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1. HME HA JIEKAPCTBEHHUSA ITPOAYKT

RINLARNTENHA ATEHUNR NO NEKAPCTBATA

Kpama xapammepuicimuxa Ha npoQyxime - [ipusomenve 1
Ko Poe. e b QOLUAGAGCD

TPUTEHC 5 mg TabreTkn
TRITACE 5 mg tablets

TPUTENUC 10 mg tabieTxn
TRITACE 10 mg tablets vaeret v nsrenssas st nena
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2. KAYECTBEH H KOJITHMUECTBEH ChCTAB

Beaka taGnerka TpHreiic 5 mg ¢bAbpxKa 5 mg pamMuopun (ramipril)
Besxa taGnerka Tpureiic 10 mg ¢paepxka 10 mg pamunpun (ramipril)

33 MBEAHNS CIHCEHEK Ha TTOMOLUHKTE BelleCTBa, RIDKTE TOYKa 6.1,

3. JEKAPCTBEHA ®OPMA

Tabnetka 5 mg

CBeTno YepBesH MPOALIroBaTH TabJIETKH ¢ pazMepu oT 8 X 4 mm ¢ JeNUTeNHa YepTa, IpaBupaHy ¢ 5 u
JIOTOTO HA KOMIIaHMATA OT ropHara crpada 1 HMP n § ot nonHara. Tabnerkata Moxe na ObJe paszaenesa
Ha PaBHH JIO3H.

Tabnetka 10 mg
bean 1o moutwu 6eny NpoABATOBATH TabNETKH ¢ pasMepH 7 X 4,5 MM ¢ JeNUTENHA 4epTa, NPAaBUPAHH ¢
HMO/ HMO ot ropuarta ctpasa. TabneTkara moxe Ja Okae paznencHa Ha paBHH JI03H.

4. KJIAHHYHU JAHHHU
4.1 TepaneBTHYHH MOKA3AHMA
- JleueHne Ha XUNIEPTOHMNA

- ChpaguHo-ChaoBa NpodUIAKTUKA. HAMAIABAHE Ha ChbPASUHO-CHA0BATA 3a00eBAacMOCT H
CMBPTHBOCT IIpHY MAIUESHTH C:
| O TPOABEHO aTepOTPOMOOTHYHO CHPASYHO-CBAORO 3ab0NsBaHe (aHaMHe3a 3a
KOPOHAPHO 3a00IsABAHE WU HHCYIT, Wik niepiidepHa apTepuansa 001ect) mim
© AuadeT ¢ IoHe eJHH ChPAEYHO-CBAOB PHCKOB (hakTop (BX. TOYKa 5.1).

- Jleuenue Ha 6BOpeyHO 2ab0ngBaHe:
o HavanHa anabeTHa rinoMepyiHa HedpolaTus, onpeaeneda 0T Hauyie Ha
MUKPOATOYMUHY PHA;
o IlposseHa nquabeTHa rmomepynHa HedpomaTHs, onpeJelieHa 0T MAKPOIPOTEWHY pUs
NPy [TAIUEHTH ¢ IOHE elIMH ChPASYHO-CBA0B PUCKOB (pakTop (BK. ToUKa 5.1),
o IlposreHa neauadeTHa rnomMepynHa HedponaTia, onpeieneHa 0T MAKpOIPOTEHHY pus
> 3 g Ha geH (BRXK. To49Ka 5.1).

- JleueHue Ha CUMNITOMATHYHA ChPAEUHA HEJOCTATEYHOCT.




- Bropuuda mpo@uIakTUKa ClIel 0CThp MUOKapAeH HHGAPKT: HAMATABAHE HA CMBPTHOCTTA B
ocTpara (paza Ha MHOKapAeH UHQAapKT NpH MALWEHTH C KITHHHYHNH IPA3HALA Ha ChPACYHA
HEQOCTATEYHOCT, © HAYAJIO TIoBeYe OT 48 yaca clie]] OCTbp MHOKap/ieH HHapKT.

4.2 Jo3HpOBK2 H HATHH HA BPUIOKEHUE

Jo3poBka

IIpenopbusa ce TPUTENC na 6b1e npueMaH BeOHBX JHEBHO, 10 €HO U CHLUO BpeME BCEKH AEH.
Tsit KaTO NpHEeMBT HA XpaHa He npoMens OGnoHannyuocTra My, TPUTEUC Moxe na 651e npueMan
Ipenu, IO BpEME Ha WIH ¢liel XpaHeHe (BkK. Touka 5.2).

TPUTEHC Tps6Ba fa ce Mormbiia ¢ TeurocT. He Tps6Ba 1a ¢ TbBYE HIH pasTponiaea.

Bvipacmuu

[TauweHTH JIeKYBAHH ¢ JUYPETHIIH

Cnep 3arouBane Ha Tepanis ¢ TPHTEHC Moxe fa HAChId XHAOTOHHA; TOBA € MO-BEPOATHO TIPH
NAlEHTH, KOUTO ¢a NeKyBaHH €JHOBPEeMEHHO ¢ auypetunin. [Topaay TOBA ce MpenopbYyBa MTOBUIIECHO
BHIMAaHHE, ThH KAaTO TE3H NAMEHTH MoraT Ja ObJaT ¢ HaManeH 00eM TeYHOCTH W/ UK CONM.

AKO e BB3IMOXHO, JMyPEeTHKBT Tpa0Ba 1a 6sa¢e cupad 2 10 3 JHH Ipead HAa4aioToO Ha TeparuaTa ¢
TPUTEUC (Bx. Touka 4.4).

[Tp¥ mauMenTH ¢ XUNEPTOHKS, IPY KOUTO AMYPETHKET He € capsAH, Tepamusata ¢ TPUTEHC 1pabBa xa
OBAe 3anouHarta ¢ 103a ot 1,25 mg. Tpabsa pa 6w1ar npocneasrany Ob6pednara GYHKUMS 1
nnazmeHus xanuit. [Tocmexsamara noza sa TPUTENAC TpsOBA 1a 6B¢c onpenenstHa CIIOPE] XKeNaHoTO
KPBBHO HAJIATAHE.

Xunepmonus

Jlosata TpaORa fa ObAe onpeneeHa UHANBUIYATHO, CIIOpe podnia Ha nanienTa (kK. Touka 4.4) u
KOHTPOJIA HA KBPBHOTO HAATaHe.

TPHUTENC Moxe na 6b1e U3MM0N3BaH KaTO MOHOTepanua 1id B KOMOHHAUMA ¢ ApyIH KIacoBe
AHTHUXUIEPTEH3UBHY NEKAPCTBEHU NPOIYKTH (BXK. TOUKUA 4.3, 4.4,4.5u 5.1)

HavanHa no3a

TPUTEHC Tpsi6ra 1a 6ba¢ 3amouBal MOCTENEHHO ¢ NPENOPHYaHA THPROHAYATHA 032 OT 2,5 mg
AHEBHO.

Ilpu maleHT! ¢ NOBUINEHA AKTHBHOCT Ha PeHUH-AHIHOTEH3HH-ANIIOCTEPOHOBATA CHCTEMA MOJXKE J1a
HACTBIIM 3HAYUTENHO MTOHIKEHKE Ha KPEBHOTO HAIATAHE ClieN IpHMeMa Ha ITbpBata J03a. [Ipu TakuBa
NanyedTH ce NpenophyBa Havyalda no3a oT 1,25 mg ¥ HayanoTo Ha neueHUueTo Tpadia aa 6oae
A3BBbPIUCHO ITOA MEOULHHCKA KOHTPOJI {BX. To4ka 4.4).

Tutpupase ¥ noAABPKALIA 71034
[TocTenenno no3aTa MOXe J1a Objle YABOSHA IPE3 UHTEPRAN OT JABE 10 HeTUPH CEAMUIIH 3a TOCTHTaHe

HA JKEJIAHOTO KPBBHO HandraHe, MakcuManuo JomyctuMara aosza Ha TPUTEHC e 10 mg anesHo.
OOUKHOBEHO /103aTa C& NTPUNiara BeAHbXK NHEBHO.

Copdeuno-cndosa npeseriisl

HayanHa 103a
[IpenopbuBanaTa Hadasnda go3a e 2,5 mg TPUTENC seanwk nHeBHO.

TATpUpAaHe Y MOAIBPKALIA 7033
B 3aBHCHMOCT OT TOAEPAHTHOCTTA Ha MALKEHTA KBM aKTUBHOTO BEIECTBO, A03aTa Bl
Tpabra na Ob1e yBenuuasana. [Ipenopbuia ce yaBosraHe Ha 803aTa Cle/l €HA UITH 1T
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JeYeHHe ¥ — CJIe/ Ole OBe O TPU CEAMUIM — a ¢e YBEIHUYM OO TapreTHaTa IoAIbLPKALa A03a OT
10 mg TPUTEMC BenubK JHEBHO.

BwxTe CHILC IO-TOpe JO3NPOBKA MPH NMANUEeHTH, TeKyBaHH C JHYPETHIIA.

Jevenue na 6vbpeuno zabonrssane

Hpu nayuenmu ¢ Quabem u MUKPOROROYMUHYPUA

Hayanua go3a: 3
IpenopbyaHata HaualTHa Ao3a € 1,25 mg TPUTENC eaunx aHerHo

Trrpupage ¥ goaabBpPKANIA 1034
B 3aBHCMMOCT OT TONEPAHTHOCTTA HA MAHeHTAa KBM aKTHBHOTO BELECTRO, T03aT4 BIIOCAEACTBHE CE

norAaga. Ipemopedna ce yaBosgBaHe Ha e JHOKpaTHATA AHEBHA 1032 Ao 2,5 mg cnexn aBe ceAMULN K
IO 5 mg cnej oue a8€ CeOMUITH.

[Ipy nayuenmu ¢ Quabem U nOHE eQun ChPOEYHO-CLO08 PUCKOE haxmop

HayanHa go3a.:
[IpenmoprypanaTa Ha4danHa go3a ¢ 2,5 mg TPUTEMC Beansx qHEBHO.

Tutpupase ¥ NOATBRPXKAIIA 1032
B 3aBHCHMMOCT OT TOJICPAHTHOCTTA HA TAIIMEHTa KbM AKTUBHOTO REIECTBO, J03aTa BIOCHEACTBHE Ce
nosyiasa. Hpenopbyra ce yABOSBaHe HA eNHOKPATHATA THEBHA J03a 1o S mg TPUTENC cner eana

UMY ABE CeAMMIM | criep Tora A0 10 mg TPUTENC cnex omme aAge mnw TpHU Ceamuiiy. TapretHara
OHEBHA go3a e 10 mg.

Iipyu naywenmu ¢ neduabemna He@ponamus, onpedeneHa om npomeurypul > 3 £/ na gen

Havanua no3a:
IpenopruBanata HaqanHa gosa ¢ 1,25 mg TPUTEWC etk IHEBHO.

Turprpane U noaabppXKaIla 1034

B 3aBUCHMOCT OT TONEPaHTHOCTTA Ha NMALIMEHTa KbM aKTUBRHOTO BELLIECTRO, 03aTa BIIOCIECTRHE Ce
NOBHUINARA. IIpeniopbuBa ce yABOABAHE HA €JHOKPATHATA AHERHA 103a A0 2,5 mg cie)l ABe CeAMUIH U
B0 5 mg caex onle ABE ceOMHIIH,

CumMnmomamuiHa CopoeuHa HedoCmamvbyHOCH

HavanHa fo3a:
1Ipy crabnmisupany NalMeHTH Ha JHYPETHYHA Tepaltid, MpenopbuBaHaTa Hadauna 1o3a € 1,25 mg
JTHERHO.

TUTpHpaHe U NTOAABPKALTA 1033
TPUTEUC Ttpsbra na 06 TUTPUpaH upes yAROIBAHE Ha 103aTA HA BCEKH €1Ha [0 IRe CEAMUIIM 10

MakcHMaTHa JHeBHA to3a 10 mg. IIpeanounrta ce IByKpATEH JHEBEH NPHUEM.

Bmopuwna npoguraxmuxa cned ocmup MuoKapoer uighapkm i che ChpOeyna HedocmamvyHocm

Havania noza:
48 vaca cneg oCThP MUOKAp/eH UH(APKT NpU KIMHHYHO ¥ XEMOAMHAMWYHO cTaOHTHN MaLme
HavalAaTa no3a € 2,5 mg Asa ObTU JHEBHO B NPOABIDKEHHUE Ha TPY JHH. AKO HAYaTHATA
2,5 mg He c€ ToAepHupa, 1032 0T 1,25 mg aBa NBTH JHEeBHO TpAOBa fa 6b1e npriarada
[IOBMINARAHE OO 2,5 Mg U 5 mg fBa IThTH JHEBHO. AKO J103aTa He MOXe Ja ObJe MoBU
IBRa TTBTU JHEBHO, JIEUEHHETO TPSORA Ja Ce OTMEHH.
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Buoicme cviygo no-cope 0o3uposxa npu nayuermis 1eKy8ani ¢ OUYpemuyi.

Turpupade B JOANBpXKAINS 1032

Brocnencreue NHeBHATA 1034 ce NOBULIARA Ype3 YABOABAHETO # HA MHTEPRAIM OT €AMH 10 TPH JHU
A0 AOCTUraHe Ha TapreTHaTa NOANBPXKAIIA 2032 OT 5 mg ABa IThTH JHEBHO,

Koraro e BB3MOXHO NOIbPXKALIATA I03a Ce pa3lefia Ha ABa IpUeMa JHEBHO.

AKO A03aTa He MOXE Ja ce HOBHIIH 70 2,5 Mg ABa hTH ZHEBHO, JeYeHHETO TpabBa J1a ce OTMEHY,
Bcee ome nunesa focTaTbueH OMUT [IPU JeueHHe Ha naluenTtu ¢ Texka (NYHA IV) chpaeuna
HEIOCTaTBYHOCT HEMOCPEACTREHO CER MUOKApASH HHPApKT. AKO €€ B3eMe pellIcHHE 32 JICYeHHE Ha
TAKHBA NNAIMHEHTH, peIiophUBa ce TepanuaTa Za Onlie 3ano4ydarta ¢ 1,25 mg Be/IHEK JHEBHO H BCIKO
MOBHIIARAHE HA J03aT4d Ja O0bJ¢c H3BBPIIBAHO ¢ NMTOBHILUCHO BHHMAHHE,

Crieyuainig RONY QUL

[Tayuenmu ¢ 6vOpeuno yapesioane

HHeBHAaTa A03a IpK NaUMeHTH ¢ OB0pedHo YBpexaHe TpaOBa 1a ce olpeAcs Bs3 OCHOBA Ha

KpeaTMHHHOBHA KIUPBHC (BXK, TOUKa 5.2);

- ak0 KpeaTHHHUHOBHAT KIXPBHC € > 60 ml/min, He ¢ HeobXoaMMo KOpUrupane Ha HayamHaTa
no3a (2,5 mg JHEBHC); MakCHManHara JHerHa no03a e 10 mg;

- aK0 KpeaTHHHHOBHAT KNUPBHC € Mexay 30-60ml/min, He e HEOHXOAMMO KOpHIUpaHE Ha
Ha4aJlHaTa o34 (2,5 mg AHEBHO); MAaKCUMAaJIHATA THEBHA J03a € 5 mg;

- aKO KpeaTHHUHOBUAT KIUPBHC € Mexay 10-30ml/min, HauanHara 1032a € 1,25 mg HEBHO |
MAKCHUMAaIHATA JHEBHA 1034 € 5 mg;

- MpH XMIEPTOHHUIIM Ha XeMOTUAIH3A; PAMUTIPUII ¢€ NHATH3UpA c1ad0; Ha4anHATa 1034 €
1,25 mg/nHeBHO H MaKCHMATHATaA AHEBHA 8034 € 5 mg; NeKapCTBeHHAT NPOAYKT TpAGBa j1a ce
MprueMa HAKONKO qYaca clie]l XeMOAMATTH3HATA IPoLieAypa.

[Tayuenmu ¢ weproopobuo Hapyuterue (BX. Touka 5.2)

Tlpy nanuenTs ¢ 4epHOApoGHO Hapymenne, neyenneto ¢ TPUTENC TpadBa 1a 3amoyde caMo 1o
CTPHKTEH METUIIMHCKH KOHTPOJ M MaKCHMaTHATaA JHEBHA 032 € 2,5 mg TPUTEUC.

Cmapuecka ev3pacm
Haganuute 1034 TpsadBa Ja 0bAaT mo-HUCKKU U BIIOCIEACTRUE TUTPUPAHETO Ha o3aTa TpsOBa aa 6bje
no-6agHO, TIOPaAN MO-TONAMATA BB3MOXKHOCT OT HEXeNaHH peaKiluu, 0co0eHO TPH MHOTO Bh3PaCTHH

Y HEMOINHH nanueHTy. TpadBa 1a ce MMa NMpeaBu] HAMANSABAHE HA HavyalHaTa 1032 paMUINpUNI Ha
1,25 mg.

Heouampuuna nonvaayus
be30nacHoCTTa ¥ ehUKAaCHOCTTA HA PaMUIIPHI IPH Jca Bee Olie He € yeTadoBena. Hannmunara

HH{POpPMaIUA 32 TPUTEUC e omucana B touky 4.8, 5.1, 5.2 1 5.3, HO He MOTar 1a ObaaT HallpaBeHU
CTIELMANHY NPeNOpHKY 3a JO3HUPOBKATA.

HauuH Ha IpunoxkeHue

[Iepopanna ynioTpeda
4.3 IIpoTuBonokasaHus

- CBPBXYYBCTBHTENHOCT KBM aKTHBHOTO BELIECTBO MW KBM HIKOE OT IIOMOIIHHTE BELECTBA
nocoMedy B ToMka 6.1 uny apyr ACE unxuburop (MHXHOUTOD HAa aHTHOTEH3HH
KOHBEPTUPAIIUI SH3HM)

- AHaMmHe3a 3a aHrHoeAeM (HacneACTBEH, HAHOIATHYECH M BCNEACTBUE JieueHue ¢ AC
UHXUOUTOPU Uy aHruoTeH3uH [I penentopau antaronucT (AIIRAS))

- EAHOBpEMEHHA TePAIlid ChC caK00y Tpuil/BancapTan (BxK. ToOUkH 4.4 1 4.5).

- ExcTpakopropalHo fAedeHne BOASIIC 0 KOHTAKT HA KPBRTA ¢ OTPUIATENHO
MOBBPXHOCTH (BXK. TOYKa 4.5)




- 3HaY¥Ma JIByCTpaHHa CTeHO3a Ha OBOpEeUHUTe apTepun UITH cTeHo3a Ha OROpedHa apTepys Ha
eauHCTBEH dyHKUHOHMpal 6B0pek

- BTopu ¥ TpeTH TpHUMECTHpP Ha O6peMEeHHOCTTa (Bk. TOUkH 4.4 u 4.6)

- Pamunpun ve TpsOBa Aa O6B4¢ npUiiarad py MaHeHTH ¢ XMIOTOHMA HIH HecTabHnHAa
XeMOAMHAMHUKA.

- EnnospeMenHata ynotpeba Ha TPHUTEHC ¢ ATHCKHPEH-CBIBPIKAH IPOJYKTH €
IIpOTHBOIIOKA3aHa TIPY MALMEHTH CBC 3aXapeH auader unu 6u0pedto yepexnane (GFR < 60
ml/min/1,73 m2) (Bx. Touku 4.5 u 5.1).

4.4 Coeuua Hu nNpeaynpe;AeHUs H MPeINa3Hl MepPKU NMPH ynoTpebda

Creyraniu nonVaauiu

- bpemennocm: Jlevenne ¢ ACE UHXHOHTOPH KaTo paMunIpun wid AHrnoTensud I[ penentopHu
agtaroHucT (AlIRAS) He TpsOBa fa ce 3ano4Ba 110 BpeMe Ha OpeMeHHOCT. [Ipy manueHTKNTe
IUIaHKpay Aa 3abpeMeHesT, TepanuaTa ¢ ACE uHxubntopin/AlIRAS, TpabBa Aa ce 3aMenH ¢
AITEPHATUBHO aHTUXHUIICPTEH3HBHO JICYCHNE, KOSTO HMa YCTAHOBEH NIpodui1 Ha 6e3011acHOCT
npu ynorpeba no BpeMe Ha OpeMeHHOCT, OCBEH aKO He Ce CUMTA 3a KpaiiHo Heobxoauma.Ilpu
ycTaHoBsiBaHe Ha OpeMeHHocT, JeueHueTo ¢ ACE umxubutopu/AlIRAS, TpadBa na 651¢e

CIPAHO He3abaBHO M, aKO € YMeCTHO, TpsbBa aa Ob/ie 3amo4HaTa aTepHATHBHA Teparus (BX.
TOYKH 4.3 U 4.6).

- Hayuenmu ¢ ocobern puck om xunomonus

- Hayuenmu ¢ noguuiena akmusHOCm HAa PEHUH-AH2ZHOMEHIUH-AI00CIMEPOHOBAMA CUCMEMA
[TanvedTH ¢ MOBHILEHA AKTHRHOCT H& PEHUH-aHTHOTEH3UH-ATIOCTEPOHORATA CHCTEMA Ca H3A0KEHH
Ha PHCK OT CHIIHO H3Pa3¢HO NOHIKABAHE HA KPbBHOTO HANATAHE M BOIIaBRaHE Ha OBOpeuHaTa
¢yukung, nopaau ACE waxubupaue, ocodeno xorato ACE MHXHOMTOp HIIH CBITBTCTBRAI XY PETHK
Ce TIpHeMa 34 IIpbB OBT WIH [PU HAYallHO TIOBULIABAHE HA J103aTa. 3HaY¥Ma aKTUBHOCT HA PEHHH-
AHTHOTEH3UH-ANA0CTEPOHOBATA CHCTEMA MOXKE [a C€ OUAKBA U € HeOoOXOIHMO Me/UIIMACKO
HaOMOJeHUEe, RKITIOYBALIC IPOCie(SBaHE HA KPBBHOTO HANATAHE, HANTPUMED [PU:
- TAIIMEHTH ¢ TEXKA XUNEPTOHUA
- IAUHEHTH ¢ IEKOMIIEHCHpaHa 3aCTOiHA ChpASTHA HEAOCTATHYHOCT
- NALHENTH ¢ XeMOANHAMUYHO BIOLLIEH JIABOKAMEPEH U3XOIAT WITH BXOAMIN KPBBOTOK (HAIp.
CTEHO3a HA a0pTaTa WM MUTpaNHATA Kiana)
- NA[HEHTH ¢ €AHOCTPAHHA CTeH03a Ha OB6peqHarta apTepua ¢ BTopu GyHKUHOHUpAI Oh6pex
- AHEHTH, [IPH KOUTO UMa WK MOKE 2 HACTHIIM HaManeH 00eM Ha TeNeCHUTS TeUHOCTH HIH
COTH (BKIKYUTETHO MALMCHTH, TIPUEMALIY JUY PETHIH)
- TAUMEHTH ¢ YepHOAPOOHA UHP03a WHNIIH aCUMT
- HAIYEHTH, TOANIMKSHN HA TONIMA XMPYPrudHa HHTEPBEHIMA UTH aHECTe3Hs ChC CPECTHA,
KOHUTO [IPCAU3BUKBAT XUIIOTOHHA
OOHUKHOBEHO Ce MPENopHYRa KOPHTUPAHES Ha ACXUIPATALHATA, XUTIOBOJIEMUATA MU CONEBHA
Ae@uUuUT NMpefd HaYaIoTO HA JIeueHUeTo (TIpy TIALHEHTH ¢he ChpAeYHA HEOCTATRUHOCT, 00aye
KOPEKIUATA TPAOBA a O'be BHUMATEIHO TIPELIEHEeHA CIIPAMO PUCKa OT 00epMHO HATOBapBaHe).

~ Heouina BAOKACA HA PEHUR-ANIUOMIEHIUR - AROOCIEPOHOEamMA cucmemama (PAAC)

Fma nanHu, 4e enHoBpeMeHHara yriotpeda Ha ACE naxudutopu, aHrioteH3uH li-peuentopHu
OJIOKEPU WIIH ATMCKVPEH MOBHUINABA PUCKA OT XUNOTOHUS, XUIISPKAINEMIS 1 HaMa/siBaHe Ha
OpOpednara QyHkuMA (BKIIIOYHTETHO ocTpa Ob0peyHa HegocTarhunocT). [Topanu ToBa He ce
npenopbysa ABoiino Gnokupade Ha PAAC ype3 komOuHMpanaTa ynotpeda Ha ACE unxubuTtopu,
aarHoTer3ud lI-peentopay O0KkepH WA ATUCKHpeH (BxX. Toykn 4.5 u 5.1).

AKO c€ npelleHH, Ye TepanviaTa ¢ IBoiiHo OrnokupaHe e abconroTHo HeoOXoauMa, ToBa TpiadBa [a
cTaBa CaMo 110 HaOIO/IEHUETO Ha CIISHHAINCT U IpH YECTO BHUMATETHO MOHUTOPHPAHE H
OBOpeYHaTa (PYHKLUA, ETIEKTPOIUTHTE 1 KPBBHOTO HATATAHE.

ACE unxu0uTopu U aHrHOTEH3MH 1l-penentopHn Ookepr He TpAOBA Jia ce U3T0oA3BaT
IpH TauuecHTH ¢ AuabeTHa HedponaTus.




IIpexodnq uau nepcucmupaya cCopeyna HeQOCMAMBYHOCH cled MUoKApdern uHdapK

- Havyuenmu, usnoxcernu na puck om CoypOeyna Wiy MO3bYHA UCXEMUL & Cyvali Ha ocmpa
XUHOMOHUS
HauanoTo Ha Tepanuara U3KcKBa CTPOT MeAMUMECKH KOHTPOJI.

- Cmapuecxa an3pacm
Bmxre Touka 4.2.
XUPYPTUYHYU HHTEPBEHIAN

I[Ipenopr9Ba ce, KOraTo ¢ BE3MOXKHO, JEYSHUETO ¢ HHXUOMTOPY Ha AHIHOTEH3UH KOHBEPTUPAIUS
€H3UM KaTO PAMHIPHI, Aa 6B11¢ OPEKBCHATO SAKH JIeH TIPeIy XUpYpruvua mpoLeypa.

ITpocnepasane Ha 6x6peuHata dyEKINA

BrOpeunara bynkivs TpaOBa fa Obae olleHeHa peAn U 110 BpeMe Ha Tepanuara ¥ fozaTta TpsadBa ga
Gbae XOpHTHpana oCODEHO npes IhbPBUTE CEIMHULA OT JieueHueTo. OcobeHO BHUMATEIHO
npocheyiBane ce H3UCKBA UpH NallHeHTH ¢ OBOpevyHO yBpexaane {Bx. Touka 4.2). ViMa puck ot
BIIOIIaBaHe Ha OBOpeYHaTa PYHKIMS, 0COOCHO IPH NALUEHTH ChC 3aCTOHHA ChpaeiHa
HEJOCTATBUHOCT UIK CTiell ObOpeYHa TPaHCTIIAHTALIVA.

CBpPBbXYYBCTBRTSIHOCT/ AHTHORIEM

AHrvoezaeM e 6w ¢p001IaBaH MpH HaudeHTH, Nekykany ¢ ACE nEXUGHTOpH, BKIIOYUTEIHO
pamuapun (8. Touka 4.8), PUCKBT 0T aHrHOeHeM (HAIp. OTOK Ha SHXATC/IHHTE THTHINA MIIH
€3HKa, ¢ U1y O€3 HapyIeHHe Ha JHIIAHETO) MoXe fa OBb/e YBENUYEH IPH NALMEHTH, TIPHEMANIH
SOHOBPEMEHHO TeKapCTBa, KOMTO MOTaT Aa Npeay3BukaT anrnoeneM kato mTOR (Tapretan Ha
panaMuiuH, npu 003aMRUUH) KHXHOUTOPU (Ranp. TEMCHPOIHAMYC, EBEPOIIAMYC, CUPOIHMYC);
BAIAArMUNTHH WA Henpuin3uy (NEP) uaxuburopn (karo pauekagotpus). KoMGHHHPAHETO Ha

DAMHIIPHI ChC CAKYOHTPUIL/BANICAPTAH € NPOTHROTIOKAIAHO TIOPATK HAPACTBALl PUCK OT aHFHOEASM
(BXK. TOUxH 4.3 ¥ 4.5).

B cayvaii Ha anruoeleM, npueMsT Ha TPHUTENC 1pabsa aa ce npexparn.
Tpadsa HezaGapHO Ja ce HAa3HAUM CIielINa Tepanud. [latmeutsT TpsAOBA fAa 6BAe TOCTaBeH MO
HabmroneHue IoHe 3a 12 fo 24 yaca ¥ U3NMCaH Clle/] HATBIHO OTINYMIABAHE HA CHMIITOMUTE.

Hutectnanen anrnoefiem € 6ui1 crobinaBad npy namenTy nekyBand ¢ ACE nAXuOuTOpPH,
BRmounTenno TPUTEVC (Bx. Touka 4.8). [pu 1e3u nanpents ce Habmogasa kopeMHa H01axa (¢ Win
0e3 rajieHe ¥ OBPBIAHE).

AHaQrIakTHYHH peakiyy 1o BpeMe Ha JeCeHCHDIIM3upane

BepoATHOCTTa OT IT0siBa K TEXKECTTa Ha aRadHAaKTHHN H aHA(PUIAKTONAHHA PEaKIMY KbM OTPOBATA
Ha HACeKOMHU W APYTH aneprenu ca nopuinenn npu ACE uuxudupane. Tpadra zia ce uMa npeneua
BpeMenHo npekbesane Ha TPUTENC npenu aecencuGummsanms.

Hpocieassate Ha enekKTPOMHTUTE: XUNePKATHEMNY
[Ipn HsKOU MALMEHTH, TekyBaHH ¢ ACE HHXHOHTOPH, BKITFOYHTEIIHO C TPI/ITEFIC, ce Habmonasa
XunepkaneMusi. PUCK OT XunepkanveMus UMa MpH MaLUeHTd ¢ 0s0pedna HeaocTaTsYHOCT, Ha
BB3pAcT > 70 TOAWHM, ¢ HEKOHTPOIHPaH 2axapen JuadeT Wil TaKuBa, TPHEMAILY KaIMeBH CONY,
KQTHH ChXpaHsIBall} JNYPETHIM ¥ IPYTH aKTUBHY BEIISCTBA, IOBUILIABAILE TUIA3MEHNTE HHBA Ha
KaJind, HITH CECTONHUA KaTo AeXuAparania, 0CTpa chpAedna JeKOMIIeHcalua, MeTa0oNuTHa auinosa.
AXO0 enqHOBpeMeHHATA YNOTpeOa Ha MOCOYCHUTE CPEACTBA C€ CHUTA 3@ NOAXOAIULA, NIPENOPHIBA Ce
PEIOBHO Upocne/idBaHe Ha cepyMHUs kanuit (Bk. Touka 4.5).

[IpocnensBane HA eNEKTPONUTATE: XATOHATPHEMAA




[Ipwn HaAxoOW MauMeHTH, TEKYBAaHH C paMuItpyn e HabmoaaBad CHHIPOM Ha HealeKBaTHA CEKpelys Ha

aRTUAMypeTHueH XopMoH (SIADH) u nocieapawma xuonaTpueMad, I1py nafuenTy B cTapuecka

BB3PacT H APYTH NMANUCHTH ¢ PUCK OT XHITCGHATPHEMHA, € NIPLIIOPHLYBA PEAOBHO NPCCNEIABAHE HA
CePYMHUTE HHBA Ha HATPHA,

HeyTponeuus/arpanyaguTosa

Panxo ca HabmogaraHy HEYTPONICHWS/ arpaHyIoUTo3a, Chobillagata € Chil0 H KOCTHO-MO3bYHA
cynpecus, KakTo ¥ TpoMOoLuToneHus 1 anemna, Jpenoppysa ce npocheassane Ha 6pog Gend KpbBHH
KIETKH, 32 J]a e YCTAHOBY €BEHTYAIHA JICBKOIIEHUA. [10-4eCTO NpoCcne aBaHe ¢€ IPEHophtiBa B
HAYaNno0To Ha JICUSHHUETO U MPH [TAUHEHTH ¢ HapyieHa 6p0peuna pyHKIng, CbC CRITFTCTRANA
KonareHo3a (Hamp. JyIyc epuTEMaToNec UIH CRIEPONECPMN), U NIPH JIEKYBAHY ¢ APYTH ICKAPCTREHH
HPOOYKTH, KOMTO MOTAT Ia NPUYNHAT NPOMEHY B KPHBHATA KapTHHA {BXK. Touka 4.5 n 4.8).

ETHHYeCKH pasnyans

ACE nuxuduropute NOpHYUHABAT aHTHOSAEM C NTO-BHCOKA UECTOTA NPH YSPHOKOKY MAIAEHTH,
OTKOKOTO [IPH OCTAHATNTE.

Kaxto 1 apyrure ACE unxHOUTOpH, paMUTIpHI MOKe X3 6BAE O-MATKO eeKTHBEH IpH
MMOHMXXABAHE HA KPBBHOTO HAJIATAHE IIPK YEPHOKOXKM MAUUESHTH, OTKOJIKOTO NMPH OCTagANNTe, [Iopagu
IO-YeCTOTO HAIMYME HAa XUNICPTOHUA C HUCKH PeHUHOBY HURA (IpH YEPHOKOXKATA IOy TAI{HA.

Kamaaia
Ilpu ynorpebara na ACE unxubutopn e crofiliapaHa Kauuidia, XapakTepHo e, Ye T4 e
HENPOAYKTHEHE, IPOAB/LKHTEIHA ¥ OT3BYYABA Cel NpexparaBate Ha Tepanuara. Muaynupanata ot

ACE naxubnrop kamwnnua, TpsadBa 4a ce pasriexaa Karo 4acT oT qudiepeHiHalHaTa AHardo3a Ha
KaIIuia,

Hartpuit
TRITACE 1,25, 2,5, 5, 10 mg rabnerxy cuybpxaT Hatpuil. To3M JiekapcTBeH NPOAYKT ChAbPKA M0~
Manko 0T 1| mmol Hatpuii (23 mg) Ha TabneTka, T.¢. 10 CHIUECTBO ,,0e3 HaTpuit™.

4.5 B3aumoaelcTBHE ¢ APYIY JASKAPCTBEHY NPOAYKTH U ApYyry GopMu Ha B3auMoaeHcTRHE

HaHHH OT KTHAHYHU POy IBAHHA NOKA3BAT, Ue ABOMHOTO ONOKMpaHEe HA PEHUH aHTHOTEH3HE
angocrepoHoBata cucteMa (PAAC) upes koMbuHupanara yrotpeba Ha ACE uuxuburopy,
aHrnotensun [{-penenropau 6aoKkepn AN AIMCKHPEH Ce CBBP3BA ¢ NO-BUCOKA 4€CTOTA HA HeXeauy
CHOHTHSA, KaTO HANpHMeEP XUNOTOHUSA, XUNICPKAIUEMIS ¥ HamaiaBaHe Ha OnOpeynara GyHRKUHA
(BKIIIOYUTENHO ocTpa OpOpetuna HeAOCTATHUHOCT), B CpaBHEHME ¢ YIOTpeDaTa caMo Ha eIHO
CpencTBo, Aercrranio BepXy PAAC (Bx. Toukn 4.3, 4.4 1 5.1).

[TpoTugonokazany koMOuuaLuy

CroprerBaniata ynorpeda Ha ACE RHXHOHTOPH ChC CaKyOHTPpHN/BaANcapTan € IPOTHRONOKA3aHA, THH
KaTO TOBA MOBHINABA PHCKA OT aHTHOE)IEM. (BXX. TouKa 4.3 u 4.4). JleaeuueTo ¢ paMunpun ue Tpadsa
Jia Op/1e 3ar10MRaAHO TIPEU Ja ca U3MUHATN 36 Yaca OT MPHEeMAHETO Ha HOC/IEAHATA J0O3a OT
cakyoutpw/sancaprad. CaxybuTpui/pancapran He TpgOpa fa Oblie 3aMoyBal NPeay 12 HAMUHAIY
36 gaca or HpYeMa Ha NocsienHaTa goza Tpureiic,

ExcTpakopriopanso nedenue, BoAeHO A0 KOHTAKT HA KPBbBTA C OTPULATENHO 3apeACHH MOBBPXHOCTH
KaTO HADPHMED QHAIN3a MK XeMOduUnTpaLus ¢ OnpeseIeHd BUCOKOIPORYCKINBH MeMOPaHH (Hanp.
TNONMAKPHNOBUTPHIIHH MEMOPAHN) U adepe3a Ha TWNONPOTEUHY ¢ HUCKA TUTHTHOCT ¢ JIeKCTpaH

Cypat, nopaiu NoBNIICH PUCK OT TEXKA aHaDUNaKTONAHA peakiins (Bik. Touka 4.3). Ako ce

HITH Pa3sindyCH Kiac aHTHXHICDPTEH3NBCHO CPEACTRO.

Lipeana3zay MEPKY JTpH yIToTpeda




Kanuesu conu, xenapun, karui-Coxpanasatyu Quypemuyu u Opyeu aximusHu sejecmea noSUUasauu
RAGEMEHUME HUBA HA KWINUA (BKTIOUUMENHO anzuomeH3un 1] anmazonucmu, mpumemonpum u 6
KOMOUHAYIA C GUKCUPARA 003G CYAPAMEMOXCAZON, MAKPOIUMYC, YUKIOCHOPUH): BH3IMOXHO € Aa ce
MPOSBH XUNEPKATHEMIA, OPAH KOETO C€ H3HCKBA CTPHKTHO NpocieigBale Ha CEPYMHHUS Kanuii.

Anmuxunepmensusnu cpedcmea (Hanp. Ouypemuyiy) u Opyeu 8euecmed, KOUmMo Mozant Oa HOHUNCAM
KDBE8HOMO HANA2AHE (Hanp. numpamuy, MPUYUKIULHI GHMUOCNPECAHINY, UHECEMUYU, NPEeKOMEpPer
npuem na ankoxod, baxiogen, angyzo3un, 00KCa303un, NPA3O3UH, MAMCYIO3UH, MEPA303UH). MOXKE Ja
C¢ 0YaKBa YBCIHYABAHE HA PHCKA OT XUNOTOHMS (BXK. TOUKA 4.2 3a UYPETHALIN)

Bazonpecopru cumnamuxomumemuyu U Opyau 6Eecnmed (Hanp. u3onpomeperon, d06YmaMuH,
OonamuH, enunegpun), KOWno Mozam 0a Hamanam aumuxunepmenszusuus egerxm na TPHTEHC:
OpenophYBa C& CTPHUKTHO NPOCeIIBAHE HA KPBBHOTO HalsATaHe.

AROHYpUHOR, UMYHOCYRPECODY, KOPMUKOCMEPOUOU, RPOKAURAMUD, YUMOCTMAmUYi U Opyau
GEUECMBA, KOUMO MO2AN 00 RPOMENAM OPOA HQ KpBeHume Kiemxi. TTOBUIICHA BepOATHOCT OT HogBa
Ha XeMAaTONOINYHH peakilun (BxX. TOUKd 4.4).

Jumuesu conu’ eKCKpellUsATa Ha JUTHR Moxe fa Obae nonwxkena o1 ACE uHxuGuropnte 1 mopagu
TOB2 TOKCUYHOCTTA Ha IUTUA MOXE Ja ce yBennuuy, Husata Ha nutnd TpaOBa aa ce npociieiaBar.

Anmuduabemny cpedcinsa, RIOYUMETRE UHCYAMAH, MOTAT 12 RE3HWKHAT XUIIOTIIAKEMAYHH PeaKiHy.
[IpenopruBa ce npocnendBase Ha HUBATa HA KPbBHATA 3axap.

Hecmepoudnu npomusogesnaiumennu Cpedcmed i ayemyutcaniyiinosa KUCeNyHa: MOXe Jid ¢8 04aKsa
HaMajigBaHe Ha anTuxuneprensupHus egekt Ha TPUTEMC. OcBeH T0Ba, CHIBTCTBALOTO JICUECHHE ¢
ACE uuxudntopn u HCIIBC moxe 1a noBede 10 NOBUIEH PUCK OT BIOMIABaHE Ha ObOpeuHaTa
dyHKUMA U Ja YBETHUH KaTHeMHATA.

mTOR unxubumopu unu sunrdazaunmun. TIOBUILEH PUCK OT PA3BUTHE HA AHIHOCAEM € BB3MOKHO IPH
NALUECHTH, NPHEMAIIH ¢IHOBPEMEHHO N1eKapCeTRa, kaTo mTOR uHxuduropu (Hanp TeMCHpOIHMYC,
eBEPONIMMYC, CHPOIUMYC) WIH BUAArfunTHH. C MOBUIIGHO BHUMAHHKE TPaOBa 1a ce M3MON3Ba, KOTATO
Ce 3an04Ba JieueHHe (Bx. Touka 4.4),

Henpunusun (NEP) unxubumopu [HOBHIUEH PUCK OT pa3BATHE HA aHTHOEAEM ¢ O ¢ro01aBaH Npu
equoBpeMeHHO TpunoxeHue Ha ACE maxubutopn u NEP urxudHTOpH KaTO pauekaroTpan (BX.
TO4YKa 4.4)

Caxybumpun /sancapman

EngnospeMennoTo puiaoxeHne Ha ACE UaxXpbuTopu ¢be CakyOouTpii/BancapTas ¢
MIPOTUBOMNOKA3aHY, T KATO TOBA YBEJIUYABa PUCKA OT aHTHOSAEM.

4.6 @epTHNHTET, OPEMEHHOCT U KLPMEHE

bpesmennocm.

TPUTEMC ne ce npenopbysa 1o BpeMe Ha TbPBUS TPUMECTEP Ha OpeMeHHOCTTA (BXK. TOYKA
4.4) » e IPOTHBOIIOKA3aH NO BpeMe HA BTOPUA ¥ TPETHA TPUMECTBP Ha OpeMeHHOCTTA (BXK.
Touka 4.3).




3a Kpaiino Heodxoanma. ITpu ycragoBssane Ha 6peMeHsocT, nedenueto ¢ ACE unxaéurtopn Tpabaa
na 6p1e cIpsBo He3a0aBHO U, aKO € YMECTHO, TpiOBa Ja Objie 3a04HATa ANTEPHATURHA TEPALINI.

Excnosunusara ga tepanus ¢ ACE unxubutop/AnrnorensuH I1 penenropen autaronuct (AIIRA) mo
BpeMe Ha BTODUA H TPETHSA TPUMECTBp NPUYIHHsBa (ETOTOKCRIHOCT TIpH Xopa (HaManeHa 0b0peuHa
GYHKNUA, ONUTOXUAPAMHNOH, 3abaBeHa ocudUKalUA HA Yepella) 1 HEOHATATHA TOKCHYHOCT
(6x0peyna HeAOCTATBUHOCT, XUIIOTOHNA, XUNIEpKanueMua) (BxkK. Touka 5.3 ,,[IpefknnANYHY JaHHY 34
6esonacnocT ). B cnywai Ha excrozpnus Ha ACE uHXUGATOpM MNpes BTOPHS TPUMECTLD Ha
OpeMeHHOCTTa ce NperopbyBa npoBepka Ha OBOpewHaTa PyHKNME ¥ Jeperta Ypes YITPasRyK.
Horoponenn, ynnto Malikn ca npueMan ACE uuxubutopH, Tpa0ea aa 6b1a1 CTPHKTHO
HaONIOJABAHY 32 XHIIOTOHUSA, ONUIOYPHS H XHIIEpKATHeMHs (B, CBING ToukH 4.3 u 4.4).

Kvpmene

[Topanyu HeAOCTATEYHA HHBOPMAIIA OTHOCHO yIIoTpebara Ha paMMIIPHI 110 BpeMe Ha KbpPMEHe (Bx.
Touka 5.2), He ce npenopbusa npunoxeane Ha TPHUTEHC, kato 3a npeanoyntane e ANTEPHATUBHO
Jle4eHue ¢ Mo-A00pe yeTaHoOBeH Npothua Ha 6€3011aCHOCT MO BpeMe HA KbpMeHe, 0CO0eHo MpH
KBPMEHE Ba HOBOPOJIEHO UNY HEJIOHOCEHO KbpMaue.

47 EdfexTH BLPXY ¢NOCOOHOCTTA 3a wiodupane H padora ¢ MallluHA

Hsakow Hexenanu peakuyu (Hanp. CHMIITOMU Ha IOHWKABAHE Ha KPBBHOTO HANMIAHE KATO
3amaliBaHe) MOTaT Ja Hapylar clloCOOHOCTTA Ha MALMEHTA 32 KOHLUEHTPALUWS K peaklns, eTo 3aI1o
MPCACTABAARA PHCK B CHTYaIHH, PH KOUTO Te3M CIOCODHOCTH ¢a OT ocobeHo 3HauYeHHe (Hatmp.
modupane 1 padoTa ¢ MaLUIMHHE),

Tosa MOXe a ce cIyuH ocoOeno NpY HaYallo Ha NeYeHUeTO HITH NpH npeMuHaBane oT ApYIrH
npenapaty, Cnej nbpeaTa X034 WK NIOC/IE/BAIN0 NOBUILIARAHE HA J03aTa HE € MPeloPBLYHTEHO
HioPupane NWIK paboTa ¢ MALIMHY 33 HAKOMKO Yaca.

4.8 Hexenanu nexapcTBeHH peaKkuny
Obobiyen npoghua na besonacrocm

[TpoduaeT Ha 6€30MACHOCT Ha PAMHIIPHI RKAKOYBRA YIOPHTA CyX2a KAllUTHIA ¥ PEAKI[UN CRBP3AHHU ¢
XHIOTOHWA. CEepHO3HUTE HeXenaH! JICKaPCTReHH Peakiiii, BKAIOUBAT AHTHOSHEM, XHIEPKATAEMHUS,
6BOpeyYHO MK YepHOAPOOHO YBpeKIaHe, IAHKPOATHT, TEWKH KOKHH peakiiuy U

HEYTPONeHVS/ arpanyioLuTO3a,

Tabauver CHUCHK HA HENCENAHUME PEaKUY

YecToTaTa Ha HEXKENAHKTE PeaKkLMK Ce OTIPelend, Upe3 M3NOA3BaHe Ha CIeHATa KOHBCHIH

Mmnoro gectu (= 1/10); wectu (> 1/100 go <1/ 10); Hewectu & 1/1000 po < 1/100); peaxu > 1/10 600
o < 1/1 000); maoro peaxu (< 1/10 000), ¢ Hey3RecTHA yecTOTa (OT HANNYHUTE JAHHYU HE MOXKE [a
OBJIe HANPABEHA ONCHKA).

I1pu BCAKO rpynpane B 3aBUCUMOCT 0T 4ECTOTATE, HEKEMAHUTS AeKapCTBEHH PEaKIIMy ¢ U30pogBat
B HU3XOAAL pell IO OTHOLIGHHE Ha TAXHATA CEPUOIHOCT.

oA

Yectn Heuecru Penxu Mhmoro C "en3BecTHA
- beJKY YeCTOTa
Hapvuenusa na EoszuHogunus Touuxken Gpoit KocTno- MO3b4YHA
KDb8MA Y Ha OenmuTe CYIpecus,
RUMPHAN KPBHRHH KNETKU NAHLUTONCHUA,
cucmemd {BKITFOUUTENHO XEMOIUTUTHA
Eiﬁ?ﬁfﬂnemﬂ - a e W o,
panyJo W &
ITO34), J,gﬁ# N
noHukeH Opoii __ {’:‘?Em 2
YepBEHH DRI
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KDBEBHH KIICTKH,

aHTWHA EKTOPHC
HITH MUOKAPACH
WHAPKT,
TaXUKapRHu4,

HaMAa/IEH
XeMOTTIO01H,
HaMmaieH Opoit
TPOMOOLIUTH
Hapyuenusa na AHaQnIAKTIINN
UWMYHHama WU
cucmemda aAHa(PHIAKTORIHA
peaKIiiu,
ITOBHIIECHIE HA
AHTUHYKNSapHU
aHTHTENA
| Hapywenus na CHUHIpOM Ha
eHOOKpUHHGmMA HapyluieHa
cucmema CEKpenud Ha
AHTUARY PETHUEH
xopmoH (SIADH)
Hapywenwt va | YBeNTHYESHO AHOpeKcUs Hamaneno
Memadoruzma ¥ | ChObpKaHKe | HaMaNgBaHe Ha CBHABPIKAHME HA
Xparenemo Ha Kaawii B aneTuTa HATPUA B KPBBTA
KPBbBTA |
Hcuxuuny HEHpeCHBHO OOBpKBaHe Hapymenne Ha
HADYICH U HACTPOSHHE, BHUMAaHUETO
TPEBOXKHOCT,
HEPBHOCT,
OC3ITOKOICTRO,
HapylleHue Ha
CHHA,
BKJIFOUMTETHO
CBHIHBOCT
Hapvwenus nq | I'napobomme, | CBETORBLPTEK, TpeMop, Mo3zpuna
Hepauamd 3aMalBage HapecTesus, HapyWeHO HCXEeMU3,
cucmema areysus, paBHOBECHE BKITIOTUTETHO
THCTEY 3N HCXEMHUYCH
WHCYNT ¥
TPaH3UTOPHA
UCKEMUUHA ATdKA4,
ICHXOMOTOPHH
HapyLICHuA,
yCEeLUaHe 3
apeHe, [apoCMus
Hapyuweenus na 3puTenun KOHIOKTUBUT
ouume CMYILCHHA,
BKJIFOYUTEITHO
AMBLITICHO
BIDKJAHE
Hapyutenua na YBpexaaHe Ha
VXOMO U CIyXa, THHHTYC
AadupuHmMa
Copdeuny Muokapana
HAPYUIEHUA HUCKSMUA,
BKTIOTHTENHO

1]




apUTMuA,

[ARITHTALHY,
nepudepeH eeM
Cvoogu XUINOTOHNA, 3AUEPBABAC ChaoBa CUHIApOM HA
HADVULEHUS OpTOCTATHYH CTEHO3a, Peitno
0 HaMaJsiBaHe XUonepdyus,
Ha KPBBHOTO BaCKy AT
HAILraHe,
CHHKOII
Pecnupamopny, | Henponyktur | BpoHxXocnazem,
2PHLOHU U Ha ApasHewa | BKIIOYHTEIHO
MmeQuacmupgy | Kauuna, o0ocTpeHa acTma,
U HAPYUeHUS OpOHXHT, 3alyiueH HoC
CUHY3MT,
IUCTIHES
Cromauuro- CromauiHo- | Ilankpeatnt ['mocuT AdTosen
YpeaHy YPEBHO {(ClTyyaH ¢ CTOMATHUT
HAPVIHEH LS Bh3NAICHNE, | (haTaleH M3X07 ca
XpaHocMmuniar | Ounm
STHY cBOOLIABAHU
CMYIICHUS, H3KIOUUTETHO
KOpeMeEH pAZKO NPH
nuckoMbopt, | nedenue ¢ ACE -
NHCTEIICHA, UHXHORTOPH),
JHapui, IIOBHIIIABAHE HA
ragexe, [TAHKPEACHUTE
[OBPBLUIAHE EH3UMM,
AHTHOEEM Ha
THHKOTO YEPBRO,
KopeMHa 60Jika B
FOPHATA 4acT Ha
KopeMma,
BRIFOYUTENHO
racTpuT, 3a1lek,
CYXOTa B ycTara
Xenamo- [Topumenn yuea | XBATEHHLA, Octpa
OUIUADHU Ha XONECTATUYHO YepHOApOoOHa
Hapyuienus qepHonpoOHUTEe | Xemarolenynap HEROCTAaTBIHOCT,
CH3UMHU W/ HITH HO YBPEXKJaHe XONeCTaTUHEH HITH
CBBP3AHUS HUTONMHTHYEH
busmpyoun XENATHT
(M3RITIOTUTETHO
pANKO ¢ (haTaneu
H3XOL).
Hapywenyst na | Obpus AHruoeaeM; Excgonuatusen | Peaknyia na | Toxcnuna
KOHCAM U OOHKHOREHO | U3KMHOYHTEITHO nepMaTur, GOTOYYBCT | eMMASPMAaNHA
ROOKOJICHAMA MAaKyJ10- PAAKO YPTHRAPHA, BHTENIHOCT | HEKPONN3a,
MBKAN marnyio3eH ofcTpyKIna Ha OHUXONW3A CUHIPOM Ha
BBH3YXOHOCHUTE Stevens-Johnson,
ObTHINA B epureMa
Pe3yITaT OT mynTagopme,

aHTHOCTIEM MOXKE
13 nMa dartaneH
U3X01; Chpoex,
XUIIEPXBAPO3a

12




nemM@urongeH ninn
THXEHOHIeH
€K3aHTEM WIH
SHAHTEM,
ajonenys
Hapvuenus na | Myckynmau ApTpanrus
MYCKYAHO- CHa3MH,
CKEREMHAMA MHAITUS
cuchmema u
CLEQURUTNENHA
Ma MbKAH
Hapyutenua na BrGpeuno
Ovbpeyume u YBpEKAaHE,
RUKOYHIE BKITIOYHTETHO
nYMUIYa ocTpa OpOpeuna
HEROCTATHHHOCT,
nonuypus,
BJIOLIABAHE HA
CBIIECTEYBAlA
IPOTEUHYPHS,
NOBUILCHA Ypes B
KPHRTA, TORUIICH
KpeaTHHUH B
KpPHRTa
Hapywenus na [{pexonna I 'HHeKOMacTHs
8BL3NPUIOOUME EpEeKTUIHA
AHQAING CUCINEMA HMILOTEHLIAA,
U 2ppoama NOHUXCHO
N §518)50i (D)
Ob1u ['pbnHAa [osuiena AcTeHus
HAPYUWLEHUT U Honka, yMopa | TeMreparypa
ehexmu na
MACMOMO HA
HPUAONCEHYE

Heouampuuna nonynayus
bezonacHocTTa Ha paMunpri e HadmoaBana 1ipu 325 gena v IoHoIY, Ha Bh3pact 2-16 Toaubn B 2
KTHHHYHA M3NHTBAHMA. BBOpeky Ye eCTeCTBOTO M TEXKECTTA HA HEXKENanuTe CHOMTHS ¢a CXORHH ¢
TE3M [IPH RBE3PACTHUTE, YECTOTATA Ha CIEHUTE € MO-BHCOKa TIPH JAelaTta:
Taxvuxapums, Hasanga KoHrecTHs 1 puaur, ,,yecty” (072> 1/100 go < 1/10) npu
neUATpPHYHATa NOMyJamms, u Hevectn” (= 1/1,000 no < 1/100) npu Bb3pacTHH.

KOHRHKTUBUT ,,qecTi” (0T > 1/100 go < 1/10) npn neapatpuyHaTa ONynauusg AJoKaro
Hpeaxu” (Z 1/106,000 o < 1/1,000) npu 8b3pacTHY,

Tpemop u ypruxapud ,Heyectd (= 1/1,000 go < 1/100) npu nepuarpuydara momynauiH,,
Joxaro ,,peaxu” (= 1/10,000 no < 1/1,000) nipa Bb3pactha.

O6muAT nppodun Ha 6e300aCHOCT 32 PAMMIIPWI NIPY e AUATPHYHM NALUEHTH HE Ce pa
3BAYHUTENHO OT Tipodia Ha 6¢30MacHOCT IPH BH3PACTHY.

CrobuiaBaHe Ha NONO3MPAHY HEXKENaHy Deakiy

i3




CrobulapaHeTo Ha NOA03UPAHM HeXeNaHu PeakLdn Cliek paspeliagase 3a yrnoTpeba Ha eKapcTREHUs
MPOAYKT € BaXHO. TOBa N03BOAABA A4 NPOABILKH HabIIONEHHUETO HA CHLOTHOLICHHETO MON3a/PHCK 34

NEKAPCTREHHUA MNMpOoAYKT. OT MeANIMHCKATE CICNMANACTH CE¢ H3WCKBA Ja chobulaBaT BCAKA
NOXO3RPaHA HEXEIAHa peaklig ypes:

H3nnnHuTenEa areHuds 10 JeKapceTeaTa,
yi. ,,HdamsaH I'pyer™ Ne 8

1303 Cogus,

Ten.: -+ 359 2 890G 34 17,

yebceaiit: www.bda.bg.

4.9 Ilpeno3upane

CHUMIITOMK

CuMirroMuTe, CBBhp3any ¢ Upenozuparie Ha ACE HHxXubHTOpH MOTaT 1A BKIIOYBAT NPEKOMEPHA

nepudepHa RazoIUIATALUSA (¢ TOJIePTaHa XMIHOTOHMA, 1O0K), Opaguxapiud, eleKTpOTUTHY
HapyuieHud u 0b0peyHa HeJoCTATHYHOCT.

Mepky IpH upeno3upate

HanuenTsT TPaORa A2 Obae CTPUKTHO HAOMOAARAH, IEUSHHETO TPAOBA Aa OBAe CHMTOMATHYHO U
noanepxawo. [Ipeaaranure MepKy, BKIFOYBAT MHPBOHATANHA ACTOKCHKAINS (CTOMAIHA IPOMHBKA,
pUarate Ha aacopOeHTH) X MEPKH 32 Bb3CTaHOBIBAHE HA XeMOXHHAMHYHATA CTAOUITHOCT,
BKITIOUHTEARO Npaniarane Ha aba 1-anpeHeprndHy aroHUCTH UK anraoreH3nd 11
(agruoreHspHaMu). PAMUnpuiaT, akTABHIAT MeTab0nAT HA PaMHTIPHT, C& OTCTPaHIBA
HE3aR0BOIUTEITHO Ype3 XEMOAUATH3A 0T O0WOTO KPhBOODDRILEHNE.

5. ©OAPMAKOJOTHYHH CBOUCTBA

51 PapmakoadHaMHYHH €BOIICTBA

dapmaxorepanepruyda rpyna: ACE -uuxubutopu, camocrodrenno, ATC xox :CO9AAQS.

Mexaunusvm va oelicmaue

PaMunpriat, akTHRHIBIT META0OTUT Ha NpeUIeKapCTBOTO PAMUNPHY, HHXAOUpA eH3uMa
AMNenTuAunKapbokcunenTHAa3a I (CMHOHHMI; aHTHOTEHIMH-KOHBEPTHPAIl eH3uM; KiHuHa3a II). B
Ia3MaTa ¥ TEKaHUTE TO3H eH3UM KaTaln3upa KOHBEPTUPAHETO Ha QHTHOTEH3HY I J0 AKTUBHUS
BA3OKOHCTPHKTOP AHMMOTEH3UH 11, KaKTo i HHXUOUpa pasrpaKJaHeTo Ha AKTHBAUA BA30AUTATATOD
OpamukudKH. [ToHmkeHoTe 0bpa3yrane Ha avTHOTeR3MH 11 M HXUOEpaHe Ha PA3TPAKIAHETO HA
OpaauKHHNH, BOOAT A0 BA3OIMIATALNKIL,

Twi kato anrnorensuy I cTuMmynupa 0cBOOOKIABAHETO HA ATA0CTEPOH, PAMUIIPHIAT BOIH 1O
HAMAJIABAHE HA AIJOCTEPOHOBATA CeKpeling. CpeaHOCTATHCTHIECKH TIORIUABARETO OT MOHOTEPATIUSA C
ACE naxuburop e no-cnabo npu gepHokoxu {adpo-kapubeka paca) XUIEPTOHUHHA NAMSHTH
OOMKHOBEHO HOMYJIAINS ¢ XBTIEPTOHUA ¢ HICHK PEHKMH) OTKOMKOTO IPH HEREPHOKOMH HAlMEHTH.

PapmaxoGunamMutHy egexmy

AHTHXHIIEPTEH3HBHU CROMCTRA!

Ipunaranero Ha paMUNPUIT BOAK A0 3HAYUTENHO NOHMKABAHE HA TIepudepHaTa aprep
PE3UCTEHTHOCT. B 1oseyeTo ¢1yvay HAMA 3HAYMMK IPOMEHHM B OBOpeyHUS KPHROTO
rIoMepyanarta GuaTpauyg. Jlpusaranero Ha paMUTIpu NPy TAUHEHTH ¢ XKIIEPTOH
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NIOHIDKABAaHE HA KPBBHOTO HAMATaHe B MINPABEHO W MErHANO MONIQKEHHE, 63 KOMIIEHCAaTOPHO
NOBHUIABAHE HA ChPACYHATa HECTOTA.

J1py 1opedeTo HAMEHTH HaYanoTO Ha aHTUXUIIEPTEH3UBHUAA eGieKT Ha eJHOKpaTHATA 1034 ¢
nposeasa | Ao 2 waca ciea nepopaito npuwioxedue. [IMkoBUAT edekT Ha €AHOKpaATHATA 4034,
OOHMKHOBEHO ce JocTHra 3 10 6 yaca cnejl nepopanto npunokeHue. ARTHXHIIGPTEH3UBHUAT e(pexT Ha
eMHOKpaTHA o3& OOHKHOBEHO IPOAE/DEaBa 24 vaca.

MakcUMAaNHUAT AHTUXUNEPTEHIUBCH eekT HA NPOSBIDKHTEHO ACHSHHE ¢ paMUTIPUIT OONKHOBEHO
HACTBIBA cred 3 10 4 ceamuuit. Joka3aso e, Ue AHTUXHUIIEPTEHINBHUAT ePEKT € TIOCTONHEH TIPpH
ABAroTpalHa Tepanug npogbixkasama 2 roauHu.

PA3k0TO UpekbCRaHe NpHEMa Ha PaMHIPHA HE BoOM 10 Obps3 U nipekoMeped pedayHa edexT Ha
ITOBHILABAHE HA KPBBHOTO HANATAHE.

CopleuHa HEMOCTATHYHOCT:

Kato fobaBka KM KOHBEHUIHOHATHATA Tepalluy ¢ QUYPETHIIH 1 U300PHO ChC ChPACYHU IIHKO3HAH,
PaMHIPHI NIOKA3Ba €PEKTHRHOCT NPH NanuenTH ¢ QyHkuuonaneH kiaac [I-I'V po New-York Heart
Association. JlekapCTBOTO EMa HOA30TBOPHH €(DEKTH BBPXY ChPASYHATA XeMOIUHAMHKA (HAMANABAHE
Ha HANATAHETO TIpU ITBLIHEHE HA NA8a M JjACHA KaMepa, HaMansgBaHe Ha obuiarta nepudepHa cbh/oBa
Pe3UCTEHTHOCT, AOBHIIARAHE HA H3XOAANS ChpACYEH KPBBOTOK H NMOA0OPEH ChpAcUeH HHACKC).
[Tonukasa cbINO HEBPOSHAOKPHHHATA aK THBALIHS.

Knunnuuna epurxacrocm u besonacrocm

Cipaevno-cprosa npoduIakTHKA/ HeDPOTIPOTEKIUA;

IIpogeneHo e mnanefo KOHTPOAUPAHO NpoyyBaHe 3a rnpodunaktdxa {nmpoyusareto HOPE), npu xoeto
pPaMHUIIpUIT € Ol 4oGaBeH KbM CTaHAapTHATA Tepanus npy noseue o1 9 200 nanuenty. [TanueHTHTE C
NOBUINEH PUCK OT CHPAEUHO-CBAOBO 3200NARAHE, Cle ATEPOTPOMOOTHYRA KapAHORAaCKYIapHa BonecT
(aHaMHe3a 3a KOpoHapHa apTepuanda 6oecT, UHCYNT Wi nepudepHa apTepruanya 6oect) win
3axaped quabeT ¢ ITOHE SAMH CHITBTCTBAI, PHCKOB ¢akTop (1okazaHa MUKpoanOyMURY pas,
XUMCPTOHHUA, TOBULISHH HHBA HA 00U X0NeCTepo], HUCKO HUBO Ha JUMONPOTEHHUTE C RHCOKA
NIBTHOCT BIIW TIOTIOHOMYNIeHe ) ca DU BKNIFOUEHH B H3MHTBAHETO.

HanuTBaseTo 11okasBa, 4¢ paMHOpil CTATHCTUYECKH 3HAYNMO NOHMKaBA YeCTOTATA HA MAOKAPISH
UH(PAPKT, CEPACYHO-CHI0BA CMBPT U WHCYINT, CAMOCTOATENHG WM B koMORHAUNS (IpPBAIHO
KOMOHMHHMPAHH ¢HOUTHA).

OcHoBHM pe3yaTaTy o1 ManuTBanero HOPE

- Pavmmpun  : ITnane6o | OTHOCHTENEH PHCK [ p-
- (95% NOBEPUTENEH | CTOMHOCT
........... ...} uuTepsan)
I A R
| BeHuK# mauMenT n=4645 |  N=4632: ;
Hupeuuno komOuHupanu | 14,0 17.8 0,78 (0,70-0.86)
 culaTun N A S S
. Muoxapoen undapxm. 199 123 1080(0,70-090)
Cvpdeuno-cvosacmepm 61 (81 1074(064-087) <0001
. Hrcyam 1 34 49 .:068(056-084) <0001

Heobxodumocm ant 16,0
pesackyrapusayus




Xocrumanusayus nopau 12,1 i 12,3 0,98 (6,87-1,10) NS
HECMAabUING QH2UNA i

Xocnumanusayus nopadu | 3,2 £ 3,5 0,88 (0,70-1,10) L 0,25
CBPOEYHA HEOOCIAIND YHOCH ;
Venosenenus, — cwpzanu ¢ | 6,4 7.6 t 0,84 (0,72-0,98) L 0,03
ouabem

Msmmreaneto MICRO-HOPE, npenpaputenno onpefeneno nogusnuteane ot HOPE, uscneasa
edekTa oT obarayero Ha paMunpuia 10 mg KbM TEKYINATA CXeMa Ha fedcHue crpaMo nmnauedo npu
3 577 palyieHTH Ha TIOHE 55 roAMIHA Bb3PaCT H NO-Bp3pacTHH (6€3 ropHa rpaHyuLia Ha Bh3PacTTa),
KaTO MHO3MHCTBOTO ¢d ¢ Auadet Ty 2 (1 NOoHE eAMH CHPIAEYHO-ChIOB PHCKOB BakTop), ¢ HOPMAHO
APTEPHANHO HAMATAHE WIH XUIISPTOHUIN,

ITepBUYHUST aHanu3 nokasea, qe 117 (6,5%) ot yyacTHnumTe Ha pamunpui u 149 (8,4%) or Tesu na
naunedo pa3ssBuBar fokazaHa Hedponatud, xoero cboTReTcTBA Ha RRR 24%,95% CI [3-40], p=0,027.
HzaurBanero REIN € MHOTOWEGHTPORO PAHAOMUZUPAHQ, JBOKHO-CIANO, aUe60 KOHTPOIMPaHO
A3ITATBAHE C MapafeNHy rPyny, Nerdno OReHIBaHe Ha €(eKTa OT JeUeHHeTO ¢ PAMUTIPHAIT BEPXY
YeCTOTATA Ha BIOWIARAHE Ha CTeneHTa Ha rnoMepynHa duntpayus (CI'P) npu 352 nauyenTH ¢
HOPMANTHO apTepHAIHO HATIIra#e und Xuneprodnuy (18-70 roguiiHa Re3pacT), CTpagaIly OT Jeka
(T.. CPeAHA EKCKpELIMA Ha IIPOTENH B YPUHA> 1 1 < 3 g/24 yaca) wid TeKKa NPOTEUHYpus

(= 3 g/24 vaca) nopanu XpoEnuHa Heauabetaa Hedponaria. W geete cyGnonynauun ca Swin
NPOCTIEKTUBHO CTPATHRUIUPAHH.

OCHOBHUAT aHAIN3 HA NAUMEHTATE ¢ Hal-TeXKa TpoTeHHypia (MacTTa OT MALHeHTH
NpeXIEBPEMEHHO OTCTPaHEHA, ROPAAH MIPEAMMCTBATA ITPY I'PYTIATa HA paMUTIPUN) IOKA3B4A, Ye
cpeaHata YecTora Ha promasaHe Ha C1'O 3a mecen € Oina no-HUCKa Npy paMUIIpUl, OTKOIKOTO NPH
nnaedo; ~0,54 (0,66) cnpamo -0,88 (1,03) mi/min /mecer, p = 0,038. BrTperpynosara pasnuka
Ouna 0,34 {0,03-0,65] 3a Mecen, 1 okono 4 ml/ min /ropuna; 23,1% 0T NaluedTTe B rpyNnarta Ha
PAMHIIPANT AOCTHIAT KOMONHHPAHNTE BTOPHYAY KPaAfHU TOUKU Ha Y/IBOABAHE KOHIEHTPAIHATA Ha
W3IXOJHHMA CEPYMEH KPeaTHHUH W/ KWK TepMuBanya 0b6peuna HeaocTaTb4HoCT (HeoOX0MMOCT OT
auanysa uny 6u6peyna Tpascnnaaranus) cupaMo 45,5 % B rpynara #a manebo (p = 0,02).

Heotna broxaca Ha penun-anzuomensun- anoocmeporosama cucmemama (PAAC)

JiBe roneMu pagnoMU3HMpaly KOHTponupany npoydsarug — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoeint Trial - Tekynic rifo6anso n3nuTBaHeE 34
KpalHY TOUKHY HA TEIMUCAPTaH, CaMOCTOSTENHO U B KoMbuHanua ¢ paMurpan) B VA NEPHRON-D
(Knuaudso npoydBale CBbP3aHO € PA3RUTHE Ha He(PONAaTHA IpH 1AabeT, MPOBEAEHO OT
MHHEMCTEPCTRO 110 BRIPOCUTE HA BETEpAHHUTE) — NPOYEIBAT yrnoTpebara Ha koMOnHaumaTa oT ACE
MHXHOUTOP ¥ aHrMoTensuy [I-peuentopen baokep.

ONTARGET ¢ npoyusane, npoBeieso MpH NALNSATH ¢ aHAMHE3a 33 ChPASYHO-CHA0BA WIH
MO3BLYHOCEA0BA OONECT, WK 3axapeH AuadeT TUN 2, HpUAPYKEHY ¢ HaHHY 3a YBpeXIAHe Ha TapreTHH
oprann, VA NEPHRON-D e npoyusane npi Hau#enTH ¢he 3axaped nvaber Tvn 2 U quaberna
HedponaTus.

Tesn npoyuBaHus He NOKA3BAT 3HAYUM OaronpusTe edext Bopry 660peunnTe H/MIH CBPISYHO-
CBAOBHTE TMOCIEAULH U CMBPTHOCT, KATO CHILEBPEMEHHO ¢a HabNIOAaBAHM NOBUIIEH PHCK OT
XUTNIEPKATHEMIS, OCTPO YBPEXKIAHE Ha OBxOpeninTe WHNK XHNOTOHNA B CPABHEHIE ¢ MOHOTEPAITHATA.
Karoc ce umat npeaABn CXOOHATE UM (apMaKkOAUHAMUYHY CBOUCTBAE, TE3M PEIYATATH €A IPHAOKUMY
M 32 Japyru ACE npxuburopu u anrvorensus l-penentropru 6rokepu.

ACE unxuburopy u adnryoteHzdd lI-penentophn Groxepn ceJoBaTENHO He TPIOBA Ja ce 3MOI3BAT
eIHOBPEMEHHO TIpH MAHEHTH ¢ JuabeTHa HedponaTHi.

ALTITUDE (Knuau4so Npoyusate NpoBefleHo ¢ anicKUpel Ipd NAUHEHTH ¢BC 3aXapeH auabeT Tum
2 ¢ M3MONI3BAHE HA CHPACYHO-CHAOBH M OBOpeunH 3a00naBanus KaTo KpalfHy TOYKY) € Npoy4BaHe,
OpeAHa3Ha4eHo Aa H3CHEABA 1on3ara 0T RoDABIHETO HA ANMCKUPEH KBM CTAHAAPTHA T
UHXHOUTOP MM aHrHOTEH3MH 11-peLienToped 6/10Kep NIpU NALUESHTH ChC 3aXapeH au
XporryHo OEOPEYHO 3a00N4BaNe, CHPACUHO-CHEOBO 3a00NABaHE HAH U ABeTe. I1po
IIpeKpaTeHO NPESKASBPEMEHHO TOPATH [TOBULICH PHUCK OT HeOIaronpusaTHH roce
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CHPAEYHO-CHA0BATA CMBPT, Taka H UHCYNTHT ¢A MO-YECTH B IpyliaTa Ha alucKNpeH, OTKONKOTO B
rpynara Ha nnauebo, a MPeJCTaBNABAINTE HRTEpPEC HeXenaHy cChbOUTUS U CEPMO3HY HeXeNaHu
CHOUTHA (XUIIEPKAIHEMIVL, XHTIOTOHAS U OBOpevHa muchHyHKg) ce ¢ro0IaRaT M0-4eCTa B rPyNnara
Ha aJIACKHPEH, OTKONKOTO B IPYIATa Ha ranedo.

Bropuynia npo®HIakTHKa ciex oCThD MHOKApAeH HH(APKT

Misnursanero AIRE pxntoysa noeeue ot 2 000 nauueH™t ¢ NpeXoaHi/ IepcucTUPali KTHHUIHYA
NPU3HALIY HA CBPASYHA HEJOCTATBUHOCT C/IeA Z0Ka3aH MUOKApIeH HHPAPKT. JICUeHHeTO ¢ paMUNpHUIT
€ 3aIouHaro 3 g0 10 nru ciex ocTpus Myuokapaen MHpapkt. M3nuTBaneTo, NoKa3ga ye Cies CpeHHo
BpeMe Ha Hpocneaasane oT 15 Mecelia, CMBPTHOCTTA ITPH MALHeHTHATE TEKYBAHH ¢ paMunpui € 6mia
16,9 %, a npu nanueHTUTE Ha IIaNedo ~22,6 %. Toga o3HawaBa HECEMHEHO HAMAISBAHE HA
CMBPTHOCTTA € 5,7 % U HaManAsane Ha OTHOCUTENIHMA pUCK ¢ 27 % (95 % CI [11-40%]).

Tleguarpydsa 1onyaanms

B panxomusupaso, ABORHO CIIAIO, MJ1a11e60 KOHTPONMPAHO KIMHUYHO MPOyYBaHe BKIIOYBANI0 244
AeAHaTPHIHH NAHEHTY ¢ XUNepTORUs (73% ¢ IhpBUYHA XUIIEPTORKA), HA BB3pacT 6-16 roguny,
NAIBeHTUTE Ca TONYYUITH HUCKA 1034, CPeqHa N03a HIIH BHCOKA J03a paMUIIPUA, 33 JOCTUTaHe Ha
[Ma3MeHu KOHUCHTPALWK Ha PAMUIIPHIAT, OTFOBapAmM Ha JOR0BNS JUATla30H 33 Bh3pacTHH oT 1,25
mg, 5 mg u 20 mg BL3 0CHOBA HA TEIECHOTO Terno. B kpas Ha YyeTBbPTATA CeAMHUIA, PaMUNPHI & 6Un
Hee{eKTHBEeH 34 IOCTHTaHe Ha KpaiHaTa 1eN 3a HAMaiBaHe Ha CUCTONHOTO KPBEHO HAJIATANE, HO
NpY Hal-BHCOKATA J103a NOHWKABA JHACTONHOTO KPhBHO Hatarane. [Ipu feua ¢ HoTsbpieHa
XUMEPTOHMA Mpu CPEHA W BHCOKH J03M PaMHNIPUI 1TOKA3Ba 3HAYMTENIHO MOHIDKABaHe Ha
RAACTONHOTO ¥ CHCTOJIHOTO KPBBHO HalsiTaHe,

Tozu efext "He ¢ HalumoaaRaH B 4 CeAMIYHO, ¢ HOBUIUABAHE HA 03T, PAHIOMU3HPAHO, IBOWHO
CIIAIO, OTHEMAIO HINHTRAHE NipH 218 neauaTpruHy MANUEHTH Ha BB3pacT 6-16 roauny {(75% ¢
IBPBHYHA XUIICPTOHMA), KBAETO K JUACTOIHOTO, K CUCTONHOTO KPBHRHO HAMITAHE ¢a JeMOHCTPUPANY
cnabo, HO He CTATUCTHYECKH 3HAYNMO, BPhLUARE KbM HAMAMHOTO HUBO, YIDH BCUYKKUTE TPU W3IIUTBAHK
n030BY HUBA (HUCka 8033 (0,625 mg — 2,5 mg), cpesna go3a (2,5 mg — 10 mg) unu Bucoka fosa (5 mg
— 20 mg) pamunpus Ha Oasa TernoTo. PaMunpun Be € nokasan NHHeeH A030B OTTOBOD MIPH
H3NUTBAHATA MeJHaTPUIHA NTOMY NALUA.

5.2 dDapMaxoKHHCTHIHH CBOHCTBA

AbcopbursCrien nepopalio NpUNoKeHAe PAMHIPHI ce abeopbnpa 6bP30 B CTOMAHO-YPEBHHA
TPAKT: HKOBA MIa3MeHa KOHISHTPAMA HA pAaMUIPUT c€ JOCTHTA B PAMKUTE HA €MH Yac. B3
OCHOBA Ha BH3CTaHOBABAHE B YPUHATA, CTENEHTA Ha abcopOiug e rioHe 56% ¥ He c¢ MOBIUABA
3HAYHUMO OT IPUCHCTBHETO HA XpaHa B CTOMAIUHO-YPERHAT TPAKT. BAOHAMWYHOCTTE HA AKTUBHNY
MeTAa0ONMT PAMUTIPUNTAT CASH MePOPATHO TPUIOKEHHE Ha 2,5 mg 1 5 mg pamunpui e 45 %. [TukoBa
NNa3Mena KOHUSHTPALWA Ha paMHIpIIIaT, ANHCTBEENS AKTHBEH MeTaOOMUT HA PaMHITPUN ce JOCTHTA
2-4 yaca cneql ppueMa Ha paMunpun. CTAUNOHAPHUTE MNAIMEHHM KOHUEHTPATMH HA pAMUIIPUIAT CIIe]
NpUJIarale BeAHbK AHOBHO Ha o6nYalinu JO3U paMunpuil e ZOCTHrat ¢ie] OKOI0 YeTUPH JHU
nedeHme.

Paznpenenenue

CBBP3BaHETO ¢ IUNIA3MEHUTE IPOTEUHH Ha PAMUIIPHA € OKOJIe 73 %, a TOBA HA PAMATIPHIIAT OKONO
36 %.

buotpancthopmayns

PﬂMHHpHH IHOYMTH HAITBJIHO CC MﬁTﬂﬁOHHSHpa A0 paMHUNIpHNAT, 1 A0 BAVKETONUITIEPAIUHOR €
JAHKCTOTMIICPDA3WHOBA KHCE/THNE, H TIOKYPOHRINTE HA PAMKHNIPAIL 1 paMuIipunar.

EnuMuHppaHe
Exckpenydra Ha MeTadONUTHTE € peAuMHEe 6pOpeyna. T1nazMenara KOHIEHTPAL
HaMaJIsABa 110 NoyiGa3oB RauyH. [lopaay HETOROTO CUTHO, HACHIIALLO CBEP3BAHE
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pasuciBiHe 0T CH3HMAE, PaMUIIPHIAT MTOKA3BA YABIDKCHA TePMUHANTHA eTHMITHAITMOHHA cbasa IIPH MHOI'O
HHCKH IUVIA3MCHH KOHLCHTDAIHH.

Crnen MHOTOKPATHO NIpMNarane Ha A03M paMUIIPWIL, BEAHDBXK JHEBHO, edeRTHRHUAT MOJAYKUBOT Ha
pamunpunar ¢ 13-17 daca 3a fos3u ot 5-10 mg u mo-AbABT 3a no-HUCKKTe 034 1,25-2,5 mg. Ta3u
pasnHKa € CBbp3aHa ¢ KagaluTeTa 3a HacHlllade Ha CH3MMa 4pes CBEp3BaHe ¢ paMUIIpUIIaT.

Haizrenta ¢ 660peyno yepexaane (BX. Touxa 4,2)

bprOpeynara exCKpenus Ha PaMHUNIPUIAT € HAMAaJIeHa Py NalieHTH ¢ HapylueHa On0peuda GyHKLMA,
U OBOPEYHUAT KITHPEHEC HA PAMUNIPUIAT € IPONOPLHUOHANHO CBBP3aH ¢ KPEeaTHHHHOBUS KITHPHHC,
Topa BoaK 10 NOBUINEHA TUTA3MEeHa KOHNEHTPALIVA Ha PAMEIIPHIAT, KOATO HaMaisBa o-6apHo
OTKOIKOTO NPU HHANBHAY ¢ HOpMaIKa 6ndpeuna ynxnms.

Hamuentn ¢ 4epHoapoOHO yBpexaane (84, Todka 4.2)

Ilpw mauneHTH ¢ HapyuieHa YepHoapobHa QyHKIUA, MeTabONMU3UPAHETO HA PAMHUITPHIT A0
paMunpuiar e 3abaseHo, Iopaqy HaMaleHaTa akTHRHOCT Ha 4epHOApOOHHTe ecTepasy ¥ J1azMeHuTe
HHUBA Ha PAMHIIPHIL MPA TE3H MAUUEHTH Ca NosHuIeHy. [INKORNTE KORUEHTPAUUH Ha PAMHIIPUNAT TPy
TE3H NMauMeHTn, 00ae He ce PA3iMuaBaT OT Te3U HA0MOIABaHH MPK HHAWBHAH ¢ HOPMATHA
uepHOApoOHA hyHKIUA.

Kupatene:

EnHokpaTHa 103a paMUTIPHII (€POPaIHG HE BOAM A0 OTKPHBAHE HA PAMUTIPUN U HETOBHA MeTAa0ONNT B
MaHIHHOTO MIAKO. BhIpeky ToRa e(PEKTHT HA HAKOIKO 103K HE € H3BECTEH.

{leduampuyna nonyaayus

DapMakOKMHETHYHHAT MpoUi Ha paMunpun ¢ 6un uicneasad npy 30 neuaTpuYHH NAMEHTH ¢
XMIEPTOHUA, Ha BB3pacT 2-16 roauHu, ¢ terne >10 kg, Cnexn no3a or 0,05 fo 0,2 mg/kg, pamunpui
OBP30 M €KTEH3HMBHO e € MeTaboau3npan 1o paMunpunat. MakcHMalHY NMAa3MeHd KOHIICHTPAHY Ha
paMHIOPUIIAT €A BL3HUKHAIM B paMKuTe Ha 2-3 daca. Knapsaca va pamuAnpuiar e 611 TACHO CRBP3aH
¢ JHEBHHKA Ha TenecHOTO Terso (p<0.01), cpimo u ¢ gozara (p<0.001). Knuepphca 1 obema Ha
pasnpeaencHue ce YBeTHJIABaT C YBEIMYABAHE Ha Bh3pacTTa Ha AClAaTa BB BCIKA JIO30Ba rpyla.
Hozara or 0,05 mg /Kg npu feua ZocTura RUBa Ha eKCHO3NLHA CPABHUMH ¢ TE3H [1PH RB3PACTHU
ASKyBaHHu ¢ paMIpit 5 mg. Jlozata o1 0,2 mg/kg nipu fena BoJy 10 HUBA HA €KCITO3HIUA HO-BUCOKH
0T MaKCHMaJTHATA NPENOPLYNTENHA JHEBHA 1034 0T 10 mg IpH BB3pacTHA.

53 HpearapHudHK JaHHH 32 0€30MaCHOCT

HepopanHoTo npuioxenye Ha PAMANIPHAT HE IOKAZBA OCTPa TOKCHYHOCT MIPH I'PH3AYH K KY4eTa.
1Ipoyysanus, BKIFOYBAILM IPOLEIDKHTENHO EPOPATTHO NIPHIOKEHRE ca OHTH IPOBEXKIAHY IPH
IUTBXOBE, KydeTa H MaiMyHHU. IIpoMEHY B IJIA3MEHUTe eNEKTPONUTH K KPbBHATA KapTHHA ca Ounn
YCTAaHOBEHN IIpU TPUTE BUAA.

Ilpn xyueTa u MAAIMYHA TpH AREBRY 1034 oT 250 mg/kg/aen e Guno HabMOAaBaAHO 3HAYKHTEHO
YyTOJNEMABAHE HA FOKCTAITIOMEPYJIAPHUS allapat BCIISACTBYE (hapMaKoduHaAMAYHATa akTHRBHOCT HA
pamunpii. [rexoge, kydeta 1 MaiMyHH [TOHACAT AHCBHH JO3H CHOTBETHO 0T 2; 2,5 1

8 mg/kg/nuesHo Ge3 ppeanH e@exty. Heobpatumo Oplpetno yBpexkiane ¢ HaGNoAaBato Mmpyd MEOTO
MJIAIH IABX0BE NOTY YUY eJHOKPATHA 1032 PaMUTIPHIL.

MsnuTRasnaTa 3a penpoIyKTHBHA TOKCHYHOCT NP NIBXOBE, 3AHITH ¥ MaliMyHK HE NOKa3BaT
TEpaTOTEHHH CBOHCTBA.

DepTUNUTETHT HE CE NOBNMABA HUTO IPU MBIKKK, HUTO IPH KEHCKH MITHXOBE.

{IpunaraqeTo Ha paMHOPIT BEPXY XKeHCKH ILThXORE M0 BpeMe Ha heTanHus nepnoj ¥ TaKTAKUITa

fIpA AHEBHYU 103U OT 5O Mg/Kg TENCSCHO TErO WM HO-BUCOKM.
Pasmiupeno u3cneABaHe 3a MyTareHHOCT, Ype3 W3N0JI3BaHe Ha HAKOIKO CUCTEMH 33 H3CAE
TI0KA3BA, Y& pAMUIIPUN NIPUTEXKABA MYTAreHHU HITH NCHOTOKCHYHH CBOHCTBA.
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6 OAPMALEBTUHMHH JAHHU

6.1 Cnucek Ha TOMOUIHHMTE BellleCTBA

Tabremxu 5 mg

XHIIPOMEN03a

NpeXeTaTHHU3NPAHO LAPEBUYHO HUILIECTE
MHKPOKPHCTAIHA LENYNI033

HaTpues creapwidymapar

YePREH Kene3eH okeuy (E172)

Tabremrxu 10 mg

XBIPOMENO3a

[PEKSNATHHH3HPARO LAPEBUTHO HULISCTE
MUKPOKPHUCTANIBA LIeNTyJ103a

HATPHEB cTeapuiipymapar

6.2 HecnBMeCTHMOCTH

HenpuitoxuMmo.

6.3 Cpox Ha rognoct

3 roaviHH.

6.4 Cpoeumandy YCJI0BHA Ha ChXpaHeHIe

To3u rekapeTBeH IPOAYKT HE MRUCKBA CHEUVAIHA YCIIOBUS 32 ChXPAHEHHE,

6.5 /laHHM 32 ONAKOBKATA

Tpurenc 5 mg - onakoexu ot 10, 14, 15, 18, 20, 21 28, 30, 45, 50, 56, 90, 98, 99, 100, 300, 320, 500
Tabnerkn 8 PVC/Alu 6itnctep # onaxosku ot 500 Tabnerky B OyTunku ot kadsBo cruikino Tun I (Ph
Eur) ¢ HDPE BuHTOBA Karmagka.

Tputeiic 10 mg - onakosxs ot 7, 10, 14, 15, 18, 20, 21, 28, 30, 45, 50, 56, 90, 98, 99, 100, 300, 320,
300 radnetkn 8 PVC/Alu 6immcrep n onakosku ot 28, 56 u 500 tabnerku B 6yTimxy o kadsBo
ctexia i 111 (Ph Eur) ¢ HDPE BrHTOBA Kallauka

He BcuuxH sHI0BE ONIAKOBKY MOTAT j1a 64T IyCHATH B NPoAakDa.
6.6 CreuMaiHM IpeANazHU MePKH P H3IXBLPJIsHE

Heusmon3rauusT NPOayKT UAR QTIaXbYHUTE MATEPUATY OT HEro TPAOBa Ja ce H3XBHPAAT B
CHOTBETCTBHE C MECTHUTE HIUCKBAMMS.

7 HPUTEXATEJ HA PAZPEIHEHHUETO 3A YIIOTPEBA
Sanofi Winthrop Industrie

82 avenue Raspail

94250 Gentiily

PpaHLvd

8. HOMEPA HA PAPEHWIEHUATA 3A YITOTPEBA
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Tritace 5 mg 20011162
Tritace 10 mg 20011163

9. JATA HA ITbPBO PAZPEHIABAHE/ HOJHOBSIBAHE HA PA3SPEIINEHHETO 3A
YIIOTPEBA

JlaTa HA NLPBO paspelniaBane:
TPUTEHUC 5 mg - 28.11.2001
TPHATEHUC 10 mg - 28.11.2001

JiaTa Ha OOAHOBABAHE Ha Pa3peBICHHETO 3a YIOTpeda:
TPUTENC 5 mg - 20.02.2012
TPUTEHNC 10 mg - 20.02.2012

10. HATA HA AKTYAJIMBUPAHE HA TEKCTA

16/03/2023
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