¢ NPeACHPIAHO MBXASHE, KOMTO ca OWITH moasioxend Ha [TKH ¢be creHTHpaHe.

Jlevenue na JIBT u BE npu ev3pacmuu nayueniny (neyenue na IBT/BE)

Ednxacnoctra 1 6€30MacHOCTTA ca MpoYYBaHK B ABE MHOTOLEHTPOBH, PAHAOMUIHPAHH, ABOHHO-
CJIeNH, IPOYYBaHHs C MOBTApAIO ce neveHHe H napanenan rpynd RE-COVER u RE-COVERIIL. B
TE3H NPOy4BaHMA Ce CpaBHABa JaburaTpaH erexcunar {150 mg xBa mbTH AHEBHO) ¢ BapdapHH (1ieneBa
croiinocT Ha INR 2,0-3,0) npu nammenTH ¢ octpa JIBT w/unu BE. OcHOBHATa 1€l Ha TE3H
NpOY'BAHHA € /14 Ce ONpPEENH JaIH N1a0HTaTpaH eTeKCHIAT HMA He N0-MaJIKa e(pHKacHOCT OT
Bap(apHH NpH HAMAJIBaHe CHOMTHATE HA ITEPBHYHATA KpaliHa TOUKa, KOATO NPEACTAB/BA
KOMOHHauuATa 0T permauBnpana cumrroMaruyuda JIBT w/unk BE, H Ha CBBp3aHHTe CMBPTHH CIIy4aH
B PaMKHTE Ha O-MECEUHHS [IEPHON HA JICUCHHE.

B c6oprure npoyusanns RE-COVER u RE-COVER 1l 06mo 5 153 nanmenTs ca panIoMH3HpaHH H
5 107 ca nexyBaHH.

IlpopsmkaTEMIHOCTTA Ha NeYeHHETO ¢ QHKCHpaHa Ao3a qaburarpad ¢ 174,0 apm Ge3 mpocnendpaHe Ha
Koarynaumara. [1pd nauMeHTHTe, paHIOMHU3HPAHH 32 IpHEM Ha BaphapHH, MeHaHaTa Ha BPEMETO B
TepaneBTHueH HHTepBa (INR 2,0 1o 3,0) e 60,6%.

HanuTeammsTa NOKA3BaT, Ye NeueHHeTo ¢ AaburaTpa eTekcanar 150 mg apa mbTH JHE
TIO-MAJIKO e(hPHKACHO OT JICYeHHETO ¢ BapdaprH (TPaHHIA 33 HE NI0-MAJKA e()HKaCHO
4 RE-COVER II: 3,6% 3a pa3nuka B pucka 1 2,75 3a KOe(HLMEHT Ha pHCKA).

Tabnrna 27: AHA/IN3 Ha NLPBAYHATA H BTOPEMHHTE KpaiinH TOUKH 3a eHKA
¢uverod or JIBT a/mnn BE) o xpas na nepaoja ¢jies jJedenneTo B chopunare



npoy4aeannd RE-COVER »m RE-COVER II

JabHraTpan eTeKcHaAT Bapdapun
150 mg nBa NLTH AHEBHO
JlexyBanu naupeHTH 2 553 2554
Permmusupay 68 (2,7%) 62 (2,4%)
cumrrroMatiaeH BTE r
cerp3aHa ¢ BTE cMupr
KoedummeHt ua pucka 1,09
crnipamo BapdapuH (0,77, 1,54)
(95% noeepureneH
HHTEpPBAIT)
Bropuunu xpaiinu
TOYKH 32 e HKACHOCT
Penmpmenpar 109 (4,3%) 104 (4,1%)
cumrromatiieH BTE u
CMBPT N0 BCAKAKBA
TPHHHHA
95% nosepuTeNeH 3,52;5,13 3,34, 4,91
HHTEpBA
Cumirromariyna JIBT 45 (1,8%) 39 (1,5%)
95% norepuTeNneH 1,29; 2,35 1,09; 2,08
HHTEpPBAI
Cumirromativen BE 27 (1,1%) 26 (1,0%)
95% poBepHTENIEH 0,70; 1,54 0,67; 1,49
HHTEpBAT
Cabpsana ¢ BTE cMbpT 4 (0,2%) 3(0,1%)
95% AoBepUTeNEH 0,04; 0,40 0,02; 0,34
HHTEpBaI
CMBPT N0 BCAKAKBA 51 (2,0%) 52 (2,0%)
ITPHYHAHA
95% HoBepHTENEH 1,49; 2,62 1,52; 2,66
HHTEpBAJI
IIpesenyus na peyudusupawa /IBT u BE npu ev3pacmuu (npeeenyun na JJBT/BE)

JBe paHAOMU3MPAHH, NBOHHO-CIICIH TPOYYBAHHA ¢ NAPAJICITHE IPYNH ¢4 MPOBEACHH IIPH MALMEHTH C
[IpeAXOHA AHTHKOAry/IaHTHA Tepamus. B npoyueaneto RE-MEDY, kourtpommpaHo ¢ Bapdapun, ca
BKJIFOUEHH NAlMEHTH, NPEIXONHO JeKyBaHH B IPoAL/DKEHHS Ha 3 o 12 Mecenia, KOMTO ¢& HyKIasaT OT
ROI'BAHUTETHO AHTHKOArYAaHTHO JIeYeHue, a IUTanebo-KoHTpoIHpaHoTo npoyusaHe RE-SONATE
BKTIOYBA [ALMEHTH, TPEAXOMHO JIEKYBaHH B IPOXB/DKeHHe HA 6 10 18 Mecena ¢ HHXHOHTOPH Ha
BATaMHH K.

1lenra Ha npoyusanero RE-MEDY e na ce cpabuaT Ge30nacHOCTTa H e(DHKACHOCTTA HA TICPOPATHHA
naburatpan etexcunar (150 mg xea meTH AHEBHO) ¢ BapdapuH (menesa crokinocT Ha INR 2,0-3,0)
NpH NPONBDKHTEIHO JIEYEHHE H NPCBEHI Ha pelaueHpaimna caMrromarwada JIBT wrin BE.
O6wo 2 866 manueHTH Ca paHAOMH3HpaHH M 2 856 ca nexyBaHH. [[pOXBIKUTENHOCTTA HA JIEUSHHETO
¢ mabHraTpaH eTeKcriaT BapHpa oT 6 o 36 Mecella (Meauana - 534,0 xun). Ipy nawe

PaHIOMH3APAaHH Ha JICYEHHE ¢ BapdapiH, MeHaHATA Ha BPEMETO B TEpaneBTHIEH 11,
2,0-3,0) e 64,9%,

RE-MEDY mnokasea, 4e ne4eHueTo ¢ gaburatpan erexcunar 150 mg asa merv aH
eduKacho or BapdapuH (rpaHHuA 2a He no-Manka edukacHocT: 2,85 32 koeduume



pa3IuKa B pHCKa).

Tabaana 28: AHANN3 HA THPBAYHHTE B BTOPHYHATE KPAKHA Toukn 32 epuxacaoct (BTE ce
cseron o7 JIBT n/nnn BE) a0 kpaa Ha mepHoaa ciell ie1eHHETO B NPOYYBAHETO

RE-MEDY

JlaGuraTpaH eTexcHIat Bap¢apnan
150 mg aBa weTH
JHEEHO
JleKyBaHH MAITHEHTH 1430 1426
PemunuBHpam cHMITOMAaTHYEH 26 (1,8%) 18 (1,3%)
BTE u cBnp3ada ¢ BTE cMupr
KoeduueHT Ha pHcka cnpamo 1,44
BapdapuH (0,78; 2,64)
(95% noBepHTETCH HHTEPBAIT)
He N0-MaJIKa ehHKacHOCT 2,85
TlalMeHTH, P KOHTO € 22 17
BB3HHKHAJTO
crOHTHE KbM 1813 Mecerr
KyMynarupen puck keM 18-11 1.7 14
mecexn (%)
Pazmuka B pHcKa cnpamMo 04
Bappapun
()
95% AOBEpHTENIEH MHTEPBAJ
He IIO-MaNka edHKacHocT 2,8
Bropuunu xpaiitu ToukH 3a
ehHKaCHOCT
PermaMBUpal CHMITOMATHYEH 42 (2,9%) 36 (2,5%)
BTE u cMBpT 1O BeAKakea
OPUCHHA,
95% NOoBepHTENEH HHTEPEA 2,12; 3,95 1,77, 3,48
CumnromaTiuna [IBT 17 (1,2%) 13 (0,9%)
95% JOBEpHTENCH HHTEPBAT 0,69; 1,90 0,49; 1,55
CamirroMatiuen BE 10 (0,7%) 5 (0,4%)
95% HOBEPHTENEH HETEPBAT 0,34; 1,28 0,11,0,82
Crop3ana ¢ BTE cmupr 1(0,1%) 1(0,1%)
95% ROBEPHTENICH HATEPBAT 0,00; 0,39 0,00; 0,39
CMEPT 0 BCAKAKBA PHYHHA 17 (1,2%) 19(1,3%)
95% noBepHTENEH HHTEPBAI 0,69; 1,90 0,80; 2,07

Iemnra va npoyupanero RE-SONATE e s1a ce OueHn NpeBs3X0ACTBOTO Ha JafHrarpad eTeKCIIaT
CIpAMO IL1aue60 NpH NPEBEHLIMATA Ha peLpauBupay caMiromatrdad JIBT w/iwm BE npu
NALMEHTH, MPeMHHAIM NpenxoHo Jedenne oT 6 no 18 mecena ¢ ABK. [InammpaHoTo NedcHHE €
RabwraTpa eTekcHnar 150 mg ipa IMETH JHEBHO B MIPOIB/UKEHKE HA 6 Mecelia, 6e3 HeoBXORMMOCT OT
HaOIoACHKE.

lipoyusanero RE-SONATE nokasa npeBs3xo/IcTBO Ha JaGHTaTpaH eTeKCHIAT CIIpAMo Tiaue6o no
OTHOIICHHE NPEBeHINATA Ha CHOMTHA ¢ perauBHpaimi cumnroMaraiad [IBT/BE, BrmounTeHO
CMBPT MO HeOOACHHMH IIPHYEHM, ¢ IOHIKEHHE Ha PHCKaA 0T 5,6% 1o 0,4% (HaMansapane
OTHOCHTENHHA PHCK 92% BasHpaHo Ha KOe(HUIHEHTa Ha PHCKA) 10 BpeMe Ha MIePHO;
(p <0,0001). BCHYKH BTOPHYIHH aHANH3M H aHATM3W HA 1YBCTBHTEHOCTTA HA MLPB
TOYKA H Ha BCMYKH BTOPHYHH KpaiHH TOYKH [TOKa3BaT NpeBh3X0ACTBO HA AaGHTa
cnpAMo 1uiaredo.




IpoyyeaneTo BKnoyBa 12-MeceqHo NpocneAsBaHe 3a HAGIIOACHAE cliel Kpad Ha Jederuero. Cren
NPEKpaTARaHE HA [IPHIATAHETO HA H3IMTBAHOTO JIEKAPCTBO €(PEKTET CE 3ama3Ba A0 Kpas Ha nepHoaa
Ha MpOCTeABaHe, KoeTo OKa3Ba MOGIBPKAHe Ha edeKTa OT MEPBOHAYANTHOTO JIEUCHHE ¢ JaburaTpakn
erexcwiat. He ¢ Habmoaasan pebayun edext. B xpas Ha npocnenspatnero cr6uTHATa ¢ BTE mpu
MaMEHTHTE, ICKyBaHH ¢ JaOHTaTpaH eTeKCHIarT e 6,9% cnpamo 10,7% B rpynara Ha mianebo
(xoedHimenT Ha prcka 0,61 (95% CI 0,42; 0,88) p=0,0082).

Tabauua 29: Auajra3s 5a NEPBHYHATA M BTOPHYAHTE KpaiiHe ToUKH 3a epukacnoct (BTE ce
¢kerol o1 [IBT n/mian BE) no kpas ua geproaa ciel JiedeHHeTO B IPOyaBaAHETO

RE-SONATE.
Jadmrarpan eTexcuiart ILnauebo
15( mg nEa IETH AHEBHO
JlekyBaHM MALMEHTH 681 662
PewpimsBupar 3 (0,4%) 37 (5,6%)
cemnroMariaeH BTE u
CBBP3aHA C HEFO CMBPT
KoeduuueHT Ha pucka 0,08
crpamMo wianebo (0,02; 0,25)
(95% noseprTeneH
HHTEPBAN)
p-cTOHHOCT 3a <0,0001
IIPEBB3XOACTBO
Bropudamm kpaiinn
TOYKH 32 €PHKACHOCT
Peupnusupam 3 (0,4%) 37 (5,6%)
cumrroMaTiaeH BTE u
CMEPT IO BCHKAKBa
[pHYHHA
95% noeeputeneH 0,09; 1,28 3,97; 7,62
HHTEpBAI
Cumrromariana JIBT 2 (0,3%) 23 (3,5%)
95% nosepuTeneH 0,04; 1,06 2,21; 5,17
HHTEpBAI
CruMirromariyes BE 1 (0,1%) 14 (2,1%)
95% noBepureneH 0,00; 0,82 1,16; 3,52
HHTEPBAJ
Cenp3ana ¢ BTE cmbpr 0(0) 0(0)
95% noBepHTENIcH 0,00, 0,54 0,00; 0,56
HHTEpBaN
CMBpPT N0 HEOOACHUMH 0{0) 2(0,3%)
HPHYAHH
95% noBepHTENeH 0,00; 0,54 0,04; 1,09
HHTEpBaN
CMBPT [0 BCAKAKBA 0(0) 2 (0,3%)
TIPHYHHA
95% noBepHTENEH 0,00; 0,54 0,04; 1,09
HHTEPBAJ

Rpomesu




PAMKHTE Ha HACTOAIIATA HM XOCTIHTATH3ALIHA ), KAKTO H TIPH Tal[MEHTH, IIPEThPIEIH ONepalys 32
MOCTABAHE HA MEXaHWYHA CHPAETHA Kiana NpeH noseye oT Tpu Mecelia. [Tosede TpomMGoembomHIHA
CHOMTAA (OCHOBHO HHCYJITH M CHMITOMHW/aCHMITTOMHH TpoMO03H Ha IIPOTE3UpPaHHTe KIAIH) H
nopeye ChOUTHA Ha KbPBeHe ca HabJIofaBany ripu AaburaTpaH eTeKCHIAT B CpaBHEHHAE ¢ Bap(apHH.
Tlpu maupeHTHTE B PaHHHA IOCTOMEPATHREH NEPHO, TONIAMOTO KEPBEHE CE € NIPOABABAIO OCHOBHO
Karo XeMOPAard4eH MEpHKapeH H3IHB, [I0-CIIELHANHO IPH MAIMEHTH, 3a[0YHAMN IPAEM HA
JaburaTpad eTeKCHIaT CKOpo (Ha 3-THA AeH) ClIeA XUpYPTHYHATA OTIEPALIHA 33 CMAHA Ha CHPACYHA
knana {BxK. Touka 4.3).

lleduampuyna nonyiayus

Knunuunu npoyueanus npu npesenyusma na BTE cned npomezupane na 20/iemu cmagy
Iipesenyua na mozvuen uncynm u cucmemen emBoauzbm npu evbspacmuy nayuenmu ¢ HKIM ¢ edun

WAL ROBEYE PUCKOSU haxmopi

EBponeiickara areHIH4 110 iekapcTeaTta ocBo00XKIaBa OT 3aIBDKEHAETO 32 NPEA0CcTABIHE Ha
pe3yJITaTHTE OT MpOy4YBaHHATA ¢ AGH/I0aKC BbB BCHYKH MOATPYNH Ha MEHATPHYHATA IOy IAIHA 32
TI0Ka3aHHETO MhPBUYHA NpeBeHImA Ha BTE npu maueHTH, KOHTO ca GIIHM NOAJI0KEHH HA IUITAHOBO
LUIOCTHO NPOTE3HpaHe Ha TazobenpeHa cTaBa WiIH LIANOCTHO TpoTe3HpaHe Ha KO/MHHA CTaBa H
NoKa3aHHETO PEBEHIA Ha MO3bYEH HHCYIT H CHCTeMeH eMOomy3bM npu naiuenTH ¢ HKITIM (Bx.
TOYKA 4.2 32 HHPOPMAIMA OTHOCHO YTMIOTpe6a B [IeIHATPHATA).

Heyenue na BTE u npegenyun na peyudusupagyu BTE npu neduampuyny nayuermy

[poyupanero DIVERSITY e nposeseno, 3a fa neMoHcrpHpa edpyKacHOCTTa H Oe30macHocTTa Ha
naburaTpaH €TeKCHIIAT B CpaBHEHHWe Che cTaHaapTHO JedcHue {CJI) Ha BTE npu neamatpuynu
NALHEHTH OT paxaaHeTo 1o nox 18-ronwmma pu3pact. Cropex ausaiina mpoydsaHeTo €

OTKPHTO, PaHAOMH3HMPAHO IIPOYYBAHE C MapaeTHHA IPYITH 33 JOKA3BAHE Ha HE [O-MAJIKA ¢(pHKACHOCT.
BxmoveHHTe 33 yMacTHe NALMEHTH ¢a paHIOMK3HPaHH B choTHOmeEnHe 2:1 aa momyuasar crobpaseHa
C BB3pacTTa IeKapcTBeHa dopMa (Kancynd, o0BHTH IpaHyIIM MM NEpOpaNieH pa3Teop) Ha naburaTpaH
eTeKCHJIAT {C Z03H, aNaNTHPaHK CIOPe/ BB3PAcTTa U TentecHoTo Terio) wiH CJI ¢ HuckomoneKyTHH
xenapunu (HMX) wiau anraronucety Ha ButaMuH K (ABK), win ponmanapuHykce (1 nauuenT Ha

12 ropunm). Ilperynara kpaiiHa Todxka e CLCTaBHa Kpalina TOUKa OT NAMEHTH ¢ ITBJIHO pa3TBapsaHe
Ha TpoMba, ¢ nurica Ha pewauerpamo BTE u ¢ Mica Ha cmuprHOCT, cBbp3ana ¢ BTE. Kpurepuure
32 W3KIOYBAHE BKIFOYBAT AKTHBEH MCHHHTHT, €HIie()aTHT H BETpedepeneH abciec.

Obio 267 mampenTy ca pagaoMusupand. Ot Tax 176 nauMeHTH ca AeKyBaHH ¢ qaburatpad
eTekcrnar, a 90 namuentn ¢ CJI (1 paHIOMU3HpaH NaUHEHT He € JIeKyBaH). 168 naipeHTH ca Ha 12

1o noa 18 ronunn, 64 napenTty ca Ha 2 go moa 12 ronuaw, a 35 TAIMEHTH ¢a NOA 2-TONHIITHA
BB3pacT.

Ot pangomuzuparmTe 267 nanpmenty 81 narpenTr (45,8%) B rpynarta Ha fa0HraTpaH eTeKCHIAT H

38 manpentu (42,2%) B rpynata Ha CJI OTrOBapAT Ha KPHTEPHHTE 33 CHCTABHATA [TBPBHYHA KpaliHa
TOYKA (ITHIIHO H3YMCTBAHE Ha TPpoMOa, MHIIca Ha peumaueupaw; BTE 1 nxnica Ha CMBPTHOCT, CBBp3aHa
¢ BTE). CpoTBeTHaTa pa3ipka B YeCTOTATA TIOKA3BA HE M0-Majika eDUKacHOCT Ha Jabnrarpan
eTeKcHiaT B cpasienue ¢ CJI. CrBMeCTHMH pesyaTaTi KaTo OAo ¢a HabmonaBaHH H B MOArPYHHTE:
HAMa 3HAYMTENHH Pa3/ii4is B €eKxTa OT IeUeHHETO 3a TOATPYIMTE N0 BB3PAcT, oI, reorpadeka
06IACT H HAIMYME HA OIIPE/IE/IeHY PHCKOBH (akTOpH. 3a 3-Te pasiIMuHH BB3PACTOBH CTPaTH
CBOTHOLOCHHETO HA MAUMEHTHTE, NOCTHI HAIH [ThPBHYHATA KpaifHa TOHUKA 33 e(PHKACHOCT B IPYIIHTE
CBOTBETHO Ha AaburarTpan etekcwnar H CJI, e 13/22 (59,1%) u 7/13 (53,8%) npu naupeHTHTE Ha
BB3pACT OT PAKAAHETO 110 <2 romueH, 21/43 (48,8%) u 12/21 (57,1%) npH NaUHEeHTHTE Ha BE3pacT 2
Ao <12 roguun 1 47/112 (42,0%) u 19/56 (33,9%) npr nauHeHTHTe Ha BB3pactT 12 10 <18

naburarpad eTekcmnar u 2 naimenty (2,2%) B rpynata na CJI, Hama cTatucTadec
PalMHKa BBB BPEMETO JI0 M0ABA Ha ILPBO ChOHTHE Ha royaMo KepeeHe. TpHaecer
(21,6%) B rpynata Ha gaburaTpan eTekcHnaT u 22 nampeHTH (24,4%) B rpymaTa
IIOTBBP/IEHO CBOMTHE Ha KBPBEHE, KaTO TIPH NOBEYETO OT THX TO € KATErOpH3HpaH:



He3HauuTeHo. KoMOHHHpaHaTa KpaiiHa TOYKa Ha MOTBEPAEHO chOuTHE Ha ro/maMo KbpeHe (CIK)
WM KITHHHYHO 3Ha4uMo HeroiaMo kepeeHe (K3HK) (koraTo malMeHTHTE ca Ha JIeHeHHe) ca
cvo0meny 2a 6 (3,4%) nauuenTy B rpynaTa Ha naGaraTpan erexkciiat H 3 (3,3%) nauueHTH B
rpynarta #a CJI.

EnHO OTKpHTO, NPOCTIEKTHBHO, KOXOPTHO, MHOTOLIEHTPOBO Npoy4BaHe 3a GesomacHocT dasa Il ¢
emHo pamo (1160.108) e nposeaeHo 3a olieHKA Ha 6€30MACHOCTTa HAa AabHraTpaH €TeKCHIAT
[pUGPEBEHIIMA Ha perianBrapatl BTE npy neauaTpiyHe MampMeHTH OT paXaaHeTo 1o nox 18-
roguinHa Be3pact. [lanuenTn, KOHTO ca ce HyXKIaelH OT [O-HATATHIIHO AHTHKOATY/IAHTHO JICYCHHE
MOPAJHHAIHYHE HA KIHHHUSH PHCKOB (aKTop clie]] 3aBhpINBaHe Ha HAUANHOTO NEUSHHUS 3a NOTBLPACH
BTE (3a raii-manko 3 mecenia) wim cnex 3apspisase Ha npoyusaneto DIVERSITY, ca Bimodenu s
npoy4easero. JlogxoamunuTe 3a BIIOYBaHE MALHEHTH A MOMYJaBAIH AJAITHPAHK CIIOPE]] BE3pacTra
H TEJIECHOTO TETTI0 JO3H OT ChoOpaseHa ¢ Bh3pacTTa JekapeTBeHa opMa (Kancy i, oOBHTH rpaHyIH
WJIH [epopasieH pa3TBop) Ha nabGUTaTpaH eTeKCWIaT 4O eHMHHHpaHe Ha KIHHHYHHA PHCKOB (aKTop
HIH 10 MAKCHMYM 12 Mecena. [TspBrvHATE Kpal{HH TOUYKH Ha NpoyvBaHeTo ca peiaus Ha BTE,
CBHOMTHA Ha FOJAMO HITH HE3HAYMTEITHO KbPBSHE H CMBPTHOCT (061 H BBB BPB3Ka ¢ TPOMOOTHIHH
Wi TpomOoeMGonH4HH cHOHTHA) Ha 6 M 12 Mecenia. M3Xonure oT CHOHTHATA ca HOTBBPACHH OT
HE3aBHCHMA, 3aC/ICIIeHa KOMHCHA 32 OLEHKa.

0O6mo 214 naumenTH ca BKTIOYEHH B poyusadero. Ot Tax 162 nauMeHTH ca BBB BE3pacToBa cTpata 1
(ot 12 no mop 18 rogmnm), 43 nauMeHTH ca BB Bb3pacToBa cTpata 2 (ot 2 no nox 12 rogwHn) B

9 naumenTH ca BBB BE3pacTOBa ¢TPaTa 3 (0T paxkaaHeTo A0 Moj 2-rofHinHa Bb3pact). [lo Bpeme Ha
nepuoaa Ha neueHne 3 namuentu (1,4%) ca pa3sunm NOTEEPASH OT KOMHCHATA penuans Ha BTE B
PaMKHTe Ha TbpBHTE 12 Mecelia c/icq 3a1109BaHe Ha edeHkeTo. IIoTBbpACHA 0T KOMHCHATa CLOUTHA
Ha KbpBEHE 110 BpeMe Ha MEpHOa Ha JieUeHue ca cho0meHH 3a 48 maumenTH (22,5%) B paMKHTE Ha
mepeHTe 12 Mecena. Tlopedero ¢chOHTHA Ha KppBeHe ca HesHauuTenHH. [IpH 3 mammerTH (1,4%) HMa
NOTBBPACHO OT KOMHCHATA CHOHTHE HA TONAMO KbpBeHe B paMKHTe Ha TepeHTe 12 mMeceua. [Ipu

3 naumenTu (1,4%) uMa noreLpaeHo oT koMHucHsTa chbuTHe Ha K3HI'K B paMKHATE Ha

oepBHTe 12 Mecena. Hama cMBPTHH citydau 1o BpeMe Ha nepHoja Ha jiedeHue. ITo Bpeme Ha nepuona
Ha jieyenue 3 maiMenTy (1,4%) ca paseunu nocrrpomboriucH cuuapoM (ITTC) uu ca umanu
snomasase Ha ITTC B pamMkure Ha mepeaTe 12 Mecena.

5.2 PapMaKOKHHETHYHH CBOHCTBA

(Cnen nepopanbo npuiokeHue qabArarpad eTekciiar GHp30 H HAITBLIHO ce MPEBphINa B Ja0HraTpaH,
KOHTO ¢ akTHBHaTa (opMa B [U1a3MaTa. PaznenBanero Ha npenieKapcTBOTO JaOMraTpaH eTekcHIaT
Ype3 KaTaM3HpaHa OT ecTepas3a XHAPOIH3a A0 aKTHBHOTO BemecTso AabHraTpaH e nmpeoGiajapaiara
meTabonuTHa peakims. AGcomoTHaTa GroHANHYHOCT Ha JaGuraTpaH Clell NepOPATHO HPHIOKEHHE
Ha AGHJ0akc e mpuban3uTenHo 6,5%.

Cren mepopasiHo TIPIIOKCHHE Ha JAGHTATPAH eTeKCHWIaT NpH 3ApPaBH J0GPOBOIIIMH,
dapMaKoKHHETHIHHAT Npodun Ha Ja6UraTpaH B MIA3MAaTa Ce XapakTepusnpa ¢ GbP30 HapacTBaHe Ha
TUIA3MEHUTE KOHIEHTPALH ¢ nocTHrane Ha Cmax B pamkuTe Ha 0,5 4 2,0 4aca cnen NpUIOKEHHETO.

Abcopbimus
IIpoyusane, oneHsBall0 nOCTONIEpaTHBHATA aGeoplims Ha gafuraTpas etexchiar 1-3 yaca cnen

oTiepaly, JEMOHCTPHpa OTHOCHTENHO GaBHa abcopOips B CpaBHEHHME C Ta3H IIPH 37PaBH
A0GPOBONIH, NOKa3BaHKH IUTaBeH NPOdHII Ha [UIA3MEHATA KOHIEHTPAIHA BBB BPEeMeTO 0e3 BHCOKH
THKOBH MNAsMEHH KOHLEHTpariH. [THKOBH MiTazsMeHH KOHIIEHTPALIHH C¢ JOCTHTaT 6 yaca crnen
NPHIOKEHHETO B MOCTONEPAaTHBHKA [TEPHOJ [IOPATH AOTIPHHACAINM (PAKTODH, KATO HaNPHMEp
anecre3us, CH napesa 1 XMpyprugHH eeKTH, HE3aBHCHMO OT NIEPOPAJTHATA JIEKAPCTBEHA (POPM3
Jpyro npoyusase neMoHcTpHpa, Ye GaBHa H 3aKbeHABAMA abcopOUHA OOHKHOBEHO ce -! 0
€aMo B JieHa Ha oneparpsaTa. Ha cneapaimure num aGeopGiiara Ha naburatpaH ¢ 6ep3g ys- B
NJIA3MEeHH KOHLIEHTPALIHH ¢ AOCTUraT 2 vaca CJISJ IPWIOKEHHE HA JIEKAPCTBEHHA Npd .

XpaHata He II0BIHABa OHOHATHYHOCTTA Ha TabHraTpad eTeKchiar, HO 3abaBsa BpeMe
TUIA3MEHH KOHLICHTPAIHHK ¢ 2 Jaca.



Cmax 1 AUC ca nponoplumosansu Ha fo3aTa.

BHOHATHYHOCTTA Cle]] MEPOPATHO MPHIOKEHHS MOXKE [a C€ IOBHINH ChC 75% Clie/I NMPHIOKEHHE Ha
SMHUYHA 1032 M ¢ 37% B CTALMOHAPHO CHCTOAHHE, B CpaBHEHHE ¢ ped)epeHTHATa KancyiHa dopma,
KOraTo HelIeTHTe C& NpHeMat Oe3 Kancysara ot xunpomenosa (Hydroxypropyl methylcellulose,
HPMC). Cnenosarenso uenocTTa Ha kancymre or HPMC BuHaru TpabBa za e 3anaseHa Ipu
KIMHHYHa yTIoTpeDa, 3a a ce H30erde HEyMHUIUIEHOTO MOBHIIABAHE Ha OMOHAIMMHOCTTA Ha
naburaTpal eTekcruar {(Bx. Touka 4.2).

Pasnpenenenue

Habmonasa ce cnabo (34-35%), He3aBHCHMO OT KOHIIEHTPALIHATA CBHp3BaHe HA [abUTaTpaH ¢
4OBELIKHTE MTa3MEHH nporertHl. OGeMBT Ha paznpezeseHue Ha naburarpaH ot 60-70 | npepumasa
o6muEA obeM Ha TeeCHHTE TeMHOCTH, KOeTo 03HayaBa, 4e NabHraTpad HMa YMEPEHO ThKaHHO
pasnpeneNeHHe.

Buotpancdopmanya

MeTaboMu3MET ¥ eKCKpeLMsTa Ha Aa0HraTpaH ca NpoydeHH PH 3ApaBH MBXKe J0OPOBOJIIH e
€JHHHIHA HATPABCHO3HA f03a AaOHraTpaH, Oefa3aH ¢ pagHoakTHBeH u3oToN. Clie HATPaBCHO3HATA
A033 NPOM3XOMKNAINATA OT Ja0HTaTpaH paJHOAKTHBHOCT C& eIMMHHHpA FIABHO ¢ YpHHaTa (85%).
({ekanHaTa eKCKpelIHs OTTOBapA Ha 6% o npHiokeHara fo3a. Jlo 168 4aca cien mprioxeHHe Ha
mo3aTa obInaTa paJHOaKTHBHOCT Ce BE3CTAHOBABA B paMKiMTe Ha 88-94% OT mpHiiokeHaTa 1034.
HaburatpaH ce noijara Ha KOHIOTALA, TIPH KOETO ce 06pasyraT GapMaKoJIOrHIHO aKTHBHH
AlMIITTIOKY pOHUAH. CBIIECTBYBAT YETHPH NO3HIMOHHM H30Mepa, 1-0, 2-0, 3-0,
4-O-alANTIFOKYPOHKI, BCEKH OT KOHTO CHCTARIABA HO-MATIKO OT 10% 0T 00moTOo KOMHYECTBO
naburaTpad B Iia3sMaTa. Cies OT Jpyrd MeTaGONHTH Ce YCTAHOBABAT CAMO C BHCOKOUYBCTBUTEIIHH
AHANTMTHIHH MeTONH. JaburaTpan ce eTMMHHHpA [VIABHO B HENIPOMEHEH BHA ¢ YPHHATA C
npubmuTenaa ckopoct 100 mi/min, choTBETCTRAINA Ha CKOPOCTTA HA IJIOMEpPYJiHa QHITPALMAL.

EnumuHupane

[Ina3sMeHHTe KOHLUEHTPAHH Ha AaburaTpan NoKa3saT GHeKCIOHEHIMANCH CIIaJ ChC CPesicH
TepMHHAJICH NOTy#HUBOT 11 yaca Impy 3apaBy MHOHBHAH B CTap4ecKa Bp3pacT. Clie MHOTOKpaTHO
npHIIaraie ce HabMONaBa TEpMHHANEH NONYXHBOT okono 12-14 vaca. YlonyK@BOTET € HE3ABHCHM OF
no3ara. [lomyxHBOTET € yABIDKeH, ako 6b0pednara GyHKIM e HapyIneHa, KAKTO € NOKa3aHo B
Tabmkna 30,

CrneuManHyu momynaly9

Bvbpeuna nedocmamvunocm

B npoyusanns ¢asa I excnozmmiara (AUC) Ha saburaTpaH cielf NEPOPATHO MPHIOKESHHE Ha
nabHraTpan eTeKCHIAT € PHOTH3ATENHO 2,7 BTH No-BUCOKA NPH BE3PACTHH A0OPOBOIILH ¢ yMepeHa
6p0peuna HemocTarbutocT (CrCL Mexay 30 u 50 ml/min), oTkonkoTO NpH Te3k Ge3 Gubpedna
HEAOCTATEYHOCT.

ITpu Mambk 6poii Be3pacTHH A0GPOBOILM ¢ TexKa 6EOpeuHa HeaocTarpaHOCT (CrCL 10-30 ml/min),
excrozunpaTa (AUC) Ba naburatpas € MpHOIH3HTENIHO 6 ITETH M0-BHCOKA, & MOMYKHBOTET
NpHOIH3ATENHO 2 HBTH NO-ABTBT OT HabMoIaBaHUTE B NOMyaanEs 6e3 660peYHa HEJOCTATH
(Bx. TourM 4.2, 4.3 n 4.4).

Tabauua 30: Iony:kuBot Ha o6mus 1a0UraTpal nNpu 3APABA HEAHBHAH W HHJ
napymena 6u0peuna dyaxgna.




Cxopocr Ha rioMepyaapnara Cpenen reomerpuden (gCV%; rpannnu)
¢aarpanns (CrCL) NOJTYAXHRBOT
[ml/min] [h}
>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)

JomBIHATENHO, EKCTIO3HIMATA Ha JaOHraTpaH (Hali-HHCKa M TMKOBA) € OIIEHEHA B SHO
NPOCNIEKTHBHO, OTKPHTO, PAHJOMH3HPaHO, (JapMakKOKHHETHYHO POYYRAHE IIPH HALMEHTH ¢ HEKIAHO
npeacepano Mbxaere (HKITIM) ¢ Texko 60peuHo yBpexnake (onpeaeneHo KaTo KpeaTHHHHOB
knupeHC [CrCl) 15-30 ml/min), nony4asanm gaburatpas eTekcHiat 75 mg JBa ITHTH AHEBHO,

To3sm pexumM € mosen 1o HaH-HUCKA cpelHa reoMeTpHuHa KoHIeHTpalma 155 ng/ml (gCV 76,9%),
W3Mepena HeNoCPeNCTBEHO NIPEAH HPHIIOKEHHETO Ha CIIeIBALATa 1034, H 10 NHKOBa cpeaHa
reoMeTpuuHa KouuenTpauns 202 ng/ml (gCV 70,6%), n3Mepena apa gaca clIe/l IPRICKEHHETO HA
noc/AeHaTa J03a.

KnupbucrT Ha aabHraTpan Ypes XeMoamasa ¢ H3cieABaH TIPH 7 BB3PAacTHH MAlHEHTH ¢ TEPMHHATHA
616peuna Henoctarbunoct (TBH), Ge3 npeackpano MuxIeHe. Jlnamusara ¢ NpoBeeHa Che

700 ml/min ruamu3eH neGHT, NPOTBKUTEIHOCT YETHPH 9aca M CKOPOCT Ha KpBBHRA Tok 200 ml/min
wiH 350-390 ml/min. Toea Bofu Ao oTcTpanHABaHE CHOTBETHO Ha S0% Ao 60% 0T KOHLIEHTPaIIHATA Ha
naburatpad. KonHgecTBOTO Ha BELIECTBOTO, OTCTPAHEHO Upes JHATH3A, € MPOTIOPLHOHATHO Ha
CKOPOCTTa Ha KPBBHHA TOK, IIPH CKOPOCT HA KPBBHUA TOK A0 300 mV/min. AHTHKOAryiaHTHaTa
aKTHBHOCT Ha aCHraTpal Hamaidea ¢ HAMAISBANE HA IUTA3MeHuTe KoHneHTpaipn 0 OK/D]]
BPH3KATA HE € 33CETHATa OT NpoleAypaTa.

Memnanara Ha CrCL B RE-LY e 68,4 ml/min. ITourn nonopuHara {45,8%) or maguenture B RE-LY
mMmat CrCL >50-<80 ml/min. IMarmerTure ¢ 660peuHo yepexnate B yMepeHa cteneH (CrCL mexay
30 u 50 ml/min) uMart cpearo 2,29 neTH 1 1,81 TBTH NO-BHCOKa IUIa3MeHa KOHIIEHTPALHA, CHOTBETHO
npey | clie/l IPHEM Ha JIo3aTa Ha Ja0HraTpaH, B cpaBHEHHE ¢ NALACHTH Ge3 6x6peuHo yBpexane
(CrCL >80 ml/min).

Menuanara Ha CrCl B mpoyusaneTro RE-COVER e 100,4 ml/min. TTpu 21,7% OT MALMEHTHTE € HMANO
6u6pedno yBpexnane B jeka crenel (CrCl >50-<80 ml/min) u mpu 4,5% ot Tax — 660peuno
yBpexate B ymepena crened (CrCl mexay 30 i 50 mVmin). IlannentrTe ¢ 650peuHo yppexnaHe B
TIeKa M YMEPeHA CTENEH Ca UMANH B CTAMOHAPHO ChCTOAHHE CHOTBETHO cpeano 1,8 meTn v 3,6 meTH
NO-BHCOKH IUIa3MEHH KOHIEHTPAIMH TPeAy [IPIIOKEHHE Ha J03aTa JaburaTpad B CPABHEHHE C
namgentyre ¢ CrCl >80 ml/min. Cxomuu croitmoctr Ha CrCl ca yeranosend B RE-COVER 1L

Menuanara Ha Cr(Cl B npoyueanusta RE-MEDY u RE-SONATE e crotserto 99,0 ml/min 1
99,7 ml/min. TIpu 22,9% wu 22,5% ot nauuentHTe cToMHOCTHTE Ha CrCl ca >50-<80 mV/min, a npu
4,1% n 4,8% ot Tax CrCl e Mexy 30 1 50 ml/min e npoyusannsta RE-MEDY u RE-SONATE.

Hayuenmu 6 cmapyecka ev3pacm

Cnemu¢runy dpapMakoKHHETHUHH npoyyBaths dasa [ mpy narenTH B cTapyecka Bh3pacT NOKa3Bar
yeenuderue oT 40 no 60% va AUC | noeede ot 25% na Cmax B CpaBHEHHE C MIATH MALMCHTH.
EdexTpT Ha BE3pacTTa BHPXY EKCIO3HIMATA HA NabHraTpaH € HOTBEPACH oT npoyueanero RE-LY ¢
OKONO 31% MO-BHCOKO HABO Ha Hali-HMCKATA KOHLEHTPALMA 33 HEAMBHIN >75 TOIHHH H ¢ OK:

Mexry 65 1 75 roaued (Bxk. Touke 4.2 1 4.4).

Yeproopobrio Hapyuenue

He ce nabmonasa npomsHa B eKCNIO3MLAATA Ha AabHraTpaH npH 12 BR3pacTHH Ny



uepnoapobHa HenocTaTekurocT (Child Pugh B) B cpasnermie ¢ 12 konTpomm (BX. TOUKH 4.2 u 4.4).
Tenecio mezno

Haii-nuckure KOHUEHTpanHH Ha naburaTpaH ca 0kojo 20% no-HUCKH NPH BB3PAcTHH MNAllHEHTH C
TenecHo Terno >100 kg & cpassenue ¢ 50-100 kg. MuozuHcToTO (80,8%) OT MEIMBHAMTE ca B
kareropusTa >50 kg 1 <100 kg, 6e3 ycraHoReHa AcHa pa3yiHka (Bx. ToukH 4.2 v 4.4). Ipu Bp3pacTHH
MAIHEHTH C TEeNECHO Terno <50 kg KIMHUYHHTE JaHHH ca OrPaHUYCHY.

lion

ExcrosuimaTa Ha aKTHBHOTO BEIIECTBO B MPOYYRAHHATA 32 MEPRHYHA MpeseHius Ha BTE e okono
40% 10 50% mo-BHCOKA TIPH HAlIHEHTH OT JKEHCKH 1101, HO He Ce NPernophyBa KOPeKIHs Ha 103aTa.
[Ipu nawkeHTHTE ¢ NPEACHPIHO MBKEHE, IAUMEHTHTE OT KEHCKH O/ ¢a HMaJH cpeaHo 30%
TIO-BHCOKH CTOHHOCTH Ha Hali-HHCKa H [10CT-1030Ba KoHlEHTpamua. He ce m3icKkRa KOPEKLMA HA
no3ata (Bx. Touka 4.2).

Emunuvecku npouzxoo

Hsama KNHHHYHO 3HAYHMH MEXTYETHHYECKH DAY MEX/y NALMEHTH OT €BpOolleHIHATa paca,
MALHCHTH ¢ a(po-AMEPHKAHCKH, IaTHHO-aMEPHKAHCKH, AIOHCKM ¥ KMTAHCKH NPOM3XOA 10
OTHOIIEHHE Ha (JapMAKOKHHETHKATA H (JapMaKOJMHAMHKATA Ha NaGuraTpaH.

Hedugmpuuna nonyrayus

TpH nepopanHo NpPAIOKeHHE Ha Ra0HraTpaH eTEKCHIAT, CNOPEH OTpPEAEIeHHR B MPOTOKOIA
IrOpHTEM 32 03HpaHe, eKCHO3HIMATA € B PAMKHTE Ha TA3W, HabmoaasaHa NpH BE3PacTHH C
ABT/BE. COopHMAT aHamm3 oT $papMakoKMHETHYHH JaHHH oT npoyusanuata DIVERSITY u
1160.108 nokazsa, 4e cpelHHTe TEOMETPHUHH Hali-HHCKH SKCIOZHIHH ¢a 53,9 ng/ml, 63,0 ng/ml n
99,1 ng/m! croTBeTHO NpH 0 Ko <2-rogMmmEH, 2 A0 <12-roauurad 1 12 ao <18-ropumH"
neauaTpHYHHK nammedTd ¢ BTE.

DapMaKOKHHETHYHH B3aHMOZeHCTBIY

In vitro Ipoy4BaHHA 3a B3aHMOZEHCTBHATA HE NOKA3BAT HHXHOHpaHe HWIH HHAYUMPAHE Ha IJIaBHHTE
H30€H3MMH Ha IHTOXpoM P450. Toa ce MOTBBpKIABA OT in Vivo Mpoy4YBaHHA € YMAaCTHETO HA 3[PABH
D00pOBOALM, KOMTO HE MOKA3BAT B3aHMOUEHCTBHE MEX/LY TOBA JIeUeHHE W CIIEAHATE AKTHBHH
BemecTBa: atoppacTaTvH (CYP3A4), nurokcun (B3aumoneiicTere ¢ TpaHcopTHEs P-gp) H
muknoerak (CYP2C9).

53 IlpeaKkIwHEBYHHE JAHHH 32 6e30MACHOCT
HGKJ'II{HPI"‘{IﬂiTe JAaHHH HE ITOKA3IBAT ocoben PHCK 33 XOpa Ha 6333.’1‘3 Ha KOHBCHITHOHAITHHUTE
dapMaKONOTHYHH POYUYBAHHA 32 GE30MACHOCT, MPOYUYBAHKS 34 TOKCHYHOCT [PH MHOTOKPATHO

NpRiIarane H rcHOTOKCHYHOCT.

EdexriTe, HabmozapaHH B NpOyYBAHKATA 38 TOKCHUHOCT IIPH MHOTOKPATHO PHIAraHe, Ce [IuIKaT
Ha 3aCHICHHA (papMakoAHHAMHJYeH edexT Ha naburaTpan.

Egext BEPXY (epTANIHTETa IPH XKEHCKH KHBOTHH € HabmoaBaH mojx (opMaTa Ha HAMaAE
0pos Ha UMILIAHTALMATE H HOBHINABAHE Ha MPESAHMILVIAHTALMOHHHTE 3AryOH IPH 032
(3-xpaTHOTO HHBO Ha ITA3MEHA SKCTIO3MLIMA MPH nauueHTH). [TpH K03H, KOUTO ¢a TOH
majikuTe (5- 10 10-KpaTHOTO HMBO Ha NAIa3MeHa eKCIIO3HIMS TIPH NAHEHTH), TIPH
ce Habmo/IaBa HaMaJIRRaHe Ha TEMECHOTO TErIO H XKH3HeCHOCoOHOCTTa Ha dreTyca, 3ad



MOBHINABAHE HA (peTATHUTE BAPHAIIMH. B MPEHATATHMTE H NOCTHATATHHTE MPOYYBAHHA €
Ha0monaBaHO NOBHIIABAHE HA (eTANHATA CMBPTHOCT IIPH J103H, KOMTO ¢4 TOKCHYHH 33 MadkuTe
{1033, CHOTBETCTBALNA HA 4 MHTH N10-BMCOKO HHBO HA IUIA3MEHA eKCIO3HIMA OT Ha0mo1aBaHoTO TIpH
TTALHCHTH ).

B eano npoyusaHe 3a IOBCHMIIHA TOKCHUHOCT IIPH IUTEXORE OT nopoaa Wistar cMBPTHOCTTA €
CBBp3aHa ChC CHOHTHA HA KbpBeHe npH MOROOHK HUBA HAa eKCTIOZHIMA, TIPH KOHTO € Hal/moAaBaHo
KBpBEHE NPH BB3PACTHHTE XKHBOTHH. CYHTa ce, Ye KaKTO ITpH Bh3PAacTHHTE, TaAKa H IIPH MIa(HTE
TUTBXOBE CMBPTHOCTTA € CBBP3aHa Che 3aciiieHaTa (JapMAKOIOrHYHA AKTHBHOCT Ha TabHraTpaH BBB
EPB3KA ¢ yNPaKHABAHETO Ha MEXAaHHYHH CWIH 10 BpeMe Ha NMPWIAraHeTo H TpeTHpaHeto. JlaHHHTe OT
IPOYYBAHETO 34 TOBEHWIHA TOKCHYHOCT HE OKAa3BaT HHTO MOBHINIEHA YYBCTBHTENHOCT KbM TOKCHUHH
[POSABH, HUTO TOKCHYHOCT, CIIeltadHIHA 33 FOBEHWIHH JKHBOTHH.

II'BJIFOC])O‘-I}]}ITE TOKCHKOJIOTHYHH IMTPOYYBaHKA IIPH IITEX0OES H MHUIIKH HE IMMOKA3BAT JAaHHH 34
TYMOPOTSHEH NOTeHIMAN Ha JaburaTpan o Makcumanuu no3H 200 mg/kg.

JaburaTpaH, akTHBHATa 9acT OT NabUTaTpaH eTEKCHIIAT ME3MIAT, € YCTOHYHB B OKOTHATA CPeia.

6. @OAPMAIEBTHYHH JAHHH

6.1 Coacbk Ha NOMOIMHTE BeIMECTBA
Kancym or xuApoKCHIpONUIMETHILETYA03a

KarncyiHo chappxuMo

BrHeHa kucennHa
Apabcka ryma
Xunpomenosa 2910
JumeTrxon 350

Tank

XHU/IPOKCHIIPOMEIIIENYIIO3a

Kancymia o6preka

Kaparenan

Kamuer xnopun

Turanos quoxcup (E-171)

Xumnpomenoza 2910

FD&C cunro 2/Humurokapmud (E-132)
6.2 HechbBMEeCTHMOCTH

Henpunosxaimo
6.3 Cpox na roasocr
3 roguHH

6.4 Cnegnanum ycIOBHA Ha ChbXpaHeHHE

Ja ce cpxpanssa nox 30°C.




I[a CC CbXpaHsjJBa B OPHIHHATHATA OIIAKOBKA, 324 1a C€ Npeanasy OT Bhara.

6.5 Bugu chIbpxanHe HA ONAKOBKATA
1 x 10,3 x 10 wma 6 x 10 tespay kancynu B nepdopupanu amymuanesu/OPA-ALU-PVC Gauctepa.

He BcHukH BHAOBE OMakoBKH Morat f1a 61AAT MycHaTv B npofaxsa,

6.6 CuenHaaHH NpeAna3HH MEPKH NPH HIXBLPJIAsSHE

Ilpu u3Baskaane Ha AGunoakc kancysau ot OnHcrepHaTa oNakoBka TpAOBa Aa ce crassar CAEAHHTE
YKa3aHH:

Beska kancyna tpaGsa na ce oTaena ot GnMcTepa no nephopHpaHATa JIHHHA.

Qonnoto Ha Gnuctepa TpadBa fa ce OTNENH, CEA KOESTO KANcyiaTa MOXe Ja ¢€ M3BAH.
Tebpaure kancynau He Tpatea na ce u3byTRAT npe3 GIHCTEPHOTO (PONHO.

Bancreproro ¢onuo TpabGBa aa ce oTnenea caMo Korarto € HeoDX0oAHMO Aa ¢e MpHEMeE
TBbpAa KalcyJa.

Hewnsnon3panuAT ekapcTBeH NPOAYKT WM OTIALBYHHTE MATEPHAIH OT HeTo TpabBa na ce
H3XBBPIAT B CHOTBETCTBHE ¢ MECTHHTE H3UCKBAHMA.

7.  IIPHTEXATEJ HA PASPEHIEHHETO 3A YIIOTPEBA

G. L. Pharma GmbH

Schlossplatz 1

8502 Lannach

ABCTpus

8. HOMEP(A) HA PA3PEILIEHUETO 3A YIIOTPEBA

PeructpanponeH Ne

9.  JATA HA ITBPBO PASPEIIABAHE/TIOJHOBSIBAHE HA PASPEHIEHUETO 3A

YIIOTPEBA

Jlata Ha mBpBO pa3spelnaBaHe:
JlaTa Ha nocneHO MOJHOBSBAHE:

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

08/2022




