KPATKA XAPAKTEPUCTHUKA HA MIPOAYKTA

1. HUME HA JJEKAPCTBEHHSA INPOAYKT
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2. KAYECTBEH U KOJIMYECTBEH CBbCTAB

PapeHToH 40 mg/5 mg tabnerku
Beska Tabnerka ceabpika 40 mg TenMucapraH (telmisartan) 1 5 mg amnnoaunus (amlodipine) (mox
(dopMara Ha aMnoaUNUHOB Ge3unar).

PapenTon 40 mg/10 mg TabneTku
Beska Tabnerka ceappika 40 mg renmucapras (telmisartan) u 10 mg ammnoaunux (amlodipine) (nox
¢dopmara Ha aMmogunMHOB Ge3mar).

PapenToH 80 mg/5 mg Tabnerku
Beska Tabnerka cpabpika 80 mg tenmucaprad (telmisartan) 1 5 mg ammnonunus (amlodipine) (mox
(dopmaTa Ha aMJIOAMNKHOB Oe3unar).

Pasenton 80 mg/10 mg tabnerku
Besika Tabnerka ceabpaka 80 mg tenmucaprat (telmisartan) u 10 mg ammnoaunus (amlodipine) (mon
¢dopmara Ha aMmnoaMNMHOB Ge3unar).

[MomouHo(M) BeliecTBO(a) ¢ M3BECTHO NeHCTBHE: HATPHIl

Bceska Tabnerka Pasenton 40 mg/5 mg n PaBentoH 40 mg/10 mg cpabpika 1,93 mg Hatpui.
Beska Tabnerka Pasenron 80 mg/5 mg u Pasenton 80 mg/10 mg cuabpka 3,86 mg HaTpui.

3a mbIHHA CMUCHK Ha MOMOLIHHUTE BEIIECTBA BUXKTE To4Ka 6.1.

3. JJEKAPCTBEHA ®OPMA
Tabnerka
PaBenToHn 40 mg/5 mg TabneTku

JpoitHou3nbkHany, npogwirosatd (12,2-12,8 mm x 5,7-6,3 mm), ABycnoitHd tabnetku, Oemn mo
noutH Oe/H OT eiHaTA CTPaHa | PO30BH OT APYraTa, JOMyCTHMH ca MaJIKH MeThHLA OT POo30BaTa CTpaHa.

Pasenron 40 mg/10 mg Tabnerku

JBoiitHouznbkHanM, npoawiarosary (12,2-12,8 mm x 5,7-6,3 mm), nBycnoiinu Tabnerku, 6enu no
no4TH Oe/M OT eHaTa CTpaHa M XKBJITH OT ApYTaTa, IOMyCTHMH Ca MATKH METhHLA OT XKbJITaTa
ctpama.

PasenToH 80 mg/5 mg Tabnetku RS / .
JlBoitHoM3NbKHANK, npoawarosary (14,7-15,3 mm x 7,0-7,6 mm), AByclOiHH Ta e:ﬁc ﬁenﬁ}’ : <
noy4tH Genu OT enHaTa CTpaHa M PO30BH OT Apyrara, JONYCTHMH ca MAIKH NETbH ? : 0'3'9\ 2y: o )
= i".:!"s'i‘:";,i'
crpata. o\ R
BN
KA BB



PasenTon 80 mg/10 mg TaneTky

JBoiHOM3NBKHANH, poasarosary (14,7-15,3 mm x 7,0-7,6 mm), nsycnoiuu TabneTku, Genu 10
no4ty 6eny OT efHATA CTPaHa U XBITH OT APYrara, AOMYCTHMH Ca MAIKH [eTHHLA OT KBTaTa

CTpaHa.

4. KJIHHHYHH JAHHH
4,1 TepaneBTHYHH MOKAIAHHSA
JleueHne Ha eCeHUHMANTHA XHSPTORUA TIPH BL3IPACTHH:

ONbJIBAILIA TEPANHA
Pasenrton 40 mg/5 mg e mokasas NpH BL3PacTHH, YHETO KPHBHO HAJIATAHE HE CE IIORIMABA ANCKBATHO
NpPH CaMOCTOATEJTHO JIeYSHHE C aMIOJUITHH 5 mg.
Pasenron 40 mg/10 mg e moka3aH NpH BB3PACTHH, YHETO KPBLEHO HANACAHE HE CE NOBIHABA
a1CKBATHO IPH CAMOCTOATENHO JIEHCHHE ¢ amyioaunuH 10 mg.
PasenToH 80 mg/5 mg e noka3aH NpH BLIPACTHY, YHETO KPEBHO HAIATAHE HE C€ NIORIHABA AACKBATHO
NpPH CaMOCTOATENIHO JIEMEHHE ¢ aMIOAHINAH 40 mg /5 mg.
PasenTon 80 mg/10 mg e nokaszaH npH BB3pacTHH, YHETO KPEBHO HAIArAHE HE CE MOBJIHABA
a[eKBaTHO TIPH CaMOCTOATENHO nedeHHe ¢ PasenTon 40 mg /10 mg wnu Pasenron 80 mg/S mg.

JaMecTuTENHA TEpPANTHA

ITauneHTHTE, KOMTO MPHEMAT TEIMHCAPTaH M aWIOAHIIMH Nox GopMara Ha oTAeHH TabneTKH, Morat
BMECTO TOBA Ja MpHemar rabneTkH PaBeHTOH, KOMTO CBABLDKAT CHLUMTE KOMIOHEHTH ChC CBHILHTE
JO3H.

4.2 [J034pOBKa H HAYHH HA NPHJIOKCHHE

EO3PI pOBKa

IpenoprunTenHara 1032 Ha TO3H JICKAPCTBEH NMPOAYKT € e1Ha TabneTka Ha JeH.

MakcuMmanHaTa npenopbYHTenHa 103a ¢ ¢AHa Tabnerka 80 mg Tenmucaptan/ 10 mg aMROOUNHUH Ha
aeH. To3u neKapcTBeH NPOLYKT € TI0KA3aH 33 JEITOCPOUHO IEYSHHe.

ITpHemaHeTO Ha aMJIOZMITKH 3aeAHO ¢ rpefindpyT HAH cok ot rpeiindpyT He ce npenopryuBa, Thil KaTo
NPH HAKOH MALHEHTH eeKThT Ha NOHIKABAHE HA KPHBHOTO HATATAHE MOXE [a ce 3aCH/IH, B
pe3yJITar Ha MOBHLIABaHe Ha OHOHANHYHOCTTA (BXK. TouKa 4.5).

gonmeag‘a mepanun

PasenTtoH 40 mg/5 mg TabneTkH MOraT fa ce MpUIarar NpH NallMeHTH, OIpH KOUTO KPBBHOTO HAATaHE
He MOXe J1a ¢& KOHTPONHPa afeKBaTHO CaMo ¢ aMNIOXUIHH 5 mg.

PasentoH 40 mg/10 mg TabneTku MOraT Ia ce NPHIAraT NpH NalMeHTH, IPY KOMTO KPBBHOTO
HanAraHe He MOMe Ja ¢ KOHTPOJIHPa 4ACKBaTHO caMo ¢ amtogunuH 10 mg.

PasenTon 80 mg/5 mg TabneTkn MOTar Aa ce NMPHAArAT NMPH MAUHEHTH, IPY KOUTO KPLBHOTO HATAraHe
He MOXe Ja ce KOHTpONHpa afeKkBaTHO caMo ¢ PapeHToH 40 mg /5 mg.

Pasenton 80 mg/10 mg Tabnerxy MOraT Ja ce MPHAAraT NPH NALKEHTH, IIPH KOHTO KPLBHOTO
HaJIRraHe He MOYe 1a Ce KOHTPOMpa afleksaTHo caMo ¢ PapentoH 40 mg /10 mg nan PapeHTOH

80 mg/5 mg.

[penopbuBa ce 0TACAHO THTPHPAHE HA NO3IUTE HA JBATA KOMIIOHEHTA (T.€, aMIOAUMUH
TEJIMHCAPTaH) Hpeau NPeMHHABaHe KbM (PHKCHpaHaTa NekapeTBeHa koMOuHauma. K
OT KJIMHHYHA [VIeIHa TOUKa, MOXe Aa ce 0OMUCIIH AMPEKTHO NIPEeMIHABaHe OT MOH
dHKcHpaHaTa NexapcTBeHa KOMOHHALMA.




MaugenTHTe, npueMawy 10 mg aMI0AKMNHH, MPH KOUTO Bh3HHKBAT J032-3aBUCHUMH HEXETaHH
PeaKLHH, KATO eeM, MOTAT Ia NPpeMUHAT Ha Tepamus ¢ PaseHToH 40 mg/5 mg BeAHBX JHEBHO,
HamanABafKe J03aTa aMJICOHMITIEH, €3 Taka Ja ce HaManiaBa 09aKBaHHAT aHTHXHIICPTEH3HBEH
OTrOBOD.

3amecmumenna mepanus

TlanpeHTHTE, KOMTO NPHEMAT TEIMHCAPTAaH H AMNIOOHNHKH noa (popMaTa Ha OTAENHH TableTKH, MOraT
BMECTO TOBA BEAHBX JHEBHO A4 NpHeMar TableTKH PaBeHTOH, ChABPKALIN CHLUIHTE KOMIIOHEHTH, CBC
CBILHTE 103K B efHa TabueTKa.

Cmapuecka évapacm (> 65 years)

Ilpu maneHTH B cTapyecka Bb3PacT He € HeOOXOOUMO KOpHIHpaHe Ha Jolara. Hma Manko
HHGOPMALIMA 32 MPUIATAHETO NIPY MHOTO Bb3PACTHM MAlMEHTH.

[pu manMeHTH B cTapuecka BB3PacT ce Npenopbysar o6uualiHuTe CXeMH Ha Ipiiaraye Ha
aMIIOIHIHH, HO MPU YBe4aBaHe Ha A03ara TpAGBa Aa ce NOAX0XKAa ¢ MOBHIIEHO BHUMAHHKE (BA.
TOuKa 4.4).

EBvbpeuno yapescdane

OmUTET NpH NALUUEHTH ¢ TEKKO OROpevHo yBpexaaHe WK npH Te3H Ha XEMOAHANUIA € OrPaHHYEH.
IpH Ta3u rpyna nauMeHTH ce Npenopb4Ysa MPHEMaHeTo Ha TeIMUCAPTAH/aM/IOAMITHH A2 CTaBa C
NOBHIIEHO BHHMAHHE, Thif KaTo aMJIOIMNKH He ¢ AUATN3MPA, A TENMHUCAPTAH HE Ce OTCTPaHABa OT
KPBBTa upe3 XeMOGHITpalUs ¥ He ce Auanu3upa (BX. cblio Touka 4.4),

He ce n3nckBa KopHrupaHe Ha AO3MPOBKATA NPH NMAlUHEHTH ¢ JIeKa JI0 yMepeHa cTeleH Ha Or0pedHo
yBpexaaHe.

Heprodpobno yapeacoane

PaBeHTOH € NpOTHBONOKA3aH NPH NALMEHTH € TEXKO YepHoApoOHO yBpexnaHe (Bx. Touka 4.3).

[Tpu maumeHTyH € Nexa 0 yMepeHa YepHoapo0HO YBpexkAaHe, TeIMHCApTaH/aMnoaunus Tpabsa aa ce
npuwiara ¢ BHUMaHKe. 3a TeIMHcapTaH, O3HpOBKara He TpAOBa aa HaxBHIuapa 40 mg BeOHbHK OHEBHO
(BX. Touka 4.4),

Ieduampuvna nonynayus
BesonacHocrTa ¥ epHKaCHOCTTAa Ha TE/IMHCAPTAH/aMIIORHITHH NIPH Aena noh 18-roaunmma Bb3pacT He
€a ycraHOBeHHW. HAMa HaNnuyHW AaHHU.

Haunn Ha NpujioxkeHHe
[MepopanHo npunokeHue

PaBeHTOH MOXe J1a ce TIpHeMa ChC Win Bea xpana. [Tpenoprusa ce mpHeMaHeTo Ha PaBeHTOH ¢ Manko
KONHYECTBO TEYHOCT.

43 IIpornsonoka3aHHs

- CBp‘BX‘-IyBCTBHTeHHOCT KbM AKTHBHHTC BCILISCTBA, KBM ﬂHXMleOHP[pHI[HHOBH MPOH3BOIHH HITH
KBM HAKOE OT MOMOIHUTE BEIEeCTBa, H30poeHH B Touka 6.1

- BTopH M TpeTH TpHMeCTHP OT OpeMeRHOCTTa (K. TOUKH 4.4 1 4.6)
- Knburd o0CTPYKTHEBHH HAPYLIEHHS H TEXKO YepHOLPOGHO yBpekaAaHe
- HTok (BKIIOYMHTENHO KapAHOreHEH LIOK)

- OBCTpYKLMA Ha H3XOMALMA TPAKT Ha IABATA KaMepa (HaIlp. BHCOKOCTENEHHa a0pTHA CTeHOo3a)
- XeMonHHAMHYHO HecTabWIHa ChpAEYHA HELOCTATEYHOCT CNEA OCTHP HHGAPKT Ha MHOKapaa

CrnprerpaliaTa ynotpe0a Ha TeIMUCAPTaH/AMITOIHUIIHH ¢ ANTHCKHPEH-CHABPKALIH JIEKAPCTBEHH
NPOAYKTH € MPOTHBONIOKA3AHA TIPH NalMeHTH ¢ aualer wau O6BOpevHO yBpexnaaHe
(GFR < 60 ml/min/1,73 m?) (Bx Touku 4.5 u 5.1).




4.4 CreumaJnu npeaynpexaeHns H Npeana3Hn MepKH NpH ynotpeba

EpemenHocT
[To BpeMe Ha GpeMeHHOCT He Tpa(iBa Aa ce 3ano4Ba Tepanud ¢ aHruoTeH3uH 11 perenrTtopHH Hnokepi.

OcpeeH KOraTo NpOABTKABAHETO Ha TepanuaTa ¢ aHruoTeH3uH I peuentopHu 6nokepH ce cMATa 33
HAIOMHTETHO, MTAUMSHTKHTE, MIAHHPAIUM Ja 3abpemenenT, TpAOBA a NPEMHHAT HA ANTEPHATHBHO
AHTHXHICPTEH3UBHO NIeYeHHE, C YCTaHOBEH npodun Ha GesonacHocT npy ynoTpeba no BpeMe Ha
6pemennoct. Cnefl AMarHOCTHUHPaHe Ha OPEMEHHOCT, NeYeHyeTo ¢ aHrHoTeHsHH I1 penentopan
6nokepu TpaGea ga Obae NpeycTaHOBEHO HE3abaBHO, H, NO BL3MOXKHOCT, I3 CE 3aN04YHe alTepHAaTHBHA
Tepanus (Bxk. ToukH 4.3 1 4.6).

YepHonpoOHO yBpeknaHe
TeamucapTaH ce eKCKpeTHpa NOYTH M3LSUIO0 YPE3 HAbYKATA. [IpH NauneHTHTe ¢ 06CTPYKTHBHU

3a00NABAHKSA Ha XJIBYKATA WIH YEpHOIPOGHO YBpeXKIaHe MOXKe [a C€ 04aKBA MOHWKEH KIMPHHC.
ITonyxMBOTET Ha aMJIOAMINHH € YABMKeH u cTolHocTUTe Ha AUC ca no-BUCOKH MPH NAUMEHTH C
HapyLleHa YepHoaApoGHa GpyHKUHS, KaTO HE ca YCTAaHOBEHH NPENOPhKH 33 Ao3ara. [To Tasu npuynHa
NIE4EHHETO ¢ aMIOAKTIMH TpAGBA [a 3ano4yHe ¢ J03a B A0JIHHA Kpall Ha A030BHA HHTEpBaI H Ja ce
TIOAX0KAA C MOBHILEHO BHHMAHME KAKTO MPH 3aN04BAHE HA IeYEHHETO, Taka H TIpH YBE/IHYaBaHe Ha
Bo3ata. ETo 3amo npy Te3u MauMeHTH TeIMHCcapTaH/aMnoIunHH Tpabsa aa ce ynorpebasa ¢
NOBHIUCHO BHUMAHHE.

PeHoBacKkyapHa XHOSPTOHUSA
Koraro mauieHTH ¢ AByCTpaHHA CTEHO3a Ha Or0peuHnTe apTepHH HTH CTEHO3a Ha apTepHA Ha

€AHHCTBEH QyHKUHOoHHpaw 650pek, ca IeKyBaHH ¢ NEKapCTBEHH NPOAYKTH, KOHTO 3acAraT CHCTEMaTa
PeHHR-aHTHOTEH3HH-anocTepoH (PAAC), ChIIECTBYBA NOBHILIEH PHCK OT TEXKa XHTIOTOHHA H
6u0pedHo yBpexnaHe.

bn0pevHe yepexaaHe H TpaHCIUIaHTAUWA Ha Gu0pek
Koraro TenMucapTa/aMAONHINME C& H3N0/13Ba 32 IeYeHHe HA TIALHEHTH ¢ HapymeHa Os0pedna

(yHKIMA, Ce penopbYBa MEPHOTHYHO MOHHTOPHpaHE Ha CEPYMHHTE HKBA Ha KANHIM 1 KPeaTUHMH,
HsaMa onuT B NpHIAaraHeTo Ha TENMHCAPTAH/AMIOUIAH [IPH NAUMEHTH CBC CKOPOIIHA
TpaHCnaHTalus Ha 6b6pek. AMIOIHNMHE He ce IHANTH3HpA, 2 TENMHCAPTaH He Ce OTCTPAHABA OT
KpBBTa upe3 XeMOUATPALMA H He e THANH3KpA.

[TauWeHTH ¢ XUTIOBONEMMA W/MAH HIYEDPNBAHE HA HATPHUA

ITpH nanMeHTH, C XHIOBONEMHSA H/HIH H3YepNBaHe Ha HATPHA, HANPUMED NOPAJN UHTEH3HBHA
IHypeTHYHA Tepanus, HAMAIEH NIPHEM Ha COH MOPAIH JyeTa, AHapHA WIH NOBphILAHE. MOXKeE A2
BB3HMKHE CHMIITOMATH4Ha XHITOTOHHSA, 0COGEHO Clle/l Ipuiarase Ha NspeaTa Ao3a. TakHBa
CBCTOAHHA TPAGBA Aa GbAaT MPEOJONCHH NPESAH NPHNOKEHHETO HA TeIMHcapTaH. B cnyyail Ha
XHIIOTOHHUA BCACACTBHE JICYCHNE C TCIIM ncap'ran/ AMNOAKRMTHH, MalKSHTBT Tpaﬁaa Oa O6Bae nocTaBeH B
JETHAI0 NONOKEHHE H, aKo e HeoGXoanMo, Aa My 6b/ie NPHICKEHO HHTPABEHO3HO BIHBAHE HA
tu3nonoruueH pasreop. Cnen crabunusupare Ha KPbBHOTO HansAraHe, IeueHHeTo Moxe na onae
NPONBILKEHO.

JpofiHo 6noknpaHe Ba peHUH-aHrHOTeH3HH-anAocTepoHoBaT acHcTema (PAAC)

HMa nanuu, 9e cepTeTBaara ynotpeba Ha ACE waxuOuTopH, aHruoTeH3nH ll-petentopiu
6oKepH WK ATMCKUPESH NTOBUINABA PHCKA OT XUITOTOHUA, XHIIEPKaIHEMUA H HAMATABAHE HA
6s06peynara ¢pyHKuua (BrIOUHTENHO Texko 6s0peuro yepexnatne). [lopagd ToBa He ce npenopbyBa
neoltHo 6nokupane Ha PAAC upes xomGuHupakara ynorpeba Ha ACE wHxubHTOpH, anr#oTeH3uHH -
peuenTopHy HIIOKePH MK aTHCKHpeH (B, Toukk 4.5 1 5.1),

AXo ce IpeneHy, Ye TepanuATa ¢ AroiiHo GAokupaHe e alconloTHO HeoOX0mHMa, ToBa Tpa6Ea ma
cTaBa caMo noj HabmoaeHHETo Ha CIELMANHCT H [IPH Y€CTO BHUMATEJHO Monmopugyrﬁ' -
6n0pedHara QYHKLMA, EMEKTPOTMTHTE H KPBBHOTO HAJIATAHE. NN NEHU g
ACE unxu6HTOPH H aHrHOTeH3HH ll-penenropHu 6nokepu He Tpabea a ce M3no.
npH nauxenTH ¢ 1uaberna HedponarTus.

Py



EQ!I"H ChCTOAHHA CHC CTHMYNIAIHA Ha CHCTEMATA PEHHH-AHMTMOTEHIHH-ATLTOCTEDOH

INpyn nauneHTHTE, YHUTO CHOOB TOHYC H 6b0peyuHa $YHKLMA ca B 3aBUCHMOCT Haii-Beue oT JeiiHocTTa
Ha PeHHH-8HTHOTEH3UH-ATN0CTEPOHHATA CHCTEMA {HATIp. MANHEHTH ¢ TEXKA KOHNeCTHBHA ChpAEYHA
HEAOCTATHYHOCT MITH OCHOBHO OLOpeuHo 3abonaBane, BKIKOYHTENHO CTEHo3a Ha Ob0peuHHTe
apTepu), NEYEHHETO ¢ TeKAPCTBEHH NPOAYKTH, NOBIMABAIIM Ta3H CHCTEMa, Ce CEBP3Ba € octpa
XHIIOTOHHA, XHNEPA3OTEMHUA, ONHTYPHA, WIH PAOKO ¢ TexkKo OpbpedHo yBpexnaHe (Bx. Touka 4.8).

[TopBHYEH ATA0CTEPOHHIEM
IMaupeHTHTE ¢ MbPBHYEH ATTOCTEPOHHIBM B O0LIHA CAYYAH HE Ce MOBNMABAT OT

AHTHXHNESPTEH3NBHHUTE JIEKAPCTBEHH NPOAYKTH, JelfcTpaly pe3 HHXHOHpaHe Ha peHHH-
aHrMOTECH3WHOBaTa cuetema, [lopany ToBa, ynoTpebara Ha TeIMHCApPTAH HE C¢ MPENOPBYBAa.

CreHo3a Ha A0PTHATA B MHTPAIHATA KNama, o0CTPYKTHBHA XHe HYHA KApIHOMHONATHA
KaxTo npn ApyruTe chAopa3IMPABALLA CPEACTRA, CEHANHO BHEMaHHe ce 0OphLIa Ha alMeHTHTe,
CTPAJALIH OT CTEHO3a HA A0PTHATA H MUTPANHATA KNama, WK oGCTPYKTHBHA XANepTpodHHa
KapIHOMMUOIIATHA.

HecraGunHa cTeHOKapAHA,OCThD HHGADKT Ha MHOKapia
Hsma pnannu B moakpena Ha ynotpeGaTa Ha TelMUcapTaH/aMIODHANHH B Cydail Ha HecTabWwiHa
CTEHOKAPIHA M 110 BpeMe Ha MM 10 KpadA Ha MbpBUA Mecel ciiell IpeTspraH uadapKkT Ha MHOKApaa.

HanwenTu ¢b¢ chpaevHa HEAQCTATEYHOCT
B enno apnrocpouHo, miaue6o-KOHTPOIMPAHO WIMHTBaHE Ha aMJIOJHITHH TIPH NAITHEHTH C TEXKa

cbpaedHa Hegocrarsudoct (uiac 11 1 IV o NYHA) crofmeHara yectora Ha OeyroapofeH OToK € 1o-
BHCOKA B TPYNaTa Ha JiedeHue ¢ aMAOIUNNH, OTKOIKOTO B rpynarta Ha mwianebo (Bx. Touka 5.1). ITo
Ta3H NPHHYHHA NPH NAIHEHTHTE ChC ChPAEYHA HEQOCTATHYHOCT NeueHUeTo TpalBa Aa ce npunara ¢
NOBUILEHO BHUMaHHE, BiioKepH Ha KaALHEBKHTE KAHAIH, BIUTIOMHTENHO AMIONHNHH, TpA0Ba Ja ce
NpHIarar ¢ NOBHILIEHO BHHMAHHE NPH MallHeHTH Che 3acTofHa ChpAeYHa HEQOCTATBYHOCT, T KaTo
MOKE Ad YBEAMMAT PHCKA OT OBASIIH ChPASUHO-ChIOBH CEBONTHA U CMBPTHOCT.

NaupenTn ¢ AMaGeT, NeKyBaHH C WHCYJIMH WIH NPOTHBOAHAGECTHH CpeacTBa
Tpu nedeHHe ¢ TeIMHCAPTAH, [IPH TE3H NALMEHTH MOXKE Ja Bh3HHKHE XHIIOITMKEMHA. 3aTOBA IIPH

Te3M NaLKEHTH ¢ HeoOXonMMo Ja ce 00CBAH CHOTBETHO NnpocnenasaHe Ha HUBOTO HA INIKK034 B
KPBEBTA H MOXKE 13 C€ HAJOXKH KOPHUIrHpaHe Ha 003aTa HHCYJIHH WIH aHTHaHaleTHO CpeacTBQ, KOraTo €
NOoKXa3aHo.

HurectuHaneH aHruoenem

3a MHTeCTHHAJIEH aHTHOEAEM ce ChOOIIABA NP MALMEHTH, TEKYBaHM ¢ aHrHOTeH3HH I peuenropHu
6rnokepu (Bx. Touka 4.8). Te3u nauueHTH HMaAT KopeMHa Gollka, rafcHe, OBpPBILAHE H AHAPHS.
CHMITTOMHTE OTIIYMABAT Cllell TIpeyCTaHOoBABaHe Ha aHruoTeR3uH 11 peuentopruTe GnokepH. AKo ce
JANArHOCTHLMPA HHTECTHHANEH aHMHOSNEM, ISYEHHETO C TEIMHCApPTAH TPAGBA Ja ¢e IPEYCTAHOBH H
Ja ce 3allovHe MOAXOMALL0 HAbMIoneHHE A0 IBHOTO OTUIYMABAHE Ha CHMITTOMUTE,

Xunepkanuemus
VYnotpebarta Ha TeKaPCTRSHHM NPOAYKTH, KOHTO MOBIHABAT PeHUH-aHTHOTEHIHH-ANIOCTEPOHHATA

CHCTEMa, MOXE Ja TIPHYHHH XUnepKaneMus. XHIepKaTeMUATa MOKE A3 NPHYHHE CMBPT NMPH
NALMEHTH B CTApyecKa Bb3pacT, NauHeHTH ¢ Ob0peyHo yBpexkaaHe, NalHeHTH ¢ aualer, NalMeHTH Ha
CBITBTCTBALIA TEPaNus ¢ NeKapCTBeHH NPOAYKTH, KOUTO MOTaT Jja MOBUIIAT KOHIEHTPaUUATA Ha
KaTui, WHITH NIPH NaleHTH C EPYTH ChIBTCTBALUH ChCTOAHUA

[Mpenu na ce B3eMe pewleHue 3a eJHOBPEMEHHO NPHAMKEHHE HA JIEKADCTBEHH NPOLYKTH, KOMTO
NOBNHABAT CHCTEMATA PEHHH-AHTHOTEH3IUH-ANA0CTEPOH, TPA0RA A2 ce MpeLIeHH ChOTHOLEHHETO
NON3a/PUCK,
OcHOBHHTE pHCKOBH (PAKTOPH 38 BE3HHKBaHEe HA XUNEpKaHeMHus, KOUTOo TpaGea na
BHHMAHHE ¢a

- 3axapeH anaber, 6B0petHO yBpexaaHe, Bb3pacT (>70 rouHH)

- KOMOUHALMS ¢ eIHH WIH NOBEYE JEKAPCTBEHH NIPOAYKTH, KOMTO IIOBJIHA




PEHHH- AHTHOTEH3IWH-NI0CTEPOH H/HIH ChABPHALIM Kanuil XpaHUTeNHH N00aBKH.
JlekapCTBEHHTE NPONYKTH HIH TEPaNeBTHYHHTE TPYIIH, KOUTO MOTaT Ja NpPeAH3IHBHKAT
XHNIEPKAIEMHA €A 3AMECTHTEIH Ha COJITA, ChABPXKAIUM KATHH, KaNHH-ChXpaHaBallH Xy PETHLIH,
ACE unxuburopy, aHr#oteH3uH I peuentopun 61okepu, HECTEPOUIHH NPOTUBOBBL3NANHTEIHH
cpeacrea (HCIIBC, BrnouATenHO cenekTHBHUTE COX-2-UHXUGHTOPH), XeNapHH,
HMYHOCYNpecOopH (IHKJIOCIIOPHH WIH TaKPONHMYC) H TPHMETOIIPHM,

- CBITETCTBAIUN CHBOHTHA, B YACTHOCT JEXHAPATALMA, OCTPa ChHPACYHA AeKOMIEH Calu,
MeTaboNHTHa AlHAo34a, BioilaBaHe Ha Op0peynara QyHKLHA, BHE3AMHO RICLIABAHE Ha
ChCTOAHMETO Ha GrOpeunTe (Hanp. HHQeKHO3HH 3ab0NiBaHuA), KIIETHYHA JIH3a (HAIp. OCTpa
HCXeMHsA Ha KpaHHHK, pabJOMHONN3a, TOnAMa TPaBMa),

HeobxonnMo e na ce mpoBexaa BHHMATERHO MOHUTOPHpAHEe Ha CepPyMHHTE HHBA Ha KaTuA NPH Te3H
NalMeHTH (BXK. ToUKa 4.5).

HexemutiHa 6onect Ha ChPLETO
KakTo npu Bceku aHTHXMNEPTEH3MBEH JIEKAPCTBEH MPOLYKT, IPEKOMEPHOTO NOHMKECHHE HA KPBBHOTO

HaJIAraHe NMPH NAlHCHTH ¢ HCXEMHUYHa KapIHOMHONATHA HIK HCXEMHYHO CBDACYHO CBAOBO
3abonaeane Moxe 1a OoBene A0 HHGAPKT Ha MHOKAPAA HIH MHCYIIT.

Ha1iueHTH B cTapYecKa Bh3pacT
INpu yBenuuaBaHe Ha 03aTa HA AMJIOAMIIMH NIPY MANHEHTH B CTApyecKa Bh3pacT TpadiBa na ce

NOAXO0KAa ¢ NOBHIICHC BHEMaHHe (Bx. To4uKa 4.2 H 5.2).

Harpnii
To3H nekapcTBEH NPOIYKT CHABPAA Mo-Manko ot | mmol HaTpuii (23 mg) 3a TaGretka, T.€. MOXe 1a

ce KaKe, Me NpakTHYECKH He ChAbpXKa HATpHi,
4.5 BaaumogeficTBHe ¢ ApYr# JIEKAPCTBEHH NPOAYKTH H APYrH GOpPMH Ha B3IAHMOAciicTBHE

He ca YCTAaHOBCHH B3aUMOaeHCTBHA MEXKITY XBaTa KOMIIOHCHTA HA Ta3H q;chupaHa KOMOMHAIHA TIO
BpeMe Ha KIIMHHYHATE H3MTHTBAHHA.

BzauMoznelicTend, CBEbp3aHH ¢ KOMOHHALIKATA
He ca npoeexxnaHn nmpoy4BsaHuKA 3a IEKapCTBEHHTE B3aUMoaecTRHA.

Ha ce gzeme npedeud npu cenvmemeauia ynompeba

Apyeu anmuxunepmensusnu nexapcmeernu npodykmu
TMoHKABAIIMAT KPBBHOTO HANAraHe edekT Ha TeIMUCAPTAH/aMIOAKRIIHH Mke Ja Gble 3acHIeH IIpH
CBITBTCTBAIA YTI0Tpe0a Ha APYTH aHTHXHNEPTeH3UBHY JIeKApCTBEHH MPONYKTH.

Jlexapcmeeru RpOCGYKmMU ¢ ROMEHYUAR 3d ROHUDICGBANE HA KDbEHOMO HANR2ane

C ornen Ha gapMaKonOrHHHHTE UM CBOHCTBA, MOXE Ia Ce 04aKBa, Ye CASAHNTE eKapCTBEHH
NPOLYKTH MOTAT J1a 3ACHJIAT XHIIOTOHUYHHTE ¢eKTH HA BCHYKH aHTHXHIIEPTCH3HBHH CPelCTBa,
BKJIIOYHTETHO TO3H JIeKapcTBeH MpOAYKT, hanp. OakiodeH, aMi(pOCTHH, HEBPONENTHLH WIH
aHTHaenpecasdTH. CHILO Taka, OPTOCTATHHHATA XMNOTOHHA MOXe Ja ObAe 3acHACHA ¥ OT aNKoXOoN.

Kopmurxocmepoudu (2a cucmemuo npunoscenue)
HamansBane Ha aHTUXNNEPTEHIHBHUA edekT,

BaauMmoaelcTBHsA, ¢ PbP3aHH C TEAMHCAPTAH

He ce HPEROPBYE CHRBMCMEAA Mepaniia

Kanuti-cvxpanssawu Ouypemuyu wiu co0bpHcauy Kanut xpanumentiu oobaexu
AxrxotersuH Il penienTopuute Gl0KepH, KAKBBTO € TENMHCAPTaH, HAMANABAT 3
NPHAKM3BHKAHA OT JUypeTuuuTe. Kannii-coXxpaHABaIluTe JHYPeTHLHE KaTo CIpo




€IUIEPEHOH, TPHAMTEPEH, HIH AMWIOPKA, CBABPKAILNTE KATHI XpaHHTENHH 006aBKH, WIH
CHALPMAINTE Ka/ilii 3aMecTUTeNN Ha CONTa, MOTAT Ja AOBEAAT A0 3HA4YHTENHO NOBHINEHWE Ha
cepyMHuA Kanui. AKO € Noka3aHa ChITTCTRAIIA ynoTpeba, mopagy JOKYMEHTHPAHA XHITOKATHEMHA, €
HeoOX0auMO NeKapcTBeHHTE NPOAYKTH Aa §BIAT H3NON3ZBAHH C TIOBHULISHO BHUMaHWe, H C MIOCTOSHHO
MOHHTOPHpPaHE Ha CEPYMHHTE KOHUEHTPAI[MH HA KafHA.

JTumuti

CrpobiaBanu ca cyvan Ha 00paTHMH MOBHLICHHA B CEPYMHHTE KOHLSHTPALMH HA JIHTHA U
TOKCHYHOCT, NIPH SJHOBPEMEHHO NPIIOKEHHE HAa THTHI 1 HHXHOHTOPH HA aHHOTEH3N
KOHBEPTHpALUHA €HIUM, KaKTO U ¢ aHruoTeHsuH 1l peuentopHi 610KepH, BIIIFOYHTEIHO TENMHCAPTAH.,
Ako koMOMHHpaHaTa ynoTpefa ce okake HeoDX0IUMa, e IPEenopbYHTENeH BHUMATENEH MOHHTOPHHT
Ha CEPYMHHTE HHBA HA JIHTUA.

Apyau anmuxunepmen3uenu nexapemaenu RpodyKmu, Ceticmeawju Ha PEHUH ~aGHZUOMEH3UH
andocmeponosamd cucmema (PAAC)

JaHHH OT KTHHAYHH IPOYYBAaHHWA NOKAIBAT, 4e ABOHHOTO 6/10KHpaHe Ha CHCTEMATA PEeHUH -
AHTHOTeH3HH angocrepoH (PAAC) upe3 komMOHHUpaHaTa ynoTpeGa Ha ACE unxubutopn,
aHrHoTeH3uH ll-peuentopHy GoKepH WM ANHCKHPEH Ce CBbP3Ba ¢ MO-BHCOKa YECTOTA Ha HeXelaHu
CBOMTHA, KATO HAMPHMEP XMIIOTOHUSA, XHNEPKATHEMHA 1 HaMansABaHe Ha OLOpeunaTa QyHKUNA
(BrmovMHTENHO TeX KO GEOpeUHO YBpeKIaHe), B cpaBHeHHe ¢ ynoTpebara caMo Ha €AHO CPeiCTBo,
neiicreamo Bupxy PAAC (Bx. Touku 4.3, 4.4 1 5.1).

Cbnbmcmeaz_qa 2”0?"2860, UFUCKEAIYAd NOBUIEHO BHUMAHNE

Hecmepoudnu npomusosv3nanumennu cpedcmaa

HCIIBC (T.e. aueTHICATHIIIOBA KHCEMHHA B IPOTHROBB3NANUTEN M 1031, COX-2-uHXuburopy, v
necenektheny HCIIBC) Morar 1a HAMansT aHTHXKMIEPTEH3UBHIA edekT Ha aHrnoTeH3uH 11
peLenTopHUTe GIOKEpH.

Ipy HAKOM NalMEHTH ¢ HapylueHa 6n0peuna GyHKUNA (Hanp. NALUKHEHTH C AEXHAPATALMA HIH
NAlMEHTH B CTAPYECKA BL3PACT ¢ HapyuIcHa Os6peyna dyHKUMA), eAHOBPEMEHHOTO NMpHAaraHe Ha
aurnoreH3vH Il peuenropuu Gnokepu K nekapcTBeHH CPEICTBA, KOHTO MHXMOHpAT UHKITO-
OKCHI€HA3aTa, MOXKE 3 MMa KaTo pe3yJITaT N0-HaTATLUIHO BlIOUlaBaHe Ha GbOpevHara ¢pyHKunA,
BKJIIOUKTENIHO BB3MOXKHO TeKKO OrlpeuHo yBpexaaHe, KoeTo 00ukHOBeHO ¢ obpaTHMo. 3aToBa,
KoMOMHauUATa TpAOBa 1a Gpe IpHIaraHa ¢ MOBHILEHO BHUMaHKe, 0CO0EHO [PH NAlNeHTH B
crapyecka Be3pact. [TauneHTHTe TpaGBa na GbIAT aNeKBaTHO XMOPATHPAHH, KATO NIOA BHHMAHHE
TpaGBa Za ce B3eMe ¥ Tpocie aBaHeTo Ha Ob0peunaTa HyHKIHA cnell 3aN0UBAHE HA CRITPTSTRAIATA
Teparus H NepHOAHYHO CJIel TOBA.

Pamunpun

B eaHO H3NHTBaHe, EAHOBPEMEHHOTO NPUIATAHE HA TEJIMHCAPTAH M PAMHIIPHI € HOBENo A0

2,5 xpatHo nopuienne B AUC(Q-24 1 Cmax Ha paMHIpUI ¥ paMHIpUAaT. KiMHMIHATA 3HAYHMOCT Ha
TOBa HAONIOAEHHE €& HEH3BECTHA

a ce azeme nod gHumMerue npu conememeatya ynompeba

Huzoxcun

Korato TenMucapraH ce npuiara eIHOBPEMEHHO ¢ JUTOKCHH ¢¢ HabmiofaBa NOBHIIABAHE HA
MeaHaHaTa Ha nuKoBara (49 %) u Half-nuckaTa rurasMeHa konuentpanysa (20 %) Ha gurokcud. Koraro
ce 3aMoysa, KOPUrHpa ce Jo3aTa MM Ce NpeKpaTaBa TeNMHCApTaH, Tpatea fa ce Habnronasar HHBara
Ha JHIOKCHH, 34 Aa Ce MOALBPHAT B TepaNieBTHYHHA HHTEPBaL.




B3aHMOHCﬁCTBHﬂ. CBBP3AHH ¢ aMJIIOTHITHH

Cbnbmcmsaz_qa Enomgeﬁa. USUCKBAUWA NOBUEHO GHUMARUE

Huxubumopu na CYP3A4

CrIreTcTBaltaTa ynoTpefa Ha aMIOAUNMH CBC CHTHH Wi YMepeHH CYP3 A4 uuxuburopu (ipoteasHu
UHXHOHTODH, a30/10BH aHTHMHKOTHIH, MAKPOJIHIH KaTO €PHTPOMHMLIMH MITH KIIapATPOMHLIMH,
BepallaMHN HITH JHITHA3EM) MOXKE J1a IIPEZIM3BHKA 3HAYUTEIHO YBETHYaBaHe Ha eKCIOZHIUATA HA
aAMIOJMIIHH, KOETO 3 AOBEAE A0 YBENHYEH PUCK OT XHIOTOHHA, KIIHHIMHATA TPaHCNALMA HA TE3H
(apMakOKHHETHYHH BapHALHK MOXeE JIa € IT0-1H3pa3eHa NpH NauMeHTHTe B cTapyecka Bbapact. Tosa
MOXe 1a HANOMKHA KIHHWYHO OPOCNeABaHE It KOPHIHpaHe Ha J03aTa.

Hudyxmopu na CYP3A4

TIpH enHOBpEMEHHO NPHIOKEHHE Ha H3BECTHH HHAYKTOpH HA CYPJIA4 mnaimeHaTa KOHIICHTpALMA HA
aMIOJHIIMH MOXe Ja Bapupa. Ilopanyu ToBa kKpBBHOTO HaIATAHE Tpsa6Ba Ja ce HaONMKAaBa ¥ Ja ce
oOMHCITH aanTHpaHe Ha N03aTa KaKTo [0 BpeMe, TaKa H ¢l ChIIBTCTBALL IPHEM, 0COGEHO Ha CHITHHA
CYP3A4 unayxTopH (Hanp. pu)aMITiLIHH, BT KAHTAPHOH).

Hanwmponen (ungysus)

ITp¥ *HBOTHM, Clem NpHICKEHHE HA BepamaMil K MHTPAaBEHO3€eH NaHTpoleH, ca HabnogaraHi
neranHa KaMepHa ¢Gubpunalus ¥ CEPASYHO-CHIOB KOMANC BbB BPB3Ka ¢ xunepkanuemus. [lopanu
PHCK OT XHIIEPK&THEMHA € MPEHOPEINTETHO 1a ce H30ArBa €AHOBPEMEHHOTO NPHIOKEHHE Ha
OJIOKEpH Ha KTLHEBHTE KaHAITH, KaTo AMJIOIHUNMH, IPH HaliHeHTH, CKJIOHHH KBM 30Ka4eCcTBeHa
XKUMIIEPTEPMHA, KAKTO U MPH OBNAJABAHETO Ha 310KA4eCTReHA XHIISPTEPMUA.

Tpetingdpym u cox om zpetingppym

TpunoskenneTo Ha aMITOMMIHHE ¢ TpefindpyT Wi cok oT rpefindpyT He ce MpenopEYBa, TR KaTo MpH
HAKOH MANMeHTH GHOHANHYHOCTTA MOME Ja ¢¢ YBETHYH, KOSTo 1a AOBENE [0 yBeTHYABAHE HA
edexTHTE Ha IOHIDKABaHe HA KPRBHOTO HANATaHe.

ﬂa ce gzemMe NoOJ GHUMEHUE npu cunbmemeauia znomgeb'a

Taxporumyc

HMa puck 0T yBenHYeHHE Ha HUBATA Ha TaKPOIOMYC B KPHBTA IIPH IHOBPEMEHHO IPIIIOKEHHE C
aMIOAHNNH, BEIpeKH de PapMaKOKHHETHYHUAT MEXaHH3IbBM HA TOBA B3aUMOJeliCTBHE HE € HAITBIIHO
H3ACHeH. 3a Aa ce u3berHe TOKCUUHOCT Ha TAKPONKUMYC, B CAy4ait HA e ZHOBPEMEHHO MPHNOMEHWE HA
AMJIOTHITHH TIPH NALMEHT, IEKYBaH C TAKPOIUMYC, € HeoOX0IHUMO MOBMTOPHpaHE HAa HUBAaTa Ha
TaKpOIHMYC B KPBETA H CEOTBETHO KOPHIHpaHe Ha JO3aTa TAKPOIUMYC IIPH HeoOXOAHMOCT.

Huwxnocnopun

He ca npoBexaaHu npoyYBaHuA 33 B3AUMOASHCTBHE MeX Ty HUKMOCIOPHH H aMIOAOMHH IIPH 31paBH
IoGpOBOIILM ¥ JPYTH HOMYJAlHH, ¢ HIKIIOYEHHE Ha NaMeHTHTe ¢ OB0peyHa TpaHCIUTaHTalHs, [IPH
KOWTO & HaONiOAABAHO MPOMAHATA HA Hali-HHCKaTa KOHLSHTPALHA HA UHKIOCHOPHH Aa ce MOBHIIABA
(cpeano 0-40%). Cnenpa Ia ce MMa TIpeABHI MOHMTOPHpaHe Ha HHBATA Ha LIMKJIOCTIOPHH TIPH
namyeHTaTe ¢ 6e0pedHa TpaHCIUIAATALMA, JEKYBAaRH ¢ aMITOHIHH, KAKTO H CHOTBETHO HAMAIABaHE
Ha [103aTa IHKIOCIOPHH IpH HeoBX0 UMOCT.

Huxubumopu na npuyeanun 3a panamuyuy ensusm npu 6osaiinuyu (mTOR)

mTOR MHXUOHTOPH KaTo CHPOJIMMYC, TEMCHPOITUMYC | eBeponumyc ca CYP3A cyGerpari.
AmmogumnuH e cnad CYP3A unxuburop. [pu ceopTerBalo npunomxenne sa mTOR HHXHONTOPH,
aMMIOUMKH MOKE Jia YBEIHIH eKxcrno3niuaTa Ha mTOR wexubHTOpHTE.

Cumeacmamun
EnnoBpeMeHHOTG MHOTOKPATHO NpHIakeHue Hal0 mg amnoannuy 1 80 mg cumpac
yBe/IHUeHHEe HAa HUBATa HA CHMBACTATUH 10 77 %, B cpaBHEHHE ChC CHMBACTATHH,
CaMOCTOSTEIHO. 3aToBA, IPH NALMEHTH, NPUEMALIH AMIOIHITHH, € HeoOX0UUMO
cHMBacTatH no 20 mg nHeBHO.




4.6 ®epTHANTET, GpeMeHHOCT H KLPMEHe

Bpemennoct
Hanuueu ca orpaHMYeHH SJAHHH OTHOCHO yNoTpebara Ha TenMHCapTal/aMIOHITHH pH GpeMeHHn

skeHH. He ca H3BRBPIIBAHN H3NUTBAHUA C TEAMUCAPTAH/AMITONHIIHH 33 PENPOAYKTHBHATA TOKCHYHOCT
IIpH )KHBOTHH.

Teamucapman

He ce npenoprusa ynotpefiara Ha aHr#oTeH3uH 11 pedenTopHd 6nokepH no BpeMe Ha MEPBHA
TpUMECTBD oT GpeMeHHOCTTa (B, TOUKa 4.4). YnoTpebata Ha aHruoTeHsuH 11 peenropHy Gokepu e
NPOTHBOTIOKA3aHa 110 BpeMe Ha BTOPHA ¥ TPEeTHA TPUMeCThp OT OpeMerHOCTTa (BXK. Touka 4.3 v To4Ka
4.4).

IpoyusaHudTa ¢ TEIMHCAPTAH NPH MHUBOTHH CA NMOKa3aIH HATHYME HA pENpPOLYKTHBHA TOKCHYHOCT
(Bx. TOYka 5.3).

EnnaeMHomoru4HETE JAHHH 33 PHCKA OT TEPATOreHHOCT clieA ekcrnosulua Ha ACE unxuGuropy npes
ITbpPBUA TPUMECTHD Ha OpeMeHHoCTTa He ca y6enuTennd. Bee nak, He MOke a ce H3KITIOUH
MOBHIIEHHE HA pUcKa. JIoKaTo NMUIICEAT NAHHH OT KOHTPOJIHPAHO eNHAEMHONIOTHMHO H3CeBaAHE 3a
pucka oT geficTBHeTo Ha aHTHOTEeH3HH 1l penenTopHU OGnokepH, 3a TO3H KJIAc JIEKapCTBEHH NPOOYKTH
TaKHBa PUCKOBE BHHATH MoxKe Ja uMa. OCBeH KOraTo MPOIBIKHTENHOTO JIeYeHHE ¢ @aHrHOTeH3HH 1l
peLienTOPHU ONIOKEPH €€ CUMTA 33 HANOXHTERHO, NALMEHTKHTE, KOUTO ILTAHHpaT A3 3abpeMeHesT
TpAOBa Oa NIpeMHHAT HA anTepHaTHBHO aHTHXHIIEPTOHHYHO IEHYeHHE, KOETO e ¢ AoKa3aHa He30macHocT
3a 6pemernu. Korato ce ycTaHOBH GpEMEHHOCT, IeMeHHETO ¢ aHrdoTeHsuH Il petentopHs Gnokepu
Tpabea na 6b1e npeycTaHoBeHO He3a0aBHO H, aKO € BE3MOXKHO, Ia Ce 3ATIOYHE ATTEPHATHHO JICYEeHHE.

H3BeCTHO e, Ye eKCIIo3IMIHATA Ha aHTHOTeH3HH [ peuenTopan GnokepH o BpeMe Ha BTOPHA H TPETHA
TPUMECTPH, HHOYLHpa GeTOTOKCHYHOCT (noHWkeHa 6x0pevHa GyHKLMA, HAMAIABAHE HA
AMHAOTHYHATA TEYHOCT, 3a0aBsHe OCH(HMKALIMATA Ha Yepena) 1 HeoHaTalHa TokCHUHocT (GB6peuHo
YBpexAaHe, XHIOTOHHA, XUIIepKanueMus) (Bx. Tokka 5.3).

IpH excno3uuma Ha anrHoreH3uH I petenTopHy GNoxepu o BpeMe Ha BTOPHA TPHMECTHP Ha
6peMeHHOCTTa, ce NpenopbuBa M3BbPLUIBAHE Ha YNTPA3BYKOB Nperniel Ha Os0pedHata GpyKuua u
yepena.

Knpmavetara, 4uuTO Maliki ca MpHeMani aHrRoTeH3uH 11 penentopHi 6nokepH Tpabea na 6baaT
HabMroAABaHY 38 [TOABA Ha XHNOTOHHA (BHXTE TOUKM 4.3 1 4.4),

Amnodunuu

BezonacHocTTa Ha aMIOIMIMHE N0 BpeMe Ha 6peMeHHOCT NPH Xopa BCe olle He € YCTaHOBeHa, B
NPOYMBAHHA NPH KHBOTHHM € HaGMNl0JaBaHa PENpOAYKTHBHA TOKCHYHOCT NPH BHCOKM 103M (Bk. TOUKa
5.3).

KnpmeHe
AMMAOIHIHH C¢ eKCKpeTHpa B KbpMaTa, YacTra oT Ao3ara Ha Maiikara, ONy4YeHa OT KbPMayeTo, €

H3IYHCNIEHA C HHTEPKBAPTHIEH AWana3oH 3-7 %, ¢ makcumyM 15 %. EdexThT Ha aMNOmUIHH BEPXY
KBPMAYETarTa € HEH3IBECTEH.

IMopanu ToBA, He He € HATHYHA HHOPMALHA OTHOCHO YNoTpedaTa Ha TEIMHCAPTAH 110 BPEME Ha
KBpMEHE, ynoTpelara Ha TeNMHCAPTAH/aMAOAKIHH He ce penopbyea; HeodXOAUMO € Ja ¢e NPHCTHITH
KBM QITEPHATHBHO JIedeHHE ¢ A0Ka3aHa 6e30macHoCT o BpeMe Ha KbPMeHe, 0co0eHo Koraro ce
KBPMH HOBOPOIEHO HIH HeloHoceHo Gebe.

DepranureT
He ca Hanu9HM JaHHH OT KONTPOJHPAHH KNHHHYHH H3MHTBAHKA ¢ GHKCHpaHaTa 103082 KOMOWHALMA

-

HIH € BCEKH OT KOMIIOHEHTHTE MOOTACITHO.

Heca MPOBCKIAHA OTOCIHH H3IMNHTBAHHA 34 penNpoiyKTHBHA TOKCHYHOCT C KoMO
TENMUCapTaH-aMITOANNHH,




B npeaxkiauHHYHY W3NUTBAHMA He ca HaGmoaasaHy BL3aeficTBHA Ha TENMHCAPTAH BhpPXY (epTHanTETA
NPH MBXKH H %KEHCKH XHBOTHU.

[pH HAKOH MALMEHTH, IEKYBAHH ¢ ONOKEPH Ha KAIUMEBHTE kaHay, ce chobliara 3a odpaTuMH
GHOXHMHYHH TIPOMEHH B ITABATA Ha CNIepMaTo30HaHTe. KIIMAHYHHTE JaHHH 32 NOTEHUHATHHA edeKT
Ha aMIOJHNKH BBPXY GEepTUIHTETA Ca HeJOCTaTh4HH. B enHo npoyysaHe npy mbXoBe ca
YCTAHOBEHH HewenaHH eQexkTH BhpXY (PepTHNHTETA MPH MBAKUTE (BXK. TOUKa 5.3).

4.7 EdexTn Bbpxy cnocofHocTTa 38 ImodHpaHe u paGora ¢ MALTHHA

To3H nekapcTBeH NPOAYKT NOBAMABA B YMEPEHA CTENEH ciocoOHOCTTa 3a modupane ¥ pabora ¢
MalrHA. [IpH ynpaeneHue Ha NPEeBO3HH CpeacTBa UMM paboTa ¢ MaliMHK TpAOBA [a ce UMa NpefBuy,
4¢ MPH aHTHXUIIEPTEH3HBHA TEPaNHA, IOHAKOTA MOe Ja HACTHIH CHHKOI, CHHTHBOCT, 3aMagHOCT
HIH CBETOBBPTeX (BXK. Touka 4.8). 3aToRa ce npenopbipa OEHILEHO BHHMAaHHKE TI0 BpeMe Ha
wodupade u paboTa ¢ MaiuRH. IIpy 110482 Ha Te3M HEXENAHH PEaKiiy, ¢ HeoGXoauMo 1a ce
H3DArBAT MOTEHUHMANHO ONACHU AeHHOCTH KaTo Wodupaxe u pabota ¢ MallIHHH.

4.8 Hexenann JeKAPCTBEHHN PEAKIHH

O6obitenne Ha npoduna Ha Ge3onacHocT

Haif-uecTTe HexenaHH NEKapCTBEHH peaklMi BKIIOYBAT 3aMasHOCT U nepudepeH otok. B peaxu
cydad MOKE Ja Bb3HHKHE M CEpHO3¢H CHHKON (no-mManko ot | cnyyali Ha 1 000 maumeHTH).

Cuo0LIeHHTE N0 MOMEHTA HesKeNaHH PeaKiHH, OTHACALIM Ce A0 HAKOHN OT KOMIMOHEHTHTE
(TenMucapTaH WIK aMNOJHNKH), Morar Aa 6bIaT NOTEHUHATHH HEXE/AHH PEaKLHH U Ha PaBeHTOH,
IOPH aKO He ¢a HAaGMIOAABAHH B KIIHHHYHH NPOYYBAHUS HIK MO BpEME Ha MOCTMAPKETHHIOBHA
MepHOA.

Tabnuyex BHI HA HEXENAHHTE NEKaPCTBEHU PEaKIIHY
Be3onacHOCTTa ¥ NOHOCHMOCTTA HAa PaBeHTOH ¢a OLEHEHH B 5 KOHTPONHUPAHH KNHHHYHH H3NATBAHHA

¢ Han 3 500 mauuentH, Han 2 500 oT KOHTO ca NpHeManH TeIMHCapTaH B KOMOHHALIMA ¢ AMJIOAUNNH.

Hexxenaunure peakiuy ca ONpeneieHH Cnopel YecTOTaTa Ha Bh3HUKBaHe, CRINIACHO CeqHaTa
knacudukalua: MHoro qect (=1/10); gectu (=1/100 oo <1/10); Hewectn (=1/1 000 no <1/100}); penkn
(=1/10 000 po <1/1 000); MHoro penku (<1/10 000), ¢ Hen3pecTHA vecToTa (OT HATHYHHTE JAHHH HE
Moxe 1a 6pe HarTpaBeHa OLeHKa).

BB BCcAka rpyna, HeXXESJIaHUTE PeaKiliHH Ca NPEACTABCHH B HH3X0AA1 peJl MO OTHOLICHHE HAa TAXHATA
CEPHO3IHOCT.

Cueremo- | PaBenton TeamucapTaH AMJIOAHNHH
OopraHen

Kaac

Hupexyuu u unchecmariiiu

Heuectn HH(eKUWH Ha TOpHHUTES

JUXATETHH TETHILA, BKL.
(apHHIUT U CHHY3HT,
HH$pEeKUH HA THKOYHUTE
ITBTHILA, BKJI. LIHCTHT
Peaxu LIMCTHT CETCHC, BKIIOYHTENHO ©

JIeTANCH H!XO}II

Hapyuienua Ha kpvema u THMGHAMA CUcheMa

Heuectn aAHEMHA

Penku TPOMOOUHTONEHHA,
e03iHOQHINA




MHoro NeBKOLIMTOIICHHA,
peaku TpoMBOLHTONMEHHS
Hapywenus na umMynnama cucmema
Penkn CBPBXYYBCTBHTEJ- HOCT,
aHadunakTHuHa
peakuus
Mmnoro CBPBLXYYBCTBHTENHOCT
peaKH
Hapyuienua na MemabonusMa u Xparnenemo
Heuectn XUTEpKATUeMHA
Penxu XHUMOTTHKEMUA (IpH
naiHeHTH ¢ nuaber),
XHIIOHATPHEMHS
MHoro XHITEPTIIHKEMHUA
eaKH
Hlcuxuunn napywenua
Heuectu MPOMAHA HA HACTPOEHHETO
Penkn nenpecus, 00BpKaHOCT
GeanokoiicTao,
GeacrHue
Hapywienua na nepenama cucmema
YecTu 3aMasHOCT
Heuectn CBLHAHBOCT, 3aMatHOCT
MHIpeHa,
rnasobonue,
napecresus
Penku cHHKon, mepudepHa
HEBpONaTHA,
XMIIECTE3A,
JMCTEY3Hs, TPEMOp
Msoro €KCTpanupaMHIeH CHHAPOM,
penKH XHNECPTOHHA
3pumeninu HapyuieHus
Yecru 3PUTENHHA CMYLLIEHHA
(BKJIHOMHTENHO JTHITIOMHA)
Hevectn HapylleHHe Ha 3peHHeTO
Penkn 3PHTENHH CMYILEHHA
Hapywienun na yxomo u aabupunma
HeuecTH | CBETOBLPTEX | TuruTyC
Hapywenun na copyemo
Heuectu Opaaukapans,
NaNMHTALHH
Penku TaxHKapOHA
MHoro HH(APKT Ha MHOKapJa,
penxn APHUTMHA, KAMEpHA

TAXMKapAHs, IPeIChPAHO
MbXIEHEe

Cv0084 HapyieHuR

Heuectn XHIMOTOHMA,
OPTOCTATHYHA
XHUNOTOHHA,
3ayepBABaHE Ha
JTHLETO

MHoro

peaxH




Pecnupamopru, 2pe0H1 4 MEORACMUHARHE HAPYUIEHUR

Heuwecru KallLTH L2 JUCIHEA JONCTIHES, PHHIT
Muoro UHTepCTHLIMANIHA
penxu 6enonp§:6ﬂa
GosecT
CmoMawno-upesHis RapyeHUA
Yecru NPOMSAHA B PHTHMA Ha
H3XMKAaHe (BRIHYHTETHO
JHAPHA H 3aIeK)

Heuectu abnomuHanHa GoJika, dinarynenuns

AMApHA, rajieHe
Penku MOBpBILAHE, croMalieH AHcKoM$opr

MHTHBATHA

xuneprpodus,

QMCTIeNcHs, CyXoTa B

_ycTaTta
Msuoro MIAHKPEaTHT, TaCTPHT
penKH
Xenamobunuapnu Hapymieua
Penxu HapyIieHa YepHOAPoOHa
dykuus, yepHOApoGHH
Hapyumﬂm5

MHoro XEIATHT, JKBATCHHIIA,
peaAKH MOBHIUIEHY HUBA HA

4yepHOAPOOHATE EHIUMHU
{ocoBeHo npH Xonecrasa)

Hapywienus na Koxcama u noOKONCHAMa mMuvkan

Heuectn pypUTYyC XHMIepXHApO3a anonenu, mypmypa,
JNEeMUrMEHTALIHA Ha KOXKaTa,
XHIOEPXHApO3a
Penxu €K3eMa, epHUTEMa, aHTHOeEM
obpus {BKMOUMTENHO C
JIETANEH H3XOA),
JIeKapcTBeH oOpHB,
TOKCHYEH KOEH OOpHB,
__YpTHKapus
Msoro aHTHOCIEM, €PHTEMA
penKH MYNTHGOPME, YPTHKApHA,
ekcOIHATHBEH NEPMATHT,
CHHIApPOM Ha Stevens-
Johnson,
GOTOUYBCTBHTENHOCT
C TOKCHYHA EMHACPMATHA
HEU3BECTHA HEeKpONHsa
4eCcToTa

Hapyuienun na MyckyaHo-cKeAemuama CUCMeMa i CoeOUHUMERHAMAa NTyKaH

Yectn MOAYBaHe Ha IJIeIeHHTe
Heuectu apTpairki, MyCKYTHH

cnasMH (KpaMIH B

Kpakata), MUaNrHa
Penxs 6onka B repba, 6onkH | GoNKa B CyXoXuIMe

B Kpaitaunure (Gonku

B KpaKaTa)

(nopoOHK Ha TEHAMHHAT
CHMIITOMH)




Hapywenua na Golpeyume u nuKodRume mwomuia
Heuectn 610peuHo yepexcaaHe, HApYLICHHE Ha YPRHHPAHETO,
BIJIIOYHTETHO OCTpa YECTO YpPHHMpaHe
On0peuHa
HEJNOCTATBYHOCT
Peaxn HOIIHO YPHHHPAHE
Hapywenua na ev3npouseodumeanama cucmemda u zspoama
Heuectu epeKTHIHA THHEKOMACTHA
AuchyHKUAS
Obugu HapyuieHUR 3 eheKmil HA MACMOMO HA NPRAONCEHUE
Yectn nepudepeH eaeM
Heuectn ACTeHHA, TPBAHA Gonka
Gonka, ymMopa, enem
Pemxn HEpa3NOIoKEHHE rpunonoaobHo
saGonsBaxe
Hacnedeanusn
Heuectn NOBHILIEHY HUBA Ha NOBULIEHH HHBA HA MOBKLIEHO TETCCHO TETNO,
4epHOApoGHHTE KpPeaTHHHH B KpPEBTa MOHHEHO TEIECHO TEerNno
€H3UMH
Peakn yBEIHuYeHa NOBHLIEHH HUBA Ha
KOHLEHTpatH Ha kpeatuH $pocdhoknHaza B
TIHKOYHA KHCENHHA KphLBTa, MOHWKEHH HUBA
B KPBETA Ha XeMOrnoOHH

: Hexxenanara peakuus Moxe Aa ObJe OTKPHTA CNy4aiiHO MITH Ja € Bb3HHKHANA B Pe3yTar Ha
HEH3BECTEH A0 MOMEHTA MEXaHHIBEM

: B noeeuero cnyvau naronorHuHa HepHOApotHa QYHKLUHA/MepHOAPOGHH HapyINEHMUS,
YCTAHOBEHH IIPH [IOCTMAPKETHHTOBHSA OITHT C TEJIMHCAPTAH, BPEIHUKHAIM IIPH AMOHCKH MAMEHTH.
Te3u HeXkeNaHy eKapCTBEeHH PEaklMH € II0-BEpPOATHO 1a Ph3HUKHAT MPH AMOHCKH Hal(MeHTH.

: OT NOCTMAPKETHHIOBHA OIIHT C TEJIMHCAPTAH HMa CHOOIIEHH CyYaH Ha WHTEPCTHIHATHH
6enonpobru HonectH (Hal-4ecTO HHTEPCTHIHMATHA M €03UHOGIIIHA THEBMOHHA)

OnncanHe Ha n30paHH HeXETaHKH PEaKUHK:

HHTecTHHANEH aKTHOEIEM
Cro0ienH ca ciiydad Ha HHTECTHHAIEH aHTHoeaeM ciien ynotpeba Ha aHrnotensuH Il peuenTopHy

6nokepH (Bx. Touka 4.4).

Crobmanane Ha MOAO3HPAHH HEXENAHH PEaKIHH
Cro0maBaHeTo Ha MOAO3HPAHH HexeNaHH peakLlMH clel] paspellaBaHe 3a yrnoTpeda Ha NekapcTBEHHA

NponyKT e BaxkHO. ToBa no3sonABa Oa NPONBKH HAGNIOAEHNeTO Ha CHOTHOMEHHETO NMOI3a/pHCK 3a
NEKAPCTBEHHA MpoaykT. OT MEIULIMHCKUTE CNELHANHCTH ¢ H3HCKBA Aa CHODILABAT BeAKa
NIOA03HpaHa HeXeNlaHa peakuus ypes

H3menHUTENHA areHUHA 110 AckapeTBaTa

va. ,Jdaman I'pyes” Ne 8

1303 Codusa

Ten.: +35 928903417

yeOcaiT: www.bda.bg

4.9 Hpeno3npane

CuMnToMu
TpH3HALNTE H CHMIITOMKTE 32 MPEIC3IHPAHE Ce OYaKBa Ja ce NPOARAT Mo dopmara Ha 3
tapmakonoruysu edexry. Hali-ABHUTE NPOARIEHHA HA NPENO3MPaHE € TEIMHCAPT
OBIAT XWIIOTOHUA H TAXHKAPAHA; HMa ChoOLIeHnx H 3a OpaauKkapani, 3aMasHOCT,
HHBATa HA CEPYMHKA KPEaTHHHH, TeXxko 6L0peuHo yBpexkaane.




INpeno3npateTo ¢ aMAOAUNHH MOME [a UMa KATO pe3yNTar TBEPAE BHCOKa nepudepHa
BA3OAWIATALMA, KAKTO H penekcHa Taxukapaua. Crobinaga ce ChbUI0 33 H3ABEHa H BEPOATHO
NIpOABIDKHTENHA CUCTEMHA XHIIOTEHIHA, KOATO Ja NPEMHHE B WOK, BINTIOYHTENHO LIOK, 3aBbPLIBaIL]
CBC CMBEPT.

HexapnuoreHeH GenoxpofeH OToK c¢ ¢hoOIIABa PAAKO KATO [IOCIeIHUA OT NPeao3HpaHe

¢ aMIIOMNIMH, KOWTO MOXKe [Ia ce MpoABH ¢be 3a6aBeHo Hagano Ha edexta (24-48 yaca cnen
TNIOrNBIIAHE) H Ja H3HCKBA W3KYCTBEHA BeHTIUIALMA. PaHHUTEe peaHMalHOHHH MEPKH (BKIIOYHTETHO
HATOBAPRAHE C TEHUHOCTH) 33 MOLIAbPkaHE Ha nepdy3naTa U cbpAcYHUA AcOHT MoraT Aa ObJaT
ycxopspaiu $akTopH.

Jleuenue

MauwentsT Tpadea na 6ba¢ BEEMaTenHo HaGmoapaH, a ieueHHeTo Tpa0Ba Aa € CUMNTOMAaTHYHO |
noaaspxailo, Cxemara 3a JiedeHue 3aBUCH OT BPEMETO 0T MOMEHTA Ha NOCABLIAHE, KAKTO K OT
TexECTTa Ha CUMITOMUTE, [IpeanaraHATe MepKY BKITFOYBAT TpeIH3BUKEAHE Ha TIOBPBINAHE W/HITH
naBaXk Ha cTOMaxa. B clyvau Ha mpemo3upaHe, KaKTO HA TEIMHCAPTAH, TaKa H HA AMIIOIHITHH, KaTO
CPEACTBO MOJKE JIa Ce M3MON3Ba H AKTHEEH BBIJICH.

HuBarta Ha cepyMHHTE €I¢KTPONUTY M KpeaTHHHHA Tpabpa ma 6baat n3Meppany Yecto. [pu Hamuuue
Ha XHMOTeH3MsA, DALUMEHTHT TpPAGBEa Aa Ce MOCTABH JIETHAA HO IPE0 H ¢ MOBAMTHATH KpalfHHLM, KaTo
yecTo My ObJe npunaraio 6bp30 BIHBAKE Ha COAM U obeMo3zaMecTHTeny, TpaGBa na ce 3amoyHe
NMoanbpKALIO JICYCHHE. I’Impaaenoauo BIIHBAHC HA KANIIHEB NMKOKOHAT MOXKE Oa 6’1:,116 etbexmsﬂo 3a
OpeonoNABaHe Ha edekta Ha OokUpaHe Ha KANLHEBUTE KaHATH.

B HAKOM Cyyad MOXe [a € OT 110/133 A3 Ce HANpaBH NpOMUBKA Ha cToMaxa. IIpu 3apasu po6poBonLH
NPHIOKEHHETO HA aKTHBEH BREMCH M0 2 yaca cJiel NPHIokKeHHe Ha 10 mg aMNonuNMH noKa3sa
HaMaJIABaHE Ha CKOPOCTTA Ha aGcopbumA Ha aMJIOAMNMHE. AMIIOIHMITHH HE C& HHATH3HPA, 3
TeIMHCAPTAH He CE OTCTPAHABA OT KPbBTA 4pe3 XeMO(MITPALMA H HE C& AHANH3HpA.

5.  ®APMAKOJIOTHYHH CBOHCTBA
5.1 @apMakoaAHMHAMHYHH CBOicTBA

DapMakoTepaneBTHyHa rpyna: Cpencrsa, AeficTBAllH HA pEHHH-AHTHOTEH3HHOBATA CHCTEMA,
6nokepu Ha aurnorensus 1l peuentopu (ARBs) 1 GnoKepu Ha KaaUHEBHTE KaHAIH;
ATC koa: CO9DBO4,

TenmucapTaH/aMIOIMIKMH CHYETABA JBE¢ AHTHXHIIEPTCH3UBHE CHCTABKH ¢ JONBIBAIIM CE& MEXaHH3MHU
Ha JelfCTBHE 3a KOHTPONHpPaHe Ha KPEBHOTO HAIIATAHE MPH MaUHeHTH C eCeHLUHANHa XUIIePTEH3HA:
anruotensut I penenropeH Gnokep, TENMHUCAPTaH, H JUXHAPONHPHAMHOB GlIOKEp Ha KANLHEeBHTE
KaHaIK, aMIOAHIIHH.

Kom6HHALHATA OT TE3M BELIECTBA HMa aINTHBEH aHTHXHIIEPTEH3NBEH edeKT, NORIDKaBall KPLBHOTO
HaJIATaHe B MI0-TONAMA CTENeH, OTKOJIKOTO BCEKH KOMIIOHEHT TI0€IHHHYHO,

[IpHeMaHeTo Ha TeIMHCAPTAH/aMIIOANITHH BEIHbBXK AHEBHO epeKTHBHO 1 TpaliHO MOHKKABA KPBBHOTO
HaJIATaHe 3a Ueaus 24-4acoB NepHop Ha JekCTBHE Ha NEKapCTBEHATa J03a.

Tenmuncapran
TenMucapTaH € aKTHBEH MPH NEPOpaNied IpHEM H ¢ crielnguueH aurHoTeH3HH I perlentopeH Gnokep

(tun AT1). TenMucaprad H3MECTRa C MHOTO rofiAM apuHHTeT aHrHoTen3uH I oT cneunguIHATE MY
MECTa 3a CBBbP3BaHe KM pelientopa oT cybTun AT, koifTo e oTroBopeH 3a aelicTBHeTO Ha
anrvoreHsuH 1. Tenmucaprad He NOKa3Ba HHKAKBA aKTHRHOCT Ha naplivaneH aroHHcTHa AT -
peuernrropa, TenMucapTaH ce CBbp3Ba CeNEKTHBHO kbM AT1 — penentopa, KaTo cBBP3BAHETO €
Tpatiio. Tenmucaprad He moxasea adUHUTET KEM APYTH PELENTOPH, BKIIOYHTENHO AT2 H Apyrd no-
cnabo npoyvedn AT- peuerrropi. OyHKUMOHANHATA POJA Ha TE3H PELISITOPH € HEM3BECTHA, KaKTO 1
eeKTBT Ha BB3MOXKHATA HM CBPBXCTHMYJIALMA OT aHTHOTEH3HH [, YHHTO HHBA Ce OBHILAB
TenMHcapTaHd. TenMucapTad HaMansea NJIA3MEHHTe KOHUSHTPALHH Ha alAOCTEPOH. Te
HHxHOHpa YOBEUIKHAT ILTA3MEH peHHH W He ONOKHpa HoHHKTe KaHATH, TelMucapTaH




AHTHOTCHIHH-KOHBEPTHPALINA eH3UM (knHuHaza [I), koliTo pasrpaskaa u 6paauKHHUH. 3aTOBA HE ce
0YaKBa 3aCHIBaHe HA OMOCPEOCTBAHMTE OT OpanHkHHHH HEXKeNaHU NEKApCTBEHH PEakiHH,

Tpn yoBeka, xo3a o1 80 Mg TEAMUCAPTAH NOYTH H3LLUIC NOTHCKE NPENU3BHKAHOTO OT aHrHoTeH3HH 11
MOBUIIEHHE HA KPBBHOTO HanAraHe. EQexTsT Ha MOTHCKAHE MPOIBIKABa 24 4aca ¥ € H3MEPHM 30
48 yaca.

Cnen nbpeaTa 1o3a TeNMHCAPTaH, AHTHXMIIEPTEH3UBHATA AKTHBHOCT IUIABHO 3aM0YBa 1A Ce NpoiBABa
cned oxoso 3 yaca. MakCHMATHOTO MOHMKEHUE HA KPBBHOTO HaJIAraHe ce MocTHra B o6 cryyai
32 4 no § ceAMMIM cien 3aN0MBAHETO HA ISHEHHETO, H C& MOATELPIKA IO BpEMe Ha LISTHA NIEPHON Ha
JEYeHHe,

AHTHXHIEPTEH3UBHHUAT edieKT Ce MOAABPXA B TeYeHHE HA 24 uaca crej npHeMaHe W BKITIO4Ba
floceHuTe 4 Haca npedy cleApaliaTa 103a, KOETo C& YCTaHOBABA Ype3 U3MEPBaHe HA KPLBHOTO
HansraHe p aMGynaTopHH ycnoBua. ToBa ce NOTBBPXKIABA 0T CHOTHOIUEHHATA HA ITHKOBETE, KOMTO ¢a
HaeHTH4YHH HaA 80 % cnen npuematne Ha qo3u ot 40 1 80 mg TenMucapTaH B wianeGo-KOHTPONHpaHH
KIMHHAYHH MAIHTBAHKA. Y CTaHOBABA ce 3abenexyMa TEeHREHUMA KbM 3aBHCHMOCT Ha J103aTa OT
BPEMETO 32 BbICTAHOBABAHE HA HAYATHOTO CHCTONHYHO KPBBHO HanAraHe .B TO3H CMUCE] JaHHHTE
OTHOCHO JHACTOJIKYHOTO KPBBHO HANATAHE €A NPOTHBODEUMBH.

MNp# nanyeHTH ¢ XHNEPTOHHA, TEIMUCAPTAH PEAYLUHPA CHCTONHYHOTO H JHACTONHYHOTO KPBBHO
Hanarase, 6e3 na sacara yecrorara Ha chpueldueHe. [IpHHOCBT HA yHPETHYHHMA H HATPHYPETHUHHA
edekT Ha NekapcTBEHMS MPOAYKT KbM HEFOBATA XHIOTCH3HBHA AKTHBHOCT € B IIPOLIEC Ha
YCTaHOBABaHE. AHTUXUNEPTEHIHBHATA e MKACHOCT Ha TEIMHCAPTAH € CpaBHUMA C Ta3H Ha
BELIECTBATa OT APYrH KNacoBe aHTHXHICPTEH3MBHH JICKAPCTBEHH NPOAYKTH (KOETO & AOKA3aHO B
KITHHHYHY H3MTHTBAHMA, KBAETO ePEKTHBHOCTTE Ha TCIMHCAPTAH € CPABHEHA ¢ TA3H Ha aMJIOAHIIHH,
ATEHOJION, EHAIANIPHN, XHAPOXJIOPTHAZMU, ¥ TM3HHOTIPHN ).

an BHE3aIMHO NIPCKBCBAHE HA JICYCHHETO ¢ TCNIMHCAPTaH, B pPAMKHTE Ha HAKOJKO AHH KPBBHOTO
HanaraHe NOCTECNCHHO CC BH3CTAHOBABA 0 MEPBOHAYAIHHTE NMapaMeTPH OTNPEAH 3all0YBaHETO HA
NIEYEHHETO, KATO HE € J0Ka3aHO BL306HOBARaHE Ha XHOEPTCH3UATA.

YecToTata Ha CyXa KalUTHLUA € 3HAYHTCAHO [MO-HACKA NPH MAalHeHTHTS, NICKYBAHH ¢ TEIMHCAPTaH,
OTKONKOTO MPH TE3H, KOKTO Ca JICKYBAHH C HHXHﬁWI‘OpH Ha aHMHOTCH3HH-KOHBEPTHPALIHTE CHIUMH,
KOE€TO C¢ yCTaHOBABA B KIHHHYHH H3NHTBaHHKA, AUPCKTHO CpaBHABALlY IBaTa THIA
AHTHXHIIEPTEHINBHO JICYCHHE.

JiBe ToneMy paHAOMHIHPAHN KOHTpondpaHy npoyieaHus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texymo rano6anno uanireaHe 3a
KpafiH{ TOMKH Ha TEJIMHCApTaH, CAMOCTOATENHO H B KoMOMHauua ¢ pamunpun) H VA NEPHRON-D
(KnunmyHo npoydsane CEBP3aHO ¢ PasBHTHE Ha HedponaTHA npH aualeT, NPOBEAEHO OT
MHHHCTEPCTBO MO BBIIPOCHTE Ha BETEPAHUTE) — NIpoyUBaT yrnorpebara Ha koMOuHauuATa 0T ACE
HHXHOHTOD H aHrHoTeH3HH II-peuenTopen Gioxep.

ONTARGET e npoyusaHe, NPOBEACHO NPH NALHEHTH C AHAMHE3A 32 CHPAEYHO-CHI0BA HITH
MO3BYHOCHA0BA H0TecT, WK 3axapeH nualeT THN 2, IpuIpyKeHH ¢ TaHHH 34 YBPEXIaHe Ha
eexTopuu opranu. VA NEPHRON-D e npoy'BaHe rpH nauueHTH Ch¢ 3axaped quaber Tun 2 1
IuaberHa Hedponarus.

Te3u npoy4BaHHA He NOKA3BAT 3HA4YMM OnaronpuaTeH edexT BepXy GOpeYHHTE WHIM CHpPAEHHO-
CBIOBUTE NOCHERAHIH H CMBPTHOCT, KATO CHIIEBPEMEHHO ¢a HabnomaBaHN NOBMIUEH PUCK
OTXHNEPKANHEMHS, OCTPO YBpexaaHe Ha Op0pelnTe WM XHMOTOHHA B CPABHEHHE ©
MoHoTepanisTa.Karo ce MMaT npesBua cxoaHHTE HM dapMakodMHAMUYHH CBOFICTBA, TE3H PE3yNTATH
ca npunoxumu 1 3a npyru ACE unxuGHuropH ¥ aHrnoren3uH lI-penenropun 6nokeps.

ACE unxuburopu M anruoteHsut ll-penerrropHu 6nokepH creaoBaTenHo He Tpa0Ba fa ce H3I0JI3Bart

€[HOBPEMEHHO MMPH MalMeHTH ¢ nuabeTHa HedponaTns. ﬁﬁ@
S %

ALTITUDE (KnusnuHO npoy4BaHe NPOBEIEHO ¢ ANMMCKHPEH NPH MALMEHTH CbC
THI 2 C U3MON3BAHE HA CHPAEYHO-CHAOBH ¥ OBOpevHH 3abonnBaHKA KaTo KpaiiH




ApoyBaHe, MpeTHA3HAYEHO Ja M3CJEBa ION3aTa OT J00aBAHETO Ha ANHCKHUPEH KBM CTaHNAPTHA
tepanua ¢ ACE HHXMOGHTOD WM aHTrHOTeH3HH [I-pelienTopeH OMokep NpH NalMeHTH CLC 3aXapeH
nuaber THR 2 1 XpoHHYHO GbGpedHo 3a60naBaHe, ChpAEYHO-CHAOBO 3a00NABAHE W H IBETE.
[TpoyvuBaHeTo ¢ NMpeKpaTeHo NpeXIeBPeMEHHO NOpaay NOBHLUEH PHCK 0T HEGaaronpuATHH
nocneaui. Kakro chpaedHo-cHAOBaTa CMBPT, TAKA H HHCYNTHT Ca NO-4eCTH B rPyMNaTa Ha
ANHCKUPEH, OTKOMIKOTO B rpynara Ha IuiaieGo, a NpeacTaRnABaIlMTe UHTEPEC HeXeTaHH ChOHTHA 1
CEePHO3HH HEeXeNaHn chOMTHA (XUnepKkanueMus, XUNOTOHHA ¥ O1OpedHa qucdyHKUHA) ce chobuiasat
MO-4ECTO B [PYIATA HA ANHCKHPEH, 0TKOIKOTO B rpynara Ha nnaueo.

AMIONHIHA

AMJIOAMTIHH € HHXHOHUTOP Ha UHOIYKCa HA KaNUMeBHTe HOHM OT TUXUIPONMPHIHHOBATA Ipyna
(6noxep Ha GaBHHMTE KAHAH WIH AHTArOHUCT HA KaNUMeBHTE HoHN) B HHXUOUpa TpaHcMeMOBpaHHHs
uhdayke HA KaNUHeBH HOHU B MNIAJKHTE MYCKYJIH Ha CBPHETO W KPLBOHOCHHUTE CBIOBE. MeXaHH3MbT
Ha aHTHXMNEPTEH3IUBHOTO AeicTBHE Ha aMIIOAHITHH € OCHOBAHO HA AHPEKTEH eeKT Ha OTIMYCKAHe Ha
rIaJKUTe MYCKY/TH Ha KDbBOHOCHHTE CBAOBE, KOETO BOJM O HAMANABaHE Ha NepudepHaTa ChA0Ba
PE3HCTEHTHOCT M, CLOTBETHO, HAa KPBBHOTO HanAraHe, EkcnepHMeHTaANHUTE AaHHH MTOKa3BarT, 4e
aMIOOMIKH CS CBBP3BA C AVXHAPOMHPUIHHOBH H HE-IUXHAPONHPHANWHOBH JIOKYCH HA CBBP3BaHe.
AMIIOIHITHH € ¢ OTHOCHTEIIHO CBIOBO-CENEKTHBEH e(heKT, C NO-roNAM edeKT PBpXY
rIaAKOMYCKYJIHHTE KIEeTKH Ha ChAOBETE, OTKONKOTO BEPXY KIETKHTE HA ChPASUHHA MYCKYJI.

[1px MaLMENTH ¢ XHIIePTEH3HA, MPHEMAHETO BENHEX JHEBHO OCHIYPABa KIHHHYHO 3HAYHMO
NOHHKEHHE HAa KPBBHOTO HAIATAHE B JIETHAIO H H3NPAaBEHO NOMOKEHHE, B POABIKCHHE HA Lienus
24-yacoe neproa. Ilopagyu GaBHOTO 3aMoYBaHe Ha 1eficTBHETO, OCTPATA XHITOTOHHA HE € HacT 0T
edexTa Ha NpHEMaHe Ha AMNOAHITHH,

Ipu naunerTH ¢ XHNEpTeH3KA U HopMaHa OsOpeyHa QYHKLMA, IeKapCTBEHUTE JO3H aMIOAHIIHK HMa
KaTo pe3yNTaT HaMalABaHe HA Pe3HCTEHTHOCTTA Ha ChAOBETE Ha Gp0penuTe ¥ yBeNHYeHHe Ha HHBOTO
Ha rnoMepynHa GUATpalm, Kakro U edekTHBeH oTTok Ha 656peuHaTa mnama, 6e3 npoMAHa Ha
dwrrpannuoHHarTa GpakLUnA UITH MPOTERHYPHS.

AMNOIMMHH HE CE ACOLMHPA ¢ HUKAKBH HEXKENIAHH MeTAGONMTHH PEaKLMH HIH MPOMEHH B
IU1a3MEHHTE TUIHAHK U € MOOXO/ALN 3a ynoTpeGa OT MaluMeHTH ¢ acTMa, JuaGeT u moparpa.

Ynorpeba npy NaLKHEHTH Cb¢ ChpASYHA HEIOCTATBYHOCT

BasupaHnTe Ha XeMOIHHAMHYHH NPOY4BAHHA H TIPOABH KOHTPONHPAHH KITHHHYHH HANHTBAHUA TIPH
MAalHEHTH CBC ChPACYHA HeRocTaThuHOCT 0T NYHA knac [I-IV ca nokaszanu, 4e aMnoQHnHH He €
JOBeN 10 KJIHHUYHO BIOIIABAHE, KAKTO € YCTAHOBEHO 0T AOITyCTHMHTE OTKJIOHEHHR Ha Pe3yNTaTHTE,
H3ITAACKAaHOTO KONHYECTBO KPEB OT N4BAaTa ChpACHHA KaMepa H KITHHHYHATA CHMNTOMAaTONIOTUA.

IMnauebo-koHTponHpaHo npoyypate (PRAISE) npeanasHaueHo 3a HicneAbaHe HA NALHEHTH CBC
cbpaeyHa HenocrarbuHocT 0T NYHA Class III-1V, konro npuemar DurokcuH, auyperuun 1 ACE
HHXHOMTOpPH, € NOKa3aio, Ye aMJIOIHNHH HE AOBEX A IO NOBHUIABAHE HA PHCKA OT CMBPTHOCT WIH
KOMOHHHPAHK CMBPTHOCT H 3a00/ICBAEMOCT ChC ChPIeYHA HEAOCTATHHHOCT.

Ipu npocnensBaio, ILIrOCPOUHE, Mnanebo koHTponupano winuTeaHe (PRAISE-2) #a amnonanmx
MNPH NMaLHEHTH CBC ChpledHa HepocTaThaHOCT or NYHA III n IV, Ge3 KIHHHYHH CHMITTOMH HITH C
HaXO[KH, MpeIonarallid OCHOBHO HCXeMHYHO 3abonaBaHe, KOHTO NpHeMaT noctoaHHH A03u ACE
HHXHOHTOPH, AUTHTANHC, H JHYPETHLM, € YCTAHOBEHO 4¢ aMIIOANITHH HAMa edexr npH obumara
CMBPTHOCT, BCIISICTBHE HA ChPOSHHO-ChAOBH MpodlieMH. B criuara nomynanys, aMnoauIIHH ce
CBBP3Ba ¢ MoBHIIEH Gpoit croliueHns 3a GenoxpobeH eaem.

TenMucapTan/AMIORHIHH
B 8-cenMuyHO, MHOIOLIEHTPORO, PAHAOMU3UPAHO, ABOHHOCIANO, INAUECO0-KOHTPONHPAHO, ©

napanenHy rpynu $aKTopUaaHo Npoy4eaHe B 1461 malMeHTH ¢ 1eka A0 TexKa XHIT
{ycpeaHeHO AHACTONMYHO KPBBHO Handarane ot >95 no <119 mm Hg), neuenuero
Ino3oBa koMOHHauna TenMucapran/aMnOAMNHE HMa 3a pe3y.NTAT 3HAYHTENHO I




Ha DHACTONMYHOTO H CHCTOMMYHOTO KPBBHO HAIATAHE M NMO-BHCOKH HHBA HA KOHTPOJ, B CPABHEHHE
ChC CHOTBCTHHTC MOHOTEPANKYH.

TenaMucapTaH/aMROAMMHUH [I0KA3Ba JO30BO3ABHCHMH MOHWKEHHA HA CHCTOTMYMHOTO/AHACTOMHYHOTO
KPBBHO HansraHe B paMKuTe Ha 00xpaTa Ha nedebHara nosa ot -21,8/-16,5 mm Hg

(40 mg/5 mg), -22,1/-18,2 mm Hg (80 mg/5 mg), -24,7/-20,2 mm Hg (40 mg/10 mg)

H -26,4/-20,1 mm Hg (80 mg/10 mg). [ToHmwkeHHETO HA NHACTONHYHOTO KPBBHO Hasrade <90 mm Hg
¢ oTuereHo nipu 71,6 %, 74,8 %, 82,1 %, 85,3 % oT naumMeHTHTE, pecneKTHBHO. CToHHOCTHTE ca
KODHTHpaHH 3a HAYaNoTo Ha IEYEHHETO U CTPAHATA Ha MPOBEXIAHE.

lonAMa HacT OT aHTUXUITEPTEHIUBHUA €EKT C¢ FOCTHIA B PAMKKTE HA 2 CeIMMHLIH clied 3al0YyBane Ha
nedendero. B noarpyna or 1050 naumeHTH © yMepeHa 0 TeKKa XHIEPTEHIHA (IHACTOMMYHO KPBBHO
Hanarane, JIKH>100 mm Hg), 32,7 — 51,8 % ca noRnusABaT B 3a00BONMTENHA CTENEH NPH
MOHOTEPpaIHA KaKTO OT TEIMUCAPTAaH Taka U OT aMIoAHNHH, HabmonaBanuTe cpeIH MPOMEHH B
CHCTONHYHOTO/INACTONHYHOTO KPBBHO HANAraHe ¢ KOMOHHHPAHO JNeYeHHe ¢ aMIOIUIHH 5 mg
(-22,2/-17,2 mm Hg, ¢ 40 mg/5 mg; -22,5/-19,1 mm Hg, ¢ 80 mg/5 mg) ca cpaBHHMH WIH MO-BHCOKH
OT Te3d, HabmonapanH ¢ amnogunuu 10 mg { -21,0/-17,6 mm Hg) u ca cBBp3aHy ¢bC 3HAYHTENHO I10-
HUCKH HMBa Ha exema (1,4 % ¢ 40 mg/5 mg; 0,5 % c 80 mg/5 mg; 17,6 % ¢ amnoaunud 10 mg).

AMOYNaTOpPHO ABTOMATHYHO M3MEPBAHE Ha KpEBHOTO Hanarade (AAWKH), u3pnplileHo npH rpyna ot
562 nanueHTH € IOTBbPIWIO PE3yATATHTE HaOMI0AABAHHA NPH NOHHKABAHHATA HA CUCTONMHYHOTO H
JHACTOJHYHOTO KPBBHO HalAraHe B KJIIMHHYHH YCIOBUA, 10 BpeMe Ha LieHA 24-4acoB NEPHOL Ha
no3vpaHe,

B 1pyro MHOTFOLEHTPORO, PAHOOMH3HPAHO, IBOWHOCIAINC, AKTHBHO KOHTPOIHPAHO, apajieHo
rpynoBo npoyusake, Ha 06mo 1097 maiMeHTH ¢ neKa Jo TeXKa XMNEPTEH3NA, KOUTO He 2 aJeKBaTHO
KOHTPOJIHPAHH C aMJIOAHNHH 5 mg, € IpHAarad TeAMHcapTan/aMnoaunnH (40 mg/5 mg unu

80 mg/5 mg) wmu camo amnoaunuH (5 mg unu 10 mg). Cnex 8 ceIMHLIH Ha JIeYEHHE, PE3yJITATET OT
BCAKA 0T KOMOMHALMHTE CTATHCTHYECKH € 3HAYMTENHO No-eheKTHBHA OT MOHOTEPAIMATA ¢
aMJIOAMTIHH, KOETO Ce H3pa3ABa B NOHHXEHO CHCTO/IMYHO M JHACTONHYHO KPBEHO HANATAHE
(-13,6/-9,4 mm Hg, -15,0/-10,6 mm Hg cb¢ croTBetHO 40 mg/5 mg, 80 mg/5 mg

cnpamo -6,2/ -5,7 mm Hg, -11,1/ -8,0 mm Hg ¢ aMnogunuH 5 mg 1 10 mg. YeraHoBeHH ca H 110-
BHCOKH KOHTPOJIHY NHACTOJHYHH HAUIATaHHWA, B CpaBHEHUE CBC CHOTBETHHUTE PEXKHMH Ha
MoHoTeparnua (56,7 %, 63,8 % ¢ 40 mg/5 mg 1 80 mg/5 mg cnpamo 42 %, 56,7 % c aMnogUNHH 5 mg
u 10 mg). ITponieHTHTE 3a NoABA Ha eAeMa ca OKIH 3HAYHTENHO No-HUCKH ¢ 40 mg/5 mg u 80 mg/5 mg
B cpaBHeHHe ¢ amnoaunuH 10 mg (4,4 % cnpamo 24,9 %, pecneKTHBHO).

B Apyro MHOTOLEHTPORO, PAaHIOMH3HPAHO, IBOMHOCIANG, AKTHBHO KOHTPOMUPAHO, TAPANEITHO-
rpymnoBo npoyysaHe, Ha o010 947 malMeHTH ¢ JIeKa 00 TEKKA XHINEPTEH3HA, KOHTO HE ca aJeKBaTHO
KOHTPONHpaHH ¢ aMnoaunyH 10 mg, e npunarad Tenmucaprad/aMnoaunid (40 mg/10 mg wiu

80 mg/10 mg) wu camo amnoaunuH (10 mg). Cnen 8 cenMuuK Ha NeUeHAE, BCAKO OT KOMOHHHpaHUTE
JIE4eHAA CTATHCTHYECKH € 3HAUNTENHO No-e(peKTUBHO OT MOHOTEPANHATA C AMITOJHITHH IIPH
HaMaNABaHeTO HA IHACTOMMYHOTO U CHCTONIHYHOTO KPBEBHO HANATaHe

(-11,1/-9,2 mm Hg, -11,3/-9,3 mm Hg ¢ 40 mg/10 mg, 80 mg/10 mg cnpamo -7,4/-6,5 mm Hg ¢
amtoaunuH 10 mg) 1 e yeTaHoBeHa 10- BUCOKA CTENEH Ha HOPMATM3HPAHE HA ANACTONMYHOTO KPBBHO
HAJATaHe B CpaBHeHHe ¢ MOHOTepamuaTa (63,7 %, 66,5 % c 40 mg/10 mg, 80 mg/10 mg cnpamo

51,1 % ¢ amnozunay 10 mg.).

B ABe oTBOpEHH NPOALIDKHTENHH MOCNEI0BATENHH NPOYYBAHHA NPOBESACHH 3a IEPHON OT HAX

6 mecena, eeKTET Ha TEIMHCAPTAH/AMIIONUNHE € NPOAB/DKII Ja Tpae U cllie]l 3aBLplOBaHe Ha
H3anuTBaHeTo. OCBeH TOB4, € YCTAHOBCHO, Y€ IIPH HAKOH NALHEHTH, KOUTO He C¢ TIOBJIHABAT B
JOCTATBYHA CTENEH OT TeNMMHcapTan/aMnognmuH 40 mg/10 mg, e HaJTMLE AOTBEIHHTETHO MOHMKEHHE
Ha KPBBHOTO HalsAraHe, cel MOBAIIABAHE Ha ICKAPCTBSHATA 034 Ype3 TUTPHpaHe 00
TenMHcapTal/aMnoannuH 80 mg/10 mg.

O6mara 4ecToTa Ha HEXENaHH PEaKIMY C TE/IMHCAPTAH/aMIOAWNHH B POTpaMara 3a
H3NHTBaHe € O1Na NoHWKeHa npH camo 12,7 % oT MalMeHTHTE HA NTeueHHE, NPH KOH
HexenaHu peaxiud. Hali-uecTHTe Hesxenanu peakiuu ca Gunu nepudepHa eneMa u Rakiig




TouKa 4.8). CroblueHuTe HeXENaHUTE peakiliy CBBMAJAT ¢ OYAKBAHHTE PEAKLIMH OT [IpoQUIHTE 32
6e30MacHOCT HAa KOMITOHEHTHTE TEIMUCAPTaH H aMaoaunud. He ca HabnrogasaHu HOBH HITH MO-
CEPHO3HH HeXeNaHH peakiky. CBBp3aHHTe C eaeMa peakuuH (neprdepHa eaeMa, reHepaln3Hpana
efleMd M €eMa) ¢a 0YaKBaHO NO-HHCKH [IPH NTALMeHTHTe, KOUTO NpHeMar TelIMUCapTaH/aMNoJHITHH 2,
B CpaBHEHHE C TE3Y, KOHTO Nony4yaear amnofunuH 10 mg. Bws gakTopranHe HINHTBAHe IPOUEHTHTE
¢ eaema ca 1,3% c TenMucapran/amnoaundd 40 mg/5 mg u 80 mg/5 mg, 8,8 % ¢
Tenmucaprad/amnoaumas 40 mg/10 mg u 80 mg/10 mg, u 18,4% ¢ amnonunmus 10 mg. Ipu
NALMEHTHTE, HEMORMTUABALIM CE OT aMNOJUNKH 5 mg HHBATA Ha efema ca 4,4 % 3a 40 mg/5S mgu

80 mg/5 mg u 24,9 % 3a 10 mg.

AHTHXHIIEPTEH3UBHHAT eEKT Ha TEJIMHCAPTAH/aMITOHNNH € eNHAKLB, HE3aBUCHMO OT BB3PACT H
ION, H € €IHAKDLB NPH NALUEHTH ¢bC WK Ge3 nualer.

TenMucapraH/aMInoOAHINR HE € MPOYUEH MPH IPyNa NAUMEHTH, OCBEH Ta3H ¢ XHIIEPTEH3NA.
TenMucapTaH e H3NUTAH B pAMKHTE HA FONAMO H3MHTBAHE Ha H3X0HA OT JIEUeHHEeTO MpH 25 620
TALMEHTH C BUCOK PHCK OT CHPACYHO-CBHAOBO 3afonasane (ONTARGET).

AMJIO,E[HHHH € W3MHTBAH NMpH NaHCHTH C XPOHHYHA crabunha aHrvuHa, Ba3oCcnaCcTH4Ha auriHa, 14
TaKHBa ¢ aHrEOrpadicKd JOKYMEHTHpAHO 3a00aBaHe Ha KOPOHADHATa apTepus.

[lepyaTpyuba MOy AALINA

Esponetickata areHUus no fexapcersata 0CBo0OXIaBa 0T 380 b/DKEHHETO 38 NIPeIOCTaRIHE Ha
pe3ynTaTHTe OT NPOYYBAHMATA ¢ TEIMHCAPTAH/AMIOUIIHH 2 BB BCHYKY NOATPYIH Ha
[eAAATPHYHATA MOMYJIALHA PH XHIIEPTEH3H. (BX. Touka 4.2 3a mHGopMaLua oTHOCHO ynoTpeba B
neaHaTpUATa),

52 @apMaKoKHHETHYHH CBOHCTBA

tbagmaxoxnaemxa Ha ghuxcugana'ra JO30Ba KOMOHHAIIHA

TIpoueHTsT U cTeneHTa Ha abcopOLUMA HA TeNMUCAPTAH/aMIIOAWITHH Ca EKBHBAJICHTHH Ha
OHOHATHYHOCTTA Ha TEIIMHCAPTAH H aMJIOAWITHH, NPHIaraHy KaTo oTAeNHH TabneTkH.

Abcopbius

AbcopbumaTa Ha TenMucapTaH € Oup3a, BENpekH Ye abcopbupanoro konuwecTso Bapupa. CpenHara
abcomoTHa GHOKANMYHOCT 3a TeaMHcapTaH e okono 50 %. Korato TenMucaprad ce npueMa ¢ XpaHa,
HAMAJIABAHETO Ha IUIOIITA TOA KPUBaTa HA CHOTHOLICHHETO [UIa3MeHa KoHueHTpauuz-speMe (AUC <)
Bapupa oT NpubnnsuTendo 6 % (nosa or 40 mg) ao npubnmantenHo 19 % (mo3a ot 160 mg). Ho 3
4aca cNeX NpHEM, MIa3MEHUTE KOHUEHTPALMH ca MOZ0o0HH, HE32BHCHMO JIR TEIMHCAPTaH Ce
npueMa cbe Hau Hes xpana.

Cnea nepopaiHO NpUIGKeHWE HA IEKAPCTBEHHTE A03H, aMNoaHIHH ce abcopbupa nobpe, ¢
MaKCHMAIHA KOHLEHTPAUHA B KPEBTA Mexay 6-12 vaca cnep npueMane. YcraHoBeHaTa abcolOTHA
6uonanuuHocT ¢ Mexay 64 n 80 %. BHOHaNMYHOCTTA Ha AMITQIKIIMH HE CE MOBNHABA OT [IPUEMAHETO
Ha XpaHa.

PasmpeneneHue

TenmucapTaH ce CBLP3BA BPBB BUCOKA CTeleH ¢ Ia3MeHHTe NpoTeHH (>99,5 %), 0cHOBHO anbyMHH U
anda-1 xkucenute rnukonporeHH. CpedHUAT cTallHOHApeH NpUBHIeH o0eM Ha pasnpeneneHne (Vi)
¢ npubnusuTendo 500 nurpa.

ObeMET Ha pasnpeqeTeHHe Ha aMIO0LHNIMH € npubnusutento 21 kg, Hu gumpo npoyysaHHATa
noka3isat, ye npubmisurenHe 97,5 % oT LHPKYNUpAWIWAT aM/IOAHITHH € CBBP3aH C IUIA3MEHHTE
[POTEHHH MPH NALHEHTHTE ¢ XHNEPTOHHA

BuorpancdopManns
TenMucaptaH ce MeTafonu3Hpa Ype3s KOHIrauUs KbM MNIOKYPOHHIA Ha OCHOBH
HabnopaBana ¢papMaKoIOrHYHa aKTHBHOCT MpH KOHIOrara.
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AMIONHIIHH ¢¢ MeTaGoMH3Mpa HIKNIOYHTENHO (IpuOau3nTenHo 90 %) ot HepHHuA Apo6 N0 HEaKTHBHH
MerabonuTi

EnumunupaHe
TenmucapTaH ce XapakTepH3Hpa ¢ ABYEKCIOHEHLHANHA KHHETHKA HA Pa3rpakiaHe, ¢ TEpMHHAICH

MONYKHBOT Ha efieMeHepane ot >20 yaca. Makcumansara raiMeHa KoHUeHTpamms (Cma) H, B MO-
MaJiKa cTereH, [U10mTa NoJ KpHBaTa “InasMeHa KoHueHTpauua-speme” (AUC), ce nosumaeat
HeNponopUHOHATHO Ha [03aTa. HAMA MoKa3aTeNIcTBO 32 KTHHHYKO3HAYHMOQ HATPYTIBaHE Ha
TE/IMHCAPTaH, PHET B NPENOPBYKTENHATA 2033, [Lna3MeHUTe KOHLUEHTPALMH Ca [I0-BHCOKH TIPH
WEHHTe, OTKOJKOTO MPH MbxKeTe, 63 Ja e HaTHie 3HAYMTENAO [OBJIHABAHE HA elMKAaCHOCTTA,

Crien nepopatHo (1 MHTPABEHO3HO) IPWIOKEHHE, TEIMHCAPTAH Ce OTOENs NOYTH H3UANO ¢ deleca,
OCHOBHO B HenpomeHeH Buh. KyMynaTHBHaTa ekcKpeuus upes ypuHarta € <] % ot go3ara. O6wuat
rwiasMeH KIHPBHC (Clio) € Brcok (mpubnusutenso 1 000 mli/min) B cpaBreHHe ¢ TO3H OT
4epHOIPoOHHSA kprBeH Tok (okono 1 500 ml/min).

ENHMHHApaHeTo Ha aMIOOHITHH Npe3 ITa3MaTa € AByQa30B0, C TEPMHHATICH NOTYKHBOT Ha
enUMUMHEpane npubnusuTentHo 30 no 50 yaca, IpH eAHOKpATHA JHEBHA 103a. CTAllMOHADHH IUIa3MEHH
HMBA C& JOCTHIAT CNel NMPOLBLKHTENHO NpIIokeHKe 3a 7-8 auu. 10 % ot amnogunus H 60 % ot
MeTalONIHTHTE Ha aMITOOHITHHA Ce OTHENAT B YPHHATA

JIuneiHoct/HenuHeHHOCT

He ce oyaxsa cnaboro noHmwxapaHe Ha AUC 3a TenMucapraH, Aa NOHMKH TepaneBTHYHATA MYy
eduxacHocT. Hama nuHEHHA 3aBUCUMOCT MEXAY JO3KTE U IIasMeHuTe Husa, [1pu no3u Hag 40 mg
Cmax H, B no-Manka crened, AUC ce NoBHIIaBaT HeMpPONOPIHMOHAITHO.

AMIOINNHH NOKAa3Ba MHHeHHa GapMakOKHHETHKA.

Ilenuatpuyxa nonynains (ee3pact nonl8 roxuHm)

Hsma nanny 3a GpapMaKoKHHETHKATA NPH NeAHaTPHHHATA NOMyaaum.

ITon
HaGniopapan ca pa3iMKH B IUIa3MeHHTE KOHLIEHTPAUMH Ha TEJIMHCAPTaH, ¢ 3- H 2- KPaTHO I1o-
BHCOKH Cmax H AUC, CBOTBETHO, IIPH KEHH, B CPaBHCHHE ¢ MBXKE,

Cmapyecka evipacm

PapMaKOKHHETHKATA Ha TEJIMHCApTaH He e Pa3nyyana Mpd MIANH NALWEHTH H NALHEHTH B
CTap4ecKa Bb3pacT.

BpeMeTo 3a JOCTUraHe Ha THKOBUTE MTA3MEHH KOHUEHTPALHHA aMAOJUITHH € NoH00HO [IPH HHAHBHIH
B CTAPYECKa BB3PacT H MK HHOKEMOH. [IpH mauueHTHTE B CTapUECKa BB3PacT, KIHPBHCET HA
aMJIOZWITHH HAMATABA, KOSTO HMa 3a pesynTar yeenuyasaHe Ha AUC H eTHMHHAIMOHHHA NOTYKHBOT.

bvbpeuno yapescoane

[Tpy naumenTH ¢ neka, 10 yMepeHa M TeXxKa cTencH Ha 6s6pevHo yBpexnaHe, ce Habmoaasa
YABOABAHE Ha IAA3MEHHTE KOHLEHTPAlliH Ha TenMucapTaH. Bee nak, npu nauueHTH ¢ 60peuto
YBpexAaHe, MOAN0XKEHH Ha [uann3a, c¢ HalmIOAaBAT o-HHCKY ILIa3MeHH KorLeHTpaund. [Tpu
nIalHeHTHTE ¢ 6B0pevHO yBpeXIaHe, TENMHUCAPTAH € BBB BHCOKA CTENEH CBbp3aH C TNa3MeHHTe
IpOTEHHH H He Moxe Ja OBe OTCTpaHeH vupes Auanu3a. [lomyKHBOTET Ha eIHMHHMpPaHe He ce
IpoMeHs NpH nanpeHTUTe ¢ OBOpeyHo yBpexaane. PapMakoKHHeTHXKaTa Ha aMIONUITHH He ce
MOBNHMABA 3HAMHTENHO OT CHCTOAHHETO HA OBOpeuHo yBpexaaHe.

Yeprodpobro yepescoare
DapMaKOKMHETHUHUTE POYYBAHUA NPH ITALHEHTH ¢ MepPHOOPOGHO YBpexIaHe MoK
Ha afcomioTHaTa GMOHATTHYHOCT Ha TenMHcapTaH a0 Gnuzo 100 %. [TonyKHBOTBT
TeJIMHCAPTAH He Ce IPOMEHS TIPH NALMEHTHTE ¢ YBpexaaHe Ha yeprua apob. I1
4epHoZpoOHO YBPEXIAHE CA ¢ TIOHIKEH KIIMPBHC Ha aMIQAHIHH, KOSTO HMA 32
yBenuuaeade Ha AUC ¢ npuSnusutenno 40-60 %.



5.3 IlpeaxauHH4HH NaHHH 3a Ge3onacHocT

Tl kaT0 HEKNTHHHYHHTE NPOQHIN Ha TOKCHYHOCT HA TENMHCAPTAH M aMJIOLHIIHH He ce
TNIPHIIOKPHBAT, HE Ce 0MaKBa 3aCIJIBAaHe HA TOKCHYHOCTTA 32 KOMOHHaLUATA OT ABere, Toba
CTaHOBHLIE C€ NOTBBbPXAABa OT IPOy4YBaHe 33 CyOXpoHUYHA TOKCUYHOCT (13-CeIMHMHO) NpH
IIEXO0BE, MPH KOETO Ca TECTBAHH N030BH HUBa oT 3,2/0,8, 10/2,5 u 40/10 mg/kg
TeIMHCAPTaH/AMIICAHNHIH,

l'lpemmnmmuu‘re OAaHHH 3a ABaTa KOMIIOHEHTA €A NOCOYESHH MO-10NY.

Tenmucapran
an [PEAKNHHHYHHTE H3IMTBAHHUA 3a 6330!18.0[-[00‘1‘, JO3HTE, onpe,ue.namn €KCIIO3NIHA, CPaABHHMA C

Taid B KIHHHYHHA TEPANeBTHHEH 00XBaT Ha NEKApPCTBOTO, IPEAU3BHKBAT HAMANICHH NAPAMETPH HA
YEPBEHHTE KPBLBHHU KNETKH (€PHTPOLIMTH, XeMOTIOOHH, XeMaToKpHT), H3MeHeHHs B 0LOpeuHaTa
XeMOOHHAMHMKa (ITOBMILIEHH KPbBHH HHBA Ha Ype#iHUA a30T, H KPEaTHHHH), KAKTO M IOBHILEHH HHBA
Ha Kanuii B cepymMa npH )HMBOTHH C HOPM&JIHO KpbBHO HanaraHe. [Ipu kyuera, ce HaGnoaasat
Awiatauusa u arpodus Ha 6u6peunuTe TyGynu. [Tpy Kydera H IUTBXOBE, CHINO TAK4, C& OTYUTA U
YBPENIAHE HA CTOMALIHATA TMraBRLa (epo3us, yJlepaliy Wik ps3nateHue). Teau dapMakonorHiHo-
MEAMHPAHK HeXeNaHu edekTn, H3BECTHH OT NPeAKITHHHYHHTE H3MHTBAHUA ¢ HHXUGHTOPH Ha
AHFHOTECH3UH-KOHBEPTHPALHA €H3HM H aHrHOTeHs3HH Il peuentopHH GnokepH, ¢e NpeaOTBPATABAT
4pe3 OpaNHO MPWIOKEHHE Ha CONEBH pasTeop. M npu asara BMAA JKHBOTHH, ce HabMIOAABAT H
NOBHLIEHA aKTHBHOCT Ha ITA3MEHUA PCHUH H XHIeprodua/xHnepriasua Ha 6nOpeunuTe
IOKCTArNoMepyITHH KNeTKH. Te3n MpOMEHH, KakTO H KNac-CeUHGHUHHA edeKT Ha HHXHOHTOPU Ha
AHTHOTEH3WH-KOHBEPTHUPALIMA €H3HM H APYrH aHTHoTeH3uH ] peuentopHn 6moxepH, H3rNexIa HAMAT
KIHHMYHA 3HAYMMOCT.

He e HabnaroaaBaHo KOKA3ATENCTBO 3a TeparoreHeH edekT, BRIIPEKH Ye TEIMHCAPTAH B TOKCHYHH J03H
OKa3Ba eeKT BLPXY NOCTHATAIHOTO Pa3BHTHE HA MOTOMCTBOTO, KATO NO-HUCKO TEJIECHO TErNo H
KBCHO MpOTeXIaHe.

Hsma nokazarencTeo 3a MyTareHeH ekt MAN KNacTOreHHA AKTHBHOCT 10 BPEME Ha in vitro
NpOYUBaHHA, KAKTO H JA0KA3aTEJICTBA 32 KapLHHONEHHOCT NPH ILUTBXOBE H MHIIKH.

AMIOAHANH

Penpodykmuana moxcyunocm
PenponyxTuBHHTE Npoy4YBAHHA NIPH IUTBXOBE H MHLIKK TI0Ka3BaT 3aKBCHANO pasKIaHe, Y IBIKEHO

pakaaHe H HaMaleHa HPeXHBASMOCT HA MAIKHTE NPH N03H NpuOnH3uTenHo 50 TbTH MO-BHCOKH OT
MaKCHMATHATA TIpenopEUHTENHa H03a NPy Xopa Ha Gazara Ha mg/ke.

Ha EHUC HA Pepmurumema

He e ycraHoBeH eiekT BEPXY QepTHAHTETA HA MTEX0BE, HA KOUTO € NIPIIOKEH MEPOpaTHo
aMITOOHMUHOB Maneat (Ha MBXKH 3a 64 IHH H Ha eHckH 3a 14 IHH npeny 4udTOCBaHe) NpH A03H 1O
10 mg amnogumun/kg/nes (oxono 8 neTH* MakcHMaTHaTa MPENOPLYMTENHA H03a IpH Xopa 10 mg/nen
Ha fa3zara Ha mg/m? ), B Apyro npoy4saHe MpH MAbXOBE, B KOETO Ha MBXKH [UILXOBE € IPHIIAraH
aMJTOAMITHHOB Oe3HNaT B NpoIbIkeHHe Ha 30 IHM npH 1033, CpaBHHMA C [103aTa NMPH Xopa Ha (a3ata
Ha mg/kg, ca yCTaHOBEHH MIOHHKEHH I1Na3MeHN HHBA Ha QOHKYIOCTHMYTHPALL XOPMOH U
TECTOCTEPOH, KAKTO H HaMaJleHa IUTETHOCT Ha CNepMaTa H HaManeH Gpoil 3penH cepMaTHAM H KIETKH
Ha Cepronu.

Kanyepozenesa, Mymazenesa

[InbxoBe M MHIUKH, Ha KOHTO € MPHJIAraH AMJIOAWIIHH ¢ XPaHATA B IPOALIKEHHE Ha B¢ TOIWHM, B
KOHLEHTPALMK, H3YHCIEHH TaKa, U€ Ia OCHIYpABaT AHEBHH N030BH HuBa 0,5, 1,25 H 2,5 mg/kg/nen,
HE MOKa3BaT JaHHM 3a KaHLEporeHHocT, Haf-pucokara 1033 (3a MAWIKH Mogo0Ha Ha, a 3a TUIEXOBe
JBOFHO I0-BUCOKa® OT MakCHMATHaTAa NPenopbYHTENHa KITHHHYHA f03a oT 10 mg Ha Ga3aTa Ha
mg/m? ) e 6una 61M3Ka N0 MAKCHMAIHATA MOHOCKHMA 034 33 MHLIKH, HO HE H 3a [LTbXOBE.

Ha XpOMO30MHO HHBO,




*Ba3upaHa Ha nalMeHT ¢ TenecHo Terno 50 kg

6. ©GAPMAINEBTHYHH JAHHH

6.1 CnHcbK Ha NOMOINHHTE BEUIECTBA

Harpuer xuapokcun

Mernymux

IMoeunon (K-25)

XeneseH okcun, yepseH (E172) (camo 3a 40 mg/5 mg 1 80 mg/5 mg)
HKuar xeneseH, okcua (E172) (camo 3a 40 mg/10 mg u 80 mg/10 mg)
Manwuron

MuKpoKpHCTaATHA LENYO3a

KpocnosuaocH

MarHe3nes creapar

IpexenaTHHH3UPAHO HUILIECTE

LlapeBHuHO HHILIECTE

Konouaex 6e3BofeH crnMLIMen AHOKCHI

6.2 HechBMecTHMOCTH

HenpunoxuMo

6.3 Cpox Ha roaHocT

2 FOIHHH.

6.4 Cnenuannm ycioBHHE Ha ChXpaHeHHe

Ha ce cbXpaHABa B OpHTHHANHATA ONIAKOBKA 33 1A C€ NPedasH OT CBETNHHA.

6.5 Buau chIbp/KAHHE HA ONIAKOBKATA

Kapronena kyTus csaspxaiia 14, 28, 30, 56, 90, 98 Tabrerkn B Aluminum/OPA/Aluminum/PVC
6nucrepy,

He Bcuuxu BHnoBe onakoBkH Morat Aa 6sAaT IMycHaTH B npoaaxOa.

6.6 CrneudaJHH NPeANAZHH MEPKH NPH H3XBBPAAHE

Bceku HeW3nonN3BaH NEKAPCTBEH NPOAYKT MNH OTNaTbYeH MaTepHai TpAOBa Aa ce U3XBBPAA CBINACHO
MECTHHTE H3HCKBAaHUA.

7. TNPHTEXATEJ HA PAZPEHIEHHUETO 3A YIIOTPEEBA

Zaklady Farmaceutyczne POLPHARMA S.A.

ul. Pelplinska 19, 83-200 Starogard Gdanski, [Tonma

8. HOMEP HA PA3PEUHIEHHETO 3A YIIOTPEBA

Paperron 40 mg/S mg Tabnerkn
Per. Ne 20190259




Papenton 40 mg/10 mg Tabnerku
Per. Ne 20190260

PapentoH 80 mg/5 mg Tabnerku
Per. Ne 20190261

PaperToH 80 mg/10 mg Tabnerku
Per. Ne 20190262

9. JATA HA IBPBOTO PA3PEIIABAHE/TIONHOBABAHE HA PAIPEHNIEHHETO 3A
YNOTPEBA

Jara Ha mspeo paspemasatne; 13.11.2019
Hara Ha nocnegHo noaHoBABaxe: 25.06.2024

10. JATA HA AKTYAJIH3HPAHE HA TEKCTA




