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Bcesika TBbpaa kancyia cbabpka 150 mg naburarpas erekcunar (karo Mesunar) dabigatran etexilate

(as mesilate).
3a MbJIHUA CMUCHK HA MOMOLIHHUTE BE[HECTBE[ BHOKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA

Tebpaa kancyna.

TBBpaM Karncyim ¢bC CHHBO Karaue ¥ 0510 10 noutu 6510 110 pasmep 0, cbabpKally noyuTH Oesu
J10 CBETJIO JXBJITH MEJIETH.

4. KJIMHUYHU JIAHHHA
4.1 TepaneBTHYHH NOKaA3aHHA
[TpeBeHLIMS HA MO3BUYEH MHCYJIT H CHCTEMEH eMOOJIM3bM TIPH Bb3PaCcTHH MAaLUEHTH C HEKJIATIHO

npeackpaHo MbxkaeHe (HKIIM) ¢ eauH unu nopede puckoBH (PaKTOPH, KaTO NpeALIecTBall MO3bY€H
MHCYJIT WK npexoaHa ucxeMuyHa araka (ITHA); sb3pact = 75 roJiMHH; ChbpA€YHa HEAOCTATHYHOCT
(knac no NYHA > I1); 3axapeHn aquabert; XUNEpPTOHHS.

Jleuenue Ha apnOoka BeHo3Ha TpomOo3a (JIBT) u 6enoapoben embonuszbm (BE), kakTo ¥ npeBeHLUs
Ha peunauBH Ha JIBT u BE npu Bb3pacTHH NalmeHTH.

Jleuenue Ha BeHO3HM TpoMOoeMOonnuHM cbOUuTHsA (BTC) M npeseHums Ha peunauupaiuy BTC npu
MneAUaTPUYHHU MALHEHTH OT PaXKJAaHEeTO A0 NO-MaJIKO OT 18-roMiHa Bb3pacr.

3a chroOpa3eHH ¢ Bb3pacTra 1030BH PopMH BHIKTE TOUKA 4.2.

4.2 JIO3HpPOBKA H HAYHH HA NPHJIOKEHHE
Jlo3upoBKa

["naauyckarncyJii Moxke J1a C€ U3M0JI3Ba IPU Bb3PACTHH M NEJAHaTPUYHH MALMEeHTH Ha 8-roaMiiHa
Bb3PACT MJIH MO-T'0JIEMH, KOUTO ¢a CIIOCOOHHU J1a MOIJIbLIAT KArCyJauTe LEJIH.

Koraro ce npeMHHaBa OT eiHa JiekapcTBeHa ¢opma Ha Apyra, MOKe J1a € HeOOX0AUMO J1a ce TTPOMEHH
npeanucanara no3a. Jlozara, nocouena B tabimuara 3a 103MpaHe 3a CbOTBETHATa JIEKapCTBEHA
¢opma, TpsOBa 1a ce npeanucBa Criopes Bb3pacTra U TeJIeCHOTO TErJIO Ha JIETETO.

Ilpesenyun na Mo3vueH UHCY1m u cucmemen emoonuzvm npu evipacmuu nayuenmu ¢ HKIIM ¢
eOuH unu nogeye puckoeu pakmopu (SPAF)

Jleuenue na JAABT u BE, kakmo u npegenyun na peuuoueu na ABT u BE npu ev3pacmuu
nayuenmu (IBT/BE)

tabnuna 1.




Tabauna 1: IIpenopnkH 3a Jo3HpoBKaTa npH SPAF, JABT B BE

IIpenopnka 3a 103HPOBKATA

IIpereBIMsA H& MO3BYEH UHCYJIT H CHCTEMEH

eMOONHU3LM TIPH Bb3PAaCTHH NALHEHTH C 300 mg naburaTpaH eTeKCHIAT, IPHEMAHH KATO
HKIIM ¢ eaus i nosede pHCKOBH eHa Karcyna ot 150 mg ABa MbTH QHEBHO
daxropu (SPAF)

Jleuenne Ha JIBT u BE, kakTo 4 npeseHLMs 300 mg nadburatpad €TeKCWIAT, NpUEMaHH KaTo
Ha peuransi Ha IBT u BE npu Bb3pacThin | enna xancyna ot 150 mg aBa mbTH AHEBHO, Clea
nauueHTd ([IBT/BE) JIeUeHHE C MAPEHTEPATICH AHTHKOATYIaHT B
NPOABDKEHHE HA HAR-MAJTKO 5 JHM.

Ilpenopvusa ce namaineane Ha oolama

Ha Bb3pacT = 80 ronunu
[TaupeHTH Ha BB3PACT > A JlHeBHa no3a 220 mg naburarpaH eTeKcHnar,

[laLHeHTH, KOMTO NPUEMAT CBITBTCTBALIO MpHeMaHa KaTo eAHa Karicysa ot 110 mg nsa meTH
BepanaMmi JAHEBHO

Iprbea 0a ce 0O6CHOU HAMAIREAHE KA

dozama

[TaumeHTH Ha BB3pacT MEeXAY 75-80 roavHu

Hauuentu ¢ ymepeHo 6b6pedHO yBpexKaaHe
(CrCL 30-50 ml/min) Tpabea na ce nabepe axesHa nosa 300 mg wim 220 mg

nadburaTpaH eTekcuiar, 6azupaiku ce Ha

[NaupeHTH © racTpHT, €30(aruT WiH MHAHBHOYaAJIHATa OUEHKA Ha TpoMOOeMOONHUHHUS PUCK
ractpoesodareancH pedryke M PHCKa OT KbPBEHE

JIpyru nauMeHTy ¢ NOBHIIEH PUCK OT
KbPBEHE

3a JIBT/BE npenopbkara 3a npunarase Ha 220 mg naburarpaH €TeKCHIaT, IPHEMaHH KaTo
eaHa Kancyna ot 110 mg aBa mMbTH AHEBHO, Ce OCHOBaBa Ha (PapMakOKHHETHYHHU U

tapMaKkoIHHAMHYHH 8HAJIH3H H HE € NPoYyiBaHa B KIWHHYHH YCIOBHI. BrkTe no-nomy # ToukH 4.4,
4.5,5.1n5.2.

B cny4aii Ha HEMOHOCHMOCT KbM AabHMraTrpaH €TeKCWIAT nalMeHTHTE TpaOBa aa Onnar
MHCTPYKTHPAHH /1a C€ KOHCYJITHPAT BEHAara ¢ JICKyBallus CH JieKap, 3a 1a ObJie MpeanpHETo
NPHEMJIHBO ATTEPHATUBHO JIEYEHHE 32 NMPEBEHUUA HA MO3bYEH UHCYIIT H CHCTEMEH eMOOJIU3bM,
aCOLIMHPaHH ¢ NMPEACHPAHO MbxKIcHe, wiu 3a JIBT/BE.

Oyenxa na 6vbpeunama Gynxkyus npedu U no epemMe Hd edesuemo ¢ oabuzampar emexcuiam

[Tpu BcHYKKM NauuesTH U ocobeHOo B cTapyecka Bb3pacT (> 75 roauHn), Toid kato 6LOpeyHoTO
yBpeXAaHe MOXKE Ja € YECTO CPELIaHo B Ta3H Bb3pacToBa rpyna:

. [Ipean 3anouBaHe Ha JieueHHe ¢ AaburaTpaH etekcuaar OpOpeyHaTa QyHkius TpsadBa na 6bvae
OlieHEHA Ype3 U3HMHC/IIBaHe Ha KpeaTHHHHOBUS KIMPBHC (CrCL), 3a Aa ce M3KmoYaT naudeHTH
¢ Texkko ObOpeuno yepexaase (1.6, CrCL < 30 ml/min) (k. Touku 4.3, 4.4 1 5.2).

. Brbpeutara GpyHKuHA TpAOBa Aa ObjAC OLIEHEHa CHINO U NIPH CLMHEHHS 32 BIIO
- 6bOpeynaTa pyHKLMs MO BpeMe Ha JieueHHeTo (Harp. XUNOBOJIEMH, JIe
CBHITPTCTBALLA YNOTpeba Ha HAKOM JleKapCTBEHH NPOIYKTH).

JIONBITHUTENHH H3HCKBAHMA TIPH NALUEHTH C JIeKO A0 YMepeHo ObOpeuHo yBpe
NalMeHTH Ha Bb3pacT Haj 735 roAHHH:




. [To Bpeme Ha JeucHue ¢ gabHraTpad etekcuiar 6u0peuHata ¢pyHKiMA TpaGea Aa 6bae
OlICHSABAHA HAH-MAaIKO €JIHH IThT FOAWLIHO HJIH MO-4YECTO, [IPH HEOOXOIHMOCT, B ONpEAENEHU
KMTHHUYHH CHTYALIHH, KOraTo UMa ChbMHeHHs, Ye ObOpevnara QyHKUUA MOXKe 1a e OHWXKHU UK
[a Ce BJIOIIH (HAMp. XHNOBOJIEMKA, AeXHUpaTaliia, KakTo H NPH CHITBTCTBAIUA yTioTpeba Ha
HAKOH JIEKAPCTBEHU NPOAYKTH).

MeroasT, koiiTo TpaOBa Ja ce H3NON3Ba 3a olleHka Ha 6nOpeunaTta ¢pyHxuus (CrCL B ml/min), ¢
meToasT Ha Cockcroft-Gault.

IIpodvaxcumennocm na ynompeba

ITpoas/KHTEIHOCTTA HA ynoTpebara Ha naburaTtpaH erexcwiat npu nokasanusta SPAF, IBT w bE e
noxka3sasa B Tabnuua 2.

Tabauna 2: Ipognskareanoct Ha ynorpeba npa SPAF »u IBT/BE

Iloxaszanne | IipoawmixuaTennocT Ha ynoTpeba

SPAF JleuenueTo TpAbBa Oa € ABITOCPOYHO.

ABT/BE [TpoABKUTETHOCTTA HA JIEYEHHETO TPAOBa 1a ce onpeaens HHAHBUAYAIHO cllell
BHHMATEJIHA OLieHKA HA NOJI3aTa OT IEYEHHETO CNPAMO PHCKA OT KbPBEHE
(Bx. TOUKA 4.94).

KpaTkocpo4HoO JieueHHe (Hali-Malko 3 mecela) TpaOBa na ce npoBexaa NIpYU HaJlyue
Ha MPEXOIHU PUCKOBH QakTopu (Hanp. CKOPOLUHA XKPYPrUYHa onepaius, TpaBMa,
ofbe3aBHXKBaHE), a NO-TIPOABIDKHUTEIHO IeYeHHE — NP TPAHHH PUCKOBH (PAKTOPH KIH
uauonaruuHa JIBT unu PE.

IIponycnama ooza

[IpomycHaTa no3a aaburarpaH €TeKCHIaT MOXKE A2 ce npueMe a0 6 yaca npeam cieasalaTa
npeanucana 1o3a. IIpu mo-mManko ot 6 yaca 0 BpEMETO Ha CICABAlllHA NpUEM, NPOMyCHATaTa 1034 He
TpsGBa Aa ce npHeMa.

He tpabBa na ce npuema ApoifHa 1034, 3a Ja Cé KOMIEHCHpAT NPOIyCHATHTE HHAUBHAYAIHH J03MU.

Ipexpamasane Ha npuema Ha oabuzampan emexcuram

JleueHHneTo ¢ ZabHUraTpaH eTekcHnaT He TpsOBa Na ce NpeKbeBa O€3 KOHCYNTALMA C JIeKap.
[TaumenTHTe Tpa6Ba Aa OBAAT HHCTPYKTHPAHH Aa C€ CBBPXKAT C JIEKYBALIHUA JIEKap, aKO pa3BHAT
CTOMALIHO-YPEBHH CHMITTOMH, KaTO AUCNEncHi (BX. To4uka 4.8).

IIpomana ua neyenuemo

IIpeMuHaBaHe OT NeveHHe ¢ JaGUraTpaH eTeKCHIAT KbM MapeHTepaleH aHTHKOAryJIaHT:
[IpenopruBa ce u3uaksaHe oT 12 yaca cnen nociaegHaTa 4o3a NpeAW MpeMUHAaBaHe oT naburarpaH
€TEKCHJIAT KbM MAPSHTEPAICH aHTHKOArYJIAHT (BK. TouKa 4.5).

[IpeMHHaBaHe OT JleueHHE C NAPEHTEPAIEH aHTHKOAry/IaHT KbM JaOUraTpaH eTeKCuar:
[TapeHTepanuuaT aHTHKOArynaHt TpaOBa na ce NMpeKbCHE U J1a ¢€ 3anoYHe aadurarpaH eTeKcunaT

0-2 gaca npenu yaca, Ha3HayeH 3a [IPUEMAHETO Ha CJie/iBaliata 103a OT ANTEPHATHBHOTO NEKAPCTBEHO
CPEACTBO, HIH NPH NMpEeKpaTiBaHe Ha JIeUEeHHETO, B CITyyall Ha HENPEKBCHATO JICUSHHUE (Hanp
HedpakLHOHHpaH HHTpaBeHo3eH xenapuH (HDX) (Bx. Touka 4.5). .

[IpemiHaBaHe OT NedeHHe ¢ 4aOUraTpaH eTEKCHNIAT KbM aHTArOHUCTH Ha B
MoMeHTBT Ha 3anoysaHe Ha ABK tps6sa na ce kopurnpa cnpamo CrCL k




. CrCL > 50 ml/min, npueMbT Ha ABK TpabBa na 3anoyHe 3 OHH npeau NpexKbCBAHETO Ha
nadburaTpaH eTeKCUiIaT |

. CrCL > 30-< 50 ml/min, npueMsT Ha ABK 1psbpa na 3anoyHe 2 AHH Npeay NpeKbCBaHETO Ha
naburarpaH eTeKkCwiaT

Toit KaTO nabUraTpaH eTekCKHnaT MOXe Aa NoBnuse Ha MexXIyHapoAHOTO HOPMATH3IHPAHO
crotHoweHue (International Normalized Ratio, INR), INR e orpazu no-gobpe edexra Ha ABK easa
cnej crMpaHeTo Ha AabHraTpaH eTeKcunar 3a Haii-manko 2 aHu. Jlororasa, INR croiiHocTHTe TpabBa
11a €€ ThAKYBAaT ¢ BHUMaHHE.

[TpemunaBane ot neyeHre ¢ ABK kbM aaburarpal erekcunar:

[TpremtT Ha ABK Tpabsa na ce npeycranosu. [laburarpan erexcunar Moxe Aa ce npuiara BeaHara
oM INR e < 2.0.

Kapouoeep3uo (SPAF)
[TaupenTuTe MOrar na NMpOAB/DKAT NPHEMa Ha JaOHraTpaH eTeKCHIIAT MO BPEME Ha KApAHOBEP3HO.

Kamemvpna abaayus na npeocbporo mvaxcoene (SPAF)

IIpy naupeHTH Ha NevyeHue ¢ faburaTpaH erekcunar |50 mg ABa METH AHEBHO MOXE Aa Ce nponene
kaTeThpHa abnaumsa. He ce Hanara npekbcBaHe Ha IEUEHUETO ¢ AaOUraTpaH eTeKcHiaT

(BX. Touka 5.1).

Ilepxymanna xoponapua uumepsenyun (IIKH) cvc cmenmupane (SPAF,

[TaupeHTH ¢ HEKIANHO NPEACHPAHO MbxKAEHE, KOUTO ca noanoxeHu Ha I1IKH cxe crenTHpaHe, Morat
na OmpaaT neKyBaHHU ¢ JabHraTpaH eTekcunar B KOMOHMHaUHg ¢ TPOMOOLIMTHH aHTHATPETaHTH, CNEA
KATO C€ MOCTHUIHE XeMocTa3a (BxK. TO4Ka 5.1).

Creyuannu nonyaauuil

Cmapuecka ev3pacm
3a npoMeHH B 103aTa NpH Ta3y NOMyJaums srxTe Tabnuua 1 no-rope.

Hayuenmu c pucx om xvpeéene

[TaumenTH ¢ MOBMIIIEH PHCK OT KbpBEHE (BXK. TOUkH 4.4, 4.5, 5.1 n 5.2) Tpadea na b6vaar crporo
KIHHHYHO MOHUTOPHPAaHM (CTIEIEHE 3a MPH3HALM Ha KbpBEHE H aHemu:). Kopurupase Ha ao3aTa
TpaOBra fa 61 peleHo No YCMOTPEeHHE Ha NeKyBalllid JieKap, c/1€/] OLIEHKA Ha ChOTHOLICHHETO
noN3a/pHCK 38 KOHKPETHHA MauueHT (Bx. Tabnyua 1 no-rope). KoarynauuoHneH tect (Bxk. Touka 4.4)
MOXKe Ja MOMOrHe 3a HAeHTH(ULHpaHe HA MALMEHTHTE C MOBHILECH PHUCK OT KbPBEHE, IPHYHHEH OT
ipeKoOMepHa eKcno3vims Ha nadurarpaH. Korarto ce ycTaHOBH ITPEKOMEPHA €KCINO3NLIMA Ha
aaburarpat, NPy NALMEHTH ¢ BUCOK PHCK OT KbPBEHE, C€ MPEnopbyYBa NpUlaraHe Ha HamManeHa 103a
220 mg, npueMaHa kaTo eaHa Kancyaa 110 mg asa nbty AHEBHO. [IpH nosBa Ha KIIHHWYHO 3HAYHMO
KbpPBEHE JeUeHHeTO TPAOBA 1a CE NPEKBCHE.

[opaay MOBHLICHMSA PHCK OT CTOMALIHO-YPEBHO KBPBEHE [PH NMalMEHTH C FaCTPHT, €30(aruT Wiu
racTpoe3sodarvanen peduaykc Moxke aa ce oOMHCIH HamMaNgBaHe Ha fo3ata (BX. Tabnuua 1 no-rope u
TouKa 4.4).

bvbpeuno yepexcoane
Jleuenuero c paburaTpad eTEKCHIAT MPH NALIMEHTH C TEXKKO OBOPEUHO YBpEKaaHe
(CrCL < 30 ml/min) e npotHBONOKa3aHo (Bx. Touka 4.3).

He ¢ HeoOx0AMMO KOPHIHpaHe Ha A03AaTa NPH NALKEHTH ¢ JeKo OLOpeuHo yBps
<80 m)/min). ITpu naumenTy ¢ ymepena 6n0peuna HenocrarburocT (CrCL 3f
npenopbr4YHTENHaTa Ao3a naburartpan erekcunar € ¢opuo 300 mg, npueMaH
JBa NbTH AHEeBHO. BBNpeky ToBa, NPH MALHEHTH C BUCOK PHCK OT KbpPBEHE




HaMaJiBaHe Ha Ao3ara AaburarpaH erekcunar jgo 220 mg, npueMaHH KaTo eAHa Kancyna 110 mg
[1Ba ITbTH HEBHO (BxK. TOUKH 4.4 H 5.2). BHMMaTenHO KIHHUYHO HabmoaeHHe ce IPenopbyYBa Npy
nauMeHTH ¢ 60peuHo YBpEXIaHe.

Cwnvmemeauia ynompeba Ha oabuzampan emexcuaam u crabu 00 yMeperu uRXubumopu Ha
P-zruxonpomeuna (P-gp), Hanp. amMuol0apon, Xunuous uiu 8epanamun

He e HeoOX0OHMO KOpHTrHpaHe Ha 403aTa NPH ChITBTCTBAIHO MPHIOKEHHE C aMHOAAPOH HIH XHHMAUH
(BX. TOUKM 4.4, 4.5 u 5.2).

[IpenoppuBa ce HaMaJABAHE HA 103aTa NIPY NALMEHTH, KOUTO NPHEMAT ChITbTCTRAIIO BepanaMun
(Bx. Tabnuua 1 mo-rope ¥ Touku 4.4 1 4.5). B Takes ciyuail naburaTpad eTeKCHIAT H BepanaMm
TpaOBa A2 ce NpUeMaT 1o €HO H CBIIO BpeMe.

Tenecuo mezno
He ce Hanara kopurupase Ha a03ata (BXK. TOUKa 5.2), HO C€ MpernopbyBa BHHMATEIHO KITHHHYHO
HabmoaeHne NpH nalMeHTH ¢ TenecHo Terno < 50 kg (8x. Touka 4.4).

Ilon
He ce Hanara kopurupase Ha xo3arta (BX. Touka 5.2).

Ieouampuuna nonyrayun
HsiMa choTBeTHa ynoTpeba Ha naburarpaH eTekcHNar B NeauaTpyyHara NoiyJalus 3a MoKa3aHHeTo
NpEeBEHLUA HA HHCYJIT H CHcTeMEH eMOonu3bM npu nauveHTH ¢ HKIIM.

JTeuernue Ha BTC u npesenyun na peyuousupawi BTC npu neouampuunu nayuenmu

[Ipu neuenne na BTC npu negMaTpHyHy NALMEHTH JIEUEHHETO TPAOBA Ia CE 3aTrIOYHE ClieA JTEHEHHE C
napeHTepajieH aHTHKOAryJIaHT B NPOAB/DKEHHE Ha Ha-Maiko 5 AHU. [Ipu npesenums Ha
peunausupaiiy BTC nevyeHnero TpabBa Aa ce 3anoyHe cie NpeaxoaHoO JICYEHHE.

JlaOHraTpaH eTeKCHIAT KancyJM Tpabpa Ja ce NpHeMarT ABa MbTH AHEBHO, €1Ha 1034 CYTPHH H €/1Ha
1032 Bevep, NPUOIH3HTEHO N0 €AHO H CBhLIO BPpEME BCEKH AH. MHTEpBAFLT MEXIY J03HTE TpAOBa
IIa € KOJKOTO ce MoJke no-6amn3o ao 12 yaca.

[IpenopbunTenHaTa 8033 NaOKUraTpaH eTEKCUIAT KAMNCYJH ce onpeie/id Bb3 OCHOBA Ha BH3PacTTa U
TEJIECHOTO TETJIO HA MalMEHTa, KAKTO e noka3zaHo B Tabnuua 3. B Tabnuuara ca noka3aHH eIHHUYHUTE
NI03H, KOHTO TpAOBa Aa ce MpHaraT 18a MbTU AHEBHO. [{o3arTa Tpabra Aa ce KOpUrupa crnopen
BBL3PACTTa H TEJIECHOTO TEITIO C HANPEABAHETO Ha JIEYEHHETO.




Tabsmna 3: Eannuuna 103a 1a6HraTpan eTeKcHJaT, B MHJIHIpaMH (mg), cnopea TeJIieCHOTO
Terjo B Kujaorpamu (kg) 1 Bb3pacTra Ha NalHEHTAa B roJIHHH, KOSTO TPAGBa 1a ce
NpHJIAra ABa O'bTH JIHEBHO
| | | BbspacT B roguHM
8 no 9 Ao 1000 | 110 | 12m0 | 1380 | 140 | 1500 | 1640 | 17 mo
<9 <10 <11 <12 <13 <14 <15 <16 <17 <18
> 81 300 mg
71p0 < 81 KaTo Ase Kancynu 150 mg unu
61A0 < 71 YeTupu Kancynm 75 mg
5140 < 61 260 mg
— KaTo efHa Kancyna 110 mg nnioc egHa kancyna 150 mg uau
= eqHa kancyna 110 mg natoc ase kancynum 75 mg
S
E 41p0 <51 220 mg kaTto ase Kancynu 110 mg
o :
E S1a0 <41 185 mg KaTo eaHa Kancyna 75 mg natoc eaHa Kancyna 110 mg
"~ [26p0 <31 : :
- 150 mg
21A0 < 26 _ KaTto efiHa kancyna 150 mg wnm age kancynu 75 mg
16 g0 < 21
1300 < 16 EaHa Kancyna 110 mg
Kancyna
75 mg

O3Hayvaea, Ye npenopbKa 3a A03UPOBKaTa He MoXKe aa bbae aaaeHa.

Oyenka na 6vopeunama @Gynkyus npedu u no epeme Ha 1e4eHUemo

[penu 3anouBaHe Ha feueHneTo TpAOBa 1a ce ONpe/es H34MC/IeHaTa CKOPOCT Ha rJoMepyJiHa
¢unrpauns (estimated Glomerular Filtration Rate, eGFR) no dopmynara Schwartz.

Jlewennero ¢ naburaTpan eTekcuIaT € MPOTHBONOKA3aHO MPU NMEAMATPUYHHM nakeHTH ¢ eGFR
< 50 ml/min/1,73 m? (Bx. Touka 4.3).

[MaumenTu ¢ eGFR > 50 ml/min/1,73 m* tpsaGBa na 6baar JeKyBaHM ¢ 103a ChIVIACHO Tabauma 3.

[To Bpeme Ha neyenreTo GbOpeuHaTa GyHKLMs TPOBA 1a ce OLEHABA NPH ONpeeIeHH KIMHHYHH
CHTyalllH, KOraTto uma CbMHeHHs, 4e ObOpeuHaTa GyHKUMS MOXKe J1a Ce TOHMKH MJTH J1a Ce BJIOLIH
(Hamp. XMNoBOJIEMHUs, I€XHAPATaLMs, KAKTO U IIPH CHITBTCTBAILA ynoTpeba Ha onpe/iesenHn
JIEKapCTBEHU NPOJYKTH M Jp.).

IIpoovaoicumennocm na ynompeba
[lpoasmkurentocTTa Ha neuenreTo TpsaGBa Ja ce onpeaens MHIMBHIYATHO B 3aBUCHUMOCT OT
OLIEHKAaTa MnoJji3a/puckK.

IIponycnama oosza
[TporycHara n103a naburarpaH eTeKkCHIaT MOKe Ja ce rpueme 10 6 yaca NpeaM ciieaBalara
npeanucana no3a. llpu ocraBaiium no-manko ot 6 yaca 10 cieBauiMs NpUeM, NPOMYCHATATA /1038 He
TpsaOBa na ce npuema.

B HHUKakbB ciyyaii He TpsOBa 1a ce npueMa BOMHA /1034, 3a J1a Ce KOMIIEHCHpPA
WHAUBUYAJTHH JIO3H.

lpexvceane na nevenuemo ¢ dabueampan emexcuiam




IeKyBalys JieKap, ako NALMEeHTbT Pa3BHE CTOMALIHO-UYPEBHH CHMITTOMH, KaTO JUCTIENICH
(BX. TOUKA 4.8). |

IIpomana na neyenuemo
IIpemuHaBake ot nevyeHue ¢ ZabUraTpaH eTeKCUIAT KbM apeHTepaIcH AHTUKOAryaHT:

IIpenopsusa ce na ce v34aka 12 yaca ciies nocneaHara A03a IpeaH MPEMHHABAHE OT naburarpan
€TEKCHIIAT KbM TIapPEHTEPATICH aHTUKOAryJIaHT (BX. TOuKa 4.5).

[IpemuHaBaHe OT NEUECHHE C MAPEHTEPAIEH AHTHKOATYJIAHT KM Na0HraTpaH eTeKCHIAT:
[lapenTepanHuaT aHTHKOArynauT TpsbBa Ja ce NPeKbCHE U Aa Ce 3ano4He Ja6HraTpaH eTeKCHnar
20 2 yaca NpeAH Yaca, ONpeleNeH 3a MPHIoKEHHETO Ha MapeHTePATHHS AHTHKOATYIaHT, WIH NpH
MPEKpaTABaHE Ha JICUCHHETO, B CITy4Yaid Ha HEMPEKbCHATO JieYeHHe (Hanp. HepaKLUHOHHUpaH
HHTpaBeHo3eH Xenapud (HPX) (Bx. Touka 4.5).

IIpemMuHaBane oT NeueHHe ¢ naburaTpak eTekcHIaT KbM 2HTarOHKCTH Ha BHTamuH K (ABK):
[Taunenture TpaGBa fa 3anounar npuem Ha ABK 3 auu npeau npexbseasero Ha naburarpas
eTeKCWIarT. '

T'bii kaTO naburaTpaH eTekCHIAT MOXKe [a MOBIHAE Ha MeXIyHapPOIHOTO HOPMATH3HPAHO
cvoTHOLIeHHe (INR), INR we otpasu no-no6pe edexra Ha ABK eaBa cnen crimpasero Ha naburarpan
€TEKCHWIAT 3a Ha#-Manko 2 aHu. ororasa, INR croiiHocTHTE TpAGBa Na ce THIKYBAT C BHUMAHHE.

[Ipemunasane ot neyenue ¢ ABK kbm aaburatpan erekcunar:

IIpuemsT Ha ABK TpabGsa aa ce npeycranosu. JlaGuratpaH eTekcuiaT MoXe J1a ce Npriara BegHara
oM INR e < 2.0.

HauuH Ha npunoxeHue

T03H NexapcTBEH NPOAYKT € 3a NePOPaTHO TIPUNOKEHHE.

Kancyaure Morat na ce npueMat cbe wiH 6e3 xpana. Kancyaure Tpa6sa na ce norasiuar e ¢ yama
BOJI4, 32 Ja C€ YNIECHU NOCTHraHeTO UM A0 CTOMaxa.

[TauneHTuTe TpsAGBa Na OBAAT HHCTPYKTUPAHH Aa He OTBAPAT KalCynaTa, Thil KATO TOBa MOXKeE Ja
NOBHIIIH PUCKA OT KBPBEHE (BX. TOUKH 5.2 ¥ 6.6).

3a neMaTPHUHH NALHEHTH NOA 8-rOAMIINA BBL3PACT WM NO-Bb3PACTHH NALHEHTH, KOMTO HMAT
3aTPYAHCHHA NPH NPEernbliale WK He 3HAAT KaK Ja NPErbLIaT, ce NMpeAIaraT Apyry, MOAXOAALEH 38
Bb3pacTTa JO3HpaHu GOpPMH 34 JICUEHHE KaTo:

- Haburatpas erekcwiat OOBHTH rpaHyfH, KOMTO MOTAT /8 C€ M3MON3BAT NPH JELla HA BB3PACT
| nox 12 roavHH BeaHara LOM JETETO MOXKe Ja MpEerTbila MeKa XpaHa.
- JlaburaTpaH eTekCHNAT Npax ¥ pa3TBOPHTE 3a NIEPOpalieH Pa3TBop TpAbBa Ja ce HU3MOI3Ba
CaMo NpH AeLa Ha BB3PAcCT M0-MAJIKO OT | roauHa.

4.3 TIlporHBONOKA3AHHSA

. CBpPBXUYYBCTBUTEIHOCT KbM AKTHBHOTO BELLECTBO WIM KbM HAKOE OT MIOMOLIHHTE BEIIECTBA,
H30poeHH B Touka 6.1;

. Texko 6B0peuno yepexnane (CrCL < 30 ml/min) npH PBE3pacTHH MALUEHTH,

. e¢GFR < 50 mI/min/1,73 m? npu neaMaTpH4HH MALUEHTH;

. AKTHBHO KJIMHHYHO 3HA4YHMO KbpPBEHE;

. Jle3us UnK CBCTOSHHE, KOETO Ce OnpeeNs KaTo 3HaYUM PUCKOB (JaKTOP 32 rONIAMO KbPBEHE.

Topa MOXe a BKIIOYBA HACTOALUM HIH CKOPOLIHH CTOMAILHO-UPEBHM Pa3q3BABAHHS, HANHYHE
Ha 3JI0Ka4YeCTBEHH HOBOOOpa3yBaHHs C BUCOK PHCK OT KbPBEHE, CKOPOE
rpsOHAYHO HapaHsABaHe, CKOPOLIHA MO3bYHA, IPLOHAYHA WM OMH /./; ‘ - HHPEPRCHLIMA,
CKOpOLIHA BRTPCUCPCNHA XeMOpards, H3IBECTHH WIH BEPOATHH BapHIi Aa XEIRONPDOEYTA
apTEPHOBEHO3HK MaNGOPMALIMK, CHAOBH aHEBPH3MH WM TONEMH [BRTP el 8t
BBTPEMO3BYHH CHAOBH aHOMATIHH




. CBIOBTCTBALLO JIEYEHHE ¢ HAKOM APYTH aHTHKOATYNIaHTH, Harnp. HepaKIIMOHUpPaH XenapuH
(HDX), xenapuau ¢ HHCKO MOJIEKYJTHO TeI0 (€HOKCANapUH, NANTENAPHH W AP. ), IPOM3BOIHH
Ha xenapuHa (GoHIaNapUHyKC W JIp.), AHTHKOATYJIaHTH 32 IEPOPANIHO NPUIIOKEHHE (BapdapHH,
puBapokcadbaH, anmukcadaH M p.), OCBEH B cneuupHYHH YCoBHs. ToBa ca ciry4adTe Ha
NpOMAHA Ha AaHTHKOATYAHTHOTO JeYeHHe (BXK. Touka 4.2), koraro H®X ce npunara B 103H,
HEOOXOAUMH 3a NOJBbPXKAHE HA OTBOPEH LICHTPAICH BEHO3EH WM apTePHATEH KaTeThp, WK
Koraro HPX ce npunara no BpeMe Ha KateTbpHa ablialis npH npeAchPIHO MBIICHE (BX.

TOuYKa 4.5);

¢ YeproapobHo yBpexaaHe wiM yepHogpoOHO 3a00nsBaHe, 3a KOETO c& OYaKBa 1a MMa
OTpaKeHUE BbPXY NPEeXUBAEMOCTTA,

. C’LI’[’BTCTB&IHO JIEYEHHUE CBC ClleAHHTE MOIIHH P-gp HHXHOMTOPH: KETOKORA30J1, LIMKIOCHOPHH,

HTPaKOHA30J, JPOHEAAPOH U KOMOHHALMATA ¢ DUKCHPAHH JO3H IrIeKanpeBup/ muOpeHTacBUp 34
CHCTEMHO NMpUWIokKeHue (BxK. Touka 4.5);

. Chpaeyny KianHu NPOTe3H, H3HCKBAIUN AHTHKOArYJIaHTHO NeueHHe (B, TouKa 5.1).
4.4 CpoenmajHR npeaynpexIeHHs H NpeANA3HA MEPKH NPH ynoTrpeda

XeMOparn4eH pUCK

JlaburaTpan erekcunar TpabBa Aa ce MpHnara ¢ MOBMIIEHO BHUMAHHE NPH CECTOSHUA C TIOBMILEH
PHCK OT KBPBCHE WIH NPH CBITBTCTRALLA YIOTPEDA Ha IEKAPCTBEHH NPOAYKTH, MTOBIUABALIU
XeMocTasaTa Ypes uHxubupaHe Ha TpoMGoLTHaTa arperanua. T10 BpeMe Ha TepamiATa KbpBeHe
MOX€ J1a C€ NOsABH HAaBCAKbAE. [IpH HeouakBaHO NOHULIABAHE Ha XeMOTIIOOMHA H/HIIH XEMAaTOKPHTA,
WIH NMOHIKECHO KPBBHO HalAraHe, Tps6Ba Ja ce U3BhpLIH npeme,u 3a YCTAHOBSBaHE MACTOTO Ha
KbpPBEHE.

I1py BB3pacTHU NALHEHTH B CTyYaH Ha )KMBOTO3AaCTPAIIABALLO WM HEKOHTPOIHPAHO KbPBEHE, KOTATO
e HeobxoauMo 6BP30 HEYTpaNu3UpaHe HA AHTHKOAryJaHuTHHS eeKT Ha JaGUraTpan, Moxe Aa ce
M3110/13Ba CNEUH(QHYHOTO HEYTPAIH3HpALIO CPeACTBO HuapyuusyMat. EduxacHocTTa 1
0e30MmacHOCTTa Ha MAAPyLU3yMal He ca YCTAHOBEHH IIPH NEAMATPUYHM nauueHTy. JJaburaTpas Mosxe
Ja ObJle OTCTpaHEH MOCPENCTBOM Xemoanann3a. IIpy BL3pacTHM NAaUMEHTH ca BE3MOXKHHM APYTH
ONIIMH KaTO WU3IMOJI3BAHE HA NPACHA LiAJIa KPBB MM TIPSACHO 3aMpa3eHa IJia3Ma, KOHIIEHTpaT Ha
KoarynaudoHHH QaxTOpH (AKTHBUPAH HIIH HEAKTHBHpPaH), pBKOMGHHﬂ.HTEH ¢daxrop Vila unu
TPoMGOIMTHA Maca (BK. CBILIO ToYKa 4.9).

B xHHNYHKN H3NKMTBaHUA AabMraTpaH eTeKCHIAT Ce CBbP3Ba ¢ N0-BUCOKH HUBA HA TOIAMO
cromamnoupesHo (CH) xppeeHe. IloBHIlIeH pHCK € HAOMOaBaH NPH NALKEHTH B CTAPYECKA BB3PACT
(= 75 ropuHu) npu cxeMa Ha npwiarade 150 mg nga meTH AHEBHO. JIpyrH pucKoBH (akTopu

(B2k. chINo Tabauua 4) BIIIIOUBAT €AHOBPEMEHHO JIEYSHHUE ¢ HHXMOUTOPH Ha TPOMOOIMTHATA
arperarims, KaTo KIOIMHAOrpen u auetwicanuiunosa kucenuna (ACK) unn HecTepouanu
NpoTHBORB3NANUTEIIHH cpeacrea (HCIIBC), kakTo u HanuuueTo Ha e30¢arut, racTpHT Hiu

ractpoezodareaneH pedaykc.

Puckosu gpaxmopu
Tabnnia 4 06061maea GpakTopHTe, KOUTO MOTAT Ja MIOBHIIAT XEMOPATHYHUS PUCK.

- Tabsuna 4:  ®axTOpPH, KORTO MOTAT A3 NOBHIIAT XeMOPATHYHHSA PHCK.
| Pucxor dakTop

DapMakOAMHAMHYHHU M KUHETHYHH (aKTOpH Br3pacT > 75 roguHu




(DaxTopH, KOMTO NOBUHIABAT IU1A3MEHHTE HUBA | | NaBHM:

Ha paburarpaH . YMepeHo 0b0pedHo yBpexxaaHe npH
Bb3pacTHH naumeHTy (30-50 ml/min CrCL)
. Mounnu P-gp uuxuburopu (Bx. Touku 4.3
U 4.5)
. CBBMECTHO MpHiIaraHe Ha cnabu 1o

yMepeHH P-gp nuxuburopn (Hanp.
aMHOZIapOH, BépanaMil, XHHHAHH H
TUKArpeJiop, BX. ToO4Ka 4.5)

BTopocTeneHHM:
. Hucko tenecno Terno (< 50 kg) npu
Bb3PACTHH NALHEHTH
(DapMakoAMHAMHUYHH B3aMMOAEHCTBHSA (BXK. - ACK u apyru unxuburopu Ha
TOUKa 4.5) TpoMOOLIMTHATA arperaiys, KaTo
KJIONHAOrpen
’ HCIIBC
. SSRIs mnn SNRIs*
. Jpyre nexkapcTBEHH NPOAYKTH, KOHTO
MOraT Ja HapylaT XeMocTa3aTa |
3abosnaBanus / npouenypy ¢ ocoben . Bponenu nwin npuaobuTH HapyiieHUs Ha
XEMOParHyeH pHcK KOAryJiauMaTa
° TpombouuTONEHUA Wi PYHKLHOHANHH
TPOMOOLMTHH AedexTH
. CkopoillHa 6Moncus Win ronaMa TpaBMa
. baxrepnaneH engoxapauT
. Ezodarur, ractpur win
racrpoesogareancs pedurykc

* SSRIs - cenexTHBHM HHXHOMTOPH Ha 06paTHOTO 3aXBaillaHe Ha cepoToHnHa; SNRIs HHXHGHTOPH Ha
o0paTHOTO 3axBalllaHe Ha CEPOTOHMHA H HOpenHHedpHHA.

ChluecTByBaT OrpaHHYeHH JaHHH NIPHU BBH3PAaCTHH nauneHTH < 50 kg (Bxk. Touka 5.2).

CrireTeTBauaTa ynotpefa Ha qaburaTpa eTekcwiaT u P-gp HHXHOMTOpH He € npoyuBaHa NpH
NneAHaTPHYHHU NALHEHTH, HO MOXKE J1a YBEIIHYH PHUCKA OT KbpBEHe (BX. TouKa 4.5).

[Ipeonasznu mepxu u 081a0864GHE HA XEMOPAZUNHUR DUCK

3a OBJIAJZIIBAHE H& YCNOKHEHHA ¢ KbPBEHE BHOKTE CBINO TOYKa 4.9,

Oyenxa na coomuowernuemo non3a/puck

HanuyueTo Ha ne3un, 3abonsBaHus, npoueaypH WuiH dapMakonorduHo neyerue (kato HCIIBC,
TPOMOOUMTHH aHTHarperaHTH, SSRIs u SNRIs, Bx. Touka 4.5), KOMTO 3HAYHTENTHO YBEIHUABAT PHCKA
OT rOJIAMO KBbPBEHE, H3UCKBAT BHUMATEJIHA OLIEHKA HAa ChOTHOLIECHHETO nomsa/puck. Jlaburarpan
eTeKCHIAT TpAOBa 14 ce AaBa CaMo aKo MoJ3aTa HaJBUIIABA PHCKA OT KbpPBEHE.

| ]
'll

HanuyHHTe KIHHHYHH JAHHH 32 NEJUATPHYHH MALMEHTH ¢ PUCKOBH (DAKTOPH, BKJIIOY _
MALHEHTH C aKTHBEH MEHHHTHT, eHUedanuT U BbTpeuepeneH abcuec (BxK. Touka 5.1), pf Qe

L
[Ipu TakuBa nauxeHTH paburarpaH eTekCWIaT TpAOBa a Ce 1aBa CAMO AKO OYaKBaHHTAN I MR T
HaJABHIIIABa PUCKA OT KbPBEHE,

Brumamenno xaunuuno nabaooenue




Ilpenopbusa ce BHUMATENHO HaOMIOACHHE 32 NPU3HALIA HA KbPBEHE HIH aHEMHS TIPe3 Lieus MepHO
Ha NieYeHHe, 0CODEHO aKo PHCKOBHTE (pakTOpH ca KoMOHHMpaHH (BX. Tabnuua 4 no-rope). Tpabaa na
Ce BHUMaBa 0COO€HO MHOTO, KOTaTO AabMraTpaH eTeKCHIaT ce Npuiara eAHOBPEMEHHO C BepanaMm,
aMHOJIApOH, XMHHAMH HJIH KNapHTPOMHLUKH (P-gp nHXub6uTopu) n ocobeHo npu nosasa Ha KbpBeEHe,
HaH-Be4Ye MPH NalHEeHTH ¢ HaMasieHa 6b0peuHa pyHkuMA (BXK. Touka 4.5).

[IpenopbuBa ce BHUMaTEIHO HAOMONCHHNE 3a MPH3HALHM HE KbPBEHE NPH NALMEHTH, JIEKYBaHH
cenbTCTBaLNO ¢ HCIIBC (B, TOUKa 4.5).

Ilpexvceane na nevenuemo c oabuzampan emexcunam
[lanpenTrre, KOMTO pasBHAT OCTpa 6B6petHa HEAOCTATHYHOCT, TPAOBA Na MPEYCTAHOBAT MPHEMA Ha
naburaTtpaH erexcuiar (BX. ChUIO Touka 4.3).

KoraTo ce nosBM TeXKO KbpPBEHE, TPAOBa fa Ce NPEKpaTH JEUEHHUETO, Ja CE H3CIeABa IPHYHHATA 33
KbPBEHETO M NPH BL3PACTHH MALMEHTH MOXeE N1a c¢ 0OMHMCNK NPWIOKEHHE Ha cnelydHYHOTO
HEYTpanu3upailo cpeacTso (Maapyursymad). EdukacHoctra H 6e3onacHocTTa Ha mnapyuysymab e
Ca YCTAHOBEHM NpH NeJHaTPUYHH NauueHTH. [laburatpan Moxe aa 6bae 0TCTpaHeH NocpeacTBOM
XeMOIHANTH3A.

Ynompeba na unxubumopu Ha npomornama nomMna

Mosxke na ce 06MHCIH NpHIOKEHNE HA HHXHOHTOP Ha mpoToHHaTa nomna (MI1IT) 3a npepeHwums Ha
CTOMALHO-4YpPeBHO KbpBeHe. [IpH neavaTpHYHH NalueHTH TpAOBa Aa ce clieBat NpenopbKHTe,
OTHCaHH B KPATKaTa XapakTepUCTHKA Ha MPOAYKTa Ha CLOTBETHHA HHXMOUTOP Ha NMPOTOHHATA MTOMNA.,

Jlabopamopuu xoazynayuonnu napamempu

BBnpexu 4e TO3H IEKAPCTBEH MPOAYKT MO MPHHLMI HE M3UCKBA PYTHHHO MOHHTOPUpAHE Ha
AHTHKOAryJallMATa, OnpeAe/isHETO Ha CBbp3aHaTa ¢ AadMraTpaH aHTUKOAaryaalMs MoXke 1a 6uae oT
NoJ3a 3@ yCTAaHOBABaHE Ha MPEKOMEPHO BHCOKA EKCNO3KLIMA HA Aa0UTaTpaH NpH HATMYHE HA
JOITBAHUTEIHH PHCKOBH (PakTOpH.

TpoMburHOBOTO Bpeme upe3 paspexnaHe (diluted Thrombin Time, dTT), ekapunoBoTo BpeMme Ha
cecupeaHe (Ecarin Clotting Time, ECT) u aktHBHpaHOTO NapuMaiHo TpoMOOIUIACTHHOBO BpeMe
(activated Partial Thromboplastin Time, aPTT) Morar aa npegocrasar nonesHa uHbopmarLys, HO
peynTaThTe TPOBa A1a ¢€ THIIKYBAT C NOBHLICHO BHEMaHKe Nopaay BapHabGUIHOCTTa MeXAY
TecToBere (BX. Touka 5.1). TecTsT 3a onpenesHe Ha MEXIYHAPOIHOTO HOPMAIIU3HPAHO
ceoTHOLIEeHHE (INR) He e HanexxneH npu naLKMeHTH Ha NeueHHe ¢ nabUraTpaH eTeKcWIaT 1 HMa
AOKJIA/IBAHH CITyHaH ¢ (GaLUHMBO NONOXKKTeNHO nosueHue Ha INR. 3atoea INR TecTope He TpsOBa
Ja ObaT npoBexIaHH.

Tabmaua 5 mokasea Half-HHCKHTE Nparoee Ha KOAryJIALMOHHHTE TECTOBE MPH Bb3PacTHH MALHEHTH,
KOHTO MOTAT Ja OBAAT CBBP3aHH C MOBHIUEH PHCK OT KbpBeHe. ChOTBETHHTE Nparose IpH
NeMATPUYHH NALKEHTH HE Ca U3BECTHH (BX. TOUKa 5.1).

Ta6auma 5: Hakli-AACKH Nparose Ha KOATY/JAIHOHHHTE TECTOBE IPH Bb3PACTHH NANREHTH,
KOHTO MOTAT Aa 04T CBhP3AHH ¢ MOBHIIEH PHCK 0T KbPBeEHe.

Tecr (Hai-Hucka cToliHOCT) [Tokazanue
SPAF u IBT/BE
d1T [ng/ml] > 200
ECT [x-mbTH HaJl ropHAaTa rpaHHIia Ha HopMaTa] >3
aPTT [x-mbTH Hal ropHaTa rpasMLa Ha Hopmara] > 2
INR He tpsabBa aa ce nposexna
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Ynotpe6a Ha $UOPHHONUTHYHH JIEKAPCTBEHH NPOAYKTH 33 IEYEHHE HA OCTBP MCXEMHYEH WHCYIIT
YnorpebaTa Ha QUOPUHONUTHYHE JIEKAPCTBEHH MPOAYKTH 33 JIEHEHHETO HA OCTBP HCXEMHYEH HHCYIIT

MoXe Na c¢e 06cbau, ako croiHocTHTe Ha dTT, ECT wnun aPTT He HaasHinaBsaT ropHaTa rpaHHLa Ha
HopMarta (I'TH) cnopen MecTHHTE pedepeHTHH rpaHHLA.

XUPYPru4vHH onepannyd U BHTEPBEHIIMH
IIpy naupenTy, NnpueMaly raburaTpaH eTeKCHIAT, KOWTO ¢a NOAI0KEHH Ha XHPYPrHYHa

MHTECPBECHLMA HIH HHBa3WBHH MPOLCAYPH, CHLIECTBYBA PUCK OT KbpBeHe. [1o Tasu npuunHa
XHPYPrUYHHTE HHTEPBEHLIMH MOTAT 1a HAJIOXKAT BPEMEHHO MPEKpaTABaHe Ha PHEMAHETO Ha
naburaTpaH eTeKCHIArT.

- IlaupeHTHTE MOTAT 3 NPOABJDKAT NPHEMa Ha naﬁnra'rpan €TEKCHIIAT, KOraTo €a NOJJIOKEHH Ha
Kapauosep3uo. He ce Hanara npexscBaHe Ha JIEYEHHETO C ,uaﬁﬂrarpan erekcunar (150 mg

AB2 I'bTH JHEBHO) MMPH MalUMEHTH, NOLTOKEHH Ha KaTEThpHa abnalua Ha nPeJChPIAHO MBIKACHE
(BK. TOUKa 4.2).

Heobxoaumo e nosuileHO BHUMaHKE, KOraTo JIEYEHHETO BPEMEHHO C€ MPEKpaTH Nopaau
WHTECPBEHLIMH U C€ NPETIOpbYBa MOHMTOPDHPaHe Ha aHTukoarynanusTa. Ilpu naupeHTH ¢ 6n6peuna
HEIOCTaTHYHOCT KIHPBHCHT Ha aburaTtpaH MOXe Aa NpOAB/IKH NO-IbIro (Bxk. Touka 5.2). Tosa
TpaOBa Aa ce B3eMe NPEABUA NpellH BcAka Npolenypa. B TakuBa ciryuan KoarylalMoHeH TecT
(BXK. TO4KH 4.4 1 5.1) MOXe J1a TOMOTHE a ce ONpEAETH AaH BCE OLiE HMA HapyllleHHE Ha
XEMOCTa3ara.

Crewnu xupypeuynu onepayuy wiy HeomaoiCHu npoyedypu

[lpuembT Ha naburatpan erexcunar Tpabea na 6bae BpeMEHHO NpekpaTeH. AKO € HeobXoaumo 6Bp30
HEYTPATH3UpaHe HA AaHTHKOATYIAaHTHHA edeKT, MOXe 1a ¢ W3NOoN3Ba CNeUMPHYHOTO
HEYTPANM3HpALo CPeACTBO Ha naburaTrpan (Maapyuusymat) 3a Br3pacTHH nauuenTH. EdukacHocrra
1 De30MacHOCTTa Ha HAApYLM3yMal He ca YCTAHOBEHM NPH NE€IUAaTPHYHU NALMEHTH.

HaburaTpad Moxxe na Ob1e OTCTpaHEH MOCPEACTBOM XEMOAHANH3A.

Ilpn npeycraHoBaBaHe Ha TepanuaTa ¢ JaBHraTpaH NaUMEHTHTE Ca HAIOKEHH HA TPOMOGOTHYEH PHCK,
CBBP3aH ¢ OCHOBHOTO HM 3abonaBaHe. JlewenneTo ¢ gaburaTpaH eTeKCHAAT MOXKe Ja c€ Bh30OHOBH
24 yaca cnea NpUIOKeHHE Ha H,napyunsyuaﬁ aKO MAUHEHTHT € KTHHHYHO CTAaOWNCH M € NIOCTUrHaTa
afieKBaTHA XeMOCTAa3Aa.

Xupypzuunu onepayuw/ unmepeenyuu npu noooCmpy CoCmosHus
[IpuembT Ha naburaTpax erexcwiat TpabBa BpeMeHHO Aa ce npexpatd. [To Bb3MOKHOCT,

XHPYPrH4HaTa OnepaLms/MHTEpBEeHLHA TPAOBA /1a € OTIOXKH A0 H3IMHHABAHETO HA HA-MAaJIKO

12 yaca cnen npuema Ha NnocyieHaTa 103a. AKO XMPYPrudHaTa onepaLys He MOxXe 1a Ce OTIOXKH,
ChIIECTBYBA NMOBHIUCH PHCK OT KbpBEHE. T03M pHUCK TpaOBa fa ce OLICHH CIIPAMO CNEWIHOCTTA Ha
HHTEPBEHLHATA.,

Ilnanoea xupypeuuna onepayus
ITpu BB3MOXKHOCT, NpHEMBT Ha AaGHraTpaH eTeKcuiaT TpaOBa na ce npekpaTH Haii-Manko 24 yaca
NpeAH U3BLPIIBAHETO HA HHBa3MBHA HIIM XHPYpPrH4iHa npouenypa. Ilpekpatasane npyeMa Ha
naburaTtpaH eTekcunar 2-4 HK NpeaH XMpypruyHa onepauns Tpa6ea fa ce MMa NpenBUa

S‘M :

NalMeHTH C NOBUIIEH PUCK OT KbPBEHE MJIH B CITy4aif Ha rojiMa onepauys, NpH KOsITO
HeoOX0aNMa MTBIHA XeMOCTa3a.

N

IR
~ [ JEX" L
Tabaunne 6 o6o61aBa npaBunara 3a npekpaTABaHe HA NpHEMa NpeaH HHBA3UBHH Wil XRQY !

NMpOLEAYPH ITPH Bb3PACTHU NALIUEHTH. % e
, \3
ér
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Tabanna 6: IIpaBAna 3a NpeKpaTABaHE HA NpHEMa NpeJH HHBA3HBHA HAH XHPYPrHYHE
ApOUeAYPH NPH BL3PACTRA NALHEHTH

b1r6peunHa [Tpubnnsurenen | [IpueMsT Ha faburaTpan erekcunar Tpa6Ba aa ce cripe npeau
byHKIHS NOJTY>KMBOT IUIAaHOBA XHPYPrHu4YHa Onepaiina
(CrCL B ml/min) | (4acome) Bucok puck oT kbpBeHe wiH | CTaHIapTeH PHCK

rojisiMa XHpypruita ofiepalus

> 80 ~13 2 IHH NPEBAPHTEIHO 24 yaca NpeIBApHTENRO

2 50-< 80 ~ 15 2-3 IHHY NPEaBAPHTETHO | 1-2 nHH NpeaBapHMTEIHO

> 30-< 30 ~ 18 4 nHK NpeIBapUTETHO 2-3 IHU NpeaBapuUTENHO
(> 48 yaca)

IlpaBrniaTa 3a NpeKpaTABaHe HAa IPHEMa MPeAH HHBA3HBHH WIH XUPYPrH4YHHE TIPOLETYPH NpH
NneANaTPHYHM fallieHTH ca 06001eHH B Tabnnua 7.

Tabaapa 7: IpaBriia 3a npexpaTaBaHe HA IPAeMA NpeH HHBASHBAH H/IH XHPYPIrHYHH
nponeAypH NpH Ne[HATPHYHH NANHEHTH

b1OpeuHa QpyHKIHS Cnupate Ha naburatpaH npeay Iw1aHOBa XHpYpruvHa
(eGFR B ml/min/1,73 m?) ornepaus

> 80 |24 yaca npeaBapUTENIHO

50— 80 2 IHM NPENBAPHTETHO

<50 Te3u nanuerTH He ca MpoyuBaHH (BXK. TOUuKa 4.3).

Cnunaina anecme3us/enudypania anecmesus/ Iymbanna nyHKyus

[Ipouiexypn KaTo CIMHAIHA aHECTE3HA U3KCKBAT MBJIHOLIEHHA X€MOCTATHYHA (BYHKLIUA.

PHCKET OT CIMHAJIEH WM MMMy PaJIeH XEMaTOM MOXe Aa Ce MOBULIH TIPH CIy4aH Ha TPABMATHYHH
WITH MHOTOKPATHH MYHKUMH H NPH NPOAB/DKHTENHA ynioTpe6ba Ha enuaypannu katerpu. Cren
OTCTPaHABAHE Ha KATCTHP TpAOBa Na MHHAT Hali-MaIko 2 Yaca Npean NPHIOKEHHETO Ha ITbpBaTa 4034
AabMraTpaH ereKkcwiaT. Te3H NaLKMeHTH H3KCKBAT YecTo HaloAeHHe 3a HEBPONIOTHYHM NPH3HALIM H
CHMIITOMH Ha CIIHHAJIEH WK ENUIYPAI€H XEMATOM.

Ilocmonepamusna gaza .
Criex HHBa3MBHATA NPOLIEAYPA HWITH XHPYPryuHaTa MHTEPBEHLIMA JISUEHHETO C AaCHraTpaH eTeKCHIAT

TpsOBa Aa ce NOJHOBH/3aN0YHE Bb3MOXKHO HAli-CKOPO, NPH YC/IOBHE Ye KJIMHHYHATA CHTYaLMA
MO3BOJISRA W KMA aJIeKBaTHa XEMOCTa3a.

Heo0XxoaumMo € nosHLIEHO BHUMAHKE NPH NALMEHTH ¢ PUCK OT KbPBEHE MITH TIALIMEHTH C PHUCK OT
CBPBXEKCIIO3HUMSA, 0CODEHO NALMEHTH ¢ HamManeHa 6b6peuHa GyHKums (Bx. Chuo Tabnuia 4)
(BX. Touka 4.4 u 5.1).

[TanyeHTH ¢ BHCOK OnepaTHBEH DHCK OT CMBPTHOCT M ChC ChILECTBEHH PUCKOBY (PAKTOPH 3a
TpoMboeMOoIHYHH CHOUTHE |

ChliecTBYBaT OrpaHH€HH JAHHH 33 ePHKACHOCTTa H 6€30MacHOCTTa Ha JabUraTpaH eTeKCUNaT NpH
T€3M NAlHEHTH H NMOpaaH ToBa Te TpadBa ga 6bAAT JTEKYBaHH C MOBHIIIEHO BHUMAHHE.

HepHoApoOHO yBpeXkaaHe
ITanmeHTH ¢ noBULIeHH YepHOAPOOHH eH3umMH > 2 TTH ca W3KTIOYEHN OT OCHOBHHTE

Hama HaJiHYeH TepaneBTHYEH OIMT 3a Ta3H CyOnonyaums oT NauMeHTH Y. CIeaoBaY
nomynaiMsa ynorpedara Ha qabMraTpaH eTekcunar He ce npenopbusa. [Tpu yepHo?
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WIH YepHOApPOOHO 3abonsBane, 3a KOETO Ce O4AKBa /1a HMa OTPAXKEHHE BEPXY NMpEEK Lt \ S
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BiaumoneicTeue ¢ P-gp HHAYKTOPH

CBIbTCTBAIIOTO NPUIOKEHHE Ha P-gp HHAYKTOPH ce 0YaKBa Ja IOHWKH IUTA3MEHUTE KOHLIEHTPALMH
Ha naburarpan u TpabBa aa ce H30barea (BxK. TOUKH 4.5 1 5.2).

[TanmenTH ¢ anTHdoCcGONHNUNEH CHHAPOM

AWpeKTHO AeicTBaIuM NepopaiHu aHTHKoaryaaHTH (Direct acting Oral Anticoagulants, DOACS),
BKJIIOYHTEAHO JabHUraTpaH eTeKCHAT, HE € NPENOpPBhUBAT NPH MALMEHTH ¢ aHaMHe3a 3a TpoM6o3a,
KOWTO ca AMATHOCTHLMpaHH ¢ aHTHdochoaunuaecH cuuapoM. [lo--cneunanto npy TpoNMHONOIUTHBHU
MaLMeHTH (3a JTyIyCeH aHTHUKOAry/1aHT, AHTUKapAHOMHITMHOBH aHTHTENA H aHTHTENA cpelly Gera-2-
rankonpoTeHH I), nevennero ¢ DOACs Moxe na 6b1e CBBP3aHO C MOBHMILIEHA YE€CTOTA HA MOBTAPALIH
ce TpoMOOTHUHH CHOHTHA B CpaBHEHHE ¢ TEpalMATA C AHTATOHHCT Ha BHTaMMH K.

Hugapkr Ha Mmuokapaa (UM )
B npoyusaHeTto RE-LY ¢az3a III (SPAF, Bx. Touka 5.1) o6uara yecrora va UM e 0,82, 0,81 u

0,64%/ronuHa choTBETHO 3a AabHraTpaH erekcinart 110 mg 1Ba IT5TH AHEBHO, JaOHraTPaH eTEKCWIAT
150 mg npa mbTH AHEBHO U BapQapHH — yBEIHUEHHE B OTHOCHTEHHA PUCK 3a JaburaTpaH ot 29% u
27% B cpaBHeHHe ¢ Baptapun. Hesapucumo ot neveHuero, Hail-BUCOKMAT abcomoTeH puck o UM ce
Habnmonasa B CNEAHATE MOATPYNH, ¢ NOACOEH OTHOCHTENEH PUCK: NAlIHeHTH ¢ npeguiied VM,
MalMeHTH > 65 roauuy ¢ aaber WM KopoHapHa apTepHanHa 6o/ecT, NaUMEeHTH ¢ JEBOKAMEPHA
¢paxuus Ha n3Tnacksase < 40% u nanueHTH ¢ yMepeHa 6u6peuna aucdynkuns. B nonbasenue no-
BHCOK pHck 0T UM ce nabnroaasa npy nauneHTH, npuemainy censTereamo ACK mitoc xironuaorpen
HJTH KJIONHAOTPEST CaMOCTOATENHO.

B TpuTe akTHBHO KOHTpONMpaHH npoyusaHHa dasa Il 3a IBT/BE ce ¢hobinapa no-BMCOKa YecToTa
Ha citydan Ha UM nipH naiumeHTHTe, NnpHeMaiy faduraTpaH eTeKCUIaT, B CPaBHEHME C Te3H,
npuemainu apgapuu: 0,4% crnpamo 0,2% B kpatkocpounure npoyupanus RE-COVER u RE-
COVER 11 u 0,8% cnpamo 0,1% B auarocpounoro usanureake RE-MEDY. Veennuenuero e
CTATHCTHYECKM 3HAYMMO B TOBa npoyuBare (p = 0,022).

B npoyuBaHetro RE-SONATE, koero cpaBHsaBa naburatpaH eTekcunar ¢ ranebo, yectorara Ha UM e
0,1% npH nauneHTHTE, NpHEMamK xaburaTpaH etekcunar, ¥ 0,2% npu nalueHTHTE Ha Waue6o.

[TauneHTH ¢ aKTHBHO OHKoNOrHYHO 3abonseane (JIBT/BE, BTC npy negHaTpH4YHM naLyeHTH)

He ca ycranosenu edrkacHoCTTa H 6€301IaCHOCTTA PH NMALMEHTH, CTPAJALIH OT AKTHBHO
oHkonoru4Ho 3abonasane n [IBT/BE. Uma orpanuuenu aaHnu 3a edukacHocTTa U 6€30MacHOCTTa
APpH NEAHATPHYHH MTALMEHTH C aKTHBHO OHKOJIOTHYHO 3a00/aBaHe.

IleauaTpuyHa ronyauus
[Ipn HAKOH NEAMATPHYHH NALIHEHTH ChC CTPOro cieLMpHIHH 3a60N9BaHHs, HAND. NALMEHTH ¢ GoNecT

Ha TEHKHTE YepBa, NPH KOHTO MOXE /14 € 3acerHara abcopbuuara, TpabBa aa ce o6MuCIH
H3MOA3BAHCTO Ha AHTHKOATYJIAHT, KOMTO Ce NPHiara napeHTepanHo.

4.5 BsaumopaeicTBHE ¢ APYIM JIeKAPCTBEHH NPOAYKTH M ApYrA GopMH Ha B3aHEMoeicTBHE

BiauMonaeicTBHA ¢ TPAHCIIOPTEPH
Jaburatpaun erexcunar e cybcrpar 3a edaykcuus TpaHcnoprep P-gp. ChnbTeTBaIOTO DRIIONes

Ha P-gp nuxuburopu (Bxk. Tabnuua 8) ce ouaxnsa ga AOBeJE OO0 MOBHILIEHH HHBA HA .'/ ALy,
KOHLIEHTpalHa Ha naburarpaH. "
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HHXHOHTOPH. MOke fa ca Heo6XOAMMHM HAMaNABaHKA Ha 103aTa B KOMOHHALMA ¢ HAKOH P-gp
HHXHOUTOpH (Bk. TOUKH 4.2, 4.3, 4.4 1 5.1).

Tabnuma 8: B3ammoaedcTBHYA © TPAHCHOPTEPH

P-gp unxubumopu

Cvnemcmeawyama ynompeba e npomugonoxassa (6xc. mouxa 4.3)

KerokoHazon Kerokonaszon nosuiasa ToTanHUTe AUCq« U Crex CTOMHOCTH Ha AabHraTpan
chOTBEeTHO 2,38 TBTH ¥ 2,35 MHTH Cle/l eMHIYHE nepopaina no3a 400 mg u
CBOTBETHO 2,53 MbTH K 2,49 NbTH CleA MHOTOKPATHO NEPOPAHO NPHIOKEHUE HA
400 mg xeToKOHAa30N BEOHEK AHEBHO.

JpoHeaapon [Ipy eaHOBpeMeHHO MpUIOKEHHE Ha NabHTaTpaH eTeKCHIIAT M APOHEJAPOH
TOTAIHUTE AUC).« U Crax CTORHOCTH Ha naburatpaH ce yBEeIMYaBaT ChOTBETHO
OKOJNIO 2,4 IThTH U 2,3 TBTH cJiefi MHOrOKPaTHO MpuioxeHHe Ha 400 mg
APOHENAPOH /1B ITbTH JHEBHO H CBOTBETHO 0KOJIO 2,1 meTH M 1,9 mbTH cnen
eAnHH4YHa 103a 400 mg.

Hrpaxonazon, B3 0cHOBA Ha pe3ynTaTHTE in vitro MOXe Ja ce O4aKBa MogobeH edexT, KakTo ¢
LIMKJIOCTIOPHH KE€TOKOHA301,

['nexanpesup / | CenbTeTBamara ynotpeba Ha AabMraTpaH eTekcHIaT ¢ KOMOGMHALMATA C
mibpeHTacBup | duxcHpanH nosu Ha P-gp HHXUOHTOpHTE IiieKanpeBup/MHOPEHTACBHD MOKa3Ba
yBEIHYABAHE HA €KCMIO3UUHMATA Ha NabUraTpaH U MOXe Ja NOBHIUH PHCKA OT
KbpPBEHE.

Cvnemcemeawyama ynompeba ne ce npenopvyea

Taxponumyc In vitro e ycTaHOBEHO, Y€ CTETIeHTa Ha HHXUOUTOPHHA ediekT Ha TAKPONHMYC
BEPXY P-gp € mono6bHa Ha Ta3u, HabnionaBaHa IPH HTPAKOHA30/ K LIHKNOCIIOPHH.
ENHOBPEMEHHOTO MPUIIOKEHHE Ha 1abHraTpaH eTeKCHIAT ¢ TAKPOIMMYC He e
MpOY4€HO KIHHHYHO. BLNpekH TOBa, OrpaHHYEHHTE KIMHHYHH JaHHHK OT ApYTH
P-gp cybcTparn (eBeponumyc) npeanonarar no-cnabo wHxubupane na P-gp ot

TAKPOJHMYC, B CPABHCHHE C HAOMONaBAHOTO NIPH CUIIHH P-gp HHXKHOHTODH.

Heobxo0umo e nosuweno sHumManue npy convmemeauia ynompeba (6xc. mouxu 4.2 u 4.4)

Bepanamun Koraro paburarpaH erexcunar (150 mg) ce npunara eqHOBpPEMEHHO ¢ nepopaieH
BepanaMHil, Cnax H AUC Ha 7aburaTpaH ce yBean4aBaT, HO CTeNEeHTa Ha TA3M
MPOMsHA € pa3nuYHa B 3aBHCHMOCT OT BPEMETO Ha NnpHeMaHe M ¢opmata Ha
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BepanaMHul (BxK. TOUKH 4.2 K 4.4).

Hai-rosisiMoTo nopHiliaBaHe Ha €KCNO3HLMATa Ha faburaTpaH ce HabmogaBa npu
ITbPBAaTa 1034 Ha BepanaMun ¢ He3abaBHO OCBOOOKAABAHE, IPHETA €HH Yac
npeau npuema Ha gaburarpad etekcunart (yBenmyaBaHe Ha Cpax 0K0JIO 2,8 TBhTH U
Ha AUC oxono 2,5 nb1i). EdexTsT NnporpecuBHo HaManaBa npy NMPHACKEHHUE HA
¢opmara ¢ yobibkeHo ocBoboxkaaBaHe (yBeaHYaBaHe HA Cmax 0K010 1,9 IBTH M Ha
AUC okono 1,7 mbTH) WK npy NpHIOKEHHE Ha MHOTOKPATHH JO3H BEPANIaMHJT
(yBenMuaBaHe Ha Cpax OKONO 1,6 nbTH B Ha AUC okonol,S meThH).

He ce HabmronaBa 3Ha4YMMoO B3aUMOIeHCTBYE, KOraTO BEpanaMun ¢e IpHEMa

2 yaca cieq naburaTpal erekcunart (yBenH4asaHe Ha Cpax OKOJIO 1,1 IBTH ¥ Ha
AUC okono 1,2 muTH). Tora ce obscHaBa ¢ meiHaTa abcopOumna Ha naburarpan
cjie 2 yaca.

AmMHoaapoH Koraro naburarpas €TeKCHIaT ce npuiara eAHOBPEMEHHO ¢ eAMHUYHA TIepopaHa
no3a 600 mg amHoaapoH, CTENEHTa H CKOPOCTTa Ha abcopOLa HAa aMHOZAPOH H
Ha aKTUBHHA My MeTaboauT DEA no cninecteo se ce npomensT. AUC u Chax Ha
naburarpaH HapacTBaT ChOTBETHO OKo/IO 1,6 mbTu 1 1,5 neTU. [Topanu aearus
[IOJTYKHBOT Ha aMHOJAapOH BBE3MOXKHOCTTA 32 B3aHMOACHCTBHE MOXKe Aa
CBILIECTBYBa CEAMHLIM CICA NPEKPATABAHE HA JIEUCHHETO ¢ AMUOAAPOH

(Bx. TOUKH 4.2 1 4.4).

XUHUIWH XHUHHHH e npuiaral karo nosa ot 200 mg na BcekH 2 vaca 10 o6wa no3a |

000 mg. JTaburaTpaH eTeKCHNAT € NPUNAraH ABa [TbTH AHEBHO B NPOXB/DKEHHE HA
3 NocneoBaTEIHHA OHH, ChC W 6e3 XuHUAMH Ha TpeTHS AeH. AUC, 5o H Crax s HA
naburaTpas ce yBenMuaBart cpeHo CHOTBETHO 1,53 meTH B 1,56 mbTH NpH
CBIIBTCTBALLO NPHIOKECHHE HA XMHIANH (BXK. TOUKH 4.2 U 4.4).

KnapurpomuuH | Korato wiapurpoMuiMiH (500 mg asa mbTH JHEBHO) Ce MpHIara 3aeHo ¢
naburaTpaH eTeKCUNAT NMpH 3ApaBH J00poOBONIH, ce HA0MI01aBa NOBUIIABAHE HA
AUC okousio 1,19 nbTH 1 Ha Cpax 0k0s10 1,15 reTH.

Tukarpenop Korato eaunyyHa 103a or 75 mg naburatpaH eTekCHAT ce IMpMnara
€JIHOBpEMCHHO ¢ HaToBappallla A03a ot 180 mg Tukarpenop, AUC u Chax Ha
naburarpaH Ce MOBMIIABAT CHOTBETHO 1,73 MbTH M 1,95 nvTH. Cnea MHOTrOKpaTHH
J03M Ha THKarpenop 90 mg, aBa M>TH AHEBHO, YBEIIHYABAHETO HA €KCIIO3MIUATA
Ha gaburatpaH € 1,56 meTH ¥ 1,46 TbTH, ¢bOTBETHO 38 Cuax H AUC.

CBnBTCTBALIOTO NPWIOKEHHE HAa HATOBapBailia 103a THKarpenop 180 mg u
naburatpan erexcuiar 110 mg (B craimoHapHo ¢eeTosHHE) nosuiuasa AUC, s 1
Cuaxss Ha JaGHraTpaH choTBeTHO 1,49 muTH B 1,65 MLTH B CpaBHEHME C
naburaTpaH eTekcwiart, npunarad camoctoaTenHo. Koraro Hatopapaaina ao3a ot
180 mg Tukarpenop ce nasa 2 yaca cnej npueM Ha 110 mg naburaTpas erexcunar

(B cTALIHOHAPHO CBCTOsSIHKE), MoBHIaBaHeTO HA AUC ¢ H Crmax Ha Naburarpas
HamallgBa CbOTBETHO A0 1,27 meTH U 1,23 1bTH B cpaBHEHKE ¢ JaburaTpax
€TeKCHIAT, MpHiaraH CaMOCTOATENHO. TaKbB HE3aCTHIBALI CE TIPHEM Ce
npenopbUBa NpH 3aMo4YBaHe Ha THKArpeop ¢ HaTOBAapBalla 103a.

ChnbTCTRALIOTO NpUNoKeHKe Ha 90 mg THKArpeIop ABa MbTH NHOHEF
(noanbpxatia aosa) v 110 mg gaburarpaH eTekcWIaT NOBHILZ /Gl
AUC, ss ¥ Cpaxss Ha naburarpan cxoTBeTHO 1,26 mbTH M 1,29
HabUraTpaH eTeKCUIAT, PHJIAraH CaMOCTOSTEITHO.

LY
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[TocakoHason [TocaxoHazon cbimo HHXHOMPpa B HAKaKBa cTeneH P-gp, HO TOBa HE € MPOYYEHO
KIMHHYHO. EAHOBPEMEHHOTO NpiiokeHHe Ha AaOHUraTpaH eTeKCHIaT ¢
NOCAKOHA30J1 HaNnara BHHMAaTe/HO NpocicAaBaHe.

P-gp unoyxmopu

CeireTeTBaLllaTa YROTPEeOHa TpAOBa Aa ce n3barea.

Hanp. CbNBTCTBAILOTO NPUICKEHHE CE O4AKBa Nla JOBEIE A0 NOHMKABAHE HA
pudaMIMUIKH, KOHLICHTpauuaTa Ha naburarpaH. -
HBIIT KAHTAPHUOH,
(Hypericum IlpeMeankauusTa ¢ H3CACABaHUA HHAYKTOp pudaMnuuMH npu go3a 600 mg
perforatum), BEJHDBK AHEBHO 32 7 JHH NOHWKaBa ob1laTa MMKOBA KOHLIEHTPALHSA Ha
kapbaMazenuH AaburaTtpaH ¥ obLIaTa €KCIIO3HLMA ChC CHOTBETHO 65,5% 1 67%. UuayumpaimmsT
1nu GEHHTOUH e()eKT € NMOHIDKEH, KOETO BOAM JI0 HUBO Ha €KCIIO3KLIMA Ha Jaburarpas, 6:1M3ko A0
pedepeHTHaTa CTOKHOCT 10 AeH 7 cnejl CIIHpaHe Ha IEYEHHETO ¢ pHpPaMIHLHH.
He e HabmoaaBaHo No-HATATHLIHO NOBHLIEHHE Ha GHOHANMYHOCTTA Clle[] Oule
7 AHH.

lIpomeasru unxubumopu, Kamo pumonagup

Convmemeawama ynompeba ne ce npenopvuea

Hanp. puroHasup | Te nosnnasaT P-gp (kakTo karo uHxuGHTOp, Taka U KaTo HHAYKTOp). Te He ca
M KOMOHHauuKuTe | 6HIHM NpoyUuBaHH, MOPAAX KOETO HE Ce MPENnopPbUBAT 38 ChIILTCTBAILO JIEUEHUE C

MY C ApYTH naburaTpaH eTeKCHaT.

NPOTCA3HH

UHXHOHTOPH

P-gp cybecmpam

LHrokcuH B npoyxiBaHe, npoBeaeHO ¢ 24 31paBH JIHLIA, MPH €AHOBPEMEHHOTO NPHIOKEHHE

Ha 1a0MraTpaH eTeKCHIIAT M JMrOKCHH He ca HabMIoNaBaHK NIPOMEHH B
CKCNO3UINATA HA JHFOKCHH M KJIHHHYHO 3HAYMMH NPOMEHH B €KCNO3HLIMATA Ha
naburarpaH.

AHTHKOAIYNAHTH ¥ JIEKAPCTBEHU HPOAYKTH cpeiy TPOMOOLMTHA arperaius
JIurcea Uy ChINECTBYBA CAMO OrPaHHYEH OTHT ChC CIICAHHUTE JIEUSHUS, KOUTO MOTAT 18 MTOBMILIAT

PHCKa OT KbPBEHE, KOTaTo ce NMpuiaraT ChIrbTCTBAILO ¢ Aa0Hrarpan eTeKCHNaT: aHTHKOAIyIaHTH,
kaTto HedpakuHoHupan xenapuH (H®X), Huckomonexynuu xenapunu (HMX) u xenapHHOBH
NPOH3BOAHH ((OHNANAPUHYKC, HE3UPYIHH), TPOMOONUTHYHH JIEKAPCTBEHH NPOLYKTH M aHTArOHHCTH
Ha BHTaMHH K, pHBapokcabaH MiIH NpyrH aHTHKOAryJ1aHTH 3a NIepopaiHO NPHIOKEHHE (B}K

TO4YKa 4.3 ), WIH NeKapCTBEHH MPOXYKTH Cpelry TpoMOOLMTHA arperawus, KaTo GPIIb/II
AHTarOHUCTH, TUKJIOMHAKH, NPacyrpe, THKarpenop, AeKCTpaH U Cya¢HHITHpasoH (B Q?

Ot maHHuTE, CHOpanK no BpeMe Ha (dasa Il npoyusare RE-LY (Bi. Touka 5.1), cef Brskf ,' X
CBITBTCTBALLATA YNTOTpeOa Ha APYIrH NEPOPaNHI WIM NAPEHTEPATHH aHTHKOArye '
4€CTOTaTa Ha rofiiMO KbpBeHe NMPHONU3UTENHO 2,5 NbTH, KAKTO NpH AabHraTpaH ¢
NpH BapdapHH, raBHO B CHTYaUHH, CBbP3aHH C [IPEMHHABAHE OT €MHHUA aHTHKOA
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(Bk. TOuka 4.3). OcBeH TOBa, CEMBTCTRALLATA YTIOTpeba Ha aHTUTPOMOOTHYHH cpeacTBa, ACK win
KIIONMKUAOTPEN MPHOJH3HTENHO YABCABA HECTOTaTa Ha FOJIIMO KbpBeHE, KaKTo NpH aaburatpaH
€TEKCHIAT, TaKa ¥ npH Bapdapun (BX. TouKa 4.4).

H®X moxe aa ce npuiara B 1034, He0OXOAMMH 3a IOJABPXKAHE HA TIPOXOMMOCTTA Ha LIEHTPAJIEH -
BCHO3CH MJIH apTepHANEH KATEThP WIH M0 BpEME Ha KareTbpHAa abnauus npH nNpeachpaHo MbKIACHE

(BXx. Touka 4.3).

Tabnnoa 9: BaaEMoAelcTBAA ¢ ANTHKOATY/IAHTH H JIEKAPCTBEHR NPOAYKTH Cpemy
TPOMOOUHTHA aArperanus

HCIIBC

[Ipunarauure 3a kpatkocpouHa asnanre3ust HCTIBC He ce cpBp3BaT ¢ NOBHIIEH
PHCK OT KbPBEHE, KOraTO Ce npuiiaraT ChIbTCTBALIO ¢ Aa0HUraTpaH eTeKCHAT.
Ilpu npoawmxuTenHa ynorpeba B npoyusanero RE-LY HCIIBC yeenuuasar
PHCKa OT KbpBeHe ¢ 0KoNo 50% xakTo nmpH AabMraTpaH €TeKCHNAT, TaKa ¥ Mpu

BapthapHH.

Knonuaorpen

[Ipy Mnaay 3npaBu 10OPOBOIILM OT MBAKKH NOJ CHITBTCTBALLOTO MPHIOKEHHE Ha
naburaTpas €TeKCHIAT H KIONMKAOTPEN He € AOBENO A0 AOITBTHUTETHO
YABDKABAHE HA BPEMETO Ha KaNWISPHO KbPBEHE B CPABHEHHE C MOHOTEPAIIHA C
knonuaorpen. OcseH ToBa AUC, s M Crax ss, 1 H3MEPHTENHUTE HA KOAT'YJIaliMATA 34
edexTa Ha naburaTpaH, WnH HHXUOMpaHeTO Ha TPOMOOLIMTHATA arperalus KaTo
M3MEpHTEN Ha edeKTa Ha KIONHAOTpel, 110 CHIECTBO OCTABAT HETIPOMEHEHH NpH
CpaBHABaHE HA KOMOHHHPAHOTO JICUCHHE H CHOTBETHHTE MOHOTEpANHH. T1pH
HaToBapaaina ao3a 300 mg unu 600 mg xnomuaorpen, AUC i H Cmaxes Ha
paburarpaH ce nosuwasar ¢ 0kojo 30-40% (Bk. Touka 4.4).

ACK

EnnoepemMenHoTo npunoxenue Ha ACK n 150 mg naburarpan erekcunar
ABa MBTH JHCBHO MOXXE 13 NMOBHIIIH PHUCKA OT BCAKAKBO KbpBeHe oT 12% 10 18% u
24% cwvorBeTHO nipH No3H 81 mg u 325 mg ACK (Bx. Touka 4.4).

HuckoMoOneKyIHH
XenapuHH
(HMX)

CenereTBaLlaTa ynorpeba Ha HUICKOMONEKYIHH xXenapuuu (HMX), kato
eHOKcanapMH y naburaTpaH €TeKCWIaT, He € CreHanHo npoyysaHa. Cnen
NpEMUHaBaHe OT 3-HEBHO JieYeHHe ¢ eHOKCanapHH 40 mg s.c. BEAHBX QHEBHO,
24 vaca cnen nocneaHaTa 03a eHOKCanapuH, eKCIIO3HUHATA Ha AaburaTpaH e
Oxna Manko Mo—HHUCKa, OTKOJIKOTO Ta3H, HEMOCPEACTBEHO Cic NPHUIOKEHHETO
caMo Ha JabHuratpaH eTekcunar (eguHH4Ha ao3a 220 mg). Habmoznagana e no-
BHcOKka aHTH-F Xa/Flla akrueHoCT ciies npuioxeHue Ha RabHraTpaH eTeKCHIAaT ¢
NpeABaAPHUTEITHO JIEYEHUE C EHOKCANapUH B CPAaBHEHME C JICYEHHETO CaMO C
naburartpaH etexcwiar. CumTa ce, 4e TOBA Ce IbJDKH Ha MPOTBDKHUTEIIHOCTTA Ha
edeKkTa Ha CHOKCanapHH CAeA JIEYCHHETO {carry-over epeKT) H CNea0BaTeIHO He €
KITHHHYHO 3HayuMO. OCTaHaAJIHTe pe3y/ITaTH OT AHTHKOAryJIaLMOHHHU
W3CJIe/IBaHHA, CBBP3aHH ¢ Ja0HraTpaH, He ca MPOMEHEHH 3HAYMMO OT AEYEHHETO ¢
CHOKCANapHH.

Jpyru B3auMoaeicTBHS

Tabauna 10: Apyra s3apmogercTBn

Cenexmugrnu unxubumopu na obpamuomo 3axeawane na cepomonunda (SSRIs) wiu cenexmue

SSRIs, SNRIs | SSRIs u SNRIs noBmuagar pucka ot KbpBeHE BbB BCHYKH IPYIIH/
npoyusaHero RE-LY,
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Bewecmea, xoumo nogauneam cmomaunomo pH

IlanTonpason | I[IpH exHOBpPeMEHHO NPHIOKEHHUE HA NaOUTATPAH €TEKCUNAT H ITAHTOMNPA30J Ce
Habmoznasa npuGansurenno 30% namanenue Ha AUC nHa naburartpas. [laHTonpazon
W ApYrH HHXUOMTOpH Ha nporoHHaTa nomna (MIHT) ca npunaranu eaHoBpeMeHHO ¢
AabHraTpaH eTeKcunar B KIIMHHHYHK MPOYYBAHHA M CHITBTCTBALIOTO Jieuenre ¢ UTII
He H3rieXk/1a 1a HaMaJIBa eHKACHOCTTA Ha JaOHraTpaH eTeKCHJIAT.

Panurunus [IpHnoxeHHeTo Ha paHUTHAMH 3a€HO ¢ 1a0HTraTpaH eTEKCHIIAT HE OKA3Ba
KIHHHYHO 3HAYHM e(eKT BrpXy cTeneHTa Ha abcopOumg Ha qabvrarpas.

BiaumopneiicTis. cBbp3aHu ¢ MeTabonnTHIA npodun Ha naburarpan eTexkcunar ¥ naburarpan

HaburatpaH erekcunar 4 aaburatpaH He ce MeTabONU3UPAT OT CHCTEMATA Ha LIMTOXpoM P450 u
HAMAT in Vitro €peKTH BBPXY YOBELIKHTE UMTOXpoM P450 ensumu. Cnieoatenito, ¢ abHraTpaH He
C€ OYAaKBAT CBLP3aHM JIEKAPCTBEHH B3aHMOIeHCTBHA.

[leauaTpHyHa DOMyNaLMs
[IpoyuBanusTa 33 B3aMMOJEHCTBHS Ca MPOBEXKAAHH CaAMO TIPH BB3PACTHH.

4.6 @epTHIAHTET, GpeMEHHOCT B KhpMeHe

JXKeHH ¢ AeTeposieH NOTEHLIMAN
JKeHH ¢ nereponeH noTeHUMan Tpabea aa U3tAreaT GPEMEHHOCT NO BpPEME HA JICYEHHE C [naguyc.

bpemeHHoOCT
Hma orpanuieHd naHHK oT ynotpebara Ha fabHraTpaH €TEKCHIAT NPK GpeMEHHM JKeHH.

[IpoyuBaHHATa NPH )KHBOTHH OKA3BAT PENPOLYKTUBHA TOKCHYHOCT (BX. Touka 5.3). [ToTeHUManHBsT
PHCK NpU XOpa He € H3BECTEH. |

I'nanuycHe TpaOBa na ce npuiara no BpeMe Ha GPEMEHHOCT, OCBEH B ClTy4aii Ha KaTeropHuHa
HEOOXOAMMOCT.

KbpMeHe
Hama xnnHK4HY naHHM 33 edekTa Ha nabHraTpaH BEPXY KbPMAUYETATA TIO BPEME Ha KbpPMEHE.

KbspMeHeTo TpabBa na ce npeycTaHOBM N0 BpeMe HA neyeHHe ¢ Inaguyc.

Oeprunurer
Hsma nanHg npu xopa.

[1pn npoyuBanna BbpXy >KHBOTHHM ¢ HaOmonaBaH ebekT BbPXY GEePTHIHTETA NIPH KEHCKHTE NOL
dbopmara Ha HamansBaHe Ha 6pos Ha MMIIAHTALMUTE U IOBKLIABAHE HA NPEAHMILIAHTALMOHHHTE
3ary0u npu no3a 70 mg/kg (5-KpaTHOTO HHBO Ha Njla3MeHa eKCo3uuMA npy nauuenTtH). He ca
HaOMoAaBaHK APYTH eheKTH BLpXy depTHINTETA NPH KKeHCKUTe. HaMa BaMsHUe PbPXY depTunuTteTa
MpU MbkkuTe. [IpH 1034, KOUTO Ca TOKCHYHH 32 MajikuTe (5- 10 10-KpaTHOTO HHBO Ha IUIa3MeHa
CKCNO3ULINA NPH NAUMEHTH), IPH IUTLXO0BE H 3aifliK ce HabnioaaBa HaMansaBaHe Ha TEAECHOTO Terio H
eMOpHo¢eTanHara >KM3HECIOCOGHOCT, 3aeIHO ¢ NOBHIIABaHe Ha (ETATHHTE BapHalluM. B
NPEHATAJTHOTO W NOCTHATATHOTO NpPOYyUBaHe € Ha0/MIOAaBaHO NTOBHINABAHE Ha (heTaNnHaTa CMbPTHOCT
NPH 1034, KONTO Ca TOKCHYHH 38 MalkuTe (1033, ChOTBETCTRAILA Ha 4 ITETH NO-BHCOKO HHBO
U1a3sMEeHa €KCIO3HLHA OT HabmIoAaBaHOTO TIPH NALMEHTH ).

4.7 EdexTn pBpXY cioco6HOCTTA 32 Iodupane B pabora ¢ MAMBHRA

I nanuycHe nosnHaBa 1M NOBAMABA NPEHEOPEKUMO CIIOCOBHOCTTA 3a OdHpaHe
MAUIMHM.

1 a Lk, !




4.8 HexeNaHH JeKapCTBeHH peaKnun

O6obu1enne Ha npoduna Ha 6e3onacHOCT

HaburatpaH eTekcWiaT € OLCHEH B KTHHUYHUA M3IMTBaHUA npy 0010 npubnusurento 64 600
NALHEHTH, OT KOHTO npubnausurenno 35 000 nauueHTH ca IeKyBaHH ¢ JabUraTpan eTeKCHIAT.

O0wo 22% OT nauHeHTHUTE ¢ NPEICHPAHO MBbKACHE, IEKYBaHH 32 NPEBCHIIMA Ha HHCYJIT H CHCTEMEH
eMOONMU3BEM (ABArOCPOYHO JieyeHHe A0 3 roaunn), 14% ot nauuenTure, sexyearu 3a JIBT/BE, u 15%
OT NAUMEHTHTE, NEKYBaHH 3a npeseHUMA Ha JIBT/BE, ca nonyuynns HexxenaHu peakumy.

Ha#i-uecTo choOLIaBaHHTE CEOMTHA ca CiTydad Ha KbPBEHE, Bb3HHKBALLH NpH npubnusurenyo 16,6%
OT NMAUMEHTHUTE ¢ NPEACHPAHO MBAKACHE, NEKYBAHHN TBJIMOCPOYHO 34 MPEeBEHLIMA HA HHCYJIT U
CHCTEeMEH eMOONH3LM, B NpH 14,4% oT Bb3pacTHHTE nauueHTH, NeKyBaHH 3a JIBT/BE. OcseH ToBa
MMa ClTyyau Ha KbpBeHe IpH 19,4% ot naumeHTHTE B M3NATBaHETO 34 npeBeHuna Ha JIBT/BE,

REMEDY (Bv3pacTHn nauueHTH), 1 npH 10,5% oT naumeHTHTE B U3NMUTBAHETO 3a NPEBCHLMUA Ha
JIBT/BE, RE-SONATE (Bb3pacTHH nanumeHTH),

Toi#t kaTO NonynalMKUTE OT NALIMEHTH, JIEKYBaHH 3a TPHTE NIOKAa3aHHA, He Ca CPaBHUMH H CEOHTHATA Ha
KbpBEHE 00XBaLLAT HAKONKO cucTemo-opraHHM Kiaca (COK), B 06061meHo onvcaxue ¢crOUTHATS Ha
roNsMO U Ha BCAKAKBO KbPBEHE ca pasnpeacieHd cnopes Noka3laHKeTo M ¢a Noco4YeHH B Tabnuim 12-
15 no-pony.

B’bl’lpCKH Yye € C HUCKA 4YeCToTa INPpH KNIHHHYHHTEC H3NHTBAHHA, MOXKC 1A HACTDBIIH I'OJIAMO HIIH TEXKO
KbpPBCHE, KOCTO HE3ABHCHMO OT MACTOTO Ha BBh3HHKBAHC MOXKC Ra JOBECAEC N0 HHBATUAHINPAHC,
ZAKHUBOTO3aCTpalllaBallo CbCTOAHUC WIH JOPH JICTAJICH H3XO0.

CIUCEK HA HEXEIAHUTE DEAKLIMH B TabniueH BU)L

B Tabauua 11 ca noka3zaHH HeXENIAHUTE pPeakilHK, YCTAHOBEHHW B NPOYYBAHNUA W NOCTMaPpKETHHTOBH
JAaHHH NPH NTOKA3AHUATA NIPEBEHIHA Ha TpoMO0eMOONMYEH HHCYJIT U CHCTEMEH eMOOMH3BM NpH
MaLIHEHTH C NMPEACHPAHO MbXKeHe, neueHre Ha [IBT/BE v npesenums na JIBT/BE. Te ca rpynmupatu
no cucremo-opradet xnac (SOC) u no vectora ¢ U3NOA3BAHE HA CJICIHATA KOHBEHLHA: MHOT'O Y€CTH
(> 1/10), yvectu (= 1/100 go < 1/10), veuectn (= 1/1000 go < 1/100), peaxu (= 1/10 000 no < 1/1000),
MHoro peaky (< 1/10 000); ¢ HeusBecTHa decToTa (OT HANWYHUTE JaHHH He MOXKe 1a ObJie HanpaseHa
OLICHKA). | |

Tabauna 11: Hexenann peakunn

YecToTa
COK / IIpeanounran TepMuUH [IpeBeHIMA HA HHCYNT H Jleuenue Ha HBT/bE u npesenums
CHCTEMEH eMOOTHIBM Ha IBT/BE
NPH NALKECHTH ¢
NPeACHPAHO MBXICHS
Hapymenna B2 KpbBTa H JEAMPHATA CHCTEMA
AHeMus YectH Heuectn
[TonmxeH xemornobuu Heuectu C Hen3BecTHa 4eCTOoTa
TpomboumTonenus Heuectn Penxn
TToHMKEH XeMaTOKPHT Penxu C HeM3BeCTH ,m
HeyTtponenus C Hen3BecTHa 4ecToTa #a Wt I \
ArpaHynouuTo3a C HeM3BeCTHA YECTOTA e

Hapymenns HA HMYHHATA CHCTEMA
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JlekapcTBeBa HeuecTH Heuectn
CBPBXYYBCTBHTE/THOCT

O6pusB HeuectH - Heuectu
Ilpypuryc Heuectn Heuectn
AHa(HIaKTHYHA peaKUHs Penxu Penkn
AHruoenem Penxu Penku
YpTHKapHs Penxu Penkxu
bporxocnasem C HeM3BECTHA YeCTOTa C HEeHU3BECTHA YECTOTA

Hapymenns Ba Hepnﬂa'ra cCHCTEMA

BrTpeuepenHa xeMoparis HeuectH Penku
CbHbAOBH RApYIIC¢HASN |
XeMaToM Heuyectn _ HeyectH
XeMoparus Heuectn: Heuectn
PecurpaTopsn, rpbAHEE B MEABACTHHAJINA HADYMeHRs |
Enucrakcuc YectH Yectu
XemodTH3a Heuectu Heuecrn
CroMamuo-upeBHA HAPYIIeHAS
CTOMaIHO-YPEBHA XCMOPArHs Yectn Hectn
A6aomHHanHa 6onka Yectn Heuectn
Huapus Yectn Hevectn
Jucnencus Yectu Yectu
["agene _ YectH Hevectn
PexTanHa xemoparus HeuectH Yectu
XeMOpOHARaIHA XeMOparus Heuvectn _ Heuectn
CromalHo-4peBHa 13Ba, Heuectn Heuectn

BKUTIOUHTENHO e30dareaiHa 13ea

['acTpoesodarur HeuecTu Heuyectu
["acTpoesodareanHa pepaykcHa Heuectu Heuectu
bonecr

TloBpsoiilaHe HeuectH HeuectH
Hucharus HeuectH Penku

XenaToOHIHAPHA HADYIICHAS

Hapyuiena uepHoapobHa Heuectn | Heuectn
$yHKUMA/OTKIOHEHHS BbB

$yHKUHOHANHHTE YEPHOAPOOHH

NOKAa3aTeNlH

[ToBuiieHHe Ha anaHHH HeuecTu HeuecTn
aMHHOTpaHc(epasaTa

[loBumenue Ha acniaprar Heuectu

aMUHOTpaHc(epasaTa

[Topuieny yepHoaApoOHH Penku

€H3UMHU

Xunepounnupybrunemua Peaxu
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HapymeHns Ha KOXKATA B NOAKOKHATR ThKAH

KoxxHu KpbBOH3/IHBH YecTH YecTh

r

Anoneums C HeH3BecTHAa YecToTa C HeH3BeCTHA 4€CTOTA

HapymeHas Ha MYCKYJIHO-CKE/IETHATA CACTEMA H CheIHHHTEAATA ThHKaH

Xemamoaa Penxku HeuectH

Hapymenns Ha 010penHTe H NHKOTHHTE HbTHIA

YpOoreHuTajiHa XeMOparns, Hectn Yectr
BKJIIOYHTEIHO X€MAaTypHs |

O6mu Hapywenns u epexTn HA MACTOTO HA NPHICKERHE

XeMoparus Ha MACTOTO Ha Penku - Penkwu
HHXXEKTHpaHe

XeMoparusa Ha MACTOTO Ha Peaxn Penknu
NOCTaBAHE Ha KaTeThpa

Hapaﬂnmnnn, OTPaBﬂHHﬂ H YCI0KHCHHN, BHh3IHHKHAJIH B !Ie3yJITﬂT HA IIHTE!}BGIHIIIII

Tpaama'mqﬂa XeMOparHs . Penku HeuyecTn
XeMoparus Ha MACTOTO Ha Penxn Peaku
HHLIM3HUA

OnucaHue Ha H30paHH HEXETaHU PeaKlH

Peaxyuu na xvpeene

Ilopanu apmakonornudus MEXaHU3BM Ha AeficTBHe ynoTpebaTa Ha AaburarpaH eTeKcHIaT MOJXKE Aa
ObAe CBBp3aHa C TIOBUNIEH PHCK OT OKYJITHO MIIM BUANMO KbPBEHE OT KOATO M 1 € ThKAH HJIM OpraH.
[Ipu3HauMTe, CHMIITOMHTE M TEXECTTa (BIJIIOUHTENTHO H JIETANICH M3X0J1) BAPUPAT CrIope] MACTOTO M
CTeneHTa Wnx 06XBaTa Ha KbPBEHETO H/WIH aHEMHATA. B KIMHHUHHTE NMPoyYBaHHA MYKO3HOTO
KbpBEHE (Hamnp. CTOMAIIHO-YPEBHO, TEHHTOYPHHAPHO) € HABMOAABAHO NO-YECTO NPH ABITOCPOUHO
JeYeHHe ¢ nabHraTpaH eTekCcwiar, B cpaBHeHHe ¢ JeuyeHne ¢ ABK. Taka, B nombiHeHHe KbM
NOAXOAALIO KIHMHHYHO HabmoaeHue, 1abopaTOPHOTO H3CNEABAHE HA XEMOTIOOHH/XEMaTOKPHT €
LIEHHO 38 OTKPHBaHE HAa OKYJNITHO KbpBeHe. PHCKBLT OT KbpBEHE MOKE [a Ce NMOBHILIK NP ONPEACICHH
rpyNM NaLMEeHTH, HAMp. TE3H, KOMTO HMAT yMepeHo Ob0peuHo yBpexxaaHe H/HIH ca Ha CHITbTCTBALLO
JIEYEHHUE, 3acCATall0 XEMOCTA3aTa, WIH CWIHH P-gp HHXHOHUTOPH (B, TOYKa 4.4 XeMOparnyeH pHuck).
XeMOparHyHHTe yCI0KHEeHHS MOXKe Ja ¢€ NPOABAT KaTo cnabocT, 6eJHOCT, 3aMasHOCT, [NIaBOBOTHE
Wi HEOOACHUMO NOAYBaHE, HCITHES H HEOOACHHM LUOK.

CroO11aBa ce 3a NO3HATH YCIOXKHEHHA C KbPBEHE, KATO CHHAPOM Ha NPHTHCKaHe H ocTpa 6u6pe4Ha
HEAOCTATEYHOCT NOPaaH Xunonepgy3us BhLB Bpb3Ka ¢ Jaburatpau erexcunar. CiegosatenHo, Tpabpa
fla C¢ OTYMTa BEPOATHOCTTA 3a XEMOparus MpH OLIEHKaTa Ha ChCTOSHUETO HAa BCEKH aHTHKOATYJIHPaH
NMauMeHT. 3a BB3PACTHH NalMeHTH MMa HATMYHO CneLMGHYHO HEYTPATM3UPALIO CPECTBO 3a
naburaTpaH, Haapyuu3yMab, B cilydaii Ha HEKOHTPOIHPYEMO KbpBeRe (BxK. Touka 4.9).

Ipegenyus na uncyam u cucmemen emO60aUIBM NPYU 8L3PACMHYU RAYUEHMY C REKAANRO HPEOCHPOHO
MuHCOeHe ¢ eQun unu nogeve puckoeu paxmopu (SPAF)

Tabnuua 12 nokassa cHOHTHATA Ha KLPBEHE, pasnpeefeHH KaTo CHOHTHS HA TONAMO U Ha BCAKAKBO
KbpPBEHE B OCHOBHOTO MPOYYBaHE, H3C/IEABAILO NMpeBeHIHATa Ha TpoMOoeMOoNHYeH HHC ~
CHCTEMEH eMOOIHIBLM MPH NALMEHTH C NPEACHPAHO MbXK/EHE.

Ta6nnoa 12: Cu0HTHS HA KbpBEeHe B NpOoYIBaHe, H3CAEBATO NPEBCHIHATA
TpomMOboeMO0IHYYeH HHCYJIT B CHCTEMeH eMOOIH3BLM NpR nanpen
MbaKAeHe
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HaburaTtpaH erekcunar
110 mg aBa mbTH

JlaburaTpas etexcwiat
150 mg nBa mbTH

Bapdapus

IHEBHO ITHEBHO

PaHpomMM3KpaHy NALMEHTH 6 015 6 076 6022
l'onaMo KbpBeHe 347 (2,92%) 409 (3,40%) 426 (3,61%)
BrTpeuepento KbpBeHe 27 (0,23%) 39 (0,32%) 91 (0,77%)
CY x»paene 134 (1,13%) 192 (1,60%) 128 (1,09%)
KbpBeHe ¢ neTaleH u3xoa 26 (0,22%) 30 (0,25%) 42 (0,36%)

Manko KbpBeHe

1 566 (13,16%)

1 787 (14,85%)

1931 (16,37%)

Bcsakakso KbpBeHe

1 759 (14,78%)

1 997 (16,60%)

2 169 (18,39%)

B paHaoMHM3HpaHO NpoyuBaHe, Npy NauUeHTHTe, npuemMany Aaburarpan etekcunar 110 mg apa meTH
aHeBHO Wim 150 mg ABa MbTH JHEBHO € YCTAHOBEH 3HAYMTEIIHO NO-HHCHK PUCK OT
)KMBOTO3aCTpalliaBalllo KbPBEHE H BLTPEUCPEITHO KbPBEHE B CPABHCHHE ¢ TE3H, TIpHeMany BapdapHH
[p <0,05]. ¥ npu aBeTe KOHUEHTPALMH HA 4a0MraTpaH €TeKCWIAT € KMAJIO H CTATHCTHYECKH 3HAYHMO
no-Hucka obia yecToTa Ha kbpBeHe. [Ipu naupieHTHTe, paHIOMH3Hpanu Aa npreMat 110 mg
AabHraTpaH eTeKCWIaT 1Ba NbTH AHEBHO ce HA0/I04aBa 3HAYMTEITHO NMO-HUCHK PUCK OT rOJIAMO
KbPBEHE B CpaBHEHHE ¢ BapdapuH (koeduutmenT Ha pucka 0,81 [p=0,0027]). ITpu naumeHTHTE,
paHazoMu3upaHu Aa npueMar 150 mg naburarpaH erekcunar Asa IrbTH JHEBHO ce HabmonaBa
3HAYUTETHO NO-rONAM PUCK OT CTOMALIIHO-YPEBHO KbPBEHE B CpaBHEHHE ¢ BapdhapHH (medmunem Ha
pucka 1,48 [p=0,0005]). To3u eext ¢ HabmonasaH rnaBHO NPH NALMEHTH > 75 roAuHY.

KnuHnyHaTa nonsa ot AaduraTpaH no oTHOLIEHHE Ha NPEBECHLIUATA HA MHCYIIT H CHCTEMEH
eMOONMU3BLM H NMOHIDKEHUAT PHCK OT HHTpaxkpaHHaiHa xeMoparus (MKX) B cpasrenne ¢ Bapdhapu ce
3ana3Bart [pH OTAETHHTE NOATPYIH, Hanp. ObOpeuHo yBpexkaane, Bb3pacT, ChITBTCTBALIA YNOTpeba Ha
JIEKapCTBEHH NMPOAYKTH KATO Halp. aHTUTpoMOoTHLM Min P-gp uHxuburopu. Jlokaro HAKOH
NOArpyNH MALMEHTH Ca C MOBHILIEH PHCK OT rOJIAMO KbPBEHE, KOTATO ¢a JIEKYBAaHH C aHTUKOATYJIAHT,
MOBHLICHHAT PHCK OT KLPBEHE NPH AaburarpaH €TeKCHIAT € CBbP3aH ChC CTOMAIIHO YPEBHO KbPBEHE,
o0HKHOBEHO HabMoOAaBaHO Npe3 mepBUTE 3-6 Mecena ciie/l 3anouBaHe Ha ieYeHUETo ¢ JaburaTpaH

CTCKCHANAT.

Jleuenue na ovaboxa eenosna mpombosa (IBT) u benodpoben emboruzwvm (BE), xaxmo u npeeenyus
na peyuousu na [IBT u BE npu ev3pacmnu nayuenmu (IBT/BE) neuenue
B Tabauua 13 ca nocoueHH cbOMTHA Ha KbpBeEHe OT 00061eHUTE OcHOBHM npoyusanugs RE-COVER u
RE-COVER 11, 8 kouTo ce nsnursa aeuenuero Ha [IBT u BE. B c6opHuTe npoyusanus, cx6uTHaTa
Ha NbPBHYHHTE KPaHHHU TOYKH 3a 6€30NacHOCT ,,roNAMO KbpBEHE, ro/IAMO WIH KIHHHYHO 3HAYHMO
KbPBEHE H BCAKAKBO KbPBEHE™ Ca 3HAUHTEJHO 110-MalIKO B CpaBHEHHE C BapgapyH Npy HOMHHAJTHO

anda HuBo ot 5%.

Tabaana 13: Cr6uTHE Ha kLpBene B npoyusanaaTa RE-COVER u RE-COVER 11, B xonTO Cce
H3INATBA Jedennero Ha JABT n BE

Haburarpan erexcunar Bapdapuu KoedurueHT Ha
150 mg apa muTH PHCKa CIIpAMO
NHEBHO
[TaleHTH, BKIIIOYEHH B 2 456 2 462
aHanu3a Ha 6e30nacHOCTTa
CrOUTHA HA roigMO KbpBEHE 24 (1,0%) 40 (1,6%)
BbTpeyepento KbpBeHe 2 (0,1%) 4 (0,2%)
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["'0nAMO CTOMAIIHO-YPEBHO 10 (0,4%) 12 (0,5%) 0,83 (0,36; 1,93)

KbpPBEHE
JXupoTo3acTpalagaino 4 (0,2%) 6 (0,2%) 0,66 (0,19; 2,36)
KbpPBEHE _

CuOuTHA Ha roaMO KbpBeHe/ 109 (4,4%) 189 (7,7%) 0,56 (0,45; 0,71)

KITHHHYHO 3HAYMMO KbPBEHE |

BcakakBo kbpBeHe _ 354 (14,4%) 503 (20,4%) 0,67 (0,59; 0,77)
BcskakBo cToMalIHoO- 70 (2,9%) 55 (2,_2%) 1,27 (0,90; 1,82)

YPEBHO KbPBEHE

C1LOMTHATA Ha KBPBEHE TIPH JBETE IEUeHHs Ca OTYHTaHH OT IILPBUA NpUeM Ha AaGHraTpaH eTekCHIaT
W4 BapdapHH cliell peKpaTABaAHE Ha NapeHTepalHaTa TepanHs (MePHoR caMo Ha NepPopaiHo
nedyeHHe). Tosa BKAIOYBA BCHUKHM CHOMTHA Ha KbpBeHE, Bb3HUKHAJM 10 BpeMe Ha TepamnuiTa ¢
paburarpan eTekcHiar. BioyeHs ca BCHUKM CHOMTHA Ha KbpBEHE, BB3HHKHAIM 110 BPEMe Ha
TepanusaTa ¢ BapgapuH, OCBEH OHE3H, KOUTO ¢a PE3HHKHAIIH MO BpeMe Ha NepHoa, B KOUTO ce
3aCTHIBAT JICUCHHETO C BapapHH ¥ NapeHTEpalHaTa TEpanus.

B tabsmua 14 ca nocoyeHH NaHHH 3a CHOMTHA Ha KbPBEHE B OCHOBHOTO npoyusaHe RE-MEDY, s
KOETO C€ U3NHTBA NPEBEHLUMATA HA ABJI0OKAa BeHO3Ha TpoMbo3a (JIBT) u 6enonpoben eMOonn3em
(BE). Haxon cu6uTHA Ha kbpBeHe (chOHTHA Ha ronamo kbpBeHe (CIK)/KIHHHYHO 3HAYHMO KbpBERE
(CK3K); BcakakBo KEpBEHE) Ca 3HAUHTENHO MO-MAaJIKO MPH HOMBHATHO ana HHBO oT 5% npH
MalMEeHTH, IpUEMaiH 1abHraTpaH eTeKCUIAT, B CPAaBHEHHE C TE3M, MpUeManH BapdapHH.

Tabanna 14: Cr6uTHA Ha KbpBeHe B npoyusane RE-MEDY, B koeTo ce n3nuTBa NpeBeHNHATA
HA AbJ0oka BeHo3Ha TpoMbo3za (IABT) u 6esionpoben embonninm (BE)

HaburarpaH erekcunar Bapdapun KoeduieHT Ha
150 mg apa meTH pHUCKa CIIpAMO
JHEBHO Bap¢apuH
(95% CI)
JleKyBaHH NalMeHTH 1430 1426
CbOHTHA HA ro/IIMO KBPBEHE 13 (0,9%) 25 (1,8%) 0,54 (0,25; 1,16)
BrnTpeuepenHo KbpBeHe 2 (0,1%) 4 (0,3%) He moxke na 6nae
] _ n3udcneH*
['onamo CY kepBene 4 (0,3%) 8 (0,5%) He moxe na 6npe
| H34YHUCIIeH™
JXuBoTO3acTpaliasano 1(0,1%) 3 (0,2%) He Moxe na 0bae
KbpBeHe H3YHCNeH*
C16MTHS Ha ronsaMo 80 (5,6%) 145 (10,2%) 0,55 (0,41, 0,72)
KbPBEHE/KITHHHYHO 3HAYHMO
_ KbpBEHE
BeskakBo KbpBeHe 278 (19,4%) 373 (26,2%) 0,71 (0,61,.0,8
BeakakBo CU xbpbene 45 (3,1%) 32 (2,2%)
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BCAKAKBO KbPBEHE € 3HAUMTEIHO TTO-MaJlKa [IpU HOMHHAIHO anda HHBO oT 5% NpH MalHeRTH,
npyeMaiH nmnaiedo, B CpaBHEHHE C TE3H, NpHEMaAJIH JabHUraTpaH eTeKCHNar.

Tabnnna 15: CnOnTHA Ha xbLpBene B npoyuBane RE-SONATE, B xoeto ce H3nATBA
npeBeHNAATA HA 1h200ka BeHOo3AA TpomOo3a (IBT) » Gesroapoben emGonn3bm

(BE) .
HaburatpaH erekcunar [Inane6o KoeduumeHT Ha
150 mg apa reTH PHUCKa CIPAMO
ITHEBHO ruiauebo
(95% CI)
JlexyBaHH NamMeHTH 684 6359
Cr0HTHA Ba rONIMO KbpBeHe 2 (0,3%) 0 He moxke na
Obae H3unucaeH *
BrTpeuepenHo KbpBeHe 0 0 He Moxe na
Obae uszuncnen *
I'onamo CY kbpBeHe 2 (0,3%) 0 He Mmoxe na
Onae u3uncnen *
JuBoTo3zacTpailabalio 0 0  He Moxe aa
KbPBEHE Obne H3uKucneH *
Cr»buTHA Ha ronaMo KbpBeHe/ 36 (5,3%) 13 (2,0%) 2,69 (1,43; 5,07)
KJIWHHYHO 3HAYUMO KBpPBEHE
BcskakBo kbpBeHe | 72 (10,5%) 40 (6,1%) 1,77 (1,20; 2,61)
Beakakso CU kbpeere | 5 (0,7%) 2 (0,3%) 2,38 (0,46; 12,27)

*KP ne moxe na 6bae n3uncneH nopaasM JIMNcaTa Ha CbOUTHE NPH KOETO W J1a € OT JIEYEHHUSTA

Azpanyaoyumoza ¥ neymponenus |

ArpaHynoLHTO3a H HEYTPOTICHHA ca chO6ILaBaHH MHOTO PAAKO Cliell paspeluaBane 3a ynotpeba Ha
naburatpaH erekcunat. Toil kKaTO HexKeNAHWTE peakiy ca ChOOHIABAHM NPH NOCTMAPKETHHIOBOTO
HaOmoaeHye oT NoMmyJalus ¢ HEYCTAHOBEH pa3Mep, YeCTOTaTa UM He MOXe Jia Ob/1e I0CTOBEPHO
onpeaenena. Yecrorata Ha cpobiaBaHe € M3UHCACHA Ha 7 ¢chOMTHA Ha | MWIKOH NALUMEHTO-TOAMHH
33 arpaHyJoLMTO3a H 5 CBOUTHA Ha | MIWIHOH NalMEeHTO-rOAMKRHU 3a HEYTPOINEHMUS.

IleanaTpyuHa nonyjauus
besonacHocTTa Ha naburarTpad eTekcunat npu aedeHnero Ha BTC 1 npepeHuMs Ha peLiHAMBHPAILH

BTC npu nequaTpHuHH NaLMEHTH € MpoyucHa B Ase u3nuTBaHua ¢asa II1 (DIVERSITY u 1 160.108).
0610 328 neauaTpiyvnHM NMalMeHTH ca NeKyBaHH ¢ Aaburarpan erexcwiar. [lanueHTHTE Ca
NoTy4YaBajid alanTHPaHH CIIOpe], Bb3pacTTa d TENEeCHOTO TErno J03u OT chobpaseHa ¢ Br3pacTTa
nexkapcTBeHa ¢opMa Ha IabMraTpaH €TeKCWIaT. |

Karo uano ce ouaxea npo¢wisT Ha 6e30NacHOCT IPH JI€La 1 € CHILHAT KaTo [pH Bb3PACTHH,

O6uo 26% ot nenuaTpHYHHTE NMAUMEHTH, JIEKYBaHH ¢ aaburaTpax erekcunat 3a BTC u 3a npeseHuHs
Ha peuuauBHpaid BTC, ca nonyynwnn HexxenaHu peaki{du.

Cnucvk na Hexcearanume peaKyuu 6 mabauien euo
B tabnuua 16 ca nokasaHH HeXeJaHHTe peakliMi, YCTRHOBEHH B NPOYYBaHHSTA MNP
H npeBeHuMA Ha peurausHpaitiy BTC npu neanatpuyunn nanenTu. Te ca rpynup
opraneH kiaac (COK) 1 no yecToTa ¢ H3non3epaHe Ha CNeQHATA KOHBEHLHA: MHOTO
yecTH (= 1/100 no < 1/10), Hewectu (= 1/1 000 no < 1/100), penxu (> 1/10 000 no

24



penkH (< 1/10 000), ¢ Heu3BecTHA YecTOTa (OT HAUIHYHHATE JAHHH HE MOXE Na ObAEe HAaNpaBeHa

OLICHKA).

Tabanna 16: Hexenans peakuun

YecToTa

COK / Ilpeanounrad TepMHH

neueHue Ha BTC u npeBeHuMs Ha peupausupaind BTC
NpH NeJHATPHYHH MALHEHTH

Hapymenns Ha KPLBTA H JHMPHATA CHCTEMA

AHeMHA Yecths
IMonmwxeH xemornobux HevecTH
Tpombonuronens YecTn
IToHMXEH XeMaTOKPHT Heuectn
HeyTponeHus HeuecTn
ArpaHyJIoLHTO34 C HeusBecTHa 4e€CTOTa
Hapymenns HA HMYHHATA CHCTEMA

JlexapcTBeHa CBPbXYYBCTBHTETHOCT ' Heuectn
Obpus Yectn
[Ipypuryc Heuectn
AHa(HnaKTHYHA peaKLHs C HeH3BECTHA 4ECTOTa
AHTHOCREM C HeH3BECTHA 4eCTOTa
YpTuKkapus Yectu
bporxocnazem C Heu3BecTHa YecToTa

Hapymenns. Bg HEPBHATA CHCTEMA

BrTpeuepenHa xeMoparus Hedectn
Coba0BH HapyMICHHS

XeMaToM Yectu

XeMoparus C HeH3BeCTHa 4eCToTa
PecnBpRTOpRH, IPLARE B MEARACTHHAJIHA HApYIHeHAY

Envcrakcuc Hectu

XeMo¢TH3a Heuecru
Cromanso-upesHA HApYIIEeHRS

CroMalHo-4peBHa XeMoparus Heuectn

AOpomuHaNHa 6onka Heuectn

Anapus YectH

Itucnencus YectH

["'aneHe Yectn

PekranHa xemoparus Heuectnn

XeMOpOHAaIHa XeMoparus

C Heu3BeCTHA 4ECTOTa

CTOMAaLIHO-YpEBHA A3B4A, BKIIIOYMTEITHO C HEeH3BECTHA YECTOTA
e3odareanHa A3Ba

["'acTpoesodarut | Heuectn
["acrpoesodarcanta pedykcHa bonecr YectH
[IospbLuane YecrH
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Jiucoarns Heuectn

XenaToGHIHAPEH HAPYIICHHSA

Hapyiena yepuoapobHa C HEeH3BECTHA 4ECTOTA
$GyHKUMA/OTKNOHEHHA BB
(YHKLUMOHAIIHUTE YepHOAPOOHH
NOKA3ATENH
TToBuilleHHEe Ha ANAHKH Heuectn
AMMHOTpaHCGepasara
[ToBuinenue Ha acnaprar Heuectnt
aMMHOTpaHc(epasaTa
| IToBHlIEHH YepHOAPOOHH EH3UMHK Yectn
XunepbuwpyOHHeMH | Heuectn
| HapynieHHs Ha KOXKATA H NOAKOKHATA ThKAH

KOXHH KpBBOH3IHBH Heuectu
Anoneuus YectH

HapymieHns Ha MYCKYJIHO-CKeIETHATA CHCTEMA H CheAHHHTE/IHATA ThKAH
Xemap1posa | C HeM3BECTHA 4ECTOTA

Hapymenns a2 6:6pennaTe 4 IEKOYHHTE NLTAMA
YporeHuTanHa xemoparus, Heuectn
BKJIKOYHTETHO XeMaTypHs

O6mn sapymenns # ¢peKTH HA MACTOTO HA DPRIOKEHHE
XeMoparus Ha MACTOTO Ha HHXKEKTHpaHe C HeH3BeCcTHa 4ecToTa
XeMoparus Ha MACTOTO Ha NOCTaBAHE Ha C HeM3BECTHA YECTOTA
KaTeTbpa

HapansBpanus, OTPABSHAS H YCJI0KHCHAN, BL3HRKHAJIH B Pe3Y/ITAT HA HET¢PBEHIHH
TpaBmaTH1Ha XeMOparus Heuectn
XeMoparus Ha MACTOTO HA HHLIH3HA C HeuM3BECTHA YECTOoTa

Peaxyuu na xvpeene

B nee uanurranua dasa Il npu noxazanuero nevenune Ha BTC u npesenuus Ha peumausupauig BTC
NpH NeJUATPRYKRK NalyeHTH o0wo 7 nauueHTH (2,1%) ca nManu cebHTHE Ha rONIIMO KBPBEHE,

5 naunentH (1,5%) ca HMaaH CbONTHE H& KTHHHYHO 3HAYHMO HErONSMO KbPBEHE, a /5 NMALUUEHTH
(22,9%) ca uManu crOUTHE Ha HE3HAYHUTEHO KbpBeHe. KaTo Lo yecToTara Ha CHhOMTHATA HA
KbpREHE € MO-BHCOKA MpH Nno-pb3pactHata rpyna (12 no < 18 ropunu: 28,6%), OTKONKOTO B rpynHTe
¢ Ho-MaJika BB3DacT (0T pakaaHeTo o < 2 roguuH: 23,3%; 2 ao < 12 rogunn: 16,2%). IN'osamo unu
TEXKO KbPBEHE, HE3aBHCUMO OT MACTOTO Ha BL3HMKBaHe, MOXKe [1a JOBeJie 10 HHBATHAH3HPAHE,
’KHBOTO3aCTpalllaBalle ChCTOSHHE WM JOPH JIETANeH H3XO0A.

Cpo01iaBaHe Ha MOJO3UPAHM HEXKETAHN PEaKLIHH
CrobuiaBaHeTo Ha NOJO3NPAHH HEXENaHH peaKLMH Cliel paspeliaBane 3a ynorpeba Ha IeKapCTBECHUA

MNPOJAYKT € BAaXKHO. Topa no3Bonsea Aa [MIpoaAb/DKH H&ﬁﬂl{)ﬂeﬂﬂm Hd CBOTHOULICHHETO HQJIE!ﬂ/pHCK 34
— -

NoJAO3HpaHa HEXeEJlaHa peakina Ha:
H3nbRAdTEeIHA AreHN A IO JIEKAPCTBATA
yi. ,,JamsaH I'pyeB* Ne §

1303 Codns

Ten.: +359 2 8903417
yebcaiT: www.bda.bg
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4.9 Ilpenozmpane

Jlo3H naburaTpaH eTeKCHIIAT, HAABKILABAILLH NPEMOPbYMTENHHTE 034, HITAraT NalUEeHTa Ha
NOBHINEH PUCK OT KbPBEHE.

[Tpu cbMHEHHE 32 IPEAO3HPaHE MPOBEXKAAHETO Ha KOArYJIaLIMOHEH TECT MOXKE @ TTIOMOTHE 32
onpeie/isiHe Ha pUCKa OT KbpBeHe (BXK. Touka 4.4 u 5.1). Kanubpupan xonuuectseH dTT tect unu
mMHorokpaTHi dTT u3mepBaHus MO3BONABAT NPEABIKIAHE Ha BPEMETO, KOraTo wie 6baaT AOCTHIHATH
onpeaeneHH HUBa Ha aaburarpaH (Bk. TOUKA 5.1), CBIIO B CiIy4ail ue ca NpeAnpPHETH AOITbIHHTEIHU
MEPKH — Hanp. A4ann3a.

[IpekoMepHaTa aHTHKOATYJIALIMA MOXeE J1a H3MCKBA [PEYCTAHOBABAHE HA JIeYeHHETO ¢ faburaTpaH
etekcuiaT. Tpif kKaTo naburaTpaH ce ekCkperupa npeaMMHo ypes 60pbpeuure, TpsOBa na ce noaabpKa
AOCTATHhYHA AMYpe3a. Thi KaTO CBLP3BAHETO ¢ NMPOTCHHHU € B HUCKA CTeNeH, AaduraTpaH Moxe Aa
Obae AHATTH3HPaH; UMAa OrpaHHYEH KIMHHYEH OIHT, AEMOHCTPHpALL TI0J13aTa OT TO3H NOAXO B
KIIHHHYHH Npoy4BaHuA (BXK. TO4YKa 5.2).

OplafaBaHe Ha YCIOXKHEHHA C KbpBEHE
B cnyuait Ha xeMOparu4H¥ yCJIOKHEHHS JIEYCHHETO ¢ AaduraTpaH eTeKCHaT Tpsadsa ga onae

peyCTaHOBEHO, a4 NPUUYKMHATA 34 KbPBEHETO — U3cneaBaHa. [1o npeueHka Ha JIeKyBallus JieKap 4 B
3aBUCHMOCT OT KJIMHHYHATA CHTyauus TpaOBa f1a ce NpealpHeMe MOAXOMMLI0 MOANBPIKALLO JICUCHHE,
KaTO XMpYypru4Ha XeMOCTa3a HIH 3aMECTBaHe Ha KpbBEH obeMm.

ITpu BB3pacTHH MALMEHTH B CIIy4YaH, KOTaTo € HeoOX0auMO 6bP30 HEYTPATH3UPAHE Ha
aHTHKOAryJIaHTHHUs e(eKkT Ha qaburarpaH, MoXke a ce U3MO03Ba CrielH(PHUYHOTO HEYTPAJIH3HPAILO
cpeacTBo (Haapyuu3yMa0b), koero aHTaroHM3Hpa gapMakoAHHAMHYHHA ¢(eKT Ha JaburaTpaH.
EdukacrocTTa M 6€301acHOCTTa Ha HAapyLH3yMad He ca YCTAHOBEHH NPH NEAHATPHYHH NALHEHTH
(BXK. TOuKa 4.4).

Moxe na ce UMa MpeABUA NPUIAraHe Ha KOHLIEHTPaTH Ha KOarynauMoHHH (akTopu (aKTHBUPAHH WIH
HEaKTUBHUpaAHH) WM peKoMOHRaHTeH akTop VIla. iMa HAKOH €KCIEpHMEHTATHH AOKa3aTe/ICTBa B
MOAKpeENa Ha pOJIATa Ha Te3H JIEKAPCTBEHH NPOAYKTH B 0OpbILIaHE Ha aHTUKOAryJaHTHHS e(exT Ha
naburatpaH, HO JaHHWTE 33 NOJ3aTa KM B KIIMHHYHH YCJIOBHYSA, KAKTO H 38 BB3MOXHMA PHCK OT
pudayHa TpomO0eMOOIH3IEM, Ca MHOTO OrpaHH4eHH. KoaryallMOHHHUTE TECTOBE MOFaT 4 CTAHAT
HEHAAEXKIHH CJIe[ NPHWIOKEeHUE Ha NpenopbuUTE/IHUTE KOHUEHTPAaTH Ha KOarynauiuoOHHH GaKTOpH.
Tpabpa na ce BHMMaBa NpPH THIKYBAHETO HA Te3H TecToBe. TpabBa fa ce 0OMHCIH NpHITOKEHHUE Ha
TpoMOOLIMTHA Maca B CJTy4YaHTe, KOraTo HMa TpOMOOLIMTONEHHA Wi ca GHIM M3NOI3BaHH
TBAroAeACTBAIM AHTUTPOMOOTUUYHM NeKapCTBEHH NpoAyKTH. LIA10TO CHMIITOMATHYHO JieueHHe
TpAdBa Aa ce npunara no npeLeHKa Ha Jekaps.

B 3aBHCHMOCT OT MECTHHTE BL3MOXKHOCTH, TPA06Ba 1a ce OOMMCIIH KOHCYATALMA CBC CNIELIMANTHCT B
CAyYaH Ha rojiiMo KbpBEHe.

5. GOAPMAKOJOINYHM CBOHUCTBA

5.1 <dapmaxkoIHHAMHTHH cBoMCTBa

DdaplakoTepaneBTUUHA IPyNa: aHTHTPOMOOTHYHH CpeJICTBA, AUPEKTHH TPOMOUHOBH H
ATC koa: BO1AEQ7

MexaHuu3bpM Ha ACHCTBHE hg -,;;, '-
e F %
JlaburaTpaH €TEKCHIAT € MaJIKa MOJIEKYJIa MPEAJIEKAPCTBO, KOETO HE noKas3ea dap aﬁ) 1 ﬁ& W-'; 3R
aKTHBHOCT. CrieZl nepopaiHo NIpUIOKEHHe Aaburarpan eTekecunar ce aGecopGupa 6 gl -’f".,l.;;f 2 - I
npesproliia B gjabMraTpaH ype3 KaTanM3MpaHa OT ecTepasa XHAPOaH3a B IUIa3MaTa H l:ép ‘ﬁbﬁ #i"”
RN
w
*p f:_f;’/
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Jaburatpasx e MOLLEH, KOHKYPEHTEH, 00paTHM, AMpeKTeH TPOMOUHOB HHXHOHTOP K € OCHOBHOTO
BELIECTBO ¢ AKTUBHO JEHCTBHE B IUTA3MATA.

Twit kaTo TPOMOHHBT (CEpHHOBa NpOTEa3a) NO3BONNBA NPEBPBIIAHETO Ha PpuOpHHOreHa BbB GuOpKH
B XO/a Ha KoaryiaLMOHHATa KacKkaja, HHXHOHpaHeTo My NpeAoTBpaTaBa oOpa3syBaHETO Ha ChCHPEK.
HNaburarpan yHxHOHpa cBoboaHNs TPOMOUH, GPUOpHUH-CBBP3aHMg TPOMOMH N TPOMOHH-HHAYLIMpaHaTa
TpOoMOOLIMTHA arperaums.

bapmakoauHAMHYHK eDEKTH

In vivo ¥ ex vivo Npoy4BaHHs NMPH )KHBOTHH AEMOHCTPHPAT aHTUTPOMOO3HA e(PHKACHOCT H
AHTHKOAIYJIJAHTHA AKTHBHOCT Ha Aaburarpal cJieA HHTPaBeHO3HO NPHIIOKEHHE M Ha faburaTpaH
€TEKCHNAT Cle/l NepOpaHO NPWIOKEHHE MPH PaIMMHH )KUBOTHHCKH €KCIIEPUMEHTANHH MOJIENH Ha
TpoMOO03a.

C'BHLECTB}’B& OTUCT/IHBA KOpEialua MEOXKOY IU1adMeHaTa KOHLICHTpAllua Ha naﬁumrpaﬁ H CTCIICHTa Ha

aHTHKOArynaHTHHA edexr, 6azupano Ha ¢a3za Il npoyusanns. [aburarpan yawpkasa TpombHHOBOTO
speme ( Thrombin Time, TT), ECT, xakro u aPTT.

KanunGpupanuar konuuecteeH TecT Ha TT upe3 paspexgade (dTT) nasa olieHka 3a ruta3smMeHaTa
KOHLEHTpALsA Ha naburarpaH, KosTo Moxe Aa Obae CpaBHEHA C OYAKBAHUTE TUIA3MCHH
KOHLIEHTPALMH Ha naburatpas. B ciyqait ye kanubpupanuar dTT Tect nmokaxe pe3ysirar 3a
nna3sMeHaTa KOHUeHTpaLuKa Ha naburarpaH, KoHTO € Ha WIH O] rPaHXLATa Ha KOJIMYECTBEHOTO
onpeaensye, cneasa Aa ce oOMHUCIHN NPOBEXIAHE HA AOMBIHUTENHO H3CAEABAHE Ha marynaunﬂ’ra

Hanipumep TT, ECT unu aPTT.
ECT Moxe na ocHrypH JUPEKTHA OlleHKA Ha AKTHBHOCTTAa HA AUPEKTHHTE TPOMOUHOBH UHXUOUTODH.

TectsT aPTT e mMPOKO AOCTBIEH H MOKa3Ba MPHOIH3UTEINHO aHTHKOArYJIAHTHATA HHTEH3UBHOCT,
nocTHrHata ¢ aadurarpand. Obaue, aPTT TecTsT HMa orpaHHYEHa YyBCTBUTENHOCT H HE € NOAXOASIII
332 TOYHO KOJIHYECTBEHO ONpeAe/IfHe HA AHTHKOAryJIaHTHHA €(eKT, 0c00eHO NPH BUCORU IIA3MEHH
KOHLIEHTpalKMH Ha gaburarpad. Bunpeku ue Bucoku croiHOCTH Ha aPTT Tpabpa na ce Twikysar ¢
MOBMILEHO BHUMAaHHE, T€ [IOKA3BAT, Y€ MALHEHTET € AaHTHKOATyIHpaH. |

Kato uan0, MOXE J1a ce IpHeMe, ue Te3H NMoKa3aTeNN 38 aHTHKOAryJIAHTHA aKTHBHOCT MOTaT a -
OTPa3AT HYBaTa Ha RabMraTpaH, KakTo ¥ Aa NPeAOCTAaBAT HACOKH 33 OLICHKaTa Ha PHCKA OT KbPBEHE,
T.€. HaA 90" nepceHTUN HAa Hali-HHCKMTE HHBA Ha abMraTpaH WIH KOAryJalMOHEH TECT, KATO Hai-
HHCKH H3MepeHH cTofinocTH Ha aPTT (3a mparosere Ha aPTT Bx. Touxa 4.4, Tabmua 5), MOXe aa ce

acollipa € NOBHIIIEH PHCK OT KbpPBCHE.

IIpesenyus Ha MO3bYER UHCYAM U cucmemMeH emboauzvM npu ev3pacmuu nayuenmu ¢ HKIIM ¢ edun
wnu nogeye puckosu paxmopu (SPAF)

CraumoHapHaTa cpe/iHa N'eOMeTPH4Ha NHKOBA TUIa3MEHA KOHIEHTpALMA Ha AaburarpaH, U3MepeHa
okono 2 yaca cnen npunarade Ha 150 mg paburaTpan erexkcwnar, e 175 ng/ml, ¢ rpanuny 117-

275 ng/ml (B uaTepBana 25-tu-75-t1 nepcentrn). CpegHaTa reOMCTPHYHA HAM-HUCKA
KOHLIEKTpailug Ha naburatpaH, U3MepeHa CyTPUH B Kpas Ha ZO30BHA HHTepBal (T.e. 12 yaca cnen
BeuepHara no3a aaburarpas 150 mg), e cpeano okono 91,0 ng/ml, c rpannum 61,0-143 ng/ml (8
HHTEpBania 25-TH-75-TH NepCeHTH).

[Tpu naunenTr ¢ HKIIM, nexypaHM 3a NpeBEHLIMSA HAa HHCYAT H CUCTEMEH eMO0IM3bM cbe 150 mg.
naburarpan €TEKCHIAT [ABa MbTH AHEBHO, | —

. Q0-HAT NEPCEHTHIT HA H3IMEPEHUTE HAH-HHUCKU MIa3MEHU KOHUCHTpaUuyH Ha 1ab
(10-16 uaca cnen npuemMa Ha npeaMuIHaTa A03a) € okono 200 ng/ml,

. Hal-HUCKuTe cTonuocThTe HA ECT (10-16 4aca cnepn npuema Ha npeauulHa
NpHONU3KTENHO 3 NBTH HAJ ropHaTa rpaHMlIa HA HOpMAaTAa, Ce OTHACAT A0 Ha
nepceHTHUN Ha yabkaeaHe Ha ECT ot 103 cexyHau,
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. Hal-H1CKH cTOMHOCTH Ha aPTT, noeeue oT 2 nbTW Haa ropHarta rpaHHLa Ha HOpMaTa

(yasakasane Ha aPTT ¢ okono 80 ceKkyHau), (10-16 yaca cnea nprema Ha npeavLIHaTa 103a)
ca orpa3eHy Ha 90-ua nepceHTHN OT HabAKOAECHUETO.

Jlevenue wa JIBT u BE, xakmo u npesenyur na peyuoueu nwa [{BT u bE npu ev3pacmuu nayuenmu
([IBT/EE)

[1pu naumentH, nekyaum 3a JIBT u BE cbc 150 mg gaburatpan erexcunar asa mbTH AHEBHO,
CpeAHaTa reoMeTp1MYHa Hali-HHCKa KOHLICHTpaLMs Ha naburaTpaH, usMepeHa 10-16 gaca cien npuem
Ha 71034, B Kpas Ha Jo30BHs UHTepBan (T.e. 12 yaca cnen BeyepHaTa 1033 AaOMraTpaH eTeKCHIaT

150 mg), e 59,7 ng/ml, ¢ rpasmuy 38,6-94,5 ng/ml (B uHTEpBaNa OT 25-TH A0 75-TH nepceHTHN).
[1pu neuyennero Ha JIBT u BE ¢ naburatpan erexcuiar 150 mg nBa mbTH AHEBHO

. 00-HAT NEPCEHTHUN HA H3MEPEHHTE HaH-HHCKH JUIAa3MEHU KOHLIEHTpalMH Ha faburaTpaH
(10-16 yaca cnea npuema Ha npeAMIIHATa 403a) € 0KOI0 146 ng/ml,
. Hai-HHckuTe cToiHocTUTe HA ECT (10-16 yaca cnea npuema Ha NpeaMIIHATA J03a), MOBHILIEHH

nNpHGAH3NTENHO 2,3 TETH CIPAMO HAYaJTHUTE CTOMHOCTH, Ce OTHACAT J0 Habmoznasanus 90-tu

nepceHTHI Ha yawpkaeaHe Ha ECT or 74 cexynaum
. O0-uaT nepceHTHN Ha Hali-HUCKH cToMHOCTH Ha aPTT (10-16 yaca cnen npuema Ha

npeaMilHAaTa A03a) € 62 cekyHau, koeto e 1,8 nbTH CTOHHOCTTa HAa H3XOAHO HHBO.

Hsama nannu 3a papMakOKHHETHKATA NPH NMALMEeHTH, ICKYBaHH 3a IPeBeHLMs Ha peudansupama BT
H BE cbe 150 mg gaburaTpan erekcunar ABa NbTH JHEBHO.

KnnHuuHa edukacHoCT U 6e30nacHoCT

Emnuvecku npousxoo
He ce HabmonasaT KIHHHYHO 3HAYHMH €THUHECKH Pa3THKH MEXTY NMallMEHTUTE OT €BPOIIEHAHATA
paca, ¢ appo-aMEPHKAHCKH, TATHHO-2AMEPHKAHCKH, ATTIOHCKM WIH KHTaHCKUA NPOH3XOR.

IIpesenyun na Mo3byeH unCyIm u cucmemen emboauzvm npu ev3pacmuu nayuenmu ¢ HKIIM ¢ edun
Wil nogeve PUCKosU paxmopu

KauHuyHATEe JaHHK 33 €(QUKACHOCTTA Ha JabMraTpaH eTeKCHIAT ¢a pe3yaTart oT npoyusaHeTo RE-LY
(Randomised Evaluation of Long-term anticoagulant therapy) — MyJITHLEHTPORO, MYJTTHHALIHOHAJIHO,
paHAOMH3HUPAHO NapajiefIHO CNANO M3MHTBaHe C /e 1034 aaduraTpaH erekcwiaT (110 mg n 150 mg
ABa ITBTH JJHEBHO) B CPABHEHHUE C OTKPHT NpUeM Ha BapgapHH IIPH MALHEHTH C NPESCHPAHO MBXKIEHE
C YMEPEH A0 BHCOK PHCK OT HHCYJIT H CUCTEMEH eMOomi3sMm. IIbpBHUHaTa 1ien Ha IPOYYBAHETO € Aa
onpeneni AaH RaOUraTpaH eTeKCHIIAT € NOHE TONKOBA €(PEKTHBEH, KOJIKOTO Bap(apHH Mo
OTHOLLICHHE HA HaMalaBaHe Ha CHOMTUATA HA ChCTAaBHATA KpalHa TOYKA ,,HHCYJIT M CHCTEMEH
eMOonu3sM®. ChLIO TaKa € aHANH3UPAHO H CTATHCTHYECKOTO NPEBL3X0OACTBO.

B npoyuBanero RE-L.Y ca pannomuszupanu obino 18 113 mauueHTy Ha cpeaHa Be3pacTt 71,5 roqusu u
cpeneH CHADS: ckop 2,1. Ilonmynanusara or nauueHTH € 64% ot MBxkku non, 70% ot esponenzex
npousxoa u 16% or azuarcku npousxoza. Ilpu nanuweHTUTe, pAHIOMHUIUPAHH Aa MOITYy4YaBaT BapdapHH,
CPEAHMAT NPOLIEHT Ha BpeMeTo B TepanesTHdeH oOxBat (Time in Therapeutic Range, TTR) (INR 2-3)
¢ 64,4% (menuana Ha TTR 67%).

[Mpoyuranero RE-LY mnokasea, ue naburarpaH erexcunart npu ac3a 110 mg asa ImbTH ZHEBHO HE
OTCTBIIBA Ha epEKTa Ha BapdapHH MpH NMpeBeHLIMsA Ha HHCYAT U CHCTEMEH eMOOJIM3EM MPH NAUMEHTH
C MPEACHPOHO MBXACHE, ¢ MOHIKEH pUck oT KX, obio xepBene H ronaMo kepeeHe. Jlo3ata

n03a e cpaBHUMa ¢ BapdapHH. YecroTara Ha MHOKapaeH HHQAPKT € JIEKO NOBKHILICH
erexcunar 110 mg asa nbuTH fHeBHO K 150 mg ABa NMBTH AHEBHO B CPaBHEHHE C Ba
(xoedbnuuenT Ha pucka 1,29; p = 0,0929 u xoeduumeHT Ha pucka 1,27; p = 0,1240,
nopgoOpaBaHe Ha npocneasBaHeTo Ha INR, nabnonasanure non3m or gaburarpas
cpaBHeHue ¢ BapdapHH oTCiabBar.
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Tabnuum 17-19 nokassat noapobHO KNOUOBUTE Pe3yJITATH B LAJIATA NOMyNauu:

Tabauna 17: Asanni Ha NBPBOTO CHLOATHE - HHCYJT HJIR CHCTeMeH eMboan3ILM (ILPBHYHA
Kpaiina TOMKA) 00 BpeMe Ha nepHoAa Ha npoyuBane Ha RE-LY.

Haburarpan erekcunar | JlaburaTpaH erekcunar Bapdapun
| 110 mg apa meTH AeBHO | 150 mg aBa MLTH AHEBHO
PaHxoMU3UpaHH 6 015 6076 6022
NalMeHTH
HucynT w/unn
CHCTEMER eMOOIU3BEM
Yecrora (%) 183 (1,54) 135 (1,12) 203 (1,72)
KoeduumeHT Ha 0,89 (0,73; 1,09) 0,65 (0,52; 0,81)
pHCKa CIIPAMO '
BapdapHH
(95% CI)
IIpeBB3X0nCTBO p=0,2721 p=0,0001
P-CTOMHOCT

% ce oTHacH 40 roapiiHaTa 4€CToTa Ha ChOMTHATA

Tabauna 18: Asajn3 HA NLPBOTO CHLOATHE HA HCXEMHEYEH HIIH XEMOPATEYEH HHCYJIT N0 BpeMe

HA nepHOAA Ha npoyuBane Ha RE-LY

JaburarpaH erekcunar IaburaTpas erekcunar Bapdapun
110 mg nsa mbTH AHeBHO | 150 mg ABa MbTH AHEBHO
PangomMu3upadu 6 015 6 076 6 022
NaLNCHTH
Hucynr
Yecrora (%) 171 (1,44) 123 (1,02) 187 (1,59)
KoedunueHT Ha pUcKa 0,91 (0,74; 1,12) 0,64 (0,51; 0,81)
cnpaMo BapdapuH
(95% CI)
P-CTONHOCT 0,3553 0,0001
Cucremen eM60nU3BM
Yectora (%) 15(0,13) 13(0,11) 21 (0,18)
KoeduuueHT Ha pHCKa 0,71 (0,37; 1,38) 0,61 (0,30; 1,21)
CIIpAMO BapgapHH
(95% CI)
P-CTOHHOCT 0,3099 0,1582
T
HUcxeMHueH MHCYIIT
Yecrora (%) - 152 (1,28) 104 (0,86)
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KoeduuueHT Ha pHCKa

CripAMo BapdapHH
(95% CI)

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

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

P-CTOHHOCT 0,3138 0,0351
XeMoparnyeH HHCYT
|
YecToTa (%) 14 (0,12) 12 (0,10) 45 (0,38)

KoedpuuueHT Ha pucka
crpaMo BapdapHH
(95% CI)

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

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

p-CTOHHOCT

0,0001

< 0,0001

%% ce OTHAacd 0O roaulilHaTa YecToTa Ha CLOUTHATA

Tabauna 19: Asajn3 Ha CMBPTHOCTTA 10 BCAKAKBA NIPAYHHA H HA CHPAEYHOCHAOBATA
CMBPTHOCT N0 BpeMe Ha nepuoaa Ha npoyiusane Ha RE-LY.

Haburarpan eTexcunar HaburatpaH eTekcniar Bapdapun
110 mg npa nmbTH AHeBHO | 150 mg ABa TBTH JHEBHO
PaHaoOMH3KpaHH 6 015 6 076 6 022
NaLMEHTH
CMBPTHOCT MO BCAKAKBA
 IpHYHHA .
YecroTa (%) 446 (3,75) 438 (3,64) 487 (4,13)
KoeduuHeHT Ha 0,91 (0,80; 1,03) 0,88 (0,77; 1,00)
pHMCKA CNPSMO
BaphapuH
(95% CI)
P-CTOHHOCT 0,1308 0,0517
CbaoBa CMBPTHOCT
YecroTa (%) 289 (2,43) 274 (2,28) 317 (2,69)

KoeduuyeHr Ha
PUCKa CIpsAMO

BapdapHH
(95% CI)

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

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

P-CTOHHOCT

0,2081

0,0430

% ce OTHACA 1O roJMIIIHATA MecTOoTa Ha ChOUTHATA

Tabauum 20-21 moxa3saT pe3yaTaTHTE OT MbPBHUYHATA KpaiiHa TOYKa 3a e(pMKAacHOCT M GE30MacHOCT B
CHOTBETHHTE CyOnoImynaLuH; '

3a mppBHYHATA KpaHHA TOYKA ,,MHCYJIT ¥ CUCTEMEH eMOONMH3IbM™ He Ca HAEHTU(PHLH
(T.e. BB3pacT, Terno, noi, osbpeyna QyHKLMA, ETHHYECKA MPHHALIEIKHOCT H AP.) C |

KOePULIMEHT Ha PUCKA B CpaBHEHHE C BapdapHH.
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Kpaiina Touka | JlaburaTpan erexcunar HaburarpaH eTekcunat
| 110 mg n1Ba NbTH AHEBHO 150 mg npa IMbTH AHEBHO
CripsMO BapgapHH cripamo sapdapuH
Bb3pact (roquHK)
<65 1,10 (0,64; 1,87) 0,51 (0,26; 0,98)
65< u <75 0,86 (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{(m)/min)
30<u <50 0,89 (0,61; 1,31) 0,48 (0,31; 0,76)
50< 4 <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 mbpBUYHATA KpaifHa TOYKa ,,FONSMO KbPBEHE" UMa B3aUMOIEHCTBUE HA epeKTa OT JICHEHHETO U
Bb3pacTTa. OTHOCHTEJHHAT PHCK OT KbpPBEHE ¢ JabHrarpaH B CpaBHECHHE ¢ BapdapHH Ce YBEIHYABA C
pb3pactTa. OTHOCUTEIIHHAT PUCK € HAM-BUCOK NMPH NalMEHTH > 75 ronudy. CeirbTCTBAINATA YioTpeba
Ha aHTUTpOMOOTHYHH cpeacTBa, ACK vwnm knonuaorpen npuOan3uTeHo yasossa yecrorara Ha CT'K,
KaKTO Npu gaburartpaH eTekcuiar, Taka ¥ npu Bapdapus. Hama sHauuMo B3auMoneicTeie Ha
TepaneBTHYHHTE edekTH npH noarpynute no 6u6peuna pynkuua u CHADS; pesynrar.

Tabaana 21: Koednnrent na packa 1 95% C1 3a ¢cL0HTHA HA rO1sM0 KbpBeHe NO NOANPYNH

KpaiiHa To4ka HaburartpaH eTekcunar HabuvraTtpaH eTeKcHiIar
110 mg nBa MbTH JHEBHO 150 mg nBa IrbTH AHCBHO
cnpaAMo BapgapuH cpsAMo BapdapuH

Bs3pacr (ronMHu)

<63 0,32 (0,18; 0,57) 0,35 (0,20; 0,61)

65<u<75 0,71 (0,56; 0,89) 0,82 (0,66; 1,03)

> 735 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(mVmin)

30<u< 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)

Ynorpeba Ha ACK 0,84 (0,69, 1,03) 0,97 (0,79; 1,18)

0,89 (0,55; 1,45) 0,92 (0,57; 1,48)

Ynorpeba Ha KIIOMHAOTpe

RELY-ABLE (0vazocpourno, Mynmuyenmpogo npoosadNCeHue Ha usnumeanemoe Ha 1eyenuemo ¢
dabuzampan npu nayueRmu ¢ NPeoCryPOHO MbIICOeHE, KOUMo ca 3aevpuiwiu usnumearemo RE-LY)
[TIponbmxenuero Ha u3nurBadHeTo RE-LY (RELY-ABLE) ocurypsaea AOIMLJAHUTENIHE HHGOPMALIUs 33
fe30nacHOCTTa NPH KOXOPTa NALMEHTH, KOHTO Ca NPOAB/UKHUIIN Aa MpueMat fa0HraTpaH €TeKCHBAT, |
chiliata Ao3a, onpenencHa B uanuraHeTo RE-LY. 3a nsnursanero RELY-ABLE ca u36g mﬂﬂ N0 2N
NALKMEHTH, KOUTO MO BPEMETO Ha MOCEIHATA UM BH3HTA OT H3nuTBaHeTo RE-LY He ca#heRberanm - \;:l;;o \%
JICYERHETO 33 MOCTOAHHO. BKIIOYEHUTE NALMEHTH ca NPOIBIDKWIM Aa NIPUEMAT ChLUAT ABofip a;
3aclieneHa 103a Jaburarpal €TeKCHAAT, paHAOMH3HpaHo onpeaeneHa B RE-LY, 3a n RCIEe ABARS IO ©:
43 meceua cien RE-LY (obwo cpeao npocnenssane RE-LY + RELY-ABLE, 4,5 rofjim). |, -5 2od™
[Tonbpanu ca 5 897 nauMeHTH, KOUTO NpeacraBnsear 49% or NALHEHTHTE NbPBOHAUS O, N
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paHAOMH3MpaHH Aa npuemat gaburatpan erexcuiat B RE-LY 1 86% ot u3bpanuTe naimenTy B
RELY-ABLE.

[To BpeMe Ha aombaHuTENHUTE 2,5 rogyHK Ha neyeHne B RELY-ABLE, ¢ MakeHManHa eKCno3Huns
Haa 6 roauHy (obwa excnosuims 8 RE-LY + RELY-ABLE), npodwrsT Ha 6e30nacHocT Ha
naburaTpaH €TeKCUNaT B THJITOCPOUEH IUIaH € MOTBLPACH 32 ABeTe U3NMTBaHU 1034 110 mg aBa mbTH
nHeBHO H 150 mg aABa meTH AHeBHO. He ca HabmonaBaHn HOBH HAXOAKH, CBBP3aHM ¢ HezonacHOCTTA.
YecToTaTa Ha H3XOAHH CEOMTHA, BKAIOUMTENHO MrOAIMO KbPBEHE U ApYTrd CHEOMTHA Ha KbPBEHE,
CHOTBETCTBA Ha Ta3H, HabmogasaHa B RE-LY.

Haunu om neunmepeeHyuUOHANHU NPOYHEAHUA

[Ipu egno HeunrepBeHnnonanHo npoyuBane (GLORIA-AF), npocniektusHo ca cxbpanu (B1LB BTOpara
My (¢a3za) naHHM 3a 6e30MacHOCTTA H ePEKTHBHOCTTa NPH HOBOAHArHOCTHUMpaHH naiueHTH ¢ HKIIM
Ha 1abHraTpaH eTeKCHWIAT B peaJiHH ycnoBHd. IIpoyyraneTo Bmousa 4 859 naiueHTH Ha naburatpas
eTekcwiart (55% nexypanu cbue 150 mg apa meTH AHEBHO, 43% nekysanu ¢s¢ 110 mg nBa meTH
AHEBHO, 2% NeKyBaHHU CbC 73 mg aBa METH AHEBHO). [laliMeHTHTE ca NpoCeAsSBaHH B IIPOABDKEHUE
Ha 2 roguHu. Cpeanure CHADS; u HAS-BLED ckopoge ca croTBeTHO 1,9 ¥ 1,2, Cpeanoro Bpeme Ha
npoclieasBaHe N0 BpeMe Ha Tepanuata € 18,3mecena. I'ongmMo kbpBeHe e Bb3HMKHaANO nipH 0,97 Ha

- 100 naupenToroanau. MMa cpo0111eHHA 32 )KHBOTO3aCTpallaBalio KepBeHe npu 0,46 Ha

100 naieHTOroAMHM, BhTpeuepenHa xemoparus npu 0,17 Ha 100 nanuenToronusy u
croMamHOupeBHO KbpBeHe npH 0,60 Ha 100 nauperToroawHu. MHCynT ¢ Bbh3HMkHan nipu 0,65 Ha

100 nauueHTOroAHHH.

OcBeH TOBa B HeHHTEPBEHUMOHANHO npoyysane [Graham DJ et al., Circulation.

2015;131:157-164] npu noeeye ot 134 000 nawpienTH B cTapuecka Bwr3pact ¢ HKIIM B CAH]
(aonpuHecio 3a noeeve ot 37 500 nmaiueHTOroAMHH BpeMe Ha NPOCAEAABAHE C IIPHIOKEHHE HA
Tepanus) naburarpan erekcunar (84% or nauueHTUTE ca JeKyBaHH cbC¢ 150 mg nBa METH AHEBHO,
16% oT nauMeHTHTE Cca JIEKYBaHH ChC /5 mg OBa ITBTH AHEBHO) C& CBBP3BA C MOHWKEH PHCK OT
HCXEMHYEH MHCYNT (koeduumeHT Ha pHcka 0,80, 95% Cl1 0,67-0,96) spTpeuepenHa xemoparus
(xoeuumeHT Ha pucka 0,34, CI 0,26-0,46) n cmbpTHOCT (KoedHLMeHT Ha pucka 0,86, CI 0,77-0,96) u
YBEJHYEH PUCK OT CTOMAILIHO-YPEBHO KbpBeHE {KoeHLMEHT Ha pucka 1,28, CI 1,14-1,44) B

cpaBHeHue ¢ BapdapuH. He e oTkpuTa paznivka no OTHOWECHHUE HA FONIAMO KbpBeHe (KOS(PHLIHEHT Ha
pucka 0,97, CI 0,88-1,07).

Te3u HaOmoaeHNA B peasTHH YCJIOBHR MOTBbPXKIABAT YCTAHOBEHH npodt Ha He30omacHoOCT U
eHKaCHOCT 3a gabHraTpaH eTeKCHIaT NpH TOBA NMoka3aHHe B npoy4uBaHeTo RE-LY.

Ilayuenmu, noonoxcenu na xamemvpra abrayun npu NPeoCvLPOHO MbICOEHe
[TporeaeHO € MPOCNEKTHBHO, PAHAOMU3HPAHO, OTKPUTO, MHOT'OLICHTPORO, U3CIIEA0OBATENCKO
NpOYYBAHE CHC 3ac/ieTNieHa, LIEHTPAlHO YCTaHOBeHA olicHKa Ha KpaiHaTta Touka (RE-CIRCUIT) npu
704 naiMeHTH Ha YCTAHOBEHO aHTHUKOAryJIaHTHO JieyeHue. B nmpoyuBaHeTo € CpaBHEHO
HENPEKBCHATOTO JicueHHUe ¢ Aaburarpan erekcunar 150 mg ABa MBTH JHEBHO C HEMIPEKBbCHATOTO
JieYeHHe ¢ KOpHIrHpaHa Bb3 ocHoBa Ha INR no3za BapgapuH npH KaTeThpHa abnauvs Ha
NapOKCUIMANTHO WM NMEPCUCTHPALIO TIPEACHPAHO MBXKIEHE. OT 704-T¢ BK1IOYEHM NauMeHTH, 317 ca
MoANOXKEeHH Ha abnalusa Ha NPEeACHPAHOTO MBKAEHE MPH HENPEKBCHATO JICUCHME ¢ nadurarpa, a 318
ca NOAIOXKEHHM Ha abnanys Ha MPeACHPAHOTO MBXKACHE MPH HEMIPEKbCHATO jieueHHe ¢ BapdapuH. Ha
BCUUKH NMALIHEHTH € HallpaBeHa TpaHce3lodareanHa exokapauorpagpus (TEE) npeau karerspHara
aGnaupa. OCHOBHUSAT pe3ynTaT (YCTaHOBEHO FONAMO KbpBeHe criopen kpurepuute Ha ISTH) HacThnBA
np 5 (1,6%) maupeHTH B rpynara Ha neueHue ¢ JaburaTpaH eTekcunar u mpH 22 (6,9%) naumentn B
rpynara Ha JieueHHe ¢ apdapHn (paznuka B pucka —5,3%; 95% CI -8,4; -2,2; P = (,0009). ) -
cbOHTHE HAa HHCYIIT/CHcTEMEH eMbonn3bpM/npexonHa uexeMuyHa ataka (IIMA) (koMbunups
paMOTO Ha JIeueHHETO ¢ JaburaTpaH eTrekchnar U uMa ¢aHo ¢csbutue (I11MA) B pamoTo

sBapdaprH OT BpeMmeTo Ha abnanuara u Ao 8 ceqMuuM cien abnauusta. Toa H3CIeN0Bs YR SR

NpoyuBaHe MOKa3a, te 7aburaTpaH eTeKCHIaT € CBbP3aH CbC 3HAYMTETHO HaMaJlsBaHe §CT07 ngﬁ* | &
Ha CI'K B cpaBHeHH¢ ¢ kopurupaHa Bb3 ocHOBa Ha INR no3a Bapdapun B ycnopusTa Ha i / {: }
: ¥ 7 i
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Iayuenmu, xoumo ca 6unu noOACKHCEHU HA NEPKYMArna KopoxHapHa unmepesenyua (IIKH) cve
cmenmupane |
ITpocnieKTHBHO, paHAOMHM3UMPAHO, OTKPHTO MPOY4BaHe ChC 3acneneHH KkpakiHu Touku (PROBE)

(aza 111b) 3a orieHka Ha ABoiiHa Tepanua ¢ naburatpad erekcunar (110 mg uau 150 mg apa meTH
AHEBHO) IULOC KIOMKHAOTPEN WM THKarpeaop (aHTaroHHCT Ha P2Y 12) B cpaBHeHHe ¢ TpoiiHa Tepanus
¢ Bapdapun (kopurupana KeM INR 2,0-3,0) umoc knonuaorpen uwnu Tuxarpenop n ACK, e
MPOBeeHO NMpH 2 725 nauMeHTH ¢ HEKIANHO NPEACHPAHO MBXKIACHE, KOUTO ¢a OHIH NOMTONKEHH Ha
ITKH cre crentupane (RE-DUAL PCI). IlaupeHTuTe ca paHROMH3HNpaHH 3a 1BOHHE Tepartg ¢
naburarpan erekciiar 110 mg aBa meTH AHEBHO, ABOHHA Tepanus ¢ aaburarpas erekcunar 150 mg
1Ba MTH AHEBHO WIH TpOiiHa Tepanua ¢ sapdapuH. [lauuenTu B cTapuecka Bb3pacT W3BtH CAlll (Ha
BBL3pacT = 80 roiIMHK 3a BCHYKH CTpaHH, 2> 70 roJuHu 3a JAnOHU) ca pasnpeaeneHy Ha CyyacH
NPUHLMI KbM IpyNaTa Ha JBOMHA Tepanusa ¢ qaburarpaH erexkcuwiar 110 mg unv KsM rpynara Ha
Tpoiina Tepanui ¢ BapdapuH. ITsppHyHaTa kpaiiHa Touka € KOMOMHUpaHa KpaiHa TOUKa ,,cbOMTHA HA
ronsaMo KbpeeHe Ha Oa3aTa Ha gedunnung Ha ISTH unu cbOuTHE HA KNMHUYMHO 3HAYUMO HETOJIAMO
KbpPBEHE",

YecTOTaTa Ha IThpBUUHATA KpakiHa Touka € 15,4% (151 naudeHTH) B rpynaTta Ha ABOWHA Teparug ¢
naburarpan erekcwiar 110 mg cnpamo 26,9% (264 nauueHTH) B rpynata Ha TPOHMHA Teparnus ¢
Bapdapus (HR 0,52; 95% CI 0,42; 0,63; P < 0,0001 3a ne no-manka edpukacnoct v P < 0,0001 3a
npess3xoncTo) U 20,2% (154 naunenTH) B rpynara Ha ABOHHA Tepalus ¢ JaburarpaH €TeKCunar
150 mg, B cpaBHeHue ¢ 25,7% (196 naupeHTH) B CHOTBETHATA IPYNa 3a TPOHHA Tepanus ¢ BapdapHH
(HR 0,72; 95% CI1 0,58; 0,88; P < 0,0001 3a He nmo-Manka edukacHocT B P = 0,002 3a
NpeBb3X0ACTBO). KaTto 4acT OT onMcaTeTHHA aHAITH3, 4eCTOTaTa Ha ChOMTHSA Ha roJIAMO KbpBEHE NpH
TpoMOonu3a npn uHdapkT Ha Muokapaa (Thrombolysis In Myocardial Infarction, TIMI) e no-Hucka u
B /IB€TE I'PYIIH Ha ZBOMHA Tepanus ¢ gadurarpaH eTeKCHIaT, OTKONKOTO B rpyriaTa Ha TpoiiHa Tepanus
¢ sapbapuH: 14 cxourns (1,4%) B rpynara Ha ARoiiHa Tepanus ¢ qaburartpas erexcunar 110 mg, B
cpaBHeHHKe ¢ 37 cubutua (3,8%) B rpynara Ha TpoiiHa Tepanug ¢ apgapux (HR 0,37; 95% CI 0,20;
0,68; P=0,002) u 16 cxburns (2,1%) B rpynara Ha aBo¥iHa Tepanus ¢ faburaTpaH eTeKCHNaT

150 mg, B cpaBHeHHe ¢ 30 cbuTHi (3,9%) B chOTBETHATA Irpyna Ha TpoiHa Tepanud ¢ BapgapHH
(HR 0,51; 95% CI 0,28; 0,93; P = 0,03). U aBete rpymnu Ha ABOHHA Tepanua ¢ gaburaTpaH erekcunar
MMAT M0-HUCKH YECTOTH Ha BhTpEUEpenHa XeMOparus, OTKONKOTO ChOTBETHATA Ipylia Ha TpoiHa
Tepanui ¢ BapgapuH:

Tpu cubutns (0,3%) B rpynarta Ha ABo#iHa Tepanua ¢ naburarpan erekcunat 110 mg, B cpaBHeHHe ¢
10 ¢xbutna (1,0%) B rpynara Ha Tpoiina Tepanus ¢ sapgapus.(HR 0,30; 95% CI 0,08; 1,07; P = 0,06)
¥ 1 cuOuTHe (0,1%) B rpynara Ha aBoiiHa Tepanua ¢ gaburatpan erekcwiat 150 mg, B CpaBHEHHE C

8 crOuTHs (1,0%) B chOoTBETHATA rpyna Ha TpoiiHa Tepanus ¢ Bapdapun (HR 0,12; 95% CI 0,02; 0,98,
P =0,047). YecroraTa Ha cprbutnaTa oT KOMOMHHPAHATA KpaiiHa TouKa 3a e()UKACHOCT ,,CMBPT,
TpoMOOeMOONHYHH CHOUTHS (MHPAPKT HA MMOKAPAA, HHCYJIT WIH CHCTEMEH eMOOIUIBM) UITH
HeIUIAHKpaHa PpeBacKyapu3alys’” KOMOMHMPAHO B ABETE IPYIH HA ABOiHA Tepanus ¢ faburaTpau
ETEeKCHIAT € ¢ He N0-MaJiKa €PHUKACHOCT OT Ta3H B I'pynara Ha TpoitHa Tepanua ¢ BapdapuH
(cwvoTtBeTHO 13,7% cnipamo 13,4%; HR 1,04; 95% CI: 0,84; 1,29, P = 0,0047 3a He no-manka
epukacHocT). HAMa CTaTUCTHYECKH Pa3NIMKH B HHAHBHIYAJTHUTE KOMNOHEHTH Ha KPAaHHHTE TOYKH 34
ePUKACHOCT MEXAY KOATO U Aa OWI0 OT MPYIIUTE HA JBOMHA Tepanus ¢ JabHraTpaH eTeKCHIaT H
rpynara Ha TpoiiHa Tepanus ¢ BapgapuH.

[Ipoy4BaneTo MoKas3Ba, ue ABOHHATA Tepanua ¢ AabUraTpaH eTeKCUIaT H aHTaroHuct Ha P2Y12

3HAYHTENTHO MIOHKABA PUCKA OT KBPBEHE, B CPABHCHME C TpOiHATa Tepanus ¢ BapdapuH, ¢ He No-
Maska €(pHKacCHOCT 3a KOMOMHHMpaHaTa KpatiHa Touka ,,TpoMOOEMOONHYHH CHOUTHA® NPH NMALMEHTH ¢
NpeachPAHO MBXKACHE, KOUTO ca 6unu noanoxkenu Ha [IKHU cve crenTupane.

Jevenue na ovnrboxa senozna mpombosa ([IBT) u benodpoben embosuzem (bE) npu 6v
nayuexmu (neuenue ya JIBT/BE) |

E¢dukacHocTTa M 6€30MacHOCTTa ca IPOyUBaHM B ABE MOBTAPALIH Ce MHOTOLIEHTPOBH
PaHAOMM3UPAHH, ABOHHOCENH, NpoyuBaHus ¢ napanenHu rpynd RE-COVER u RE-
B Te3u npoyusaHus ce cpaBHABa qaburarpan eTexciiat (150 mg nBa ITbTH AHEBHO) C
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(uentesa croiuocT Ha INR 2,0-3,0) npu naunentd ¢ octpa JIBT w/mnu bE. OcHoBRaTa uen Ha Te3u
Npoy4BaHHA € Aa Ce ONPEAC/IH JanH Ja0HraTpaH €TEKCHIAT HMA HE Mo-Mallka e(pHUKACHOCT OT
papdapHH NpH HaMaNsBaHe CbOUTHUATA HA MBPBHYHATA KpalHHa TOYKa, KOSTO NPEACTABIABA
KOMOHHa1HaTa oT peunaueupaiia cumnromMatiuHa J{BT w/unu BE, 1 Ha cBBbp3aHHTE CMBPTHH CITy4aH
B PAMKHTE Ha 6-MeceYHHs NEPUO]] Ha JIEYEHHE., |

B cOopHHTE NpoyuBaHuA RE-COVER u RE-COVER II 06110 5 153 naunenTs ca PaAHAOMM3HPAHH H
5 107 ca nexyBanu.

[TpoAB/DKMTETHOCTTA Ha JICYEHHETO ¢ PHUKCHpaHa 1033 AaburaTtpaH e 174,0 aHu Ge3 npocneaspaxe Ha
xoarynauuaTa. [lpu naiMeHTiTe, paHAOMU3UpAHH 32 IPHEM Ha Bap(apuH, MEIHaHaTa Ha BPEMETO B
tepaneeTrueH HHTepBan (INR 2,0 a0 3,0) ¢ 60,6%.

M3nuTBaHMATa MOKA3BAT, Y€ CYCHHETO ¢ AaburarpaH erekcunar 150 mg ABa MbTH AHEBHO € HE
OMAJIKO e(pMKAaCHO OT JIeYeHHeTO ¢ BapdapuH (rpaHHua 3a He no-Maska edukacHocT 3a RE-COVER
H RE-COVER 1I: 3,6% 3a pasnuka B pucka 4 2,75 3a koepHLIMEHT Ha PUCKA).

Ta6auna 22: AHAIA3 HA TBPBHYHATA H BTOPHYBHTE Kpaiian Toukn 3a edpuxacaocr (BTC ce
¢weToH oT ABT n/nnm BE) 1o xpas na neproaa cien aedeanero B cOopante

npoyusanns RE-COVER u RE-COVER II

HNaburarpaH erekcunar
150 mg nea Ir5TH AHEBHO

Bapdapun

JlekyBaHH nalUeHTH 2 553 2 554

Peunpusupam 1
cumrrroMaTiuer BTC u 68 (2,7%) 62 (2,4%)

cBbp3aHa ¢ BTC cMbpT

KoeduniuueHT Ha pucka
cnpaMo BapdapuH 1,09 (0,77;
(95% CI) 1,54)

BTopuuHu kpaliuu
TOYKH 3a ePHKACHOCT

Peunauenpain
cuMmnromatiueH BTCu

109 (4,3%) 104 (4,1%)

CMBPT MO BCAKAKBA
 NTpHYHHA

»>% Cl 3,52, 5,13 3,34, 4,91
Cumnromatuuna JIBT 45 (1,8%) 39 (1,5%)
»>% Cl 1,29; 2,35 1,09; 2,08
CumnromatnueH bE 27 (1,1%) 26 (1,0%)
95% C1 0,70; 1,54 0,67; 1,49
Cebp3ana ¢ BTC cMbpT 4 (0,2%) 3(0,1%)
»>% (] 0,04; 0,40 0,02; 0,34
CMBPT No BCAKAKBA o

MPHYHHA >1(2,0%)

5% Cl 1,49; 2,62
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IIpesenyun na peyudusupawa ovaboxa genozna mpombosa ([[BT) u berodpoben embonuzwm (bE) npu

gb3pacmuu (npesenyun na J[BT/BE

JiBe paHaOMU3MpaHH, ABOMHO-CNIENH ITPOYYBAHHUA ¢ NapaselIHU MPYIH c& NPOBeACHH NPU MALIHEHTH C
npeaxoAHa aHTHKOarynaHTHa Tepanui. B npoyuysaneto RE-MEDY, kontponHpaso ¢ BapghapHH, ca
BKTIOUECHH MAaLHEHTH, NPSIXOAHO IEKYBaHHU B NPOALDKECHHUE Ha 3 a0 12 Mecela, KOUTO c€ HY)KIasT OT
AOMTBJIHHTENHO AHTHKOAryJIaHTHO JIeUeHME, a nnauedo-koHTpoarupaHoTo npoyusaHe RE-SONATE
BKJIFOUBA MALMEHTH, NPEAXOAHO JIeKYBaHU B NPOAL/DKEHHE Ha 6 10 18 Mecena ¢ muxuburopy Ha

BHTaMHH K.

IlenTa Ha npoyuBaHeto RE-MEDY e na ce cpaBHaT 6e30nacHOCTTa H €(PHKaCHOCTTA Ha NEpPOPANIHHA
paburarpan erexcunar (150 mg apa nbTH AHEBHO) ¢ BapdapuH (uenesa crodfinocT Ha INR 2,0-3,0)
[PH MPOABDKHTEIHO JIeueHUE U TPEeBEHIMA Ha peLanerpaia cumnroMatiaia ABT w/nin BE.
O0wo 2 866 nauueHTH ca paHAOMH3HpaHH H 2 856 ca nekyBaHH. [IpoaB/IDKHMTENHOCTTA HA JIEUEHHETO
¢ maburaTpaH erekcunaT Bapupa ot 6 g0 36 meceua (MeauaHna - 534,0 auu). Ilpu nanmeHTuTe,
PaHAOMH3KPAHH Ha JIeYCHHUE ¢ Bap(papyH, MeAWaHaTa Ha BpeMeTO B TepaneBTHYeH auamnazoH (INR

2,0-3,0) e 64,9%.

RE-MEDY noka3pa, ue nedeHneto ¢ Aaburarpas erekcunar 150 mg aBa mbTH JHEBHO € HE NO-Mako
eduxacHO oT BapdapuH (rpaHHLA 3a He Mo-MaJika eprkacHocT: 2,85 3a koedHUMEHT Ha pucKa K 2,8 3a

pas/ivKa B pUCKa).

Tabauna 23: AHAJIA3 HA THPBAYHATE H BTOPEYHATE KpaiiHe Toukn 32 eprxacrocT (BTC ce
¢beToR OT JIBT n/anm BE) no kpas Ha nepHOAA ¢/1e]] IEYEHHETO B NPOYIBAHETO

RE-MEDY
HaburaTpaH eTekcunar Bapdgapnn
150 mg aBa mbTH AHEBHO

JleKyBaHu NauMEeHTH 1 430 1426
Peumausupai cuMrroMariieH BTC u 26 (1,8%) 18 (1,3%)
cBbp3aHa ¢ BTC cmbpr
KoedHiineHT Ha pHMcKa CIpAMO 1,44 (0,78;
BapdapHH 2.64)
(95% CI) -
HE I10-MaJIka e(PUKaCHOCT 2,85
[laumeHTH, NpH KOXUTO € BE3HHKHANO

22 17
cpbuTHe KbM 18™ Mecel
KyMynaTHBeH pHCK KbM | 8-H8 Mecel

1,7 1,4
(Yo)
Paznuka B prcka cnipsMo BapgapuH

0,4
()
95% CI
He No-MajiKa e(PpHKACHOCT 2.8 = G 'n 0

. ik N 05@ \
BropuuHy kpaiiH{ TOYKH 34 § A NN,
p BT SRR Ny R
CLMIMBHpALL cHMITTOMaTH IeH BTC 1 42 (2,9%) 36 (2,5%;\ ,:\M S AN
CMBPT M0 BCAKAKBA MPHUKHHA o /.s-ﬁx’,{;
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95% C1 2,12; 3,95 1,77; 3,48
CumrrromaTrusda JIBT 17 (1,2%) 13 (0,9%)
95% I 0,69; 1,90 0,49; 1,55
I'CHMI'[TDMB,TH'-IGH BE 10 (0,7%) 5 (0,4%)
95% CI 0,34; 1,28 0,11; 0,82
Ceeps3ana ¢ BTC cmupT 1 (0,1%) 1(0,1%)
95% Cl1 0,00; 0,39 0,00; 0,39
CMBPT N0 BCSAKAKBA TIPHYHHA 17 (1,2%) 19 (1,3%)
95% C1 0,69; 1,90 0,80; 2,07

1lenta Ha npoyuBaHeTo RE-SONATE ¢ na ce oLeHM NpeBB3XOACTBOTO Ha AaburarpaH eTekcHnar
crpAMO Mnauedo npy NpeBeHLUATa Ha peuuauBupamy cummromatiaiy JIBT w/uny BE npu
NaLWeHTH, NPEeMHHAIH NPEAX0aHO nedeHue ot 6 no 18 meceua ¢ ABK. Ilnanupanoro neuenue e
naburatpan erekcuiar 150 mg aBa ITbTH AHEBHO B NPOALJDKEHHE Ha 6 MeceLia, Oe3 HeoOXOQUMOCT OT
HabmoaeHu e, |

[Ipoyusanero RE-SONATE noka3za npeBb3x0AcTBO Ha AaburarpaH €TeKCHIAT cnpamo 1wianebo no
OTHOLIEHHE NpeBeHLHATa Ha CHOMTHA ¢ peumansupaii camnroMatHuHd JABT/bE, smrounrento
CMEPT 110 HeOOACHUMH NPHYHMHH, C IOHHKEHUE Ha pucka ot 5,6% no 0,4% (HamansBaHe Ha
OTHOCHTEJIHUA PUCK 92% GasupaHo Ha kKoedHLMEHTa Ha PHCKa) 110 BpEME Ha NEPHOAA Ha JICYEHHE
(p < 0,0001). BcHuky BTOpUYHM aHAAM3U W AHAJTH3H Ha YYBCTBUTEITHOCTTA HA ITbPBHYHATA KpaiHa
TOYKA M HA BCHYKH BTOPHYHH KPaiHH TOYKHM NOKA3BAT NPEBBIXOACTBO HA AaOUraTpaH eTeKkcunar
cnpaMo 1wauedo.

[TpoyuBaHeTo BKIIOYBA |12-MeceyHO npocneasBaHe 3a HabmoaeHHe ciel Kpas Ha jieueHHeTo. Cnea
peKpaTABaHe Ha NPHIAraHeTo Ha M3MHTBAHOTO JIEKApPCTBO €(PEeKTHT Ce 3ana3Ba J0 Kpad Ha nepuoaa
Ha MpOCieAABanHe, KOETO MoKa3Ba noAabLpxaHe Ha eeKTa OT ITbPBOHAYATHOTO Jic4eHHE ¢ faburarpaH
erekcunar. He e HabmonasaH pebayHa edexr. B kpas Ha npocneaasaHeTo chbutHaTa ¢ BTC npu

MALMEHTHTE, JICKYBaHH ¢ JaburaTpaH erekcwiar € 6,9% cnpamo 10,7% B rpynara Ha niauedo
(HR 0,61 (95% C1 0,42; 0,88) p = 0,0082).

Tabnnma 24: Anann3 Ha ObPBAYHATA H BTOPHUYBATE KpadHA TOYKH 34 epaxkacaocT (BTC ce

cureTon o7 JIBT m/mar BE) no kpas na nepuoaa cnej Jie9eHHETO B NIPOYIBAHETO
RE-SONATE.

Haburarpan erekcunar [Tnauebo
150 mg nBa MbTH AHEBHO |

JleKkyBaHH nanHUeHTH 681 | 662
PeLiuausupain
cumrrromatrudeH BTC u 3 (0,4%) 37 (5,6%)

CBBP3aHa C HEro CMBPT

KoeduigueHT Ha pucka

cnpaMo rnatebo 0,08 (0,02;
(95% CI) 0,25)
P-CTOHHOCT 34 <0.,0001
NMPeBB3IXOACTBO

BropuuHH KpaiiHu
TOUKH 32 e(PMKACHOCT
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Peunausupain
cumnTomaTHyeH BTC u 3 (0,4%) 37 (5,6%)
CMEPT 10 BCAKAKBA |
IpHYHHA
»% Ll 0,09; 1,28 3,97, 7,62
Cummrromatuna JIBT 240,3%) 23 3,5%)
95% CI 0.04; 1,06 2,21; 5,17
| CumnromaTuueH BE 1(0,1%) 14 (2,1%)
95% C1 0,00; 0,82 1,16; 3,52
Cpbp3ana c BTC chﬁ.pT | 0(0) 00)
25% C1 0,00; 0,54 0,00; 0,56
CMBPT 110 HEOOACHHMMH 0 (0) 2 (0,3%)
MPHYHHH
95% C1 0,00; 0,54 0,04; 1,09
S;:;p:ﬂl;o BCAKAKBA 0 (0) 2 (0,3%)
95% CI 0,00; 0,54 0,04; 1,09

Knunuunu u3numeanus 3a npegenyusma Ha mpomooemobosu3LM npu NQYUERMYU CbC ChPOEYHYU KAANHU
npome3su |
B wanursaHe daza Il naburarpan erekcunar u BapdapuH ca OpoyueHH npu od1o 252 nalueHTH,
MpeTbprey HACKOPO XHPYPr{uHa Onepaliys 3a NOCTaBSHE Ha MEXAHHYHA ChPAeYHa Kiana (T.c. B
PaMKHMTE Ha HACTOALIATA HM XOCIHTAIH3ALMA ), KAKTO U MPH MALUHEHTH, NPeTHPNESid onepanus 3a
NOCTAaBAHE HA MEXAHWYHA Cbp/JieYHa KJamna Nnpead nopedye oT Tpu meceua. Iloseue TpomboeMbonnuHH
cbOUTHA (OCHOBHO MHCYJITH M CHMITTOMATHYHW/ aCUMITTOMHH TpoM6034 Ha NPOTEe3UpaHUTE K1anu) U

noseye CEOMTHA Ha KbpBeHe ca HabMoaaBaHK NMpH gaburaTpaH eTeKCHIAT B CpaBHEHHE C BapgapuH.
[Ipy malMeHTHTE B PAHHHA MOCTONEPATHBEH NEPHOA; FOIIMOTO KbpBEHE CE € MPOABABAIO OCHOBHO
KaTO XeMOparudeH epHKapAeH H3NHB, [O-CNIELHATHO MPH NALMEHTH, 3aMOYHANH NPHeM Ha

- paburarpaH eTeKCHIAT CKOpo (Ha 3-THA A€H) Clel XMpYPrUYHAaTa Onepanus 3a CMAHa Ha ChpACYHA

knarna (BxkK. Touka 4.3).

Heouampuuna nonyrayua

Ilpesenyun na Mo3vuer uURCYIm u cucmemen embonuzoem npu evipacmuu nayuenmu ¢ HKIIM ¢ edun
unu nogeye pucxosu haxmopu

EBpornefickaTta areHilus 10 1eKapcTsaTa ocBo0okAaBa OT 3aAB/DKEHHETO 3a NMPEAOCTABAHE Ha
pe3yJITaTHTE OT IpOy4BaHMATa ¢ [ TaaMyC8bB BCHYKY NOAPYTIH Ha NEAHATPHUHATA MOITyJIaliHA 33
MOKA3aHHUETO MPEBEHLMA HA MO3BYEH HHCYJT M CUCTEMEH eMOoNu3bLM npH nauneHTtu ¢ HKIM

(BX. TO4Ka 4.2 33 “H(pOpMaALIMA OTHOCHO ynoTpeda B neguarpusaTa).

Jevenue na BIC u npesenyun na peyudusupawyu BT1C npu neduampuvnu nayuenmu
[Ipoyuranero DIVERSITY e npoeneHo, 3a Aa feMOHCTpHpa ePHKacHOCTTa U 0€30
nabMraTpaH €TE€KCHNIAT B CpaBHEHHE ChC cTaHAapTHO nevyeHue (standard of care, S
NEAHATPHYHH NALMEHTH OT paXkaaHeTo Ao noA 18-roauinna su3pact. Cnopen aus
OTKPHTO, PAaHAOMH3HPAHO NPOYYBAHE C NAPANEIHY rPyIiM 3a OKa3BaHe Ha He NOo-
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BrrouennTe 3a yyacTye NaliMeHTH ca paHIOMH3UpaHK B COTHOWEHHKE 2: | na niomyuyaear crobpaseHa
C BBL3PacTTa JICKapCTBEHA dbopMa (Kancyii, 0GBUTH FPaHy/IM WIH NEpOpalieH pasTBop) Ha naburaTpaH
eTekcunaT (¢ A03H, aJanTHPaHH Cropel BL3PacTTa U TeNleCHOTO Terno) Wid SOC ¢ HHCKOMONEKYJIHH
xenapusd (HMX) unu anraronscty Ha Butamid K (ABK), win ¢onsanapurykc (1 nauueHT Ha

12 rogunm). [IbpBruKaTa KpaiiHa TOYKA € ChCTaBHA KpaHHa TOYKa OT MalUMeHTH ¢ MTBJIHO pa3TBapsie
Ha TpoMOa, ¢ niunca Ha peuuarsupaino BTC u ¢ nunca Ha CMBPTHOCT, CBbp3aHa ¢ BTC. Kpurepuure
33 U3KJIFOUBaHE BKIIOYBAT aKTHBEH MEHUHTHT, eHLIe(aTHT K BbTpedepeneH abcuec.

OOwmo ca parpoMusnpan 267 nauueHTH. OT TAX 176 nayUeHTH ca NeKyBaHH ¢ Aa0HraTpaH
eTekcunar, a 90 maunentv cxe SOC (1 paHaOMH3MpaH NALKEHT He € JexyBaH). 168 nalyenTH ca Ha
12 1o noa 18 roaunHy, 64 nauveHTH ca Ha 2 no noA 12 rogHHy, a 35 nauMedTy ca Nox 2-roUinHa
BB3PAcCT. |

Ot panaoMusupaHuTe 267 nanmeHTn 81 naumenTn (45,8%) B rpynata Ha naburaTpaH eTeKCHNaT H
38 nanmeHTH (42,2%) B rpynara Ha SOC oTroeapaT Ha KpUTEPHUHTE 3a CHCTABHATA TBPBUYHA KpaitHa
Touka {ITHJIHO fIM3UpaHe Ha TpoMba, nHnca Ha peumansrpamt BTC 1 aunca Ha CMBLPTHOCT, CBBP3aHA C
BTC). CroTBeTHaTa pa3iMKa B 4€CTOTaTa NOKa3Ba HE NMo-Mallka e(pUKaCHOCT Ha naburarpat
erexcuiat B cpaBHeHHE ¢be SOC. ChbBMECTHMH pe3YJITaTH KaTO LAJIO ca HabioAaBaHU U B
NOArPYIIMTE: HAMA 3HAYUTENIHH Pa3/ivyng B €(peKTa OT NSYEHUETO 3a MOArPYNHTE IO BB3PACT, Mo,
reorpadcka obracT ¥ HaNMYKME Ha onpeAesIeHH PUCKOBM (PaKTOPH. 3a 3-Te pa3iHYHM BB3PACTOBH
CTPATH CHOTHOILEHUETO HAa NAallMEHTHTE, HOCTHTHAJIM MBPBHYHATA KpaiiHa TOUYKa 3a e(HUKACHOCT B
rPYNHTE CLOTBETHO Ha Aaburarpan erexkcunar u SOC, e 13/22 (59,1%) un 7/13 (53,8%) mpu
NaLMeHTHTE Ha Bb3PAcT OT paXAaHEeTO 10 < 2 roauHH, 21/43 (48,8%) n 12/21 (57,1%) npu
ManMeHTHTe Ha BB3pacT 2 10 < 12 ropunn u 47/112 (42,0%) u 19/56 (33,9%) npu naumeHTUTE Ha
Bb3pacT 12 no < 18 rogunn. [ToTenpaenn chOMTHA Ha roSMO KbpBeHe ca ChoOIIEeHH 3a 4 nauueHTH
(2,3%) B rpynara Ha gaburarpaH ereKcunar M 2 nauneHTH (2,2%) B rpynara Ha SOC. HaMma
CTATHCTHYECKH 3HAYUMa PA3/IMKA BBB BPEMETO A0 NOABA HA NBPBO CHOMTHE Ha rOJIAMO KbpPBEHE.
Tpunecer u ocem naumesTH (21,6%) B rpynaTa Ha aabMratpal eTeKCWIaT 4 22 naueHTH (24,4%) B
rpynara Ha SOC UMAaT NOTBBPAEHO CHOUTHE HA KBPBEHE, KATO MIPH NOBEYETO OT TAX TO €
KaTEropu3MpaHo Karo He3HauuTenHo. KoMOuHHpanaTa kpaiHa TOYKa Ha MOTBBPAEHO CHOMTHE Ha
ronigamo kbpeeHe (major bleeding event, CI'K) win xnMHHUHO 3HaUUMO HerosMo KbpBeHe (K3HK),
KOraTo NMalMeHTHTE Ca Ha JieueHHe, ca cbobieHH 3a 6 (3,4%) maumeHTH B rpynarta Ha gaburarpax
erekcunar M 3 (3,3%) nauuenrn B rpynarta Ha SOC.

OTKpHTO, NPOCHEKTHBHO, KOXOPTHO, MHOIOLICHTPOBO TIpoy4BaHe 3a 6e3omnacHocT ¢a3a Il ¢ eano
pamo (1 160.108) e npoBeacHO 3a oneHKA HAa 6E30MAaCHOCTTA Ha AabUraTpaH eTEKCHIAT MpH
npepeHUuMa Ha peunauerpaii BTC npu neaMaTpuyHy NalMEHTH OT paXAaHeTo 10 noy 18-roaniHa
BB3pacT. [TALMEHTH, KOHTO Ca C€ HYXKAAEH OT NO-HATATHIUIHO aHTHKOAI'YJIAHTHO NICUEHHKE Nopaan
HIHYHE Ha KIHHHYEH PUCKOBR (akTop cliell 3aBbplIBaHE HA HAYAIHOTO JieueHHE 3a MoTeepacH BTC
(3a Hali-Manko 3 Mecela) UnM cien 3appplisaHe Ha npoyusaHero DIVERSITY, ca rBxiaioyeHn B
[POYYBaHETO. | |

[TopxonsaiMTe 3a BKMOYBAHE MALMEHTH Ca NOYYaBaiy afaNTUPAHHU CIIOPE] BL3pacTTa H TENECHOTO
TErao A03H OT ¢hoOpa3eHa ¢ Bb3pacTTa JiekapcTBeHa popMa (Kafcynu, 0OBHTH rpaHyIH HIH
epopalicH pa3TBOpP) Ha AaburaTpaH eTeKCHWIAT A0 €TMMHUHHPAHE HA KITHHAYHAA PHCKOB (aKTop WiK
no MakcumMym 12 Mecena. ITbpBHYHHTE KpaliHB TOYKH Ha Npoy4BaHeTo ca peraus Ha BTC, cuburus
Ha rOJISMO WIH He3HaYHTEIHO KbPBEHE H CMBPTHOCT (001LIA H BbB BpBb3Ka C TPOMOOTHYHU HIIH
TpoMOoeMbonuuHH cEOMTHA) Ha 6 U 12 Mecena. isxoauTe ot crOUTUATA Ca NOTBBPACHH OT
HE3aBHCHMA, 3ac/ieNneHa KOMHCHSA 34 OLIeHKa.

O06uio 214 naipieHTy ca BKIIIOYCHH B npoy4BaHeTo. Ot Tax 162 nauueHTH ca BLB Bb3pacToBa CTpara |

(ot 12 po noxn 18 ronunn), 43 nauueHTH ca BbB Bh3pacToBa crpata 2 (0T 2 A0 noA 12 roaMHu) u

O nallMeHTH ca BbB BB3PACTOBa CTpaTa 3 (0T paKIaHeTO A0 NoA 2-roauiina sur3pact). Ilo Bpeme Ha
nepHoaa Ha neveHue 3 nauueHTH (1,4%) ca pasBwiIM NOTBBPAECH OT KOMHCHATA peumaus Ha BTC e
paMKHKTE Ha ITbPBUTE 12 Mecena cien 3ano4BaHe Ha nedeHHeTo. [IoTRbpaAEHH OT KOMHC
Ha KbPBEHE MO BPEME Ha NEpUO/a HA JICUeHHE ca choOLIeHH 3a 48 nauuenTH (22,5%)
nmepUTe 12 Meceua. IloBedero ¢rbuTHs Ha kppBeHe ca HesHauuTenHu. [Ipy 3 naiue
NOTBBPAEHO OT KOMHUCHATA CHOMTHE Ha roJIIMO KbPBEHE B PAMKHTE HA MbpBHTE 12
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3 naumenty (1,4%) nMa norespacHO oT KoMHcHATa CbOHTHE Ha K3HK knpBeHe B paMkuTe Ha
mbpBUTE 12 Mecena. .

Hama cMBPTHH CJIydaH N0 BpeMe Ha NEpHoia Ha jJeyeHHe. [1o BpeMe Ha nepHoJa Ha IEYCHHE
3 naumeHTH (1,4%) ca pa3Bwin NoCTTPOMOOTHYEH CHHAPOM (post-thrombotic syndrome, ITTC) wiu ca
uManu saomarare Ha [ITC B pamxure Ha mepeuTe 12 Mecena.

5.2 (@apMaKoKHHeTHYHH CBOHCTBA

Cnen nepopanHo npuioxeHHe Jaburarpan eTekCHnaT 6sp30 M HAMBIIHO C€ NpeBpbilia B JaburarpaH,
KOATO € akTHBHATa OpMa B ruIasmMaTa. PaslienBaHeTo Ha npeaeKapCcTBOTO AaOHraTpaH eTeKCHIaT
Yype3 KaTaJIH3HpaHa OT ecTepasa XHAPoAK3a A0 aKTHBHOTO BellleCTBO Aaburarpan € npecbrianaBamara
meTtabonuTHa peakuys. A6comorHara OMOHANWYHOCT Ha JabUraTpaH Ciael NepopaHO NPUIOKEHHE
Ha ['napuyce npudbnuzurenuo 6,5%.

Cnen nepopajiHO NpWIoXKeHHe Ha AaburaTpaH eTeKCWIaT NpU 3apaBd A00pOBOILH,
dbapMakOKMHeTHYHHAT Npodun Ha AaburaTpaH B Iyla3Mara C€ Xapakrepusipa ¢ 6bp30 HapacTBaHe Ha
nnasMeHUTe KOHLIEHTPALUMHK ¢ JOCTHraHe Ha Cuax B paMKMTE Ha 0,5 1 2,0 Yyaca cnen nprioKeHHETO.

Abcopbuus |
[NMpoyusane, oLleHABAILO NocToneparuBHara abcopOuus Ha aaburatpaH erekcunar 1-3 yaca cnen

ornepauHs, AEMOHCTpHpa OTHOCHTENHO OaBHa abcopOLIMs B CpaBHEHME C Ta3H IPH 3ipaBH
NOOPOBOIILIM, MOKa3BaMKK [U1aBeH Npodun Ha IU1a3MEHATa KOHLICHTPALMs BbB BpEMETO Oe3 BUCOKH
NHKOBH U1a3MeHH KOHUeHTpauuK. [TMKOBH Ina3MeHH KOHLICHTPALWH ¢ JOCTHraT 6 yaca cien
NPUIOKEHHUETO B MOCTONEPATUBHHUA NEPHOA NOPaH AonpHHACAIIHN (aKTOpPH, KATO HAIPHMED
aHeCTe3us, CTOMALIHO-YPEBHA Nape3a H XUPYPrudHu ePeKTH, He3aBUCHMO OT TIepopaIHaTa
nekapcTBeHa popma. J{pyro npoyusane AeMOHCTpHp4, 4e 6aBHa ¥ 3aKbCHABaIA abcopOLUs
0o6ukHOBeHO ce HabmoaaBa caMo B ieHs Ha onepauuara. Ha cneasaiyre aun abeopbumsTa Ha
naburarpas € Gbp3a ¥ MHKOBH TU1a3MEHH KOHLIEHTPALMK Ce JOCTHTAT 2 Yyaca clie/l MPIIoXKEHHe Ha
JIeKApCTBEHHUA TIPOAYKT.

Xpasara He NOBNHABA OHOHANHYHOCTTa Ha RaduraTpaH €TEKCHIIAT, HO 3a0aBg BpEMETO 10 NMHKOBUTE
MJ1Ia3MEHM KOHLICHTPALMU ¢ 2 Yaca.

Cmax H AUC ca nponopuMoHanHy Ha no3ara.

buoHanHuHOCTTa el NepopanHo MPUIOKEHHE MOXE J1a C€ NOBUIIHM ChC 75% crel NMpUIoKEeHHE Ha
eJHHHYHA 1032 U ¢ 37% B CTALIMOHAPHO CCTOSAHUE, B CpaBHEHHE C pedepeHTHATa KancynHa ¢dopma,
KOraTo nejerure ce npueMar 6e3 kancynara ot xunpomenosa (Hydroxypropylmethylcellulose,
HPMC). CnenoBaTenno uenocrra Ha kancynure or HPMC sunaru Tpa6Ba na e 3anasena npu
KIHHHYHA yrioTpeda, 3a Ja ce H3berie HeyMHIIICHOTO NOBUIIABAHE Ha DMOHANMYHOCTTA Ha
JaburarpaH eTekcunar (BxK. Touka 4.2).

PasnpezneneHue
Habmozaasa ce cnabo (34-35%), He3aBUCHMO OT KOHLIEHTPALIUATA CBBP3BaHE Ha AaOUraTpaH ¢

YyOBELIKHTE IIa3MEHH TTpoTeHHH. O0eMBT Ha pasnpenencHue Ha gaburarpad ot 60-70 | mpeBuinana
obmKs obeM Ha TENECHUTE TEUHOCTH, KOSTO O3HauaBa, ye naburaTpaH HMa yMEpeHO ThKaHHO
pasnpeneneHKe.

buotpanchopm —
MeTabonu3MBbT H EKCKpELIMATA Ha AadUraTpad ca NnpoyYeHH MpH 3paBH JULA OT MBKKH /:.- e N ,7((.__\
eIMHUYHa WHTpaBeHO3Ha A03a AaburarpaHn, Oens3aH ¢ paaAHoakTUBEH HioTon. Cnela U
N03a NpoM3X0oXKaalaTa or AadurarpaH paaHoaKTHBHOCT C€ €JIMMUHHMPA IMTaBHO C ypm-l
QdekanHaTa eKcKpenus oTrosaps Ha 6% or npunoxkeHara ao3a. JJo 168 vaca cnea np
no3arta obuiara paaMOaKTHBHOCT ¢€ Bb3CTAHOBABA B paMKuTe Ha 88-94% oT nmpunoxeH;

- J10

'\c”
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JlaburaTpaH ce nNoAnara Ha KOHIOTalMA, NPH KOETO ¢¢ 0OpasyBaT (apMaKoIOrHyHO aKTHBHH
AWITTIOKYPOHM/H.

CailiecTBYBAT YETHPH NO3IKLMOHHH H30Mepa, 1-0 2-0, 3-0, 4-O-auunrmoKypoHs], BCEKH OT KOMTO
chCTaBIgBa no-Manko or 10% ot obuoro konuvecTBo naburartpad B rutasMara. Cneau ot apyru
MeTabOJIHTH CE€ YCTAHOBABAT CAMO C BUCOKOYYBCTBUTEIHHM aHANTMTHYHH MeToaH. Jlaburarpan ce
eIMMHHHPA TJIABHO B HEMIPOMEHEH BHJI ¢ YpHHATa ¢ npubausuTenna ckopocr 100 ml/min,
CHOTBETCTBALIA HA CKOPOCTTA HA IOMEpYJIHA QUITpauu.

EnuMuHupaHe
[InasMenuTe KOHLEHTPALMH Ha JaburarpaH nokaspaT OMEKCIIOHEHLHAIEH Cnaj ChC CpeleH

TepMHHaJIEH NOAYXKUBOT 11 yaca npu 34paBu 1Hua B CTapyecka Bh3pacT. Ciie MHOIOKpaTHO
npuiarade ce Hab/monapa TEPMHHANEH NTONYXUBOT OKONO 12-14 yaca. [10JyKHBOTBHT € HE3aBUCHM OT
no3ata. [Tony>KHBOTBT € YAbIDKEH, ako Ob0peuHara yHKLUA € HapyllleHa, KaKTOo € NOKa3aHo B
Tabnuua 25.

CrnenyaiH{ nomynaiuy

bvbpeuna nedocmamuvunocm
B npoyuBanus ¢aza | excnozunuara (AUC) Ha gaburatpad ciel nepopanHo NpuicKeHHe Ha

naburaTpaH eTeKCHIaT € NpUONTH3UTENHO 2,7 MbTH NM0-BHCOKA MPH BB3PaCTHH J0OPOBONLM C YMEpeHa
6b6peuna HepoctaTh4HOCT (CrCL mexay 30 u 50 mi/min), otkonkoro npu Te3n 6e3 6vOpeuna
HEOCTATBhYHOCT. |

ITpu manbk Opoit Be3pacTHU nOOPOBOIILH ¢ Texka 6pOpeuna regocTareuHoCT (CrCL 10-30 ml/min),
excnosuuuATa (AUC) Ha naburarpan € npHOnn3uTeIHO 6 MMBTH NO-BUCOKA, a MOIYKUBOTHT

NPUGAWIUTENHO 2 ITHTH NO-ABJIBI OT HabmoaaBanuTe B nonmyiauus 6e3 6s6peuna HeaocTaTLYHOCT
(BX. ToukH 4.2, 4.3 n 4.4).

Tabanna 25: Hoayxupsot Ha 00mug Aa0HraTpan NpH 3ApaBH JIAHA H JIENA ¢ HAPYIIEHA

0b0peuna pyHKnas

CKkopocT Ha rioMepy/1apHaTa Cpe 0.
, neH reoMerpryeH (gCV%; rpaHuLM) MOTYKHBOT
¢untpammsa (CrCL) [ml/min] P “P & [h] P
>80 ‘ T 13,4 (25,7%; 11,0-21,6)
> 50-< 80 15,3 (42,7%; 11,7-34,1) B

> 30-< 50 | 18,4 (18,5%; 13,3-23,0) _ ____ -
< 30 | 27,2(15,3%; 21,6-35,0) _

HOMBJIHUTENHO, eKCIIO3HLMATA Ha nadurarpaH (Hai-HHCKA ¥ NHKOBA) € OLICHEHA B €IHO
NPOCNIEKTHBHO, OTKPHTO, pAHAOMH3UPAHO, PapMaAKOKHHETHYHO MPOYYBAHE NPH NALMEHTH C
HeknanHo npeackpaHo Muxaene (HKIIM) ¢ texxko 010peuHo yBpexxaaHe (OnpeieICHO KaTo
KpeaTHHHHOB KIHPBHC [CrCl] 15-30 ml/min), nonyuaBamy naburarpan erekcuaar 75 mg ABa MbTH
AHEBHO.

~ To3u pexkxuM € noBeJl 10 Hali-HHUCKa cpelHa reoMeTpu4Ha koHueHTpauus 155 ng/ml (gCV 76,9%),
M3MEPEHA HEMOCPEACTBEHO MPEeAH NPHIOKEHHUETO HA CICABALIATA 4034, H 10 ITHKOBA CpEaHA
reoMeTpudHa KoHLeHTpauHa 202 ng/ml (gCV 70,6%), naMepeHa qea 4aca ciel [IPHWIOKEHUETO Ha
nocneanara go3a.

KiMpbHCBHT Ha JaburatpaH 4pe3 xeMOAHaIM3a € U3CneABaH NpH 7 BL3PacTHH Nailye
616peuna HepocratruHocT (TbH), 6€3 npeacepanro MexaeHe. Jluanuszara € npoBeAeHs o
700 ml/min auanuseH geOHT, NPOABIIKHTEIHOCT YETHPH 4aca U CKOPOCT Ha Kp’bBHHH AN\
Wik 350-390 ml/min. Toea Boau Ao orcrpanasaHe cborBeTHO Ha 50% a0 60% ot ko \ ;e
naburarpan. KojinuecTBOTO Ha BELIECTBOTO, OTCTPAHEHO Ype3 AHalin3a, € nponc)puuo AT & Bl S

CKOPOCTTA Ha KPBbBHMA TOK, MPH CKOPOCT Ha KpbBHUA TOK 40 300 ml/min. AHTHKoaryn \
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AKTHBHOCT Ha AaburatpaH HamansBa ¢ HAMalsBaHE Ha Ina3sMeHHTe KoHLUeHTpaui 1 OK/DJ{
BPBb3KaTa HE € 3acerHara oT NpoLeaypara.

Menuanata na CrCL B RE-LY e 68,4 ml/min. [Tourk nonoBuHara (45,8%) or naumenture B RE-LY
umat CrCL > 50-< 80 ml/min. ITanuenture ¢ 6606peuHo yBpexaane B ymepeHa crenes (CrCL mexny
30-50 ml/min) nuMar cpeaxo 2,29 nvTH M 1,81 mbTH 1n0-BHCOKA M1a3MeHa KOHLIEHTpaliud, CBOTBETHO
npeay U cnejl NpHeM Ha o3aTa Ha AaduraTpaH, B CpaBHEHHE ¢ nauueHTH 6e3 610peuno yBpexaane
(CrCL = 80 ml/min).

Mennanara Ha CrCL B npoyusanero RE-COVER ¢ 100,4 ml/min. [Ipu 21,7% ot nauueHTuTe €
HMano 6s6peuHo yspexaane B neka creneH (CrCL > 50-< 80 mi/min) u npu 4,5% ot Tax — 6B0peuHo
yBpexaaHe B yMepeHa crener (CrCL mexay 30 n 50 ml/min). [Haumenture ¢ 656peuno yspexaane B
JleKa ¥ YMepeHa CTeneH ca UMaM B CTALIMOHAPHO CBCTOSHHE CHOTBETHO CpeaHo 1,8 mbTH H 3,6 ImeTH
NO-BHCOKM TUIA3MEHH KOHLCHTPALIMH NPEAU NPHIoXKEHHE Ha 103aTa JaburaTpaH B CpaBHEHUE C
naudenTute ¢ CrCL > 80 ml/min. Cxonxu croitHocTH Ha CrCL ca ycranoBen B RE-COVER 11.

MennadaTa Ra CrCL B npoyuBanusita RE-MEDY u RE-SONATE e chorBeTHO 99,0 mli/min u
99,7 ml/min. I1pu 22,9% u 22,5% ot nauuenture croinoctute Ha CrCL ca > 50-< 80 ml/min, a

npu 4,1% u 4,8% ot tax CrCL e mexay 30 u 50 ml/min B mpoyusanusta RE-MEDY u
RE-SONATE.

Ilayuenmu 8 cmapuecka gv3pacm

Cneumnguuny ¢papMakOKMHETHYHH NPpOY4YBaHHA ¢a3a | npH Juua B cTapyecka Bb3pacT MMOKa3BaT
yBenndeHHe ot 40 no 60% ra AUC u noBeue ot 25% Ha Chrax B cpaBHEHHE ¢ M1aaH MHLA. EdexThT Ha
Bb3PACTTa BbPXY €KCNO3HLIMATa Ha AaburarpaH € noTsspAeH ot npoy4saHeTo RE-LY ¢ oxono 31%
MO-BUCOKO HHBO Ha HaW-HUCKATA KOHLUECHTpALIMA 32 HHIAMBUAH = 75 rOAHHH H € OKONO 22% MO-HUCKO

HHBO HAa Hali-HHUCKATA KOHIIEHTPALIKMA NMPK HRIAMBHIH < 65 FOZHHH B CPABHEHME C HHAMBUIN MEXIY
65 v 75 roavum (BXK, Touku 4.2 n 4.4).

Yepnoodpobro napywernue
He ce Habmionasa npomsaHa B eKCNO3HLMATA Ha gaburarpaH npy |2 p3pacTHH JIMLA C YMEPEHa

yepHoApoOHa HeaocTaTbuHOCT (Kac B no Child Pugh) B cpaBhenne ¢ 12 koHTponH (BXK. TOYKH 4.2 M
4.4).

Teaecno mez2no

Haii-HuckuTe KOHLEHTpalMy Ha naburatpaH ca okoo 20% rno-HUCKH MpH Bb3PACTHH MALMEHTH C
tenecno tersio > 100 kg B cpaBrerne ¢ 50-100 kg. MuHo3uHcTBOTO (80,8%) OT NM1IaTA Cca B
kareropnaTa > 50 kg u < 100 kg, 63 ycraHoBeHa scHa pa3nuka (Bx. Touxu 4.2 u 4.4). IIpu pp3pacTHi
MALMEHTH ¢ TenecHo Terno < 50 kg KTHHHYHHTE JAHHH ¢4 OrpaHHYCHH,

Ilon

[TpH naumeHTHTE ¢ NPEACHPAHO MBXKAEHE, NMALIMEHTHTE OT )KEHCKH oM ca uMaiH cpeanHo 30% no-
BHCOKH CTOMHOCTM Ha Hal-HUCKA U NMOCT-R030BA KOHLEHTpalusA. He ce H3HCKBa KOPEKLIMA Ha fo3aTa
(BXK. TOUKa 4.2).

Emnuvecku npouzxoo
HsMa KIHHHYMHAO 3HAYHMMH MEXYSTHUUYECKH pa3Iiuus MeKIy NalldieHTH OT eBponeuaHaTa paca,
MalLKMEHTH ¢ aPpO-aMEPHKAHCKH, TATHHO-AMEPUKAHCKH, INOHCKH K KHTAHCKH NpOU3X0[ 1o

OTHOILLIEHHE Ha (papMaKOKMHETHKATa ¥ papMaKoaAHMHAMHKaTa Ha KaburarpaH.

leduampuuna nonynayus
[Ipy nepopanHoO NpUIOKEHHE HA AadUraTpaH €TeKcunar, Criopea onpeaeaeH!s B np
aJlTOPUTHM 32 JO3HPAHE CKCMO3ULMATA, € B pAMKUTE HA Ta3W, HaOOaBaHATa MPH Bb
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99,1 ng/ml choTBeTHO NpH O 10 < 2-roauiuHK, 2 10 < 12-roguumHy K 12 1o < 18-roguiyu
neauarpu4Hi nauueHTH ¢ BTC.

PapMaKOKHHETHYHH B3aUMOIEHCTBUA

In vitro npoyuBaHHa 3a B3aMMOJACHCTBHATA HE NMOKA3BAT HHXHOHpaHe WK HHOYyLMpPaHe Ha rilaBHHUTE
H30eH3UMH Ha IMTOXpoM P450. ToBa ce noTebpKAABA OT in vivo MPOYUYBAHHUA C YUACTHETO Ha 3/IpaBH
A0OpOBOIH, KOUTO HE [TOKA3BaT B3aUMOAEHCTBHE MEXKIY TOBA JICYCHHE K CIICAHUTE AKTHBHH
BelecTea: atopsactaTHH (CYP3A4), aurokcus (B3avMMOCHCTBYE C TpaHCTIOpTHHA P-gp) 1
maknopenak (CYP2C9). |

53 IIpeaknHHAYHH JAHHAH 32 0€300ACHOCT

HexknMHUMHATE aHHHK He NOoKa3BaT oco0eH pHCK 3a Xopa Ha 6a3aTa Ha KOHBECHLMOHAITHHTE
dapMakonordyHH NpOY4BaHHA 3a O€30MACHOCT, NPOYUBAHHKS 32 TOKCHYHOCT MPH MHOTOKPATHO
npuiaraHe ¥ reHOTOKCHYHOCT.

EdexruTe, HabnrogapaHu B NPOYYBAHHATA 38 TOKCHYHOCT IPH MHOTOKPAaTHO NpHaraHe, ce Ab/DKAT
Ha 3aciieHus papMakogHHaMHyeH edekT Ha naburaTpaH.

Edekr BbpXY (PepTHIHTETA IPH XKEHCKM JKHBOTHH € HabniozaeaH noj popMaTta Ha HaMangBaHe Ha
6pos Ha HMIUIAHTALMHTE M MIOBHIIABAHE HAa NpeAUMIUIAHTALIMOHHHUTE 3aryOH npu no3a 70 mg/kg
(5-KpaTHOTO HMBO Ha IUIa3MeHa €KCIIO3ULIMA TIpH NauMeHTH). ITpH 803, KOUTO ca TOKCHYHH 34
Malikure (5- 10-10-KpaTHOTO HHBO Ha TUTA3MEHa €KCIMO3ULIUS NPH NaLMeHTH), NPH TUTBXOBE U 3aHIlK
ce HabNKoJaBa HAMAJIABAHE Ha TENIECHOTO TEMIO M XH3HecnocoOHOCTTA Ha deTyca, 3aeIHO ¢
NOBHIIABaHe Ha QeTATHHTE BapHalMH. B npeHatanHHUTE H NOCTHATAIHUTE NMPOYYBAHHA €
Ha0/1o1aBaHO MOBHILABAHE HA (PETANHATA CMBPTHOCT NPH A03H, KOHTO €& TOKCHYHH 38 MaHKHKTE
(no3a, CLOTBETCTBALIA HA 4 MBTH NMO-BUCOKO HUBO HA IUTa3MEHa €KCIIO3HLUMA OT HabMIOAaBaHOTO NpH
NMALKMEHTH ).

B easHo npoyuBaHe 3a FOBEHHIHA TOKCHYHOCT NpH IIbxoBe oT nopoaa Han Wistar cMbpTHOCTTA €

' CBbp3aHa ChC CHOHMTHA HA KEPBEHE NpH NOACOHM HHBA HA eKCMO3MIHA, MPHU KOUTO € HabmoaaBaHo
KbpBEHE NMPH BE3PAacTHHTE KMUBOTHH. CUHTa C€, Y€ KAKTO [PU BB3PACTHHTE, TAKa M NPK MaaMTe
IUIBXOBE CMBPTHOCTTA € CBBbp3aHa ChbC 3aCHIIeHaTa (papMaKoIOruyHa aKkTUBHOCT Ha JaOHrarpaH BbLB
Bpb3Ka ¢ YIPAKHABAHETO HA MEXaHMUYHHK CHIH MO BpEME Ha NPWJIAraHETO M TpEeTHPaHeTo. JlaHHHuTe OT
NPOYyYBAHETO 33 FOBEHWIHA TOKCHUYHOCT He MOKA3BaT HUTO NOBHINEHA YYBCTBHTENHOCT KbM TOKCHYHH
NPOABH, HUTO TOKCUYHOCT, CTICM(HYHA 32 IOBEHWIHH )XHBOTHMU.

JBArOCPOYHHUTE TOKCHKOJIOTHYHHY MPOYUBaHMS IIPH IUTHXOBE H MHIIIKH HE MOKAa3BaT AaHHH 3a
TYMOPOI€HEeH NOTeHUHaN Ha faburarpad no makcumaniu no3u 200 mg/kg.

JaburarpaH, aKTHBHATA YacT OT JaGMraTpaH eTEKCHNAT ME3WAT, € YCTOWUYMB B OKOJIHATA Cpefa.

6. DAPMAIIEBTHYIHHA JAHHH

6.1 CoHchk HA BOMOIDHHTE BEMECTRA

KancyiaTa cuabpaka

BuHeHa kucenuHa

Apabcka ryma

Xunpomenosa

IInmeTuxon 350

Tank

Xuapokcunponuiuenynosa (100 Cps)
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[Ipa3Ha kancyJia
Kanaue na xancynama.

XunpoMesnosa

Kasinep xnopun
KapareHaH

Turanos nuokcua (E-171)
Unaurokapmun (E-132)

Tano na xancynama:
XUnpomenosa

Kanuep xnopua
Kaparenas

Twuranos auokcun (E-171)

6.2 HecnLBMeCTEHMOCTH

Henpuioxumo

6.3 Cpok na roxHoct

24 Mecelia

6.4 Cnenua/HH YC10BHA HA CbXpaHEHHE

Ha ce cuxpansisa noa 30 °C.
Ha ce cbxpansiBa B OpMIrHHAIHATA ONAKOBKA, 33 1a ¢¢ NpeAnasy OT BJara.

6.5 Buau chAbLPXAHHE HA ODAKOBKATA

Kapronenvre onaxoBku chabpxkaT 10 x 1, 30 x | uam 60 x | TBppan kancynu B nepdopHpaHH
aryMHHH/OPA -ALU-PVC 6nucrepu.

['pynoea onakoBka, ¢babpKalla 3 onakoekH ot 60 x 1 Terpaum kancynu (180 TBxpan xancynu) B
nepopupanu anyMuHHI/OPA-AL U-PVC 6nucrepn.

['pynoBa onakoBka, cuabpakalla 2 onakoBki oT 50 x 1 TBepaM kancynu (100 TBbpau kancynan) B
nepdopupadd AnyMuHEA/OPA-ALU-PVC 6nucrepn.

He BcHUKH BRAOBE ONAKOBKH MOTaT Ja 6'BIlﬂT NyCHATH HAa I1a3apa.

6.6 ChnennajHR NpeANa3HE MEpPKH NPH H3XBLpJsHe H pabora

Koraro uzpaxzaare [ naguyckancyny or SiMcTepHaTa OnakoBKa, CNa3BalTe CleAHHTE HHCTPYKIIUHM:

e Ennn oraenen Gnucrep TpadBa Aa ce OTKLCHE OT OJIMCTEpHAaTa KapTa no neppopHpaHara
JIUHHA.

¢ 3anHoTto donno TpaOBa Ja ce OTCTPAHH | KANCYJiaTa Aa MOXe Ja C& U3BaH.
TeepauTe Kancynu He TpAOBA Aa ce u30yTRaT npe3 ponuoto Ha Hnvctepa.
Mdonvoro Ha dnucTepa TpAOBa Aa Ce OTCTPAHABA CaMO KOraTo € HEOOX0MMO 1a ce H3IBAIH
TBBPAA KaIncyJa. | '
Hewn3non3BaHUAT JIEeKAPCTBEH NPOAYKT WIH OTNAAbYHHTE MATEPHAIH OT HEro TpA0Ba a C& M3XBBPJIAT
B CbOTBETCTBHE ¢ MECTHHTE H3HCKBAHHA. o

7. ITPHATEXATEJ HA PASPEIIEHHETO 3A YIIOTPEBA

STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel
['epmanus




8. HOMEP(A) HA PAZPEIIEHHETO 3A YIIOTPEBA

Pernctpauuonen HoMmep: 20250005

9. JATA HA THPBO PASPEIIABAHE/MIOAHOBABAHE HA PASPEHNIEHUETO 3A
- YIIOTPEBA :

Iata Ha mspBo paspewaBade: 10 sHyapu 2025 r.

10. JATA HA AKTYAJ/IMBUPAHE HA TEKCTA

Oxromepn 2024
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