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1. HUME HA JIEKAPCTBEHUS ITPOAYKT

Habaxub 110 mg TBBpAN Kancynu
Dabahib 110 mg hard capsules

e S |

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

Besika TBbpaa kancyna ceabpaka |10 mg naburartpan erekcuiar (kato Mesunar) (dabigatran etexilate)
(as mesilate).

3a MbIHWSA CIMTUCHK HA MOMOIHUTE BelIECTBA BHXKTE Tovuka 6.1.

3. JEKAPCTBEHA ®OPMA
Tebpaa kancyna

Cunn TBBPJAH Karcyllu € pasMep 1, CbAbpXKaALH MMOYTH oenu J10 OJ1eJ10 KBIITH TTENETH.

4. KJIMHHYHU JAHHU

4.1 TepaneBTHYHH NMOKA3AHHUSA

[NLpBUuHa npeBeHUMs Ha BeHO3HU TpoMOoeMbonnuun cboutus (BTE) npu Bb3pacTHH nalHeHTH,
TIOZINTOKEHH Ha TJTAHOBO LAIOCTHO NMpoTe3npaHe Ha TazobepeHa cTaBa UM UATOCTHO NPOTE3UpaHe Ha
KOJIsiHHA CTaBa.

[TpeBeHuMs Ha MO3bUYEH MHCYIT M CUCTEMEH eMOONTU3LM NP Bb3PACTHU NALMEHTH ¢ HEKJIATHO
npeacspaHo MbikaeHe (HKITM) ¢ equn i noseye puckoBH GakTopH, KaTo MpeauiecTBall MO3bUeH
WHCYJIT WITH TIPEXO/IHO HapylIeHHe Ha MO3bUHOTO Kpheoobpauwenue (ITHMK); Bb3pacT 275 roaunu;

chpiiedHa HejoctarbyHocT (Knac no NYHA >11); 3axapen auabet; XuneproHus.

Jleuenue Ha abnboka BeHos3na tpombo3sa (JIBT) u 6enoapoben embonuszbm (BE), kakTo U npeseHuus Ha
peunausu Ha JIBT u PE npw Bb3pacTHH nauueHTy.

Jleyenne Ha BTE n npesenums na peunausupawu BTE npu neuaTpuyuHu NaumeHTH oT pakaaHeTo 10
noxa 18-roguirHa Bu3pact.

3a chobpa3eHu ¢ Bb3pacTTa A030BH GopMH BHXKTE Touka 4.2.

4.2  J103HpPOBKA H HAYMH HA NPHJIOKEHHE

ﬂ03lfl pPOBKa

Mo-ToJIeMU, KOUTO ¢a croco0HM J1a orTsLiaT KariCcyJiuTe ueiu.

Korarto ce npemiHaBa OT ejlHa JickapcTBeHa opMa Ha JApyra, MokKe J1a e HeobX0auMOo
no3ara. Jlozara, nocoueHa B TabaMuaTa 3a 103MpaHe 3a ChOTBETHATA JiekapcTBeHa dop
MpeAnucBa Bb3 OCHOBA Ha TEJIECHOTO TETJI0 W Bb3pacTTa Ha JIETeTO.



Lnpauyng npesenuua na BIE npu opmoncoutna Xupypeus

IMpenoppuuTenHUTE D034 JAOMraTpan eTekcHNaT U PONBLIDKMTENHOCTTA Ha TepanuATa 33
NepBYYHA npeeeHUKS HA BTE nipu opTonegMHa XUpyprus ca moxkasan B Tabnuua 1.

Tabauua 1:

mupBHYHA npeBeniia Ha BTE npy opronexmina xupypruas

Hpenopmcn 32 NO3HPOBKATA H NNPOAL/IKHTENHOCT HA TEpamUATa 34

Hauano na Mopabpxama | [MpoabmkrTennoct
JieTieHHeTO B AeHS Ha | 2034, Ha [IPHAOKEHHETO
oIepaALlMATA, NpRAOKeHHETo | HA NOATbpAKALIATA
1-4 yaca caepn HAa KOATO no3a
3aBLpIIBAHE HA 38M0YBA B
ONepalHATA MLPBH JeH
caen
onepauHATa
TMaunenTH cnex niaHoBoO 220 mg
TIPOTe3HpaHe Ha KOJIMHHA CTaBa Iaburarpas 10 muu
IMaunerTn cneg nnasoBo €JIHa Karcyia oT eTekCHIIAT,
BEHBK JHEBHO,
npoTe3upaHe Ha Tazobenpena ctasa | 110 mg naburarpan
€TeKCHIIAT MIPHETH oL
thopmara Ha 28-35 muu
2 KarcyInH oT
110 mg
Upenoprysea ce KAMAIAGANE HA
doiama
TMauseHTy ¢ ymMepero buOpedHo
yBpexaare (KpeaTHHHHOB KITHPBHC 150 mg
(CrCL) 30-50 ml/min) naburatpak 10 o
eTeKCHIaT (npoteanpane Ha
[TaumenTy, kouro nonyvasar %Ha kan%yna ot BeIHbX JHEBHO, | KONAHHA CTABa) HITH
CBN'ETCTBALLO BepanaMmun®, mg raburarpas npveTy nox 28-35 an
aMUONAPOH, XHHUAUH eTeKenar dopmara Ha (npotesupane Ha
T ——— TR w— 2 Kancyiv oT TazobeapeHa cTaBa)
Bh3pacT 75 mg

*TIpu nanueHTH ¢ yMepeHo 6B6pedHo YBpexkAaHe Ha CHITHTCTBAIRO JIEYEHHE ¢ BEPATAMMIL, BHKTE
Criegnansy momynaumy,

H IIpH ABaTa BUOA MPOTE3NPAHE, aKO HE ¢ OCHI'YPEHA XEMOCTas34d, HayanoTo Ha Ne4YeHHeTo 'rprBa
J12 Objie OTNOXEHOo, AKO NEYEHHETO HE € 3aMOYHATO B JICHA Ha OMepalHATa, TO TpﬂﬁBa Ja
sanoyde c 2 KariCyJji BEOIHBX JHEBHO.

Onenxa na bvbpeynama ¢yuryun npedu u no epeme Ha rewenuemo ¢ 0abuzampan emexcuram

[TpH BCHYKH MABMEHTH 1 0cOOEHO B CTApYECKa BB3pacT (>75 roguuu), Thi kato 61L6peunoTo

YBpEXKIaHe MOXKe Ja € YECTO CpPeliaHo B Ta3H Bb3pacToBa TpyIa:

. [Mpeau 3amousane Ha NeyeHue ¢ naburaTpan etekcunar Gu6peunara PpyHkuHs Tpabea na
Oble oneHeHa Ype3 M39HCIABAHE HAa KpeaTHHHHOBHA kaupeHCe (CrCL), 3a Ja ce U3
NalHenTH ¢ Texko 6p0peuno yepexaane (r.e. CrCL <30 ml/min) (8x. Toukn 4.3,4
5.2).

. Bebpeunata ¢pyHKuM Tpa6Ba Ta Gble OLEHEHA CBINO H TP ChMHEHWUA 32 BIIOMI
Ha 6nOpednara GpyHKUUS O BpeMe Ha JIEYeHHETO (HaIIp. XHITOBONEMHS, JEXHADH
H NpH CLITBTCTRALIA YNOTpeba Ha HAKOH NeKapcTBEeHH NPOAYKTH).




MeTombT, KoliTo TPADBa Ia ce W3NON3Ba 3a olUeHKa Ha OBOpevHara dyHkuna (CrCL 8 ml/min), e
MeToawT Ha Cockeroft-Gauit.

Hponycnama doza

ﬂpenopvusa €€ J1a CE NMPOOLIKH C OCTAHAITUTE EXENHEBHH NO3H naﬁura’rpan €TEKCHIIAT TIO CBIIOTO
BpEME Ha CNIEABAILINAA OCH.

He Tpsa0Ba 1a ce npuemMa ABoiHa [103a, 38 1a c& XOMIIEHCHPAT MPOTYCHATHTE MHAMBHIYANHU JO3H.

HQQKQGNL‘IBCIHE HAQ NpUeEMa va da6ueampan emexcunam

Jledenuero ¢ naburaTpaH eTekcHnar He TpAOBa Na ce NpekbeBa Ge3 nekapck chiet. [launenture
TpabBa Aa 6bAaT HHCTPYKTHPAHH [ C& CRBPXKAT € JIEKYBAIINS JIeKap, ako pasBHAT CTOMAILHO-4PEBHK
CHUMIITOMH, KaTo Jucrnencus {Bx. Touka 4.8).

HQOMRHG HQ ACHCHUEMO

TpeMunaBane oT nevyeHHe ¢ JabUraTpaH eTeKCHIaT KbM NapeHTepaneH aHTUkoarynantT: [Ipenopbusa ce
H3uaKBaHe OT 24 Jaca cie] MocleAHaTa f03a NMpean NpeMHHaBaHe OT Ja6HraTpaH eTEKCHNIAT KbM
[apeHTepaneH aHTHKOAryNaHT (BX. Todka 4.5),

TpeMuHaBaHe OT JledeHHeE C NapeHTepaleH aHTUKOAryNaHT KbM JabHraTpaH eTCKCHNAT:
ITapeHTepanHUAT aHTHKOArYIaHT TPAGRA Ja ce peKbCHe U Ja ce 3arouHe NabHraTpaH eTeKcUIar

0-2 yaca TTpERH Yaca, HA3HAYECH 3a NNpHEMaHeTO Ha clieaBallaTa fo3a OT alTepHaTHBHOTO JICKApCTBEHO
CPEHOCTRO, HTH MPH NIPpEKpATABAHE Ha NeHUCHHETO, B cnyqaﬁ Ha HETIPCKBCHATO NIEUYEHHE (Hal'[p.
HedpaKLMOHHpaH HHTpaBeHo3eH Xenapud (HOUBX) (sx. Touka 4.5).

Crneyuannu nonyaayuu

bvbpeuno yapexcoane

Jleuenneto ¢ gabUraTpaH eTEKCHIAT NPH [TAUMEHTH ¢ Texko 6u6pedano yspexrane (CrCL <30 ml/min) e
MIPOTHBOIMOKa3aHO (BxK. Touka 4.3).

IMpu naumnent ¢ ymepeno 6b0peuro yspeacaare (CrCL 30-50 ml/min) ce mpenopbuBa HamanasaHe Ha
Jozata (ex. Tabmnua | mo-rope # ToukH 4.4 u 5.1).

Cwnememeawya ynompeba na oabucampar emexcwiam u crabu 00 ymepenu unxubumopu na P-
aruxonpomeuna (P-gp), nanp. amuoddapon, XUHUOUR Wil gepanamMun

Ho3ara Tpa6ea na 6bae HaManeHa, KaKTo € MocoyeHo B Tabmuma 1 (k. ¢bimo Toukw 4.4 u 4.5). B To3m

cIy4aii, 1abHuraTpan eTeKCUIaT | Te3H JIEKApCTBEHH NPORYKTH TpsibBa Aa GbiaT npueMaHu No eHO H
ChLI0 BpeMe.

I1pn naunenTu ¢ ymepeHo 6p6peuHo yBpexkAaHe ¥ CbITBTCTBALLO JIEKYBAHK C BEPanaMu, J103aTa Ha
NaburaTpan eTexcunar Tps6ra na ce HAMATH A0 75 M AHEBHO (BXK. TOUKH 4.4 1 4.5),

Cmapuecka gbapacm

TIpy mauMeHTH B CTapyecka BL3pacT >75 rofMHKU ce NPenopbyYBa HaMaNABaHe Ha 03aTa (B
no-rope H Toukn 4.4 n 5.1).
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HMMa MHOTO OTpaHWUeH KITHHWYEH OTUT ¢ MPENOpPRUHTENHATA JO3NPOBKA IPH MALMEHTH C TENECHO TErI0
<50 kg v >110 kg. Kato ce mMaT npeBu HATHYHHTE KITHHUTHH H KHHETHYHH JaHHH, KOPEKIHA Ha
Do3aTa He € HeoOXoaKuMa {BX. Touka 5.2), Ho ce Npenopbysa BAUMATETHO KTHHHYKRO HabmoaeHne (BXK.
Touka 4.4).

Ilon

He ce Hanara kopurupaHde Ha nozarta (BX. Touka 5.2).

IHeduampunna nonyaayus

Hsama choTaeTHa yrorpeba Ha AaburaTpaH eTeKkcHNaT B eJHATPHYHATA MOTIYalkd 3a NOKa3aHUETO

ITBPBHYHA [TpeBeHuHA Ha BTE npu nauuedTi, KOWTo ca OMITH TIOINIoKeHH HA TIaHOBO [ATIOCTHO
MpOoTE3NPAHE HA Taaoﬁenpena CTaBa UM BAJTOCTHO MPOTE3HPpaHE HA KOJIAHHA CTaBa.

TpenoprudtennnTe no3d gaburatpaH eTekcunar npu nokazanusata SPAF, JIBT n BE ca nokaszanu B
Tabmuua 2.

Tabnnua 2: IIpenopnkH 3a Jo3uposkata npH SPAF, JIBT u BE

Hpenophka 3a JO3HPOBKATA

TMpeBenuus Ha MO3IBUEH HHCYNIT U CHCTEMEH
eMO0IN3BM NpH Bb3PacTHH MALMEHTH C 300 mg naGuraTpaH eTeKCHIAT, IPHEMAHK KaTO €HA

HKIIM c equH Biiu nosedye pUCKOBH kancyna ot 150 mg nea meTH AHEBHO
daxtopu (SPAF)

Jleuenwe wa JIBT u BE, kakro w npeBerums | 300 mg gaGurarpan eTekchiar, IpHUeMaHH KaTo €Ha
Ha penuaueu Ha JIBT u PE npu pw3pacTiu kancyna ot 150 mg ABa MbTH JHEBHO, CJIE JIEUYEHHE ¢
naunedTu (JIBT/BE) MapeHTEPANieH aHTHKOArYIaHT B IPOABIKEHHE HA
Hali-Manko 5 JHH.

Upenopnues c RAMANRGEHE HA 003G

IMaunenTy Ha BB3pact >80 rogunn JHesna fo3a 220 mg gaGurarpad eTeKcHnar,

TTALHEHTH, KONTO NPHEMAT CHITbTOTEAMD ng:;:aﬂa KaTo efna kancyna ot | 10 mg asa nhTi

BEpanamui A 0

ZTpalea 0 ce oOCROU HAMATAGANE HA

Qeagma

TMaunenTH Ha BB3pacT Mexay 75-80 roavau

TNMauuenTu ¢ ymepeno 6u0pedHO yBpekaane

(CrCL 30-50 ml/min) Tpsabsa 1a ce n3bepe aunesna go3a 300 mg wim 220 mg
JaburaTpaH erekcunar, Gasupalixu ce Ha

TNanenT! ¢ racTpuT, e3odarut unu HWHAHBHIYAIHATA OLEHKA HA TPOMOOeMOOTHYHHES PHCK

ractpoesotareaneH pedurykc M PHCKA OT KbpBEHE

JIpyra nauieHTy ¢ NOBUILEH PHCK OT

KBbpBEHE

3a /IBT/BE npenoprkara 3a npuiarade Ha 220 mg naburatpan eTekcuiar, TIpHEMaHH
kancyna ot 110 mg 1sa mbTy AHEBHO, Ce OCHOBARA Ha (HAPMAKOKHHETHYHH K dapmakx
aHAITM3W 1 HE ¢ TIPOYY4BaHa B KITMHAYHH yCIOBHA. BuxrTe no-mony M Touku 4.4, 4.5, 5.1



B cnyuat Ha HEMOHOCHMOCT KBM Ja0UTaTpaH eTeKCHIaT NauneHTHTe TpAOBa fa 6BAAT HHCTPYKTHPaHU
Jia ce KOHCYNTHPaT BEJIHAra C eKyBalllus CH Niekap, 3a Ja 6bAe NPeANpPHETO NPHEMIIHBO ATTEPHATHBHO
JIEYEHHE 33 TPEBEHUHA HA MO3bYEH HHCYNT ¥ CHCTEMEH eMOONH3BM, aCOLIHMPAHH ¢ NPEACHPAHO
MbXkaeHe, win 3a JIBT/BE.

Oyenka Ha bvbpeunama @yrkyua npedu u no epeme na Revenuemo ¢ 0abuzampan emexcunam

TpK BCHUKH NaUMEHTH 1 0CODEHO B cTapuecka BL3pacT (>75 rOOHHH), Thil KaTo 6LOPEUHOTO YBpeXAaHe
MOKE J]a € JeCTO CPELlaHo B Ta3H Bbh3pacTOBa Tpyma:

» Ilpenu 3anousaHe Ha nedeHne ¢ faburatpan eTekcunar 6u6peuHata QyHkumus TpaGea aa 6bae
oleHeHa Ype3 NIYHCIABaHE Ha KpeaTHHNHOBHA KupsHC (CrCL), 3a Aa ce W3knoYaT NalMeHTH ¢
Texuko 6u6peuto yepeskaate (T.e. CrCL <30 ml/min) (Bxk. Touku 4.3, 4.4 u 5.2).

* brbpeunara pyHkuuA TpabBa na Gbie oUeHeHa ChINO M MPH CHMHEHHS 3a BNOMIABaHE Ha
ObOpeynara QyHKUKS N0 BpeMe Ha NeUEHHETO (HAMpP. XHITOBONEMHS, JEXUAPATALNS, W [IPH
CBNBLTCTBALIA YNOTpeda Ha HAKOM NeKapCTBEHH MPORYKTH).

JonbiarnTeNHH H3NCKBAHUA NPH NALMEHTH ¢ JIEKO JI0 yMepeHo ObOpeYHo yBpexaaHe | NpH NaLMeHTH
Ha BB3pacT Haj 75 TOAWHM:

* [lo Bpeme Ha nevenue ¢ naburaTpan eTekcunar 6pOpeunara dyHkuus Tpabba na 6bAe oleHABaHA
Haii-MaJIko €IHH IBT FOAUILIHO UIIH TI0-YECTO, TIPH HEOOX0AUMOCT, B ONPEAETEHH KIMHHYHH
CHTYAl1H, KOTaTo HMa CEMHEHNA, e BuOpeunara GyHKUMA MOXKe 12 ¢& TIOHUIKH MY [a Ce BIIOITH
(Hanp. XunoBoneEMuA, JEXHAPaTALMA, KAKTO W [IPH CBNBTCTBALLA YNOTpeba Ha HAKOH JIEKAPCTBEHH
TEPOIYKTH).

MeToasT, KOHTO TpAbBa a ce H3Nom3Ra 32 oleHka Ha 6bx6peunara dyukuus (CrCL B ml/min), e
MetonsT Ha Cockeroft-Gault.

[Ipodwnsicumennocm na ynompeba

TpomemknTenHocTTa Ha ynioTpe6aTa Ha faGHraTpaH eTekcunar npu Noxasanusata KATIM, JIBT u BE e
nokasaHa B Tabmuua 3

Tabauua 3:  TIpoabmxuTenHocT Ha ynoTpeGa npu KATIM u ABT/BE

Ilokazauue | IMpoabaxuTENHOCT HA YNoTpeba

SPAF Jleuenuero Tpabpa na e ABITOCPOYHO.

ABT/BE IponBIKHTENHOCTTA Ha IEYEHHETO TPAGRA Jla ce OTpe/iens HHAWBHIYATHO CleN
BHUMAaTENHa OLEHKA Ha NOJI3aTa OT JIEYEHHETO CIPAMO PHCKA OT KbpBEHE (BXK.
TO4Ka 4.4).

Kpatkocpouro negenne (Hait-manko 3 mecewia) Tpa6sa a ce npoBexaa npu
HA/IHYHE HA TIPEXO/IHK PHCKOBH (haxTOPH (Hanp. CKOPOLIHA XHpYpPriuyHa oneparns,
TpaBMa, 06¢3ABIKBaHE), @ NO-TIPOABLDKUTETHO ledeHUe — NP TPAHHH PHCKOBH
takropu unu unwonatuuda BT wnu BE.

IHponveuama doza

Hpomychara no3a naGuraTpaH eTeKCHIAT MOXe Ja c€ IPHEME 10 6 4aca Tpey clleABaliaTa npennucaHa
Io3a. [1p# mo-Manko oT 6 yaca 0 BPEMETO Ha CTeABAIMA IPHEM, TIPOTTYCHATATA 1034 He TpAGBa
fpHeMa,

He TpaGea n1a ce nprema aBoitHa 1033, 33 1a ¢ KOMIIEHCHPAT MIPOTTYCHATUTE HHHBHIYay

IIpexpamseane na npuema na dabuzampan emexcuram




Jleuenneto ¢ AaduraTpaH eTEKCHIAT He TpA0RA Ja ce MpeKbeBa 03 nekapeku chBeT. [lanneHTHTe
TpabBa Ja 6bJaT MHCTPYKTHPAHH Ja CE CBBPXKAT C IEKYBALINA Nekap, ako Pa3BHAT CTOMALIHO-YPEBHH
CHMMNTOMH, KaTo AUCTencus (Bx. Touka 4.8).

Ipomang na nevenuemo

IpemuHaBaHe oT NeyeHKe ¢ JabUraTpar eTEKCHIIAT KbM TIapeHTepaleH aHTHKOaryNaHT:
Ipenopbusa ce n3vaxpane oT 12 yaca cief] MOCNeAHATa J034a IIpean NpeMHEHaBaHe OT JadurarpaH
€TeKCWIAT KbM NapeHTepaneH aHTHKOAryIanT (BX. To4Ka 4.5).

[peMuHaBaHe OT JIeYeHHE ¢ TIAPEHTEPATEH AHTHKOATYNIAHT KbM Ja0MraTtpaH eTeKCUaT:
TTapeHTepanHUAT aHTHKOArylauT Tpa0OBa ja ce IPEKbCHE W JIa C€ 3anoyHe naburaTpas €TEKCHIAT

0-2 yaca npeay vaca, Ha3Ha4eH 33 TIPUEMAHETO Ha CIEABAINATA 1032 OT AlTEPHATHBHOTO JIEKAPCTBEHO
CPEACTBO, HNM NpH NPEKpaTABaHe Ha NeYeHHNETO, B CITyyall Ha HEMPEKhCHATO NedeHHe (HaTp.
HedpakLIHOHWPaH WHTpaBeHo3eH Xenapud (HOGHUBX) (sk. Touka 4.5).

[IpeMuHaBaHe OT NeyeHUe ¢ QabUraTpaH eTEXCHIAT KbM aHTaroHHUCTH Ha BHTaMAH K (ABK):
MoMeHTBT Ha 3ano4yBane H2 ABK Tpabea ja ce xoparupa cnpsamo CrCL kakTo cnensa:
e CrCL >50 ml/min, npuemsT Ha ABK TpabBa na 3anogre 3 JHW IpeH MPeKBCBAHETO HA
AaburatpaH eTeKcHiar
s CrCL >30-<50 ml/min, npieMsT Ha ABK Tps6Ba 1a 3anoune 2 JHK npelH NPEKLCBAHETO HA
JaburaTpaH eTeKcunar

Tl karo naburaTpan eTeKCHIaT MOXe Ja MoBIuse Ha MexXAyHapoIHOTO HOPMAH3HPAHO
crotHoenHe (INR), INR me otpasu mo-gobpe edexra Ha ABK efBa cnex crinpaneTo Ha gaburatpan
€TeKCHNaT 3a Hali-Manko 2 1uu. lotorasa, INR crofinocTiTe Tpabea Aa ce ThIKYBAT ¢ BHUMAHHE.

ITpemuAaBane ot nedeHue ¢ ABK kuM gaburatpaH eTekcunar:
ITpueMsbT Ha ABK Tpsi6Ba na ce mpeycraHoBu. JlaburaTpas eTeKcHaT MoXe Ja ce IPHNIAara Be/iHara
wom [INR e <2,0.

Kapouoaepzuo (KAITM)

TManxenTnTe MOraT fia NPOALIKAT MPHeMa Ha JabUraTpaH €TeKCHIIAT 10 BpeMe Ha KapAHOBEP3HO.

Kamemvpra abrayus na npedcwpono muoicoene (KAIIM)

Jlunceat JaHHH 3a TeueHUETO ¢ JaburaTpaH eTekcunar 110 mg qBa TLTH AHEBHO.

llepxymanna xoponapta uimepeenyun (ITKH) cve emenmupane (KAITM)

TManMeHTn ¢ HEKIAMHO NPEACHPAHO MbXACHE, KOUTO ca noanoxeHu Ha [TKH cbe cTeHTHpake, MoraT aa
6'5)1211‘ JEKYBaHH C naﬁnra'rpaﬂ ETCKCHIIAT B KOMGHH&IIHH C Tp0M60uHTHH 4AHTHATPETraHTH, Cliel]l KaTo ce
NOCTHrHEe XeMocTa3a (Bx. Todka 5.1).

Crneyuanuu nonyaayuu
Cmapuecka avipacm
3a npoMeHH B JI03aTa IIPH Ta3H MOy NALHA BHXTe Tabmuua 2 no-rope.

IHlayuenmu c puck om xvpeene

TlanHeHTH ¢ NOBMILIEH PHCK OT KbpBeHe (BX. TOuKH 4.4, 4.5, 5.1 u 5.2) Tpa6ea 1a 664}
KIAHHYHO MOHHTOPHPaHH (CliefieHe 3a TPU3HAUM Ha KbpBeHe U aHemMuA). Kopurupa
Ja Oblie peIleHo 10 YCMOTpPEHUE Ha JIeKy BAlUHA JIEKap, el OLEHKA HA ChOTHOUIEHNE



KOHKpeTHUA matuedT (Bx. Tabnuua 2 no-rope). KoarynarmoneH Tect (B, To9ka 4.4) Moke Iia HOMOTHE
3a HICHTHOUUMpPaHE Ha NAHEHTHTE C NOBULIEH DHCK OT KbpBEHE, IPUYHHEH OT TIPEKOMepHa
eKcro3nuuA Ha gaburatpan. Koraro ce ycTaHOBR NpeKoMepHa eKCMO3HLAA HA JaburarpaH, npu
MAalHEHTH ¢ BUCOK PUCK OT KBPBEHE, CE NPEenophuRa NMpHiaraHe Ha HamaneHa f1o3a 220 mg, npieMana
KaTo enHa kancyna 110 mg Asa nbTH nHeBHO. [IpH noABa HA KTHHUYHO 3HAYMMO KbPBEHE NIEYEHHETO
TpaGBa 113 ce MpeKbCHe.

[Topanu MOBMIIEHHA PUCK OT CTOMAIIHO-YPEBHO KbPBEHE MPH MallHeHTH ¢ TACTPUT, e30¢aruT uin
ractpoesodarnanet pedyke Moxke Ja ce oGMHUCITH HaMansBaHe Ha fo3aTa (mx. TaGnnua 2 no-rope u
Touka 4.4).

Bwbpeuno yepesxcoane

Jleuennerto ¢ maburaTpaH eTeKCUNAT NIPH TIALMEHTH ¢ Texko 666pedno yBpexkaate (CrCL <30 ml/min) e
NpPOTHBONOKAa3aHo (BkK. Touxa 4.3).

He ¢ HeoGxoaMMo KopHrupaHe Ha 103aTa MPH NaUHEHTH ¢ leko 6b0pedHo yBpexaane

(CrCL 50-<80 ml/min). TTpn nauuenTn ¢ ymepena 6s0peuna Hegoctarbunoct (CrCL 30-50 ml/min),
MIPETIOPBYHTENHATA A03a AabHraTpaH eTekcHiar e cbio 300 mg, npuemanu karo 1 kancyna 150 mg gsa
MBTH JHEBHO. BhNpexy Tosa, IpH NaLHAEHTH ¢ BUCOK PUCK OT KbpBeHe TpabBa na ce 0OMHCIH
HamaJiBaKe Ha Jo3ara gaburatpad etekcunat fo 220 mg, npueMaHH KaTo ena Kancyya 110 mg asa
MbTH AHEBHO (BXK. TOukK 4.4 ¥ 5.2). BHUMaTenHo KNMHUYHO HabMloeHHe ce NpenopbyYBa MTPH NAUUEHTH
¢ Os0peuHo yBpexaaHe.

Convmcemeaawa ynompeba na oabuzampar emexcunam u crabu 0o ymeperu unxutumopu na P-
znuxonpomeunda (P-gp), Hanp. aMuooapon, Xunudur uUnl 6epanamun

Hee HCOGXO,I[HMO KOle"HpaHC Ha OJo3aTa an CBITBTCTBALID NPHNTOXEHHE C aMHOIApOH HITH XHHHUIHH
(k. Toukn 4.4, 451 5.2).

Tpenopwusa ce HamMallsBaHe Ha JO3aTa IIpH MAUMEHTH, KOUTO [IPHEMAT CHITBTCTBALLIC BepanaMull (Bx.
Tabnuia 2 no-rope u ToukH 4.4 U 4.5). B TaxbB ciyyali aGHraTpaH eTekcHNaT 1 BepanaMun Tpabsa a
ce NMpHUEeMaT o eXHO M CHIIIo BpeMe.

Terecno mezno

He ce nanara kopuriupane Ha fo3ara (BK. Touxa 5.2), HO e TIPeNophyBa BHHMATENHO KTHHHYHO
HabmoneHne Npy NAUHERTH ¢ TenecHo Terno <50 kg (Bx. Touka 4.4).

Ion
He ce Hanara kopurupaHe Ha 1o3ata (BXK. Touka 5.2).
Heduampuuna nonyrayus

Hama croTBeTHA ynoTpeba Ha maburaTpaH eTekcHNaT B NeIMATPHYHATA NONYNaUMs 3a NOKA3aHHETO
TIpEBEHUMS Ha HHCYAT ¥ CHCTEMeH eMOonu3bM NpH naunedTy ¢ HKITM.

Jleugnne na BTE u npeeenuus na peyuousupawiu BTE npu neduampusnu nayuenmu

Tpu nevenne va BTE npn neanarpyuHu Nal¥enTH JedeHueTo TpabBa Aa ce 3ano4He clejl JeYeHue

BTE nevenuero Tpabsa fa ce 3anoyHe cliell NPeIX0AHO Ne9EHHE.
JaburaTpan erekcHaaT KancyJaH Tpa6Ba Ia ce APHEMAT JABa IILTH JHEBHO, €/IH
¢IHa 103a Be4ep, MPHOIHINTETHO N0 €AHO H CBINO BpeMe BeekH AeH. UHTepBansT
Ja € KONKOTO ce Moxe mo-6ni3o Ao 12 yaca.



IMpemopruntennara Jo3a Ta0UraTpaH eTeKCHIIAT KanCyJN ce OTipedend Bb3 OCHOBA Ha TENIECHOTO TErJo
W BB3pacTTa HAa MaUHeHTa, KaKTo € [oka3aHo B Tabnrua 4. Jlo3arta Tpa6Ba fa ce KOPHUTHpPa CIIOpEX
TeNecHOTO TErI0 U Bb3paeTTa C HanpeABaHeTo Ha NeUeHHETO.

3a KOMOHHALMHTE TENECHO TETNO W BB3PACT, KOUTO HE ca TOCOYEHH B TaGIMLATA 3a JO3UPAHeE, HE MOraT
na 6b/1aT NaJieHH NPenophkH 3a JIo3UpaHe.

Tabmma 4: EZHHAYHNA H o601 THeBHH 103K Xa6HraTpaH €TEKCHAAT, B MEHAHIpamMu (mg), cnopex
TeJeCHOTO TerJio B KHAorpaMu (Kg) # BbIpacTTa HA NaLHEHTA B TOXHHH

KoM6uHAIIHM TeJlecHO TerJio /BLIpacT Exunduna a03a B mg | O6ma aneBHa 103a B
Tesjecno TernoB kg | Bu3pacT B roavHH mg
11 mo <13 8 no <9 75 150
13 no <16 8 no <11 110 220
16 no <21 8 no <14 110 220
21 no <26 8 no <16 150 300
26 mo <31 8 no <18 150 300
31 no <41 8 no <18 185 370
41 mo <51 8 Ro <18 220 440
51 no <61 8 1o <18 260 520
61 mo <71 8 1o <18 300 600
71 mo <81 8 10 <18 300 600
>81 10 no <18 300 600

EAMHAYHY 1034, H3KMCKBalH KOMOWHALHK OT NOBeYe OT e4Ha Karcyna:

300 mg: JBe kancynu 150 mg

HJIM YeTHPH Kancynu 75 mg
260 mg;: eqHa kancyna 110 mg nmoc egna 150 mg
WK enHa Karncyna 110 mg nnroc 18e 75 mg

220 mg: KaTo JBe Karmcynu 110 mg

185 mg;: KaTo eJHa karcyJa 75 mg nmtoc egna 110 mg

150 mg: Karo e¢qHa kancyna 150 mg

UK JBe Kancyiaw 75 mg

Oyenxa na bvbpewnama ¢yuxyus npedu u no epeme Ha AEYERUENO

[Npenu 3anoysane Ha JeYeHHETO TpAGBA Aa Ce OTPElieNTH H3UHCIEHATa CKOPOCT Ha TIIOMepY/HA
$untpauus (MCT'P) no dpopMynara Schwartz (MeToasT, H3MON3BAH 32 OUEHKA HA KpeaTHHUKA, TpGBa
Ia 6Be NMOTBBPAEH OT MecTHa naGopaTopus).

Jleqenneto ¢ faburaTpan eTeKCHIAT € TIPOTHBONOKA3AHO IIPKH MeANATpUYHY naumedTy ¢ yCT @
<50 ml/min/1,73 m2 (B%. Touka 4.3).

[Mauwenty ¢ uCI'd >50 ml/min/1,73 m? TpsGra fa 6baaT NekyBaHH ¢ K03a CBIUIACHO Tabanua 4.

[lo BpeMe Ha nedenueto 6hOpeanara dyHKuMus TpAGBa Aa ¢¢ OUEHABA NPH ONpeAeNeHN KITHHUYHH
CHTYalHH, KOTATO HMa CbMHEHHA, ue Ou6peuHara QyRKLMA MOKe 13 ce TIOHHKM WK A3 ce BIIOINH
(Hamp. XWIOBONEMHS, ReXuApaTauus, KakTo W IIPY CHITTCTBAIIA YNIOTpeba Ha onpedeNeHH ekapcTREHN

IPOIYKTH H Ap.).

lpodvaxcumennocm na ynompeba

[TpoxbrxuTeIHOCTTA Ha NewerneTo TPAGBA Ja ce ONpelIens MHAWBHIYANHO B 32BUCHMO
TON3a/pHUCK.

Ilponycrnama do3a




TponycHara go3a AabHraTpaH eTekcHIaT MOXKE Ja ce IpHeMe Ao 6 yaca Mpequ cleBalliata npeinucaqa
no3a. [Tpu ocTapaimy No-Maiko oT 6 4aca o clieABaliMs IpHeM, NpOITycHATaTa 103a He Tpa6Ba na ce
npreMa.

B HukaksB cnyqaii He TpaGBa fa ce npueMa ABoltHa 1033, 3a A2 ce KOMIIEHCHPAT NPOITYyCHATHTE
WHAMBHIYallHU JO3H.

IHpexvcaane na revenuemo ¢ dabucampan emexcuiam

Jleqenuero ¢ gaburatpat eTekcHnaTt He TpAGBa 1a ce NMpexbcBa Ge3 kKoHCYNTaUmMA ¢ nekap. [TaunenTuTe
MJIH 0OTpHXKBALLMTE MM THUA TPSOBa Ja 6bAAT HHCTPYKTHPAHH f1a ce CBBPXKAT ¢ JICKYBalla Nekap, aKko
MALHEHTET pa3BHE CTOMALIHO-YPSBHA CHMTITOMM, KaTo AUCNencud (B, Touka 4.8).

Ilpomana ua neyeruemo

[IpeMuHaBaHe OT NeueHHe ¢ NabRraTpaH eTeKCHIaT KbM MapeHTepaneH aH THKOAryJaHT:
IMpenopruBa ce aa ce W3daka 12 [Haca cllel TocleHATa A03a MIpedAR NMpeMHHaBaHe oT Jaburarpad
€TEKCUNIAT KbM NapeHTepalieH aHTHKOATYNaHT (BXK. Touka 4.5).

[peMunaBane OT JedeHHe ¢ TapeHTePANeH aHTUKOATYNaHT KbM 1abHraTpan eTeKCHITAT:
IMapeHTepalHUAT aHTHKOATYNIAHT TPAOBa Na ce peKLCHE U Aa ce 3anodHe naburarpaH etekcunat 0-2
4aca NMpejIn Yaca, onpelenet 3a NPHI0KEHHETO Ha NMapeHTepalTHUA aHTHKOATY NaHT, WA TIpH
[IpeKpaTaBaHe Ha JICUEHUETO, B CNy4ail Ha HenpeKbCHATO JeYeHne (Hanp. HedpaKUMoHHpaH
uHTpaBeHo3eH xenapuH (HOUBX) (ex. Touka 4.5).

TIpemunaBane oT nedenye ¢ naburarpan eTekCHUNAT KBM aHTarOHWCTH Ha BUTaMuH K (ABK):
TMaunenTute TpA6Ba fa sanoynart npueM Ha ABK 3 quu npeau npekbeBaHeTo Ha JaGHTaTpaH eTeKCUAr.
Tei kato naburaTpaH eTekcHNar Moxe Ra Nosnuse Ha MekayHapOAHOTO HOPMAH3HPAaHO
cootaoweHHe (INR), INR we otpa3sn no-go0pe edexta Ha ABK enea cien cinpaneTo Ha Jaburatpax
€TeKCHnaT 3a Hal-Manko 2 quu. lororaea, INR crofiHocTiTe Tpa0Ba Aa ce TBIKYBAT C BHHMAHHE,

IpemunaBane ot neueHue ¢ ABK kuM aaburaTpan etekcunar:

IMpuembT Ha ABK Tpabea na ce npeycraHoBu. JlaburaTpan eTeKcUnaT MOXKe Ja ¢€ NPHIara seiHara
oM INR e <2,0.

Hauun Ha npuiaoxkenue

To3u nexapcTBeH NPOAYKT € 3a NEPOPATHO MPHIOKEHHE.

Karcymiure Morar 1a ce mpHeMar cbe HIH 6e3 Xxpana. Kancynmute Tps6Ba 1a ce MOTTBLIIAT eI ¢ Yama
BOJI&, 32 Ja C& YIIeCHHM JOCTUTaHETO WM A0 CTOMaxa.

[MauxentuTe TpabBa Aa 6BAAT HHCTPYKTHPAHH N1a HE OTBAPAT KallcyJaTa, Thi KaTo TOBa MOKe J1a
TIOBHII'M PHUCKA OT KbpBeHe (BXK. TOUKH 5.2 U 6.6).

TMpu neAMaTPHYHH NALUHEHTR MoA 8-roMIUHA BB3PACT WITH IPH BB3PACTHH MAUMEHTH, KOMTO HMAT

MpoSaeMH ¢ MOrNBIIAHETO K HE 3HAAT Kak 1a a MOrTBLIAT, Ha Na3apa ca HATHYHU Apyrd NoAXoASIIH
3a Bb3pacTTa eKapcTBeHH opMuU, KaTo:

- Haburarpan eTekcunat oOBHTH rpaHyIH Moke Ja Ce M3MON3Bat NpH Aela Mog 12-roaumHa
BhL3PACT, aKO Te ca cNocoOHH Jja NOTHLIIAT MeKa XpaHa,

- JlaburarpaH eTekcHNaT Npax ¥ pa3TROPHTEN 34 [IEpOpANeH pa3TROp TpA6Ba 1a ce H3MON3BA CaMO
TIpH Aela HA BB3PacT MoA | roauHa.

4.3 IIpoTuBOMOKa3aAHNA
. CBpbXUYBCTBHTENHOCT KbM aKTHBHOTO BELLECTBO MM KBM HAKOE OT MOMOLIH

u306poerHn B Touka 6.1
. Texko 6u06peuno yspexaare (CrCL <30 ml/min) npw sb3pacTay NalyenTH




#CTd <50 ml/min/1,73 m? npx NeAUATPHUHNA TALKEHTH
AKTHBHO KIUHUYHO 3HaYMMO KbpBEHE

. Jle3us WITH CBCTOAHNE, KOSTO CE OTIPEAETA XKaTO 3HAYHM PHCKOB (hakTOp 3a roaMo KbpBEHE,
Tosa Moe ia BKIIIOUBA HACTOALIY WK CKOPOWIHH CTOMAIIHO-YPEBHH pa3q3BABaHUA, HATHUHE
Ha 3110KAYECTBEHY HOBOOOPa3yBaHHR C BUCOK PHCK OT KbpBEHE, CKOPOLIHO MO3BYHO MITH
rpbOHaYHO HApaHABAaHe, CKOPOITHA MOYBYHA, rPHOHAYHA WTH OYHA XMPYPTHYHA HHTEPBEHLMA,
CKOpOIIHA BhTpedepeliHa XEMOParis, H3BECTHH MNH BEPOATHH BAPHIH Ha XpaHOMpOBOAa,
apTepHOBEHO3HR MaOpMaLly, CbROBA AHEBPH3MK WIIH TONleMH BBTperpbOHauHH WITH
BBHTPEMO3ILUHH CBAOBH aHOMATHH

. CnnbTeTBalllo NeYeHue ¢ HAKOH APYTH aHTHKOAryJlaHTH, Hanp. HedpaKuHoHUpaH Xenapyuy
(H®X), xenapiHH ¢ HACKO MONEKYIIHO TErno (€HOKCaNnaphH, JANTeNapHH | Jp.), NPOU3BOIHH
Ha XemapuHa (GoHganapiuHyKc H Ap.), aHTHKOAryJIaHTH 3a IIEPOPATHO NPUIToKeHUE (BapdapuH,
pHBapokcaban, anukcaban 1 Ap.), ocBeH B criemndHIHH ycnoBUA. ToBa ca CTydaurre Ha
NpPOMAHA Ha aHTHKOArylaHTHOTO JleueHue (B Touka 4.2), koratro HOX ce npunara B aoau,
HeoOXoaMMH 32 NOAXLPXKAHE HA OTBOPEH LUEHTPANEH BEHO3EH HITH apTepHAlieH KATETBP, HITH
korato HOX ce npunara o Bpeme Ha KaTeThbpHa abnaus mpH NpeAcEPIHO MEMIEHE (BK.

Touka 4.5)

. YepHoapobHo yepexaaHe WIH YepHoAPoOHO 3ab01aBaHe, 3a KOETO ce 0YakBa ja HMa
OTpaXKeHHe BbPXY NpeKHBAEMOCTTa

. CoUbTCTBaNIO NTEYEHNE Che CIIEAHATE MOLIHU P-gp WHXUOHTOPH: KETOKOHA30T, UMKJIOCTIOPHH,

MTPaKoHa30ll, APOHENAPOH U KOMOMHAIMATA ¢ HUKCHPAHH JO3H MNeKanpeBup/MUOPEHTACBUp 32
CHCTEMHO MpUnoxeHkHe (BXK. Touka 4.5)

. CobpAedHY KNAlHN MPOTE3H, U3NCKBALIH AaHTHKOATYaHTHO JIeYeH e (BX. Todka 5.1)

4.4 CnennaiHH npefynpexIeHHA H NPeANAIHHE MEPKH NpPH ynoTpeda
XemoparuueH puck

Jaburatpan eTexcunat Tpabsa Aa ce nMpuiara ¢ MOBHINEHO BHUMAHHE MPH CLCTOSHHUA ¢ NOBHLIEH
PHCK OT K:pBEHe HIIH NPH CbITBTCTRALLA YII0TPe0a Ha NeKapCTBEHH TPOAYKTH, MORNWABALLH
XeMocTasara upe3 uHxHOupane Ha TpoMOOLMTHATA arperanus. [To Bpeme Ha TepalHiTa KbpBeHe
MOXe /1a ce MOABY HaBCAKLIE. IpH HeouaKBaH cTafl Ha XeMOroGHHA WM XEMATOKPUTA, W criaj
Ha KPBBHOTO Hanaraue, TpA6Ba J1a ce W3BBPLUIH NPETTE] 3a YCTAHOBSBAHE MACTOTO HA KBPBEHE.

T1pH BL3pacTHH NALMEHTH B CTYYaH Ha )KHBOTO3ACTPALIARALIO HIH HEKOHTPOIMPAHO KbPBEHE, KOTATO
€ HeobXoanMo GBp30 HeyTpaTH3HpaHe Ha aHTHKOAIyIAHTHHUA edeXT Ha gaburaTpan, Moe Aa ce
H3TIOJI3BA CTICUHPUYHOTO ReYTpaNU3Hpallo CPeACTBO HAAPYLIM3yMab.

EdukacHocTTa 1 GesonacHocTTa Ha MAAPYLM3yMal He ¢4 yCTAHOBEHH [pH MEUATPHYAN NALHEHTH.
Haburatpan Moke Aa 6n/le OTCTpaHEH NOCPENCTBOM XeMoaHanu3a. Ipu Bb3pacTHM NAHWEHTH ca
BBIMOXHH JIPYTH ONHM KATO H3MON3BaHe Ha TIPACHA LA/a KPBB AITH TPSCHO 3aMpa3eHa niasma,
KOHUEHTPAT Ha KOAryNauHoHHH (HakTopH (aKTHBHPAH HIH HEAKTHBHPaH), pekoMbuHaHTeH dakTop
Vllaunu TpoMOourTHA Maca (BK. ChLIO ToYKa 4.9).

B KIMHMYHH H3MHTBAHHA Ja0HraTpaH eTEKCHIAT Ce CBbP3Ba C N0-BHCOKH HUBA HA FONAMO CTOMALITHO-
uperHo (CH) xbpBere. TIopHIIER pHCK ¢ HABMHOAABAH MPY MTAUKEHTH B CTAPYECKA Bh3PacT

(275 ronvnm) npu cxeMa Ha npunarade 150 mg 1Ba ITTH GHEBHO. JIpyru PHCKOBH (akTOpH (Rik.
ChLo Tabnuua 5) BKIOYBAT SIHOBPEMEHHO JIEYEHHE C HHXMGUTOPH Ha TPOMGOLUUTHATA arperaius,
KaTo KJIOTTHAOFPeNl H aleTHICATHIINTOBA KicenHHa (ACK) min HecTepOMIHU NIPOTHROBL3NANMTETHH
cpeacraa (HCTIBC), kakto ¥ HaMuKETO Ha €30(haruT, TACTPHT HITH racTpoesodareaneh peg

Puckosu haxmopu

Tabmuua 5 o6o6wasa hakTopuTe, KOUTO MOTaT Aa OBULLIAT XEMOPATHYHUA PHCK.



Tabanma §:  daKTopH, KOHTO MOTAT JA MOBHIIAT XeMOPATHYHHA PHCK.

PrckoBH dakTopu

DapMaKkoKHAMHYHH W KHHETHIHY pakTopH Buapact 275 roausu
®akTopH, KOHTO NOBHILABAT IUIA3MEHUTe HUBa | [J1aBHM:
Ha Jaburarpan . VYMepeHo 650peuHo yBpekIaHe NnpH

BBL3pacTHH namuenTH (30-50 ml/min CrCL)

. Mouau P-gp unxnburopu (Bxk. TourH 4.3
u4.5)

. CpBMecTHO ipunaraHe Ha cnabu go
yMepens P-gp unxuburopu (Hanp.
aMHOJApOH, BEpanaMull, XHHWIAWH K
THKArpenop, Bx. Touka 4.5)

BropocTeneHHn:
. Hucko TenecHo terno (<50 kg) npu
BB3PACTHH NAIHEHTH

(dapMakoAHHAMHYHY B3aHMOIEHCTBMS (BXK, . ACK ¥ apyrn uHxubuTOpM Ha
Touka 4.5) TpoMOONUNTHATA arperanms, KaTo
KITOMHAOTPEN
. HCTIBC
. SSRI unn SNRI
. JPYry IeKapcTREHH NPOAYKTH, KOHTO
MOraT Jla HapylIaT XeMocTa3ara
3abonssaHna / npoueaypH ¢ ocobeH . BpoaeHu HiIH OpHACOHTH HAPYLIEHHS Ha
XeMOparu4eH puck KoarynauuaTa
. TpomBouuToneHHs WIH GYHKUHOHATHH
TpOMOOLHUTHH Ae(eKTH
. CkopolHa 6HONCHA WK ronsMa TpaBMa
. BakTepuaneH enaokapaut
° Ezotarur, racTput wim

ractpoesodareaneH pedaykc

ChInecTBYBAT OrpaHHYEHH JaHHH NP BB3PAcTHH naiMeHT! <50 kg (Bxk. Touka 5.2).

CemuTeTBalaTa ynotpeba Ha faburatpan eTekcunar u P-gp MHXUOUTOPH He e TIpoydBaHa HpH
NEAHaTPHYHU TIALHEHTH, HO MOXKE Ja YBEMHYH PHCKa OT KhpBeHe (BX. TOUKa 4.5).

IIpeonastu mepxu u 0enadaeane Ha XeMOPAZUIHUA PLCK

3a oBNaIABaHE Ha YCIOXKHEHHS C KbPBEHE BIDKTE ChHILO TOYKa 4.9.
Oueuxa HA CbOMHoteHuema noma/pucx

HanwuneTo Ha nesun, 3abonaBaHusd, poueAypH WHIH dpapMakonorwuHo NedeHne (kato HCIIBC,
TpoMOOLMTHY aHTHarperanTH, SSRI 1 SNRI, Bk. Touka 4.5), KOUTO 3HAYHTENHO YBEIM4aBaT PHCKa OT
roJIfiMoO KbpBEHE, U2HCKBAT BHHMATETHA OLEHKA Ha ChOTHOLIEHHETO Noj3a/puck. JaburaTpan
eTeKcHnar TpAOBa Ja ce JaBa CaMo ako MON3aTa HaJlBHIIaBa PUCKA OT KBEPBEHE,

HanuuanTe KIMHHYHA AaHHH 32 eAMaTPHYHH MAUMEATH ¢ PHCKOBH HaKTOpPH, BKITIOYHTENHO
NaLHEHTH C AKTHBEH MEHMHIHT, eHlehanuT U prTpedepenen abeuec (Bx. Touka 5.1), ca orp

ITpH TakKBa nanuHeHTH fabKraTpaH etekcnnaT TpaOBa Aa ce JaBa caMo aKo OY4KBaHATA
HaJBHIIABA PHCKA OT KbPBEHE.

Brumamenno wnuninino nabriodenue



[MpenoptuBa ce BHUMATENHO HabMfoneHe 3a NMPHIKHALM Ha KbpBeHe UTH aHeMUA Npe3 Uenus nepHoa
Ha JledeHne, ocobero ako puckoBitTe GakTopy ca KoMOHHHpaHH (BX. Tabnuia 5 mo-rope). Tpabea na
Ce BHAMaBa 0c00eHo MHOTO, KOTATO JabUraTpaH eTEeKCHNIAT ce MpUiara ¢AHOBPEMEHHO ¢ BepanmamMu,
AMHOJAPOH, XHHUAHH UITH KIAPHTPOMULIMA (P-gp uexrGaTopH) N ocobeHo NMpH nosBa Ha KbPBEHE,
Half-BeUe NIPH TALMEHTH ¢ HamaneHa OsOpeuna pyHkuMA (BK. Touka 4.5).

[penopbuBa ce BHUMATENHO HabMOJeHNE 32 IPH3AALM Ha KBPREHE NTPY MAWEHTH, TeKYBaHH
ceneTeTBalo ¢ HCTIBC (Bx. Touka 4.5).

UPEK‘bCBGHe HA Jeyernuemo c dab'uzampaﬁ emexcunam

TMatuenTHTE, KOUTO pazBUAT ocTpa 6LOpeTHa HemOCTaTHIHOCT, TPA6RBA a IPEYCTAHORBAT IPHEMA Ha
IaburaTpaH eTeKcHaT (BX. ChlIo Touka 4.3).

Koraro ce mosBH TeXKO KhpBeHe, Tpa(GBa Jla e IpekpaTH NedeHHeTo, Ja ce HacieBa MpHIHHATA 3a
KbpPBEHETO H NP BL3PACTHH NAIMEHTH MOXKe 1a ce OOMHCITH IPUNOKEHHE Ha CIeH{HTHOTO
HeYTpal13upallio cpeacTBo (Haapyunsymabd). E¢uxacHocTTa H De30nacHOCTTa Ha HAApYIM3YMat He
€a YCTaHOBEHU TIPW NeAHaTpHYHH naiienT!. Jaburatpan Moxke fa 6be oTCTpaHeH NOCPERCTROM
XeMOIHAITH3A.

Ynompeba na unxubumopu na npomoxnrama RoMna

Moxe 1a ce OOMUCITH TIPUIIOKEHHE Ha UHXHONTOP Ha ApoToHHaTa noMma (PPI) sa npesenumsg Ha CY
kbpBeHe. [1pH NefHaTPUYHW NallHeHTH Tps0Ba a ce cleABaT NpenopLKuTe, ONMCaHN B KpaTKara
XapakTepHCTHKA Ha NPOAYKTA HA ChOTBETHUA HHXUOHMTOP HA IPOTOHHATA NOMITA,

Jabopamopru xoazyaayuonnu napaMempu

Bunpex# ye TO3W NexapcTBEH NPOXYKT N0 MPHHLIMN He H3HCKBA PYTHHHO MOHHTOPHPaHE HA
aHTHKOArynauHuaTa, oTpeReNsHeTo Ha CRbp3aHaTa ¢ faburaTpaH aHTHKoarynalua Moxe Aa OBA¢ oT
non3a 3a YCTAHOBABAHE HA NPEKOMEPHO BHCOKA €KCMO3NUMA Ha AaburaTpaH NpH HANWYKE Ha
JOTBIHHTETHH PHCKOBY (haKTOpH.

TpombuHOBOTO BpeMe 4pe3 paspexgane (TBP), exapnHoeoTo Bpeme Ha cscupiaHe (EBC) u
aKTHBHPaHOTO MapuManno TpoMbonnacTnHoBo BpeMe (aPTT) Morar i1a npenocTaBAT monesna
uHbopMaLKi, HO pe3ynTaTiTe TPAOBA Aa ce THIKYBAT C NOBHIIEHO BHUMAaHHE [TOPaH
BapHabMIHOCTTa MEeXAY TecToBeTe (BXk. To4Ka 5.1). TecTsT 3a onpefensHe HA MEXIYHapORHOTO
HOpMaTM3HPaHo choTHOLIEHUE (international normalised ratio, [INR) He e HagexIeH MpH MALMEHTH Ha
nevenue ¢ JaburaTpad eTeKCHNAT U UMa JOKITIATBaHU CIYHaK ¢ ¢alllinBO TONOKHUTEIHO [IOBUILEHHE
Ha INR. 3atoea TNR tecToBe He Tpa6GBa na 651aT NpoBekIaHM.

Tabnrua 6 nokaspa Haifi-HUCKHUTE Mparose Ha KOArynaUMOHRHHTE TECTOBE NMPH BE3PAcTHR MALIHEHTH,
KOWTO MoTaT Ja OBbOAT CRBpP3IaHU ¢ TIOBMIIEH PUCK OT KbpBeHE. He ca W3BECTHH CHOTBETHHTE MparoBe
MPH NeJHATPHYHH NaLMeHTH (BX. Touka 5.1).

Tabauna 6: Hatli-HHcKH NparoBe Ha KOATYJallHOHHHTE TeCTORE NPH BL3PACTHH MALHEHTH,
KOHTO MOFaT Aa 6LIaT CBLP3aHM ¢ OBHIIEH PHCK OT KbpBene,

TecT (Hali-HUCKA CTOHHOCT) TMokazaHne
TMepeuuna npeseHund ha | KATIM u IBT/BE
BTE npu opToneandna =
WA 110
oTepanus N —
TBP [ng/ml] >67 >200
EBC [x-meTH Hag ropHaTa rpaHHLia Hama nanum >3
Ha HopMaTa]
aPTB [x-mbTH Hag ropHAaTa rpaHHLa >13 >2
Ha HOpMaTa]




INR He Tps0ra na ce He TpabBa Ja ce npoBexkaa
npoBesa

Ynortpeba Ha GHOPHHONHTUYHY TeKapCTREHH NPOIVKTH 3a NcYeHre Ha OCTED HCXEMHUYEH MHCYIT

YnoTpeGaTa Ha Cl)HﬁpHHOIIHTH'{HH JCKApPCTBCHH TIPOOYKTH 32 JICHEHHETO Ha OCTHD UCXEMHYCH HHCYNT
Moxe na ce 06chay, ako cTolinocture Ha TBP, EBC nnui aPTB He HanBWIDABAT ropHaTa MpaHHIa Ha
Hopmata (ULN) cnopes MecTHHTE pedepeHTHH rpasuiiy.

XHQ!QFH‘IHH onepayH ¥ HHTEPBEHIHH

Tlpn nauneHTH, MpHeMalny naburaTpaH eTeKCHIAT, KOWTO Ca TIOJUIOKEHH Ha XHPYPrHyHa
HHTEPBEHLUA WIN HHBA3HBHU NPOUETYPH, CELIECTBYBA PUCK OT kupseHe. [0 Tasu npHuuHa
XHPYPrHYHHTE HHTEPBEHIHHA MOTaT [1a HATOXKAaT BpEMEHHO TIpEKpAaTABAHE Ha MpHEMAHETO Ha
JaGuraTpaH eTEKCUNAT.

IMaunenTTe MoraT a MpoABKAT IpHeMa Ha JabUraTpaH eTEeKCHIAT, KOTaTo ca MOUTOXKEHH Ha
KapanoBep3Ho. JIUNCBAT JaHHY 3a JTedeHHeTo ¢ naburarpad etekcHiar 110 mg nea meTH ZHEBHO TIPH
TAUMEHTH, KOHTO €a MOJIOKEHH HA KaTeThpHa abnaluna Ha NpeAchpAHO MbiieHe (BX. Touka 4.2).

Heobxonumo e MoBKIIEHO BHUMaHWe, KOTATO IEYEHHETO BPEMEHHO ce TIPeKpaTH Mopagy
WHTEPBEHLIMH H CE IPENOPbhYBA MOHMTOPHPAHEe Ha aHTHKoarynauusta. [Tpu nauveHt! ¢ 66peyna
HEJIOCTATHYHOCT KIIMPBHCET Ha JaburaTpaH Moxe Ja TPOIBIBKY TO-AbATO (BX. Touka 5.2). ToBa
TpaGBa Ja ce B3eMe NpeABUA NpeaH BCAKA Mpoueaypa. B Takuea ¢iyyau koarynauHOHEH TECT (BIK.
ToukH 4.4 ¥ 5.1) Moxe 114 TOMOrHe J1a ce ONpeeNi Janu Bee ollle MMa HapyllleHHe Ha XeMOoCcTasara.

Crewnu XUPYPeUNHY ORePAYUY UAY HEOMAONCHY ngoyea 74174

TpuembT Ha naburatpaH eTexcunar Tpsbsa 1a 661¢ BpeMeHHO NpekpateH. Ako e HeoBXogumo 6Bp30
HEYTPATH3IUPAHE HA AHTHKOATYNIAHTHHA ePEKT, MOXKE Aa c€ H3TON3ea cneuudu4HOTO
HeyTpanu3upailo cpeACTBO Ha raburaTpan (MaapynsyMat) 3a BE3pAcTHH nalieHTH. EdukacHoctra
H De30nacHOCTTa Ha HIapyLU3ymMab He ca yCTaHOBEHM RPH MEAMATPHYHU nauneHTH. JaGuratpan
MOXE 14 G'blle OTCTpPaHEH NOCPEACTBOM XECMOOHANNA3A.

TIpu npeycranoBsABaHe Ha TepamuaTa ¢ JabUTaTpaH MaUMeHTHTE Ca HANOKEHH Ha TpoMGOTHYEH pHCK,
CRbP3aH C OCHOBHOTO MM 3abondagane. JleueHuero ¢ jaburaTtpal eTeKCHNAT MOYKE Na ce Bb306HOBH
24 vaca crell IpHAOKEHNE HAa HOAPYLIM3yMal, ak0 MAUMEHTHT € KIWHHSHO cTabU/ICH M € NOCTHrHATa
ajleKBaTHa XeMocTasa.

Xupypeuunu onepayui/unmepeenytu Rpu nO0OCmpY CbCMOARUA

[puemMnsT Ha naburaTpaH eTeKcHnaT TpAOBa BpeMeHHO Ja ce ipekpaTi. [10 BE3MOXKHOCT,
XUpYpryvHaTa Onepauys/MHTEPBEHUMS TPAOBA 1a ¢ OTN0XKHM 10 M3MHHABAHETO Ha Haii-Manko 12 vyaca
Cell MpHeMa Ha Noc/e/(HaTa 103a. AKO XMPYpPrHIHaTa ONepalis He MOXe Ja ce OT/OXH, ChIIECTBYRA
MOBHIIEH PUCK OT KbpBeHe. Tosn puck TpabBa fa ce OUEHH CTIPAMO CMEUTHOCTTa HA HHTEPBEHUMATE.

IInanosa xupypeuuna onepayus

Npeay H3BLPIIBAHETO HA WHBA3MBHA HITH XMPYPTHYHa Npollenypa. pekparseane npue
AaburaTpaH eTekcuiar 2-4 IHK NPEJH XMPYpPrudHa oliepalia TpsifBa 1a ce HMa IIpe/p Ay
[AUMEHTH C MOBUILIEH PUCK OT KbPBEHE MIIH B C/Ty4ail HA roNAMa oNiepaLys, NPy KOATY
HeoOXoAMMa MBIIHA XEMOCTA34,

Tabnnna 7 oGofasa npasuiaTa 32 npeKkparsABaHe Ha PHEMA MPE/IR HHBA3HBHH HITH



TIPOLIEYPH NPH Bb3PACTHH NALUEHTH.

Tabauua 7: TIpaeuna 3a NpeKpaTABAHE HA NpUeMa NpeAH HHBAa3HBHH HIH XMPYPTHYHA
NpoueAYPH NPH BL3PACTHH NAHEHTH

Brbpeuna IMpubnuzuteneH IlpuembT Ha fabHraTpaH eTekcHnaT TpAOBRa Ja ce crpe
dyHKUHA TIONYKHBOT Npek IaHOBA XMPYPIHYHA OTlepalus
(CrCL B (dacome) Bucok puck oT kepeeHe #nu | CTargapTeH puck
ml/min) ronsMa XHpyprHuHa
onepauus
>80 ~13 2 [IHU MpeIBApUTENHO 24 yaca npeaBapHTEIHO
>50-<80 ~15 2-3 OHM TIpeIBAPHTEITHO 1-2 gHY NpeaBapHTENTHO
>30-<50 ~ 18 4 DHW IpenBapHUTENHO 2-3 gHU TIpeABapHTEIHO
(>48 uaca)

IMpaBunata 3a npexpariaBaHe Ha IpHeMa NMPeAH WHBA3UBHY HNY XUPYPTHYHH TIPOLEAYPH TIpH
NeAHATPHYHK NaUHEHTH ca 0b0obueru B Tabmina 8.

Ta6auua 8: TIpapuia 3a npekpaTABaHe Ha NPHeMa NpPedH HHBA3WBHH HJIH XMPYPrHYHH
NpoUeTYPH NIPH NeJHATPHYHH NANHEHTH

brbpeuna dyHrMA Crmapane Ha faburarpaH Npeay MIAHOBA XUPYprudHa
{(nCI'® B ml/min/1,73 onepalus

>80 24 yaca npefBapuTESTHO

50 - 80 2 HW TIpeBapUTEITHO

<50 Te3n NAUEHTH HE €A NPOYUBAHY (Bk. TOYKA 4.3),

Crnunaang grnecmesuwsy/enudypaing anecmeut/aymbannag nyRKyus

I'lpouenypn KaTo CTIHHAJIHA aHECTE3WA H3HUCKBAT ITBITHOLCHHA XEMOCTATHYHA ClJYHKLIHH.

PHckbT OT crinHaneH WK enuaypaned XeMaToM MoXe Jia ce NOBHIUM NPH CITy4aH Ha TpaBMaTH4HH HIH
MHOTOKPATHH MYHKUHH 1 NpH NPOXbIDKHTENHA YTIoTpeOa Ha enmiaypansu kateTpH. Cren
OTCTpaHARaHe Ha KaTeThp TPSORa la MHHAT Half-Mallko 2 yaca NpeJH TpHIMKEHHETO Ha MhpBaTa Jo3a
naburarpan etexcunatr. Te3n nMauMeHTH W3HCKBAT 4€CTO HAGMIOACHNE 32 HEBPONOTHYHU TIPU3HALM U
CHMIITOMH Ha CIIHHANIeH UIH enHIypaneH XeMaToM.,

Iocmonepamusna ¢asa

Cnel HHBa3MBHATA npoUcaypa UMK XHPYPrayHaTa HHTEPBEHUNA NCUCHHETO naﬁnranaH CTEKCHUNAT
Tp}l6Ba HAace ITOJIHDBH/Bal'ID'—IHB BBE3MOXHO Haﬁ-CKOPO, TIPH YCNOBHE Y€ KITHHHYHATA CHTYalHA
NO3BOIIABAa H HMA aJCKBaTHAa XEMOCTa3a.

HeobxoaumMo € moBAMIEHO BHUMaHHe NPH MaUMEHTH C PHCK OT KbPBEHE HITH MALIHEHTH ¢ PHCK OT
CBPBXEKCIIO3MLMA, 0c00EHO MaNHEeHTH ¢ HamaneHa 6p0peuna gyHkuns (Bx. cbiio Tabmuua 5) (Bxk.
rouka 4.4 u 5.1).

[TauHeHTH ¢ BHCOK ONEpAaTHBEH PHCK OT CMBPTHOCT H € BETPEITHA PHCKOBH GakTopH 3a
TpoMGoeMOONUIHY CHOUTHA

ChllecTRyBAT OTpaHHYCHH JAHHY 33 ¢PHKACHOCTTA W 0€30MacHOCTTA Ha JaburatpaH ergf
TE3W MALMEHTH U NOpaau Tosa Te TpaOBa fa OBAAT JTeKyBaHU ¢ MOBULIEHO BHHMAHHE.

Onepauys npu dmax!ypa Ha LiniikaTa Ha 6egpeHaTa KOCT




Hsma gannum 3a yno*rpeﬁaTa Ha JlaﬁHl"anaH €TEKCHJIAT NpH NaUHEHTH, TOAN0XKEHHN HA ONepanud MmpH
cbpax'rypa Ha muiikaTa Ha Ge,upeHaTa KocT. CnenoBaTeNnHO NEYEHHETO He Ce NpENnoOpPeRUBA.

YepHoIpoOHO YBpeKIaHe

TMaimeHTH ¢ TORKIIEHW YepHORPoOHN eHanMH >2 ULN ca H3KNHOYeHH OT OCHOBHHTE H3iHTBAHHS.
Hsama wanwden TepaneBTHYEH OITAT 3a Ta3W CyOIIONyIannd OT MalMeHTH H CeJ0BaTellHO TIPH TazH
nommynaiua ynorpebara Ha faburaTpaH eTeKcHNar He ce npenopbyea. YeproapoGHo yBpexkaaHe UK
yepHoapobHO 3a60naBaHe, 33 KOETO C& OYMAKBa Ja UMa OTpaeHHe BhpXY [PeKUBAEMOCTTE, &
NPOTHBONOKAa3aHo (B, Touka 4.3).

BsaumMogeiictere ¢ P-gp HHIVKTOpH

ChITLTCTBALLOTO NPUIIOKeHUe Ha P-gp HHIYKTOPH ce 04aKBa Aa (IOHWKH MIa3MEHHTE KOHUEHTPaLHH
Ha gaburaTtpaH u TpadBa Ja ce w3barea (Bx. Toukw 4.5 u 5.2).

Hagnenm c anmd;ocgbonnnngen CHHAPOM

JnpexTHo geficTBamy nepopansu autukoarynanti (JIITAK), siomrounTenHo gaburaTpad eTeKCHAT,
He ce TPeTopbYBaT MPH MAUHEeHTH ¢ aHAMHe3a 3a TpoM0O03a, KOWTO ca TUATHOCTHLMPaHH ¢
antugochonununeH cuanpoM. [o-cnetmanto Npy TpoHHONOIMTABHY NALWEHTH (3a TymyceH
AHTUKOATYNAHT, aHTHKAPAHOIUTIHHOBH AHTHTENA W aHTHTENa cpeity OeTa-2-TMkonpotens 1),
nevennero ¢ JJTTAK moxe ga 6bie CBBP3aHO C TIOBHIICHA YeCTOTa HA MOBTAPALLH ce TPOMGOTHYHU
¢bOUTHA B cpaBHEeHHe ¢ TepanusTa ¢ aHTaroHUCT Ha BUTaMHH K.

Hugaprr Ha Myuokapaa (M)

B npoyuranero RE-LY ¢aza [11 (KATIM, mx. Togka 5.1) ofumata vectota Ha MM e 0,82, 0,81 1
0,64%/rofIuHa CHOTRETHO 3a Jaburarpas erekcunaT 110 mg Ara MbTH AHEBHO, JalHraTpad eTekcHar
150 mg nBa NbTH AHEBHO R BaphapHH — yBeTUYeHHE B OTHOCHTENHUA pUCK 3a Aaburatpad oT 29% u
27% B cpaBHeHHe ¢ BapdapiH. HeaasucuMo oT nedeHueTo, Hall-BiucokusaT abcomoTeH puck ot M ce
Habmonaea B cleiHMTE NOATPYNH, ¢ NOZ0oGeH OTHOCUTENEH PHCK: NauneHTH ¢ npenued MM,
TIauMeHTd >65 rogunu ¢ awabeT WKW KOpoHapHa apTepHaTHa bolecT, MaHeHTH C JIeBOKaMepHa
dpakuua Ha u3Trackeane <40% ¥ naunenTH ¢ yMepeHa 050pevna ancdyHkund. B onunnenne
no-BUcoK puck oT UM ce Habnioasa npHi naumeHTH, NpueMaili csobTeTBaimo ACK nmoc
KJIOIMMAROTPEN HITH KNOMHIOrpeN CAaMOCTOATEITHO.

B TpHTe aKTHBHO KOHTpONHpaHn npoyusaHuA diasa III 3a JIBT/BE ce cwobiapa no-BucoKa 4ecToTa
Ha crydad Ha MM npu nauxenTuTe, npuemaruy gaburatpaH eTeKcuIar, B CpaBHEHUE C Te3H,
npuemaniu sapdapiH: 0,4% capamo 0,2% B kpaTkocpounuTe npoygranus RE-COVER n
RE-COVER I1 u 0,8% cnpsamo 0,1% B awnrocpouroTo wamuteaie RE-MEDY. Yeenuuernueto €
CTATHCTHYECKH IHAYKMMO B TOBa npoyusaHe (p=0,022).

B npoyuBaseto RE-SONATE, koeto cpaBHsBa naGurarpaH eTekcuiar ¢ nnauedo, dectotata Ha UM e
0,1% npu nauMeATHTE, NpHeMalln Jaburatpad erekchnar, 1 0,2% npu nauvedTHTE Ha Nnauebo.

IMaynentH ¢ akTuBHO oHKOMOrMuHO 3abonasane (JIBT/BE, BTE mpu neuaTpyyuHy DAllHeHTH)

oxkonoruyHo 3abonasane W JIBT/BE. HMa orpaHuieHd JaHAH 33 eHKacHOCTTA H De3
NpH NeANaTPHHHHA NalMeHTH ¢ aKTHBHO OHKONOTHYHO 3a6onasaue.

lleguatpuyna nomynauus
TTpH AIKOM NEHATPUYHH MALUWEHTH CbC CTPOro cieludHYHU 3abo1aBaHus, Hanp. Na



Ha TBEHKUTE 4EPBA, TIPH KOUTO MOXe Ja € 3acerHaTta abcopbunsaTa, TpabBa aa ce oOMUCITH
H3MMON3BAHETO HA AHTHKOATYMAHT, KOHTO Ce MpHiIara nmapeHTepanHo.

4.5 BaaumonpeiicTBHe ¢ APYTH JeKApPCTBEeRH NPOAYKTH H APYTH GopMH HA B3aHMoelicTBHE

BzanmoneiicTBHA ¢ TPAHCIOPTEPH

Jaburarpan etekcunar e cy6cTpar 3a edurykcHust TpaHcHopTep P-gp. ChIbTCTBALIOTO MPUITOKEHHE
Ha P-gp unxuburtopu (Bx. Tabmiua 9) ce odakea ja Koeele A0 NOBHIIEHH HABA Ha Na3MeHaTa
KOHLIEHTpalLMA Ha AaburaTpaH.

AKO He € NPeAnxcalo Apyro, e HeoOXoA¥MO BHAMATENHO KITHHHYHO Habnonedue (cneieHe 3a
NpU3HALHY Ha KBPBECHE WIIH aHEMHA), KoraTo JabHraTpaH ce mpuiara eJHOBpEMEHHO ¢ MOIUHY P-gp
WHXHOHTOpH. MoXe 1a ca HeoOX0OMMHM HaMaNABaHHUA Ha J03aTa B KOMOHHaUMs ¢ Hakou P-gp
UHXHOUTOpHU (BX. Tovkn 4.2,4.3, 44 u 5.1).

Tabaunma 9: Biaumojeficreng ¢ TpaHcmopTepu

P-gp wixubumopu

Cownememeawama ynompeba e npomueonoxkasta (8xc. mouxa 4.3)

KeToxoHazon Ketokonason nosumapa ToTanHuTe AUCo.o B Crnax cTOHHOCTU Ha naburaTpan
¢hOTBETHO 2,38 mbTH 1 2,35 NbTH cen emMHWYHA Nepopanta 1o3a 400 mg u
CBOTBETHO 2,53 THTH H 2,49 MbTH cJ1el MHOTOKPATHO NEPOPATTHO MPHITOKeHHe
Ha 400 mg KeTOKOHA30] BEAHDX JHERHO,

JpoHenapon Tpy eqHOBPEMEHHO NPUNOKEHKE HA TabUraTpaH eTeKCHIaT H IPOHEeJapoH
ToTanuTe AUC) o U Crax CTOHOCTH Ha maburaTpay ce yBeNHY4BaT ChOTRETHO
oxono 2,4 weTH W 2,3 MbTH cleX MHOTOKpaTHO MpHIokeHHe Ha 400 mg
JAPOHENAPOH OBAa ITbTH ZHEBHO ¥ CBOTBETHO OKoo 2,1 mbTH W 1,9 wbTH cnex
elnHruyHa fno3a 400 mg,

Hrpakonason, Bb3 0CHOBa Ha pe3yTaTUTE in Vifro MOXe [a Ce 0UaKBa oobeH edekT, KakTo ¢
UMKTIOCMNOPHH KETOKOHA3OJI.

Tnekanpesup / | CbnbTcTRamara ynoTpeba Ha JaGuraTpaH eTekCHIIAT ¢ KOMOHHALMATA C
mubpeHTacBHp ¢purcupanu no3n Ha P-gp mEXHGUTOpHTE rexanpeBHp/NROpeRTacCBAp MOKA3Ba

YBENHYaBaHe HA eKCNO3NLHATA Ha AabiraTpaH W MOXe [a IOBHIIH PHCKA OT
KbpEEHe.

Cynememsawyama ynompeba ne ce npenopwyea

Takponumyc In vitro e ycraHoBeHO, Ye CTENEHTa Ha WHXHOHTOPHNA eeKT Ha TaKpOIHMYC
BBpXY P-gp e nonoGua Ha Tasy, HabmoagaraHa MPH HTPAKOHA301 B
uuKnocniopHH. ENHOBpeMeHHOTO NpUioXkeHNe Ha JabUraTpaH eTeKCHNar ¢
TAKPONMMYC He € NPoYUEeHO KIMHAYHO. Bhrpekn ToBa, orpaHUYeHHTE KIMHHYHH
JadH# ot npyru P-gp cyberpat (eBeponuMyc) npeanonarat no-cnaGo
WHXHOMpaHe Ha P-gp oT TakpomuMyc, B cpaBHeHHe ¢ HabMOJaBaAHOTO TIPH CHHK
P-gp HHX®OHTODH. '




Heobxooumo e nosuiieHo sHuMane Npu conbmemaeawa ynompeba (axc. moyxu 4.2 u 4.4)

Bepanamun

Korarto naburarpan erekcunar (150 mg) ce npunara eIHOBpEMEHHO ¢
nepopaneH BepanaMui, Cops U AUC Ha Jaburarpay ce ysendyasar, HO
CTeNeHTa Ha Ta3W MPOMAHA € pa3iiyHa B 3aBHCHMOCT OT BpeMeTo Ha npHeMade
1 ¢opmMaTa Ha BepanaMun (BK. Touxn 4.2 u 4.4).

Hait-ronsMoTo noBMIIaBaHe Ha eKCMO3KHIMATA HA TaburaTpaH ce HabGmoaaBa
TIpH ITBpBaTa 1032 Ha Bepanamiun ¢ He3abaBHO ocB0oDOAaBaHe, MPHETa eAWH
Yac npeay npueMa Ha 1aburaTpaH etekcHiar (ysenuuaBaHe Ha Cog OXONO
2,8 memit 1 Ha AUC okomo 2,5 meH). EdexThsT mporpecHBHO HaMansea rnpu
TIpHIokeHne Ha dopMara ¢ YIBIKeHO 0cBODORIaRaHe (yBenniaBaHe Ha Cray
okono 1,9 netu ¥ Ha AUC okono 1,7 obTH) WM MpH NpHI0KEHHKE Ha
MHOTOKPaTHH 031 BepanaMu {yBenuuaBaHe Ha Cmax OKONO 1,6 ILTH U Ha
AUC oxono 1,5 meTH).

He ce nabmonasa 3Ha4MMO B3aUMOAENCTBHE, KOTATO BepanaMill ce IpHemMa

2 yaca cnen maburatpaH eTekcHnar (yBenu4yaBase Ha Cma 0KONO 1,1 MLTH M Ha
AUC okoso 1,2 metH). ToBa ce obAcHABa ¢ MbAHATa abcopGuus Ha JaburaTpaH
el 2 yaca.

AMHoOJapoH

Koraro gaburarpal eTekcuiar ce npuiara eZTHOBPEMEHHO ¢ eAMHUYHA
nepopanHa tosa 600 mg aMHOA4pOH, CTENeHTa M ckopocTTa Ha abcopOuus Ha
aMHO0/IapOH U Ha akTHBHHA My MeTaGonuT DEA no cblUecTBO He ce MPOMEHAT.
AUC u Cpax Ha nalurarpa HapacTBaT CLOTBETHO okoNo 1,6 ThTH # 1,5 eTH.
Tlopany IBICUS MOy AKWBOT HA AMHOJAPOH BB3MOXHOCTTA 33 B3aHMOIEHCTBHE
MO3e Ja ChIECTBYBA CEAMMIM Cle/l IpexpaTABaHe Ha IeUeHHETO C AaMUOAPOH
(K. ToukH 4.2 1 4.4).

XuHngue

XUHUAMH e ipunarad kato Ao03a oT 200 mg Ha BcekH 2 waca Jo 061a J03a

1 000 mg. [JaburaTpaH €TEKCHNAT € MPHIAraH ABa IbTH AHEBHO B
IpoAbIbKeHHE Ha 3 TIocNeJoBATENHA JHH, Che HITH Ge3 XHHHIHH HA TPETHA JIeH.
AUC s ¥ Crigxss Ha JaOHTATPaR CC YBETHYABAT CPEAHO CHLOTBETHO 1,53 MbTH M
1,56 NETH MPY CHLITLTCTRALIO NPHRNIOKEHUE HA XHHUAWH (BX. ToukH 4.2 n 4.4).

KnapurpoMunun

Korato xrapuTpoMHIMH (500 mg Ba TbTH JHEBHO) CE [TPHNAra 3aeIHO C
JabHraTpaH eTekcHIat Mpy 3pasu 100poBONUH, ce HabI0AaBa MOBHILABAHE
Ha AUC okono 1,19 mbTH H Ha Ciax OkoOJI0 1,15 Mo,

Tuxarpemop

Koraro equsn4Ha no3a ot 75 mg naburatpaH eTeKCHNAT Ce [puiara
€JHOBPEMEHHO ¢ HaToBapBeailia Jo3a oT 180 mg Tuxarpenop, AUC u Crux Ha
naburarpaH ce MOBHWABAT ChOTBETHO 1,73 mbTH W 1,95 mbTi. Cnen
MHOrOKpaTHU JO3U Ha THKarpenop 90 mg, ABa MLTH JHEBHO, YBEIHYABAHETO HA
€KCTIO3MIMATa Ha JaburaTpad € 1,56 meTH ¥ 1,46 TBTH, choTBeTHO 238 Crg M
AUC.

CrILTCTBAIOTO PHIIOXKEHHE HA HATOBApBallia 1o3a THKarpenop 180 mg u
naburarpau erekcunar 110 mg (B crauuoHapHo chCTOsHHe) noBAmansa AUC,
H Cunaxss Ha naburarpaH chOTBETHO 1,49 bTH K 1,65 MBTH B cpaBHEHKE C
JaburaTpaH eTeKCHIIAT, NpUIaraH camocTosTeNHo. Korato HaToBapBealla 03a
ot 180 mg THkarpesnop ce naBa 2 yaca ciej npueM Ha 110 mg naGuratpaH
€TEeKCHNIAT (B CTALMOHAPHO CheToAHNE), oBKIABAHETO HA AUC ;s U Crex HA
JabHrarpad HaMansBa CEOTRETHO 70 1,27 muTH W 1,23 NBTH B cpaBHEHNE ¢
JaburarpaH eTEKCHNAT, IPHIaTaH caMOCTOATENHO. Takbe He3acThNBall ce
TIpHEM Ce NIPerNopbYBa MPH 2aNouBaHe Ha THKArpeJIop ¢ HATOBAPBALIA 03a.

CohnbTeTRamOTO NpUToXKeHHe Ha 90 mg THKArpesIop ABa IETH JHEBHO
(nopaspxaina 003a) H 110 mg naburatpaH eTeKCHIAT MOBMINARA KOP




AUC, ¥ Ciax s Ha aburatpad ceoTBeTHO 1,26 MBTH ¥ 1,29 MBTH B cpaBRHEHHE
¢ naburaTpaH eTeKCHIaT, NPHJIaraH caMOCTOSTENHO.

[Tosaxorazon TozakoHazoN CHINO HHXHOMpA B HAKAKBa cTeneH P-gp, HO ToBa He ¢ Mpoy4eHo
KIIHHHYHO. EJIHOBpeMeHHOTD NPHINOXKEHHE Ha ,uaﬁnrarpaﬂ C€TEKCHIIAT C
IT03aK0HA30 Hajlara BHUMaTe/IHO MpOCICIABAHE.

P-gp undykmopu

Cvnomemsawama ynompeba mpabsa da ce uz0nzea.

Hanp. CHITBTCTBAUIOTO NPUIOKEHHE C& O4AKBA Aa JOREAE 10 NOHWAABAHEe Ha

pUhaAMTIHITHH, KOHIIEHTpaLyATa Ha JaburaTpaH.

KBIT

KaHTapHOH, TlpeMeaukauuaTa ¢ H3cneaBaHus HHAYKTOp pHdaMIHUKMH npi ao3a 600 mg

(Hypericum 8e/IHBX JHEBHO 23 7 AHM MOHMXaBa ofliaTa TMKOBA KOHUEHTPALMA Ha

perforatumy), Jadurarpad v ofiara eKCno3sHuHA ¢bC ChOTBETHO 65,5% 1 67%.

KapbaMaserm1H Hunyupammat edekT e MOHMKeH, KOeTO BOAH 0 HHBO Ha eKCITO3WIHA Ha

Ui PeHRTOMH aaburarpas, 6113K0 10 pedepeHTHaTa CTOHHOCT 10 AeH 7 cllied cnupaHe Ha
AedenueTo ¢ pudamnuEH. He e Habmio1aBaHo N0-HATATHIIHO OBALLEHHE Ha
OWOHAITMYHOCTTA cniejl oule 7 JTHH.

IIpomea3snu unxubumopu, xamo DUmMoHAaeup

Corememsawamad ynompefia He ce npenopbusa

Hamp. Te noennasat P-gp (kaxro kato HHXMOUTOD, Taka H KaTo MHAYKTOp). Te He ca

PHTOHaBHp U 61IH Npoy4BaKK, MOPAIHM KOETO HE ¢& NPENOPhYBAT 33 CBITLTCTBALIO TeyeHye ¢

KoMOHHamMuTe | gaburaTpaH eTeKCHIIaT.

MY € ApYTH

NpOTea3HH

HHXHOHTOPH

P-gp cybempam

Jurokcun B npoyupake, nposeaeHo ¢ 24 30paBH JoOPOBOIUM, TIPH €AHOBPEMEHHOTO
NpUAOkeHHE Ha JaburaTpad eTeKCHNAT H JUTOKCHH He ¢a HabmoJaBaHH
TIPOMEHH B eKCTIO3WLMATA HA JWIOKCHH ¥ KITHHUYHO 3HAYUMH TIPOMEHH B
€KCIIO3NIHATA Ha JabHrarTpas.

AHTHKOAar YIQHTH W JI€KapCTBEHW NPOIYKTH cpellly TPOMOOUHTHA arperauus

Jluncea HAH CHUIECTBYBA CaMO OTPaHU4EH OIIHT ChC CIEHHUTE eHeHHA, KOUTO MOTAT Ja MOBHILIAT
pHCKa OT KbpBEHE, KOraTo ce NIpHNaraT ChIILTCTBALIC ¢ JaDUraTpad eTeKCcHNAaT: aHTUKOAaryNnaHTH,
kaTo HedpakuoHupar xenapuH (HOX), auckoMonekynuu xenapuiu (HMX) u xenapHHoBH
TIpou3BoAHM ((doHIaIApHHYKC, AS3UPYAWH), TPOMOOIMTHIHH NeKapCTBEHU MPOAYKTH W aHTATOHHCTH
Ha BuTaMuH K, puBapokcaban HIW ApyTH aHTHKOAryJaHTH 3a Nepopanro NpUIoKeHNne (BK.

To4Ka 4.3), WIH NieKapcTBEHH MPOIYKTH cpelxy TpoMbouuTHa arperaums, kato GPIIb/Ila penentopan
AHTAarCHHCTH, THKIOMUIWH, Npacyrpen, THKarpenop, AeKCTpaH i CyNpHHITHPa3oH (BX. TodKa 4.4).

Ot nasunTe, cubpatu o Bpeme Ha hasa 1 npoyusane RE-LY (Bx. Touka 5.1}, e HaGmonasano, ue
CBITBTCTBAIIATA YAOTPeOa Ha ApYry MepopaltHi MK NapeHTepaAnTHH aHTUKOAryYIAaHTH TIOBMIIAR
4ECTOTaTa Ha FoNAMO KbpBeHe NpUOIM3UTeRHO 2,5 MBTH, KAKTO NMpH Aa0HraTpaH eTeKCHIIAT,
npu BaphapuH, IMaBHO B CHTYyaulH, CEbP3aHH ¢ PEMHHABAHE OT €IMHHA AHTHKOATYIaHT
(Bx. Touka 4.3). OcBeH ToBa, CRITETCTRAMIATE YNOTpeda Ha aHTHTPOMOOTHYHH CpelIcTBa,




KIONMACrpen NpHOMH3UTETHO YABOABA YECTOTATA HA FONAMO KbpBeHe, KAKTO NpH Jaburatpau
€TEKCWIAT, Taka W MpH BapdapuH (BXx. Touka 4.4).

HIDX Moxe ga ce npunara nnpH no3u, Heo0X0auMH 32 noansLpAKaHE Ha NIpOXOOHMOCTTaA Ha LEHTpANCH
BEHO3CH HITH apTEPHANIEH KaTETHP HITH MO BpEME HA KaTEThPHA abmaums TIpH NIpeacsbpAHO MBXKIOCHE

(Bx. Touka 4.3).

Ta6auna 10: BzanmofeilicTBHS ¢ aHTHKOATYAAHTH U JIEKAPCTBEHH NPOJYKTH CPEIIy
TPOMOOLHTHA arperanHs

HCTIBC

Ipunaranute 3a kpatkocpouHa ananresus HCIBC He ce ¢cBBpaBaT ¢ MOBHILEH
PHCK OT KbPBEHE, KOTaTO Ce [IPUNAraT ChITbTCTBAILO ¢ fabHraTpaH eTeKCHNaT.
IMpn npopenxuTenna ynotpeda B npoyasanero RE-LY HCTIBC ysennuanat
pHCKa OT KbpBeHe ¢ okono 50% kakTo npH maburaTpaH eTeKCHIAT, Taka W IpH

BapdapuH.

Knonunorpen

Tpn Mnanu 31paBu 10OPOBONLIA OT MBXKKH MO CHITETCTBALIOTO PHIOKEHHE
Ha faburarpaH eTekCHIAT ¥ KNOMHAOIPEN He € JI0BEIO A0 AOMBIHUTENHO
yIb/KaBAHE Ha BPEMETO Ha KaNMUNEpHO KbpBEHe B CpaBHEHUE ¢ MOHOTEpAITns
¢ komaorpen. OceeH T0Ba AUC 5 ¥ Crnax s, H HIMEPUTENIHTE Ha
KoaryJauMaTa 3a edexra Ha JabHraTpaH, WM UHXUOUpaHeTo Ha
TPOMOOLIMTHATA arperals KaTo W3MEpHTe!l Ha edekTa Ha KIOMUAOrpen, o
CBIIECTBO OCTaBAT HENPOMEHEHH IIPH CpaBHABaHE HA KOMGHHUPaHOTO
JleveHNe W CHOTRETHHTE MOHOTepaniy. [1pu HaToBapBaia n103a 300 mg 1y
600 mg knomunorpen, AUC U Craxss H2 JaGUraTpan e NoBHIBABAT C OKOJIO
30-40% (mxk. Touka 4.4).

ACK

EnnospeMentoTo npunoxkenne Ha ACK u 150 mg naburatpan etexcunar JBa
NBTH JHEBHO MOXE Ja MOBHITH PHCKa OT BCAKAKBO KbpeeHe oT 12% 10 18% u
24% croTBeTHO NpH 1034 81 mg 1 325 mg ACK (Bx. Touka 4.4).

Huckomosreky nHH
xenapuau (HMX)

CurmeTcTBamaTa ynorpeba Ha HACkoMoNeKyIHk Xenapuay (HMX), kato
€HOKCAllapHH 1 1adUraTpaH eTEKCHIAT, He e ClielanHo npoyysana. Ciex
npeMHHaBaHe oT 3-AHEBHO JIeYEHUE ¢ eHokcanapit 40 mg s.C. BEAHDbK
IOHERHO, 24 9aca cle]ll NOCNeAHATa X033 EHOKCATTAPHH, EKCTIOZNUHATA HA
Jaburatpa e Ouna MaiKko MO—HHUCKA, OTKONKOTO Ta3H, HEMOCPEACTBEHO CleS
NpPHI0KEHMETO CaMo Ha NaburaTpaH eTekcHnaT (€AWHW4HA Ko3a 220 mg).
Ha6monaeana e no-eHcoka aHTH-FXa/Flla akTHBHOCT criesl IpuIoskeHHe Ha
NaburaTpaH eTeKCHNAT C [IPEIBAPUTENTHO JIEFEHHE ¢ eHOKCAaNapHH B CPaBHEHHE
¢ JleueHWeTo caMo ¢ AaburaTpan etekcunar. CuuTa ce, 4e TOBa Ce JLIIKY Ha
MPOABLIDKHTENHOCTTA HA edeKTa Ha eHOKCANapHH clell TeYeHUeTo (carry-over
edexT) U CeROBATE/IHO He € KIHHHYHO 3HaunMo. OCTaHATTHTE pe3yNTATH OT
aHTHKOAryNauHOHHH W3CIeIBaHHsa, CBbP3aHH ¢ JaburaTpaH, He ca MPOMEHEHH
3JHAYNMO OT JIEHEHHETO C €HOKCATIApHH.




Opyry BzauMoneiicTrIA

Tabanua 11: JIpyru s3aumMofeiicTBusg

Cenexmugnu unxubumopu na obpamuomo 3axsauiane na cepomonuna (SSRI) unu cenexmuenu
uHXUOUMOPY HE O6PAMKHOMO 3AXEAUIAHE HA CEPOMORUNA U Hoperudedpuna (SNRI)

SSRI, SNRI SSRI n SNRI nosvwagaT pucka oT XbpBeHE BB BCHYKHA MPYTIH Ha IeUEHHE B
npoyggaHeTo RE-LY.

Bewecmsa, koumo noganunsam cmomawinomo pH

MManTtonpazon | Mpu gaHOBpeMeHHO npunoxeHne Ha J{abaxu u naHTonpaszon ce Habmonara
npubnnauTenHo 30% namanenne Ha AUC Ha naburarpan. [lanTtonpa3son u aApyru
HHXHGUTOPH Ha npoTtonHara nomna (UITIT) ca npunarann eIHOBPEMEHHD C
Jabaxub B KNMHWYHA POYUBAHHA H CHNBTCTRALLOTO NeveHne ¢ UITIT He
H3rnexaa 1a Hamassea ebrkacHocTTa Ha Jabaxno.

PanuTHAUH TMpunoxkeHHETO HA PAHUTHIAWH 32€AHO ¢ AA0HraTpaH eTeKCHIAT He OKA3Ba
KIIHHHYHO 3HAYHM edekT BupXy cTeneHTa Ha adbcopOLHs Ha nabHraTpas.

BaauMoneficTBHA, CBBp2aHi ¢ MeTabonUTHHA Npothia Ha KaburaTpaH eTekcHIaT U JabHraTpan

HaburarpaH erekcuiaar ¥ gaburaTpaH He ce MeTaDOIN3MPAT OT cUCcTEMATa Ha HUToXpoM P450 U HaMar
in vitro edekTy BbpXy YoBelIKHTe HHTOXpoM P450 ensumu. CenoBatento, ¢ xaburartpaH He ce
OYaKBAT CBLP3aHH JIeKapCTBEHH B3anMoaeiicTBIS.

[Menuarpuyna nmonylnamgnsa

IMpoy4raHuATa 3a B3AUMOJEICTBHA Ca IPOBEXKAAHH CAMO NMPH Bb3PacTHH.

4.6 @epTHaHTeT, HpeMeHHOCT H KbpMeHe
A eHW ¢ JeTeponeH NOTEHUHAT

JKeHu c feTeponeH MoTeHUMAaN TpAOBa Aa H30ArBaT OpEMEHHOCT Mo BpeMe Ha Nevenne ¢ JJabaxu®.

BpemenHoct
ma orpanudeHu gaHHH OT ynotpebara Ha JJabaxub npu GpeMeHHH XKeHH.

[IpoyuyBaHusaTa NpH >KMWBOTHH NOKA3BaT PENPOLYKTUBHA TOKCHYHOCT (B3K. To4Ka 5.3). [ToTeHUHATHHAT
PHCK TIpH X0pa HE € H3BECTEH.

JlabaxnG He TpabBa na ce npunara no BpeMe Ha OPEMEHHOCT, OCBEH B Cilydall Ha KATEropH4YHA
HeoOX0IHMOCT.

Knpmene

HsMa KIMHWYHK RaHHH 33 edekTa Ha NabUraTpaH BbPXY KbpMaueTaTa 1o BpeMe Ha KbpMeHE,
Knpmeneto TpaGBa fa ce NpeyCTaHOBY MO BpeMe Ha feveHue ¢ abaxuo.

DepTunuTer

Hsama naHHM HOpH Xopa.



Ipu npoy4yBaHis BLPXY KHWBOTHH € HaOMOJaBaH eekT BRPXY PEpTHIHTETA IPU KEHCKATE MO
dopMaTa Ha HaMangBaHe Ha OpodA Ha UMNITaHTAWHTE W MOBHIARAHE HA MPEIHMITTIAHTALMOHHNTE
3ary0Ou nipy gao3a 70 mg/kg (5-kpaTHOTO HHBO Ha MNa3MeHa eKCITO3ULAA NpH mamreHTH). He ca
HaOmoaBaH# ApYru edexTH BbpXY (hepTHInTETa NPH KeHckUTe. HAMa BNuAHNE BBPXY depTHINTETA
TipH MBKKUTE. [TpH 7030, KOUTO ca TOKCUYHH 3a MalikuTe (5- 1o 10-KpaTHOTO HHEO HA MIIa3MeHa
€KCTIOZUIAA TPY TIALMEeHTH), PH TUTBXO0BE H 3aiili ce HabnwoJaBa HaMangBaHe Ha TENeCHOTO TEerno U
embpuodieTannaTa xu3HecnocobHOCT, 3a80HO € OBHIIABAHE Ha (leTanHUTe papuaiuui. B npenartantoro
H TIOCTHATATHOTO NpoyYBaHe e HabmoaaBaAo moswlIaBaHe Ha ¢eTanHaTa CMBPTHOCT TIPH J03H, KOUTO
ca TOKCHUHH 3a MalikuTe (1034, ChOTBETCTRAllA HA 4 MBTH NMO-BUCOKO HHBO Ha TN1a3MEHA EKCIO3ULUKA OT
HabnonaBaHOTO NPH MALMEHTH).

4.7 EdjexTH BLpXy cnocofHocTTa 32 modupaHe H pafora ¢ MaIIHHHA
JabWrarpas eTeKcRIIAT He IOBTWABA WK MOBIUABA NpeHeGpexuMo cnocobHOCTTa 3a WodHpaHe H
paboTa ¢ MalIMHH.

4.8 Hexenanu JeKapcTBeHH peaKUMH

QobobieHne Ha npoduna Ha HesonacHocT

JaburarpaH eTeKcHaT € OLEHEH B KJIIMHHYHY W3TTHTBAHHS npu o010 NpubAH3UTENHO
64 000 naunenTH, ot kouTo NpudMsHTento 35 000 nauvenTH ca TeKyBaHu ¢ JaOHTaTpaH eTEKCHIAT.

O6wmo oxono 9% oT nauMeHTHTE, IEKYBaHU 3a NNaHHpaHo NPoTe3UpaHe Ha Taz00eApeHa UM KOMaHHA
cTaea (KpaTKOCpoYHO neyeHHue 3o 42 quH), 22% oT nauMeHTHTE C MPeACHPAHO MEBXKIEHe, TeKyBaH! 33
NpEBEHIMA Ha HHCYNT U CUCTEMEeH eMOONH3BM (TBNTOCPOYHO JledeHHe 10 3 ropnnn), 14% ot
nauueHTHTe, nekysanu 3a JIBT/BE, u 15% oT nauueHTHTE, NeKyBaHH 3a npesenuus Ha JIBT/BE, ca
TIONYHWJIW HEXeNaHH peaKkuny.

Haii-yecTo cbobiaBanuTe chOUTHR ca cliysad Ha KbpBEHE, Bb3HUKBALUM MPH MpubnnsuTendo 14% ot
MALKEHTHTE, TeKyBARH KPATKOCPOTHO 3a [TaHUPaHO NMpoTe3upaHe Ha Tazo0eApeHa UITH KONAHHA CTaBa,
npu 16,6% OT NalMeHTUTE ¢ MPeJCHPAHO MbKICHE, ICKYBAHH JIBATOCPOYHO 3a IPEBEHLNA HA HHCYIT U
cucTeMen eMGonu3LM, 1 ipn 14,4% oT Bh3pacTHWTE NalHenTH, Nekyeann 3a JIBT/BE. Ocsed ToBa MMa
cITyqaH Ha XspBeHe npH 19,4% OT mauueHTUTe B U3INMUTBAHETO 3a NMpeBeHUua Ha JIBT/BE, RE-MEDY
(BB3pacTHU NauHeHTH), ¥ nMpH 10,5% oT nauHeHTHTE B M3NUTBaHeTO 3a NpeseHuus Ha JIBT/BE, RE-
SONATE (8b3pacTHH MaUuieHTH).

Tsi kaTo NonMynauMnTe OT MALMEHTH, TEKYBaHH 3a TPUTE NTOKa3aHMW, He ca CPaBHHMH M CHOWTHATA Ha
KbpBeHe 00XBamaT HIKONKO CHCTEMO-0praHHH knacose (SOC), B 06ofmeno onncanye cuOMTHATA HA
FONIAMO W Ha BCAKAKBO KbPBEHE Ca pa3npelencHi cnopel nokasaHueTo K ca nocoveHd B tabmuum 13- 17
o-3omy,

BEnpeky 4e e ¢ HHCKA YECTOTa NPH KNHHHYHK NPOYYRAaHUA, MOXKE Ja HACTHIM FOMSMO MK TEKKO
KBPBEHE, KOETO HE3ABHCHMO OT MACTOTO Ha BB3HHKBAHE MOXKE Ja JOBe/E KO WHBATUIM3HpAHE,

KHBOTO3acCTpallaBallo CbCTOAHHE WIH JOPH JIETATICH H3X0/I.

CIHCBK Ha HeXellaHHTE peakAW B TaONHYeH BUI

B Tabmiua 12 ca noxasaHu HexeJlaHUTe Peakuid, YCTAHOBEHH B TIPOYYBAHHATA M MOCTMAPKETHHIOB
AaHHHU TP NIOKa3aHWATA MbpBHYHA NpeBeHLMs Ha BTE cnea nporesnpane Ha TasoBenpena uim
CTapa, NPEBEHLNA Ha TpoMO0eMBOIMUEH HHCYNT U CHCTEMeH eMDONH3BM MpH NALHEHTH ¢ Tpe
MBXene, nedeHve Ha JIBT/BE u npeperima #a JIBT/BE. Te ca rpynnpanu no cCHCTEMO- Opr:
(S0C) 1 no yecToTa ¢ H3NON3BAHE HA CEHATA KOHBEHHMA: MHOTO 9ecTy (=1/10), uectu (>1/1
<1/10), medectu (>1/1 000 g0 <1/100), penxu (>1/10 000 no <I/1 000), Muoro peakn (<1/10 0
HEH3BECTHA YeCTOTa (OT HATHYHHTE JaHHM He MOXe Aa Obie HanpaBeHa OIeHKa).



Tabnuua 12: Hexenanu peakudn

Yectora
SOC / IlpenmoudTas TEPMHH [TepBHYHA TpEBEHURS TpeBenuus Ha Jleuenue Ha
Ha BTE cnen HHCYNT H CHCTEMEH JABT/BE u
TpoTe3npane Ha eMBOTH3EM TIpH IpeBeHIHA Ha
TazofeapeHa HIH NauHeHTH © JBT/BE
KONAHHA CTaBa NpeACcHPIHO
MBXJIEHE
HapyileHya Ha kpbBTa W TuMdHaTa cHeTeMa
AHemus Heuectu YecTH Heuectn
IToHnxkeH XxeMornoOuH Yectu Heuectu C HenswecTHa
YecToTa
TpoMmbBolToneuus Penkn Heuectn Peaxu
TToHuAeH XeMaTOKpHUT Heuectn Penku C HeuspecTHa
4eCTOTa
HeyTtponenus C HeH3BeCTHA YeCcToTa C Heu3BecTHA C HeH3BecTHA
4ecToTa yecToTa
ArpanynoHuToia C HEW3BECTHA 9ECTOTA C Hen3BecTHa C HeM3BeCTHA
4ecToTa YecToTa
HapymeHus Ha UMyHHaTa CHCTeMa
JlekapcTBeHa Heuectn Heyectn HeuecTu
CBPBXYYBCTBHTENTHOCT
OGpuB Penxu Heuectn Heuectn
Tpypuryc Penxu Heyectn HeuecTH
AnadunakTHyHa peakuus Penku Penku Pemxu
AHTHoeIEM Penxu Pemku Penkn
Yprukapus Penmku Penku Penky
Bpoxxocnasbm C HeM3BeCTHA YeCTOTA C Hen3BecTHa C Heu3BeCcTHA
YECTOTA HECTOTa
HapyIieHus Ha HEpBHATA CHCTEMA
BuTpeuepenua xemoparus | Penkn | Heuectn Penxu
CBJOBH HApyILEHHs :
XemartoM Heuectu Heuectu Heuectu
Xemoparus Penxn Hevectn Heuectn
KpeBoTEueHHE OT Heuectn -
OllepaTHBHATA paHa
PecniupaTOpHH, rPbJAHY H MEIHACTHHAITHH HApYIHEHUA
EmHcTaKcHe HeuecTn YecTH YectH
XemodTHza Peaxu Heuect Heuectn
CToMaliHO-YPEBHH HAPYLIEHHS
CroManHo-4peBHa Heuectn Yectn Yectn
XeMoparus
AbaoMuHanHa Oonka Peaxu YecTn Hevectn
Jnapus Heuectn Yectn Heuectn
Hucnencus Peaku YecTH Yectu
Tapene Heuectn Yectr Heuectn
PekTanHa xeMoparus Heuectu HegecTn YecTn
XemoporaanHa xemoparus Heuectu HeaecTn Heuectn
CromartuHo-4peBHa A3Ba, Penxu HeuecTi
BKITIOYHTENHO e3odareania
A3Ba
["acTpoesodarnt Peaxu HeuecTn
T'actpoezodareanna Peaku Heuectn
pedurykcta GonecT




TloBpslilane Heuectn Hevectn HedectH
Jucdarus Penku He4ectn Penxu
XematoOuiavapHH HapyIUeHHs
Hapyliena yepHoapotua Yecn Heuectn Hewecn
$yHxa/OTIIIOHEHHS BB
$yHKIHOHANTHHTE
4YepHOApOOHHK NMOKAa3ATENH
[oBHinenne Ha anaHuH Hevectn Hedectn Hewectn
aMHHOTpaHcdepaiara
ToBHLIEHHe Ha acapTaT Heuectn Hewectu Heuectn
aMuiHoTpaHcdepasarTa
MoBumenn yepHoapoGHU Heuvectn Penku Hevectn
EH3HMH
XunepOunupyOuHeMus Heuecti Penku C Heu3pecTHa
4YecToTa
Hapyinenus Ha ko}arTa M NOGK0XKHATA ThKaH
KoXHUY KpEBOHATHEH Heuectn Yectr Yectn
Anoneiua C HeusBecTHa YecToTa C HenzBecTHa C HeH3BeCTHA
qecToTa GECTOTA
Hapyluenus Ha MYCKYJIHO-CKENIETHATA CHCTEMA M CheIMHUTE/IHATA ThKaH
XeMmapTposa | Heuectn [ Penkn Heuecrn
Hapyiuenus Ha 666peyuTe H MHKOYHUTE MBTHILA
VporeHuTanHa XxeMoparus, Heuectn Yectn Yectu
BKIHOUYHTENHO XEMATYpPUR
Ob61my HapyieHHs ¥ edeKTH Ha MACTOTO HA MPHITOXKEHHE
XeMoparus Ha MACTOTO Ha Peaxn Penxn Penxn
HHXKEKTKpaHe
XeMoparus Ha MACTOTO Ha Penxu Pemxn Penxu
MOCTABSHE Ha KaTeTbpa
KbpBae cekper Peaxu -
HapaHsaBaHWA, OTPaBAHUA ¥ YCIQOAKHEHNS, BL3IHHKHAIH B Pe3y/TaT Ha
HHTEpBEHLINK
TpasMaTHYHA XeMOpDarus Heuectn Peaku Hevecrn
Xemoparna Ha MACTOTO Ha Penku Penku Penxu
HHIU3UA
TTocTnponenypeH xeMaToM HeuecTn - -
TlocTnpoueaypHa Heuectu -
XeMoparus
IMocToneparneHa aHEMHA Penxu - -
lMocTnpouenypHa cexpenns Heuectn - -
Cekpenus OT onepaTMBHaTa Heuecty - -

_paxa

Xupyprudecki ¥ MeTHLIHHCKY MHTEPBEHIMH

JpeHax Ha onepaTHBHATa Penkn - -
paHa
IMocTnpolerypeH ApeHax Penkun - -




Onucadye Ha n3bpaRy HekeTaHH PeaKi[iu

Pearyuu na xvpaene

Tlopanu ¢papMakonOrHYHIA MeXaHU3IbM Ha JeficTBue ynoTpebara Ha nabUraTpaH eTeKCHIAT MOXe
aa ObAe CBbpP3aHa C MOBHULIEH PHCK OT OKYITHO WIM BHAKMO KbPBEHE OT KOATO M /13 € ThkaH HiH
opraH. [Ipu3nauMTe, CHMITOMHTE ¥ TEXECTTA (BKIIOUHUTENHO H NIETANEH W3XO0A) BaApHpaT criope]
MACTOTO M CTerneHTa Wil 06XBata Ha KbpBeHeTo HNU aHeMHATa. B KIIHAHYHWTE TPOYYBaHHUA
MYKO3HOTO KbpBeHe (Harp. CTOMalTHO-4peBHO, TeHHTOY PHHAPHO) ¢ HalmoaaBaHo TTO-4ecTo NpH
ABATOCPOUHO JIeueHHe ¢ JabHraTpaH eTekCHIIAT, B cpaBHeHME ¢ Nedende ¢ ABK. Taxka, B
IOOITETHEHAE KEM TIOAXOAAUIO KIFHUIHO HabmoaeHne, TabopaToOpHOTO HackeaBaHe Ha
XEMOTTIOOWH/XeMaTOKPHT € LIEHHO 33 OTKPHBAHE Ha OKYTTHO KbpBeHe. PHCKET OT KBPBSHE MOXKE
Ja ce NOBMIUM TIpH ONpeJefeHy TPYH TTalMeHTH, HaNp. Te3H, KOWTO HMaT yMepeHo Ob0pedHo
yBpexkIaHe WK ca Ha ChITBTCTRAILD JIEYEHHE, 3aCATAID XEMOCTa3aTa, MTH cuinH P-gp
WHXOHTOPH (BK. Touka 4.4 XeMoparnueH pick). XeMoparHiHuTe YCIOXHeHHS MOXKe J1a ce
NpoABAT KaTo cnaboct, O1eAHOCT, 3@MasHOCT, TMapoboNMe WIH HeoORCHAMO TIOXYBaHe, JUCITHES H
HeOOACHHUM ILIOK.

Crobmasa ce 3a O3HATH YCHOKHEHHA ¢ KBPBEHE, KATO KOMIAPTMEHT CHHAPOM H ocTpa 6u0petna
HeJOCTaTLYHOCT Nopany xurnonepdysua ¥ CBbp3aHa ¢ aHTUKOarynanTH HedponaThsa TIpH MalHenTH
€ NpexApa3noaralli pHCKoBH (aKTOpH, BbB Bph3Ka C AaburaTpan erekcunar. CreoBarenHo,
TpAOBa Ia ce OTYHTA BEPOATHOCTTA 33 XEMOpArus MpH OLEHKATa HA ChCTOSHHETO HA BCEKH
AHTUKOATYIHUpaH TMALUMEHT. 3a Bb3pacTHH MAOHEHTH HMa HATHIHO cNeUMbRIMO HeyTpanuIdpailo
cpencTBo 3a AaburaTpaH, uaapyuuzymab, B cifyuall Ha HEKOHTPOIHPYEMO KhpBeHe (B, ToYka 4.9).

1Tvperna npesenyus na BTE npu opmoneduvna xupypaus

Tabnuua 13 nokassa 6pos (%) Ha NaUUEHTHTE C KbpBEHE, KATO HexXkellaHa JeKapcTBeHa peakius 1Mo

BpeME Ha NIEPHOMA HA JICUCHHE B JABETE OCHOBHH KNTHHHUYHH MPOYYBAaHNUA 34 NMPEBCHIIHA HA BTE, B
3aBUCHUMOCT OT Q03aTa.

Tabauna 13: Bpoii (%) manAaenTH ¢ KEpBeHe, KATO HekelaHA JeKAPCTREHA peaKUns

Haburarpan erekcunar | Jaburatpan etekcunar | EHokcamapuH

150 mg BegHbK OHEBHO |220 mg BeOHEXK JHEBHO

N (%) N (%) N (%)
JlekyBaHu MalHEHTH 1 866(100,0) 1 825(100,0) 1 848 (100,0)
["onaMo KbpBeHE 24 (1,3) 33(1,8) 27(,5)
BcakakBo KbpBeHe 258(13.8) 251(13,8) 247(13,4)

IIpesenyua na Mo3vUeH UHCYAM U CHCMEMEH eMDOAUBEM NPU eb3pacmuu nayuenmy ¢ HKITM ¢
eouH Wil nogeye PUCKO8HU (haxmopu

Tabnuua 14 nokassa cbOHTHATA Ha KBPBEHE, pajnpedeieHH kaTo cLOUTHA Ha roNaAMo H Ha
BCAKAaKBO KBPBEHE B OCHOBHOTO NPOYYBAHE, H3CTEARAIUD NMPeBeHUUATA Ha TpoMOoeMOoIHYeH
MHCYNT U CHCTEMeH eMOOHILM NpH halHeHTH © NPEACPIHO MBXIEHE.

Tabnuua 14: Cu6HTHS HA KbpBeHe B NpoyJIBaHe, HICIEKBAING NPEBEHIHATA HA
TpomBoemOoIHIeH HHCYAT M CHCTEMeEH eMOOIH3LM NPH MALMEHTH ¢

NpeACHPAHO MEXKIEHE




Jaburatpan etekcunar | Jlaburarpan eTexcunar Bapdapun
110 mg nsa meTH 150 mg nea mETH
JTHEBHO JTHEEHO

PangoMH3HpaHy NauyeHTH 6015 6076 6022
TonsaMo KbpBeHE 347 (2,92%) 409 (3,40%) 426 (3,61%)
BBTpeuepento KbpBeHE 27 (0,23%) 39(0,32%) 91 (0,77%)

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

KupBeHe ¢ NeTalneH uixon 26 (0,22%) 30 (0,25%) 42 (0,36%)
Manxo xbepBeHe 1 566 (13,16%) 1 787 (14,85%) 1931 (16,37%)
BcAkakBo KEpBeHe 1 759 (14,78%) 1997 (16,60%) 2 169 (18,39%)

B panaomu3Hpado mpoyusane, NpH NaLUEHTHTE, MpHeMany aaburatpan etexkcunar 110 mg apa
IBTH JHEBHO HAM 150 mg IBa IMETH HEBHO € CHUIECTBYBAN 3HATHTENHO NO-HHCBK PACK OT
AKHBOTO3aCcTpallaBall0 KkpPBEHE H BETPEHEepENHO KEPHBEHE B CPABHEHME C TE3U, TIPHEMAITH
BapdapuH [p <0,05). M npu aBeTe KOHUEHTPALHH HA JabHraTpaH eTeKCHNaT € HMano 1
CTATHCTUYECKH 3HAYAMO TTO-HHCKa 061a yecToTa Ha KbpBeHe. [1py mauueHTHTE, MpUEMATH
parnomizupano 110 mg naGuratpaH eTeKcunar JBa TbTH JHEBHO € CHLIECTBYBAN 3HAYMTENHO [10-
HHCBK PUCK OT FOJIAMO KBPBEHE B CpaBHeHHE ¢ BapdapuH (koeduuueHT Ha prcka 0,81
[p=0,00271). ITpr nauneHTHTE, MpUeMany paHaoMu3upano 150 mg gaburaTpad eTekCcHIaT Jpa
ITBTH AHEBHO € CHILlECTBYBaJl 3HAYMTENIHO NO-Trof%M piick ot CH kbpBene B cpaBHeHHMe ¢ BapdapuH
(koedpuuueHT Ha pucka 1,48 [p=0,0005]). To3u edexT ¢ HabMFOaBAH [TABHO ApW MaupeHTv >75
TOAWHH.

KnunnuyHaTa nom3a ot gaburatpaH Mo OTHOLIeHHE HA TIPEBEHLMATA Ha MHACYNIT ¥ CHCTEMEH
eMOONH3EM U MOHWKSHUAT PUCK OT MHTpakpaHnanHa xeMoparda (MKX) g cpaBHeR#uE ¢

BaphapuH ce

3ara3Bat MpH OTAETTHWTE TIOATPYIH, Hanp. 6B0peuHo YBpeXaaHe, BL3pacT, CHITBTCTBALIA ynoTpeba
Ha NeKkapcTBREHU MPOAYKTH KaTO Hanp. aHTHTpoMGoTHIH Wi P-gp waxnOuTopu. Jlokaro HakoH
MOATrPYNH MALMEHTH Ca C TIOBHIUEH PUCK OT rojIgMO KbPBEHE, KOTATO ca JIEKYBaHH ¢
AHTHUKOATYNaHT, MOBUILIEHHAT PHCK OT KbpBeHe NMpH JaOWraTpaH eTeKCHIIaT & CEbp3aH cbe CY
KBpBeHe, 00HKHOBEHO HabMroIaBaHa npe3 MEPRUTE 3-6 Mecella clell 3amoMBaHe Ha leueHHETo ¢
JaburaTpaH eTekcHnar.

Jevenue na BT u BE, xakmo u npesenyun na peyuousu va JJBT u BE npu evapacmuu nayuermu
(/IBT/RE)

B tabnuua 15 ca nocodenn chbHTHA Ha KbpBeHe 0T 0606wennTe ocHoBHY poy4Banus RE-COVER
u RE-COVER II, B xouro ce uanutea neuenuero Ha JIBT u BE. B chopHuTte npoyusanus,
cLOUTHATA

Ha IThPBHYHHTE KpaitH ToqkH 3a Ge30MacHOCT ,,FONAMO KbPEEHE, TONAMO HITH KTHHHYHO 3HATHMO
KBPBEHE U BCAKAKBO KbpBEHE" Ca 3HAYHTENHO MO-MATKO B CpaBHEHHE C BaphapuH MPH HOMUHAITHO
anda nuBo 5%.

Tabauua 15: Culutna Ha kppBeHe B npoyusaniaTa RE-COVER u RE-COVER 1, B kouto
ce w3nnTea JedenHero Ha BT u BE

Jaburarpan eTekcunar Bapdapun Koedmuuenr Ha
150 mg aBa mbTH pPUCKA CTIPAMO
JHEBHO BapgapiH
ITauweHTH, BKNIOYEHH B 2 456 2462
aHany3a Ha 0e30MacHOCTTa
CbOMTHA HA rONIAMO KbpPBEHE 24 (1,0%) 40 (1,6%)




BbTpeuepenHo 2 (0,1%) 4 (0,2%) 0,50 (0,09; 2,74)
KbpBREHE
lonamo CH kephene 10 (0,4%) 12 (0,5%) 0,83 (0,36; 1,93)
JKuBoTozacTpaluaBanio 4 (0,2%) 6 (0,2%) 0,66 (0,19; 2,36)
KbpBEHE

CnbUTHA HA rONAMO 109 (4,4%) 189 (7,7%) 0,56 (0,45; 0,71)

KbpBeHe/KTMHUYHO 3HAaUUMO

KEpBEHE

BcakakBo KbpBeHe 354 (14,4%) 503 (20,4%) 0,67 (0,59; 0,77)
Beakakro CY kbpBene 70 (2,9%) 55 (2,2%) 1,27 (0,90; 1,82)

CrOnTHATA Ha KbPBEHE NPH JIBETE JICUEHHS CA OTYHTAHW OT ITBPBHA TTPHEM Ha faburaTpaH
€TEKCHIAT MJH Bap(rapuH CIell MpeKpaTaBaHe Ha NapeRTeparHaTa Teparnus (TIepHoj caMo Ha
nepopanHo JiedeHne). Tosa BKOUBA BCHIKH CBOUTHA Ha KbPBEHE, BEIHUKHANY MO BpeMe Ha
TepanuaTa ¢ JaburaTpaH eTekcunaT. BmodeHH ca BCHUKH ChOHTHA Ha KbpBeHe, Bb3HMKHANM 110
BpeMe Ha TepanuaATa ¢ BaphapHH, OCBEH OHE3M, KOMTO ca BEIHMKHANH IO BPEME Ha 11epHOJa, B
KOWTO Ce 3aCTBIIBAT JIEYEHHETO ¢ Bap(apHH H NapeHTepaTHaTa Tepanys.

B rabnuua 16 ca nocouenu faHHH 33 ChOHTUA HA KbPBEHE B OCHOBHOTO npoyuBane RE-MEDY, B
KOETO ce M3nMuTBa NpeserunsTa Ha JIBT u BE. Hakou cOMUTHA Ha KbpBeHe (CHOMTHS Ha FONAMO
kbpBeHe {CI'K)/xnuHirgHO 3HauMMo KbpBeke (K3K); BcAKakBo KbpBEHE) ca 3HAYHTENHO T10-
MalKo NpH HOMHHANHO anga HHBO 5% NpH NaLUUEHTH, NpHeMany JabHraTpad eTeKCHIAar, B
CpaBHEHME C Te3H, IpHeMalTi BaphapuH.

Tabnuua 16: CnOuTHA HA KBpBeHe B poyuBane RE-MEDY, B xoeTo ce H3IMHTEA
npepeRnuATa Ha JIBT u BE

Jaburarpan eTekcHnat Bapdapun Koedmnipent na
150 mg nBa muTH pHCKa cIIpAMO
JHEBHO sapbapia
(95% nowepuTenen
HHTEPRAT)
JlexyBaHu NaluseHTH 1430 1426
CrOMTHA Ha roNAMO KbpBeHe 13 (0,9%) 25 (1,8%) 0,54 (0,25; 1,16)
BrTpeuepenHo 2 (0,1%) 4 (0,3%) He moxe na 6b1e
KBpBEHE H3UHCHEeH*
TNonamo CY xbpeeHe 4(0,3%) 8 (0,5%) He moxke na Obxe
KH3YHCTEH*
JKnBoTo3acTpamwasaimo 1(0,1%) 3 (0,2%) He Moxe na 6n1e
KBPBEHE H3YHCTIEH™
C10HTHA Ha ronaMo 80 (5,6%) 145 (10,2%) 0,55(0,41,0,72)
KBpBeHe/KITHHUYHO 3HAYHMO
KbPBEHE
BeakakBo KbpBeHe 278 (19,4%) 373 (26,2%) 0,71 (0,61; 0,83)
Besakakso CY kepBeHe 45 (3,1%) 32 (2,2%) 1,39 (0,87; 2,20)

*KP He Moxe na 6be H3UMCIEH NOpalH HIICAaTa HA CHOMTHE B KOSTO U [1a € KOXOpTa/NeyeHue

KOeTo ce uznuTea npepenuunTa Ha ABT n BE. YecTtoTaTa Ba komOunannara CTK/K3K 1 Ha
BCAKAKBO KbPBEHE € THAYUTEITHO MO-MANTKA [IPH KOMHHATTHO anda HUBO 5% ITpH maumeH
mpueMany nuanebo, B cpaBHERHE ¢ TE3H, NpHeMany 1aGUraTpaH eTeKCUIIAT.



Tabanua 17: CubuTHs HA KhpBeHe B npoy4yBaHe RE-SONATE, & koeto ce
mnuTea npesenunsts Aa [IBT u BE

Ja6Gurarpan etekcunar [Mnaue6o KoepuumenT Ha
150 mg nBa nbTH pHCKA CpAMO
JHEBHO nnaie6o
(95% nmoBepuTENneH
HHTEpBan)
JlekyBaHW MALIMEHTH 684 659
CHOUTHA Ha FOAMO KbpBEHe 2(0,3%) 0 He Moxe na
Hble H34HcaeH *
Brrpegepenso 0 0 He Moxe na
KhpBEHE Obe uzducnen *
Ionamo CY xupBehe 2 (0,3%) 0 He Moxe na
OBbae U3UKCTICH *
JKwpoTo3acTpainasano 0 0 He Moxe 1a
KbpBeHe Obae W3uKcned *
CrOHTHA Ha TONAMO 36 (5,3%) 13 (2,0%) 2,69 (1,43, 5,07)
KbpBeHE/KITHHHYHO 3HAYHMO
KbpBEHE
BcskakBo KBpPBEHE 72(10,5%) 40 (6,1%) 1,77 (1,20; 2,61)
Bceskakso CY kbpBeHe 5(0,7%) 2 (0,3%) 2,38 (0,46, 12,27)

*KP He Moke Ja 6b1e W3dHCIen DOpajid THIICaTa HAa CEOMTHE MPH KOETO W Ja € OT NieHeHHATa

Azpanyroyumoza # HeymponeHus

ArpanynouuTo3a M HEYTPOTIEHHA ca chobIaBaHi MHOTO PAAKO CJIE]l paspelnaBane 3a ynotpeba na
daburatpan etexcunar. Thil KaTo HeXKeNnaHHUTE peakyuy ca ChrOOIIABZHU MPH MIOCTMAPKETHHTOBOTO
HabMoeHue OT NONYTALMA C HEYCTAHOBEH pasMep, YECTOTATa UM He MOXke Na Oble JOCTOBEpHO
omnperenerHa. YectoTrara Ha csobiaBade e H3uncneHa Ha 7 chOUTHA Ha | MUNTHOH NMALHEHTOTOIMHY 33
arpaHyJIoLuMTo32 H 5 chOUTHA Ha | MEITHOH NAUMEHTOTOAHHH 33 HEYTPOIEH .

[TenuaTpyuyHa ROMYNALHA

Be3onacHOCTTa Ha JaDHraTpaH eTeKCHIAT IpH NedeHHeTo Ha BTE ¥ npeBeHiMs Ha peliMAHBH pALIM
BTE npH neguaTpH49HH NAUMEHTH € IpoyyeHa B Abe w3nuTeaHuA dasa [T (DIVERSITY u
1160.108). Obuio 328 nenwaTpU4Hy NallMEHTH ca IeKYBaHH ¢ AaburatpaH etekcunar, [auneHrure
¢a DONY4aBalH alianTHPaHH cropel, BL3pacTTa H TEJIECHOTO TErNIC J03U OT chobpa3eHa ¢ Bh3pacTTa
nexapcTBeHa GopMa Ha JaburaTpaH eTeKcUnar.

Karo uano ce ouakea l'lpOQ)HJ'l‘bT Ha GezonacHocT [IpH Afla na € CBIIHAT KaTO MPpH Bh3PacTHH.

06mo 26% oT MeAnaTpUTHNTE TTAHEHTH, NeKyBaHH ¢ faburatpaH etexcunar 3a BTE # 3a
npeBeHUAA Ha peuunueupauiy BTE, ca moMyuuni HeKeNnasn peakiyH.

Crucvk Ha Heyceranume DeAKYUU 8 mabauyer sud

B tabnnua 18 ca nokasaHu HexceNaHUTe Peakiiii, YCTAHOBEHH B IPOYUBAHHATA MPH NEYeHHE
BTE u npeBeruua Ha peunansupaiy BTE npu meauatpuunm nauuenTy. Te ca rpynupa
cHcTemo- opraHed kiac (SOC) ¥ no yecToTa ¢ W3M0I3BaNe Ha ClieJHAaTa KOHBEHIIMS:
(=1/10), gectw (=1/100 mo <1/10), Hewectu (>1/1 000 no <1/100), peaxu (>1/10 000 aq
MHoro peakd (<1/10 000), ¢ HeH3secTHa YecToTa (OT HAMUYHUTE NAHHW HE MOXeE Ja Oy
HAaTpaBeHa OLEHKa).




Tabanua 18: Hexkenaun peakuyH

YecToTa

SOC / TIpennounTaH TepMHH

nedenye Ha BTE 1 npebenuns Ha peyuauenpainu BTE

TIPH MeAUATPHYHY NALHEHTH

Hapy1uenus Ha kpbBTa i TUMdHaTA CUCTEMa

AHemus YectH
TloHmKeH XeMoOrnoOHH Heuyectn
TpoMGonuTonEHNUA YeeTn
TloHMKEH XeMAaTOKPHT Heuectn
Heyrpomnenns Heuectu
ArpaHynoumurosa C HeH3BecTHa YecToTa

HapylLieHHs Ha UMYHHATa CHCTeMa

JlexapcTEeHa CBPBXYYBCTBHTENHOCT Heuect
O6pur Yectn
TpypuTyc Heuectn
AHaduIakTHYHA peakilus C HewsBecTHa YecToTa
AHrnoenem C HeW3BeCTHa 4YecToTa
YpTUKapus Yectn
BpoHxocnassM C HenssecTHa YecToTa

HapyimeHus Ha HepBHATA CHCTEMA

BnTpeuepensa xeMoparis Hewectn
CBJ0BH HapyLlIeHHA

Xemarom YectH

Xemoparus C HEN3BECTHA YecToTa

PecnypaToptu, rpbIHH H MeJHACTHHAITHE HAPYINEHUA

Emucraxcuc Yectn
Xemo(TH3a Heuect
CToMalrHO-4peBHH HApYIHEHNS
CroMaimHo-9peBHa XeMoparis Hevectu
Ab6gomuHanHa 6onka Heuectn
Hnapus Yectn
Jucnencus Yectn
Tanene Yectu
PekTanHa xeMoparis HeuecTn

XeMopouaTHa XeMoparus

C HEH3BECTHA YecToTa

CToMalIHO-"peBHa A3Ba, BTIOYHTENHO
e3otareasna g3na

C HeH3BeCTHA YecToTa

(hyHKUNA/OTKIOHEHHA BbB
(YHKUHOHATHUTE YepHoaApoDHH

Il'actpoesodarut Hewectn

Tactpoesodareansa pedmykcHa Gonect Yectu

[ToBpuinane Yectn

Hducdarus Heuwectn
Xenato0unuapHH HapylIeHHs

Hapyiena yepronpobha C HensBecTHa 4YecToTa

TOKa3aTenu

TMoBuINeHWe Ha ATaHUH Heuectn %‘g\
aMHHOoTpaHchepasara .
INosuinenne Ha acrapraT Heuectn {( ”
aMuHoTpaHctepaszara :

IToBHIIEHH 9epHOAPOOHH eH3IHMH

UYecTH \\




XunepbunupybureMus I Heuectu
HapyweHHs Ha KoXarta W NOAKOXKHATA ThKaH

KOXHH KPLBOH3NTHEH Heuectu
Allonenus Ueetn
Hapyienus Ha MyCKYTHO-CKeNIeTHATA CHCTEMa M CheJHHHTENHATA ThKaH
XemapTpo3a C Hew3BeCTHa 4YeCToTa
Hapywenns Ha 650peunTe W THKOYHHTE THTHIA
YporeHuTanHa xeMoparis, HeuecTn
BKMIOYATETHO XEMATYPHA
06w HapymieHus W edeKTH Ha MACTOTO Ha NPHIOKEHHE
XeMoparnas Ha MACTOTO Ha C Heu3BeCTHA YecToTa
HHXEeKTHpaHe
XeMoparus Ha MACTOTO Ha MOCTaBAHE C Hen3BeCTHa 4eCTOTa
Ha KareTnpa
HapanspaHHs, OTPABAHMS H YCIOXKHEHH:, BEIHWKHAIIM B Pe3Y/ITAT HA HHTEPBEHLIHH
TpaBMaTHUHA XeMOparis Hewectn
XeMoparud Ha MACTOTO Ha HHUH3HA C HeH3BECTHA YecToTa

Peaxyuu na xnpsene

B age usnutsanus ¢asa 111 npu mokazanueto nedeHue Ha BTE 1 npeBeHUNs Ha peLHIMBHpAIIK
BTE npu neanarpuyunu naumeHTH 0o61mo 7 naumenTH (2,1%) ca uManu cb6HTHE HAa TONAMO
KbpBexe, 5 naunentH (1,5%) ca umanu cbOHTHE Ha KITMHMYHO 3HAYMMO HEroaaMo KbpBEHe, a 75
TalHeHTH (22,9%) ca uMamn chOUTHE Ha He3HATHTENHO KbpBede. KaTo 1410 yectoTaTa Ha
CLOMTHATA HAa KBPBEHE € MTO-BHCOKA TPH to-Bb3pacTHara rpyna (12 o <18 roguunn: 28,6%),
OTKOTIKOTO B IPYIIUTE ¢ MO-Malka Bb3pacT (0T pakIaHeTo Ao <2 rogvui: 23,3%; 2 mo <12
roauHu: 16,2%). N'onaMo WK Texkko KbpBeHe, HE3aBUCHMO OT MACTOTC HA Bh3HUKBAHE, MOXeE Ia
AOBeJie 10 MHBATHAWIRPAHE, KUBOTO3aCTpAlIaBalllo ChCTOAHHE HITH JOPU IETAIEH H3XOL,

Cpo0lilapate Ha NOJO3MPAHH HeXeNaHH Peakiiu

CrofwapaneTo Ha NoA03NPaHN HeXKelTlaHH PeakKilWH CIeR paspellasaHe 3a ynotpeba Ha MekapcTBEHHS
MPOAYKT e BaxkHO. ToBa M03BONABA Aa NPONBILKH HAOMIONEHHETO Ha CHOTHOILIEHHETO NON3a/PUCK 34
neKapcTBeHUA TIPOIYKT. OT MEIHLIHHCKHTE CEHaIHCTH ce W3WCKBa Ja chobIaBar Beaka
NOA03UPAHA HEXeNaHa peaxius 9pes:

H3nbaauTeNnHA areHUHA No TeKapeTBaTa
ya. ,Jdamau T'pyes” Ne §

1303 Codms

brnrapus

Ten.: +359 2 8903417

yeGealiT: www.bda.bg

4.9 IIpeno3upaue

I[O3H naﬁuranaH €TEKCHAAT, HAJIBHIIIABAlUH MPENOPBYUTENHATE RO3M, H3NaraT nalieHTa Ha
TNOBHIUEH PHCK OT KhPBCHE,

ITpu cxMHEHHE 3a Npeio3ipaHe TIPOBEKIAKETC Ha KOArylallHOHEH TECT MOXE 1A TIOMOT
onpeznensHe Ha PUCKa OT KbpEeHE (BXK. Touka 4.4 u 5.1). KanuGpupan xonugecteen TB]
MHOrokpatHu TBP u3Meppatus no3ponssat npeJBkAaHe Ha BPEMETO, KOraro e 6ba
onpejeneHn HuBa Ha gaburatpaH (Bx. Touka 5.1), cbilo B cny4ail Ye Ca NPEANpPHETH A4
MEPKH — Hamp. qUaiu3a.



IMpexoMepHaTa aHTHXOAryIauMa MOXE Ja H3NCKBA NPEYCTaHOBABAHE Ha TIeYEHHETO ¢ AaluraTpaH
eTexcunar. Tei kaTo qaburarpan ce eKCKpeTHpa NpeauMHo upes OuOpeluTe, TpAGBa 1a ce noaanpxa
JocTaThyHA JMypesa. Thil KaTo CBLP3IBAHETO C NMPOTEHHN € B HUCKA cTeneH, aaburarpan Moxe aa
6be mManu3MpaH; MMa OrpaHUYeH KJIIHHWYEH OMUT, JEMOHCTPHPALL NO3aTa OT TO3M MOAX0] B
KITHHHATHH TIPOYYBaHHA (BX. Tovka 5.2).

OenansiBaHe Ha YCIOWKHEHHA ¢ KEPBEHE

B ciryqait Ha XeMOparnyHH yCIOXHEHHA JIeHeHHETO ¢ JaburaTpan eTekcunar Tpabea Ja Obae
NpeycTaHOBEHO, a MPHYHHATA 338 KbPBEHETO — W3cneBana. [To mpeuenka Ha NeKyBallys JIeKap U B
3aBUCHMMOCT OT KJIMHUYHATA CUTYauus TpaOBa Aa ce npeanpHeMe MoAXOAAIO NOAALPKALLO NeYeHue,
KaTo XMPYPrUYHA XeMOCTa3a WIH 3aMecTBaHe Ha KpbBeH 06eM.

[TpH BB3pacTHH NALMEHTH B CNy4aH, KOraTo e HeoOXoAHMO GbP30 HEyTpaNu3HpaHe Ha
AHTHKOATYJIaHTHHA ebekT Ha JabUraTpaH, MoXKe Jja ce H3TIOA3BA CeNUMHYHOTO HeyTPATHIMPAIIo
CpPeACTBO (MAAapYLH3yMab), KOETO aHTaroHK3Mpa hapMakoAHHAMHYHIA edeKT Ha faburaTpan.
Edukacroctra 1 6e30nmacHOCTTa Ha HAapyM3yMab He ca yCTaHOBEHH NIPH e XHATPHYHM MAUHEHTH
(BXk. Touka 4.4).

Moske fa ce MMa NpeBH] IPHIIaraHe Ha KOHLEHTPATH Ha KOAryJalWoHHH GakTopH (aKTHBMpaHK WU
HeakTHBHPaHW) WK pexoMbuHaHTeH (akrop VIla. FiMa HAKOH ekcnepUMeHTANHH JoKa3aTeIcTBa B
noJKpena Ha poNATa Ha TE3H JIEKAPCTBEHH MPOAYKTH B oOpblllaHe Ha AHTUKOArY.IaHTHHA edekT Ha
aaburaTpaH, HO JaHHUTE 3a MTON3aTa UM B KJIMHHYHH YCIIOBHSA, KAKTO H 32 BE3MOXKHHA PHCK OT
pubaynn TpoMbGoeMGoNH3IBM, ca MHOrO orpaHiderH. KoarynauuoHHuTe TECTOBE MOTAT Ja CTAHAT
HEHAJICKIHN Clle/l MPUIOKEHUE Ha TIPETIOPBYNTENHUTE KOHUGHTPATH Ha KOATyTauuoHHU GakTopu.
TpabBa na ce BHMMAaBa TIPH THIKYBaHeTo Ha Te3u TecToBe. Tpsa6ea na ce ofMuUCTH NPHUTOKEHNE HA
TpOMOOLUTHA Maca B CTyYaHTe, KOTATO MMa TpoMGOLMTONe U HIK ca GUNK M3MICN3BAHH
AbnrofeicTBAN AHTHTPOMOOTHYHHE NeKapCTBEHH NTPORYKTH. [IAI10TO CHMITOMATHYHO NEYeHke
TpAGBa Za ce pHara no npeLeHKa Ha TeKaps.

B 3aBHCHMOCT OT MECTHHTE B3MOXHOCTH, TPAOBA Aa ce 0OMUCIIM KOHCYITALMS CBC CHEIRATHCT B
cny4a¥ Ha ronsMoO KhpBeHe.

5. ®APMAKOJIOTHYHH CBOHCTBA
5.1 ®PapmaKoIHHAMHYHH CEOKCTBA

dapmakoTepaneBTHIHA IPYNa: aHTUTPOMOGOTHYHH CPEeJICTBA, AUPEKTHH TPOMOHHOBH MHXHOHTOPH,
ATC xog: BO1AE(Q7,

MexaHnu3sM Ha AeHicTBHe

Aaburatpa eTekcHNaT & MaNka MONIEKYNia PE/LTEKapCTBO, KOSTO HE MoKasha (apMaKoJIoruyHa
aKTUBHOCT. CIie/l TepopaiHo NpUIokKeHHe naburaTpaH etexcunar ce abcop6upa 6bpso u ce
NpeBpbllla B JabUraTpan upes KaTani3HpaHa oT ecTepasa XUAPOJIM3a B IIa3MaTa U B YEPHUS IpoG.
Hlaburarpas e MOLUEH, KOHKYPEHTEH, 06paTHM, AMPEKTEH TPOMGHHOB MHXMGHTOP U € OCHOBHOTO
BELIECTBO ¢ aKTHBHO AeficTBUE B MU1a3Mara.

Tt kKaTo TPOMOHHBT (CepuHOBa MpoTea3a) NO3BONABA MPEBPHLUIAHETO Ha GUOpPHHOTEH]
¢bubpuH B XORa Ha KOArynalMOHHATa kacKaaa, MHXMGHpaHeTo My NpeloTBpaTsBa 06D
Ha ChCHpEK.

Haburatpan uHxubupa cBoGONHH TPOMOUH, PHOPUH-CELP3AHHUS TPOMOHH U TPOMO




MHIyUHpaHata TpOMOOLWTHA arpeTatms.
dapMaKoIHHAMHYHY edieKTH

In vive W ex vivo IpoyuBaHHS TIpU AKUBOTHH JEMOHCTPUPAT aHTHTPOMO03HA eUKACHOCT H
aHTHKOAryNaHTHa aKTHBHOCT Ha NabHraTpaH clell HHTPAREHO3HO NIPUIOKEHUE U Ha JaburaTpan
CTCKCHIIAT CJIC]] NCPOPANHO NPHN0AKEHHE NPH pa3siUYHH JKHBOTHHCKH EKCICPHMEHTAJIHH MOJIENH
Ha TpoMbo3a.

CriuecTByBa OTYETIHMBA KOpENalns MeX Iy NIasMeHaTa KOHLEHTPaLHS Ha JaluraTpan U CTelenTa
Ha aHTHKoarylaHTHUA edekT, OasupaHo Ha ¢asa Il npoyuBanus. JJaburarpax yawmxasa
TpombuHOBOTO BpeMe (TB), EBC, xakrto u aPTT.

Kanudpupannar koandecTBeH TecT Ha TB upes paspexade (TBP) gasa oleHka 3a niaiMeHaTa
KOHLEHTpaLMsA Ha AaGuraTpaH, kOATo MoXe Aa Oble cpaBHeHa ¢ OYaKBAHHTE TITA3MEHH
KOHLEHTpauKHu Ha gaburatpad. B cmyuaii ue xanubpupanust TBP TecT nokake pesynrar 3a
nNa3MeHaTa KOHUEHTpauHg Ha JaburaTpaH, KoOTo € Ha WITH o[ MPaHHIIATA Ha KONHYECTBEHOTO
oNpejenaHe, cleBa ia ce oOMHUCIH NpoBeXIaHe Ha TONBIHHTETHO H3CNeBAHE HA koaryaluaTa,
Hanpumep TB, EBC unu aPTT.

EBC Moxe 1a ocHrypu AMPEKTHA OLeHKa Ha BKTHBHOCTTA HA JMPEKTHHTE TPOMOHHOBY MHXUOHTODH.

TectbT aPTT € wHpoko AOCTLAEH U NOKa3Ba NPUOIM3UTENHO aHTHKOATYIAHTHATA HHTEH3UBHOCT,
pocturnara ¢ gaburarpad. O6ade, aPTT TecTET UMa orpaHMYeHa YYBCTBUTEITHOCT M HE &
MOIXORAUL 32 TOYHO KOIHYECTBEHO ONPENENSHE Ha aHTHKOAryJIaHTHUA eekT, ocoGeHo mpH
BHCOKH I11a3MEHH KOHUEHTPALUKMHU Ha aaburatpay. Brrpekn ue BiRcokU cToitHocTH Ha aPTT tpatea
Jia ce TBIKYBaT ¢ MOBHIIEHO BHUMaHKE, TE TOKA3BAT, Y€ NalHEHTBT & AHTHKOAryIMpaH.

Kato 1usano, Moxke fja ce IpHEMe, 9¢ Te3H [TOKa3aTeny 33 AHTHKOATYIaHTHA AKTUBHOCT MOTaT Ja
OTpa3sAT HUBATA Ha JlaburaTpaH, KAKTO M J1a MIPEZOCTABAT HACOKK 3a OLIEHKATA HAa PHCKA OT
KBbpPBEHE, T.€. HAl 90™ nepceHTHN Ha Hali-HUCKHTE HUBA Ha NalUraTpaH UITH KOarynalyoHeH TecT,
Karo Hal- HHCKH W3MepeHH croiinocTH Ha aPTT (3a nparosete Ha aPTT Bx. Touka 4.4, Tabnuna
6}, MOXe 1a ce acOLIMHMPAa ¢ TIOBUIIEH PUCK OT KbpBeHE,

ITIvpeunna npesenyus va BTE npu opmoneduuna xupypeus

CraguoHapHara cpefiHa FeOMEeTPHYHA [TMKOBA Ta3MeHa KOHLEHTpalns (cleq aed 3) Ha
naburatpaH, W3MepeHa OKolo 2 yaca cli¢ll IpuiokeHne Ha 220 mg naburatpan etexcunart, e 70,8
ng/ml, ¢ rpanuum 35,2-162 ng/ml (8 uuTepBana 25-Tu-75-tn nepcentun). CpeaHaTa reoMeTpHYKa
Hali-HHCKa XOHLEHTpauws Ha AaburaTpaH, H3MepeHa B Kpad Ha A030BUS UHTEpBaN (T.e. 24 yaca
ce A03a daburatpan 220 mg), e cpeano okono 22,0 ng/ml, ¢ rpannun 13,0-35,7 ng/ml (8
uHTeppana 25-TH-75-TH iepceHTH).

B enHo cneunanHo npoyusaHe caMo NpH NALMEHTH ¢ yMepeHo 610peuHo yspexaaHe

(CrCL 30-50 ml/min), nexysanu ¢ raburatpan etexcunar 150 mg BeQHLXK IHEBHO, CpeHaTa
TeOMeTpHYHa Hal-HUCKA KOHLEHTpalHs Ha faburaTpaH, U3MepeHa B Kpad Ha JO30BHS WHTEpBal, e
cpeaxo 47,5 ng/ml, ¢ rpanuun 29,6-72,2 ng/ml (B uHTepBana 25-TU-75-TH MEPCEHTHIT).

[Mpu naunenTy, Nnexysany ¢ 220 mg naburaTpaH eTeKCHIAT BeJHBX AHEBHO 34 ipeeHIMs Ha BTE
criefl ipoTesnpaHe Ha TazobeIpeHa HITH KOMAHHA CTaBa,

. 90-uAT NEpPCEHTUIT HA HAM-HHCKUTE M1a3MEeHH KOHUEHTPALMH Ha HaburaTpaH e 67
ng/ml, (20-28 yaca cnen npreMa Ha MpeHIHATA 103a) (BXK. TO4YKH 4.4 U 4.9),
. 90-usT mepceHTHN Ha nalk-HuckuTe ctofinocTi Ha aPTT (20-28 uaca cnex npuema

Ha mpeawiHara 1o3a) € 51 cekyHau, koeto e 1,3 meTH Haa ropHata rpaHiua Ha




HOpMarTa.

EBC He e u3MepBaHo MpU NaHEHTH, NekyBanH ¢ 220 mg naduraTpaH eTeKCHIAT BeAHDX IHEBHO 32
npepseHums Aa BTE cren npotesnpane Ha TazofeipeHa WIH KONAHHA CTaEa.

Ilpesenyua Ha MO3bYEH UHCYAM U CUCIMEMER eMmOCAUTLM NPU Bb3pacmuu nayuenmu ¢ HKITM ¢
eOuN uRU nogeve puckosy daxmopu (KAIIM)

CraunoHapHaTa cpeina reOMeTpHYHA NHKOBA [U1a3MeHa KOHLIEHTPaUKA Ha AaburaTpaH, H3MepeHa
okoJio 2 yaca ciell mpunarane Ha 150 mg naburarpan etexcunar, e 175 ng/ml, ¢ rpanumm

117-275 ng/ml (B wHTepBana 25-tv-75-Tv nepcenTn). CpeIHATa TeOMETpHYHA Hall-HHCKA
KOHLIEHTpalws Ha JaburarpaH, H3MepeHa CYTPHH B kpad Ha J030BHs WHTepBat (T.e. 12 yaca cneq
BeyepHara fo3a aaburatpan 150 mg), e cpeano okono 91,0 ng/ml, ¢ rpanuuu 61,0-143 ng/ml (B
HHTepBana 25-TH-75-TH NepCceHTHN).

IMpu nansenTn ¢ HKIIM, nexysanu 3a npeBeHUMA HAa HHCYNT W cHCTEMEH eMBOIN3EM ¢Be 150 mg
IOaburaTpaH eTEeKCHNIAT ABa TLTH AHEBHO,

. 90-HAT NepceHTH Ha H3MEpPEHNTE Half-HIUCKH TNa3MeHN KOHUEHTPALMH Ha
nmaburatpad (10-16 gaca cnes npuema Ha nipeAHLIHATa K03a) € okono 200 ng/ml,
. Halt-aucxuTe croftHoctute Ha EBC (10-16 waca cnen npiemMa Ha peIWNIHATA J03a), IOBHIIEHH

MpHOIH3HTENHO 3 MBTH Haj TOPHATA TPaHHLIA HA HOPMAaTa, Ce OTHACAT [0 Habmomaganus 90-
TH TIepCEeHTHN Ha yabnxkaraHe Ha EBC ot 103 cekysay,

. Hali-HHCKH cTofHocTH Ha aPTT, moBeye 0T 2 IbTH Hax ropHara rpaHHUIA Ha HOpMaTa
(yabmxaeane Ha aPTT c okono 80 cekyHan), (10-16 yaca ciex npreMa Ha npeIHIIHATA
[o3a) ca oTpazeHH Ha 90-ua mepceHTHN oT HAOMOASHUETO.

Jevenvue wa JIBT u BE, xakmo u npesenyun na peyuousy wa JIBT u BE npu evbapacmuu nayuenmu

{IBT/bE)

Tpw naunenTu, nexyeanu 2a JIBT u BE cbc 150 mg naburaTpan eTeKCHNAT ABa [THTH JHEBHO,
CpeHaTa TeOMETPUYHA Hali-HHCKa KOHUEHTpalMs Ka naburatpaH, HaMepeHa 10-16 gaca cien
TApHeM Ha 1033, B Kpad Ha Jo30BHa HHTepBan (T.e. 12 yaca crnel BeyepHaTa fjoza AafiMraTpan
erexcunar 150 mg), e 59,7 ng/ml, ¢ rpaunun 38,6-94,5 ng/mi (B uHTEpBaNa oT 25-1v 1o 75-TH
nepceRTHN). [Tpu nevennero Ha JIBT u BE c naburatpan erexcunat 150 mg nsa nbTH guesHo 90-
HAT TIEPCEHTHIT Ha U3MepEHHTE Hal-HHCKH NIa3sMeHH KOHLEHTpalUWH Ha Jaburatpan (10-16 gaca
CNes MpyeMa Ha IMpeJHIIHATA A03a) € okono 146 ng/mi,

. Hail-auckute crofiHocTte Ha EBC (10-16 uwaca cnej nprema Ha npeWIlHaTa 1034),
MOBHWEHH MPUONHU3NTENHO 2,3 MbTH CNPAMO HAYATHWTE CTOWHOCTH, CE€ OTHACAT [0
HabmoaaBanug 90-TH NepceHTHN Ha yAbbkaBane Ha EBC ot 74 cexynan

. 90-u4aT nepceHTHN Ha Hali-HUcKH cToiiHocTh Ha aPTT (10-16 1aca cnen npueMa
Ha TIpeMIIHATA 103a) € 62 cekyHOH, koeTo & 1,8 mbTH ¢TOIHOCTTA HA H3X0OHO
HUEO.

Hsma nauni 3a dapMakokMHeTHKATa PN NAlHEHTH, 1eKYBaHH 33 MPeBEHUHA Ha peHHAWBHpala
ABT u BE cbe 150 mg paburatpaH eTekCHIaT JiBa MbTH AHEBHO.

KnuHnuna edHkacHocT w BesonacHoct

Emnuvecku npouzxoo

He ce #abmoaasat KTMHWYHO 3HAYMMH ETHHYECKH PA3NIUKH MEXKLY TALHEHTUTE OT €BPQY
paca, ¢ appo-aMepHKaHCKH, TATHHO-AMEPHKAHCKH, ATIOHCKH HITH KHTAHCKH MPOW3XOA.



Knunwunu npoyusanun evpxy npeaenyuima na BTE cred npome3zupane Ha coneMu cmaeu

TTauueHTH, NOANOkKEHW Ha NNIaHOBA TONAMa OpTONeJHIHa onepalMs B 2 roJleMH paHIOMH3IHPAHH,
Napale;THo-rpyNoBY, ABOIHO-CIIENH, 103a-I0TBBPIARAIIH IPOYYBaHns (TIpH eXHOTO —
npoTesupale Ha KONSHHATA CTaBa, a NPH APYroTo — Ha Ta3obeApeHaTa cTaga), noNy4asar 75 mg
uin 110 mg paburarpar eTekcHiar 1-4 uaca cnel onepaunsra, a cnea Toea no 150 unu 220 mg
BEJIHBIK JHEBHO, [P rapaHTHpaHa XeMocTasa, M 40 mg eHOKcanapH B AeHd Mpefy OnepalunaTa,
a cJlef TOBA — BEHBX JHEBHO.

B npoyueanero RE-MODEL (nipoTesnpaHe Ha KONAHHA cTaBa) I€YSHHETO Npojbnkasa 6-10 uy, a
B npoyusaHeto RE-NOVATE (nporte3npaHe Ha TasobenpeHaTa ctapa) — 28-35 guu. OOMAT Gpoif
neKyBaHH MaLlHEHTH e choTBeTHO 2 076 (konanHa cTapa) U 3 494 (Tazobexapena cTapa).

Coueranuero ot obwara cMbpTHOCT nopatk BTE (BkmouurenHo 6enonpober eMGonuasMm, BE),
IIPOKCHMANHA H AUCTANHA Ab0oka BeHO3HA TpoMbo3a (IBT) — cuMnTOMHA WK aCHMITTOMHA,
yCTaHOBEHA Upe3 pyTHHHA BeHoOrpadHs) U CMEPTHOCTTA MOPAAH BCAKAKEA MPHYHHA NPeICTABIABA
TbPBHYHATA KpaifHa TOYKA H Ha JBeTe NpoyuBaHus. CoueraHueto ot ronaM BTE (sxmountento BE
v nmpokcaManed BT — cHMITOMEH HIIH aCHMITTOMEH, YCTAHOBEH Upe3 pyTHHHa BeHorpadus) 1
cmepTHOCT Nopaan BTE npeacTtaBniaBa BTopuyHa KpaHHA TOUKA M CE CUMTA, Y€ MMa [TO-TQNIAMO
KIHHHYHO 3HAYEHHE.

PesynratvTe OT KBETE NPOYYBAHMA TIOKA3BAT, 4€ AHTHTPOMOBO3HUAT edekT Ha 220 mg u 150 mg
AabHraTpan eTeKCUNAT He OTCTBINBA CTATHCTUYECKH HA eHOKCUNAPUH NO OTHOWEHHe Ha 00IHa
BTE u obwara cMepTHOCT. KpaliHUAT pe3ynTar 3a crydanTe Ha ronaM BTE u cMbpTHOCT mopaau
BTE npu no03a 150 mg € Manko no-Jolll, 0TKONKOTO IPH eHoKcanapwH (Tabmuua 17). ToaoGpu
pesynTati ce HabmoaaBaT npu go3a 220 mg, KbAeTO KpaifHHAT pesynTar 3a ronsm BTE e manko
0-1005p, OTKONKOTO NpH eHOKcanapud (Tabnuia 19).

KIMHHYHUTE NPOyYBAHMA ca NIPOREJEHH NPH MOIY/AlHA HAlHEHTH ChC CPEAHA BB3PACT >65 roJnHN,

Hama pa3NHKH B JAHHHUTE 3a eCl)HKaCHOCT H GezonacHoCT MEXIyY MBKE H JKEHH B KIIHHHYHHTE
npoyuBaHuA ¢aza 3.

B n3cnenpanata nomynauus nanuentH Ha RE-MODEL u RE-NOVATE (5 539 nekysanu
nanyeHTH), 51% UMaT npHipyxapalua XHREPTOHUS, 9% UMaT npuapyxaeau] xuabet, 9% uMar
NpuipyXagao 2a0onABaHe Ha KOpOHapHaTa apTepHs ¥ 20% WMaT aHaMHe3a 3a BeHO3HA
HeJocTaTbuHoCT. HUTO enHo OT Tean 3abongBaHng He oka’ea Bh3AeHCTEHE BupXy eeKTHTE Ha
JAaburatpaH 3a BTE npepeHUMs WNK YeCTOTATA HA KhPBEHE.

JaunuTe 3a kpaitnara Touxa ,,ronaM BTE u cMbptHOCT mopagu BTE® ca xomorensn no
OTHOLLeHKHe Ha MbpBUYHATa KpaiHa TouKa 33 e(HKACHOCT ¥ Ca moka3aHu B Tabmuua 19,

JlaHHHTe 32 KkpaifHaTa Touka ,,001a cMbpTHOCT nopany BTE U cMBPTHOCT MOpaay BCAKAKBA
MpHYWHA" ca TIoKa3aH! B Tabnwua 20.

HanHHTe 32 KpaHHHTE TOYKH ,,yCTAHOBEHH CHOMTHA Ha rofsMo KbpBeHe™ ca NoKa3aHH B TabnHna
21 no-pony.

Tabauua 19: Axanus ua caydante Ha roaamM BTE H emupTHocT nopagu BTE npea
TepaneBTHYHATA da3sa na npoyusanuata RE-MODEL u RE-NOVATE
ApH OpTONeANYHH ONePaLiHH

Hanureate Haburatpau etexcunar | faGurarpaH erexcunar | EHokcanap )/\\Ta no

220 mg 150 mg 40 mg [u
RE-NOVATE (Tazo6eapena ctasa)
Bp. nekyBanu 909 888 {{
TalNeHTH ‘




Yectora (%0) 28(3,1) 38(4,3) 36(3,9)
KoeduumeHT Ha prcka 0,78 1,09

CIpAMO eHOKCanapHH

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

RE-MODEL (konaxo)

Bp. nexypanu 506 527 511
TIAITHEHTH

YecroTa (%) 13 (2,6) 20(3,8) 18 (3,5)
KoeduuueHT Ha pHcka 0.73 1,08

COpAMO €HOKCANAPHH

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

Ta6auna 20: Ananui Ha obmaTta eMepTHOCT Nopaan BTE n Ha cMBLPTHOCTTA NOPAJH BCSIKAKBA
NMPHYHHA Tpe3 TepaneBTHYNATa daia Ha npoyusaHHATa RE-NOVATE u RE-MODEL npr

OPTONEAHYHH oIlepallHH

HanuTeaune Jaburarpan Jaburarpan erekcunar | EHokcanapix
eTeKCHIIaT 150 mg 40 mg
220 mg
RE-NOVATE (TazofeapeHa cTaga)
Bp. nekypann 880 874 897
TAHEHTH
Yecrora (%) 53 (6,0) 75 (8,6) 60 (6,7)
KoeduuneHnT Ha 0,9 1,28
PHCKa CIIPAMO
eHOKcalapHH
95% CI (0,63; 1,29) (0,93; 1,78)
RE-MODEL (xonsuo)
Bp. nekyBann 503 526 512
HaLHeHTH
Yectota (%) 183 (36,4) 213 (40.5) 193 (37.7)
KoednumenT Ha 0,97 1,07
PHCKa CIIpAMO
€HOKCaNapHH
95% Cl {0,82; 1,13) (0,92; 1,25)

Tabauua 21: CLGHTHA HAa FONAMO KLPBEHE B 3ABUCHMOCT OT JIEYEHHETO B
npoyuysanus RE-MODEL u RE-NOVATE, npeacTaBens nooTJe;Ho

KbpBeHe (%)

Hanureane Jaburarpan erexkcinar | Jlaburarpan etexcunatr | EHokcanapHx
220mg 150 mg 40 mg

RE-NOVATE (tazobeapena craga)

bp. nexyBanu 1146 1163 1154

nagueHTH

CrOUTHA Ha ronaMo

KnpBene (%) 232, 15(1,3) 18(1,6)

RE-MODEL. (xonano)

Bp. nekypann 679 703

NaLMeHTH

CoOHTHA Ha ronsMo 10(1,5) 9(1,3)




Ilpesenyun na Mo3vYen uHcyitm u cucmemen eMOORUTBM NPU abapacmuu nayuenmu ¢ HKITM ¢ edun

UAY NOBERE DUCKOGHU @axmogu

KnuHuunHTe JaHHW 3a e)HKACHOCTTA Ha JaDHraTpaH eTeKCHIaT ca pe3yaTar oT npoyysaneto RE-LY
(Randomised Evaluation of Long-term anticoagulant therapy) — My ITHUEHTPOBO, MyITHHAIIHOHATHO,
PaHIOMU3KPALO ApANeNHO CIAMNC H3MUTBAHE ¢ ABe A03u AaburarpaH etekcunar (110 mg u 150 mg
ZiBa bTH JHEBHO) B CpaBHEHHUE ¢ OTKPHT MPHEM Ha BapdapHH NMPH NaUHEHTH ¢ TIPSACHPIHO MBXIEHE
¢ YMepeH J0 BUCOK PHCK OT HHCYINIT H cHCTeMeH eMGomi3eM. [TbpBHYHATA LN HA IPOYUBAHETO € 13
OIpeJeH ANy NaburaTpad €TEKCHIIAT OTCTHIIBA Ha Bap(apHH NpH NOHMXABAHETO Ha CHOMTHATA Ha
ChCTABHATA KpaliHa TOYKA ,,HHCYIT U cucTeMeH eMOomI3EM™, CBIIO TaKa € aHATHIUPAHO H
CTaTHCTHYECKOTO TIPEBL3XOACTERO.

B npoyusaneTo RE-LY ca pannomusnpanu obwo 18 113 nauuentn Ha cpeana sb3pact 71,5 rofAnHu u
cpenen CHADSZ2 c6op 2,1. [Tomynauuara oT nauueHts e 64% ot MBXKKd nol1, 70% OT esponeusieH
nponsxol U 16% oT asnaTckH Nponsxox. Tpu NauMeHTHTE, paHAOMH3UPAHH Ja MONyYaBat BaphapHH,
CPeIHHAT TIPOLIEHT Ha BpeMETO B TepanesTHueH obxear (BTO) (INR 2-3) e 64,4% (mennana Ha BTQ
67%).

TNpoyysanero RE-LY noka3ea, ye qaburatpaH eTekcunar npy no3a 110 mg ABa MeTH AHEBHO He
OTCTEHIIBA Ha ediekTa OT BapdaprH MPH NPeBEHLMA Ha HHCYNT H CUCTEMEH eMOOTHYBM NPY Mal[HEHTH
¢ NIPEACHPAHO MBXKIEHE, ¢ IOHWkeH prck o UKX, o6wo xbpBene H roxamo xbpeee. Jlozara 150
mEnBa NhTH AHEBHO TTOHKHXKABA 3HAYHMO PHUCKA OT HCXEMHUEH M XeMOparuveH HHCYIT, ChA0BA CMBPT,
HMKX u obuio xbpBeHe B cpaBHenue ¢ BappapHH. YecToTaTa Ha rosMo KbpBeHe P TasH J03a e
cpaBHMMa ¢ BaptapuH. HecToTaTa Ha MECOKapIeH WH(APKT e Teko MOBHINEHA TIPH JafUTaTpaH
etexcunar 110 mg asa nbT AHesHO M 150 mg ABa MbTH AHEBHO B cpaBHeHHe ¢ BapdapHH
(koeduLHeHT Ha pucka 1,29; p=0,0929 n koedruneHT Ha pucka 1,27; p=0,1240, cvorBetHo). C
noaobpsaBane Ha npocneassaHeTo Ha INR, HabnmionaraAuTe Mon3u ot AaburaTpaH eTekcUnar B
cpaeHeRMHe ¢ BapdapHH oT¢HadBaT.

Tabnuum 22-24 rokassar nOApoOHO KIMOYOBUTE PeIYNTATH B LANATA NOMYIALNA:

TaGauua 22: AHaJIH3 HA TLPBOTO CLOUTHE - HHCY.JIT HITH CHCTeMeH eMO0IH3IEM (ILPBAYHA
Kpaiina ToYKa) Mo EpeMe HA NepHOIa HAa npoyyBaHe Ha RE-LY.

Habwrartpan eTexcunar Jlaburarpan erexcunar Bapgapux
110 mg 783 WETH 150 mg ABa nBTH
HAHECBHO JHCBHO

PanaoMu3HpaHu 6015 6 076 6 022
NauHenTH
Hucyn w/unu cucTeMeH
eMbBonHIEM
Yecrora (%) 183 (1,54) 135 (1,12) 203 (1,72)

Koeduuuenr Ha
pHcKa cfy
papdaphH (95%
Ch

0,89 (0,73; 1,09)

0,65 (0,52; 0,81)

Mperw3xoncreo
p-cTolHOCT

p=0,2721

p=0,0001

% ce OTHacs 0 MONMIOHATZ YEeCTOTa HA ChOUTHATA

Tabauua 23: Auaan3 Ha OLPBOTO ¢LOHTHE HA HeXeMWYEH HIH XeMOParHYeH HHCYJIT 0O BpeMe

Ha nepHoaa Ha npoy4unaHne Ha RE-LY.

JaburarpaH erekcuaar
110 mg nea nuTH
JHEBHD

HabwrarpaH erekcunar
150 mg nea nuTH
JIHEBHO




PangoMuzupanu
NaUHECHTH

6 015

6076

6022

WHeynr

YecToTa (%)

171 (1,44)

123 (1,02)

187 (1,59)

KoedwunerT Ha
pHcka cfy
BapdapuH (95%
Cn

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

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

p-cToiiHocT

0,3553

0,0001

Cuctemen eMOOTHIEM

YectoTa (%)

15 (0,13)

13 (0,11)

21 (0,18)

Koedwuunent na
pHcka cfy
papdaprn (95%
Cn

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

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

p-CTOWHOCT

0,3099

0,1582

HcxemudeH wHCY T

YectoTa (%0)

152 (1,28)

104 (0,86)

134(1,14)

Koedunuenr Ha

pHcKa cfy

sapdapun (95%
€D

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

0,76 {0,59; 0,98)

p-CTORHOCT

03138

0,0351

XeMOparnyeH HHCYNT

Yecrora (%)

14 (0,12)

12 (0,10)

45 (0,38)

KoeuumeHT na
puckKa cfy
Bapdaput (95%
CI)

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

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

_p-cTofiHOCT

0,0001

<0,0001

% ce oTHacA A0 FOJVLIHATA YECTOTA HA CBOUTHATA

Tabnuua 24: AHann3 HA CMBLPTHOCTTA N0 BCAKAKBA APHHMHHA M HA CEPICTHOCHLA0BATA
CMBPTHOCT 10 BpeMe Ha IepHOIA Ha npoyuBaHe Ha RE-LY.

Haburarpan erexcunar JaburarpaH eTexcunar Bapdapuu
110 mg nBa MBTH 150 mg apa meTH
JHEBHO JTHEBHO
ParnoMusupanu 6015 6076 6022
NAUHEHTH
CMBPTHOCT N0 BCAKAKBA
nNpUYHHA
Yecrora (%) 446 (3,75) 438 (3,64) 487 (4,13)
KoeguuueuT Ha 0,91 (0,80; 1,03) 0,88 (0,77; 1,00)
pHcKa cfy
BapgapuH
(95% CI)
P-CTORHOCT 0,1308 0,0517
CBO0Ba CMBPTHOCT
YecroTa (%) 289 (2,43) 274 (2,28) 317 (2,69)

Koednuuent Ha
pHcka cfy
BaptapiH (95%
CI)

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

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

p-cToliHOCT

0,2081

0,0430

%% ce OTHacq 10 TOQWRIHATA YECTOTA Ha chOUTHATA




Tabmuum 25-26 noka3eat pe3yTATHTE OT TLPBAYHATA KpaliHa TOUKA 3a edHkacHOCT H Ge3onacHocT B

CHOTBETHHTE cy6nonynauun:

3a nupBUYHATA KpaitHa TO4Ka ,,HHCYJIT H cHCcTeMeH eMO0IHREM™ He ca HACHTHHINPaHH TIOArpY U

(.. BB3pAcT, Terno, noin, 6L6peyna PyHKUNA, ETHHYECKA MPHHAONEKHOCT W Ip.) ¢ pa3NuueH
KoedHLMEHT HA pHCKaA B CpaBHEHHE C BapdapuH.

Tabanua 25: Koeduunent Ha pucka u 95% CI 3a uncyat/cucreMeH eMGOIH3EM MO ROATPYITH

Kpaiina Touka JaGurartpan eTekcunar HaburatpaH erekcunar
110 mg ABa MBLTH FHEBHO cfy 150 mg nBa nbTH AHEBHO ¢y
sapthapHH BapdapHH

Brapact (rogunn)

<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)

=75 0,88 (0,66; 1,17) 0,68 (0,50; 0,92)

=80 0,68 (0,44; 1,05) 0,67 (0,44; 1,02)

CrCL{ml/min)

302 <50 0,89(0,61; 1,31} 0,48 (0,31; 0,76)

50<u <80 0,91 (0,68; 1,20) 0,65 (0,47; 0,88)

>80 0,81(0,51; 1,28) 0,69(0,43; 1,12)

3a mupBHYHATa KpaliHa Touka ,,rOJIAMO KhpPBeHE® HMa B3aUMO/IeiicTRHe Ha edeKTa oT
JEeICHHETO H BL3pacTTa. OTHOCHTETHHAT PHCK OT KbpBeHe ¢ JafHraTpaH B cpaBHeHHE C

BapgapHH ce YBeTHYABA ¢ BL3pacTTa. OTHOCHTETHHAT PHCK € Hali-BHCOK NPH NaMEHTH =75
rogunad. CLIBTCTBAIATA YNOoTpe6a Ha anTHTPOMGoTHYHM cpeacTra, ACK nau kionugorpen
NpuOIU3HTENHO YIBOoABA YecToTaTa HA CI'K, KaxTo Npu Ja6HraTpaH eTeKCHIAT, TAKA 1 NIPH
BapdapuH. Hama 3Haunmo B3auMoeiicTBHE Ha TepaneBTHYHHTE edeKTH PH MOATPYNHTE MO
6n6peana dynxuuda u CHADS2 pezyarar.

Tab6anna 26: Koedunuent na pucka i 95% CI 32 ¢hGHTMS Ha rongMo KkpBeEHE 10 NOATPYNH

Kpaiina Touka JaburarpaH erekcunar Jlaburatpad erekcunar
110 mg aBa nsTH gHEBHO C/y 150 mg nBa nbTH AHEBHO cly
Bapdapun sapdapus
Boipact (roauuu)
<65 0,32 (0,18; 0.57) 0,35 (0,20; 0,61)
65=u <75 0,71 (0,56; 0,89) 0,82 (0,66; 1,03)
=75 1,01 (0,84; 1,23) 1,19(0,99; 1.43)
>80 1,14 (0,86; 1,51) 1,35 (1,03; 1,76)
CrCL(ml/min)
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)
Ynorpeba va knomkgorpen 0,89 (0,55; 1,45) 0,92 (0,57; 1,48)

RELY-ABLE (dvnzocpouno, Myimuyenmpoeo npodeiycenue Ha usNUMeaHemo Ha JEYeHUEmo ¢

dabuzampar npu nayuesmu ¢ PeocsPORO Myicdene, kourho ca 3asvpuunu usnumeanemo RE-LY)

TIpoasmkennero Ha n3nATeaHeTo RE-LY (RELY-ABLE) ocHrypaBa JoTBIHHTE KA HHQOPMaiing 3a
fe3sonacHOCTTa NpH KOXOPTa NAUMEHTH, KOUTO Ca NPOTbLIDKUIH A3 IPHEMAT JaburaTpaH eTeKCHIIaT, B
chlllaTa 03a, onpeeneHa B uanutsaneTo RE-LY. 3a nanursanero RELY-ABLE ca us6p.
NaLHEeHTH, KOHTO NO BPEMETO Ha NOCNeHATA UM BU3NUTA OT M3nuTeaHeTo RE-LY He ca npf




5 897 nauuedTH, KOUTO NMpelcTaBnaBat 49% OT MalieHTHTe MHPBOHAYAITHD, paHAOMU3UPAHO
onpeaeneHu Ja npiemMar gaburatpan erekcHnat B RE-LY u 86% ot n3bpaHuTe NauHeHTH B
RELY-ABLE.

I'To BpeMe Ha JorreiHUTENHHTE 2,5 roguHy Ha JedeHne B RELY-ABLE, ¢ MakcHManHa eKcIio3nnus
Han 6 rongAy (obwa ekcno3uurs B RE-LY + RELY-ABLE), npoduntT Ha Ge3zonacrocT Ha
AaburaTpaH eTEKCHNAT B ILITOCPOYEH MJAH € NOTRLPAEH 32 ABeTe W3NMHTRAHU Xo3u 110 mg ARa MbTH
JReBHO U 150 mg Ara MsTH fHeBHO. He ca HabnmiojaBaHl HOBW HAaXOAKH, CBBP33aAU ¢ 0€30NacHOCTTa,
YecToTaTa Ha N3X0AAM CROWTHA, BRITFOYATETHO TONAMO KBEPREHE W APYTH CBOWUTHA Ha KBPBEHE,
CBLOTBETCTBA HA Ta3H, HabMmonapaHa B RE-LY.

ﬂaHHu Om HEUHMEPBERYUOHTIRU RPOYHEAHUA

Ipu eqHo HeuHTepBeHLIHOHANHO NpoyuBaHe (GLORIA-AF), npocnexkTHBHO ca chOpaHu (BBB BTOpaTa
My ¢aza) AaHHH 3a Oe3onacHoCcTTa U edeKTHBHOCTTA [IPW HOBOAHArHOCTHLMpaHu naiueHTH ¢ HKTTM
Ha JabHTaTpaH eTeKCHITAT B peanny ycnoend. [Tpoydraneto BkmodBa 4 859 nauneHTH Ha naduraTpan
etexcunar (55% nexysany cbe 150 mg ABa MLTH AHeBHO, 43% nexysanu cbe 110 mg aBa meTH
IHeBHO, 2% NeKyBaH# cbC 75 mg ABa MbTH JAHeBHO). [Tal#eHTHTE ca NpocneasBaHH B IPOALIXKEHHE
Ha 2 rogused. Cpendure CHADS2 1 HAS-BLED ckopoge ca chotsetHo 1,9 u 1,2. Cpeanoto Bpeme
HampocTeIsBaHe Mo BpeMe Ha TepanusTta e 18,3 Meceua. I'onaMo KbpBeHe e Bb3HUKHANO rpy 0,97 Ha
100 mauueHToromHR. MMa chrobineHud 3a XHBOTO3aCTpallaBallo KeEpBeHe npn 0,46 Ha

100 nauueHTOroMHH, BETpeYepenHa xeMoparus apu 0,17 Ha 100 nauueHTOroAMHM H CTOMALIHO-
ypeBHo kbpBeHe npu 0,60 Ha 100 maunenroronuuu. MacynT e pe3nukHan npu 0,65 Ha

100 nauueHTOrOAMHHA.

OcBeH ToBa B €IHO HEHHTEPBEHLIMOHANHO NpoyYBaHe NpH nosede oT 134 000 naunentd B cTapyecka
pe3pacT ¢ HKITM B CreanneHnTe matH (dompHHecTo 3a noseve oT 37 500 mauueHTOTOANHH BpeMe
Ha NpoclieaBaHe ¢ TIPHIIKEHHe Ha Tepanus) aaburarpad erekcHnat (84% OT mauMeHTHTE ca
nexyBaHu ¢s¢ 150 mg nBa METH JHEBHO, 16% OT MalMEHTHTE ca TEKYBaHH Cb<¢ 75 mg ABa THTH
JIHEeBHO) Ce CBLpP3Ba C MOHWKEH PHCK OT HCXeMHUYeH HHCYNT (KoedHUieHT Ha pHcka (0,80, 95%
JoeepuTeneH uHTepBan [CI] 0,67-0,96), BeTpevepenta xeMoparus (koeduuMeHT Ha pucka 0,34, CI
(0,26-0,46)  cMBpTHOCT (KoedwimenT Ha pucka 0,86, CI 0,77-0,96) u yBennueH pUCK OT CTOMAILHO-
ypesHO KbpBeHe (koedumeHT Ha prcka 1,28, CI 1,14-1,44) B cpaBHenue ¢ eapapiH. He e oTkpuTa
paznuKa Nno OTHOLLEHHE Ha FONIMO KepBeHE (koedHiueHT Ha pucka 0,97, CI 0,88-1,07).

Te3u HabmomeHHA B PEATHH YCIOBHA IOTEBPXAABAT YCTAHOBEHHA Mpodun Ha HeaonacHocT U
eduKacHOCT 3a gaburaTpal eTeKCHAAT TIPH TOBA NoKa3aHHe B npoyyBaHeTo RE-LY.

Hayuernmu, xoumo ca 6unu nodroxcenu na nepkymanna xoponapra uwmepaenyua (IMKH) cve
cmenmupare

TIpocnexTHBHO, paHAOMMI3HPAR0, OTKPHTO MpOyUYBaHe Che 3acneneHy kpaiinu Toukn (PROBE)
(dasza l11b) 3a ouerka Ha nBo#iHA Tepanus ¢ naburarpad etexkcunaT (110 mg unu 150 mg nBa meTH
JAHEBHO) MITIOC KTOGHIOTpeN WITH THKarpenop (aHraroHucT Ha P2Y12) B cpaBHeHne c TpoiiHa Teparnis
¢ Bapdapur (kopurupana kM INR 2,0-3,0) nmoc knomigorpen wnk tukarpesiop 1 ACK, e nposeneHo
npa 2 725 naiMenT! ¢ REKTANHO NpeICkPIHO MBbiIEHE, KOHTO ca 6un noanoxkenn Ha [TKH cne
crentupane {(RE-DUAL PCI). [TauperTHTE ca paHIoMU3HpaHH 32 JBOIHA Tepanua ¢ naburatpan
eTekcuaat 110 mg ABa IbTH JHEBHO, IBOHHA Tepanus ¢ faburaTpaH erekcHiar 150 mg ABa nbTH
AHeBHO WK TpoiHa Tepanus ¢ Bapdapul. [TanuenTn B crapyecka pb3pacT W3pbH CAIL] (Ha BB3pacT
>80 roaHHH 3a BCHYKH CTPaHH, =70 roarHu 3a AAnoHus) ca pasnpelenesy Ha ClydaeH NMPUHLKI KbM
rpynara Ha ABoiiHA Tepanud ¢ faburatpaH eTekcAnar 110 mg UK KM rpynara Ha TpoitHa Tepanus




sapdapuH (KP 0,52; 95% CI 0,42; 0,63; P <0,0001 3a He no-manka egukacroct u P <0,0001 3a
npepb3xoacTso) U 20,2% (154 nauueHTH) B rpynara Ha ABoiiHa TepanHs ¢ qaburarpaH eTekcunar
150 mg, B cpashenye ¢ 25,7% (196 naupeHTH) B CROTRETHATA TPYTIa 3a TpoHHa Tepanusa ¢ sapgapui
(KP 0,72; 95% CI 0,58; 0,88; P <0,0001 3a He no-manka edukacHocT 1 P=0,002 3a npeps3%0acTRO).
Kato yacT oT onucaTenHus aHan13, YecToTara Ha cb0uTHA Ha rongMo KbpBEHE MpH TPOMOOIIN3a NIpH
unpapxt Ha myrokapaa (Thrombolysis In Myocardial [nfarction, TIMI) e nmo-Hicka 1 B ABeTe Ipynd Ha
ABoifHa Tepanus ¢ JabUTaTpan eTekcHIIaT, 0TKONKOTO B TPyTaTa Ha TpoiiHa Teparms ¢ BappaprH:

14 cuburnd (1,4%) B rpynara Ha ABOIHA Tepanus ¢ faburarpax etekcunar 110 mg, B cpaBHeHHe ¢

37 cubutns (3,8%) B rpynara na TpofiHa Tepanns ¢ apgapud (KP 0,37; 95% CI 0,20; 0,68; P=0,002)
W 16 cebuTHA (2,1%) B rpynara Ha ABoifHa Tepamis ¢ AaburaTpan eTekcunar 150 mg, B CpaBHEHHE ©
30 cubuTnd (3,9%) B CHOTBETHATA IpyIla HA TpoitHa Tepanus ¢ Bapdapus (KP 0,51; 95% CI 0,28,
0,93; P=0,03). U nBete rpynH Ha ABOIHA TEpanuA ¢ NabHUraTpaH €TEKCHNAT HUMAT NO-HHCKH YeCTOTH
Ha BBTpetepelHa XeMOparus, OTKONKOTO CLOTBETHATA IPyNa Ha TPoitHa Tepanus ¢ BapgapuH:

3 cubutng (0,3%) B rpynata Ha ABofiHa Tepanus ¢ Aadurarpad crekchnar | 10 mg, B cpaBHeHue C

10 cx6utHa (1,0%) B rpynara Ha Tpofina tepams ¢ gapdapux (KP 0,30; 95% CI 0,08; 1,07; P=0,06) u
1 cubuthe (0,1%) B rpymnara Ha gBofiHa TepanHa ¢ Aaburarpad etekcunar 150 mg, B CpaBHEHUE ¢

8 cubuhs (1,0%) B croTBeTHATA IpyIa Ha TpoHHa Tepanus ¢ Bapdapux (KP 0,12; 95% CI0,02; 0,98,
P=0,047). YecToTaTa Ha cBONTHATA OT KOMOHHIpaHATa KpaifiHa Touka 3a eHKACHOCT ,,CMBT,
TpomBoeMbonHaHY ch6UTHA (MAdAPKT Ha MHOKapIa, HHCYNT HIIM CUCTEMEH eMBONM3EM) WIlH
HellNaHupaHa peBackynapH3alus” KoMOUHMpaHO B IBETe TPYNH Ha ABoliHa Tepamud ¢ gaGuratpaH
€TEKCHIIAT € ¢ He Mo-Manka edHkacHOCT OT Ta3H B IpyNaTta Ha Tpolina Tepanus ¢ BapdapuH
(cvoTBeTHO 13,7% cpamo 13,4%; KP 1,04; 95% CI: 0,84; 1,29; P=0,0047 3a He mo-Manka
eduracrocT). Hama cTaTHCTHYeCKH pa3nvKi B HHAWBHAYATHUTE KOMIIOHEHTH Ha KpalHUTe TOUKH 3a
ed1KacHOCT MEXIy KOATO H a OuIlo OT TpyNHTe Ha ABoiHA TepamHs ¢ Ja0WraTpaH eTeKCHIaT 1
rpynara Ha TpoiiHa Tepanus ¢ BapdapuH.

ITpoyuBaneTo nokasea, 4e ABoitHaTa Tepanmus ¢ JaburartpaH eTeKCHIAT ¥ aHTaroHueT Ha P2Y12
3HAUHTENHO NOHHKaBa PHCKa OT KbPBEHE, B CPABHEHHE ¢ TpoliHaTa Tepanus ¢ BapdapuH, ¢ He
no-Malka edHMKacHOCT 3a KoMOHHUpaHaTa kpaiHa To4ka ,,TpoMOoeMGOTHYHH CHOATHA™ NpH
TAUWEHTH ¢ MPEICHPAHO MbXeHe, KouTo ca 6unn noanoxkenH Ha [TKH cbe crenTHpane.

Jlevenue na BT u BE npu ev3pacmuu nayuenmy (1evenue na JBT/FE)

EdmukacHocTTa H 6e30nacHOCTTa ca MPOYHMBAHH B B MHOTOLIEHTPORH, PAHIOMH3IUPAHH, IBOHHO-
CIenw, NpoYIBaHHA C IOBTAPALLO ce NeueHKe W napanennd rpynmu RE-COVER u RE-COVER 1. B
Te3W NpoyHBaHKA Ce CpaBHABA AaburartpaH erekcunart (150 mg nBa mbTH AHEBHO) ¢ BapdapuH (llenepa
croiirocT Ha INR 2,0-3,0) npu nauuenTtn ¢ octpa JIBT u/unu BE. OcHoBHATa et Ha Te3u
Npoy4BaHNA € Ja ¢e ONpeAeny Janu AabHTaTpaH eTEKCHIAT HMa He TIo-MaNKka ehHKACHOCT OF
BaphapuH NpH HamalsBaHe cbOUTHATA HA MLPBMYHATA KPaiiHa TOUKA, KOATO IIPEACTABNABA
KOMOWHAUMATA OT peunAnBHpalla cuMnromariiytia JIBT w/munu BE, 1 Ha cBbp3aHUTE CMBPTHH CIyYaH
B paMKHTE Ha G-MeceyHns EPHOI HA NEUeHHUE,

B c6oprure npoyupanus RE-COVER u RE-COVER I1 06mo 5 153 mayuenTn ca paHZIOMH3HPaHH U
5 107 ca nexyBaHu,

Ipon®KHUTENHOCTTA HA TeUeHUeTo ¢ hUKcHpaHa Ao3a Jaburatpau e 174,0 guu Ge3 npocneagsane Ha
koarynamusaTa. [Tpu naunenTHTe, paHIOMH3WPaHH 33 IPHEM Ha BapdapiH, MeJHaHaTa Ha BPEMETO B
TepaneBTr4eH HHTEpBan (INR 2,0 no 3,0) € 60,6%.

HanuTteannsTa mokasBat, 4e ledeHHeTo ¢ Aaburatpad etekcunat 150 mg Ana ruTH IHEBHO
No-Manko eUKacHO OT NeYeHHETO ¢ BaphapuH (rpaHHLa 32 He No-Malka egHkacHOCT 3a
1 RE-COVER II: 3,6% 3a pa3nuka B picKa H 2,75 3a Koe(HUMEHT Ha prcKa).

Ta6auua 27: AHANN3 Ha TLPBHYHATA U BTOPHYHATE KPARHHA TOUKH 33 ePHKACHOC
cbeTod o7 ABT u/unn BE) A0 kpasi Ha epHOAa clael JedYeHHeTo B c6opHATe



npoyusaHua RE-COVER u RE-COVER 11

JaluraTpan eTeKcHIAAT Bapdapuu
150 mg JBa TLTH AHEBHO
JlekyBaHH TiALHEHTH 2553 2 554
Peunaneupar 68 (2,7%) 62 (2,4%)
cumnromatuded BTE u
cBbp3aHa ¢ BTE cMbpT
KoeduuueHT Ha pHcka 1,09
cripaMo Bapdapun (0,77, 1,54)
(95% noBepuTenex
HHTEpBA)

BropuuHu kpaliHu
TOUYKH 33 epHKacHOCT
Penmauenpany 109 (4,3%) 104 (4,1%)
cummrroMardued BTE u

CMBPT NO BCAKAKBA

[pHYHHA
95% OoBepuTeNneH 3,52; 5,13 3,34, 4,91
HHTEpBan
Cumnromarngua JIBT 45 (1,8%) 39 (1,5%)
95% nosepuTeneH 1,29; 2,35 1,09; 2,08
WHTEPBAT )
CumnroMartuucs BE 27 (1,1%) 26 (1,0%)
95% aoseputencH 0,70; 1,54 0,67; 1,49
HHTepBan
Crbpsana ¢ BTE cMBpT 4 (0,2%) 3 (0,1%)
95% nosepuTencH 0,04; 0,40 0,02; 0,34
HHTepBan
CMBPT 1o BcAKaKBa 51(2,0%) 52 (2,0%)
[IPHYHHA
95% noeepuTeneH 1,49; 2,62 1,52; 2,66
HHTEpBA

IIpesenyun na peyuousupawia JIBT u 5F npu ev3pacmuu (npeeenyus na IBT/KE)

JIBe paHIOMM3UpaHu, ABoHHO-CENH NPOYYBaHUA ¢ MApanellH{ PYIH ca NpOBEACHH NPH MALHEHTH ¢
npeaxoHa aHTUKoarynanTHa tepanud. B npoyuyeaneto RE-MEDY, kxonTpompano ¢ sapdapun, ca
BK/TFOUEHH MalMeHTH, MPEIX0IHO NEKYBAaHH B MpoRb/bkeHHe Ha 3 A0 12 Mecella, KOHTO ce Hy:KAanT oT
JIONBIHUTENHO aHTHKOAryJaHTHO jiedeHe, a Miauebo-koHTponnpanoTto npoyusaHe RE-SONATE
BKIKOUBA MALHUEHTH, MPEAXOAHO EKYBaHH B NPoAbIxeHHe Ha 6 10 18 MeceLa ¢ HHXHOHTOPY Ha
BUTaMuH K.

Llenta Ha npoygesaneTo RE-MEDY e na ce cpaBHAT 6e30MacHOCTTA M eHKACHOCTTA HA NTEPOPanHUs
Jaburarpan erexcunar (150 mg 1ga bTH OHeBHO) ¢ BapapHH (Uenesa cToiinoct Ha INR 2,0-3,0)
TIpY TIPOABIKUTENHO JICYeHHe W MpeBeHIM Ha peunauBrpama cuMntoMatiada JIBT u/unu BE.
O06mo 2 866 naunenTH ca paHIoMH3MpaHu U 2 856 ca nexkysaui. [IpoXBIXKUTENTHOCTTA Ha JIEUEHHETO
¢ naburaTpan eTekcunat Bapupa oT 6 1o 36 Mecena (Mennana - 534,0 auw). TIpu nattuenTHTE,

paHAOMU3HpPaHU Ha JleveHHe ¢ BapdapHH, MelWaHaTa Ha BPEMETO B TepaneBTHUEH AHana3oH (TN
2,0-3,0) e 64,9%.

RE-MEDY noxa3pa, 4e negeHHeTo ¢ Jaburatpan etexcunar 150 mg IBa TETH JHCBHO € HY
erkacHo ot papdaput (rpaHHLIA 3a He MTO-Maika epHkacHOCT: 2,85 3a koeduumuenT Ha pufika



pasnHKa B pHCKa).
TaGauua 28: AHanu3 Ha TLPBHYHHTE H BTOPHYHHTE KPaHHH ToUKH 3a eduxacHocT (BTE ce
cneron ot JIBT u/nam BE) no kpas Ha nmepuoja ciiel Je4eHHeTo B MPOYIBAHETO

RE-MEDY
JaburatpaH erekcunart Bapdapun
150 mg nBa METH
JAHEBHO
JlekyBaHy NallHeHTH 1430 1 426
Penuauerpal cHMNTOMATHYEH 26 (1,8%) 18 (1,3%)
BTE u cebp3ana ¢ BTE cMbpT
KoeduUHeHT HA pHCKA CIIPAMO 1,44
Bapdapun (0,78; 2,64)
(95% noBepHTENEH HHTEPRAN)
He NQ-Malka epHKaCHOCT 2,85
[lauweHTH, NP KOWTO € 22 17
BL3HHKHAJIO
ceOuTHE KBbM | 81 Mecen
KyMynarneeH puck xeM 18-us 1,7 1.4
mecel (%)
Pasnuka B pucka ciipamo 0,4
BapdapuH
OR
05% AoBepuUTeSIeH HHTEpBAN
He Mo-Manka epHKacHOCT 2,8
BTopHuHM KkpaiiHu TOUKH 3a
eduxacHoCT
PelluaHBHpail CHMITOMATHYEH 42 (2,9%) 36 (2,5%)
BTE u cMBpT N0 BeAkakna
NpHYKHHA
95% noBepHTENEH HHTEPBAN 2,12; 3,95 1,77; 3,48
Cumnromariuda BT 17 (1,2%) 13 (0,9%)
95% JoBepHTENeH HHTepRAN 0,69; 1,90 0,49; 1,55
CuMntomaTtiued bE 10 (0,7%) 5 (0,4%)
95% poBepUTENEH HHTepBan 0,34; 1,28 0,11; 0,82
Cebp3ada ¢ BTE cMbpT 1(0,1%) 1 (0.1%)
95% poBepHTENeH HHTEpBaN 0,00; 0,39 0,00; 0,39
CMBPT 00 BCAKAKBA TPUIHHA 17 (1,2%) 19 (1,3%)
95% noBepHTENEH HHTEPBAN 0,69; 1,90 0,80; 2,07

Lenra Ha npoyusaHeTo RE-SONATE e na ce olenw npesb3Xo/IcTBOTO Ha AaburaTpaH eTexcHiar
crpamo niauebo NpH NpeBeHUHATA Ha PeLMAUBApatH caMnToMaTuuu JIBT w/uau BE npn
NalHeHTH, NPEMHHANM MPEAXOHO JieueHHe oT 6 1o 18 meceua ¢ ABK. InanupanoTo neueHue e
naburatpas eTekcunar 150 mg /iBa MBTH JHEBHO B NPOALIKEHHE HA 6 Meceua, 6e3 HeoBXoIHMOCT OT
Habmoaenne.

Tpoy4saneto RE-SONATE nokasa npesb3xoAcTBo Ha JabHratpaH eTekcHIaT cnpaMo Miaue6o mo
OTHOLLEHHE NIPEBEHILMATA Ha CLOUTHA ¢ peluaHBApaIny cumnroMatiyau JIBT/BE, RkmounTeHO

CMBPT 110 HeOOSCHUMH NPHYKHH, C MOHHKEHHE Ha PHCKa OT 5,6% a0 0,4% (HaMangBaHe Ha
OTHOCHTeNHUs puck 92% 6a3npano Ha koeduLMEHTa Ha PHCKa) N0 BpEMe Ha NepHoja Ha eqepsie
(p <0,0001). Bcuyky BTOPHHHH aHANU3N ¥ aHANM3Y Ha YYBCTBHTEIHOCTTA HA TbPBHYHATA 4

TOYKA W Ha BCHHKH BTOPWYHM KPalfHH TOYKH NMOKa3BaT NMPEBBb3XOACTBO Ha Aaburarpan ete /8
crpaMo Tauebo.




TpoyuBaHeTo BRIIOYRA 12-MeceyHO MpociensBaHe 3a HabMmoaeHHe cell kpas Ha neueHneto. Cnen
NpeKpaTaBaHe Ha NpUNaraHeTo Ha H3MHTBAHOTO JIeKapcTBO e)eKTHT Ce 3arma3Ba 10 Kpad Ha nepucia
Ha MpOCNEAsRaHe, KOETO MOKA3Ba MOAABPXAHE Ha ediekTa OT MLPBOHAYANHOTO Nedenue ¢ JaburaTpan
etekcunar. He e HabnronaeaH peGaynn edext. B kpad Ha npocnenssanero chdutnara ¢ BTE npu
MaLHEHTHUTE, NeKyBaHH ¢ aaduratpad etekcunar e 6,9% cnpamo 10,7% B rpynara Ha nnaneo
(xoeduuneHT Ha pucka 0,61 (95% CI 0,42; 0,88) p=0,0082).

Tabnnua 29: AHaNH3 Ha TLPBHYHATA H BTOPHYHATE KpaiiHH ToukH 3a edurachnoct (BTE ce
cxeron oT JIBT u/man BE) fo xpas Ha nepHOoAa cj1eq fed4eHHETO B MPOYYBAHETO

RE-SONATE.
JaGHraTpas erexcuaar Maauebo
150 mg 1Ba TLTH THEBHO
JlekyBanW MauueHTH 681 662
Peniansupally 3 (0,4%) 37 (5,6%)
cumnroMatiyeH BTE u
CBLP3aHa ¢ HETO CMBPT
KoeduimueHT Ha prcka 0,08
cnpaMo nnacedo (0,02: 0,25)
(95% nmomepuTEncH
MHTEpBan)
p-CcTOHOCT 3a <0,0001
OPEBB3X0OACTBO
Bropuuru kpaiiuu
TOYKH 32 eUKACHOCT
Peuunneupang 3 (0,4%) 37 (5,6%)
cummromatHien BTE n
CMBPT 110 BCAKaKBa
NpHYHHA
95% noeepuTeneH 0,09; 1,28 3,97; 7,62
HHTEpBan
CumnTtomatrnuda JIBT 2 (0,3%) 23 (3,5%)
95% moBepuTENeH 0,04; 1,06 2,21; 5,17
HHTEpBa
Cumnromarnyer BE 1(0,1%) 14 (2,1%)
95% noeepHuTeneH 0,00; 0,82 1,16; 3,52
WHTEpPBA
Ceep3ana ¢ BTE cmbpT (D) 0(0)
95% ROBEpHTENCH 0,00, 0,54 0,00; 0,56
HWHTepBan
CMBDT 10 HeoDACHUME 0(0) 2 (0,3%)
MPHYHHH
95% nosepureneH 0,00; 0,54 0,04; 1,09
UHTEpBAn
CMBpT N0 BeAKAaKBa 0(0) 2 (0,3%)
MpHUMHA
95% nmoBepUTENEH 0,00; 0,54 0,04; 1,09
HETepBan




PaMKHTE Ha HacToAilaTa UM xocnwrannaauua), KAaKTO H ITIPH MAllHEHTH, NPETHPIICMH ONIepalHs 3a
nocTarsdHe Ha MEXaHHYHA CLPOSYHA Kilana NpejH fnoBeye oT Tpyu Mecela. [Toseue TpoMBoeMBonnIHH
CHOHTHS (OCHOBHO MHCYNTH W CHMITOMHH/aCHMIITOMHH TpoMO03K Ha IPOTE3NPaHMTE KNamK) U
nosede CbOMTHA HA KbpBEHE ca HaGmoAaBaHK OpH JabUraTpaH eTeKcHNaT B cpaBHewHHe ¢ BapdapHH.
Hpn NMauMEHTHTE B pAHHUA TIOCTONEPATHBEH NMEPHOA, MONIAMOTO KbpPBEHE C€ € NMPOABABANIC OCHOBHO
KaTO XeMOparHyeH NepuKapAeH 3B, MO-CIELHANHO NPH NALHEHTH, 3aN04YHalH IPHEM Ha
JaburaTpaH eTeKCHNAT CKOpo (Ha 3-THA JeH) clell XHPYpTHUYHATA ONepalAs 3a CMIHa Ha ChbplieYHa
Klana (Bx. Touka 4.3).

Heduampuuna HONYAAYUR

Knunuunu npoyyeanus npu npesenyuama sa BTE cred npomesupare na zonemu cmasu
Iipesenyua na Mo3vuen uncyam u cucmemMen emGoAUIEM Npu gb3pacmuu nayuenmu ¢ HKITM ¢ edun

WU noseve PUCKOGU anmogu

EBponeiickata areHLHA 1O IEKApCTBaTa 0cBODOKIABA OT 3abIXEHHETO 32 [PEOCTABAHE HA
pe3ynTaTHTe OT NpoyuBaHuATa ¢ Jlabaxn0 BbB BCHYKH MOATPYNU HA e ANATPUYHATA NIOTYNAlUHR 38
NoKa3aHWeTo MbPBHYHA NpeBeHLWs HA BTE npy nauneHTH, KOUTO ca OHIM NOANOKEHH HA MNaHORO
LANOCTHO MpoTe3upaHe Ha TazobepeHa cTaBa WITH UANOCTHO fIPOTE3UpaHe Ha KONSHHA CTaBa H
TIOKA3aHWETO NMPEBEHLINA Ha MO3BYEH HHCYIT ¥ CHcTeMeH eMOOM3BM NpH nauuertd ¢ HKITM (mx.
Touka 4.2 3a HAPOpMaLHT OTHOCHO YNoTpeba B MEAHATPHATA).

Jevenue na BTE u npeaenyua na peyudusupawyu BTE npu neduampuynu nayuenmu

IMpoyusanero DIVERSITY e npoeeneHo, 3a a AeMOHCTpHpPa edrkacHocTTa i 6€30MacHOCTTa Ha
JaburaTpaH eTEKCUIAT B cpaBHeHHE cbe cTanaapTHo nedeHue (CJT) va BTE npu neauatpuanu
TIAHEHTH OT PAXIAHETO 10 MOX 18-roaumHa Be3pact. Cniopes Au3aiHa TIPOYYRAHETO €

OTKPHTO, PAHAOMH3HPAHO TIPOYYBAHE ¢ NapalellHH TPYNH 33 A0Ka3BaHe Ha He MO-MANKka e()HKACHOCT.
Brmouenure 3a yyacTue nauneHTH ca paHIOMU3HpaHH B choTHOWEHKe 2:1 aa monyuasat cholpasena
C BB3pAacTTa JiekapcTBeHa dopmMa (Kancynu, oOBHTH MPaHyNIH WITH lepopaneH pa3Teop) Ha JaburaTpaH
€TEeKCHIIAT (C J03H, aRaNTHPaHHU Cropel Bb3pacTTa i TenecHoTo Terno) unu CJI ¢ HUCKOMOREKYIIHK
xenapuan (HMX) unu antaronucti Ha BETaMHH K (ABK), nnu donganapunyke (1 mauMeHT Ha

12 roguuy). [TepBrAUHATA KpaiHa TOYKa € CHCTABHA KpaiiHa TOYKa OT NAUHEHTH ¢ MBJIHO Pa3TBapaHe
Ha TpoM6a, ¢ urca Ha peumaneupamo BTE u ¢ mnca a eMbpTHOCT, cBbpaana ¢ BTE. Kpurtepuure
33 UIKITOYBaHE BKIIIOYBAT aKTHBEH MEHWHTHUT, eHUe(alnT n BbTpeyepeneH abctec.

O6ino 267 nauuenTy ca paHaoMusnpaHn. OT TAX 176 nauueHTH ca NekyBany ¢ JaburaTpaH
etexcunat, a 90 naumenti ¢ CJI (1 paHIOMU3HpaH NMaLUeHT He e nekysan). 168 nanuenT ca Ha 12

Jo niox 18 rogunu, 64 nauueHTH ca Ha 2 K0 noJ 12 roHHMy, a 35 NalHenTH ca moj 2-roJMInHa
BB3PACT.

Ot panpomusupanuTe 267 natvenTv 81 nauenTu (45,8%) B rpynata Ha naburatpan eTekcunar u

38 naunenTtn (42,2%) B rpynata na CJI oTroBapAT Ha KpHTEPHHTE 3a CheTaBHATA MbPBHYHA KpaiiHa
TOUkKa (ITbJTHO W3YKCTBaHe Ha TpoMBa, nunca Ha peunausupas BTE w nunca Ha ¢MEPTHOCT, cCBBp3aHa
¢ BTE). ChoTBeTHATa pa3nuka B 9€CTOTATa NOKA3BA He 110-MalKa epHKacHOCT Ha JaburatpaH
eTexcunar B cpasHenue ¢ CJI. ChbBMeCTUMH pe3yNTaTH KaTo LsT0 ca Habmoaasali W B MOATPYITHTE:
HAMA 3HA4HTENTHH pasiiuuA B edeKTa OT IeHEHHETO 3a IOArPYNHATE M0 Bb3PAcT, N0, reorpadcka
0b1acT ¥ HalTH4He Ha OTpeeleHH PUCKOBH dakTopH. 3a 3-Te pa3TUUHK BL3PACTORM CTPATH
CBOTHOLIEHHETO Ha NAUMEHTHTE, MOCTHTHANY NLPBUYHATA kpaiiHa Touka 33 eHKaCHOCT B FPYTIHTE
CBhOTBETHO Ha Haburarpan etekcunar u CJI, e 13/22 (59,1%) u 7/13 (53,8%) npu nauneHTHTe HA
Bb3pacT OT pakAaHETO A0 <2 roAHHM, 21/43 (48,8%) u 12/21 (57,1%) npu nauueHTHTE HA Bb3PACT 2
Ro <12 roaunwv u 47/112 (42,0%) u 19/56 (33,9%) npu naukeHTHTE Ha Bb3pacT 12 10 <18 roguHy
TMoTBEpaeHN cHOUTHS Ha ronAMO KbpBeHe ca choblueHn 3a 4 naunentu (2,3%) B rpynara
daburaTpaH etekcunar ¥ 2 naunenTH (2,2%) B rpynara va CJI. HiMa cTaTHCTHYECKH 3H
pasnuka BEB BPEMETO JIO 1105Ba Ha TbPBO CBOUTHE Ha romsAMo kbpeere. TpHieceT u oce
(21,6%) B rpynara Ha naGHratpan etekcHiaT u 22 naumeHTH (24,4%) B rpynara Ha CJI Il
TIOTBBPAIEHO CHOUTHE Ha KbPBEHE, KATO MPH TIOBEYETO OT TAX TO € KATETOPH3UPaHO ka




He3HaunTenHo. KomMOuHMpaHaTa KpaifHa ToYka Ha MOTBbpAeHO cbOHTHe Ha TonaMo kbpeeHe (CT'K)
HNH KJHHAYHO 3HaYrMo Heronamo kbpeeHe (K3HK) (korarto mauueHTuTe ca Ha edeHHe) ca
crobulenw 3a 6 (3,4%) NaluyeHTH B TpynaTa Ha gadurarpaH etekcunat u 3 (3,3%) maunenTs B
rpynata Ha CJI.

EnHO OTKpHUTO, NPOCNEKTHBHO, KOXOPTHO, MHOTOLEHTPOBO MpoyugaHe 3a fezonacHocT daza Il ¢
enHo pamo (1160.108) e mpoeeAeHo 32 oneHka Ha 6e30MacHOCTTa Ha NabUTaTpaH eTekcHNaT
npunpeseHuMs Ha peuuaueupail BTE npu neauatpuTny naupenTH ot paxgaHeto 1o nmox 18-
roJMLIHA Bb3pacT. [TauneHTH, KOUTO ca ce HyXKJaelM OT NO-HATATBINHO aHTUKQATYNAaHTHO JICUEHAE
TIOpagWHAITMYHE HA KNHHWYeH PHCKOB $aKTop clie]l 3aRhpIIBAHE HA HAYATHOTO JIEHEHHE 3a MOTEBPICH
BTE (2a nait-manko 3 mecena) unit cinexn 3apsppliBane Ha npoyaradeTo DIVERSITY, ca ekmotuenu B
npoy4eaeTo. [ToaxondinuTe 3a BKIIOYBAHE TALIHEHTH Ca NONydaBalli aJanTHPaHH criope]] Bb3pacTTa
H TENIECHOTO Terno A031 OT chodpa3eHa ¢ Bb3pacTTa leKapcTBeHa GpopMa (Karcymi, oOBHTH IpaHy I
HAW NepopaneH pa3TBOp) Ha AabWraTpaH eTEKCHIAT A0 €THMHHHUPAHEe Ha KTHHUYHEA PHCKOB GaKkTop
UIH Jo MakcuMyM 12 Mecena. [TepeHYHHTE KpaliAH TOYKH Ha TTpoy4BaHeTo ca peuuane Ha BTE,
cBOMTHA Ha rONAMO UITH HE3HAYMTENHO KbPBEHE W CMBPTHOCT (06M1a H BBB BPB3Ka C TPOMOGOTHYHH
WK TpomOoeMOoMHYHN ¢hOHTHA) Ha 6 1 12 Mecenla. MaxonTe oT chOWTHATA ca TOTBbPAEHH OT
HE3aBHCHMA, 3aCNeTeHa KOMHCHA 3a OLeHKa.

O6mwo 214 naunerTH ca BKIOYeHH B poyyBaHeTo. OT 14X 162 malMeHTH ¢2 BREB BB3pacToBa cTpaTa |
(ot 12 o nog 18 roguHn), 43 nauueHTH ca BBB BBL3pacToBa cTparta 2 {or 2 Ao noj] 12 rogHHN) H

9 naudeHTN ca BLB BL3pacTOBa CTpaTa 3 (0T paXkJaHeTo A0 Mof 2-ToAHINHA Bh3pacT). [To peme Ha
nepuolla Ha NeueHne 3 nanueHTH (1,4%) ca pa3BUAH NOTBEPAEH OT KOMUCHATA peunans Ha BTE B
paMKMTE Ha MbPBUTE 12 Mecela ciejl 3ano4BaHe Ha edenueto. [loTBbpaeHn oT KOMHCHATa CHOHTHA
Ha KbPBEHE 110 BpeMe Ha MepHofia Ha JieueHHe ca chobleHH 3a 48 mauvent (22,5%) B paMKUTE Ha
nmepeuTe 12 Mecena. IToseyero chbUTHA Ha KbpBeHe ca HeaHayuTenHu., [pu 3 nauuenTtr (1,4%) uMa
NOTBLPACHO OT KOMHCHATA CHONTHE Ha MONAMO KbpBEHE B pAMKHTE Ha ITBPBUTE 12 Meceua. Tpu

3 namenT (1,4%) uMa MOTBBPAEHC OT KoMACHATA chOHTHE Ha K3HT'K B pamkuTe Ha

mepBuTe 12 Mecena. HaMa cMBPTHY cTydad No BpeMe Ha llepHoja Ha nedeHue. [To BpeMe Ha mepuona
Ha neveHue 3 nauuenT (1,4%) ca pa3sunu noctrpomboriyer curapoM (TTTC) unu ca AMann
srowanade Ha [TTC B paMkHTe Ha IBpBHTE 12 Mecella.

5.2 ®dapmaxokuHETHYHH CBOICTBA

Cnen nepopanHe NpuioxeHue AabGHraTpad eTekcHnaT Obp30 W HAMBJIHO ¢¢ NpeBphlla B faburaTpaH,
KoifTo € axTHBHATa (opMa B InaMara. PaslienBaHeTo Ha NpeAnekapcTROTO RaOUTaTpaH eTekcHiaT
4pe3 KaTanu3upaHa OT ecTepa3a XMAPOM3a 10 aKkTHBHOTO BelllecTBO AaburarpaH ¢ npeobnanasammara
MeTaonuTHa peakuus. AGcomoTHara GHOHANHYHOCT Ha faburaTpal crel NepopartHo MPUIoKeHHe
Ha Mabaxu6 e mpubnusurenno 6,5%.

Cren nepopanHo NpunoxeHe Ha fabUraTpad eTeKCWIAT MpH 31paen JoOpoBomIH,
dapMakOKHHETHYHHAT podun Ha JaburaTpaH B N1a3Mara ce XapakTepHsupa ¢ 6bp30 HapacTBaHe Ha
I1a3MEHNTE KORLUEATPAaUHU ¢ JocTurane na Cmax B paMkute Ha 0,5 1 2,0 yaca ¢l NpHIOKEHHETO.

Abcopbums
INpoy1iBane, olieHABALIO MOCTONIEPATHBHATA abcopOums Ha naburatpan eTexcunar 1-3 vaca cnen
orepauMs, IeMOHCTpHpa oTHOCHTENHO GaBHa abcopOuns B cpaBHEHME C Ta3H NPH 3ApaBU
Jobposomy, mMoka3pafky NnaBeH Mpodui HA NAa3MeHaTa KOHIEHTPALMA BEB BpeMeTo Ge3 BUCOKH
TTHKOBY NIIA3MEHY koHIeHTpauKry. [TukoBH nna3sMeHH KOHUEHTPAUHH Ce JOCTHTAT 6 Yaca clex
TPUNOKEHHETO B TIOCTONEPaTHBHHUA NIEPHO/L IOPaiH JONpHHACALIM GaKTOpPR, KaTo HANpHUMep
aHectesus, CH napesa ¥ XHpyprauHu eQeKkTH, He3aBUCHMO OT NepopaiHaTa eKapcTeeHa GopMa.
Jlpyro npoyuyBaHe ReMOHCTpHpA, Ye GaBHA W 3aKbCHABamA aGcopOuns obuKkHOBEHO ce HaOnoaasa
caMo B ieHd Ha onepauuaTa. Ha cneapamnte ann abcopbumsara na naburarpad e 6bp3a ¥ 1y
NTa3MeHN KOHLIEHTPaLHK Ce IOCTHraT 2 yaca clej NpUIokeHe Ha JIeKapCTBEHUA T1Po,

Xpanara He TOBTHABA OHOHATTHYHOCTTA Ha AaOHraTpaH eTekCHITAT, HO 3a6aBd BpeMeT:
TTa3MeH# KOHLIEHTpalUuH ¢ 2 Jaca.



Cmax n AUC ca nponopLHOHAITHH Ha J03aTa.

BuoHaTHYHOCTTa cliell nepopaNHO NPHIOKEHHE MOXe Ja ce MOBHLIK Che 75% CNell NMPHIoKeHNe Ha
eNHHUYHA 1032 H ¢ 37% B CTALMOHAPHO CECTOSHHE, B CpaBHEHHeE ¢ pedpepeHTHATA KancyaHa GopMa,
KOraTo MeNeTHTe ce npuemMar Oe3 Kancynara ot xunpomenosa (Hydroxypropyl methylcellulose,
HPMC). CneanoBatenno uenoctTa Ha kancynute ot HPMC euHaru TpaGpa fa e 3ana3eHa npH
KITMHWYHA yroTpeba, 3a Aa ce W3berHe HeYMHLLITEHOTO NOBHINABaHe HA OHOHANTWIHOCTTA Ha
JaburaTpas eTekcunar (Bx. Touka 4.2).

Pasnpenenexnue

Habmonapa ce cnabo (34-35%), He3aBHCHMO OT KOHUEHTPALHATA CBbP3BaHe Ha naburaTpaH ¢
YOBEILKUTE NMnasMedu npoTeMHR. ObeMbT Ha pasnpeneneHde Ha naburarpau oT 60-70 | npeeninasa
obuHus 06eM Ha TejlecHHTE TeYHOCTH, KOETO 03HAYaBa, Ye AabUraTpaH HMa YMEPEHO ThKaHHO
pasfipeaeneHue.

BuotpancdopMaums

MeTabonmu3MBT H ekckpeLnaTa Ha faburaTpaH ca NpoyueHH MpH 3XpaBH Mbxe J0BpOBONIM cref
eAWHNYHA UHTPABEHO3HA J03a faburarpaH, bena3an ¢ pagroakTHeeH H3ortomn. Cliell HHTpaBeHO3HATA
7032 NpOM3XOKALIATA OT JabHraTpaH pafMoakTHBHOCT c€ eNTHMUHHPA INaBHO ¢ ypHrata (85%).
Gexkannara exckpeLns oTroaps Ha 6% ot npunoxkeHara 1o3a. Jfo 168 gaca cnen npunoxerie Ha
Ho3ata ofuiaTa palHOaKTHBHOCT ¢€ Bb3CTAHOBABA B paMKHTe Ha 88-94% OT npunoxkeHara 103a.
JaburatpaH ce rtoanara Ha KOHIOTalHS, IPH KoeTo ce 06pasysaT dapMaKkolOrHYHO AKTHBHH
auMIrmoKy poHAH. ChIIecTBYBAT YeTHPH MO3HLMOHHK H3ioMepa, 1-0, 2-0, 3-0,
4-O-aununrmoKypoHHI, BCEKH OT KOUTO CHCTARNIABA TTO-Manko oT 10% oT obI0TO KOMHYECTBO
naburatpan B nnasmata. Cieau oT ApyTH MeTabONHTH Ce yCTAHOBABAT CaMO ¢ BHCOKOUYBCTBUTENHHU
aHANUTHYHY MeToAN. JlaburaTpan ce eNHMHHHPA rTaBHO B HETIPOMEHEH BHJ C YpHHAaTa ¢
npubnusurenna ckopoct 100 ml/min, chboTBeTCTBaIIA HA CKOPOCTTA Ha MNOMEPYIHA GUITPALHS.

EnvuMuHHpaHe

[InasMeHHTe KOHUEHTpaUKMH Ha naburaTpaH Noka3baT GHEKCIOHERLMANEH CTIAT] CbC CPEAEH
TePMHHAIIEH MOIYXHBOT 11 uaca npy 3ApaBy MHAWBHAHA B CTapyecKa Bb3pacT. Cresy MHOTOKPAaTHO
npuarare ce HabmogaBa TepMHHANEH NOTYXKUBOT okono 12-14 yaca. [TonyXHBOTBT € HE3aBHCHM OT
no3ara. [TonyXHBOTBT € yaABbMKEH, ako GbOpeuHaTa GyHKIHA € HAapyLIeHa, KaKTo ¢ NOKa3aHo B
tabmiua 30.

Crieunanfay nomnynaiHu

Drbpeuna nedocmamuunocm

B npoyusanus dasa | excrosnumsata (AUC) Ha yaburatpan ciie mepopaiHo NpmiokeHHe Ha
Aaburatpan eTexcHiaT ¢ IpHOTH3NTENHO 2,7 MLTH No-BUCOKa ITPH Bb3PACTHU JOGPOBONLH ¢ yMepeHa
616peuna regocTaThuHocT (CrCL Mexay 30 1 50 ml/min), oTkonkoTo npu Tesu 6e3 GuEpeuna
HeI0CTaTBYHOCT.

[Ipu Mambk 6poii BB3pacTHu KobpoBomIn ¢ Texka 6h0peuna HegocTaThuHoeT (CrCL 10-30 ml/min),
excnosuuuaTa (AUC) Ha naburatpaH e npuGIM3NTeNHO 6 MHTH NO-BUCOKA, & NOJIYKHBOTHT

IPHGITH3UTENHO 2 WHTH H0-ABTBI OT HAGNMOaBAHNUTE B OMyAaLHa 6e3 GbOpeyHa HeTOCTATBYHOCT
(mx, ToukH 4.2, 4.3 u 4.4).

Ta6aunua 30: lloxyxnsor Ha 06mKs 1a6UraTpaH NpH 3ApaBH HHIMBHIM H HHANE
HapymeHa 6u6peuna pyHxuns.




CxopocTt Ha rIOMepylapHATA Cpenen reomerpuyen (gCV%; rpannun)
¢unTpauus (CrCL) MONYKHBOT
[ml/min] [h]
280 13,4 (25,7%; 11,0-21,6)
>50-<80 15,3 (42,7%; 11,7-34,1)
=30-<50 18,4 (18,5%; 13,3-23,0)
<30 27,2 (15,3%; 21,6-35,0)

JlOonBIHUTENHO, eKCRO3ALMATA Ha JaburaTpad (Haii-HICKA H THKOBA) € OLEHEHA B eIIHO
IPOCAEKTHBHO, OTKPHTO, paHAOMH3HPAHO, hapMakoKAHETHYHO NMPOYYBAHE NPH MALMEHTH ¢ HEKJIAMTHO
npeacbpano MbxaeHe (HKIIM) ¢ texxko 6n6pedno yBpexnane (onpeeneHo KaTo KpeaTHHHHOB
knupbHe [CrCl] 15-30 ml/min), monyyaBamm aaburatpaH eTeKcknat 75 mg ABa MbTH AHEBHO.

Tosn pexum e nosen 1o HalH-HUCKA cpellHa reOMeTpUYHA KoHLeHTpatng 155 ng/ml (gCV 76,9%),
H3MEpEHa HENOCPEACTREHO NPEH NPHIMKEHHETO Ha CNIC/BALIATE 033, M A0 MHKOBA CpeHA
reomeTpuyHa KoHueHTpanus 202 ng/ml (gCV 70,6%), naMepeHa Ba yaca cled MPUIOKEHHETO Ha
nocieaHarTa no3a.

KNHpBHCHT Ha naburaTpaH 4pes XeMOAHani3a € H3cneABaH MPH 7 BB3PACTHH MALHEHTH ¢ TEPMHHATIHA
6n6peuna HenocTaTeynocT (TBH), Be3 npeackpano MbxkaeHe. J{nanuzara ¢ mpoBelieHa Che

700 ml/min guanuzeH ge6UT, MPONBIAKHUTEIHOCT YETHPH Yaca U CKOPOCT Ha KPBBEHIA Tok 200 ml/min
unu 350-390 mil/min. Tosa Boau 0 OTCTpaHABaHe cbOTBETHO Ha 50% a0 60% OT KOHUEHTpauusTa Ha
JaburaTpaH. KonH4ecTBOTO Ha BEILECTBOTO, OTCTPAHEHO Upe3 ANaNu3a, € NPOMopUKROHATHO Ha
CKOPOCTTA HA KPBBHHA TOK, IIPH CKOPOCT Ha KpBBHUA Tok A0 300 ml/min. AHTHKOarynanTHaTa
aKTHBHOCT Ha JlafHUrarpaH HamMansBa ¢ HamalfABaHe Ha MIa3MeHHTe KoHuedTpauuu u OK/D]]
BPb3KATA He € 3aceTHATA 0T Npoueaypara.

Mennanata Ha CrCL 8 RE-LY e 68,4 ml/min. TToutn nonosunara (45,8%) ot naundentite B RE-LY
uMar CrCL >50-<80 ml/min. TTaunenTure ¢ 660pedHo yBpexaane B yMepeHa crened (CrCL Mexay
30 » 50 ml/min) umat cpeano 2,29 nbTH | 1,81 MBTH No-BHCOKA MIa3sMeHa KOHLEHTPALINS, CbOTBETHO
TIpeJiH U ClleZl MPHEM Ha JI03aTa Ha naburaTpaH, B CpaBHEHME ¢ MalHeHTH Ge3 GEOpeuHo yBpexIaHe
{CrCL >80 ml/min).

Meauanara na CrCl B npoyusaneto RE-COVER ¢ 100,4 ml/min. TIpu 21,7% oT nauMeHTHTE e UMAN0
6n0peuno yspexaane B neka crener (CrCl >50-<80 ml/min) u npu 4,5% ot Tax — 666peuHo
yBpexkaane B ymepeHa crenes (CrCl mexay 30 u 50 ml/min). IMauueHTHTe ¢ GB6peuto yapexane B
JieKa W yMepeHa CTeneH ca MManM B CTAllHOHAPHO ChCTOSHUE CROTBETHO cpeaHo 1,8 nbTh M 3,6 meTh
NO-BHCOKH MMa3MEHH KOHUEHTPAUMH NPeH NIPHI0XKEHHe Ha 03aTa JaOUraTpaH B CpaBHEHHE C
nauuenTute ¢ CrCl >80 ml/min. Cxonuu cToliHocTn Ha CrCl ¢a ycranosenn 8 RE-COVER I

Meananara wa CrCl B npoyusanusta RE-MEDY u RE-SONATE e cwoTBeTHO 99,0 ml/min u
99,7 mi/min. Ipu 22,9% 1 22,5% oT nauueHTHTE croiinocTute Ha CrCl ca >50-<80 ml/min, a npH
4,1% u 4,8% ot Tax CrCl e mexuay 30 u 50 mi/min 8 npoyusauusta RE-MEDY u RE-SONATE.

Hayuenmu ¢ cmapuecka ep3pacm

CrennduaHn dpapMakoKHHETHYHHN NIpoyyBanns Hhasa | py NauMeHTH B crapuecka Bh3pacT NOKa3BaT
ysenuyenue ot 40 10 60% Ha AUC u noBede oT 25% Ha Cmax B cpaBHEHHE C MITaJH TIALIHEHTH.
EdexrsT Ha Bb3pacTTa BHPXY eKCno3uUUATA HA JafuraTpad e NoTELpAEH oT npoyyeaneTo RE-LY ¢
okono 31% no-BHCOKO HMBO Ha Hali-HUCKATA KOHLIEHTPALKSA 32 HHAWBHAK =75 FOOUHH U € OKONO 22%
TI0-HUCKO HHBO Ha Hali-HHCKATA KOHLIEHTPALMSA TIPH WHIMBUIM <65 FOAWHH B CpaBHEHWE ¢ HHIMBUIH
Mexay 65 u 75 roquHM (Bx. Touku 4.2 u 4.4).

Yeprodpobro napyvuenue

He ce nabmonasa npomsHa B ekcNosuLnATa Ha AabHraTpas npH 12 BE3PacTHH nau




yepHonpobHa HeaoctaTeyHOCT {Child Pugh B) B cpaBHeHwme ¢ 12 koHTponH (BX. Toukn 4.2 u 4.4).
Tenecno mezno

Hali-HuckHTe KOHLUEHTpalUKMH Ha JaburaTpaH ca okono 20% No-HUCKH NPH Bb3PACTHH MAUMEHTH ¢
tenecto terno >100 kg B cpaBHenue ¢ 50-100 kg, Muo3surcTBoTO (80,8%) 0T HHAMBHANTE ca B
kaTeropuaTa >50 kg u <100 kg, 6e3 ycraHoBeHa ACHa pasnuka (BX. Towkd 4.2 v 4.4). TIpn Bb3pacTHH
MAUHEHTH ¢ TeMecHo Terno <50 kg xIHHUYHHTE IaHHHA Ca OTPaHWYEHH.

Ilon

ExcnosuiHATa Ha aKTHBHOTO BEILIECTBO B [IPOYYBAHWATA 33 MbpBHUHa npeseHuns Ha BTE e oxono
40% no 50% no-BycoKa NpH MALMEHTH OT XKEHCKH 101, HO He e NMpernopbYBa KOpeKLMA Ha J03aTa.
ITpn nanmeHTHTE ¢ NPEACHPAHO MBXKAEHE, ALMEHTHTE OT KEHCKH 10N ca UManu cpexuo 30%
MO-BUCOKU CTOHHOCTH HAa HaH-HUCKA H [10CT-71030Ba KOHUEHTpauua. He ce H3MCKBA KOpEKUUS Ha
Jo3ara (Bx. Touka 4.2),

Emnuvecxu npousxod

HAMa KIHHMYHO 3Ha9MMH MEXTYETHHYECKH PalTHuHA MEeX Y [TALHEHTH OT eBPONIEHHATA Paca,
NauMeHTH ¢ agpo-aMepUKAHCKH, TATHHO-AMEPHKAHCKH, AMOHCKHM U KMTAKCKH TIPOH3XO] 1O
OTHOILIEHHE Ha HapMaKOKHHETHKATA U (apMaKkONHHAMHUKATA Ha fafuraTpaH.

lleduampuuna nonyrayusn

TMpu nepopanHo mpumoXkenne Ha NabUraTpaH eTeKCHIIAT, CIoped ONpeeNeH s B IpoToKoNa
aNrOpHTEM 3a O3MPaHE, EKCMO3NLMATA € B paMKUTe Ha Ta3W, HabmogaBaHa MpY Bb3PACTHH ¢
ABT/BE. COOpHHAT aHANH3 OT hapMaKOKHHETHYHM JaHHK OoT npoywsanusta DIVERSITY u
1160.108 nokasea, 4e cpeZIHUTE FeOMETPHYHI Hali-HHCKH ekcno3uumi ca 53,9 ng/ml, 63,0 ng/ml u
99,1 ng/ml cvoTseTHO npH 0 A0 <2-romHIUHM, 2 A0 <12-ToAKLIHKM ¥ 12 K0 <18-roauIHH
neauaTpUdHK nauuentu ¢ BTE.

d)ap MAKOKHHETHYHH Bsaumogeﬁcmm

In vitro npoyusanua 3a B3aMMOAeHCTRIATA He MOKA3BaT MHXMOMpaHe WA NHIYIpaHe Ha IIaBHUTE
H30eH3UMH Ha unToxpoM P450. Tosa ce NOTBBP*AaBa OT in Vivo Npoy4BaHHA ¢ YHaCTHETO Ha 3/PABH
A00pOBOIILM, KOMTO He NOKa3BaT B3auMOEeHCTBIE MEXY TOBA JIEYEHHE M CIEQHUTE AKTHBHH
BewecTBa: aTopsacTaTHH (CYP3A4), aurokcuH (B3anMoeificTBHe ¢ TpaHCNOPTHHA P-gp) u
auknodernax (CYP2C9).

5.3 MHpeakaTHAHYHH JAHHH 3a GezomacHoct
HekmiiHuunuTE JaHAW He ToKa3BaT 0co0eH PHCK 3a xopa Ha 6a3aTa Ha KOHBEHIHOHATHHTE
(apmakonoruyHy npoy4saHus 3a 6e30MaCHOCT, MPOYYBAHHUS 38 TOKCUUHOCT MPH MHOTOKPATHO

HPUNAraHe H reHOTOKCHYHOCT.

EdexTyre, Habnronasanu B npoy4BaHHATA 32 TOKCHYHOCT IIPH MHOTOKPATHO TIPHAAraHe, ce JbIKAT
Ha 3aCHIIeHUs apMmakoanHaMUYeH edekT Ha gaGuraTpau.

EdexT BbpXy (epTHIHTETA MPH HEHCKH KHBOTHH € HabIIOaBaH Mol dopMaTa Ha Ha
6pod Ha MMNIaHTalKUKTE H NOBUIIIABaHE HA TIPeIMMIINAHTAIMOHRHKTE 3aryOu IIpH 1034
(5-kpaTHOTO HHBO Ha I1a3MEHA EKCTIO3MLUA NPH NauneHTH). [pK 103H, KOuTO ca To§
maitkure (3- 1o 10-KpaTHOTO HHUBO Ha MNa3MeHa eKCO3WUHA TIPH MALHEHTH), NPH 1
ce HabMronaea HaMaNgBaHe Ha TENECHOTO TErNIO W XKH3HeCoco6HOCTTa Ha deTyca, 3

a0



TIOBHLIABAHE HaA CDETBJIHHTE BapHallHH. B MpEHaTAITHHTE H TOCTHATATHUTE MMpOYYBaHUA €
Ha(moAaRaHO MOBHLWIARAHE HA PETATHATA CMBPTHOCT ITPH 103H, KOWTO Ca TOKCHUYHM 3a MaiikuTe
(Do3a, cLOTBETCTBALA Ha 4 MBTH NO-BHCOKO HUBO HA T1a3MeHa eKCIO3HLWS OT HaGIFOAaBAHOTO (1pH
NamHeHTH).

B eako npoyuBaHe 3a I0BEHWJIHA TOKCHYHOCT NPH MILXOBE OT Nopoaa Wistar cMbPTHOCTTA €
CBBP3aHa cbe CHOMTIA Ha KbPBEHE ITPH MTOJ00HW HABA Ha eKCMO3HLIMA, TIPH KOHTO € HaGmoaaBaHo
KBbpPREHE MPH Bb3PAacTHUTE XMUBOTHH. CHHTA Ce, Ye KAKTO IpH Bh3PACTHUTE, Taka H TIPH MIATHTE
NIBX0BE CMBPTHOCTTA € CBbP3aHa ChC 3aCHIIEHATA (hapMaKOOrHuHa akTHBHOCT Ha JaburaTpaH BbB
BpB3Kka ¢ yNpPaKHARAHETO HA MEXAHUTHH CHIIH N0 BpeMe Ha ITPUJIAraHeTo H TpeTHpaHeTo. JlaHHWTE OT
TIpOYYBAHETO 33 TOBEHH/IHA TOKCHYHOCT He NOKa3BaT HHTO IOBUIIEHA YyBCTBUTETHOCT KbM TOKCHIHH
IIPOABH, HUTO TOKCHYHOCT, cieliH)UIHA 38 FOBCHUITHH KHBOTHH.

JBNrocpoYHUTE TOKCHKONOTHYHH NMPOYYBaHUA NPH NILX0BE H MULUIKHA HE NOKA3BaT JaHHH 3a
TYMOpPOT€HeH TIOTeHIIMAN Ha JaburaTpan Ko MakcuManHu ao3u 200 mg/ke,

IIaGHranaH, dKTHBHATa 4acT OT naﬁnranaH ETECKCHIIAT MC3UNAT, € YCTOﬁ‘iHB B OKOJIHATA cpelia.

6. CAPMANEBTHYHH JAHHH
6.1 CnoHcBLK Ha IOMOUIHHTE BelUecTBa

Kancynﬂ OT XUAPOKCHNIDOMANMETHITUENYTO3a

Karcy1Ho ¢BIEKHMO
Buuena xucenuua

Apabcka ryma
Xunpomenoza 2910
JuMerrkon 350

Tank
XUJpokCHTIPONUILEY n03d

Kancynna obeyBka
Kaparenan

Kanuer xmopuz

Turtanor pnoxcua (E-171)

Xunpomenoza 2910

FD&C cunbo 2/Hnaurokapmux {E-132)
6.2 HecnBMecTEMoOCTH
Henpunoxumo

6.3 Cpox Ha rogHoCT

bBiaucTep 1 6YTHIKA:

2 roaueu
Cnen oTBapaHe Ha OyTuiIKaTa, TEKAPCTBEHHAT NPOAYKT Tp:AGBa A4 ce u3nonsea 1o 4



6.4 CoenuajHH yCI0BHA HA ChbXpaHeHHe

Brncrep:
Ja ce coxpanssa non 30°C.,

Hace ChXpaHABa B OPHTHHAITHATA OTIaKOBKA, 33 Ja CC NPEAIasd OT Blara.

byTrumka:
Ha ce cvxpanssa nog 30°C. Ja ce cbxpaHsiBa B OpUTHHATHATA ONIAKOBKA, 3a Ja Ce NpeAnasH OT Bjara.

CobxpaHapaiiTe 6yTUNKaTa NITBTHO 3aTBOPEHA.
6.5 BuaH CLALPKAHHE HA ONAKOBKATA
1x10,3 x 10 uaun 6 x 10 TBBpAM Kancym B nepdopupani anymunuest/OPA-ALU-PVC 6ancrepn.

KyTuu, chabpaxalin 60 tebpau karncynun B HDPE GyTHIKH ¢ kanauka Ha BUHT, 3alMTeHa OT Jela, u
JEeCUKaHT, HHTErPHpaH BHB PHIMOBO TIOKPUTHE.

He BCHYKH BHI0BE ONAKOBKK Morat fa 6bAaT MycHaTH B poaax6a.

6.6 CoeuwalHH NpeAnasHH MEPKH HPH H3XBLPJIAHe

[Tpu u3saxcnane Ha Jabaxub kancynu oT GaMcrepHarta onakoBKa Tpa6Ba 4a ce cra3Bar CleAHUTE
yKa3aHW;

Bceska kancyna TpsGea aa ce oTens ot 6nucTepa no nepdopupanara THHIS.
®onvoTo Ha GrucTepa TpAGBa Ja ce OTNENH, CIIel KOETO KafcyJlaTa MoXKe 113 Ce W3Ba/u.
Tebpaute kancynu He TpaGpa na ce u3byrear npes GnHcTepHoTo donuo.

BmucrepHoTo domio Tpabea na ce oTnenBa caMo KOraTo e HeoGX0AMMO Jia ce pHEME
TBBbpAA Kancyna.

TIpy u3B2KAaHe Ha TBbPMA Kanicy/la oT GyTHiIKaTa, TpAGBa Aa ce CNAa3BaT ClIeIHHTE YKA3aHUS:
. Kanauxkara ce 0TBaps Ype3 HaTHCKaHe W 3aBbPTaHeE.

. Cnen ussakiaHe Ha Kancynara or OyTHIkaTa, Kanaukarta BedHara TpsGBa Ja ce MOCTaBH
ofparHo u OyTH/IKaTa 1a ce 3aTBOPH TUTETHO,

Henznonssannar nekapcTeeH NpoIayKT MM OTNAAbLYHHTE MAaTEPHANHM OT Hero TpaGea 1a ce
H3XBBPJSIT B CLOTBETCTBHE C MECTHHTE H3HCKBAHUS.
7. HNPHTEKATEJ HA PAIPEHIEHHETO 3A YIIOTPEEA
G. L. Pharma GmbH
Schlossplatz 1
8502 Lannach
ABcTpHa

8. HOMEP(A) HA PASPEILIEHHETO 3A YIIOTPEBA

Perncrpatmoned Ne 20230050




9. JATA HA ITBPBO PASPEINIABAHEMOAHOBABAHE HA PAZPEHIEHUETO 3A
YIIOTPEBA

Jata Ha nbpBO paspeluasane: 07.03.2023
Jara Ha MmocieiHO MOXHOBRBAHE:

10. JATA HA AKTYAJIH3HPAHE HA TEKCTA

12/2025




