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1. HME HA JEKAPCTBEHHA IIPOAYK

Ego&peuua N2 rercsesernrnacrserererssenss e tsrinseerasronersrassnssossnens

Perindopril Teva 2 mg tablets / Tepuanonpun Tepa 2 mg tabreTkH
Perindopril Teva 4 mg tablets / Ilepunnonpusn Tepa 4 mg TabaeTku
Perindopril Teva 8 mg tablets / ITepunnonpun Tesa 8 mg TabneTkn

2.  KAYECTBEH M KOJUYECTBEH CLCTAB

2 mg;:
Beska tabnetka cweaepka 2 mg Tper-OyTunaMuHOB nepuHionpun (perindopril tert-butylamine),
ekBHBaneHTHH Ha 1,669 mg nepuHzonpu.

ITomomHy BeMecTBa: BCAKa TabneTka chabpika 27,50 mg nakrosa.
3a meRHNUS CITHCEK Ha IMOMOIIHMTE BelecTsa BHKTeE T. 6.1

4 mg:
Besika Tabnetka cwpiaspka 4 mg rper-OyTunamuweos vepuumoupwt (perindopril tert-butylamine),
eKBHBAJICHTHM Ha 3,338 mg mepHeaIoNpHiL.

TToMoIIHH BelllecTBa: BeAKa TabneTka ceabpia 55,00 mg nakroza.
3a mBIHUS CIIHCEK Ha HOMOIIHHTE BEIIeCTBa BIokTe T. 6.1

3 mg:
Besxka rtabnerka cpiepxa 8§ mg TpeT-OyTHNaMUHOB TNEpHHIONpPHN, EKBUBAJNCHTHM Ha 6,676 mg
& PUHLOTIPHIL

TToMoHH BelllecTBA: Beaka Tabnerka cpibpxa 110,00 mg nakrosa.
3a MRTHAY CIMCEK HA TIOMOIHMTE BeReTBA BIukTe 7. 6.1,

3. JEKAPCTBEHA ®OPMA

2 mg:
TaGnerka.

bemu, xpwroy, gpoliso uamexpany Tabnerkd, ¢ rpasupan Haznve ‘P27 or enuara crpaHa ¥ IMIALKK OT
Jpyrara.

4 mg:
TaGnetra

Bemy, ¢ Gopma wa xancyna, asoliso panbkeanm Tabnerkd ¢ Haanmee ‘P4’ or enHarta cTpadHa W TIaIKH OT
JApyrara..

8 mg: e
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4.  KJMHHIHA JTAHHKX

4.1 TepanepTHUNH WOKAIAHHI

XunepToHus
Jleyenne Ha XUNEPTOHHS.

Ceprieusa HeJIOCTATBYHOCT
Jleqenne Ha CUMITOMATHYHA CEPASYHE HEIOCTATLUHOCT.

CrabunHa dopmMa Ha KopoHapka BOAECT Ha CHPIETD
Hamanspane Ha pUcKa OT CHPASYHO-CHA0RY HHOMACHTH NpH NaUWeHTH ¢ DPeXuBIs MHdapKT Ha
MHOKApAa W/HIH peBacKyTapH3alHs.

4.2 Jlo3upoRKa H HAYHH HA NPHIOKEHAES.

3a mepopaitHO NpHNOKEHHE.
[penopryBa ce NEPHHIOMPHT A4 C¢ MpHeMa BEHsK JHEBHO, CYTPHH, npeau Kpaua. Tabnerkare Tpabsa
Ia ce TOrABIIAT LISJH ¢ Yalla Boja.

Hosata TpaGea pa Gbue uHaRBHAYanusHpana crobpasao ocoleHocTrTE Ha BCSKYW NanueRT (BK.T.4.4) u
TIOBJIHSRAHETO HA aPTEPHATHOTO HAMsTane,

XuneproHus

HepHH,?IDI‘IpHJ‘[ TabneTKH MOYKe Ja ¢ M3NoA3Ba KATO MOHOTODANNM HIAH B KOMGHHAIHA C APYTH Knacope
AHTHXHNEPTEH3IHBHH NEKapCTEa.

Hpenop’quaHaTa HavalHa Jo3a © 4 Mg A3ACHA BEAREX AHEBHO, CYTRHE.

Hp]fl MMALHEHTH ¢ BHCOKA aKTHBEOCT Ha CHOTEMAaTa pﬂHﬁH—ﬁHFHGTeHSHH*-aﬂ,&OC'I‘epOH (HO“KOHKPCTHO l’IpPl
PEHOBAANTHA XHIEPTOHHA, HAPYINGHWS H& BONHO-CONGBMA OGanaHc WM HexwapaTauus, ChpIeYHa
HEKOMIIEHCALIUA KM TEXKKA XMNEPTOHHS), CIIGH NPHEMA Ha ILPBATA 1033 MOXe Aa ¢e nabmoyasa pssko
MOHMKaBAHE HA KPBEHOTO HansraHe, 1Py TaKyB2 NAlMSHTH ce NPETIOPBYRa HAYANHA 71024 OT 2 mg, KaTo
IIPH 3aII0YBAHE HAa JIeYeHHeTo TpiGaa a ca mop MeAHIHHCKo Habmoaenue.

Clienl eqBOMECETHO JedcHHe J03aTa Moxe fa Osae noBrieHa o 8 mg BEAHDXK AHCBHO,

Cniell Ha4anoTo Ha TepanuAaTa ¢ NMCPHANONPHEA MOXE A8 ¢ I0ABH CHMOTOMaTHYHA XUINIOTOHKA, TOBA © MO~
BEPOATHO Oa Cc& HaOMIORABA NpH ManyeHTH, KOHTO DpPHeMAT H JHYPSTHOH. Tlo Tasm Ipu4HHa ce
NpenophYBa NpPH TAX ACUSHHETO Na & MPOBCKA2 ¢ MOBHINCHO BHEMAHUE, ThH KATO TAKWBA NAaLUSeHTH
MOXKE [J2a HMAT HapYUISHHA Ha BOOHO-SNCKTPOANTHAA Gananc WHImH DeXHAparanud.

AKO & BB3MOXHO AMYPSTHKBT Tpadea Fa ce cnpe 2 Ao 3 AHM TOpexd HAYanOTo Ha JICUEHHETO ©
Hepurnonpua (Bxk.T. 4.4).

[Ipn XumepToHMIM, HpH KOMTC € HEBR3MMKHO CHHpaHe Ha JMYPETHUHATA TepamHd, NSUYSHUETO C
HepUHAONPHNT TpaGEa fa 3anouHe ¢ go3a of 2 mg. Tpabea za ce xowrpoaupat GelpeuHata QyHKUMA B
CTOMHOCTHTE Ha cepyMHMs Kamuil, Cex ToBa, Jo3aTa Ha MEPHHAORPWI Tpadba Ja ce KOPHIMpa CIopen
TIPOMEHHTE B KPBRHOTO HalAraHe. Axo HeoOXOHNHMO, IPHEMAHSTO Ha Uy PeTHK MOXKe Jla ¢e np.ugqom

\(n' ;.. .

TTpu namueHTH B cTapyecKa REIPACT JSYeHHETO TpaOBa [ja 3anouHe ¢ X033 0T 2 mg, qu'ro Mosie JIa~6:5,H.e

MOCTENSHHO YBOIHYEHa M0 4 mg CACH CAHH MECSl M oneh ToBa AC 8 mg, @Ko B‘ HGOGXO,I[HMO, B

3aBHCHMOCT OT GnOpeyHaTa byHKuma (BbK T2ONVIATA DO-HOTY). o [
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CHMIITOMATHYHA CHEPASUHA HENOCTATEUHOCT

Mo nmpuwnun ce npeopbYBa NEPHWHEONPUE B KoMOMHaBa ¢ HECHXpaHMBAW Kanmusg JUYPETHK WHIH
IUroKCHH W/unK GeTa-Gnokep na Obje Ha3sHAYABaH IO CTPOT MSAUIIHCKH KOHTPON C NPenophiMTeNnHa
HayaiHa f03a OT 2 mg NpHeMaHH oyTpuH. AXo ¢¢ noHacx noGpe oT panueHTta, 103aTa Moxe Ja Gbae
YBeNMUEHa ¢ 2 mg cle] NepHol He MO-KPaThK oT 2 ceaMuLi o 4 mg eeIHBXK AHerHo. J[o3aTa TpabBa aa
Ce KOpHIHpa Ha §a3aTa Ha KNHHHYHOTO MOBAHABAHE Ha BCEKH OTHENIeH NAlVeHT.

IMpu Texkka CBpAEYHA HENOCTATEYHOCT X TIPH APYTH DALMEHTH, 38 XKOHTO Ce CUHTa, Y€ ¢4 C BHCOK PHCK
(mauweHTH ¢ HapymieHa GbpOpeuna QYHKUUS ¥ TSHASHUNA 3a SNSKTPOSUTHM HApYIISHHS, NOMYYaBaliH
yenopenHo M JiedeHHS C AHYPETHIM H/HAH Ba3ONHMATATOPH), NeYeHHeTO TpaGsa JAa 3aroyHe IO
BHUMATENHO Nekapeko Habmonenwe. (mx. 1.4.4)

[Ipy DalMeHTH WANOKEHH HA BHCOK PHCK OT CHMIITOMATHYHA XMIIOTOHMA, HAIP. MALMEHTH ¢ HapyIueH
BOJAHO-ENIEKTPONMTEH fananc,c WM 3 XHIOHATPHEMHSA, MAUHEHTM C XHMOBOJIEMHMA WIH TaKWBa,
MOMy4YaBand MacHBHA IMYPETHYHA Tepald, Te3H CheTOSHus Tpabea jAa 6BbAaT KOPUTHpaHM, ako e
BBEMOXKHO IIpefM fAa ce 3arlovHe JedeHde ¢ nepuHaonpun. BrumatenmsHo TpabRa ja ce oiemsr
apTepHANHOTO Hangrawe, OnOpeynaTa (yHKUNS, CEPYMHHA KanuH, KakTO Opeju Taka M MO BpeMe Ha
JIEYCHHETO ¢ NepHHaonpHn TabneTky (Bx. 1.4.4)

Crabunya dopMa Ha KopoHapHa SoneeT Ha ChpleTo:

Iepunponpun TpadBa Fa ce 3aN0YHE ¢ HAYANHA A0%a OT 4 mg BEAHK AHEBHO B NPONBIDKEHHE Ha JBE
CeIMULE, XOATO Ja C& YRENHYH A0 8 mg BeANHK JIHERHO B 33BHCHMOCT OT G1OpeyHaTa (YHKIBA U NPH
YCIIOBHE, Y& N034aTa 0T 4 mg ce roHacs xofpe OT NAlHeHTa.

INanpieHTrTe B cTapyecka RB3pacT Tpabpa fa nogyuasar 2 mg BeOHEX AHORHO B OPOJALIDKEHME Ha ¢NHA
ceIMHMIla, ciei TORA 4 mg BeAHBIK HHEBHO efHA ce/MHIla, Npedd yseduyapade Ha Josara Io 8§ mg
BEIHDXK JHEBHO, B 3aBHCAMOCT OT Onlpeunara yuxuus. (sx 1abruna 1 “Kopexims na jposarta npu
HapyieHa 6s6peuna QyHkiMa™). Jolara MOxe Aa €& YBEIHYY, CAMO aK0 ApERHILHATA NO-HHUCKA HO03a CE
noHacs fobpe.

Kopekinsi Ha nozata npu 6u0peuno yepexrase

Ilpu nauuentH ¢ Hapymena OuOpeuna dyskig gozara Tpabea xa ce ¢pobpazu ¢ nocouennre B Tabimua
1 mo-fOAYy CTOMHOCTH HA KPEATHHUHOBHS KIMPBHHC:

Tabnuna 1: KOpeKWHS Ha J03aTa MpH yepenena 0sbpeuna PyRuEa

KpeaTnanaoB kaapbac (ml/min)
IIpenopnunTesna Ao3a

Cler > 60, 4 mg gueBHOS

30 < Cleg <60 2 Mg AHEBHO

15 < Cleg <30 2 mg rpes nen
nanHeRTH Ha Xemonuanmia *, Cleg < 13 2 mg B ASHY Ha Auanuza

P

* Jmamu3HMAT KNHpPbHC Ha mepuEponpuna e 70 ml/min. Tlaumenture Ha xemonm‘ui’nga,rrpxﬁm;na" Y
[PHEMAT J03aTa Ce/ HHANH3ATA. ST :




Kopexrlipsa Ha 103274 TPH YepHOIPOGHN VEPeKAAHNS:

Ipu manpeHTH ¢ YepHOAPOOHH YRPEXAAHES HE C6 HANATA KODeKIug ua gozarta (K. T. 4.4 U T. 5.2)

Lena p ropoi {riox 18 ronkiuna 8hapact)

He ca npopesxnann u3nuTBanys 3a edurackoct i SesomacHocT Ha nepuufonpun rpu neua. [lopagu Tosa
He ¢e [penophHRa HANMISBAHRTC My Npu eua o 18 rogumnaa su3pact.

4,3 TlpoTuponoKa3aAHMs

. CBpbXYYCTRUTENHOCT KBM TEPUHAOTPHI WIM HAKOZ OT CBCTABKMTS RnM KbeM Apyr ACE-
WHXMOKHTOP

. AHaMHECTHYHM JaHHHE 33 aHTHOSSM, CBLP3aHl ¢ npeAmecTamo neyenne ¢ ACE-unxuburopu

. HacneacTBeH HIM HAKOTATHYEH AHTHOSAEM
. BropH HIHM TpeTH TPEMeCThD Ha OpemonnocTTa (BX. T. 4.6).

4.4 Chenpaiid DpeaynpesRAeHns A HPeINazHy MePKH NPy ynoTpeda

Crabunra dropma HA KOpoHapHAa GONECT Ha CHRIETO!

AXO Ipe3 DBEPBHA Mecel] OT NSYeHHETO C NePHHAOTPAN BF3HHKHE CHMITTOMATHKA Ha HecTabuNHa aHrnna
nekTopHe (6e3 3HateHNe OT TekecTTa), TpAORa Aa ¢6 NPOBSS BHAMATSIHA OHCHKA HA ChOTHOIEHHETO
PHCK/TION3a Npey TepanuaTa A2 §bAe OpoXEIKeHa.

XHOTOHMs

ACE-uaxu0HTOPKHTE MOraT ja NPeNU3BHKAT CIAJAHE Ha apTepHanHoTo uansrade, CHMIITOMaTHYHATA
XHIOTOHES ¢& HAONMIONABA PANKO TIPH TIALMEHTH ¢ XUIIEPTORUS 563 YCIOWHEHHUA W & NO-BEPOATHO Ja ce
HOABY NPH JeXWAPATHPAHW IAHWMEHTH, HAnp. 4pe3 NAUYPSTHUH, OrpaHUueH NpHEM Ha COJ, JUAllM3a,
JuapHs MK NOBPBIAHE, HAHM KOHTO CTPARAT OT TEKKA PCHHH-33BHMCHMA XunepToBus (Bx.T.4.5 u 1.4.8).
Ilpy NMapHeHTH ¢bC CHMIITOMATHYHA CHPHSUHA HEHOCTATHYHOCT ¢ uiM Oe3 mpuipyxarama GuOpedna
HeNOCTaThYHOOT & OHma HaOMIONaBaka CHMITOMATHYHA XWIOTOHHA. ToBa € Hal-BEpOATHO Ha Ce
HabMmoAaBa YIpH YIALMEHTH ¢ TIO-TERKH CTENEHH Ha CHPASYNA HEIOCTATHEUYHOCT, CBBPIaHo ¢ ynotpebara
Ha BHCOKH J03H OPHMKOBH NHYPETHIH, XUrOHATPHOMuS il dyHKumodaina 6s0peuta HeROCTATRYHOCT,
YIpy paugueHTH M3IOKEHW Ha BHCOK PUCK OT CHMNTOMATHYHA XMIIOTOHHA, HAYANOTO HA TEpanuaTa M
KOpeKIMATa Ha Jo3ata Tpabea a ce H3BEPIIBAT NOJ RHUMATENEH NeKapcKy KorTpoi (e 1.4.2 u 1. 4.8).
Tloaobmn ¢robpaskeHus ca B ciNa 1 NpH GONEM ¢ CXeMEYHA GONSCT Ha CHPLUETO MM MO3BYHO-CHIOBA
DonecT, NPy KOHTO PH3KOTO ITOHIMKABAHE HA 8PTEPHANHOTO HANSraHEe MOXKe Aa JNOReme A0 BMHQApPKT Ha
MMOKap[a U MO3BUHC-CEAOBH HALEASHTH,

INpu BHL3HMKRaHE HA XHNOTOHHS, MIALMEHTET TPA0Ba fa ¢ NOCTABM B JISTHANOC NONONEHWS O Tph0 K aKo
¢ neoOXoAguMO Ja ce NPHNOKH wHrpasesczHa Hudysms Ha 0,9% pastROp Ha HaTpHeB XJIOpHJI
(buznonordyen pasteop). EnHa fnpexofHa XHUNOTeN3BHA peaxiud He © NIPOTHBONOKA3ZAHHE 32 II0-
HaTaTLIHO [TPONLIDKABAHE Ha JISYEHHETO ChC CBOTBETHHTS NO3M, HMHTC npueM OoOMKHOBEHO MOXKe Ja
npoasmky Oez npobnem crex nosyaBade Ha ApTEPHANHOTO HANATARE BCMEACTBME HA YBSAMMEHMS
LEPKYIaTOPeH o0eM.

[Ipa HAKOM NMALMEHTH CBhe 3acToiiHa ChPAEYHA HENOCTATHYHOCT, KOMTO Ca C HOPMATHO WNH HUCKO
apTepHalHO HauAraHe BeleACTRHE yrorpefaTa Ha MEPUHNOMPHI, MOXKe A2 BBIHHKHE RODITHEF
NOHIDKABaKe Ha ApTepHamHOTO Hamarae, To3m eiexT & npelRMAMM 1 oOUKHOREHO Hp”e «nphq‘m{a aa "

NPEKLCBAHS HA JIEUSHHETO, AKO XHIIOTOHUATA CTAHE CHMITOMATHIHA, MOXKE Ja C& Ham)ﬁm HOHH)KaBaHe s
Ha J1033T2 WIH NMPEYCTAHOBABAHS HA NSUSHIESTO ¢ NEPHHIONPHIL o oy
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CTeH03a HA A0pTHATA M METpanHaTa knana / Xxuneprpodutya Kap IHOMUONaTsS:

Kaxro m ocrananure ACE-uaxubutopy, nepuHzonpun Tpabsa fa ce Ha3HAWaBa ¢ IIOBHIIEHO BHHMAHHE
Ha TIaHEHTH CBC CTEHO3a HA MUTPAIHATA KIana U ofCTPYKIMA Ha H3XONAMIMA TIOTOK OT JABATa KaMepa
K4TO A0pTHA CTEHO3a MM XUIepTPohriHa KapAHOMHONATHSL.

Brlpeunu yepeianns;

B cmyuail ma Owbpeuny yepesxpanusa (KpeaTHHWHOB KAuppHC< 60 ml/min). wavamwata Jgoza Ha
nepuHgonpun Tpsafea na ce KOpurHpa ¢hoOpasHO KIHPBHCA HA KpeaTMHWHA (BX.T.4.2), a clef TORa
[o3aTad ce OTpedeNd KaTo (YHKIMA OT OTTOBOpa Ha IAUMEeHTa KBM JIGUSHHETO. IIpH Te3M NaldeHTH
eNeMEeHT OT MeAHOHHCKATA [PAKTHKA e PYTHHHOTO IpoclielaBare Ha KanHs ¥ kpeaTuauHa (K. T. 4.8)

Ilpy ManpenTH CHC CHMITTOMATHYHA ChPASYHA HEXOCTATEYHOCT, 04BATa HA XUIIOTORKA CJIE/ 3all0YBaBe
Ha Tepanusi ¢ ACE-uHxMOWTOpH MOXKE JAa JoBefle NO NO-HATATBHIIHO HapyllaBaHe Ha ObnOpeunara
dysxupa. B TakkBa curyanmMM HMa cpoOnIeHMA 3a pasRuTMe Ha oOpaTeMa octpa OnOpeuna
HeNOCTaTEYHOCT.

Ilpy HAKOM IAlMEHTH ¢ JBYCTPaHHA CTEHo3a Ha OLOpeYRATa apTepyd WIH CTEHO3a HA apTephaTa Ipu
enuHcTBeH OBOpek, Kouto ca Omam nekyBanu ¢ ACE-umxuburopH ca HabnionaBaHH [OBHMUICHH
CTOMHOCTH Ha ypesTa ¥ KpeaTHHNHA, oOHKHOBEHO oGpaTeMM ciej IpeKpaTdsaHe Ha Jedenyero. Tosa e
BaNMHO B rojiiMa cTeleH TpH MalHeHTH ¢ 6p6pedHa HegocTaThyHOCT. IIpK Hanu4ie B JOMBIHERHE Ha
peHOBa3alHa XHIIEPTOHMSA, CHIIECTBYRA MO-BHCOK PHCK OT Pa3sBUTHe Ha TeXKKa XWIOTOHMA W OBlpeuna
renoctarhurocT. Ilpu TakyBa nALMEHTH JieUeHHeTo TpAOBa Aa 3aNOvHe MO/ BHUMATENHO MeJUIHHCKO
HabIOHEeHMe ¢ HICKH J03M M BHUMATEHOTO UM TUTpHpaHe. Thil KaTo eueHHeTo ¢ AMYPETHIN MOXKe A2
HOTIpUHECEe JOMBJHHUTENHO 32 TOPEOMICaHoTo, TO TpsAGpa Ja OBJe NpeyCTAHOBEHC H B TEYEHHME HA
IBPBATE CEIMULM HA TEPAIHATA ¢ IIEPHHAOIIPHI Ja ce npocieny Or0peunara GyHKRIuA.

[Tpy HAKOM MalleHTH ¢ Xumeprodus 6e3 MposBH Ha NpeAmecTBalo OnOpeyno-cuioBo 3alolsBane, ce
HabAIoNABa MOBMUICHWE Ha CTOHHOCTHTE HA CEPYMHMTE Yypesd M KPEaTHHHH, KOETO ODMKHOBEHO €
HE3HAYMTENHO M OBP30 NPeXofHO, ocofeHO KOTaTo NepUHAOTIPHA Ce Npuiara eQHOBPEMEHHO ¢
nuyperk. ToBa e Io-BepOATHO Ja ce MOSABH NpH MAllMeHTH ¢ MpexniectBamo GB0pedHO yBpeAaHe.
Mosxke 2 ce HafoXH HaMasiBaHe Ha Ao3aTa WHIM NpeKpaTABaHe HA NEYEHHETO ¢ JUYPeTHK W/HIH
DEepHHAONPHIL.

HaureHTH Ha XeMOAMANIHZY

INpu manyenTH AHanusvpady ¢ MemOpanu ¢ Bucoka ckopocT (high flux) u nexypanu eaHoBpeMeHHO ¢
ACE-yExuburtopn ce cpobInana 3a BB3HUKBAHE Ha aHA(QHIAKTOMIHM peakid. [Ipy TakMBa MaueHTH
Tps0Ba Aa ce pasriesa M3IION3BaHETO Ha pasimudeH BHJ JHAMH3HA MeMOpaHa WM aHTHXHIISPTeH3MBEH
MEAHKAMEHT OT pasjiHyel Kiac.

Brlpeuna TpapcuaNTAINS

Hstma HaTpyIaH OfMT 110 OTHOMIEHHE NPUIATAHETO HA NMePHHIONPHI HA NALMEHTH CC CKOPO MPOBEeHa
6BOpeyHa TPaHCTIIaHTALH,

CRpPEXYYBCTRHECIHOCT/aHTHOEIEM

[Tpu manmenth nekyBaHH ¢ ACE-MHXMOHTOpH BKIOGHTENHO NEPHHAOLPI, MMA IONYUEHH DPEeIKH
chOOIIEHN 3a aHTHOENEeM Ha JIHLETO, KpalHUIuTe, YCTHHIS, JIUrABHIATE, €3MKa, TJeTHgE™ SRR A
aapunrea (A T. 4.8). Toa MoXke Ja BEIHUKHE BBB BCEKM MOMEHT IO BpeMe Ha neqeﬂﬂe'ré‘ BqTaRHB}\
clydau NpHIOKEHUETO Ha NepHHonpun TpsaGBa BeaHara na Grue npeycranoxse;;fu» ‘Hl.-Tia - 3andYHe -

S

NOAXOAAII0 MOHHTOPHPaHS, KOETO IIPpOABIKaBa N0 IBLAHOTO H3YS3BaHE Ha CHMHTC‘MHTB B cnyr{aﬁ"re A

KOTaTOe OTOKLET ¢¢ OrpaHH4YM caMO Ha JIHUSTO H YCTHHTE, CBCTOSHHETO IO l'lpPIHI.IHH cé OBIIAAABa 633
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AedeHHe, BBIPEKH Y& NPHAATaHeTO Ha AHTHXUCTAMMHOBH CPECTRA € ROJAC3HO 32 olNeKyamaHe Ha
CHMIITOMHTE.

AyrdoefeM ¢ OTOK Ha mapuurca Moxe xa Ompne daraned, Korato e nanuie aHra)xupaHe Ha esvka,
IROTHCA HIH JIAPHHTCA U CHIIECTBYRA BEPOSTHOCT 3a o0CTPYKINA HA AMXaTeNHMIe NETUaA, He3abaBHO
TpaOBa ja ce DPHIKAT CHELIHH TepaneBTHUHM MepkH. Te MOKe Ja BKIHOYBAT MPUNOKESHHETO Ha
aipeHaNHH H/HIH OCHIYPABAHS HA HPOXOAMMOCT Ha Auxatensute neivia. [TaupeRTrT Tpadsa ga 6nue
0/, HENIPEKBCHATO NIeKApPCKe HabNOAeHHE A0 NBAHOTO B TPaiiHo 0T3BYUaBaHe HA CHMITOMUTE.

HHXHGHTDPHTE Ha aHIHOTSHIMH-KQHBOPTHPARIUA SH3HM B [O-BHCOKR CTCUCH NPCIH3IBHKBAT aHTHOCASM
TIPH IEPHOKOKH NAaHeHTH, OTKONKOTO IPH NPSACTAaRWTSNE Ha APYTH pacil.

[MaipreHTHTE ¢ aHAMHE3a 33 aHTHOeHAEeM, KOHTO He € Oun cBBp3aH ¢ mpunaraHeTo Ha Tepanus ¢ ACE-
HHXUOUTOPH, MOXE Ja ca ¢ FIO-BHCOK PHCK OT PASBHTHe Ha aHThoemeM Hoxaro nonyuapat ACE-
uuxuburopn (Bk. T. 4.3).

AHa@HJ‘IaKTOI/IgHH PeakHIl o BREME Ha a@egeaa Ha THACOPOTEHHE © HUCKA TPBTHOCT !LDLI

B pemkm cnyuau npu Taumestd, nonydapamu ACE-unxuburtop no Bpeme Ha adepesa Ha
JHUNONPOTEHHMTE ¢ HHMCKA UTBTHOCT ¢ ASKCTPAHOB cyndar ca HaGmomaRaHd RKUBOTO-33CTpallaBaIly
aHabUNAKTOMIHM peakuwH. Tesn peaxuns ce M3OAraaT Hupe: BPeMCHHO HpEKpaTABaHe HA Tepamuira ¢
ACE-naxuOuTopH npe i Beska adepesa.

ApadUTAKTORNHY PEAKIHH 10 RPpEME HWa NeceHCHOUNN3aIt

MNMamventn, npeemany ACE-upxuGurops mo BpeMe Ha jeceHcuOwimaupama Tepanus (Hamp.
hymenoptera venom) nonygapar anabunakrouasy peaxium. [pr cbiuTe manuedTH TE3W PEaKLMH ca
Ounmu H30EerHaTH upes BpeMeHHO npexpaTasaxe npuema Ha ACE-nHXuOHTOpH, HO Te Ca Ce TOABABAJIH
OTHORO [IPH HelpeHamMepena yrnotpeda npy NOBTOPHC HATOBAPBAHE.

Yeprogpofua HeAOCTATEUHOCT

B pepku ciydam npunoxeareto Ha ACE-urxubpropn € GHIO CRBp3AHO ¢ PasBHTUCTO Ha CHHAPOM,
KOWTO 3amoyBa ¢ XONEcTaTHUHZ XBATEeHHIA ¥ mporpeckpa 10 (yNMMuHAHTHA uyepHoapolHa Hekposa K
{nonskora) cMBPT. MexaHM3MEBT Ha BLIHHKBAHE Ha TO3W CHHIAPOM He e sAced. IlaiwenTure, noiyyasamu
ACE wuHXHOWTOpH, KOHMTO pasBHAT OKBJTEHHLA MIH € YCTAHOBH OOAYCPTAHO INOBHOICHHE Ha
YepHOAPOOHHTE eH3HMH, TpAORa Aa TpekpaTsT nprema va ACE-arxubutopa B A2 NoAy4ar NOAXOII0L0
MenuiuHcko HaGmopenne (Bx. 1. 4.8).

Hevrponenua/ArpamynonmnTosa/ Toombonmronenns/Agenmug

Ilpn  pauwentd, nomyyaBamy  ACE-maxubutopw mMa  cpobmieHua 33 pasBUTME Ha
HEYTPONeHHs/arpaHyJoLHTo3a, Tpombormronenys u ademud. Ilpn Gonwute ¢ HopMandHa 6n6peuna
dyHKups # 63 FOIMBIHHTENHE YCIOKHRBAINH QakTOPH, HEYTPONSHHA c& pasBHBa pxako. Tlepurnonpun
TpsGBa Ja ce HRMON3BA ¢ UIKNIOUMTEAHO BHEMAKAS NPY MAIMERTH ¢ KONAreHHY ChIOBH 3a00NABaHHA, HA
UMYHOCYNpeCHBHA Tepalks, eueHHe ¢ ANONYPHHON Wi NpOKAaHHAMHEY, MM NPy KOoMOKHANMg OT Te3d
YCHOKHABAIIM (axTOpH, ocoOEHO IPM HANMMHE Ha NPEeABAPMTENHO CHOIECTBYRAIIO MApYIUEHHE HA
6r0peunaTa dyHxUHs. HIKOH OT Te3u DANUSHTH PA3BUBAT CEPHO3HNA MHPEKIHH, KOMTO B HAKOH Ciydad
He OTrOBAPAT HA HHTSHIHMBHA 2HTHOHOTHYHA Tepanmka, AKQ TpHM TakWBa NALHEHTH ce U3NON3BA
OEPHHAONDPHI, IPENOPBYBa €& NEPHONMYCH KOHTPON Ha neBkouMreus Gpoll. IlanuenTtwTe Tpadsa na
OBJaT NOCHBETBAHH Ja CHODIABAT 32 BCIKA IPOABa Ha HEQeKIHA.

PacoBa npHHANIISHKHQCT

OTHOCUTENHHAT A4l Ha CIIyYaMTe Ha AHFMOSNEeM,NPeMH3BHKAH OT ACE—ﬂﬂmﬁmopu & TI0-BHCOK. HPH \
YEPHOKOMKH MAIMEHTH, OTKOIKOTO TIPH TAKEBA C APVra PACOBA NPHHAANEIKHOCT. ‘.f SR N




Kaxro npu ocrananure ACE-upXxuOHTOpH, IEpHHIOONPHA MOXE Jga € mo-chabo eeKTHReH B
TOHMKABAHETO HAa KPBBHOTO HANATaHe NpH YEPHOKOXKUTE, OTKOJNKOTO IIPH HEYEPHOKONKH, BEPOSTHO
nopajy npeobagapaHeTo Ha MO-HUCKH PEHMHOBH HUBA Cpell YePHOKOKATA MOMYJIalHA ¢ XHIIePTOHHYHA
GosecT.

Kanuuna

HMa cwpobuieHus 3a MosABa Ha Kauudoa npu usnosssaHe Ha ACE-immxuburopu. [lo xapakTepHCTHKa
KaUIT®IaT2a OGHKHOBEHO € HeNpOXYKTHBHA, IEPCUCTHpAlla H H34e3Ra CHel IPeyCTAHOBABaHE Ha
Tepanusta. Kamumiara uHoyumpana oT ACE-prxuGuropu 1psbBa ma ce pasrfiexga Karo 4YacT OT
JudepeHIMATHO IMATHOCTHYHIS NIAaH HA KallnyIAaTa,

XUpYPrUvHE HATePBCHIH/ AHECTE3HA

[py naiveHTd MOAMEXKAIY Ha TOJIeMH XUPYPrHYHH HHTepBEHLHH MAH IO BpeMe Ha aHECTe3Hd ¢
BEIIECTBA, JIPESAN3BUKBANIH XHIIOTOHNS, IEPHHIONPHA MoXKe 1a O/oKHpa 06pasyBaHeTo Ha aHTHOTeH3HH
11 rioyded BCNEACTBHE HA KOMIEHCATOPHOTC OCcBODOXKHaBaHe Ha peHuH. JleueHweTo Tpsabea ma ce
HPEeKPaTH eIHH JeH IPei onepanyiata. AkO ce pa3BHe XHIIOTOHHS M ce npyeMe, Ye T ce IBILKM Ha TO3U
MexXaHH3BM, CBIIATA MOXKe Aa 6hJie KOMISHCHPAHA upes YBeliyaBaHe Ha obema,

XunepranaeMus

Tlpu Haxou maunueHTd JekyBaHM ¢ ACE uHXuOHTOPH, BKIOYHTEIHO ISPHHNONpHA, ce Hablonasa
NOBHIIABAHE HA CEPYMHOTO HHMBO Ha KaJikA. I'IauneHTH < PHCK OT Pa3BUTHC Ha XHIICPKATHECMHA Ca TE3H C
6pOpeyHa HEROCTATHIHOCT, HEKOHTPOMHPAH 3axapeH AHabeT MAM TaKHBa, H3MONRBAU(H ¢AHOBPEMEHHO 1
KANHHE-CHXPaHABALUK JUYPETHLM, KANHCBA N0DABKY MK KAJMERBH 3aMECTHTCIH HA CONTA, HIM TaKHBa
YIPHEMAILH APYTH JIeKapcTBa acOLMUpPaHH ¢ TIOBHIIEHO HUBO Ha Kalui B cepyMa (Hanp. xemapHH). Axo
YCIOPesHOTO IIPHeMaHe Ha ropecnoMEHaTuTe JieKapCTBa C€ CUHTA 3a noaxoadmo, ce npertopwaa
PEROBHO KOHTPONHpaHe Ha cepyMHUs KaJlHil.

[anueHTy ¢he 3axapeH auader
IIpez mbpsusg Mecer OT jnederuero ¢ ACE-pHxubHTOpH, ITaudeHTHTE ¢ qUadeT MeKkyBaHU ¢ NepopanHi

aHTHIHAOETHH CpeJCTBA WIH MHCYJIHH, TPA6Ba Ja H3BBPIUBAT PEIAOBEH KOHTPON HA KPBBHATA 3aXap (BiK.
r.4.5).
Jharmii

KombuHanuaTa Ha NATHHA ¢ IepHHIOIPUT 0GHKHOBEHO He ce [penophusa (Bx. T. 4.5).

Kaguii-crxpaHaeaiy STHILIH, KANHER HoOABKH K KATHEBH 3aMECTHTEIIY Ha Tparle3HaTa coll

KoMmOHHALHATA HA TEPUHIONPWI M KaNWi-CHXPaHABAINM AMYPETHLM, KajiieB NOOABKHA WK KajiHERU
3aMEeCTHTENM Ha Tpale3HaTa coJl e NPHHLEI He ¢¢ npenopsuea (BxK. 1.4.5).

Jlaxroza

TManueHTH ¢ peaKy HacieACTBEHM 3a00NIBaHHA HA ralakTO3HA HEMOHOCHMOCT, Lapp-maxraseH neduupT
HJTH [IOKO30-TajlakTo3Ha Manabcopbiusa He TpsaOBa na NpHeMaT TOBA JIGKAapCTBO.

BpeMeHHOCT M KbpMeHe
Bux T.4.3 n 7.4.6 Lo




4.5 BanmoleHcTBHE ¢ IPYIA JEKAPCTREHE NPOXYKTH H Apyra fopmu Ha B3anMoaeiicTEne

ggy PETHILIE

TIpu mammeHTH, TpHEMAIy JHYypPEeTHIM, 0coGeHO TakuBa ¢ NEXMAPATALHA H/WIH HapyIUeHHsS HaA BONHO-
ENEeKTPONMTHUA GanaHc MoKe Za ce HabmoJapa NPEKOMEpHO HAMAISBAHE HA KPBBHOTO HANAraHe Clel
Hayanoto Ha Tepamuara ¢ ACE-urxuburops. BepoATHOCTTa OT XHIIOTEH3MBHH e(eKTH MOxe Ja ce
peAylpa 4pe3 crupase Ha JNHYpPeTHKa, Upe3 [TOBUINABaHe Ha UMpKYIHpauus obeM Hii npreMa Ha codt
IpeiH HAYIOTO Ha TePallATa ¢ HUCKH W HAPACTBAIIM /I03H NEPHHIONIPHIIL

Kamiii-chxpaHapallli JUYpeTILIH, KanpeR 0GaBKH MIH KATHEBH 3aMeCTHTENH Ha TPAIE3HATA COI

Bropekr ye cepyMHMA xanuii oOMKHOBEHO OCTAaBa PaMKHTE Ha HOPMANHHTE CTOHHOCTH, TIPH HAKOW
TALMeHTH JIGKYBaHH ¢ TNEpPHHAONPHN MOXKe Ia BB3HHKHE XMIepkamdemus. Kammii-cbXpaHspamure
OUYpeTHLW (Harp. CIHPOHOIAKTOH, TPHAMTEpEeH WIM AMHIIOPHA), KalHeRUTe NOCABKH WAH KanHeBUTe
3aMecTHTe/IH Ha TpANe3Hara COJ MOJKe Jia JNOBEJAT A0 3HAUKTEJHO TOBHINABAHE HA CEPYMHHA KalHii.
3aTtora KOMOHMHALMATA OT NMEPUHAONIPHI ¢ TOPECHOMEHATHTE JISKapcTBa He ce mperopbysa (Bx. T.4.4).
AKo eHOBpeMeHHaTa yroTpeba & IfoKa3aHa rnopagy H3paseHa XUIMOKATHEMIS, Te TpA0Ba Ja ce M3IIoN3BaT
¢ MOBHIIGHO BHUMAaHYE H IIPH YeCTO MPocielgBaHe Ha CTOHHOCTUTE HAa CEPYMHHUA KU,

JIuTai

Hma crobmenns 3a o0paruMo MOBHIIABAHE HA CEPYMHHTE KOHUEHTPALHM HA JIUTHI M TOKCHYHOCT NpH
eJHOBpeMEHHO npunokeHue Ha JHTui ¢ ACE-muxuburopu. EXHOBpeMeHHOTO NPUAOKEHHS HA THASHAHK
DUYPETHIM MOXe Ha MOBHIUM PHUCKA OT JUTHEeB& TOKCHYHOCT M Aa yBEIHYH BeYe IMOBHIIECHMS PHCK OT
AuTHeBa ToxenunocT npu ACE-nHXBHGUTOpHTE. YioTpeGaTa Ha NUTHI B KOMOUHALMA ¢ IEPUHIONPHI He
ce MpenoppuBa, HO ako KoMmOuHauuata ce oxaxe HeoOXOAMMa, cepyMHUTe HHBa Ha JUTHA TpiaOBa
BHHMATENHO Ja ce npocienssar. (Bx., T.4.4 CnenMasHd NpemynpeskAcHHs U IpPeAnasHH MEpKH IpH

ynoTpeba).
Hecreponauy npoTveoBL3nanuTeny cpeictra (HCITBC) sxnounTeNnHO acupyl > 3 g/ nHeBHO

TIpHAGKEHHETO HA  HECTepOMIHM  NpOTHBOBLIMANMTENHE  CpEeJCTBA  MOXe Ja  pemylupa
arTHXUnepTeH3uEHMA edekt Ha ACE-unxuburopure. Homenautenso HCIIBC u ACE-unxuGuropHTe
HMAT afuTHBEH adekT II0 OTHOMESHME OBHIIABAHE HHBOTO Ha CEpYMHHA Kamui M MOKe Ha NOBEJAT MO
BHOIJaBaHe Ha ObOpevuHaTa (yHxuus, Te3u edexTd 0OMKHOBEHO ca oOpaTHMK. B pesiku ciyyan Moxe fa
BB3HUKHE GEOpeyHa HEZOCTATHEYHOCT, 0cOBEHO MPH MAIUEHTH ¢ KOMIIpoMeTHpaHa Gr0peuHa (yHKIYT 1
TAKKBa B CTApUecKa Bh3PacT WIH ¢ JeXHAPaTalHd.

ANTHXUIIEPTEH3IMBHN CPSACTBA ¥ BA30MHIATATODU

EnsoBpeMeHHOTO M3MON3BaHE Ha Te3H CpefcTBa MOMKE Ja YBEeNMYM XMOOTEH3UBHHS edekT Ha
nepuHponpui. EpHospemenHara ymorpe0a ¢ HHTPOIIMUSPHH U IpYTH HHTpaTH HAH  JPYTH
Ba30JUNATATOPH MOXKeE JOTBIHUTEIHO 12 ITOHWKH KPBEBHOTO HAATAHE.

AHTHHabeTHH cpeCcTBa

EnuneMuonoruyHHTe Npoy4BaHus ca TIOKA3anH, Y& eHOBpeMeHHOTO npuitoskeHue Ha ACE-uxuburopu
u anTHHabeTHH cpelcTBa (UMHCYNWHY, OpanHH aHTHRHaGeTHHM JleKapcTBa) MOXe [a LpeausBUka
YCH/IBAaHE Ha INIIOKO30-TIOHIDKABaKsA eeKT ¢ pHCK OT XMIormHkeMus. Tosu d)eHOMQW”e‘" m“oz:rﬂo la
ce TIPOSBH NPe3 BPBHTE CEAMHLM OT KOMOMHAPAHOTO JICHEHHE M K NALECHTH < 6‘56pctmo prcmnaHe
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TTepuuoTpHI MOXKE 2 C& H3TI0N3BA SAHOBPEMEHHO ¢ AUSTHACANHIHIOBA KHCENHA (KOTaTO ce H3NON3Ea
KaTo TpoMOOIMTHK), TpoMOOMHTHIN, GeTa-0HOKepH W/iHTH HUTPATH,

TpUUHKTHIHY AHTHEOPECARTI ARTHITCHXOTHIN AHeCTS THIIM

EnHoBpeMeHHOTO H3MOM3BAHE HA HEKOH AHECISTHYHH JNCKADCTBEHH NPOAYKTH, TPULMIIHYHE
aHTHAienpecanTH H aHTHNcHXOoTHIH ¢ ACE-unxubnTopH MOXe Ja WMa 33 DPE3YRTaT AONLAHMTEIHO
MOHKaBaHE HA KPBBHOTO nansrane (B:x. r.4.4).

CUMIaTUKOMUMETHITH

CHUMIaTHKOMUMETHIHTE MOKE Ja HAMAST aRTHXUNepTeH3uBHITe edertl Ha ACE-urxubnTopure.

4.6 DBpeMCHHOCT M KbpPMeHe

Bpemensoct

[leprrnonmpun He TpAORa Na ¢ HRMON3Ra [0 BpeMe Ha NBPBEM TPUMecTsp oT OpemenHoctra. Koraro ce
IUIaHApa HIM JIOTRBPHH GPeMCHHOCT, KOJNKOTO © BB3MOMHO Mno-Ohp3c Tpabsa Na ce NpeMHHE Ha
aITepHAaTHBHO NeyenHe. Kontponupasn npoyyraruns Ha ACE-uHXubHTOpH He ca NPOBENKIaHM [IPH Xopa,
HO B OrpaHHycH Opoil cIryyal ¢ eKCIIOIMIMS 0 BpeMe Ha MBPBHE TPEMeCTHP Ha OpemeHHOCTTAa HAMa
IaBHH 32 MandOopMalHY, CHOTBETCTRAINH Ha HETOTOKCHIHOCT KaKTo € ONMCaHO 0-J0Iy.

TTepHHaORpHI & IPOTUBONCKA3AH IPe BYOPHA B TPeTHS TPHMECTED Ha OpeMeHHoCTTa.

HzpecTHO ¢ ue NpomeikpTenBara ynorpeba Ha ACE-uHXuOMTOpH MO BpeMe Ha BTOPMS M TpeTus
TPUMeCTHP Ha OpeMeHHOCTTa MOXe N2 MHAYLMpa (PeTOTOKCHHHOCT Npu Xopa (BioweHa Gubpeuna
pyBKUH, OMHTOXHApPAMHHOH, 3a0aBeHa OCHOUKANUA HA YeperHHTe KOCTH) M HCOHATAIHA TOKCHYHOCT

(666peuna HeMOCTATHYHOCT, XUITOTOHMH, XHnepKanaems) (sx. 1.5.3).

AKO Ce YCTAHOBM, e NMEPUHIONPUI ¢ H3MOA3BaH [0 BPeMe Ha BTOPHSA TPMMECTHD Ha OpeMeHHOCTTa ce
APeIOpEYBa Y3NTPA3BYKOB KOHTPON Ha Onbpeusara dyHKIus ¥ epena.

Krpmene

He e w3BecTHO JaMH MepHHACIIPHI C& EKCKPeTHpa B KhpMaTa. 3aTosa yroTpedara Ka NepuHIONPUI He ce
NpenophyRa Ha KbPMEUTH JKeHH.

4,7 Edexrn pepxy cnocodHocTra 3a modupane n padora ¢ Mamung

Tpsabea ma ce UMa NpeABHA, ue MO BpeMe Ha modmupaHe unu pabora ¢ MAUIMHYW MOTAT JA BB3HHKHAT
CAy4aH Ha 3aMaliBaHe WIH yMOpa.

4.8 HexemnaHu NerapeTEeHN DeaKNdH

o BpeMe HAa JICHEHHETO ¢ IIEPHHAONPHI && aabrofgsany CHACEHUTC HEXKOAaHH peaKlHH, KOHTO cCa
rpymupadi 0o YeCcToTa.

Meuoro uectn (>1/10), uectu (>1/100, <1/18), evecra (>1/1000, <1/100), peaxu (>}{:F§ﬂ Y :NBQQOO),
Myoro penku (<1/10000), ¢ weussecTHa yecToTa (OT HATHYHATS JAHHH HE MO, 11& Sme_}{ani)alaeu\a
OLIEHKA). R

.




Hzcneapaums:

Moxke na ce nHalnionaBa MOBHIIaRaye CTOMHOCTHTE Ha KPBBHATA Yypes, MNA3MEHHS KPEaTHHHH,
XHMepKaIHeMHAs, o0paTHMM IIpH TPSKBCBaHES HA NeYeHWeTo, ocofeno npu Hamudue Ha GnOpedna
HENOCTaTHYHOCT, A CHINO M TeXKKA ChPAedHA HOAOCTATHIHOCT H PEHOBACKYIAPHA XUIEPTOHM. Pasko ce
cb00IaBa 3a NOBHIIABAHE HA YepHOAPOOHHTS CH3HMHE H cepyMEus SHIHpYSHH.

ChLpaeuny HapyILneHHs:

HecTH: XHIIOTOHHS B eq]CK'I‘H CREPIARY ¢ XMIIOTOHRATA

MHoro penku: apHTMHS, AHTHHA NEKTOpUC, HHGAPKT HA MHOKAPAR ¥ HMHCYAT, BEPOATHO BCIEACTBHE Ha
TEKK2 XHIQTOHMS IIPH NMAlMEeHTH ¢ BUCOK prek (Bx, 1.4.4}.

HaI)VLUeHHSI Ha KPBEBTA ¥ HH@HaTa cucTeMa

MHuoro psfko ca ChOOIABAHH TITOHIDKEHME HAa XEMOrAODHHA M XeMaTOKpuTa, TPOMOOLMTONEHM:,
JEBKONEBMA/HEYTPONICHHS M CIIyYal Ha arpaHyNouuTosa Wi naxuwmronenas. Ipy nanventy ¢ BpoReH
nebHIMT Ha rMoKo30-6-hocdar Rexuaporenasa ce cro0lMaBaT MHEOIO PeAKH CAYYAM HA XEMONMTHYHA
aHeMus (Bxk. T.4.4).

Hapyinenus Ha gepsHaTa cuceTeMa:
YecTH: raapofonie, saMaiipase, CRETORBPTEXK, MAPSCTEIHS
Mrioro peaxy: o6bpKaHoCT

HapyuieHss Ha okoTo
YecTH: 3pUTENHE HAPYINSHns

Hapyorenud Ha yXOTO ¥ JabupHHTa
YecTH: mWyM B YIIHTE

PecnupaTophy. rpbasn X MEHACTHHANHY HADYIICHUSA:
YeeTu: KamIuLa, JHCIHEs

HewecTn: 6poHxocna3sM
Meuoro pexku: eo3HBO(MIIHA HEBMOHIS, PHHET

CToMamHo-upeBHH HAPYINSHHS:

TecT: rageHe, MOBPHINAHE, KopeMHa Gonka, AACTe3Ha, JHCTICIICHS, THAPHS, KOHCTHNALINS;
Heuecrn: cyxoTa B yerara

MHOre pefKH: TTaHKpeaTHT

Hapymenus qa §n8penite ¥ niKoyHHTS IHTHINA:
Heuectu: 6b0peyHa HEAOCTATEIHOCT
MHoro pearu: octpa 6p0peyHa HelOCTATEYROCT

Hapyuienus pa KoKara ¥ OAKOMHATE THKAH:
YecTn: 06puB, chpdex
HeyecTr: anrioesieM Ha JBLETO, KpaftHuigire, YCTHUTE, TMrAaBHIATE, S3HKA, [NOTHCA W/YIM JapUHTCA,

ypTHkaphs (Bx.T.4.4), f»::“—-‘f?»:\
LT Ll T
MHoro penky: epiteMa MynTHGOpME e AL
e
GaT

HapymeHHs Ha MyCKYNO-CKeNeTHATE CHCTEMA W CheIMHUTEIHATA THKAH: :
YecTs: MyCKyTHH KpaMmm




OOy Hapymesnd 1 edekTi HA MICTOTO Ha IDHACKEHHS:
TecTu: aCTEHIA
HeuecTn: w3noTssane

XenaTo-OHIHAPHE HADYIISHHA!
MHOTO pelKH: XeMATHT OT HUTONHTHYEH Hifld XonecTaTyae Ton {mx. T.4.4).

Hapynieeng Ha B:30pOH3BOAMTEINATA CHCTEMA H FEPIATAL
HedgecTH: HMIIOTEHRTHOCT

[IcHXHMYHE HapVIIeHHS:
HeuecTn: pascTpolicTBa Ha HACTPOSHUETO HIY CHHA

KnuHHYgHY M3IHTEAHHS!

[To speMe Ha IepHoJa Ha paHaoMHsHpaHe Ha mauurBagero EUROPA ca cnbupaHu caMo cepuHO3HH
HekelaHu peaklyd. Hakonko manueHTH ca NOMYHIAH CEPHO3HH Hexxenann peakuun: 16 (0,3%) or 6122
nalyenTd Ha Hepuiaonpun u 12 (0,2%) or 6107 nauxentu ¢ mnanebo. Cpepl MAtMEeHTHTE TPETHPAHH ©
NEPMEOONpPEI, IpH 6 ¢ HaGMIONABAHA XUNOTOHHSE, OPH TPEMA ¢ HaOmoJaRad aHrMoeAeM, a npu 1
BHE3alleH CEpAeueH apecT. [IoBeYeTo OTNaRHARHN NALMCHTH 2 BOASACTRHS Ha KAUUIMNA, XUIIOTOHHA MM
IpYTH TPOSBH Ha HENOHOCHMOCT KBbM NepHHNONpPHA, OTKOMKOTO B rpynara Ha mnauebo: 6% (n=366)
crpamo 2,1% (n=129).

4.9 TIlpepoznpaue

Hanuie ca orpaHHyeHH JaHHK 328 NIpenoIupane npi xopa. CuMOTOMHUTS CRBp3anU ¢ nipeaosupane ¢ ACE-
HHXHOMTOPH MOKS 8 BKIIOYBAT XHMTIOTOHIN, UPKYMATOPEH IHOK, eNeKTponuTeH aucbananc, 6n0peyna
HeZOCTATHYHOCT, XMIePESHTHIALMS, TARXHKADINA, TANTATAIEN, Cpanukapaus, 3aMaliBaHe, TPDEBOXKHOCT K
KallUTHHA.

[TpenoprYBAHOTO NeUeHte Ha NPENOIHPAHETO ¢ HHTpaBeHo3Ha MHOY3HA Ha HOpMaleH (H3MONOTHYEH
pasTBOp. AKO Ce pasBHe XMIIOTOHMS MAMEHTHT TPAORA Ja OBbAe MMOCTaBeR B NOJOXKEHHE 32 JIYeHHe Ha
mwok. ITpu Hannune moxe ga ce obcham nevueHHe ¢ MHTpareHOo3Ha uEGY2Ms EHa anrHoTeHzuH II unm
kaTexonamuud. [lepupnonpun moxce fa Opge oTcTpameH o©T ofmMaTa LMPKYNANUd DOCPERCTBOM
xemomnamza (B, T. 4.4). Ilpu pesncreHTHa Ha neucHue OpajmkapiHs € [OKasaHa TepanMs ¢
neficmeiiknp. Tpsa6Ra fa ce MPOBEXKTA HENPEXHCHAT KOHTPOM HA MKMIHEHHTS INOKA3aTENM, CepyMHHTE
SNEKTPONHTH H KOHLISHTPALIHATA Ha KPeaTHHUHA.

5.  PAPMAKOJOI'HYHH JAHHH
51 dapmaxoIHHAMNYHH CBOHCTBRA:
dapmaxorepanesTiuna rpyna: ACE mruxuburopn, ofuksosern, ATC xon: CO9A A4

[epungonpun ¢ MHXHOUTOD Ha eH3HMa, KOHTO KOHBepTHPA (IPEBPHINa) aHryuoTeH3MH | B anruoTersuH 11
(AnruotensuH koneepTHpan erauM ACE). KOHRepTHPAIHAT SH3UM UM KHHA33 & eK30NEeNTHAa3a, KOATO
TIO3BONSABA HNpPEBPEIIAHETO HA AHMHMOTEH3WH | BBR Ba30OKOHCTPUKTOPA aHFHOT&HS&ﬁf“H"’-:K'aKTO 28
HpeAH3BHKBA PasNafaHeTO Ha BA3OAWNATATOpPa OPafuKHHMH KO HEaKTHREH xemaneu'mm ﬁkxnﬁupa TO
va ACE somn nmo ramangBane Ha adrdorersuH 1l B nnaswmara, KOeTC ROIAM RO noimmakaﬂe n.n%Men

aKTHBHOCT HAa peHHH (upe3 wHxubupawe Ha oTpuuartensara obpaTHa Bph3ka’Ha ocBOGmIma}?aqe ;}131
peHHMHa) M pexyuMpa CeKkpeuMsTa Ha angocTepoH. TnH karo ACE ummaxrtusupa 6panmcm;nna
uHxubupanero Ha ACE BoAM 10 NOBHINaBAHS AKTHBHOCTTA HA HAMHUPAINATA CE TurasiarTa M foKa.nHa‘ra

11
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KaTMKPeHH-KMHHHOBa cHeteMa (3 Taka M aKTHBHpaHe Ha NPOCTATMAHAMHMTE). BB3MOXKHO € TO3H
MeXaHM3bM Ja JONpHHACHK 34 XHIOTeH3uBHOTO felicTRye na ACE-uuxuGuropiTe W e la e B U3BeCTHA
CTeTIeH OTrOBOPEH 3a HAKOM OT TEXHUTE HesxenaHy edexty (Hanp. xamnuua).

IMepunponpun jeficTBa upe3d ¢BOA AKTHBER Merabonut nepuHmompunar. Jpyrure MeraGonuTH He
nokaspaT HHXHOMpane Ha ACE-akTHRHOCTTA iR Vifro.

XuneproHus
YlepuHmonpun e akTHBeH IpPH BCHUKM CTeDCHH Ha XWMEPTOHHATA: JIeKa, YMCpPeHa M TeXKa, Karo ce

HaGsmoaBa NOHIDKEHHE Ha CHCTONHOTO H AHACTOAHOTO HANMTAKE KaKTO B JIETHAIO, TAKA U B M3NpPABEHO
OJIOKESHHE,

TepuBaonpun HaMangea NepudePHATA CHAORA PE3UCTSHTHOCT, BOJeHKM 110 TORH HAYMH N0 NOHWKaBaHe
Ha KpBBHOTO Halxrawe. Kato crnencTeue 0T ToRa ce nosyimaga nepudepHus KPBBOTOK, 683 edekT BLPXY
ChpJevHaTa YecToTA.

Kato nipaBuno ce nosumana 666peunus KpbBOTOK, A0KaTo roMepyanata prrrpawma (GFR) obuyaiino
He ce NpoMeHs.

AHTHXHIEPTEH3MEHATA AKTHBHOCT & MAKCHMANH2 MeXAy 4-THs W 6-THa 9ac Cled efHOKpaTHa 1033 H
TpOABIDEARA TI0HE 24 yaca: MexaunHuTE edexth ca oroio 87 — 100% ot mukoBuTe CTOHOCTH.

CrialbT Ha KPBBHOTO HaNsrawe HacTeiea 6pp30. Iipy NOBNHABAMINTE c€ NAUMEHTH HOPMAaJH3aLuaTa ce
MOCTHIA B paMKKTe Ha 1 Mecell M nepercTupa §e3 passutie Ha Taxudmnakena.

CrripaseTo Ha NeUeHHSTO He BOXH Ao pebaysn denomen.
[Nepuunonpr HaMansBa NeBOKAMEPHATA XUNEPTPotis.

I[oxasaﬂo € 49€ IIpH XOopa IMEPHHAMOPMN AEMOHCTRHIPE BARONUHATATORHH cpoitcTRa. Toit rro,uoﬁpﬂsa
CJacTHUHOCTTA HA MOISMHTE apTEPKH H HaManfdBa OTHOLSHUETO Me,&ﬁﬁfrﬁ}’MSH Ha MaNKKHTS apTCPUH.

HonuanaTenHaTa Teparms ¢ THASHAHH AMYPETHUM BOAM XO CHHeprHueq edexT OT aJuTHBEH THIL
KomOunaupara or ACE-wsxuOHTOD M THA3HA HaMAfAARA PHCKA OT XWIOKATHEMHS, NpeJH3BUKAHA OT

JICYSHHETO ¢ THYPCSTHLN,

CrpaeqHa HeNOCTATEYHOC T

TeprHaonpun TabNeTKH peayiypa padoTaTa Ha CBPUETO KATO HAMANABA AP~ H CICA-HATOBAPBAKETO.
[poyyBaHuATa MPH NANHEHTH CbC CHPASYHA HEAOCTATHUHOCT Ca MOKASAMM:

. [Monmwkerde Ha HANATAHETO Ha BIHEHE HA AARATA H ASCHA KaMepa
. Perynmpa ce TOTATHOTO NEPRDEPHO CHAOBO CHIPOTHRICHHS
. IToermaga ce yaapums obeM u ce rofobpsea ChpASYHINT HHJEKC.

Hpﬂ CPABHHUTENIHH HINHTBAHWA IILPBROTO APHAOKCHHE Ha A mg repUHADHPHI TabNeTKR Ha IMaHCHTH €
JIEKa A0 YMEPCHO TSXKA ChbpPACHHA HESJOCTATHBYHOCT HE © aCOUMHUpPAHD HAKAKBO 3HEAYHMMO IOHILKCHHS HA
KpBBHOTOQ HANATAHES IIPH CPABHCHHEG C ;maueﬁ(},

g

IMarmenTH che cTabumHa hopMa Ha XOpOHapHa DONECT HA CHPIETO:! T AT
IMpoyysanero EUROPA & MHOTOLSHTDOBO, MEXAYHAPOAHO, PAHIOMMUIUDAHO naomﬁq—mﬁib,.ﬁﬁaneﬁo
KOHTPOIMPAHO KIHHHYHO USIHTRAHE C IPOABIKBTENHOCT 4 TOOHMHA. :‘. R « \\
JpaBajeceT XHIsAM ABECTA M oceMHaicer naumewrd (12 218) ma BsapacT Hag 18 TORUHY ca 6p;n
PAHAOMH3HPAHH Ja NONYYABAT MK nepiuonpun § mg (n=6110) wu rianebo (n=61 OS) :

.
h
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[omynangsTa BIUMIOMEHA B MIUMTBAHETO € OWIa ¢ yCcTaHOREHa KOpoHapHa Gonect ha chpuero Oez
KIMHHYHE NPH3HANM Ha ChpHeYHa Hefoctarsunoct. Obmoe 90% ot maumenTuTe ca UMaly IPEAUIECTRALLL
MHOKapfeH MH(APKT WIUTH NpeAlIecTRAIIA PEBACKYIAPH3AINA Ha KopoHapuuTe aprepun. IloseyeTo ot
MANHeHTHTS NOIY4YaBany OpoydBaHOTO ACHCHHE BBPXY KOHBCHUMOHANHATA TEpamMd, BKIIIOYBALIA
TPOMOOLMTHH HHXUGHTOPH, MHMTHAO-TIOHIBKABAINN CPencTRa ¥ 5eTa-0iloKeph.

OcHOBHEAT KpHTepHil 32 edyHKacHOCT & OMn ROMOHMHAIHATA OT CBPASTHO-CHAOBA CMBPTHOCT, HedaTalieH
MHOKapaeH HHQAPKT B/ WK ChpISUSH apecT ¢ yorelnsa pecyoupraund. Jleuenuero ¢ nepunonpun 8 mg
BeAHBXK IHEEHO © JOBENO N0 CHTHHHKAHTHO abCOMIOTHO MOHIDKEHMe B MBPBHYHATA KpaiiHa Touka ¢
1,9% (penatusHo HaManeHHe Ha pucka ¢ 20%, 95% CI[9,4; 28,611 — p<0,001).

TIpr nampenTHTe ¢ aHaMHe3a 3a MHOKapAeH BHQApKT WWMH peBacKyjapusalys abcomoTHOTO
HaMasleHHe Ha pHcka € Ouno 2,2%, crOTBETCTBAIO Ha DENATHRHO HaMaleHHe Ha pucka ¢ 22,4%
(95%CI)[12,0; 31,6 — p<0,001) 110 oTHOMEHHE Ha MBPBHYHATA KpaliHa ToUKa B CpaBHeHHe ¢ Ianedo.

5.2 @apMaKoKHHETHYHN cBOICTBA

Criexn mepopanHo npunoxkeHuwe aScoplumsta Ha mepuezonpun ¢ CBp3a ¥ MHKOBa KOHLEHTpaLui ce
JOCTHIa B paMKuTe Ha 1 vac. buomanwanocTtra e 65 po 70%.

Oxkorno 20% o1 1anoToe abcopbupato KONMIMECTRO NEPHUHAOCIPHIL C& MPEBPHILA B NEPUHIOTIPHIIAT, KOITO €
aKTHBHHs MeTabomuT, KaTo JOMBAHEHHe KbM AKTHBHHI DePHHAOTIPUIAT, TEPHHIONPHI Ce pasrpakia Ha
ole mer HeakTwBHnM Merabonmta. IInasmenusT momysxuBOT Ha DepHuxonpun e 1 vac. IMTukopata
IUTa3MeHa KOHLIGHTPAUHS ce JOCTHra B paMxure Ha 3 7o 4 waca.

TBii KaTo IPHEMET Ha XpaHa 3a0ars KOHBEPCHATA 10 NSPHHIONPUIAT ¥ clefoBaTeNHo GHOHAMMYHOCTTA,
HePHHIOIPHI TPAORA Ia e [pUnara NepopanHo B SAHOKPATHA JAHEEHA 033 CYTPHH NPEAK XpaHa.

O0eMbT Ha paznpefenenue e npubmaurenno 0,2 Vkg 33 Hecprpsanus nepuraonpunaT. CBLP3RaHETO ¢
IUTa3sMEHUTE NPOTeHIH ¢ ¢alo (CRBPIBAHETO HA MEPUHAOTIPHNAT ¢ AHTHOTEH3NH KOHREPTHPAIIMS eH3UM
e mo-Majko ot 30%), HO € 3aBHCHMO OT KOHLEHTPALNATA,

INepunjonpunat ce eNHMUHHPA ¢ YPUHATA H NONYXKHBOTA Ha HECBBP3aHaTa dpakivs e npubnuzutenyo 3
10 5 yaca. JluconHanuarta Ha NePHENOMPUAAT CEBP3aH ¢ AHrHOTEH3HH KONBEPTHpANIM €R3MM BOLH JAO
“ehexrHBeH” YIOAYXKHBOT HA SIHMMUHHpPane OT 25 uaca, KOSTO KaTO pe3yaTar HMa MNOCTHraHe Ha
CTALMOHAPHO CBCTORHHE crel 4 HHH.

Cren MHOTOKPETHO NPHNMKCHEE He ¢C Halmomasa AKYMyRHpane Ha NepuHIOHpUWIL

EnpMUEHApPaHeTO Ha MePHHAOIPUNAT HAMATLRA NPH XOPA B CTAPUSCKA BHIPACT, & CHINO M NPU NaLHeHTH
ChC ChpaeyHa Wiy OeOpeuHa HeROCTATERHOCT. ANaNTHPaHETO HA f03aTa npy GEOpedyHa HEOCTATHYHOCT
€ JKeNIATeHO 1A CTAaRa B 2aBHCHMOCT OT CTENSHTa Ka YBpeX/aHe {KpeaTHHUHOR KAHPBHC),

JHanuzHUaT KAHPHHC HA NeprHEAonps e 70 ml/min,

KugeTukara Ha MEpHHIONPUI € MPOMEHEHZ NpPA IAlMEHTH ¢ 1Mpo3a: 4YepHoApoOHMA KIHMpBHC Ha
MOJNeKyJlaTa Mafika ce pefyuupa Hanonosuua. KonmwwectsoTo o0pasyBaH nepHHAONpHNAT ofaue He
HaMalsgBa 1 110 Tasd NPHYUHA HE Ce HANATA KOPEeKUHs Ha no3ara. {Bx. osmo ¥ 1.4.2. n1.4.4)

53 IlpeaxkJIHEMYHE JaHHH 32 §e30M2CHOCT

[Tpu mpoyysaHe Ha XPOHWYHATA TOKCHYHOCT MNPH NECPOPANHO MPWIOKEHHE (MNBXOBE W MaliMyHM),
TApreTHWTE OpraHu ca o OrOperw, ¢ ofpaTHMu npoMent. 2T
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Ilpw in vitro u in vive H3nuTBaRWs He ¢ HabMoxaBaHA MYTATEHHOCT.
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IIpoyuBannaTa 3a pelpoAyKTHBHA TOKCHUHOCT (IIMBXOBE, MUIUKH, 3aiill 1 MaliMyHH) He MOKa3Ba TaHHH
3a eMOPHOTOKCHUHOCT MIH TEPaTOreHHOCT. Bee mak yeraHOBeHO €, 46 HHXMOHTOPHTE Ha AHIMOTEH3HH
KOHBEPTHpAIIHS SH3MM KaTo Kiac MHAYLHpAT HeXENaHH e(PeKTH BBPXY KBCHOTO (ETANHO DA3BHTHE,
KOETO BOuM N0 (eranHa CMBPT M BPOJAEHM AedekTH mpH rpuayute M 3afiure: 6L6peudd nesuy H
TIOBHIIABAHE Ha MEPH- H MOCT- HATANHATA CMBLPTHOCT.

ITpu ABArocpOYHH W3MKTBAHKSA NPH IUIHXOBE U MULIKH He ¢ HabMoaBala KapUMHOT€HHOCT.

6. GAPMAITEBTITYHU JAHHI
6.1 Chouchk HA HOMODHATE BEIKECTRA

Mukpokpuctana nemyinosa (E460)
JlaxTo32, GesBofHa

CunuuueB THOKCHN, KOJIOHIEH, Ge3BOCH
Marnesues creapar (ES72)

lapepyugHo HULIECTE

6.2 HechbemecTaMoOCTH
Hernpunoxmno.
6.3 Cpox Ha rongocT

PVC/VMCH nokpuro anyMHHueBo Qoo
2mgu 4 mg:

21 mecena.

Cren MepeO OTBapAHe Ha (OIHEBOTO IIIHKYe:
30 puu

8 mg:

2 TOAHHH,

Cnen bpBO OTBapsHE Ha JONHEBOTO IIHKIE:
30 nun

AnmyMUBEBH-AJYMHHHEBH ONHMCTEpH:
24 Meceua.

6.4 CuoenmadHi yCIOBHS HA ChXPAHEHHE

PVC/ VMCH nokpuTo aryMHAHKEBO (OITHO

Crxpangsaiite MIMCTepa B IIMKYETO OT ATYMHHHEBOTO QOO B KapTOHEHATa KYTHS, 33 Aa Ce IIpenasH
OT BIIAra,

Ha ce chxpanspa mog 25° C.

Ja ce nanonsea B paMkruTe Ha 3{) JHU clie] OTBAPAHETO.

AnyMUHHH-AJYMUHUEBH GIHCTEPH:
CrxpanspaiiTe OnHcTepa B KAPTOHEHATa KYTH, 32 Ha ¢ NIPeAIIa3H OT Blara.

e
Ha ce crxpanssa nop 25° C. _m
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ITepuraonpun Tesa 2 mg TabneTku ca omakoBanu B npospauno Gesnsetno PVC/VMCH moxpuro! ‘
amyMHHUeBo (onHo. co Tt
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Tlepunmonpun Tesa 4 mg Tabmerku ca onakoBaHu B npospauno GesuserHo PVC/VMCH nokpuro
ayMuHUeBo Goso.

Tepurgonpun Tesa § mg TabmeTKH ca olakoBaHH B npospayno GesugerHo PVC/VMCH mokputo
ATyMHHEHERO (QOmHO.

BJ'IP[CTepHTG Ca ONaKOBaHH B IVIHKYETA OT ayYMHHHEBO (t)OJ‘IHO, CRARDIKAIO CHITHKA el (KaTO HBCI/IKE[HT).

3aneyaTaHUTe TUTHKYETA JOIBJIHUTETHO ¢A OMAKORAHH B KAPTOHSHH KYTHH.

Hepunnonpun Tepa 2 mg TabneTkH ca OITAKOBAHH CBINO B ANYMHHUI-ATYMHEHHEBH OIHCTEPH.
[epurnonpen Tepa 4 mg TabneTKkH ca ONAKOBAHM CHIIO B AJTyMUHHH-ATYMHMHHERH GIMCTEpH.
Iepunaonpun Tepa § mg TabieTKH ca ONMAKOBAHH CBINO B ATYMMHHI-AJIYMUHHEBH GIUCTEDH.
ITepunnonpun Tesa 2 mg TabmeTKH ca B OMakoBKH M0 30 TabNeTKH.

TTepunmonpun Tesa 4 mg TabeTky ca B orakoBky 1o 30 TabneTim.

Tlepunpxonpun Tepa 8 mg Tabnetku ca B onakoBky ro 30tabnerku.

He Bcryxy BHAOBE ONAKOBKH MOTaT Ja 6bJaT MycHAaTH Ha masapa.

6.6 Cneunamm NPpEaANA3ZHH MEPKH IIPH H3XBBPJIAHE

HaMa ceuydansy M3MCKBaHHI.

7.  TIPUTEXATEJ HA PASPEHNIEHHETO 3A YIIOTPEBA
Tesa @apmacroruxsic breirapus EOOJ

yo. “H.B. Toron™ 15, eT. 1

1124 Codus

Brarapma

8. PEIfICTPAIINOHEH HOMEP

Hepunnonpun Tepa 2 mg TaGnerku - 20070134

Tlepunnonpun Tepa 4 mg Tabnetku - 20070135
Tlepunnonpun Tepa 8 mg TaGnetku - 20070136

9. JTATA HA IIBPBO PA3PEIIIABAHE / TIOJJHOBABAHE HA PASPEINTEHUETO 3A
YIIOTPEBA

19.12.2007

10. JATA HA AKTYAJIM3HPAHE HA TEKCTA

IOHH 2009 r'{' l'i' v‘),z"’,"“\""'«..,\: '.w w:‘
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