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2. KAYECTBEH H KOTMYECTBEH CHCTAB

Bceaka rabnerka Tpurefic 5 mg cbappika 5 mg pamunpin (ramipril)
3a IB/JIHMA CITMCEK HA IOMOITHUTE BEIIECTRA, RIDKTE TOUKa 6.1.
3. JEKAPCTBEHA ®OPMA

Tabnerka 5 mg

CReT/10 YepBeHH NPOIBIroBaTH Tab/IeTKH ¢ pasmMepH oT & x 4 mm ¢ AeHTeRHa YepTa, TPaBHPAHH C 5
H JIOT'OTO HA KOMIIAHHATa OT ropHaTta crpana 8 HMP u 5 ot nonnara. Tabnerkata Moxke 1a Objie
paszeneHa Ha PaBHH D034,

4. KJHWHHAYHH JAHHU
4.1. TepanepTHMEN DOKAZAHAN

- JleueHne Ha XMMEPTOHUA
- CrpaeguHO-cbI0Ba NpodrIaKTHKa: HAMANSBaHe HA CHPAETHO-CHIOBATA 3a00/IEBAEMOCT U
CMBPTHOCT TIPH MTALMEHTH C:
O {IPOABEHO ATEPOTPOMOOTHYHO CHPASYHO-CHAORO 3a00naBaHe (aHaMHeRa 32
KOpOHapHO 3a00NnABaHe WIH HACYIT, Wil NepudepHa aprepuanta GONeCT) WiH
© Analer ¢ MOHE eWH ChPAEYHO-CHhI0E PHCKOB (akTop (RXK. Touka 5.1).

- Jleuenue Ha 6L6peuHo 3abonaBane:
¢ HauanHa quaGeTHa romepy iHa HeppouaTHd, ONPE/ACICHA OT HAIIMYHE Ha
MHKpOanOyMHUHYPUs;
o Ipossena quabeTHa rmomMepynHa HedponaTus, onpene/ieHa OT MAKPONPOTEHHY PHA
TIIPH NAIMeHTH ¢ MOHE eJHH ChPAEYHO-CHIOB PHCKOB dakTop (BXK. To9Ka 5.1),
o llposseHa HemuabeTHa riToMepyiHa HebpPONATHI, OMPEAESICHA OT MAKPONIPOTEHHYPHUS
>3 g Ha geH (BX. Touka 5.1).

- Jleuenne Ha CHMITOMATHYHA CHPAEYHA HEAOCTATEYHOCT.,
- Bropuuna npodunakreka cien ocTbp MHOKap/eH HHbAapKT: HaMaliBaHe HA CMBPTHOCTTA B

ocTparta paza Ha MHOKap/ieH uHQAPKT NPH MALMeHTH ¢ KITMHWYHH IPH3HAUM HA CHP/IeUHA
HENOCTATBYHOCT, C HA4AJIO IoBe4e OT 48 yaca CNen OCTEp MHOKAPICH HHGAPKT.

4.2. To3upoBKa A HAYHH HA NpPH/IOKEHHE

EOBHQOBK&

IMpenopsara ce TPUTENC 11a 6511e nprieMan Beapbk JHEBHO, [I0 €1HO H CBIIO Bpe
TBi KaTO IPHEMBT Ha XpaHa He poMeHs GuoHaTIHOCTTa My, TPUTEUC Moke
TIpeaH, IO BpeMe Ha M clied XpaHneHe (B, Touxa 5.2).

TPUTEMNC tpsfsa na ce nortema ¢ Teanoct. He Tpatea 1a ce IbBYe Wik pastp



Bespacmuu

IManueuTy JEKYBAHHA ¢ JHYPETHIN

Cnen 3anousane na Tepanisg ¢ TPUTEHC Moxe Ja HACTBITH XHIIOTOHKSA; TOBA € HO-BEPOATHO NpH
[IALMEHTH, KOHTO Ca JISKYBaHH €IHOBPEMEHHO ¢ AHyperHi. [Jopanu ToBa ce npenopbyBa HOBHIIEHO
BHWMAHHE, ThH KaTO Te3W MANHEHTH MoTaT Ja 0baar ¢ HaManeH obeM TeuHOCTH K/ HITH CONM, AKO €
BBE3MOXKHO, IMYPETHKST TpaOsa Aa 6bae cripsH 2 10 3 €M npeli HAYANOTO Ha TEPAlIHATA C
TPUTEMC (Box. Touka 4.4).

TIpy DaLHCHTH C XHIEPTOHHMS, NPH KOWTO JUYPETHKBT He e crpaH, Tepanmata ¢ TPUTEMC tpatea na
Gbae 3anounara ¢ qo2a ot 1,25 mg. TpabGea aa 6naat npocnenasanu 6u0peunata QyHKIMA H
wiazmenus kamuit. [Tocaenpaiara noza va TPUTEAC TpabBa Ja OBae onpenensHa cope XKeJaHoTo
KPBBHO HajAraHe.

Xunepmonus
Jo3zara TpaOBa fa Obae onpeneneHa WHAMBHAYAIIHO, copen rpodiia Ha nauueHTa (BixTe Touka 4.4)
1 KOHTpONAa Ha KPRBHOTO HA/IAraHe.

TPUTEYC mose na 6bae H3N0I3BAH KATO MOHOTEPAIIHA WIH B KOMGHHALNS C IPYrH KIacope
AHTHXHITEPTCHIUBHH JICKAPCTREHHA TIPOAYKTH (BXK. Toukd 4.3, 4.4,4.5u 5.1)

Havanna nosa
TPUTEHC Tp#6sa na 6n4e 3an04BaH NMOCTENEHHO ¢ PENOpBYAHA MPBOHAYAHA B03a OT 2,5 mg

IHEBHO.

IIpH MaumeHTH ¢ TOBHILEHR AKTHRHOCT Ha PSHHH-2HIHOTEH2HH-AII0CTCPOHOBATA CHCTEMA MOJKe Na
HACTBIM 3HAYMTENHO MTOHIDKEHHE Ha KPLBHOTO HAIATaHE CJIe/ IpUEMa Ha mhprarta Ao3a. [IpH Takusa
DalHeHIH ¢ NPENopLUBa HAYalHa 03a oF 1,25 mg u HauanoTo Ha JeueHHeTo TpaORa Ja Onje
H3BbPLICHO M0 MEAHIHHCKH KOHTPOI (BX. TOUKa 4.4),

Terpupane ¥ DoAOBPKALIA K034

IMocrenenHo Ao3ara Morke Aa OBJIC YIBOCHA I1pe3 HHTEPBAN OT ABE JI0 YeTHPH CeAMHIIM 3a IIOCTHraHe
HA JKENaHOTO KPBBHO HANAraHE; MAKCHMAITHO AOIYCTHMATA O03a Ha TPUTEWC e 10 mg JHERHO.,
OGHMKHOBEHO [103aTa C€ TIPH/IAra BEIHEAK JHEBHO.

Copoeuno-cvdosa npegenyus

Hauyasna noza
{Ipenopsusanara HaganHa no3a ¢ 2,5 mg TPHTEUC Benwexk nHesHO.

Turpupase 1 nogaepkana no3a
B 3aBuCHMOCT OT TONEPAaHTHOCTTA Ha ALMEHTA KEM aKTHBHOTO BEIECTBO, 103aTa BIIOC/EICTRHE

Tpabea fa 6pAe yRemuuaBana. [Iperoptira ce YABOSBaHE Ha J038TA CIEM €IHA HITH ABE CeqMHULIH
JIEYEHHE U - CIe OlE JBE 10 TPH CeAMULH - JIa C& YBEJIHYH JI0 TapreTHara noJabpskaina 103a o1
10 mg TPHTEHC BenHnk JHEEBHO.

BikTe CBINO M0-rope 03UPOBKA NIPH TALIHEHTH, IEKYREHH ¢ JIHYPETHIIH,
Hevenue ua 6vOpeyno saborsieane

Hpu nayuenmu ¢ ouabem u MuxpoqaoabyMunypus:

Havanna s1o3a. .
ITpenopwsuanata HauanHa gos3a e 1,25 mg TPUTEHUC renHBK NHEBHO

TurpHpaHe ¥ 10 pKallla q03a




B 3aBHCHMOCT OT TOJIEPABTHOCTTA HA HALHEHTA KbM aKTHBHOTO BELIECTRO, I034Ta BIOCICACTBHE CE
noeuasa. IIpenopsdra ce yABOABAHE Ha €AHOKPATHATA AHEBHA /1034 110 2,5 mg cliel JABe ceIMHIH K
0 5 mg clien onie ABE CeaMHULIM,

{Ipu nauuenmu c guabem y nowe eOUH CoPOEYHO-CHOOE PUCKOG haxmop

Hagannua noza:
Hpenoprsusadara HavanHa go3a e 2,5 mg TPUTEHC seansx nHeBHO.

Turpipane ¥ IoATBPKANIA 7033

B 3aBHCHMOCT OT TOJIEPAHTHOCTTA HA NAIUCHTA KbM aKTHBHOTO BELIECTBO, J03aTa BIOCIECTBHE e
noemIasa. Ilpenopbusa ce yAROABAHE HA €AHOKPATHATA AHEBHa 1034 10 5 mg TPUTEUC cnen exna
HIH [Be CEMHILH 1 ciex ToBa 1o 10 mg TPUTEMC cnex ome ase wmi Tpu ceqmuid. TapretHaTa
AHeBHa fo3a € 10 mg,

Hpu nayuenmy ¢ neduabemna nedponamun, onpederena om npomeunyput >3 g/ na oen

HauanHna no3za: .
Ipenopsupanara Hadanua ao3a € 1,25 mg TPHTEUC pegHEX aHEBHO.

Tumpupane u nodovpxcaua 003q
B 3aBucHMOCT OT TOJASPAHTHOCTTA Ha NALMCHTA KbM BKTHBHOTO BeOISCTRO, A03aTa BIOCASACTBHE CE

noeuitapa. [Ipenoprusa ce yaBoABAHE HA eIHOKpATHATa AHEBHA J03a A0 2,5 mg cled JBe CeMHLH H
JI0 5 mg cifept Ollle NBE CCIUMHIIH.

Cusmnmomamimna copoeyna HeOoCmamvyHOCH

Bauanna po3a:
Mpu cTabunmsipany NamHeHTH Ha AHYPETHYHA Tepaiti, MpernopsYBaHaTa HavaTHa qosa e 1,25 mg
DHEBHO.

Turpupane ¥ nogaep:KamLia Ag3a
TPUTEHC Tps6Ba na 6b1e THTpUpaR 4pe3 YIBOABAHE HA 03aTa HA BCEKH €IHA IO B¢ CeAMHLIM JI0

MakcHMaJHa AHeBHa no3a 10 mg. IlpennounTa ce AByKpaTeH JHEBEH HPUEM.

Bmopuuna npounarmuxa cred ocmvp Muokapoer UHGAPKM U CbC ChpPOeuHA HEQOCMAMBYHOC

Hauanna nosa:

48 yaca cren OcTHP MHOKapAEH HH(APKT NPH KITMHHYHO H XeMOIHHAMHYHO CTablIHM MalMeHTy,
HavalHaTa po3a ¢ 2,5 mg ABa IIBTH AHERHO B OIPOJBbIKEHHE HAa TPU AHW. AKO Ha4damHaTa 8o3a ot 2,5
mg He Ce ToJepypa, 1o3a or 1,25 mg [Ba reTH IHeBHO TpA0Ba ga Obae MpHiaraHa Aea JHH DpedH
TIOBMILIABaHE A0 2,5 mg ¥ 5 g nBa IbTH AHEBHO. AKO J03aTa He Moke Jia 6'be NoBWIIeHa K0 2,5 mg
JBA ITHTH AHEBHO, IEMEHUETO TPADBA J1a C& OTMEHH.

Buoicme cvuygo no-zope 003UpPOSKA nPU NAYUEHMY AEKYEAHH C Juypemuu.

Tutpupase u noayLpAaIa J103a
Briocnencreue nHeBHATa 1038 C€ MOBHIIARA Ype3 YABOARAHETO i HA2 HHTEPBAJIM OT €1

10 ZoCTHIaHe Ha TapreTHaTa NOAAbpIKalia 103a OT 5 mg ABa IET# QHeBHO. Koraro
MIOZTbPIKALIaTa 1034 CE pa3Iens Ha /Ba MpHeMa JHEBHO. AKO [03aTa He MOXe aa
mg aB4 HETH AHEBHO, MedeHueTo TpaOea Aa ce orMeHu. Bee onie anurncsa A0CcTaTyf
JiedeHue Ha naumeHTH ¢ Texkka (NYHA V) cbpaeuHa HemocTATEYHOCT HENOCPE
MHOKapAeH uHDapKT. AKO ce B3eMe PelIeHHS 32 ICUeHUe HA TAKHBA [ALHeHTH, M




TepanuaTa Aa 6vae 3anodHaTa ¢ 1,25 mg BeAHbK JHEBHO U BCAKO NOBHIIABAHE Ha 03aTa ia Onae
H3BbPIIBAHO C [IOBHHICHO BHUMAaHHE.

Chreyuannu nonvaayuy

Iayuenmu c 6vbpeuno yepesicoane

JlueBHata 1103a NpH naiweHTH ¢ 6E6pedHO yEpexaaHe Tp4OBa Aa Ce Onpene/d Bb3 0CHOBA Ha

KpeaTHHyHOBHA KNMHPBHC (BXK. TOYKA 5.2):

- aKO KPEaTHHHHOBHAT KIHPBHC ¢ = 60 ml/min, He ¢ HEOGXOAMMO KOPUTHPAHS Ha HAYATHATA JO3A
(2,5 mg AHeBHO); MAaKCHMANRATa THeBHa no3a e 10 mg;

- 8KO KPEaTHUHHHOBHAT KIHpBHC € Mexay 30-60 ml/min, He ¢ HeoOX04MMO KOpHTMpaHe Ha
HadaTHaTa 1033 (2,5 mg IHeBHO); MaKCHMATTHATA AHEBHA J03a € 5 mg;

- aKO KPeaTHHUHOBHAT KIMpEHC ¢ MexXy 10-30 mY/min, vavanuara mosa ¢ 1,25 mg aHeBHO K
MaKCHM&ITHATA JHEBHA J03a € 5 mg;

- TIpH XHIEPTOHUIM Ha XEMOAHATH3A: PaMUIIPHII ce quatuaupa ciado; HayainHara go3a e 1,25
mg/IHEBHO U MaKCHMa/IHaTa JHEBHA JI03a ¢ 5 Mg; NeKAPCTBEHUAT MPOXYKT TPAGBA AA C&
MpHreMa HAKOIKO 4aca Cre XeMOAHAIM3HaTa Ipotenypa.

Hayuenmu ¢ vepnodpobro vapyuenue (BxK. Touka 5.2) .
Iipu maipenty ¢ 4epHOApoOHO Hapyinenne, neveHnero ¢ TPUTEUC 1pabea na 3anodue camo moj
CTPUKTEH MEHIMBCKH KOHTPON i MaKCHMAaIHATa JHeBHa 1oza e 2,5 mg TPUTEUC.

Cmapuecka avapacm

Hauanante gozu TpaOsa ga 6bAaT Mo-HUCKH W BIOCISACTBHE TUTPHPAHETO HA 103aTa TpAOBa Na 61ae
110-6aBHO, MOPAJIH MO-TONAMATA BE3MOXKHOCT OT HEXKEIIaHH PEaKLHH, 0CO0EHO MPH MHOTO Bh3PacTHH
¥ HeMolHY nanyeHTH. Tpabea Aa ce WMa npeABHA HaMaIABaHe HA HAYATHATA 11038 PAMHITPHI HA
1,25 mg.

1lecuampuuna nonyaayus

BesonacHocTTa M eHKacHOCTTA Ha PAMMITDHII TIPH Jlelia BCe OIIE He ¢ YeTaHoseHa. Hanuduara
HHpOpMAIHA 32 TPUTEUC ¢ onucana B Touky 4.8, 5.1, 5.2 v 5.3, Ho He MoraT Ja ObaT HanpaBeHU
CHELMATHHE NIPEMIOPHKH 32 JO3HPORKATA.

Hauwnn 5a npunoxkenue

Ilepopansa ynorpeba
4.3. TipoTmBonOKA3aHHS

- CBpPBXUYBCTBHTENHOCT KbM aKTHBHOTO BEILIECTBO WIH KBM HAKOE OT MOMOIIHHTE BEMIECTBA
nocoueyn B Touka 6.1 win apyr ACE unxuburop (MaxubuTop Ha aHMMOTEH3HH KOHBEPTHPAIIHA
€H3HM)

- AHaMHe3a 33 aHruoeneM (HaclenCTBEH, HAOnaTH4YeH WK ecaeacTeHe nedenne ¢ ACE-
#HXHOHTOpH WM aHruoteHzHH I penierrroprn anTaroHucTH (AITRAS)).

- EnnoBspemenHa Tepanuf ¢be cakyOMTpin / BasicapraH (BiXTe Touka 4.4 1 4.5).

- EKcTpakopropanHo JieyenHe, BOACILO IO KOHTAKT Ha KPBBTA C OTPHIIATENHO 3apeeHH
MOBEPXHOCTH (BXK. Touka 4.5)

- 3nauviMa AByCTpaHHa cTeHO3a Ha OOpevHHTe apTepuu WiTH cTeHO3a Ha O10peuna aprepud Ha
eqMHCTBEH dyHKUHOHRPan OrOpex

- BTopH H TpeTH TpuMecThP Ha OpemeHHOCTTA (BXK. TOUkH 4.4 U 4.6)

- Pamunpun He Tpg0Ba 42 0B MPUAArad pH MALMEHTH ¢ XMIOTOHKA WK HeCcTa0un
XEMOZMHAMHKA.

- Ennoepemennata ynorpeba na TPUTENC ¢ anusckupen-chIbpKaliy npoyKTH
MPOTHBOIIOKA3aHa TIPH NALHEHTH Chbe 3aXapeH Aualet WiIH 6b0pevro yBpeKaaH
mi/min/1,73 m2) (sx. Touxm 4.5 u 5.1).




44. CuoensanHd npelynpexaeHHs H NPEANAIHA MEPKH EPH YOOTpeba

Creyuannu nonyagyuuy

- bpemenunocm: Jleuenne ¢ ACE HHXHOHTOPH KaTO paMUIIPUIT WIH AHruoTensun 11
peuentopru anTaronuctH {AIIRAS) He Tpa0ra na ce 3anoyra mo speMe Ha Gpementioct. [Ipn
MaHEHTKATE, IUIAHKHpAINH 12 3a0peMenenT, tepammita ¢ ACE uaxuburopu/ AIIRAs, Tpsbsa
Jia Ce 3aMEHH C anTePHATHBHO aHTHXMIICPTEH3UBHO JICUeHHE, KOETO HMa YCTaHOBEH npodul
Ha Ge3onacHoCT Npu ynorpeda Mo BpeMe Ha OPeMEHHOCT, OCBEH aKO HE Ce CYHTA 38 KpaitHO
HeoOxomuma. ITpn yeraHosaBane Ha GpemenrHocT, neueHueTo ¢ ACE uaxuGuropu/ AIIRAS,
Tps#bBa na 6bae cripaHO He3a0aBHO M, aKO € YMECTHO, TpaOBa aa Gbie 3amounara
aITepHAaTHBHA Tepamus {Bx. To4kH 4.3 u 4.6).

- Hayueumu ¢ ocoben puck om xunomonus

- Hayuenmu ¢ nosuiiena axmusgHoCH HQ PeHUH-AHEUOTENIUH-AIO0CINEDPOHOBAMA CUCMEMA

[Manyenry ¢ NOBHILICHA aKTHBHOCT Ha PCHHH-aHTHOTEH3HH-A/IIOCTEPOHOBATA CHCTEMA Ca H3IOKEHH
Ha PHCK OT CWIHO M3Pa3eHo NOHHKABAaHe Ha KPEBHOTO HAaNAraHe H BiOLIaBade Ha GnOpeuHara
(ynkums, nopans ACE unxubupase, ocobeHo koraro ACE HHXMEWTOD WM CHIXBTCTBAI IHYPETHE
¢e NpHeMa 3a TIPHB T KITH APH HAYAIHO MOBKILaBaHEe HA 103aTa. 3Ha4Ma aKTHBHOCT Ha PeHHH-
AHTHOTEH3UH-AIIOCTEPOHOBATA CHCTEMA MO3Ke J1a C& OMaKBa H € HeoOXOAHMO MEIMIIHHCKO
HaOmoAcHHE, BIUHOYBAIIO NMPOCHSAABAHE HA KPHBHOTO HAAIAHE, HAIIPHME]D HPH:
- DaUMEeHTH ¢ TeKKa XHIICPTOHHA
- MAUMEHTH ¢ JCKOMIEHCHpPAHa 3aCTOHHA ChpAevHA HEZOCTATHYHOCT
- TAUMEHTH C XEMOARHAMHYHO BIOIICH NABOKAMEPEH H3XO/IANI WTH BXOAAIE KPBBOTOK (Hamp.
CTEHO3a Ha a0pTaTa WIIH MHTPAIHATA K/Tana)
- TIAlLMEHTH ¢ 8AHOCTPAaHHA CTeHO03a Ha ObOpeunaTa aprepus ¢ BTopH (yHKImHOHMpa 6s6pek
- TMAHUMEHTH, IPH KOWTO HMa HITH MOJXKE /1a HACTBITH HaMaed o0eM Ha TEICCHHTE TEYHOCTH HIH
COJIH (BIJTFOUMTENHO MANHEHTH, ITPHEMALIH AKYPeTHIIH)
- MALMENTH ¢ YePHOAPOOHA MPO3a W/HIIH ACI[HT
- MalUMEHTH, NOUIOKEHH Ha TOIAMA XHPYPIHYRA UTEPBEHLMA WIH AHECTE3Hd CBC CPEACTRa,
KOHTO IpeIH3BHKBAT XMIIOTOHHS
O6UKHOBEHO ¢e TIPENOPLYRa KOPHTHPAHE HA AEXHAPATALIMATA, XUITOBOJIEMUATA HAH CONEBHS Ae(HLIT
TIPE/TH HAYaNOTO Ha JIEYEHHeTo (IPH NAlHEHTH ChC CHP/ACYHA HeIOCTATRYHOCT 0Daye, KOPEKLUHATA
TpAbGBa ma ObA¢ BHHMATEIHO MpeleHEHa CIIPIMO pUCKa OT 00epMHO HaTOBapBaHe),

- Heoiina 6aokaoa na penun-anzuomensun- a10ocmepoHosama cucmemama (PAAC)

HMa ganuu, ye enHorpeMenHata yrorpeba Ha ACE unxuburopu, anrnotensun ll-peuentopau
O10KepH WM ANUCKUPEH NTOBHINABA PHCKA OT XHIIOTOHHA, XUIIEPKAIHEMHA M HAMAJIIBAHE Ha
OBOpeuHaTa pyHkIMS (BKmoyuTenHo octpa 6u6peuna HegoctaTeuHoct). [lopamu ToBa He ce
npenopbyea neokHo 6aokupaHe Ha PAAC dpes koMGunHpaHara ynotpeda va ACE uHxuGuTOpH,
anruoTensud I-penenTopru Gnokepu 1win anuckupes (Bxk. Touku 4.5 u 5.1). AKO ce IpelieHH, ue
TepanusTa ¢ JBoifHO GrokdpaHe ¢ abcomoTHO HeoOX0AHMa, TOBa TPSOBa Oa CTABA CamMo MO
HaOMONEHHETO Ha CTICUMANHCT M [IPH 9eCTO BHUMATEIHO MOHUTOpUpaHe Ha ObOpeynara QyHKIMS,
EJTEKTPONIMTHTE M KPBBHOTO HANATAHE.

ACE unnxuburopu M aHrHoteHsus [l-penenropru 61okepy He TpaOBa Aa ce UATION3BAT €IHOBPEMEHHO
1py NalyeHTH ¢ AuabeTHa He(pomaTHa.

- Ilpexodua win nepcucmupaya ceDOBYHA HEOOCMAMTBYHOCH CAe0 MUOKADOeH Ul

XUnomonus
Hauamoro Ha Tepanmmia1a H3UCKBa CTPOr MEAUIMHCKH KOHTPOI.



- Crap4ecka Bh3pacT

BikTe Touxa 4.2,

XHMpPYPryauy WHTEPBEHITHA
[penopbusa ce, KoraTo e BE3MOUKHO, JICUEHHETO ¢ MHXHOHTOPH Ha AHMHOTSH3HH KOHBEPTHPALIHS

€H3HM KaTo paMUIIpwi, Aa ObJe NPeKbCcHATO EAHH JieH NpeIH XHPYPruyHa npoleaypa.

Ipocnengpane Ha OnOpeyHaTa g

brbpeunata bynkuma tpa0Ba qa 6pae oLicHEHA NIPETH U IO BpeMe Ha TeparuaTa H 4o3ata TpsGBa na
O®ne kopHrEpaHa ocobeHo Npes ITBPBUTE CEMHLIH OT ledeHHeTo. OcobeHo BHUMATENHO
npoclieiMBaHe C¢ U3HCKBA NpH NauneHTH ¢ 060peyHo yBpexxgane (Bx. Touka 4.2). UMa puck oT
BIoNIaBaHe Ha 6x0pednata QyHKIHA, 0CO0SHO IIPH NAIIHEHTH CBC 33CTOHHA CHPACYHA
HeJOCTaTBYHOCT WIH cnen 6s0peyHa TpaHCILIaHTalHS.

CBpEXYYBCTBHTENHOCT/AHTHOEIEM

Anruoenem e 611 croblapaH npH nauueHTH, AekyBaHu ¢ ACE -HHXHOHTOPH, BRIFOUHTENHO
paMunpun (Bx. Touka 4.8). PHcksT OT arTHOeAeM (Hallp. OTOK Ha AMXATETHUTE IIETHLIA HWIH €3HKA, ¢
Wik Ge3 HapylIeHHe HA JWILAHETO) MOXKeE A OBlIC YRETUYEH NPH NAIIHeHTH, HPHEMANH
eIHOBPEMEHHO JIeKApCTRa, KOHTO MOTAT g NPemM3BHKAT aHrHoegeM kato m TOR (Tapretnn Ha
panaMuLuH, npH Go3aiHILH) HEXUOUTOPH (HATIP. TEMCHPOTUMYC, EREPOIUMYE, CHPOIMMYC)
BUAAraAnTHH MK Henpamusil (NEP) mixuburopn (kato pauekanotpua). KomGunupanero xHa
PaMHIIPHIT CHC CaKyOUTPHIT /BaltcapTaH € NPOTHBONOKA3AHO NOPAAy HapacTsant

PHCK OT aHruoeneM. (Biok Touku 4.3 u 4.5).

B cayyaii Ha anrnoeseM, npueMbT Ha TPHTENC vpaGra aa ce npexpaT.
Tpabpa HezaDaBHO J1a ce HA3HAUM chiemua Tepatns. [latwienTst TpsGea na 6510e nocrasen nox
Ha0nropenue mMoHe 3a 12 no 24 qaca | W3NKCAH Ciel HAITWIHO OTHIYMABAHE Ha CHMITTOMHMTE,

HHTecTHHANICH aHrHoeAeM € Sun cpofmapaH Npy NaenTH, nexyeany ¢ ACE- unxuburopu,
srmountenuo TPHTENUC (sx. Touxa 4.8). 11py te3n nanmenTy ce Habmonasa kopemua Gonka (¢ WM
0e3 razeHe ¥ NORpHIKANE).

AnadHIakTHYHY Peakliuy 110 BpeMe HA NeCEHCHOHITH3UPAHE

BepoaTHOCTTa OT TIOABA M TEKECTTa Ha AHAQWIAKTHYHH B aHaQUITAKTOHIHH PeaKiii KbM OTPOBaTa
Ha HACCKOMH M XPYTH aqepreHH ca mopumenH npu ACE-urxuGupane. Tpafpa na ce dma npeaBug
BpeMenHo npeknseeane Ha TP TENC npeay necencnGrmnmzanus.

IipociensBane HA eaeKTPONHTHTE: XHIIEPKATHEMHS
Hpn maxoun naupentH, nexysanu ¢ ACE -umxubatopy, Biomoantenno ¢ TPUTEHC, ce HaGmonasa

XHIIepKanHeMua. PHCK OT XUIIEpKaAHeMHUA HMa MPH MallueHTH ¢ 0h0peyHa HeAOCTaTRYHOCT, HA
BB3pacT > 70 roAMHY, ¢ HEKOHTPOJIHPAH 3axapeH AHACeT WM TAKMBA, IPHEMAILLH KAJTHERU COITH,
Ka/liil ChXPaHABAILY JHYPETHUM H APYTH aKTHBHH BEIISCTBA, MOBHIIABALIM [LTa3MEHHTE HUBA HA
KauTHs, WIH ChCTOSHHA KaTO JeXMAPATALHA, OCTPa CHPACYHA JCKOMIICHCALHS, META0OTUTHA AlM/I03a.
AKO eTHOBpEMEHHATa yHoTpeDda Ha MOCOYEHHTE CpeIcTBa Ce CYHTA 38 NOAXOAMIA, PENOpPLYRA Ce
PEIOBHO NPOC/IEAIBAHE Ha CEPYMHHA KaTHit (8. Touka 4.5).

[Ipocnendsane Ha efekTPONHTHTE: XHANOHATPHEMHL
Ilpy HAKOH MALHEHTH, JIEKYBaHH ¢ paMHIIPHI € Habmogaean CHHIPOM Ha HeaqeKBaTHa CeKpe

BB3PacT M JPYTH NALHEHTH ¢ PHCK OT XMIIOHATPUCMHEA, C€ NPENOPHYURA PEIOBHO NPOCIIE,
CEpYMHHTE HUBA HA HATpPHA.

Heyrponenss/arpanyiounrosa




Pagxo ca HaOMONaBaHH HEYTPONEHH/arPaHyIOLHTO3a, CHOOIIABAHA € CBHII0 H KOCTHO-MO3BTHA
CynpecHs, KakTo M TpomOonmToneHus i anemus. [Ipenoprusa ce nmpocnenssane Ha 6pos Oesld KPBBHA
KIETKH, 32 JIa C¢ YCTAHOBH €BEHTYAIHA JieBKoneHH4. [To-decTo npocienisane ¢¢ nperophusa B
HAa4aJIOTO Ha JICYSHHETO W TPH MALMEHTH © HapyIeHa Ob0pevHa QyHKIHA, CBC CHITBTCTRAILA
Konarenosa (Hamp. JIynyc epHTEeMaTOAeC WM CKIePOAEPMHA), H NPH NeKyBaHH ¢ APYTH JIEKAPCTREHH
MpOIYKTH, KOHTO MOTAT Ja NpHYHHAT POMEHH B KpbBHATa KapTHHA (BK. Touka 4.5 1 4.8).

EtHudecky pasnuyns

ACE -MHXUOHTOPHTE NPHYHHABAT AHFHOEEM ¢ TTO-BACOKA 4€CTOTA TIPH YePHOKOKH TIALEHTH,
OTKOJIKOTO TIPH OCTAHAIHTE.

Kaxro n npyrute ACE -nHXu0utopH, paMUnpuI Moxe 1a 6be No-Manko edeKTHREH IpH
TIOHH)XABAHE HAa KPBBHOTO HANATAHE (IPH YSPHOKOXKH TALBMEHTH, OTKOIKOTO TIPH OCTaHA/IHTE, Mopaj
NO-YECTOTO HATMYHE Ha XHNEPTOHHUA ¢ HUCKH PEHWHORH HHBA MIPH YSPHOKOMKATA TTOMYITALMMS.

Kaminnna

ITpu ynorpebara Ha ACE -HEXHOHTOPH € Cho0IlIaBaHa Kauutuia. XapakTepHo €, 4e T4 €
HENPOAYKTHBHA, MPOABDKHTENHA H OT3BY4aBa CJIEH PeKpaTaBane Ha Teparmiata. UHIyIMpanara o1
ACE -uaxubuTOp Kallumiua, TpsaOBa fa ce pasriienda KaTo 4acT OT AMPEepeHIHAHATA JHArHO3a Ha
KAUUTKEA.

Harpu#t
TPHTEHC 1,25, 2,5, 5, 10 mg TabieTkH CoaAbpKaT Hartpuit. TO3H JIeKapcTBen NPOMYKT CHABDKA
no-Maiixo oT | mmol satpuii (23 mg) Ha TabneTka, T.€. DO CHIIECTBO ,.0e3 HATPHIL“.

4.5. BzaumojeiicrBHe ¢ APYIH JeKapcTBeRM NPOIYKTH A APYrH $opMHA Ha BIaEMOJeHCTBHE

JarHu o1 KIHHHYHH IPOYHBaHHA [OKas3Bat, 3¢ ABOHHOTO GIOKUpaHe HA peHHH -aHTHOTeH3UH
anpocreporoBara cucteMa (PAAC) upes koMOHHHpaHaTa yrioTpe6a Ha ACE unxuburopu,
aHrHOTeH3HH [[-peuenTopry O10KepH WiH ATMCKHPEH Ce CBBP3Ba ¢ NMO-BHCOKA YeCTOTA Ha HEXKETaHH
CBOHTHA, KATO HANIPHMEP XHIOTOHHS, XMIIEPKATHEMHIS ¥ HaMansBaHe Ha OpOpeunara QyHKIHs
(BKITIOUHTENHO OCTpa 6EOpeuHa HEAOCTATEHHOCT), B CPABHEHHME ¢ YMOTpebaTa caMo Ha eHO
cpelcTBO, AcifcrBaino Bopxy PAAC. (. Tourku 4.3, 4.4 1 5.1).

lTpoTuBonokaszanu koMOGHHAIHH

CernwreTBamara ynorpeba Ha ACE HEXHOHTOPH Che cakyOUTpmWII/BalicapTaH € IPOTHROMOKA3AHA, Thil
KaTO TORa YBENMYAB2 PHCKA oT anruoeseM (piok Toukd 4.3 u 4.4). Jiedennero ¢ pamunpua He Tpsdsa
na Objie 3anoYBaHO NpeaM Ja ca M3MEHANY 36 Jaca OT IPUEMaHETO Ha NOCIEAHATA 033 OT

cakyGuTpwn /Bancaptad. CakyOutpun /sancapran ne Tpatpa 1a Go/le 381109BaH mpe/iM 11a ca
H3MHHAM 36 yaca OT npueMa Ha Tocheasara 1o3a TpuTeiic.

EKCTpaxopnopanto Jleuenue, BOJEIo 0 KOHTaKT Ha KPBETa ¢ OTPHLATEITHO 3ape/ICHH TMOBBPXHOCTH
KaTO HAMpHMep JTHANTM3a WK XeModurTpalys ¢ onpeaesieHHd BHCOKONPOIIYCKIMBH MemMOpaHy {Hamp.
HONHAKPHIOHUTPHIIHE MeMOpaHH) ¥ afiepesa Ha THTTOTIPOTSHHH ¢ HACKA IUTBETHOCT © IEKCTPaH
cyndat, HOpaiH MOBHILCH PUCK OT TexKa anaduiakrouHa peakips (Bx. Touka 4.3). AKo ce W3HCKRa
noAcGHO JleueHHe, HEOOXOAMMO € Ja ce OOMHCITH U2N0NI3BaHe Ha Pa3liueH THIT AHaNH3Ha MeMOpaHa
HITH Pa3/1HY€H KJIaC aHTHXMIIEPTEH3UBEHO CPEICTBO.

TIpenmnaszsu MepkH MpH yNoTpeda

Karuesu conu, xenapun, Kanuti-CoXpanasauu Ouypemuyu u Opyau aKmueHu 6e1yect
RIAIMERUME HUBA HA KATUA (BKTIOYUMEIHO anziomensun 11 anmazonucmy, mpume
KoMOUHQUUA ¢ PUKCUPAHA O03Q CYIPAMEMOKCAZ0N, MAKPOSUMYC, YUKIOCHOPUN).
NPOABH XHIEPKATHEMHS, IOPAIH KOETO CE€ H3HCKBA CTPHKTHO NPOCTEISBaHE HA Ce



Aumuxunepmensuenu cpedcmsa (ranp. Ouypemuyy) 1« Opy2u 8ewjecmsa, KOUMo Mozam 0g noHUdICam
KPLHOMO HATAZAHE (RANP. HUMPANIY, MPUYUITIUNHY GHINUOERPECOHMY, GHECTEMUYH, NPEROMEDEH
npuem Ha arkoxon, baxnogen, arghiy03un, GOKCA3IO3UH, NPA3O3UH, MAMCYAOIUH, EMPA303UH) MOKE
Jd Ce O4AKBA YBE/IHYABAHE Ha PHCKA OT XHIOTOHMS (BXK. TOuKa 4.2 32 QHYpeTHIIH)

Bazonpecopru cumnamuxomumemuyu u Opy2u euiecmed (Hanp. u3onpomeproi, O06VIMamur,
Odonamun, enurneppun), xouno mozam Oa HamarAm aumuxunepmensuenus edexm na TPHTEHC:
TPENOpPB4Ba C& CTPHKTHO NPOCIensBaHe Ha KPBBHOTO HAYraHe,

ARORYpuHOA, UMYHOCYRPECOPY, KOPIMUKOCEPOUOU, NPOKAUHAMUO, yumocmamuyu u opyeu
8eeCmaa, KOUMOo Mo2am 0a RPOMEHAM OpOs HA KPLEHUME KIeMKU: TIOBHIIEHA BEPOATHOCT OT NOABA
HA XeMAaTONOTHYHHA peakimu (Bx. Totuka 4.4).

JTumuesu conu: ekckpelaTa Ha TUTHA Moxe fa Oble nomwxena o1 ACE -unxuOutopure u nopanu
TOBA TOKCHYHOCTTA HA JIMTHA MOIKE 13 CC YBEITHYM. Husarta Ha nuTHA TpﬂﬁBa Aa ¢ npocieaaBar.

Anmuduabemnu cpedcmeq, 6KIOUUMEHD UHCYAUH, MOraT 1a BE3HHKHAT XHUITOTAHKEMHYHH PEAKIHH.
[IpenopsuBa ce NpOCNEN1BaHE HA HURATA HA KPHBHATA 32Xap.

Hecmepouonu npomugosbanaiume iy cpedcmea u QyemuICaiIuyiiosa KUCEURa: MoXe Ja c¢ 09aKBa
HAMa/ABale HA AHTHXHNEPTEH3UBHNIA ekt Ha TPUTEHC. Ocaen ToBa, CEIBTOTRAIIOTO NEUEHHE C
ACE -uuxuturopn 1 HCIIBC Mosxe na 1oBene 0 MOBMIIEH PHCK OT Broiiasake ua Ouipeunara
bYHKU#AA U 13 YBETHYH KATHEMUATA.

mTOR unxubumopu wiu guoaznunmun; IOBAIICH PHCK OT PA3BUTHE HA AHTHOEIEM € Bb3MOJKHO NPy
TALEEHTH, NIPHEMALIH STHOBPeMeHHO NexkapeTsa, kaTo mTOR wmxubuTopr (Haup. TeMcHponumyc,
€BEPONAMYC, CHPOTIMMYC) WK BusnarmuiTiH. C NoBuilleHo BHUMAaHHe TpAOBa /12 ce W3MON3B4, KOrato
ce 2amouBea nederue (2K Touka 4.4),

Henpunusun (NEP) unxubumopu. TIOBHIIGH PHCK OT pa3BHTHE HA aHTHOSAEM € O Cpo0laBaH IIpH
entoBpemMento npuiokenre Ha ACE nrxnburop u NEP uaxubuTopH xaTto panekagoTpHn (RXK TOMKa
4.4)

Caxybumpun /eancapman

Emioepemennoro npanoxetie Ha ACE HHXHOHTOPH ¢be cakyOHTpHI/BANCAPTAH €
NpPOTHBOTIOKA3aHO, ThH KATO TOBa YBENHUARE PUCKA OT aHTHOCHEM.

4.6. @eprHiMTET, GpeMEHHOCT H KLPMeRe

bpemennocm:

TPUTEMNC He ce npenopbyBa o BpeMe Ha IIBPBHA TPHMECTE HA OpemenHOCcTTa (BXK, Touka 4.4) W e
TIPOTHBOTIOKa3aH 10 BPEME HA BTOPHA W TPETHA TPHMecTEp Ha GpemenHocTTa (BXK. Todka 4.3).

EnseMHOIOrMYHA JaHHH OTHOCHO PUCKA OT TepaToTeHHOCT ciief excriozumus Ha ACE -uuxubutopu
MO BPEME HA IIBPBUA TPHMECTEP OT OpPeMEHHOCTTa He ¢a OHH yOeAUTENHM, HO JIeKO NOBUILIARAHE HA
pucka He MoxKe Aa Obje mmogeHo. Ilpu natuenTkyre, tnanupamy Spemernoct, Tepamiata ¢ ACE -
HHXHOUTOPH TPAOBA /1A CE 3aMEHU ¢ ANTEPRATHRHO AaHIFXHNIEPIEH3NBHO JIEYCHHE, KOETO HMA
YCTaHOBEH Mpodit Ha €2001ACHOCT NpH ynoTpeda no BpeMe Ha OPEMEHHOCT, OCBEH aKO HE ¢& CUHTa
32 kpaitio #HeoOxonuma. [Ipn yetanosspane ra Opementoct, neuennero ¢ ACE -waxuburopu tpabea

Excnosuumsra Ha tepanss ¢ ACE -uuxuburop/ AarnorensuH Il penenroper aHT.
BpeMe Ha BTOPHA H TPETHA TPHMECTEP IPUYHHABA (PETOTOKCHYHOCT MPH XOpa (H
$YHKIMA, ONHroXUAPAMHHOH, 3a0aBeda ocCH(}pHKALHA HA Yepena) H HEOHATATHA



(6BOpeyHa HeIOCTATHYHOCT, XHIOTOHHUS, XHUIepKamueMus) (Bx Touka 5.3 "TpenkIHHWIHH NaHHH 38
GesonacHocT"). B ciryyait Ha excrosuimda a ACE -dUHXHGHTOPH TIpe3 BTOPHS TPUMECTHD Ha
fpeMeHHOCTTa ce Npenopb4Ba NpoBepKa Ha 6x0pedHaTa (hYHKIMA K Yepena upes YITpaseykK.
Hogoponenu, aunTo Maiixy ca npuemant ACE -unxuburops, TpabBa na 6b3aT CIPUKTHO
HaOMONaBaHH 33 XHIIOTOHHA, OJIMTOyPHA K XUrepKanueMus (BK. CBINO TOYKH 4.3 1 4.4),

Kvpmene

Ilopann HenocTaTsYHA HHGOPMALIHS OTHOCHO YTIOTPe(aTa HA PAMMIIPII TIO BPEME HAa KbpMeHe (BiX.
TouKa 5.2), He ce mpenopsusa npunoxenue ka TPUTEHUC, xaro 3a TPEANOUUTAHE ¢ ANTEpHATHBHO
NeueHHe ¢ no-Kobpe ycTaHoBeH Npodt Ha 6e30MacHOCT 110 BpeMe HA KbpMeHe, 0coBeHO NpH
KbpPMEHE Ha HOBOPOJEHO HIH HEAOHOCEHO KbpMaYe,

4.7. Edektn Bbpxy cnocofHOCTTA 32 modHpane H paGoTa ¢ MAINMHR

Haxou HexxeaHu peakilie (Hamnp. CHMITTOMH Ha NOHHKABAHe HA KPHBHOTO HAILIraHE KATO
3aMaifpaHe) MOTaT 14 HAPYMAT CrocoGHOCTTa HA NALKMEHTa 33 KOHLIEHTPALIHS M PEaKIIHs, €TO 3310
UPeACTABNABA PUCK B CHTYALHH, TIPH KOHTO T€3H ¢OCOOHOCTH ca OT ocobeno 3HayeHue (Hanp.
wodupane 1 paboTa ¢ MAITHHH).

Tosa moxe na ce cmywn ocobeHO IPH Ha¥aIo Ha JTEUEHHETO WK NP IPEMHHABAHE OT APYTH
npenaparth, Cel MbPBaTa [03a /M [0C/IeBAO NOBHITABAHE HA JO38TA HE € NMPENOPHYHTEIHO
mogupaHe HAH paboTa ¢ MAIHHH 33 HAKOIKO Jaca.

4.8. Hewxenann JeKapcTBeHH peaKuHH
Obobwen npogpun na Gezonacnocm

IMpodH LT Ha 6e30NACHOCT Ha PAMHIIPIIT BKITIOYBA YIIOPHTA CYXa KAHUHIIA M PEAKITHH, CBBP3AHH C
xunoTosus. Cepuo3HATE HEXKEMaHH JIEKAPCTBEHY PeaKLHK BKIFOYBAT AHTMOEAEM, XHIIEPKATHEMHS,
6B0peuHO HIH YePHONPOOHO yBpeKadHe, NaHKPEaTHT, TEXKKH KOKHH PEaKilHH H HEYTPOIICHMA /

arpaHyaoLHTO3a.

Tabnuuen cnucsk Ha HedCeTANUME Peaxyu

YecToTaTa Ha HEXENAHWTE PEaKIHH Ce OMpEIeNd, Upes H3M0N3BaHe Ha ClieJHaTa KOMBeHL: MHoro
qecTy (= 1/10); gectn (= 1/100 o <1/10); Hevecru (> 1/1000 mo < 1/100); penxu (> 1/10 000 a0 < 1/1
000); muoro peaxu (< 1/10 000), ¢ HeM3BECTHA YECTOTA (OT HATMUHHTE KaHHH He MOe na Onae
HATIpaBeHa OLIEHKA).

Ipu BcAKo rpymupaHe B 3aBUCHMOCT OT 4€CTOTATA, HEXKEIAHUTE JIEKAPCTBEHH Peakiiy ce u3Gpoasar
B HHU3XOJUALL, PEJI 110 OTHOILIEHHE HA TAXHATA CEPHOZHOCT.,

noHIKeH Opoi
HMEepBEHH KPBEHHA
KJIETKH, HAMAJIeH
XEMOTTIO0HH,
HamaneH Opoit

TPOMOOIMTH

HectH (HedgecTn Penxu Mmuoro penkniC HeH3BECTHA
HecToTa
Hapywenus na Eosunodpunvs FloHmxen Gpoii KocTHO- MOZB1HA
KPBEMA U Ha Oenute CYTIPEcHd,
lium@pnama KPBBHH KJIETKH MaHIHTONEHHUA,
cucmema (BRITFOUHTETHO XEMONHTHYHZ
HEYTPOIEHHA HITH| aHEMHS
arpaHyJo-
LHTO3a),




apyuenun 1a HabHIaKTHYHH
MY HRHAMO IHITH
cucmema aHa(HIAKTOHIHH
PeaKLHH,
MOBHIICHHE HA
EHTHH)/KJI&&pHH
aHTHTENA
Hapywenus na CHHipoM Ha
eHOOKpUHHAMA HAPYILIEHA CeKpeLis
cucmema Ha AaHTHIHYPETHYCH
xopMoH (SIADH)
\Hapyuenus ng [YBeIR4eHO IAHOpEKCHA Hawmaneno
Wwemabonusma C’B)I’bpmafme Ha {HaManjgiBaHC Ha CbAbPKaAHHE Ha
U Xpanenemo (Kaiuii B KPHBTA lanerHTa HATpHI B KPBBTA
coeuynu JlenpecHBHO OBpKBaHE iHapymenue na
HAPVIHEHURA HACTPOCHHE, BHUMaHHETO
TPEBOKHOCT,
HEPBHOCT,
GesnokoiicTso,
HApyIIEHHE Ha
CBHS,
BKTFOUHTEIHO
CHEIMBOCT
\Hapywernus na I’ narobonue, CBETORBPTEXK, Tpemop, Mo3suHa
Heperama RamaiiBane napecre3us, HapYHICHO HCXEMHA,
cucmema Lareyam, [PABHOBECHE BIJTIOMHTETHO
THcreysus HCXeMIICH
MHCYJIT H
TPaHIUTOPHA
HCXeMUYHA aTaka,
NCUXOMOTOPHH
HapyiLleHud,
yceiane 3a
nmapeHe, NapocMus
Hapyviuenus na 3purenmu KoHokTHBUT
Oy ume CMYILICHHA,
BITIOYHTETHO
BAMBLIIEHO
BIDK/TaHE
\Hapvuenus na Vepenciane Ha
omo u CTyXa, THHHTYC
rabupurma
Crpoeynu MuokapaHa
HapyueHus HcXemus,
BK/THOUMTEITHO
AHIHHA TIEKTOPHC
HITH MHUOKapACH
HHpapkT,
TaXHUKapAKs,
apHTMuA,
TATITHTALIHH,
neprdepen egeM




Croosu XHITOTOHHSA, RagepBABaHE BACBA CTEHO3A, Cunnpom Ha Peitno
HADVIEHUR OPTOCTATHYHO unonepdy3us,
HaMaJIgBaHe Ha ACKYJIHT
[KPEBHOTO
HansTa”e,
ICHHKOIT
\Pecnupamopnu [HenponykTuBua |[bponxocnazbMm,
. SDBOHY U npazHenia BKITFOUHTENHO
MeouQCMUHATH [KAILTHIIA, obocTpeHa acTMa,
¥ HApYWenUA  |OPOHXHT, 3alTyILeH HOC
CHHY3HT,
nucHes
Cmomauno-  (CTOMaITHO- IlankpeatuT [ mocuT AdTO3eH CTOMATHT
upegHU HPEBHO (cmyuau ¢ daTaneH
HapVILEHis BBMTAICHHE, M3X0M ca Gumu
XPAHOCMHIAT  ChoGIIaBaHK
€STHH UIKTIOYHTETHO
MYIESHUA, PAOKO TIPH NeueHue
l‘:copemeﬂ c ACE -
inHcKOMdOpT, HHXHOUTOpH),
UTHCTIETICHS, NOBHIIaBaHe Ha
muapwus, [TaHKpeacHUTe
ranese, €H3HMM, aHTHOEIEM
MOBpBIIaHe HA THHKOTO 4EPBO,
KOpemHa HoJKa B
rOPHATA YacT Ha
KopeMa,
BKJTIOYHTEITHO
CacTpHT, 3alekK,
CYXOTa B YCTaTa
Xenamo- Flopumuery HHBa Ha UKbaTeHwa, OcTpa
Ounuapuu MEPHOAPOOHUTE  [XOJIECTATHYIHO MepHOApoOHa
HapyuteHus CH3UMH W/ HAH XenaTolenyrap HEIOCTATHYHOCT,
CBBP3aHUA HO YBpEXKIaHe XONeCTaTHYEH HITH
OrtHpyOUH LMTOHTHYEH
XETATHT
(M3KDOUHTETHO
pAaKo ¢ daTtanex
M3X01).
\Hapyuenus na (O0puB AHTHOEIEM; ExconuaTusen |peakuma Ha TokcH4Ha
KoocQma U OGHKHOBEHO WBKITIOUHTETHO epMaTHT, choTouyBeT  |jerMaepManta
HOOKOJICHAMA  [MAKYNo- PAIKO YpPTUKapHus, BHTEJIHOCT  |[HEKpOIH3a,
mbKan MAaITyNo3eH oOcTpyKIMS Ha OHHXOJIU3A CHHIDOM Ha
BB3AYXOHOCHHTE Stevens-Johnson,
TETHHIA B Pe3yNTar epuTemMa
OT aHTHOEAEM MyITHDOpME,
MOMeE 1a HMa nemuryc,
dhaTaneH M3XOI; obocTpen
crplOex, MICOPHABHC,
XHIIEPXU/po3a




CHAHTCM,

anoneuus
|
Hapyutenus na MyckynHa \Aprpanrug
IMYCKYAHO- CHa3MH,
cxeiemuama  (MHaITHA
CUCmeMa u
CheQUHUMERHA
A MbKan
Hapyuenus na brGpeuto
OwnOpeyume u yBpexaaHe,
nuKoyHUmE BIIFOYHTETHO
mbmuwa octpa O6s0peyHa
HETOCTATEIHOCT,
NONHYpH4,
BAOINABAHE HA
CHLISCTBYBALIA
TIPOTEeUHYPHA,
[1OBUILIEHA yped B
KPBBTa, HOBHILIEH
KPCATHHUH B
KPBBTA
Hapyuenua na TTpexonna [ MieKOMAaCTHA
BbINPUIEOOUINE ePEKTHIHA
IHamg HMIIOTCHITUA,
cucmema u TTOHIKEHO
eepoama THOH IO
Obutu I'pbana 6onka, [[loumena AcTeHHs
HAPVIMEHUA ¥ yMODpa remieparypa
epexmu na
MACIOMO HA
WIQHCEHUE

Ieduampuqna nonyaayus

BesonacHoCTTA Ha paMunpun ¢ #almopapana npu 325 felja v 1OHOINK, Ha BB3PacT 2-16 T
KITHHHYIHH H3MHTBaHHA. BERIIpexn 4e ecTecTBOTO M TEXKECTTa Ha HexeTaHHTe CHOMTHS

TE3H NPpH BB3PACTHHUTE, YeCTOTATA HA CHERHUTE € NO-BHCOKA NP NeUaTal

Taxmkapig, HazaHA KOHTECTHS M PHHMUT, ,.qecTd” (oT > 1/100 1o < 1/10)
neJuaTpHYHaTa MOy NalHa, | HeuecTH" (= 1/1,000 no < 1/100) npa Bwap




KoronkTHRHT ,gecT” {oT > 1/100 no < 1/10) npy neauaTpHYHATA IONYNAIMA TOKATO
Lpeaku” (> 1/10,000 mo < 1/1,000) npu Bs3pacTHH.

Tpemop 1 ypTatkapus ,,Hedect#" (= 1/1,000 no < 1/100) npy neguaTpH4HaTa MOITYIAUHA,
noKato ,.peaxu” (> 1/10,000 o < 1/1,000) npu pu2pacTau.

OBmust npodt Ha 6e30MacHOCT 38 PAMHENPHIT IPH NeJAWATPHYAM HAlHEeHTH He Ce padiludaBa
3HAYMTE/IHO OT npodiia Ha 6e30MacHOCT NPH BE3PAcTHH,

CrobmapaHe Ha NONO3ZMPAHH HEMKENAHH POAKIIMA
CrobimasaneTo Ha NOJ03HPAHU HEXKEIAHH PeaKIUH CiieA paspelnaBate 3a YIoTpe6a Ha nexapcTBeHuA

IPOOYKT € BaxkHO. TOBa MO3BONARA /18 MPOIBJLKH HAOMIOACHUETO HA CHOTHOLISHHETO TIOJ3a/PHCK 34
NeKapcTBEHUS IPOAYKT. OT METHLMHCKHTE CIICLIMATHCTH C€ H3MCKBA Aa cho0IaBaT BCAKA
MO03UPAHA HEKEIIAHA PeaKL s ypes:

WsmenHuTenHa areHIus 10 JIEKapCeTBaTa,
ya. "Jlamsn Ipyes" Ne 8

1303 Codus,

rem.: +3592 890 34 17,

yebceairt: www.bda.bg

4.9, Ilpenozmpane

CumnroMH

CHMITTOMETE, CBBpP3aHH ¢ Npeaosupane Ha ACE -MHXROHTOPH MOrat Ja BKTFOUBAT [IPEKOMEpHA
nepudepHa BasoAMIATAIM (C NOAYNEPTaHA XMIIOTOHKA, WIOK), OpanMKapaus, eNeKTPOTHTHH
HapylIeHus # Or0peIHa HEAOCTATHYHOCT.

Mepku npu npeng3vupaxe

IMaunenteT Tpa6ra Ja 6bAC CTPHKTHO HAGMIONABAH, NeYeHHEeTO TpaOBa na Oble CHMTOMATHYHO H
NoAAbPKAILD. ﬂpezmaranme MEPKH, BRIIOYBAT ITEPBOHAYATIHA NCTOKCHKalHA (CTOM&IHHa IIpOMHRBKA,
TIPHA4TaHE Ha a/ICOpOEHTH) M MEPKH 24 BR3CTAHOBARAHE HA XeMOAMHAMHYHATA CTabHITHOCT,
BKJTIOYUTE/IHO NpHJTarase Ha anda l-anpeHepruyHy arOHHCTH WITH AHTHOTeH3KH 11
(aHruoTeHsHHaMuI). PaMHIIpHAaT, AKTHBHAAT MeTaboNMT Ha paMUITPHIL, Ce OTCTpaHABa
HE34J0BOJAUTEIHC YPEC3 XeMOAHAJIN3a OT OGH.IOTO Kp’BBOOﬁp'BH.IeHHe.

5.  @®APMAKOJIOI'HYHH CBOMCTBA
5.1. dapmMakofHHAMHYHH CBOHCTBA
@apmakotepaniesruHa rpyna: ACE -uuxuburopu, camoctostento, ATC kon :C09AADS.

Mexanuzpm na deticmeue
PamMunpuiat, aktHBHUAT MeTabOJIAT Ha NPEAACKAPCTBOTO PAMHIIPHN, HHXHOHpA eH3uMa
JUIIENTHARIKapOoKcHNeNTHAa3a [ (CHHOHMMH: AHTHOTEW3IHH- KOHBREPTHPAN eH3uM; kKuHHHasa 11). B
razMara ¥ ThKaHHMTe TO3W €H3HM KaTaTH3Hpa KOHBEPTHPAHeTO Ha AHTHOTEH3uH | 10 akTHRHHA
Ba30KOHCTPHKTOP AHIHOTEH3HH [], KakTo U HHXHOHPA pasrpaKAaHETO HA aKTHBHUA Ba30UIIATATOD
GOpanuxusuH, [onmwkenoto 00pazyeane Ha anruorensun 1l ¥ uxubnpane Ha pasrpaxAaHeTo HA
OpaIHKHHMH, BOAAT 0 Ba30IHNATAITHA.
Twit kaTo anrnoreH3nH I cTHMYynHpa 0cBo0OKABAHETO HA AJIAOCTEPOH, PAMHIIPHIIAT BR
HAMAIABAHE Ha aNA0CTEPOHOBATA CeKperms. CpeqHOCTaTHCTHYECKH NIOBTHABAHETO O
ACE -uaxuburop e no-cnabo npu YepBokoxku (adpo-kapubeka paca) XMAEPTOHHYHY
O0HKHOBEHO MOMYJIALMA ¢ XHITEPTOHHA ¢ HHCBK PEHUH) OTKOIKOTO NPH HEUEPHOKO




Dapmarodunamirinu edexmu

AHTHXHTIEPTEH3UBHNI cBOHCTRA!

IlpunaraneTo Ha PaMUIPHI BOAH 0 3HAYHTENIHO NOHMXKABAaHe Ha nepHbepuarta apTepuanna
pesHCTeRTHOCT, B moBeveTo ¢iryuad HAMa 3HATUMH NPOMEHH B OBOPeYHHA KPBBOTOK H CKOPOCTTa HA
riaoMepynsata uiTpauus. [IpuiaraHeTo HA PAMANPICT TIPA NAUHEHTH ¢ XHMIIEPTOHUA BOJH 0
TIOHIDKARAHE HA KPLBHOTO HANATAHE B W3MPABSHO ¥ NEMHATIO TIOfIodKenHe, 683 KOMNeHCaToOpHO
NOBHILIABAHE HA CHpPISHHATA YECTOTA.

[Ipu mopeyeTo NALFEHTH HAYATOTO HA AHTHXHIICPTEH3HEHHA e(peKT Ha CAHOKparHaTa [03a ce
nposssea 1 no 2 yaca cien nepopanso npwioxkenue. [TukoBuar edexr Ha eAHOKpaTHATa K034,
0OHKHOBEHO ce A0CTHra 3 o 6 9aca Cjiej] NEPOPAITHO NPHIIoKEeHHe, AHTHXHIIePTeH3HBHHAT eeKT Ha
€AHOKpaTHA 71038 OOMKHOREHO NpoaBKARA 24 Haca.

MaKkCHMaTHMAT AHTHXHICPTEH3HBEH eheKT Ha NpONBIDKUTEIHO JISUSHHE ¢ paMHAPHI OOUKHOBEHO
HacTBbHBa cied 3 ao 4 ceamuny. JlokazaHo ¢, 4e aHTUXHIEPTEHIUBHAAT edeKT € TIOCTOSHEH TIPH
IBACOTpaiita Tepanus, NpoALIKABAILA 2 TOTHHH.

P13k0TO NpeksCcBaHe MpHEMa HA paMHIIPIIL HE BOAH 10 6Bp3 U pekoMepeH pedayna edekt Ha
MOBHIABAHE Ha KPBBHOTO HAIATaHE.

Cepreyna HEROCTATHYHOCT:

Karo nobapka KkpM KOHBEHLIMOHATHATA TepankA ¢ JHYPETHIIM i H300PHO ChC CHPOEYHH [NIHKO3HIH,
PaMHIIpI TOKa3Ba edeKTHBHOCT npH NaitueHTH ¢ dyHkuponaeH wiac II-IV no New-York Heart
Association. JlekapcTBOTO MMa MON3OTBOPHH €(eKTH BEPXY ChPAEHHATA XeMOAWHAMHKA (HAMATABAHE
Ha HaIAraHeTo NPH MBLIHEHE HA JIABA H JIAICHA KaMepa, HamanieaHe Ha obiara nepugepHa ¢boBa
PE3UCTEHTHOCT, MOBHITABAHE HA M3XO/ALHA CHP/ICYEH KPBBOTOK H NOJIOOPEH CHPOCUEH HHASKC).
ITormxara ChITO HEBPOCHAOKPHHHATA AKTHBALMA,

Kauneuna echuxacrocm u bezonacuocm

Crpaevro-cbaoea npodunaxruka/nedponporexiis

Tiposeneno e naanebo KOHTpOMMpPaHO IPOYHRAHE 32 ApodiakTHka (mpoyusanero HOPE), mpu koeto
pamMuIIpan € 6% 100aBeH KbM CTaHZAPTHATA Tepanyd npd nosede ot 9 200 natuenry. [lauperrure ¢
NIOBHMIIECH PHCK OT ChPACYHO-ChAOBO 3a0onABaHe, Cle aTepOTPOoMOOTHIHA KapAUORACKyapHa SotecT
{aHaMHe3a 3a KOpOHapHAa apTepHaiHa O0NecT, MHCYNT WiH nepuepia aprepuaina 6onect) wan
3axapel JHaleT ¢ MOHe €HH CBITBTCTBAIL PHCKOB diakTop (IokasaHa MEKpOAnOyMHHYDMS,
XHMIICPTOHAA, IOBULLIEHH HHBA Ha 0OIIIN XONeCTepoil, HUCKO HHBO Ha JTHIOMPOTCHHHTE C BHCOKA
MIETHOCT WIH TIOTKYHOIYLIEHE) ¢a GHIH RKAIOYECHH B H3NHTBAHETO,

Hanureaneto noxkasea, 4e paMUNPAN CTATUCTHIECKH 3HAYMMO NIOHHKABA YeCTOTATa HA MHOKAapaeH
HH(APKT, CbPASYHO-CHAOBA CMBPT M HHCYITT, CAMOCTOATEIHO HITH B KOMOHHAIIHA (TTHPBHYHO
KOMOMHHpaHH CLOHTHA).

OcnoBun pesynraTtu oT H3gHTsaneTo HOPE

Pamuripun [Inane6o |OrHocutelneH puck (95% [P-
FOBEPHTEJISH CTOWHOCT
HHTEpRAT)
%% %%
BecAukH nan#EeHTH n=4 645 N=4 652
TIbpBHYHO KOMOHHHPAHH 14,0 17,8 0,78 (0,70-0,86)
CHORTRS
Muoxapden ungapxm 9,9 12,3 0,80(0,70-0,90)
Copoeuno-cv006a cmvpm 6,1 8,1 0,74 (0,64-0,87) | 3




Hucyam 3,4 4.9 0,68 (0,56-0,84) <0,001
Bropuinn kpaling ToOMKH

Cmvpm no ecaxarxea npuyuna 10,4 12,2 0,84 (0,75-0,95) 0,005

Heobxodumocm om \ 16,0 18,3 0,85(0,77-0,94) 0,002

DEBACKYNAPUIAHUA

Xocnumanuzayus nopacu 12,1 12,3 0,98 (0,87-1,10) NS

Hecmabuana anzuna

Xocnumanuzayus nopadu 3.2 3,5 0,88 {(0,70-1,10) 0,25

CHPOEURA HEOOCMAMbYHOCH

Ycnaosicnenus, cevpsanu ¢ 6,4 7,6 0,84 (0,72-0,98) 0,03

duabem

Wanuteanero MICRO-HOPE, npengaputenHo onpegeneno noausnursade oT HOPE, usenenpa
edexta or AobapAHeTO Ha paMuTIpHi 10 Mg KBM TEKYIUIATA CXEMA HA JIeUeHHe CpaMo atebo npu 3
577 nalueHTH Ha NOHE 55 roAHIIHA BB3PACT U No-Bb3pacTHH (Oe3 ropHa rpaHULia Ha BB3PAcTTa).
KaT0 MHOZHHCTBOTO ¢a ¢ JHA0eT THIT 2 (M MOHE eIHH ChPAEYHO-CHIOB PHCKOB (AKTOP), ¢ HOPMATHO
APTEPHANHO HAATAHE WIH XUNEPTOHHIM.

ITBpBHYHUAT aHaNK3 NOKa3Ba, 4e 117 (6,5%) ot yuacTHuimTe Ha pamunpua i 149 (8,4%) ot Te3un Ha
wianebo pa3BHBAT A0Ka3aHa Hedpomarud, koeto choteercTea Ha RRR 24% 95% CI {3-40], p=0,027.
Hamureanero REIN € MHOrOLEHTPOBO paHIOMH3HPAHO, JBOHHO-CIATIO, [LTAle00 KOHTPOIHPAHO
HIMHTBAHE ¢ NAPAISAHH IPYIH, LEIAMOo OLeHARAHE Ha eieKTa OT JIGUEHHETO C PAMHIIPHIT BEPXY
9eCTOTaTa Ha BIONIABAHE HA CTENIEHTA Ha IoMepyTHA Guntpanus (CI'®) npu 352 maiMenTH ¢
HOPMAaJTHO apTepHaIHo HajATake WiH XxunepToHuuHM (18-70 roquimna re3pact), cTpajallH oT Jeka
(1.e. cpeHa eKCKpelHs Ha MPOTCHH B ypuHa > | ¥ <3 g/24 yaca) WnH Te)kka NpoTeuHypua (> 3 g/24
4aca) 1opaaH XpoHU4HA HeauabeTHa Hedponatua. M neete cybnonynauuy ca OWiM NPOCTIEKTHBHO
CTpaTH(HIHPAHH,

OCHOBHHAT aHATTH3 HA MAIIHCHTHTE C Hali-TeXKKa NPOTeNHYPHS (YACTTA OT NAITHEHTH
HOpeKACBPEMEHHO OTCTPAHEHa, MOPaIH MPEIUMCTBATA NIPH FPYIIaTa Ha pAMHIIPHI) OKA3Ea, 1€
cpejHaTa 4ecToTa Ha saomarane Ha CI'D 3a Mecen] e 6una No-HUCKa TIpH paMHATIPHIL, OTKOIKOTO NIPH
mnanebo; -0,54 (0,66) cnpamo -0,88 (1,03) ml/min /Mecer, p = 0,038. BeTperpynoeata pa3iuka €
©una 0,34 [0,03-0,65] 3a Mecen, n okono 4 ml/ min /roakHa; 23,1% OT NaNHEHTHTE B IPyNaTa HA
PaMHIIPIIT JOCTHI AT KOMOHHHpaHHTE BTOPUYHH KpaiHH TOYKH Ha YIBOABAHE KOHIEHTPAMAT2 Ha
H3XOAHUS CepyMeH KpeaTHHHH WILTH TepMHHATHA Op0peyHa HeAOCTATBYHOCT (HEOGXOAMMOCT OT
ouanusa win 6s6peuna TparconanTanua) cnpamo 45,5% s rpynara sa miangbo (p = 0,02).

[soiina baorada na penun-anzuomensun- aroocmeponosama cucmemama (PAAC)
JBe rofeMu paHAOMM3IHpPAHH KOHTPOIHpaHU npovaraius - ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpeint Trial - Tekyuo rno6anuo u3nureane 3a
Kpaiitii TO4KH Ha TeIMHCapTaH, CAMOCTOATEIHO H B KOMOHHaLMA ¢ paMunpun) H VA NEPHRON-D
(KnHHYHO npoy4yBaHe CBBP3aHO C pa3pHTHE Ha HedponaTi npu quabeT, mpoBeaeHo ot
MHHHCTEPCTEO [0 BRAPOCHTE HA BETEPaHHTE) - TPOYHBAT yroTpeGaTa Ha KoMOHHanusra ot ACE
HHXHOHTOP U anruoTeHsuH ll-penenropen Gnoxep.

ONTARGET ¢ npoyupaHse, ApoBeIeHO NPH MAlHEHTH ¢ aHaMHE3a 32 ChpPASYHO-CBIOBA WITH
MO3BYHOCHIORA DONeCT, KK 3aXapeH THabeT THN 2, IPUAPYKEHH ¢ JAHHH 32 YBPOXKIAHE Ha TapTeTHH
oprasd. VA NEPHRON-D e npoy4BaHe npH HallHeHTH CEC 3aXapeH AnaleT THIT 2 H nuabeTHa
AedpoTIaTHA.

Tesu npoyuBanud He IOKa3BaT 3HAYMM OaaronpusTeH edekT Bbpxy OxOpeunnTe u/nn
CBIOBHTE MOC/ICHLHE U CMBPTHOCT, KaTO ChINEBPEMEHHO ca HabOJaBaHu MOBHIIECH




Karo ce uMar nipenBus cXoAHUTE BM GapMaKOIUHAMHYHH CBOICTBA, TE3H PE3YNTaTH Ca NMPHIOKHMHU
u 3a apyru ACE usxuburopu v avruoTensuH II-penenroprn 610kepu. ACE vHXHOHTOPH R
anrvorensuH ll-penenrropHu 610kepu ciieioraTenHO He TpAOBa Aa ce H3NON3BAT eJHOBPEMEHHO ITPH
IALFEeHTH ¢ JuabeTHa HedponaTHd.

ALTITUDE (Knune4Ho rpoy4Bane MPOBEAEHO ¢ AJIHCKUpPEH IPH MailMeHTH ChC 3aXapeH fHabeT THH
2 ¢ M3MON3BaHe Ha ChPAeYHO-CHIOBK H OEOpeunH 3abonaBanis KaTo KpaifHH TOYKH) € Ipoy4BaHe,
fipeTHa3HAYeHO Ja W3C/eIBa H03aTa OT NoOaBAHETO Ha ATUCKMPEH KBM cTaHaapTHa Tepanis ¢ ACE
HHXHOUTOp HH aHrHoTensHH ll-penenroper 6iIOKep NPH TALMEHTH Chbe 2axapeH Auaber Tum 2 1
XpoHHYHO OBGpedHO 3aboiLBane, CHPASYHO-CHA0BO 3abongrane Wi 1 Aeere. [Ipoydsarero e
NPEKPATeHO MPEKIEBPEMEHHO MOPAIH OBUILIEH PHCK OT Hebnaronpustay mocnenuuu. Kakro
CHPHECTHO-CBAOBATA CMBPT, TAKA M MHCYATHT Ca NO-YECTH B IPyTaTa Ha AAHCKHPeH, OTKOIKOTO B
rpymnara Ha ryiauebo, a npeacTaRIABALIHTE HHTEPEC HEXENaHU CROMTHA H CEPHOZHH HEXETaHU
CBHOMTHA (XHUNEpKaTHeMHA, XUIIOTOHUA ¥ OB0pedHa AuchyHKIHA) ce crobLIaBaT no-4eCcTo B rpynara
Ha aJIMCKHpPEH, OTKOJIKOTO B rpyHaTa Ha miaiebo.

Bropuuna npodiiaktHka ¢ien ocTep MHOKapAeH PIHQhaQKT

HanmrBanero AIRE srmousa noseve ot 2 000 naLMeHTs © NpexoQHH/MEPCHCTHPAINM KITHHWYHH
DPH3HAIN Ha ChpJeuHa HeACCTATHUHOCT Cliel AOKa3aH MHOKapaeH uHdapkT. JledeHHETO ¢ paMHATIPHIT
e 3anognaro 3 o 10 nuu cnen octpus MuokapaeH HHpapkT, M3anuTBaHeTo nokassa, ye cliefl cpeaHo
BpeME Ha MpociIeIaBane oT 15 Mecena, CMLPTHOCTTA TIPH MAlMeHTHTe, TEKYBaHH ¢ paMunpm, € 0ina
16,9 %, a npu naupeHTHTe Ha Iwianeo -22.6 %. Toea o3nauaBa HeCHEMHEHO HAMANABAHE HA
CMBPTHOCTTA ¢ 5,7 Y% 1 HaMandBane Ha OTHOCHTENTHHA pucK ¢ 27 % (95 % CI [11 -40%])).

Tleduampuuna nonynayus

B paHJIOMH3HpaHO, ABOHHO CIIAMO, WANedo KOHRTPOIHpPAHO KITUHHTHO NIPOYUBaHe BKITIOUBAO 244
NeJMATPHYHH [TALHEHTH ¢ XunepToRua (73% ¢ mepBHYHA XMIIEPTOHHMA), HA BBE3pacT 6-16 rogunm,
MAHHEHTHTE ca NIOYYHIH HUCKa [103a, CPeIHa 1034 HAM BUCOKA 033 paMUIIPHIL, 33 JOCTHTAHE Ha
IUIa3MEeHH KOHLIGHTPALMH Ha PAMHIIPIWIAT, OTrOBAPAIIM HA JO30BHA AHATA30H 38 Bb3pacTHH ot 1.25
mg, 5 mg u 20 mg BE3 OCHOBA Ha TeNECHOTO TerJio. B kpad Ha YeTBppTaTa CeqMHLEA, PAMHIIPHI € Oun
HeetheKTHBEH 33 [IOCTUTaHe Ha KpalfHaTa LieJl 32 HAMATSBAHe Ha CUCTOJIHOTO KPBBHO HANATaHe, HO
HpH Hali-BHCOKATa 032 NOHWKABA AHACTONHOTO KPbBHO HanArane. [IpH Aewta ¢ moTBBEpASHA
XUNEPTOHHA [IPK CPEIHH W BHCOKH 03K PaMUINIPHIT [TOKA3Ba 3HAYMTENHO IOHIDKaBaHe Ha
JAHaCTOAHOTO M CHCTOJTHOTO KPBBHO HalArane.

Toau eexT He € AAOMIOABaH B 4 CeIMHYHO, ¢ IIOBHIIABAHE HA 03aTa, PAHIOMH3HPAHO, ABOHHO
CJIAMNO, OTHEMALIO M3NKTRAHE NpH 218 neauaTpUilH NalKeHTH Ha RE3PACT 6-16 roguHH (75% ¢
OBPBHYHA XHIIEPTOHHA), KBAETO H AHACTOIHOTO, H CHCTONTHOTO KPBBHO HANTATAHE ¢4 JEMOHCTPUPATH
ciabo, HO He CTATHCTHYECKM 3HAUYUMO, BPBIIAaHe KbM HAYaqHOTO HHBO, NIPH BCHMKUTE TPH H3NHTBAHH
JI030BH HHBa (HHCKa no3a (0.625 mg-2.5 mg), cpespa nosa (2.5 mg - 10mg) winn BHcoka ao3a (Smg -
20 mg) pamunpun Ha 6a3a TerNoTo. PaMHIIPIUL HE € TIOKa3a AHHEeH J1030B OTroBOP TIPH H3NUTBAaHATA
TeTHATPHYHA TOILYJIALHA,

5.2. @®apMaKkOKHHETHYHH ¢BOficTBa

ABcopbuma

Chnen nepopaiHo NPUIOKEHHe paMHTIPHI ce abcopOupa 6Bp30 B CTOMALIHO-YPEBHAA TPAKT: NHKOBA
Ma3MeHa KOHLEHTPAIUA Ha PAMHIIPWII C& JOCTHra B paMKiTe Ha eIuH Yac. Bwa ocHoBa Ha
BB3CTAHOBABAHE B YPHHATA, cTEMeHTa Ha abcopbiiua € moHe 56% M He ce MORNHABA 3HA
MPUCHCTBUETO HA XPaHa B CTOMALIHO-YPEBHHS TPAKT. BUOHANKHYHOCTTA HA AKTHBHHSA M
PaMHIIPHIAT CJIC] [IEpOpATHO TIPUIOXKEHHE Ha 2,5 mg U 5 mg pamunpu € 45 %. [Tukg

KOHLICHTpALHA Ha PAMHTIPWIAT, €JMHCTEEHHA aKTHBEH MeTabOMHT HA PAMEIIPUI Ce II




npwiaraleé BEAHLK JHCBHO Ha obHuaiiug no3u PaMHIPHII C¢ XOCTHFAT CJIeN OKONO YCTHPH JIHH
JICHCHHE.

Paznpenenenne
CBBP3BaHETO ¢ IUTA3MEHHTE TIPOTEHHA HA PAMHIIPHI € OKoJIo 73 %, a ToBa Ha paMHIIPHIAT OKONO 56

%.

Buorpanctopmarms

PaMHleHJ'[ MOYTH HANBIHO CC MeTaﬁ()J'[HBHpa A0 paMHNpUIaT, H A0 JHKETOTTHIICPA3HHOB €CTED,
JSHKCTOIMHIICPA3HHOBA KHCEHHA, H IMIOKYPOHHAWTE HE paMHIIPHI H PAMHAIIPIIAT.

EmamuHHpate
ExckpensTa Ha MeTabONMHTHTE € NipetuMHo Ob0pedna. I1nazMeHaTa KOHLIEHTPALMA HA PAMHIIPHIAT

HaMAagBa 1o noaudasos HauMd. [lopagy HEroBOTO CHIHO, HacHilao cespasade ¢ ACE i baBHoTO
pasnensHe OT eH3UMa, PAMHIIPUAAT MOKA3Ba YIB/DKEHA TEPMHHANTHA eTHMHHALIHOHHA (ha3a pH MHOIO
HHUCKH IUIA3MEHH KOHLEHTPaHHUH.

Cnies MHOFOKDATHO TIPHIAraHe HA JO3H PAMMIIPHI, BEIHEK IHEBHO, €PEKTHBHHAT MOTYKHEOT HA
paMunpuaat ¢ 13-17 yaca 3a no3u ot 5-10 mg ¥ HO-ABIBE 3a 0-HuekuTe Ao3u 1,25-2,5 mg. Tasu
pasnyKa € CBbp3aHa ¢ KaralKTeTa 3a HACHIIAHE HA €H3MMa Upe3 CBhp3BaHe ¢ pAMHITPHIAT.

MaurerTy ¢ 6B0peuHO yBpexkaane (Bx. Touka 4.2)

Bu0peunara ekckperisa Ha paMHIIPHIAT € HaMalleHa NpH NALWeHTH ¢ HapyiieHa 650peuna dbyukous,
t OBOPETHHAT KIHPHHC HA PAMHIIPIIAT € IPONOPLHOHANHO CBBbP3aH ¢ KPEaTHHHHOBHA KITHPBHC,
Tosa BoaM o NOBHINEHA TUIa3MeHa KOHICHTPALIMS Ha PAMHIIPWIAT, KOSTO HaAMaJsiBa [0-0aBHO
OTKOJIKOTO TIPH HHIHBHIK ¢ HOpMaHa OBOpeuHa QyHKIHA.

MaupenTH ¢ geprOapobHO YBpexaaHe (BxK. Touka 4.2)

Ilpu nanpeHTH ¢ HapyileHa YepronpofHa GyHKIHS, MeTabONH3UPAHETO HA paMUIIPW 10O
paMuTIpRIAT e 3abaBeHo, FIOPaAH HAMalleHATa AKTUBHOCT Ha YePHOAPOOHHUTE eCTepasH U IUIa3MEeHHTE
HHBA HAa PAMHTIPHI TIPH Te3H NAlHEHTH ¢a NOBHIICHH. [THKOBHTE KOHIGHTpALMY HA PAMHTIPHNAT MIPpH
TEe3H MallHeHTH, 00aue He ¢ pazTHuaBaT OT Te3H HabmoaaBaHK NPH HHAMBHIM ¢ HOPMAaTHa
depHOAPOOHA HyHKIHA.

Kvprtene:
Ennoxpatna no3a paMurpwl HEpOPaIHO He BOJM /IO OTKPHBAHE HA paMHIIPHII H HEOBHA MeTabonuT B
MaifYHHOTO MIAKO. Brnpexn ToBa epeKTET HA HAKOIKO JO3M He € M3BECTEH.

Hecuampuuna nonynayus

DapMaKOKHHETHIHHAT BPOGHUT Ha paMUpwt € GHT HacheABak 1pH 30 NeAMAaTpUYHH MALHEHTH ¢
XMIEPTOHUA, Ha Bb3pact 2-16 rogunu, ¢ terno =10 kg. Cneg aozu ot 0,05 o 0,2 mg/ke, pamunpun
6Bp30 U EKTEH3UBHO ce e MeTabomH3Kpan Ao paMUIIpIIaT. MakcCHMaIHH Ia3MeHn KOHLCHTPALMH HA
PAMHIIPHIIAT Ca B3HMKHANM B paMKHTe Ha 2-3 yaca. KnWepBHCa Ha paMHIIPHIIAT € Wl TACHO CBBp3aK
¢ AHEBHHKA Ha TenecHoTo Terno (p<0.01), ceiio H ¢ gosarta (p<0.001). KnuprHaca 1 obema na
pasnpejeleHHe ce YREITHUABAT ¢ YBEIMYaBaHe Ha BEIPACTTa HA AellaTa BB BCAKa J030BA rpymna.
Hozara ot 0,05 mg /kg npu mgeua nocTHra HHBA HA KCNO3HLMA CPABHMMH C TE3H NPH Bb3PACcTHH
NeKyBaHH ¢ pamunpua 5 mg. Jlosara or 0,2 mg/kg npH Aeila BoAH 10 HUBA HA EKCIO3ZHLIHSA [TO-BHCOKH
OT MAKCHMAJTHATA TIPENOpPBYIMTETHA JHeBHA 1033 oT 10 mg npu Be3pacTHH.

5.3. IpenxIHHHYHY JAHHH 32 Ge30NacHOCT

HepopanHOTO NpuioKeHRHe HA PAMHTIPHIT He 1TOKa3Ba 0CTPa TOKCHYHOCT FIPH IpH3ayvH
TIpoyuBaHHS, BKIIOYBAIIH [IPOAB/DKHTETHO IEPOPATIHO [IPHIIOKCHHE ca 6111 npoBe
TIEXOBe, Ky4era U MaiMyHH. [IpOMEeHH B IU1a3MEHMTE eJIEKTPOJIMTH B KPEBHATA KA
YCTAHOREGHH IIPM TPHTE BHAA.




MpH Kydera ¥ MaliMyHH IIpH AHEBHH A03H OT 250 mg/kg/neH ¢ 6mno HabMOAABAHO 3HAYMTETHO
YyroneMsRaHe Ha IOKCTATIOMEepYJIapHHS anapaT BeireAcTBHe (hapMaKoAHHaMHYHATA aKTHBHOCT Ha
pamunpui. IInsxoBe, Kydera u MaliMyHH IOHACAT THEBHH 03K CHOTBETHO 0T 2, 2,51 8
mg/kg/nperno 6e3 apennm edextn. HeoOparumo 610peuno yepesknane € HabmoOKaBaHO HPH MHOTQ
MJTaJIH TUTBXOBE NOMYHHITH ¢IHOKPATHA 1038 PAMHIIPHIL

HanuTeanusTa 32 pENPOAYKTHBHA TOKCHYHOCT PH IUTEXO0BE, 3ailH U MaltMyHH He MOKa3BaT
TEPATOTeHHH CBOHCTEA.

@epTIHIHUTETET HE ¢ TIOBJIMABA HUTO NIPH MBIKKH, HATO NTPH XKeHCKK UTbXoBe. Ilpunaranero ua
PaMHIIPHII BBPXY KEHCKH TUTBXOBE IO BPpeMe Ha (eTallHis MepHOA 1 TaKTalHIATA IPHYHHABR
HeoOpaTtuMo OB0pedyHO yBpexkaaHe (aunaTalus Ha SBOPEUHOTO leTeH4e) B NOTOMCTRBOTO NTPH AHEBHH
1034 o1 50 mg/kg TenecHO TETIO HIH IIO-BHCOKH.

PazimupeHo H3cienBaHe 3a MyTAreHHOCT, YPe3 H3NOA3BaHe HA HAKOJKO CHCTEMM 34 M3C/I¢ABaHe, He
M0Ka3Ba, 4¢ pAMHUIIPHI TIPUTEKABA MYTAFCHHH WIH M€ HOTOKCHYHH CBOMCTRA.

6. DPAPMAHEBTAYHH JAHHH

6.1. CosckK H2 BOMOIMHHUTE BellecrBa

Tabnemxu 5 mg

XMIIPOMEN03a

TEPEKETATHHHIHPAHO (APEBHYHO HUILIBCTS
MHKPOKPHCT1HA LETy03a

HaTpHeB cTeapundymapar

yepeeH xeneseH okcui (E 172)

6.2. HechBMECTHMOCTH

Henpunoxumo.

6.3. Cpox sa roanocr

3 roguHH. |

6.4. Comenpaand yC/IOBHH Ha ChXpaHeHHe

To3u nekapcTBeH NPOIYKT HE W3HCKBA CIICIIMATHH YCIIOBHA 33 ChXpaHEeHHe.

6.5. Janud 3a onaKoBKATA

Tpureiic 5 mg - onakoBku ot 10, 14, 15, 18, 20,21, 28, 30, 45, 50, 56, 90, 98, 99, 100, 300, 320, 500
tabnetks B PYC/Alu 6nucrep u onakoskh oT 500 tabnerku B 6yriiky ot kadaso crekmo Tam [11 (Ph
Eur) c HDPE BuHTOBa Kanawka.

He Bcuuxu BHIOBE OMAKOBKH MOTaT Jia 64T MycHaTH B TipoxaxGa.

6.6. Cpnenna/lHH EpeANAIHH MEPKH NPH HIXBRLP/IAHE

HeU3Mom3BaHHAT IPOAYKT HIH OTNAARYHHTE MATEPHATH OT Hero TpAbBa Aa ¢e M3XBBPIAT B
CBOTBETCTBHE C MECTHHTE HINCKBAHHA.

7. HNPUTEKATEJ HA PAZPEINEHVETO 3A YIIOTPEBA
sanofi-aventis groupe

54 rue La Boétie

75008 Paris

OpaHnus




8. DPUHTEXATEJ HA PAJPEINEHMETO 3A ITAPAJIEJTEH BHOC
“Becta Men” EOO/L, yn. "Kruao Ckopuer" No8, 5350 Tpaena, bearapus

9. HOMEPA HA PASPERIEHHATA 3A YIIOTPEBA

Tritace 5 mg 20011162

10. JATA HA IbPBO PASPEITABAHE/ IIOJHOBABAHE HA PASPEIHEHHETO 3A
YIIOTPEBA

Marta Ha NBPBO paspelnaBane:
TPHTEUC 5 mg - 28.11.2001

JaTta ua noJHOBARANE HA PA3pPEIIEHHETO 3a YHOTpeba:
TPHUTEMC 5 mg - 20.02.2012

11. JATA HA AKTYAJIM3UPAHE HA TEKCTA
01.01.2022.




