KPATKA XAPAKTEPUCTHKA HA MPOAYKTA,
AJAHHH BbPXY OITAKOBKATA H JIHCTOBKA



KPATKA XAPAKTEPHCTHKA HA TIPOAYKTA



1. HME HA JJEKAPCTBEHHA ITPOAYKT

[Ipectanon 10 mg/10 mg ¢prmnpann TabeTks S e péoféo 0%’ B
Prestilol 10 mg/10 mg film-coated tablets P e e
Fiome b ST (1A

3. KAYECTBEH H KOJMYECTBEH ChCTAB T § <o 17/

Enna ¢pranmupana tabnerxa ceaspka 10 mg 6uconpononor dymapar (bisoprolol fumarate) exBHBaNCHTEH HA
8,49 mg 6uconponon (bisoprolof) u 10 mg nepuHNONpHT aprHHuH (perindopril arginine) eKBHBAIEHTEH HA
6,790 mg nepunaoONpUn (perindopril).

3a TRIHHA CIHCHK Ha TOMOUMHHTE BEHIECTBA BHKTE Touka 6.1,

3. JIEKAPCTBEHA ®0OPMA
Ounmupana Tabnerka

Po30B0-5ex0BH, MPOTBATOBATH, ABYCNOMHH (rMHpaHn TabneTky ¢ ABDkHHA 10 mm ¥ mmpHuAa 5,7 mm, Ha _
€/IHaTa CTpaHa Ha KOMTO € TPaBMpaHo G q Ha IpyraTa cTpaHa € rpasapano ‘10/10°.

4. KJHMHHYHH JAHHHA
4.1 TepamegTHIAA NOKA3IRHHA

[MpecTinon e nokaiaH KATO 3aMeCTHTENHA Tepanud 3a Ne4cHHe Ha XHIIEPTOHMA H/HMH cTabHnHa KOpOHapHa
GomecT Ha CBpLETO (NPH NALMEHTH ¢ AHAMHE32 33 MHOKapen HHpApPKT WM PEBACKYNapH3allud) mpH
BL3PaCTHH MALHEHTH, KOMTO C¢a AJeKBATHO KOHTPOJMPaHH ¢ GHCONpONONn M NEepHHAONpPWI, NpHIAraHH
€IHOBPEMEHHO B €HAKBO HHBO HA JIO3HPOBKA.

4.2 [o3HpOBKA H HAYHH HA NDPHIIOKEHES

EOGH@BK&

ObmnuaifHaTa 103HPOBKa € eqHa TaleTka BEAHBK JHEBHO.

Hanmenture Tpabea aa ca cTabuwimadpasy ¢ GHCONPONON M NEPHHAONPHI NPH €AHAKBO HWBO Ha A03aTA B
NPOABLIDKCHHE HA MHHMMYM 4 ceamuiit. DHKCHpaHata n030Ba KOMOHHALMA HE € MOZXOMAINA 38 HAYAIHO
JeqeHue.

Tlpu HeOOXOAHMOCT OT IPOMAHA HA AO3HPOBKATA, Tp40OBa Aa Ce H3RBPIIM THTPHPAHE HA I03MTE HA OTICIHHTE
KOMIOHEHTH.

Crenyanyy DoOmynaii

BvGpeuno yspexcoane (gorc. mouxu 4.4 u 5.2)
[pectnon 10 mg/10 mg He ¢ noAXoAAIN PH NALMEHTH ¢ HApyweHa 6p6peuna Gyuxima. Ilpu Tesu natueHTH
¢e NPENopbYBa HHANBHAYATHO THTPHPAHE HA NO3KTE HA OTACNHATE KOMIOHCHTH.

Yeproopobro yepexcoare (8xc. mouxit 4.4 1 5.2)
Hpn naumenTH ¢ 4epHOAPOOHH YBpPEKIAHHA HE CE HANTAra KOPeKLMA Ha A03aTa.

Hayuenmu 6 cmapwecxa gv3pacm
IIpecTision Tpsabea na ce nprutara B 3aBHCHMOCT 0T Ou0Opeunara dyHkuus,




Heouampuuna nonyrayus
bezonacnocTTa M edexTHBHOCTTa Ha YlpecTiwion nmpE Aeua M MOAPAcTBAllM He ca yCTaHOBeHHW. JIMmcsar
naunn. o Tasu npuvMHa He ce NpenoppUBa H3HOM3BAHE MPH A€lia H NOXPACTBAIH.

Hauun Ha npuioxeHue

TaGnerxara ITpecTunon Tpa6sa Aa ce npHeMa KATO eAHOKPATHA 038, BEIHBK JHEBHO CYTPWH Npe/iH XpaHeHe.
4.3 IIpoTreonoxazaung

*  CBpPBLXYYBCTBHTEITHOCT KbM 8KTHBHOTO BELIECTBO MM KbM HAKOES OT MOMOIIHKTE BElecTBa, H3OpoeHH B
TOUKa 6.1 WIH KbM APYT HHXHGHTOP Ha aBrHOTeH3HH-KoHBepTHpanua eH3uM (ACE auxuGuTop)

* OcTpa chpAeYHA HEAOCTATHYHOCT WIM TAKABA NO BPEME HA €NH30N HA JIeKOMIICHCHpala ChpaeyHa
HEA0CTATHYHOCT, H3HCKBAINA i, v HHOTPOMHA TepanHs

» KapaMoreseH mok

* AV 010K oT Bropa WiH TpeTa cTeneH (5e3 KapIuoCTHMYaTop)

*  CuHApOM Ha DOITHMA CHHYCOB BB3€7

»  CuHoarpuancH GIok

»  CoMrromaTHuHa GpaguKapaus

»  CHMOTOMaTHYHA XMIIOTOHHSA

* Texka GpoHxmnanHa acTMa MK TEXKKA XPOHUIHA 00cTpyxTHBHA GenoapoGHa Gonect

»  TexkH PopMn Ha NepHPEPHO apTepHANHA OKITY3HBHA GolecT HNH TEKKH (HopME Ha CHHApoMa Ha Peifno
(Raynaud)

+ HenekyBaHa geoxpomonnroma (Bx. TOUKa 4.4)

* MerabonutHa alinosa

*  AnHamHe3a 3a aHTHOE/IeM, CRBp3aHa ¢ NpeauLIHo neueHne upe3 ACE maxwuburops (Biak. Touka 4.4);

* HacneacTBEH HIH HOMOTIATHYEH aHTHOEAEM

*  Bropu H TpeTH TPHMECTED Ha GpeMEHHOCTTA (BXK. Toukk 4.4 4 4.6)

» Ennospemennara ynorpeba Ha Ilpecrwion ¢ anHCKHpeH-CHABPKAINM NPOXYKTH NpH NaLHEHTH ChC
3axapen aHaber wnH GuOpeuso yepewpate (ckopocT Ha TrioMepynma ¢unrpamus (GFR <60
mVmin/1,73m?) (Bx. Touxn 4.4, 4.5 1 5.1)

* EnxHoBpemeHHaTa ynorpeba npH nedenHe che cakyOwrpui/sancaprad. Ilpectinon He TpaGsa na ce
3aMo4YBa NpeAM Ja ¢a H3MHHANK 36 Yaca OT MpHEMa HA MOC/AeAHATA J03a cakyOHTpHI/BacapTad  (BXK.
Touks 4.4 1 4.5),

*  ExcTpakopriopaiH# iedeHHs, BOASLIE 10 KOHTAKT Ha KPHBTA C OTPHLATENHO 3apE/ieHH IIOBBPXHOCTH (BXK.
ro4kKa 4.5);

* 3naunma JBycTpaHHa CTeHO3a Ha OnOpeusdre aprepun win creHo3a Ha 6n0peuHaTa aprepHa Ha
eanHcTBeH (pyHKupoHHpain 6u6pex (BXK. Touka 4.4).

44 CpenuannnA npeaAynpexkIeHHs 1 Npelua3Ha MEPKM 0PH YNoTpeba

Beuuru npedynpexncoenun u Bpeonaznu MepKu npu ynompeba sv8 &PbIKA ¢ HAKOR OM aKmugHume
cecmasku sadcam u 3a Hpecmunon.

XHUIOTOHHA:
ACE #HX#GMTOpPHTE MOTAT /12 IPHYHHAT NIOHIDKABAHE HA KPBBHOTO HandraHe. IIpy NalHEHTH ¢ HEYCNOXKHEHa
XMIIEPTOHMS PANKC ce HablionaBa CUMITTIOMATHYHA XHMIIOTOHHA, KOATO € NO-BEPOATHO Aa BBE3HMKHE TIpH
XHIIOBOJIEMHYHH TIRUHCHTH, HANp. BCIEACTBHE HA JHYPETHYHO JedeHHe, AHEeTA ¢ OTPaHHYEH NIPHEM Ha COIL,
AMAaNH3a, AMapHA WK NOBPBINANe, WIH NPH TAKMBA ¢ TEXKKA PEHHH-3ABHCHMA XHIEPTOHHA (BXK. TOUKH 4.5 U
4.8). Tlpn namMeHTH CbC CHMITFOMATHYHA CHPIEYHA HEJOCTATHYHOCT C WM 6e3 MpHAPYKaBall)

HEAOCTATHYHOCT € OMNa HabmoAABaHA CHMITTOMATHYHA XHTIOTOHHA. ToBa e nai-i-nepom T
IIPH NALMEHTH C NO-M3Pa3eHN CTENEHH Ha ChpIEHHATa HEAOCTAThYHOCT, KOETO pedute AW HIHOAREM
Ha BUCOXH J103H OPHMKORH AHMYPETHIIH, XHIIOHATPHEMHS MM HapymeHna GxOpeuna ¢ ; A1)
H3MTOXKCHH Ha TIOBHIICH PHCK OT CHMITOMATHYMHA XHIIOTOHMA, TpA0Ba na ce HIBLP
BpEME Ha HA4anoTO Ha TEpamuATa H KOpMTHpaHeTo Ha Aosure. IlonobHn cnobpa




MAIHCHTHTE C HCXEMHMHO CBPACYHO WIH MO3BYHOCHAOBO 3a0ongpane, MPH XOMTO MPEKOMEPHOTO
TIOHHXKABAHE HA KPHBHOTO HAATAHE MOKE 12 NPHIHHN MHOKAPACH HH(APKT MK MOIBHOCHAOB HHIMICHT.
Ilpu BL3HHKBaHE Ha XMNOTOHHA NALMEHTHLT TPAOBa N1 ce MOCTABH B JIETHANO TONOXKEHKE no rpbd | ako e
He0OXO0INUMO, A IONMYYIH MHTPaBEHO3HA HHGY3HA C PA3TBOP Ha HAaTpHeB XJIopHA 9 mg/mi (0,9%). [Ipexoauust
XHMOTOHHYEH OTTOBOP He € MPOTHBOIOKA3AHME 34 MO-HATATLMIHH N03H, KOMTO OOHKHOBSHO MOTaT 2a ¢
nprnaray 6e3 3aTpyIHEHNUs, CIe]] KaTO KPBBHOTO HanAraHe ce MOBHINH Clie]l YBe/IHgaBaHe Ha o0eMa.

Ilpu HAKOHM MAUMEHTH Che 36CTOHHA CHPASYHA HEAOCTATHIHOCT, KOHTO HMAT HOPMATTHO WIH HHCKO KPBEHO
HajIrane, BCICACTBME Ha yNoTpe0aTa Ha NepHHAONPWI MOXKE Aa C€ NOABH JOMb/IHHTENHO TIOHIDKABAHE HA
CHCTEMHOTO KPBBHO HajsraHe. ToBa e ouakBaH edekT H OOMKHOBEHO HE NpPEOCTARNABA OCHOBAHHE 3a
NpeKpaTABaHe Ha JEYCHUETO. AKO XMNOTOHMATA NpepacHe B CHMIITTOMATHYHA TaKapa, MOXe 1a Ce HaIOKH
HaMaATIABaHe HA J034Ta HIIH IOCTCNCHHO NPEKPAaTABAHC Ha NEYEHHETO, KATO CE H3NO0N3BAT HHIHBHAYATHATE
KOMIIOHEHTH.

CRpBXYYBCTBHTETHOCT/AHTHOCAEM:

Pagko ce chobmasa 3a aHTHOeNeM HA TMUETO, KPaiHHLMTE, YCTHHYE, IMTARKINTE, C3HKA, [IOTHCA W/HIH
napuHKca TIpH NaiMeHTH, JekyBanH ¢ ACE HHXAGHTOpH, BRIIOYMTENHO NepHHaonpw (BX. Touka 4.8). Tosa
MOXE Ja Ce CHYYH BHB BCEKM SIMH MOMEHT N0 BpeMe Ha Tepanusta. B Taxmsa caysau Ilpecrunon pabea
HeaabanHo fma ce cnpe. Jlewenmero ¢ Gera-OnokepH Tpadsa na npoowpxu. Tpsbsa aa 3anoyHe NOAXOAAMO
HabmoznenKe, KOeTO Jia APOARIKH 0 IBJIHOTO MpeMHAaBaHe Ha cuMmTomure. B ciydawre, B KOHTO
NONYBAHETO € OTPAHHMEHC M 34CATa CaMO JIMIETO M YCTHWTE, CHCTOAHMETO MpeMHHaBa OOHMKHOBEHO Ge3
JicueHHe, BLIPEKH Ye 3a o0NieKMaBaHe HA CUMITTOMHTE € OT NO/I3Aa NPHEMAHETO Ha AaHTHXHCTAMHHH. _
AHTHOENIEM, CBBP3aH ¢ OTOK Ha JiapuHKca, Moxe Aa Obge daranen. Korato e 3acerHar e3nka, rnoTHea Wil
NapHHKCa, KOETO BEPOATHO MOXKE Ia NPHYHHH 3allylIBaHe Ha IHXaTe/IHWTE MHTHINA, TpaOBa HesabaBHO Aa ce
NPHIOKH CTCIIHO TIEMCHEHE. Tosa Moxe Jia BKIIQYBA MpHIaraHe Ha aapeHaIHH WTH I0AOBPKAaHE Ha
AMXATCIHATE [THTHINA Ha nauHeHTa. [laupueHTHT TpaGBa Ja OCTaHe Moj MPAKO JIEKapcKo HabmoneHwe 1o
ITLJIHO H OKOHYATE/HO IPeMHHABAHE HA CHMITTOMMTE.

TManmenTd ¢ avaMHesa Ha aHTHOEEM, HecBbp3aH ¢ TepaniaTa ¢ ACE HHXuOHTOpP, MOsKe Na ca HIIOKEHH Ha
TI0BHIIEH PHCK OT AHFHOENEM B Tpoueca Ha npueMare Ha ACE waxuburopa (mk. Touka 4.3).

Hma pemkxn cpobINEHNHS 33 YpeBeH aHTMOHEBPOTHYCH OTOK MpH NaudeHTH, NekyBaHHW ¢ ACE MHXHOHTOpH.
OnnakeaHuATa NpH Te3N MANMEHTH BIUTIOUBAT HOJIKM B KopeMa (Che WM Ge3 rajicHe U NOBPHINAHE); B HAKCH
CITy4aH HE € YCTAHOBEH IIpeLIecTal aHrHoeeM Ha THLeTo ¥ HubaTa Ha C-1 ecrepa3ara ca OHH HOPMAIIHH.
AHIHOeAEMBT ¢ OWJI JHATHOCTHIIMPAH Ype3 NPoUEAYpH, KouTo BmodsaT CT WiH ynTpa3sByKOBO H3CHEABAHE
Ha KOpeMa, WIH IPM XHPYPrHYHA ONepaldd, KaTO CHMITTOMHTE Ca OT3BYYAIH Cjeh ClIHpane Ha NpHeMa Ha
ACE wrxubutopa. HHTeCTHHANHHAT aHTHOENEM TPAOBA Na ce BKIOYH B AH(epeHIMAIHATA AMATHO3a NPH
DALMEHTH, npHeMal ACE mHXHOHTOPH, KOHTO NONYYaT OTU1akBaHHA OT KOPEMHH GOMKH.

KoMOMHHpaHeTO Ha NEPRHAONIPHI ChC CaKyGHTPHIL/BANICAPTaH € NPOTHBONOKA3AHO NMOPAAH YBEIHUCH PHCK
OT aHTHoeAeM (BK.TouKa 4.3). Jleuenne cbe cakyGurpuin/ancapran He TpsOBa Jla ce 3ano4Ba npea ja ca
H3IMHHATH 36 4aca OT MPHEMAHCTO HA MOCNEAHATA A032 OT JEUYCHHCTO © IIEPHHNONPWI. AKO JIeYEHUETO ChC
CaKyOUTPH/I/BAJICAPTAH € NMPEKPATEHO, IEYCHMETO ¢ NEPHHIONPHA He TpaGpa Aa ce 3amo4YBa MpegH Ja ca
H3MHMHAIA 36 Yaca OT MpHEMAHeTO HA MOCJeIHATa j03a cakyOuTpwl/BancapraH (Bk.Toukd 4.3 u 4.5).
Enxorpemennara ynotpeba na ACE wnxuburopu ¢ NEP muxufmropd (wanp. pauekagotpwr), mTOR
HHXHOHTOpH (HAanp. CHPONHMMYC, €BEPOTHMYC, TEMCHPONIMMYC) H TJIMNTHHH (HAamp. JHHATJIAITHH,
CAKCATTIHITTHH, CHTar/MIITHH, BHIATTMITHH) MOXE Aa AOBEJe AC NMOBHINCH PHCK OT aHTHOCREM (Hanp.
NOAYBaHE Ha JHXATETHMTE ITHTHIIA WIM €3HKa, Che Wik Ge3 HapywieHo aumane) (Bx. Touka 4.5).Tpabea aa
Ce NOAX0XKNa ¢ INOBHINEHO BHUMAaHME KOTaTO ce 3amovea panekagorpwi, mTOR muxuGuropw (Hamp.
CHPOTHMYC, CBEPONMMYC, TEMCHPOIMMYC) U [TIMITTHHN (Hanp. JTMHATTHITTHH, CAKCATIMITTHH, CHTATJIHITTHH,
BWINAIJIHNTHH) MPH NAlMEHT, KOHTO Beve npHema ACE HHXuOHTOp.

Yepuo, HA HeNOCTATHYHOCT!
B penxs cnydan uuxuburopure Ha ACE ca cpBbp3BaHM CEC CHHOPOM, KOMTO 3amouBa KaTo XONECTaTHYHA

HKBITEHHLIA HTH 3a6eIexknMO NOBMIHABAHE HA HUBATA Ha YePHOAPOOHHUTE eH3MMH, TPAGBJ
MHXHOHTOpA B Ja NONYYaT NOAXOAAINC KOHTPOIHO HabmoAeHHE OT Jiexap (BX. TouKa 4.4



Paca:

ACE naxuOHTOpHTE NPRYMHABAT NO-BHUCOKA YECTOTA HA AHTHOEAEM IIPH YEPHOKOMH MALMEHTH, OTKOAKOTO

AIpH HE YEPHOKOXH.

IMono6bno Ha ocranamure ACE uHxmOuropn, nepuHzonpun Moxe aa 6bae no-mManko edexTHBed 3a

HAMANABaHE Ha KPBBHOTO HaJIATaHE NPH YEPHOKOXKH, OTKOJIKOTO NMPH HE YEPHOKOXKH, BEPOATHO MOpand
" npeobNIazaBaHeTo HA TIO-HHCKY PEHUHOBH HHUBA CPE YEPHOKOKATA MOMYJIALMA OT XUIIEPTOHHIH.

Kanumaua:
Hma cwoOmeHHa 3a NosesBane Ha kauuviAua npu wsnonzpade Ha ACE nexuburopn. Ilo crodra
XapakTCpHCTHKE KAIILTHLATA ¢ HCMPOAYKTHBHAE, YIOpHTa H NPeMHHaBa (el CITHpaHe Ha JIEHCHHETO.
Ipuwsmuenara or ACE mauburopn Kauuivua Tpabsa Na ce BKIOYH B JM(epeHIMAnHATA JHACHO3a Ha
KallTHIIA,

XHnepkaIHeMuA:
TMosHInaBaHUs HA cepyMHHS kanuii ce HaOMONABAT NPy HAKOH NauueHTH, NekyBand ¢ ACE HHxuGuTOpH,

BKMIOHHTeNHO nepuHionpui. ACE WHXHOHTOPHTE MOTAT fa NpeAN3BHKAT XMIIEPKANIMEMHs, Thi Karo
MHXHOHpaT 0CBOGOMKAaBaHETO Ha aAnAocTepod. OGHKHOBEHO edeKTa He € 3HAYMM MPH NALMEHTH ¢ HOPMAIHA
Onbpeuna pynxmus, PuckoBrTe GakTOpH 32 pa3sBUTHETO HA XHIEPKATHEMHS BKIIOUBAT NALMEHTH ¢ GBOpeuHa
HEJOCTATHYHOCT, Bomasane Ha 6BOpeynaTa dhyHkuwA, HanpenHana se3pact (> 70 romuum), 3axapen Aualer,
BMETHATHTE CHLOMTHS, TIO-CIICNHATHO AXMAPATALMA, 0CTPa CHPAECTHA JeKOMIICHCALHA, MeTab0IHTHA aUHa03a
H cAHOBpeMcHHa yrorpeda Ha KaIHH-COECTABAINH OHYPeTHUH (Hamp. cIMpOHONAKTOH, EIUIEPEHOH,
TPHaMTEpeH WIH aMWIOPH]), KAIHERH ACOABKM WM KaNHH-ChIBPIKAIM 3AMECTHTENIH Ha TOTBApCKaTa col;
WI¥ TIALMEHTH, TIPHEMAIIH APYTH JICKAPCTBA, CBEP34HH C [IOBHINABAHHA Ha CEPYMHMA KasHii (Hanp. XenapuH,
KO-TPHMOKCA30Jl, H3BECTEH OMNIE KaTO TPUMETONpHM/cyndaMeTokcazon) H ocobeHo aHTArOHWCTH Ha
aI0CTEPOHA WK AaHTHOTECH3HH penerrTopHM 610kepH. YnoTpefara Ha KaTHeBH 00ABKH, KalHH-CIICCTABALIH
OHYPETHIH WIH KamH-ChABPAKAIIH 3aMECTHTEIIH Ha rOTBAPCKATa COJl, 0cOOEHO TTPH NALMEHTH ¢ HapylueHa
OBOpeuHa QYHKUMS, MOTaT Ja JOBEJAT /IO 3HAYMMO IOBHINABAHE HA CEpyMHMs Kamuii. XHIlepKaHEeMHUATa
MOXE Jla MPHYMHH CEPMO3NK, MOHAKOra GaranHn apATMHH. Kanuil CbXpaHaBamuTe IMYPETHLUH H
AHTHOTEH3HH PELICHTOPHMTE Gnokepy TpaGsa fa c¢ M3NON3BAT ¢ BHUMAHME NPH NalHeHTH, npueMauwm ACE
HHXHOMTODH, 1 CepyMHHS Kanui v Gb6peunara ¢yHKumMA TpaOBa Aa ce HaGmopasar. AXo CHBMECTHOTO
NpHIarade Ha MOCOYCHHTE N0-TOpe CpelcTBa ¢ OHIC MpelleHeHo 33 YMecTHO, Te TpabBa na ce uW3non3ear
BHHMATEIHO IIPH YECTO MOHHTOPHpPaHe Ha cepyMHNs Kanmil (gx. Touka 4.5).

Kombunais ¢ THTHIA:
KomOGHHMpaHEeTO Ha JIHTHIT ¢ IEPHHACTIPHI IO TIPYUHLIMIT HE CE Tpenopruea (Bx. Touka 4.5).

KomOuHanug ¢ kanuii-ChbXpaHgBainy JICKApCTBA, KATHEBH JOOABKH HIH KATHH-CBHIbPIKAIIH 3AMCCTHTENH HA
TOTBapCKATA COII.

Io NpYHIKNE He c& MpenopbYBa KOMOHHUpaHe Ha IICPHEAONPHII H KATHE ChXpaHABAINY ICKAPDCTBA, KANTHEBH
noGaBKH HAK CHABPKALNM KANMI 3aMECTHTENH HA TpanesHa col (Bx, Touxa 4.5).

AHO 6NOKHpaHe Ha CHCTEMATA PEHHH-AHTHOTEHIHH-AINOCTEPOH S):
Mma nokasarencTea, ue enHospeMenHara ynorpe6a Ha ACE umxuburop ¢ aHrsoreHsuH II peunenropHu
GMoKepH WIH ATHCKHPEH YBEMYaBa PHCKA OT XMNEPKATHEMHA H BlomaBane Ha GnOpeunara QyHxums
(BiuIOUNTENIHO OCTpa 6BOpeuHa HexOCTATHYHOCT). 3aT0Ba He ce MPenopsyBa NBoiHA 610kana Ha RAAS upes
komOuHaimA ot ACE urxuburopu ¢ anrnorensuH 11 peuenropHy 610KepH HAH aNHCKHPEH (BXK. TOUKH 4.5 H
5.1).
AKO ce NpeLeHH, Ye JICYEHHETO ¢ ABoitHa Gnokana e abcomoTHO 3aXBDKUTENHO, TO TPAGEA 1a Ce H3BBLPIIBA
caMo TOA HaGmMIO/ICHHE Ha CNEWHANIACT ¥ 4 BKIIOUBA PEJOBHO BHHMATE/HO MpOCIchABaHe Ha OubpeyunaTa
dyHKIHA, ENEKTPONHTHTE H KPBBHOTO HANATAHE.
Tlpn naivenTn ¢ auaberna nedponarus He TpaGpa Aa ce H3nomsar enHospeMenHo ACE
anrnoTeHsuH Il penenropan Gnokepw.




Ilo mpuHIEA He ce Npenopbysa koMOUHaIWMATA KA GHCOMPOJION ¢ KAMIMEBH AHTATOHHCTH OT BEpanaMHIoB
WIH JWITHA3CMOB THI, C AHTHADWTMHYHM cpeiactea o1 lkiac H ¢ UEHTpanHO JACHCTBALLATE
AHTHXKIICPTEH3WBHH CPeACTEa (BX. TOUka 4.5)

Crmpane Ha JIEdeHUETO:
Pa3xoTo cnupaHe Ha IeyeHHeTo ¢ GeTa-Onokepu TpabBa aa ce u364rsa, 0c00CHO NMPH NALMEHTH ¢ HCXEMHYHA

fonect Ha cHpLeTO, Thil Karo Moxe Aa JoBeAe A0 MPEXOAHO BIOMABaHe Ha ChPAEUHOTO 3abonaBaHe.
JlosMpoBkara TpaOBa fia ce HaMAlABa MOCTENMEHHO, KATO CC¢ H3MOM3BAT HHAHBHAYRIHHTE KOMIOHEHTH, B
HICANHHUS CTydaii B PAMKHTE Ha JBe CCAMHIH, KAaTO €IHOBPEMCHHO ¢ TOBA C¢ 3aM0YHE M 3aMeCTHTElIHA
TEpANHA, aKO TOBA € HEOOXOMHMO,

Bpannkapus;

AKO Mo BpeMe Ha II€YeHHE CHpJEYHATa 4ECToTa 8 MOKoi ce 3abapw no moa 50-55 ynapa B MHHYTa Win
NAIHEHTBT NOMYy4H CHMITTOMH, CBBp3aHM ¢ OpamMkapamd, TpAGRa Aa ce MPHCTBHIIH KbM TOHHKABALNO
THTpUpaHe Ha Jo3aTa Ha [IpecTrnon ¢ n3nompaHe Ha HHANBHAYATHHTE KOMIIOHEHTH NPH MOAXOAAla 1032
Ha GHcOTIponon.

AV-6nok Ot TepEa CTENeH: _
Kato ce MMa NpeABAZ HETATHBHAA HM APOMOTpOIeH edekT, NpeAnncaaHeTo Ha Gera-OokepHTe Ha NaLHEHTH

¢ AV-6n0k 0T MbpBa cTeNeH TpAdBa Ja cTaBa ¢ [OBHIICHO BHAMAHHE.

Ao CTEHO3a M CTEHO3a Ha HATa KJ1ana / XHie HYHA KADAHOMHONATHA:

Kakro # ocrananmure ACE unxu6uropy, nepunonpan Tpa6Ba na ¢ce Ha3HAYABa ¢ MOBHINCHO BHHMaHHE HA
TIALHEHTH CBC CTEHO3a HAa MHTpaAHATA Kiafa H ofCTPYKIMA Ha H3XORAIIHA IOTOK OT JABaTa Kamepa, KaTo
A0pPTHA CTEHO3a HIH XHUNEPTPodhHIHA KapAMOMHONATHS.

AnTrHa Ha Prinzmetal:

Beta-GnokepuTe MOXe Jja TOBHINAT Gpos M NPOTBDKUTETHOCTTA H8 AHTHROZHHTE MPHCTBIIH NPH NALUHEHTH ¢
aurnAa Ha Prinzmetal. IIpunarasero Ha cenextuBHH Onokepu va Gera l-aspeHeprivHuA peuenTop €
BB3MONKHO NPH JIEKHTE (OPMH, HO caMo B KOMOMHAIMA C BA30MH/IATATOPH.

bubpeuHo yBpexaane:

B cnygan Ha napymesa 6u6pevna diyHkmus AHeBHaTta mo3a Ha Ilpectmion TpaGea na ce xopHrupa B
3aBHCHMOCT OT KPEaTHHHROBUA KIHpBHC (BK. Touka 4.2). Ilpu Tesu maumeHTH vacT OT obHYaiHaTa
MEAHLMHCKA NPAKTHKA € PYTHHHOTO NTPOCENABAHE HA KATHA M KPEATHHHHA (BXK. Touka 4.8).

IIpu nareHTH CHC CHMITTOMATHYHA ChPACYHA HEAOCTATLHHOCT PAIBHTHETO HA XHIIOTOHHA CJIe]] 3aTI0YBAHE
Ha Tepanng ¢ ACE nHXHGHTOpH MoXke Na oBefe 0 JONBIHHTEHO YBpeKAaHe Ha OnOpeunara ¢yukiua. B
Ta3H CHTYALHA HM4 ChOOLIEHHA 38 BB3HHKBAHE Ha 0CTpa 6-6pedHa HEROCTATEHOCT, OOMKHOBEHO o0paTHMa.
TlpH HAKOM MALMEHTH C ABYCTPAHHA CTeHO3a Ha OB0OpeuHaTa apTepHs WIH CTCHO3a Ha apTepHsATa NPH €AHH
dyuxuHonHpaln 650pek, nexkypaiu ¢ ACE unxuburopn, ce Habmonapa yeeaHyeHHe HAa KPBBHATa ypes H
CEPYMHHA KPSATHHHH, KOETO OOHKHOBEHO e 06paTiMO NpH CIHpaHe Ha JieueHneTo. Topa € ocobeHo BEpoATHO
NPy NauAeHTH ¢ 650pedHa HeAOCTATHUHOCT, AKO € HATHUE H PEHOBACKY/IAPHATA XHNEPTOHHS, CHULECTBYBA
TIOBHIDEH PHCK OT TEKKa XHNOTOHuA U GuOpeuna HexocTaTbURoCT. IIPpH Te3M NALMEHTH fieYeHMeTo TPADBa Ja
38M0YHE NIpH CTPOT MEIHLHHCKH KOHTPON € HHCKH JIO3H M TEXHOTO BHHMATEJHO THTIpHpaHe. Toil kato
NeYEHMETO ¢ IMYPETHITH MOKe Aa NpencTarissa AonpuHacsul GakTop 3a ropernocoueHoTo, MPHIATaHETO Ha
AHypeTHIMTE TPAOBa Aa Ce NPEKPATH H B TEYCHHE HA ITBPBHTE CSAMHIM HA TEpanuATa ¢ ICKapCeTBOTO TpabBa
na ce npocaecau Ou0peuHaTa yHkima.

Haxon XHTNCPTOHHYHH NalHEHTH (€3 BHAMMO NPEeAHIHO CHIECTBYBamo GrOpeunochnoBo 3abonsBaHe
Pa3BHBAT NOBHLICHHE HA KPBBHATA YPes M CEPYyMHHs KPEaTHHHH — OOHKHOBEHO c1ab0 H npexoaHo — ocobeHo
MpH eHOBPEMEHHO MPHIAraHe Ha NEPHHACHPWI M AWYpeTHK. ToBa € NO-BepOATHO lla BBL3HHKHE TpH
NalMeHTH ¢ Rede ChIlecTBYBamo OBOpeuHo yBpexaate, Moke Aa ce HANOXKH HAMABAHE Ha J03aTa WHIH

HpEeKpaTABaHE Ha AHYPETHKA H/HIH NEPHHIONDPHIT.

PenopacxynapHa xunepToHus:
IlpH naumeHTH ¢ ARYCTpaHHA CTeHO3a Ha GbOpevHaTra aprepHA WIH CTCHO3a
¢yrxunonnpay 6s6pex, sexyBann ¢ ACE HHXUOHTOpH, CBHUISCTBYBA IOBHINC
616peyHa HemocTaTBYHOCT (BXK. Touka 4.3). JleueHnero ¢ AUypeTHIM MOXe Jia



3ary6ara Ha 656peuna dyHKIHT MOKE A8 HACTHITH NIPH MHHHMAITHH H3MCHEHHA B CEPYMHRA XPEATHHHMH NIOPH
TIpH HALHEHTH ¢ €AHOCTPaHHA CTeHo3a Ha O6xOpevuHaTa aprepus.

bp6peyHa TpaHCIIaHTAlMS:
Jlumcpa ONMT OTHOCHO NPWIATAHETO HA NEPHHAONPHI APTHHMH NpPH NAUMEHTH ¢ HACKOPO HW3BbpINEHA

60peuna TpaHCIUIAHTALINY.

INauneHTH Ha XEMOANAITH3A:

Iipy maumenTH, AManm3upand ¢ MemOpanu ¢ Bacoka ckopoct Ha moroka (high flux) w emsoBpemenno
nexkyBaHH ¢ ACE uHXHOUTOp, ce cholluaBa 3a Bh3HMKBAHE Ha aHadwnakrommHu peaxnuy. Ilpu Taknpa
naiHenTH Tpa0Ba Ja ce pasrieNa HM3NON3BAHETO HAa Ppa3IMYeH BHI [JHANH3HA MemOpaHa WM
AHTHXMIIEPTEH3HBEH aleHT OT PasinuyeH KIac,

Anadunakro 10 BpEME Ha HA IO HHATE ¢ HUcKa mrkTHocT (LDL):

Psnxo maument, nonyyasann ACE umxuGuropu mo speme Ha LDL-adepesa ¢ mekcrpasor cyndar, ca
NOMY4aBATH KHBOTO3ACTPAlIABAIIA AHAQHUNAKTOHIHH peakiHH. Te3H peakiuuH ce HiGArBaT upe3 BPEMEHHO
npekpaTasane Ha Tepanmuara ¢ ACE mHxuOHTOp npeay Beska adepesa.

HIAKTHYHH IO BpeMe Ha JeCCHC :
[NanmenTn, npuematii ACE wHxuGHTOpH nMOo BpeMe Ha NECEHCHTH3HpAULO JeueHHe (Hamp. ¢ OTpoRa OT
XHMEHOIITEpA), Ca NONYYaRa/iH aHAQHIAKTOMIHA peakupH. [IpH CHIHMTE NAMEHTH MIOCOYCHHTE PEAaKLKK ca
6unm M30eTHATH Ypes BpeMeHHO npekpaTaeaHe Ha npiema Ha ACE wmxanGuropHTe, HO Te ¢a Ce MOARABAIH
OTHOBO TEPH HEBHHMaHHE IIPH NOBTOPHOTO HATOBApBaHe.

Ilono6na Ha apyrure 6eTa-6nokepH, GHCONPONOITLET MOMKE AA TIOBHIINH YYBCTBHTEIHOCTTA KBM ANEPreHH H
TEXKECTTa Ha aHagHIAKTHYHHTE peakipn. Jleuensero ¢ eruuedpyH He BHHAFM 1aBa 0YaKBAHMA T¢paneBTHYeH
egdeKT.

Heyrponenys/arpanynouuro3a/ypoMGoLHTONeHHA/AHEMHA;

Ilpr naomentd, npuemam ACE pmaxuburopu, ca HabmonaBanu HeyTpoleHM®/ arpaHynoLoTo3a,
TpomOoumToneHHa H aHemus. [Ipn naumeHTH ¢ Hopmaina 6u6pedHa dyHKuMA M Oe3 APYTH YCIOXKHABAIIH
daxropu paako ce Habmopaea Heyrpomenws. HeoGxomHMo € H3KIOYHTENHO TolsMO BHMMAHHE [IPH
fpUiaraHe Ha NEPHHAONPHI NPH NAMEHTH ¢ KONATEHHH ChAOBH 3a00/BaHNA, HMyHOCYNIPECHBHA Tepanus,
JIeYeHHE C ANIOTMYPHHON WIH NPOKAHHAMHI HJSH KOMOMHALIHS OT NOAOOHH YCHOKHABAUIM (aKTOpH, 0COGEHO
AKO € HANMIE H ChINECTBYBALIO OT NpeaH HapyuleHne Ha Ou0pedrara Gyrxums. [Tpu Tean nauHeHTH NOHAKOra
C€ Pa3BHBAT CEPHO3HH HHQEKIHH, KOHTO B HAKOH CJIY4aH HE Ce NOBJIHABAT OT HHTEH3MBHA AHTHOMOTHYHA
Tepamua. AKO HA TAKHBA MAIMEHTH ce Ha3Ha4yH NEPHHIOMPHN, Ce TIPeNophuBa Pe/IOBHO NMpPOCIENABaHE Ha
JIEBKOTPamMaTa H nauueHTure tpabea ma ObaaT npeaynpescHu na cpoOlnapar 3a BCAKAKBH NPH3HALM Ha
HH}peKkUHA (HaNnPHMEpP BE3MANEHO IBPIIO, TEMIIEPATYpa).

Bponxocnazem (GpoHxuanna actMa, 06CTpYKTHBHHU Genoapoluw Gonecth):

Ilpn GpoHxuwanHa acTMa WIH APYFH XPOHMYHH OOCTpyKTHBHM OenoapobHH OonecTn, KOMTO Moxke na
TIPEA3BHKBAT CHMITTOMH, TpAGBAa €NHOBPEMEHHO g C¢ mpHnara OpoHXoLunaTHpHING nedenne. B naxou
Clyd4ay MOXE Ja HACTBITA TOBHINABAHE Ha CHIPOTHRICHHETO HAa JHXATENHHTE MBTHINA, korato Gera-
bnoKepHTe ce NPHAAraT Ha NALHEHTH C aCTMa, TIOPaJH KOETO € BB3MOKHO JIa C€ HAIOKH MOBHIIABAHE HA
nosara Ha Gera2-cTAMynaHTHTE,

NamvenTy ¢ auaber:
Coeetpa ce fa ce aeficTsa BHUMATENHO NPH M30013BaHeTo Ha TlpecTHNON NPy NAIMEHTH CBC 3axapeH nalber

¢ roneMH GIIyKTyanHi Ha CTOHHOCTHTE Ha KpbBHaTa 3axap. Bera-0nokepHTe MOraT 1a MaCKHPaT CHMITTOMHTE
H2 XHITOTTTHKEMMA.

CTPHKTHO I €
CrBetBa ce Aa ce DOAX0KIA BHUMATENIHO TIPH MAIIHEHTH, KOHTO CNA3BaT CTPHKTHO I

OwnysueHa nepudepso HaHa Sonecr:
Moske na HacTBITH 3aXb0OYABAHE Ha CUMITTOMITE NIPH NpHiarane Ha Gera-Guiokepn,
Ha JIeYeHHeTO.



AHecTe3Hs:

IIpn nauMesTH, Ha KOHTO NpencToM oblua aHectesus, GeTa-GnokepHTe HAMANABAT YECTOTATA HA ADHTMHH H
MHOKAap/Ha HCXEMHA B TEpHONa HAa MHAYKUMA M MHTyOupadHe M B mocromepatuBhus nepuon. Cera ce
TpenoprYBa NoATbPXAHETO Ha GeTa-61oKkaaara fa POXL/DKH NEPHONEPATHBHO. AHECTE3HONOTET TpAbRa 1a
3Hae 3a GeTa-0oKazaTa Nopaiy MOTEHLMAN 32 B3aUMOAEHCTBHS ¢ APYTH IE€XapCTBa, KOMTO MOTAr Jja AOBEAAT
Ao 6panuapHTMAH, 0TcabBaHe Ha peduieKCHATA TAXMKAPIHS W HAMANABAHE HA peUICKCHHTE CNIOCOOHOCTH na
Ce KOMIIEHCHpa KPbBO3aryba. AKO ce npueMe, 9e CIIMPaHETO Ha JiedenneTo ¢ Oera-0okep mpein onepanuaTa
€ HeoOXomHMo, TO TpabBa na CTaHe NOCTENEHHO U 13 3aBBLPINHA OKOAO 48 Yaca npeay aHeCTe3HTA,

TlpH namueHTHTe, NOLIOKEHH HA TEXKKA XHPYPrHUHA OTIEPALHA WIH AHECTE3HA ¢ BEINCCTBA, MPHYMHABAIH
XHIIOTOHHH, NEPHHIONIPHALT MOxe Ja OnoxHpa oOpazypanero Ha aHrHoTensHH II B pesynrar Ha
KOMIICHCATOPHO 0cBOOoKaBaHe Ha pennH. JleueHneTo TpAGRa /ia ce MpeKpaTH eflH ACH IPeH ONepariuaTa.
AKO BE3HHKHE XHIICTOHHA, 32 KOATO C€ CMATA, e € NOPOAeHa OT TOZH MEXaHH3bM, MoxXe a Obae kopurdpana
gpe3 yBReIHUABAHE HA 00eMa.

[icopuasnc: _
IIpy nalMedTH ¢ NCOPHA3KMC WM ¢ AHAMHE3A 32 NICopHasHe GeTa-0l10KkepH MOXKe A Ce M3MOA3BAT CAMO Cel

BHHMATEJIHO OanatcHpaHe Ha NOI3HTE CIIPAMO PHCKOBETE.

DeoxpOMOLIMTOMA:
Ilpu ycraHoseHa HIH noAC3HpaHa (eoxpoMoumToMa, Guconponon Tpabea BHHAIWM Ja ce MpHIara B

xoMOHHaLMA ¢ anda-peentopen Gnokep,

TupeoTokchko3a:
IIpu nesente c GHCONPOAON € BEIMMKHO CHMITOMHTE HA THPEOTOKCHKO3a JIa Ce 3aMacKHpar.

ITEpBHYCH AIJOCTEPOHUIBM:

TManyeHT! ¢ MBPBHYEH XUNEPAIOCTEPOHHZBM KATO LIO HE CE BAMAST OT JieUeHHe ¢ AHTHXHIIEPTeH3HBHH
NeKapcTBa, ACHCTBAINM Ype3 HHXHOHpaHe HA CHCTEMATA PeHHH-aHTWoTeH3uH. [Topajau ToBa ynorpebaTa Ha
TOBA JIEKAPCTBO HE Ce MPETNOpPLYBa.

BpeMeHHOCT:
OcBeH B ClrydaHTe, KOraTo npoawmkasane Ha neuyeHuero ¢ ACE MHMXHOHTOpPH ce cMATa 3a He3aMeHHMO,

MAUMEHTHTE, KOHTO MAAHMPAT OPEMEHHOCT, TPADBAa Ja MPEMHMHAT Ha ANTCPHATHBHO AHTHXHNEPTEH3HBHO
neyeHne ¢ fAokazaH npodmn Ha OesonacHoceT 3a npwiaraHe no Bpeme Ha Gpemennoctta. Ilpu
AHArHOCTHLMpaHe Ha GpeMenHocT neueHHeTo ¢ ACE uaxnGuropH Tpabea HezabaBHo Na 611€ CIIPAHO H aKO
€ NOX0AALI0, TPAOBA Ja 3aN04He ANTepHaTHBHA Tepamud (BXk. TOUKM 4.3 K 4.6).

CopiedHa HeI0CTATLYHOCT:

TepaneBTH4eH OHMT ¢ GHCONPOIION NPU MEYEHHETO HA CHPACYHA HEJOCTATEYHOCT JIHIICBA ITPH NAlMEeHTH Che
CheaHUTE 3a001ABAHHA H CHCTOSHHA:

*  HHCYJIHHO33BHCHM 3axapeH auaber (ot Tun I),

*  Texko yppedaeHa Gp0peuna GpyHKIHs,

*  TeXKO YBpeAcHa uepHoApoOHA (yHKImMs,

*  PECTPHKTHBHA KApJUOMHONATHA,

*  BpojeHo chpacuMo 3a0onaBaHe,

*  XeMOOMHAMHYHO 3HAYMMO OPraHH4HO KIanmHo 3afoNnaBaHe,

*  Hndapkr Ha MAOKappa npes NocnenHuTe 3 Mecena.

IMoMolHK BelnecTea:
Huso Ha HaTpui

[IpecTiion chABPAKA no-Manko ot 1 mmol Hatpuii (23 mg) 3a exHa Tabnerka, KOETO N0 Ch
Y€ HE ChABPKA HATPUi.

4.5 BaanmoaeiicTBHe ¢ APYrn JleKAPCTBEHH NPOAYKTH U APYTR HOPMHE Ha B3AH



He ca pabmonapann s3anMoneiicTBIA MexTy GHCONPONON H HEPHHIOTNPHI B YCJAOBHMATA Ha M3NMHUTBAHE 3a
B3AUMOJIEHCTBUA, IPOBEACHO BHPXY 3ApaBH Ao6poronim. [peacrarena e camo HHQOpMALIHA 38 H3BECTHHTE
B3aHMOJCHCTBHA Ha HHANBHAYATHHUTe AKTHBHH BEINESCTBA ¢ APYTH NPOAYKTH, KAaKTO C/I€/Ba.

Hexapcmea, nosutudeayu pucka om axzuoeoem

EanospeMennara ynotpeba Ha ACE unxuburopn ¢he cakyGuTpil/Bancaprai e NPOTHBONOKAzaHa, Thil KaTo
TOBA MOBHIIABA PHCKA OT aHTHOeIeM (Bx.ToUKkH 4.3 n 4.4). CaxyburpHn/pancapran He TpsOBa 1a ce 3amoysa
opeaM Aa ca H3MHHAMM 36 4aca OT mpHemMa Ha TOCTeHATa [03a OT TEPANnHATA C NepHHAoNp. JleueHue ¢
TMEPHHAONPHN He TpAGBa Aa ce 3amovBa MPEAM 1a Ca H3MHMHAIH 36 qaca C/IeR mpHeMa Ha NoCneIHaTa A03a OT
caKyOHTpRn/BancapTaH (8x.Toukn 4.3 1 4.4),

Exnorpemennara ynorpe6a Ha ACE nuxuGuropu ¢ panexkanorpwt, mTOR mxu6uTopn (Hanp. cCApoTHMYC,
€BEPONIUMYC, TEMC ¢) H TAMNTHHH (HANp. JIHHATNMITMH, CAKCArTMITHH, CHTATJIHITTHH,
BHILIAITIAIITHH) MOXKe a JOBeAE [0 NOBMUIEH PHCK OT aHTHOEAEM (BK.TOuKa 4.4).

Jexapcmea, uHOyyupauin XunepraIuemus.

BrrpekH, ge cepyMHHA KatHit OOHKHOBEHO OCTaBa B HOPMATHH IPAHHIIH, XHIIEPKATTHEMHA MOXE Ja CE NOABH
IIPH HAKOH TAUHEHTH, neKyBaHH ¢ IIpecTwion. Hakou nekapcTBEHH NPOAYKTH HIH TEPalleBTHIHE KJacoBe
MOT2T 2 NOBHINAT CAydanTe HA HACTbIBAHE Ha XHNEPKAIHEMHA: ATHCKHPEH, KaqHEBH COMH, KasHil
CHXpaHABAIIH AHYPeTHUM (Hanp. CIHPOHONAKTOH, TpHamTepeH WiH ammwiopHa), ACE HuxHOuTOpH,
aHrvoreHzun-1I peuentopan anrarouucti, HCIIBJI, xenapHan, AMyHOCYTIPECHBHM CPEACTBA KaTO HAIIPHMED
LHKJIOCTIOPHH WIH TAKpPOIHMYC, TPHMETOIIPHM M KOTPMMOKCa30ll (TpuMmeTonpum/cyndaMerokcason), Thii
KATO € M3BECTHO, Y€ TPHMETONpHM JeiicTBa KATO KanMii CHXpaHSBalll AMYPETHK KaTO aMHIOpHA.
KoMmOHHauuATa ¢ Te3H JIeXapeTBa NOBMIIABA PHCKA OT Xxunepkannemus. [Topamn ToBa, koMOMHApaHeTO Ha
TpecTinon ¢ ropecTiOMEHATHTE JieKapCTRa HE ¢ MpenopbuBa. AKo € OpeJlMcaHa efHOBPeMeHHa ynoTpeba,
TpAGBa A ce MOAXO0KAA C BHHMAHHE U C 4eCTO MPOCAeASBaHE HA CCPYMUHA KamMii.

Eonoepemenna ynompeba, Kosmo e npomusonoxkaiang (e, movka 4,3)

Anucxupen:

Ennoppemennara Tepamas ¢ [IpecTiiion H amMcKHpeH € NPOTHEONOKAa3aHa NMPH MALMEHTH ¢ Anaber win
Hapyinena 650pedHa yHKIMA MOpaTH NOBHINABAHE HA PHCKA OT XMIICPKATHEMHS, RIOIIaBaHe Ha GrOpeuHaTa
GYHKIHA H CHPAEHHOCHAOBA DONECTHOCT H CMBPTHOCT.

EKCTpakoprnopaIHK JIeHCHHA:

EKCTpakopnopanHH jie4eHHs, BOACUIO [0 KOHTAKT Ha KPbBTa ¢ OTPHLIATENIHO 3aPEJICHH NOBEPXHOCTH, KaTo
HANpHMEP JHATH32 HAN XeMOQWITpauMA C ONpeJCNeHH BHCOXONPONYCKIMBH MeMOpaHH (Hanp.
NOJIHAKPHIIOHHTPHIHH MeMOpaHH) u adepesa Ha JMNONPOTEHHN ¢ HACKA IUTBTHOCT ¢ JeKcTpaHoB cyadar,
n0pa/H MOBHINEH PACK OT TEXKH aHAQHIAKTOH/IHH peaKuHH (Bx. Touka 4.3). IIps HeoGXoauMOCT OT T0N06HO
NievenHe TpsbRa Ia ce 0OMMCIIM H3NON3RAHE HA APYT THIT AHANH3HH MeMOpaHH WIM Ha aHTHXHIIEPTEH3HBHO
CPEACTBO OT APYT Kiac.

Eduogpemenna ynompeba, Kogmo e ce npenopsyea

Cpbpaana ¢ Guconponon

Llenmpanno Oeilicmeawu anmuxunepmensueny cpedcmsad xamo KIOHuOux u Op. (Hanp. memunoona,
MOKCOHUOUN, DWIMEHNOWH).

EnxoBpemenHaTa ynorpe6a Ha HEHTpANHO AeHCTBAIM AHTHXMNCPTEHIHBHH CPEACTBA MOXKE Na BIOLIM
CHPACUHATA HEZOCTATHYHOCT Hpe3 HaMaAABaHe Ha LCHTpajHuA CHMIIATHKOB TOHYC (HamaleHa chbpieyHa
4eCTOTA H MHHYTeH oDeM, BasoIHnaTaums). Pa3koTo mpekpaTasane, oco0eHO ako € Tpe,

HETATUBHHAA mwrponeﬂ edexT.
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Kaiyuesume anmazorucmiu om 6Epanamuios mun 1 8 RO-MaiKa CIenex - om OUTmua3emos mun:
OrputiaTenHo BIMAHHE BHPXY KOHTPAKTHWIMTETA H MPEACHPAHO-KAMEPHOTO MpoBexaane. HHTpaBeHo3HOTO
OpWIaraHe Ha BEpANAMMI NPH TIALMEHTH, NieKysaHH ¢ Oera-Gnokxepu, Moxke fga jgoBene Ao saabiabodeHa
XHIIOTOHUA U [IPEACHPAHO-KaMepeH OMok.

CBLp3aHA ¢ NePRAAOTPHI

Anuckupen:
[Ipy ApyTH nauseHTH, OCBEH NalMeHTH ¢ Auaber unM HapymieHa 6b0pedna QyHKUMA, HAPACTBA PHCKBT OT
XHIIEpPKaTHEMHH, BIOMaBane Ha Gh0peunata GyHKUHMS B ChPASYHOCHAOBATA GONECTHOCT H CMBPTHOCT.

Eonoepemenno nevenue c ACE unxubumopu u anzuomensun peyenmopuu bnoxepu

KnunuynwuTe naHHM nokasear, 4¢ ABOHAATA GJI0Kaa HA CHCTEMATA PEHHH-AHTHOTEH3HH-/IocTepos (RAAS)
upe3 koMOHHanma or ACE naxuburopn, anrnorensus 11 peuenropis 6J10KkepH HIH ATHCKUPCH € CBBP3aHa C
MO-BHCOKA YECTOTA HA HEXKEJIAHH PEakIlMM KATO XMIIOTOHHA, XMIICPKATHEMHA H BromaBaHe Ha 6b0peuHara
¢yHKig (BKTOYMTENHO ocTpa GB0pevHa HENOCTATBYHOCT), OTKOJNKOTO M3NION3BAHETO CaMO HA EIHO
CpencTBo ¢ acHcTeHE BEPXY RAAS (Bk. Touku 4.3, 4.4 1 5.1).

B nuTeparypara uMa cboblienns, Ye NpH NAlMEHTH ¢ YCTAHOBEHA aTEpPOCKICPOTHYHA $0JecT, ChpaedyHa
HEAOCTAaTBYHOCT WIH JHMaler ¢ TepMMBAIHO OPraHHO YBpexAaHe eQHOBpeMeHHoTo neveHne ¢ ACE
HHXHOHTOP M aHTHOTCH3HH-PELIENTOPeH GIOKeP € CBBP3aHO ¢ MMOBHIICHA MECTOTA HA XHIIOTOHMA, CHHKOII,
XHIIEpKATHEMHS H BiIoinaBane Ha 6u0peunara GyHkims (BKAIOUMTENHO ocTpa 6u0peyHa HeOCTaTEYHOCT) B
CPaBHEHHE ChC CAMOCTOSATEIHOTO NPHAAraHe HA efMH JIeKapCTBEeH TIPOXYKT, TIOBTMABALL CHCTEMATA PEHHH-
aHrHOTeH3HH-AIOCTepoH. JIpofiHata Gnokazia (Hanpumep upes komOunmpane Ha ACE maxuburop ¢
anrnotensHH 1l penenropen antaroHuer) Tpafsa Aa ce OrpaHHYH CaMoO A0 HHIHBBAYATHO OTIPENEICHH CTy4an
NpH BHHMATENHO MOHHTOpHpaHe Ha OLOpeuHaTa GyHKIINsA, HUBATA HA KAJIMA M KPBBHOTO HAJIATaHe.

Ecempamycmun:
PHCK OT noBMillaBaHEC HAa HEHKENAHMTE NEKAPCTBEHH DPEAKLMH, KATO HANPHMEP AHIHOHEBPOTHHYEH OTOK
(aHrHOEHEM).

Kanuii-coxpanasaugu ouypemuyu (nanp. mpuammepe, aMunopuo...), kandi (conu):
XunepkanieMus (NoTeHUHanHo dartanna), 0cobeHO CHbBMECTHO ¢ yBpeAeHa 6B0pedHa QyHKIMA (aAHTHBHM
XHNEPKATHEMHYHH e(PeKTH).

KomOuHaImaTa Ha NEpHHIONPH ¢ NIOCOYEHHTE [0-TOpe JICKAPCTBA He ce npenopnyea (Bxk. Touka 4.4). Ako
€/IHOBpeMeHHaTa ynorpeba e BBIPEKH TOBA NMOKAa3aHa, T¢ TpAOGBa Aa Ce H3MOA3RAT ¢ NOBHIIEHO BHHMAHHE H
ApH YecTO NpOcAeAsBaHe HA CTOXHOCTHTE HAa CepyMHMSA Kanuil. 3a W3Mo/3BaHeTO HA CIIMPOHONAKTOH IpY
ChbpAE€YHA HEAOCTATLHHOCT BIIKTE MO-JONY.

Humui:

HMa crolienna 3a oOpaTMMo MOBMIIABAHE HA CEPYMHHMTE KOHLEHTpAlUHHM HA JIHTHA B TOKCHYHOCT ITpH
CAHOBPEMCHHO TIpueMaHe Ha nuTHiH B ACE unxnburops. He ce mpenophupa €IHOBPEMEHHOTO H3IMON3BAHE
Ha NIEPHHAOTIPHI M JIHTHH, HO axo KOMOHHALMATA ce OKaKe Heo0X0MMMa, CepYMHHTE HHBa Ha JTHTHA TpaGea
Ia ce NpociteNABaT BHUMATENHO (BX. Touka 4.4),

Eodnospemenna ynompeba, KoAMo W3UCKEA CREUNATHO SHUMANUE

Cpbp3ano ¢ 6Bconponos B NepAAZON P

IIpomugoouabemnu cpedcmea (uncyRun, NEPOPATHU XUNO2IUKEMUHY CPEOCMEa):
Peay/iTatuTe OT eMHACMHONOTHYHH NOPOYYBAHHA NOKA3BAT, He €RHOBPEMEHHOTO
MHXHOUTOPH W aHTHAHAOETHH MeNMKAMEHTH (MHCYTHHH, OPATHH XHITOTIHKEM
NPUYHHH [I0-CHIEH TIIOKO030NOHMKaBal ¢PeKT ¢ pHek OT Xxunormukemud. Okassa ¢¢
TOBA ARJICHHE € NO-BECPOATHO IPE3 WHPBHTE CEJMHLH OT KOMOHMHMpPAaHOTO JieUeHy

yBpeacHa 6p0peuna ynkima,
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EnHOBpeMEHHOTO NpHAAraHe Ha GHCONPONON ¢ MHCYAMH M MEPOPATHH AHTHAHAOETHW JIEKAPCTBA MOXKE 13
NOBHIDH edeKTa HA HamalfdRaHe HA KPBBHATA 3axap. Brokajata Ha OeTa-agpeHOpelleMTOpHTE MOXE A
MACKHpa CMMITTOMHTE Ha XMIIOTIIHKEMH,

Hecmepoudnu  npomugosvsnanumennu  nexapcmeewu  npooykmu  (HCIHBC)  (sxmouumento
aYernuICaruyIIosa Kucenuna >3 g/ Oen):

IIpunaranero Ha [IpecTrnon eAHOBPEMEHHO ¢ HECTEPOHIHH MPOTHROBLAMIAIMTEIHH JIEKAPCTREHH MNPOAYKTH
(Hamp. AUECTWICATHIMIOBA KHCEMHA B APOTHBOBB3NMaNMTENHA HO3HPOBKH, COX-2 HHXHOHTOpH H
HecenextdsHA HCIIBC) moxe na oTcnalu aHTHXMNepTeH3MBHHA eeXT Ha GHconponona H NepHHACTIPHIA.
Ocsen ToBa eaHOBpeMeHHOTO TipunaraHe Ha ACE unxuGuropu 1 HCIIBC Moxe a noseje A0 NOBHIIEH PHCK
OT BlIomasaHe Ha GuOpeunaTa JyHKIHA, BKTIOTHTENHO BB3MOAKHOCT OT OcTpa 6B0pedHa HeOCTATLYHOCT H
MOBMINABAHE HA HWBATa HA CEPYMBUX Kaidi, 0COOSHO NpH MAlMEHTH C NPEeJBAPHTENHO CHINECTBYBALLO
BJIOIIaBaHe Ha Gu6peunara dynkups, KomGuHaumaTa Tpabpa na ce npriara ¢ MOBHIIEHO BHHMaHHAE, 0Co0eHOo
npu HanpenHana pe3pact. [TauuenTure Tpabea na 6vaaT AOCTATEYHO XHAPATHPAHH H TPA0Ba Aa ce MpeBUIAH
KOHTposIHpaHe Ha ObOpevunaTa GyAKIMA B HAYANOTO HA KOMGHHHPAHOTO JISYSHHE, 4 CIIEA TOBA — [ICPHOAMYHO.

Anmuxunepmen3ugnu Cpedcmea u 8a300WIaMAMopu:

EnHOBpEeMEHHOTO MpHNaraHe c AHTHXHMIGPTEH3MBHH CpC/ACTRA, BA3OJHAATATOpM (Karo HampuMep
HHTPOFNIHLIEPHH, APYTH HUTPATH HITH IPYTH Ba30[IHIATATOPH) HIIH ¢ APYTH JIEKAPCTBA, KOUTO HMAT NOTEHIMAN
A3 HAMaNABAT KPBBHOTO HAIATaHE (HAMPHMED TPHLMKIMYIHH aHTHACNpecaHTH, 6apbuTypaTH, deHOTHAIHHH)
MOXE Na NOBHINM PHCKa OT XMIOTOHHYHMTE eeKTH HA NEpUAAORPUA H Ouconponona.

Tpuyurnuunu aumudenpecanmu/Aumuncuxomuyu/Anecmemuyu:

Eanospemennoro m3nonzpaHe Ha ACE MHXHOMTOpPH ¢ HAKOM AHECTETHYHH JIEKAPCTBEHH IPONYKTH,
TPULMKIMYHH aHTHACTIPECAHTH M aHTHTICHXOTHUM MOXKE N3 HMA 33 pe3ynTar NOIMWIHKHTENHO HaMa/liBaHe Ha
KPBLEHOTO HalATaHe.

ExHOBpeMEHHOTO M3MON3BAHE HA GHCONPONON ¢ aHeCTeTHIM MOXe [a AoBede A0 HamaleHa pediekcHa
TAXHKAPAHA H NOBHIIEH PHCK OT XHIIOTOHHS.

Cumnamomumemuyi:

bera-cuMnaToMuMeTHIIHTE (Hanp. W3OTpeHATHH, N00yTaMuH): KOMOHHALMATa MM ¢ 6HCONpPOIon MOKe Aa
HaMaTH eEKTHTE H Ha ABETE ICKAPCTBEHH CPECTBRA.

CHMNaTOMHMETHITH, KOUTO AKTHBHMpAT M Gera- u anda-agpeHopeleNTOpHTE (Hanp. HOpenHHe]pHH,
enMHe(PHH): KOMOHHALMATA uM ¢ OHCONPOON MoOXke fAa 3aMackdpa Meamupannte OT anda-
aIpEeHOPELIENTOPUTE BA3OKOHCTPHKTOPHH ¢()EKTH HA TE3H CPECTBA, KOETO BOMH A0 NOBHIIABAHE HA KPBRHOTO
HagAraHe M ofocTpaHe Ha Kilayaukaio uHrepmurenc. I[Ipuema ce, de TakMBa B3aMMOAEHCTBHMA ca [10-
BEPOATHH NPH HecelleKTUBHHTE Oera-GroKepH.

CHMNaTHKOMHMCETHIIHTE MOTET 1a HAMAIST aHTHXUnEpTeH3nBHUTe edextH Ha ACE wnxuburopure.

Cabp3ana ¢ 6aconpoaon

Kanyuesume anmazonucmu om ouxudponupuduros mun, kamo ranpumep Heroounun u aMAOOunui.

Ilpy nauyeHTH ¢bC ChpAECYHA HEAOCTATHYHOCT eJHOBPEMEHHATA ymorpea Moike ja IOBHMIIM PHCKa OT
XHMIOTOHHA M MpPH TAX HE MOXE /3 C¢ HW3KMOYH YBENNYABAHE HA PHCK OT MOCJEABAINO BJOIIABAHE Ha

KaMepHaTa NoMneHa GyHKumA.

Anmuapummirnu rexapemeaa om xnac I (nanp. amuodapon):
Moxe MOTEHUHATHO Aa BE3HHKHE eeKT BEPXY BPEMETO Ha NMPEACHPAHO-KAMEPHO ITPOBEXKAHE.

Tapacumnamomumemuunu nexapcmsa:
EnHoppeMenHara ynoTpe6a MOxe Ja NOBHINHM BPeMETO Ha NPeAChpPAHO-KAMEPHO NPOBEXKIAHE H PHCKA OT
Gpamuxapaus.

Jloxanno npunazanu bema-6noxepu (Hanp. 0uHU KaNKU 3Q TeNeHUe HA 2IAYKOMA):
EnnoBpemenHoTo npuiaraHe MOXe Aa JONPHHECE KBM CHCTEMHHTE edeKTH Ha OHC

Copleynu anuxo3udu (Ouzumanucoeu MeouKamenmu):
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HamanasaHe Ha Chp/ieYHaTa 4eCTOTa, YABDKABAHE HA BPEMETO HA NPEACHPAHO-KAMEPHO NPOBEXKAAHE.
CaLp3ans ¢ nepanjonpuI

Bannoghen:
Topumex anTHxHnepronven edekT. Ja ce ceaH KPHBHOTO HANATAHE H MPH HeoOXOAMMOCT a ¢e Kopurupa
A033Ta HA aHTHXHNIEPTCHIHBHMA NEKAaPCTREH NPOIYKT.

Kanuit nezadvpocangu ouypemuyu:

IMaumeHTHTE Ha AMYPETHYHO JIeYeHHE, OCOOEHO TE3M, KOMTO ¢a JeXHApaTHPaHH WWIH ¢ HapylIeHUs BLB
BOHO~COIEBAA OaiaHC, MOXKE AR H3MUTAT IPeKOMEPHO HaMAIBaHe Ha KPHBHOTO HalAraHe Ciie]l 3ano4saqe
Ha neyeHnero ¢ ACE umxuOutopH. BeposTHOCTTa OT XWNOTOHMYHH eeKTH MOxe Ja Ce HaMamu 1pes
NpeKECBAHE HA JHYPETHKA, dpe3 NoBHIIABaHE Ha 00eMa HAa TeHHOCTHTE HiH IPHEMAa Ha COMTH IIPEIH HayanloTo
Ha JIEYCHHETO ¢ HUCKW ¥ NPOrPeCHBHH A03H NEPHHAOMPHIL.

[Ipu aprepHanHa XHNEPTOHMA, KOTATO NPEAMISCTBAIATA AHYPETHIHA TEPaitHA MOXE A2 ¢ HNPHYHMHHIIA
HEJNOCTHT Ha CONK/TENIECHH TeYHOCTH, HAH AMYPETHKET TpAOBa [a ce clipe Npeny 3anoyBaHe Ha fieYeHHETO C
ACE unxuburop, B KOHTO ciydaii B NOClHeACTBHE MOXE [a ©€ BKTIOYH OTHOBO HECHXPAHABALL KasiHii
puypetik, iH ACE aaxubutopsT TpaGea Aa Gbie 3amovHAaT B NO-HHCKA 1034, KOATO TIPOTPECHBHO Ja ce
TIOBHILIH,

TlpH NiekyBaHa ¢ MypPeTHLIM 3aCTOHHA CBPICYHA HEOCTATEIHOCT, Nedenuero ¢ ACE unxuburopa Tpsbsa na
3aM04HE ¢ MHOTO HHCKA JI03HPOBKa, NPH BB3MOMKHOCT M ClIE/l HAMAIABAHE HA JI03ATa HA CHOTBETHHS KATHH
HECHXPaHABAI, Y PETHK.

IIpn BcHYKM cnywaH TpabBa fa ce mpocneassa GuOpednaTa GyHKIMA (TU1a3MeH KPEeaTHHHH) npe3 MBPBATE
ceaMHIM Ha nedenuero ¢ ACE uaxuGuTOp.

Kanuti-coxpanssauju ouypentuyu (eniepenon, CrupoHORaKMOn);

C emnepeHOH WIH CNKPOHONAKTOH B 103 oT 12,5mg o 50 mg AHEBHO H Npu HHCKH Ao3H Ha ACE
HHXHOHTOpM:

ITpu neueHne Ha chpIOeuHa HeaocTaThuHoCT oT Knac I wnu IV (nmo NYHA) ¢ dbpaxims Ha ustnackeate < 40%
¥ npemmectan(o nevenHe ¢ ACE yHX#OHTOPH H OPHMKOBH MYPETHLIH, HMa PUCK OT XHIEPKATHEMHS, KOATO
€ MOTCHLHANHO JIETaRkHa, OCOOEHO MPH JMNCa HAa CIIA3BAHE HA MNpENOpPbKHTE 33 NMPEANHCBAHE Ha TasH
koMOHnHaLns.

I'Ipe;ui 3anoypane Ha KOMGHHNJ.HHT& Tp}IGBa Ja C€ HaIpaBAT H3CICABAHHA 38 HIKMOYBAHC HA XHIICPKANTHCMHA
1 6B0peyHO yBpeKaaHE.

TlpenopryBa ce BHMMaTenHO HaGMIONeHHE HA KanHeMHATa M KpeaTHMHEMHATa Ipe3 MBPBHA Mecel oT
JIEYEHHETO BEJHEX CEIIMHYHO, 3 CIIEJ TOBA — BEAHBK MECEYHO.

Kombunauuu, xoumo mpabea oa ce umam npedsud

Cebp3ans ¢ Ouconpoiion

Megroxun:
ToeHineH puck ot OpaauKapama.

Monoamuno oxcuoasnu unxubumopu (¢ usknovenue na MAO-B unxubumopu):
YcuneH xunoTonnyeH edekrt Ha Geta-OlokepHTe, HO CHLIO H PHCK OT XHIIEPTOHHYHA KPH3a.

CBbp3aHN ¢ IepHHACHPHIL

3namo:

HMa penxs cpo0mieHUs 3a HHTPHTOMIHH peaklui {CHMITTOMAaTHKATA BKIHOYBA
rageHe, MOBPBIIAHE U XHNOTOHHA) IIPH HALMEHTH, MPOBSXKIAINH JIeUCHHUE C HEDKE!
(HaTpMes aypoTHOMAaNaT) eHoBpeMeHHO ¢ ACE HHXHOHTOP, BKIKOYHTENHO TIEPHHI,

IO .-
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4.6 PepranuTeT, PEeMEHHOCT H KbPMEHe

BpeMennoct:
Ha 6a3ata Ha chmecTByBalliTe OaHHM 33 MHMAMBHIYAIHHTE KOMIIOHEHTH yriotpebara Ha IlpecThion He ce

IpeNopbyBa Npes ITHPBUA TPHMECTEP Ha OpeMeHHOCTTA M NIPHIIaraHEeTO MY € MPOTHBOMOKA3AHO TPE3 BTOPHA
M TPETHA TPUMECTLP Ha OpeMeHHOCTTA.

Buconponon

BHcOnpoNONET NPOABARA TakKHBA (PapMAKOIOTHYHH epeKTH, KOHTO OHXa MOTIIH Jia TIpHYHHAT BPEAHH edeKTH
BBEPXY OpeMeHHOCTTa WHIN TUIOAA/HOBOPOAEHOTO (HAMAIIABAT ILTALIEHTAPHHAA KPBBOTOK, KOETO C€ CBBP3a Che
3a0aBeH pacTek, BTPEMATOYHA CMBPT, a60PT WIH NPEKASBPEMEHHA PO/IOBa AEHHOCT ¥ HeXeaHH eexTH
(ranp. xunornpkeMHs W OpaguKapmMs), KOMTO TUIOABT WIM HOBOPOZEHOTO MOrar fAa paseuar). Ilpu
HeoOXOAWMOCT OT neueHHe ¢ OeTa-apeHOLENTOpHH OJiokepH ce npeanodyHTaT Oera-l-CENCKTHBHHUTE
aapeuouenropun Gnoxepw.

Buconponon He TpaOBa fa ce npunara No Bpeme Ha GPEMEHHOCT, OCBEH AKO KIMHMYHOTO CHCTOAHHE Ha
HeHATa He H3NCKBA TAKOBA JEYEHHE. AKO € PHETO, Ye & HANMIE HeobXoauMocCT OT Jedenue ¢ Guconponon,
TpabBa fa ceé MOHHTOPHPAT YTEPOIUIALICHTAPHUAT KPBBOTOK H PACTEXHT Ha mioaa. B cayuail Ha Bpeany
edexTH BEpXy GpeMeHHOCTTa WM TUIOAa TpAGBa Aa ce oOMMCIM anrepHaTMeHO nevyeHHe. HosopozeHoro
Tpa6Ba fa 0'b/ic BHHMATETHO NPOCACAABANO.

1o npUHIPAN ce OYAKBa CHMITTOMMUTE HA XHIOTIIHKEMHA H GpaiMkapAns Ia ce MOABAT npe3 MbPBHTE 3 AHA.

Hepundonpun

EnuaeMHOIOTHYHKTE JaHHE OTHOCHO TepaTtoreHHus puck cheld ACE HHXHOHTOpHA eKCROZHIHA 11pe3 ITLpBYs
TPHMECTHP Ha OPEeMEHHOCTTA HAMAT OKOHYATENIEH XapakTep; MAIKO NOBHIIIABaHe HA pHCKA 00aue He MOXKE Ja
6nae H3kmoyeHo. OCBEH B CITydaHTe, KOraTo MpoABDkaBaHe Ha eueHueTo ¢ ACE uHXuOHTOpH ce cMsTa 3a
HE3aMCHHMO, [MAUHEHTHTE, KOMTO IUIaHHpar OpeMeHHOCT, TpabBa Ja NpeMMHAaT Ha AITEPHATHBHO
AHTHXMTIEPTEHIHBHO JieYCHHE C 10Ka3aH npodrn Ha 6e30NacHOCT 3a NpHIaraHe Mo Bpeme Ha OpeMEHHOCTTa.
Axo ce ycraHoBH OpemeHHOCT, neuenrero ¢ ACE umuxubutopn Tpabpa ma ce cnpe HesabaBHO H aKko €
Heo0x0[IMMO I1a Ce 3anoyHe aTTePHATHBRO JICUSHHE.

HzsectBo ¢, 4ye ekcrnozuimara Ha ACE uHxuOHTOpHa Tepanus npe3 BTOPHA M TPETHA TPHMECTHD HA
OpeMeHHOCTTa, TNpeaH3BHkBA (ETOTOKCHYHH epeKTH fpu uoBexka (nmommwkeHa OnbOpeuna dynkuns,
OJMTOXMAPAMHHOH, 3a0aBiHe Ha vdepenHaTa oOCHQHKAUMA) W HEOHATANIHA TOKCHYHOCT (6BOpeuna
HEJOCTATRYHOCT, XHIIOTOHHSA, Xunepkankemus) (Bx. Touka 5.3). Axo excnosuimsra Ha ACE uaxuGurop €
HACTBEOMNIA OT BTOPHS TPHMECTBP Ha GpeMeHHOCTTa, IPENOPHLYBAT CE YATPA3BYKOBH IIPErNeH 33 HICIEABaHe
Ha OpOpeunara dyHKIMa | yepena. bebera, ypnuro Maiikn ca npuemamn ACE nnxubutopu Tpabea na Guaar
HabmonapaHH BHEMATETHO 33 XMIOTOHHA (BXK. ToukH 4.3 1 4.4).

Kppmene:
Hpectrion ve ce Apenops4sa Mo BPEME Ha KEPMEHE.

He e i3BecTHO Aams Suconponon ce MTbuBa B KbpMaTa. [lopami ToBa e ce NpenoppYBa KbpPMEHE B NiepHoa
Ha npHnarane Ha Guconpornon.

Mopanu rmnca Ha HAGoOpMAaIMA OTHOCHO YnoTpebaTta Ha NEPUHAOIIPHI B TIEPHOJA Ha KbpMEHE, MEPHHAOTIPHIT
HE Ce NPenopsYBa H Ce NPSRNOYUTAT ANTCPHATHEHH le9eHHA ¢ Mo-206pe ycranosen npohut Ha SezonacHoCT
B MIPHOAA HA KbPMEHE, 0CODEHO TIPH KEPMEHE Ha HOBOPOJCHO HiIH NpeKIeBPeMEHHO POACHO KbpMaie.

QOepTHINTET:
JIMnceaT KIHHHIHUTES JaHHH OTHOCHO $epTHaMTeTa NpH yiioTpebata na ITpecTinon.

47 EdekTH BhpXy cHoco6HOCTTa 32 modupane 4 pabora ¢ MAIHAR

Ilpectunon HAMa NpAko RiHAHHE BHPXY CHOCODHOCTTa 33 modupane H paboTa ¢ Ma ,
MAUMEHTH MOrAT 1a HACTHAAT WHAHBKWIYAlTHH PeaKkiliH, CBBP3aHH ¢ HHUCKO KPHBHO Haj
HAYAIOTO HA ICYEHHETO, IIPH CMAHA HA JIEYEHHETO, KAKTO H NPH HATION3BAHE 3a6/[HO ©
B pesyrrar or ToBa cnloco6HOCTTA 3a WoQHpaHe HIH paboTa ¢ MalIMHH MOXKE a C¢ Hap
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4.8 Hexenann NeKAPCTBECHH PEAKTHE

Kparka onucanve Ha 1ia Ha 6ezonacHocT:

Hafi-uecTHTe HEXeNaHH peakuMH OT OHCOMPONOA BKIIOMBAT raBofonHe, 3aMmaiiBaHe, BIOIIABaHE Ha
ChpAEYHAaTa HEAOCTATHYHOCT, XMIIOTOHMS, CTYIeHH KpaliHHIM, raneHe, NOBPhINAHE, kopeMHH (onkK, auapud,
KOHCTHIIALIMA, ACTEHHA H YMOpa.

Haii-yecTuTe Hexenanu NeKapcTBEHH Peaki, KOWTO ce chOOMARAT OT KAHHHYHHTE HIITHTBAHHA H Ca
HabioNaBaHH K NpPH TIepHHAONPUN ca: riaBobonue, 3amaiisane, CBETOBBPIEK, NAPECTE3WH, 3PHTE/IHH
HAapyIlIeHHd, THHHTYC (IIyM B YIIHTE), XHNOTOHHA, KAUIMIA, JHCTIHES, TafieHe, NOBPbaHe, KopeMHa bonka,
JAMapHA, KOHCTHDALMA, JUCTEY3HS, AUCNEncHa, oOpuB, npypHaTyc (chpOexk), MyCKYIHH KPAMITH H 8CTEHHA.

Tabnuua che CIUCHK HA HEKETAHUTE PEAKIIHH:
CnenHuTe HeXENAHH pPeakudi ca HabMonapaly 1O BpEME Ha KIMHAYHY W3NUTRAHUSA WK B fIEPHONA CIIE/

paspemasatie 3a_ymorpefa ¢ OMCONpONON HIH ¢ HNEPHHAONPWI, NPHIATAHH CAMOCTOATENHO, H ca
pasnpeneneHn csobpasHo xnacHpukanmsra Ha MedDRA no TenecHH CHCTEMH H 1O CJIEAHATA YecTOTa:

Muoro gectu (>1/10); gect (o1 >1/100 no <1/10); HedecTn (ot 21/1000 a0 <1/100); peaxu (o1 >1/10 000 mo
<1/1000); muoro peaxu (<1/10 000); ¢ HensBecTHa YecToTa (HeCTOTaTa HE MOKE Ia DBJEe ONpeneneHa oT

HAJTMYHHTE JaHHH).
Cacremo-opranen Heamesra s eRADCTBER . YecroTa
AHU 1 TBEHH PeaKIHH
xaac no MedDRA pe pe Buconponon | Ilepraponpan
Hudexnnn -
mudecTauun Pauur Penxu MHoro peaxn
Eozpnopnmas - Hegectn*
Arpanynoimrosa (BkK. Touka 4.4) - MHoro penkH
INaRpuTONIeHHA - MRoro penkH
Hapymenns na
KPHBTA B IAM$pHATA Jlexxonerud - Mhoro penku
CHCTEMA Heyrponenus (Bx. Touxa 4.4) - MBHuoro penxu
Tpombomprronenns (Bxk. Touka 4.4) - MHoro peaku
XeMomHTHIHA aHeMPA TIPH MAUHEHTH ¢ BPOICH
Aeduimt na G-6PDH - Mnoro peiu
Hapymennﬂ Ha CﬂH.I[pOM Ha HCAZICKBaTHa CCKpPerya Ha
CHAOKPHHBATA AHTHIHYPECTHYHHA XOPMOH (SIADH) - Penxu
CHCTeMa
XunormukeMus (Rxk. TOUkH 4.4 1 4.5) - Heuectn*
Hapymenns sa
MeTRBOTHIMR | Xunepkamaemus, o0paTHMa NpH CITHPaHe Ha i Hewects*
JICUEHHETO
XpaReneTo
XHnoHaTpHeMua - Heuectu*
Ilposmen B HacCTpOCHHETO - Heuectn
Hapyuienns na csHA Hedectu Heuectn
Ilcuxaans Tle Hesecrd .
BApYMERANA Tpecha e A serlir,
Kommaphu cpHHIng, XamOuMHALHHA ’ &
Hesopuenrtauma (obbpranoct)
I'nasobonme**
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3amaiipaHe** Yectu Yectu
CaetoBspTex - Yectn
Hapymenns Ba Nucreysps - Yectn
HePBHATA CHETEMA Mapecresus - Yecrn
CramHBOCT - Heuectu*
Cunkxon Penku Heuectn*
3pHTENHH HapyLeHHA - Yectn
Hapymenna na oamre HamaneHo otaenane Ha ¢hiI3u (B3eMa ce NpeABHA Pexu )
€aMo, aKo MALHEHTHT M3NON3BA KOHTAKTHH JICHIH)
KoHIoHKTHBHT MHoro peaxu -
Hapymenus HA yxoto | |MHHTYyC - Hecn
H JabnpHATA Hapymenus Ha ciyxa Penkn -
Manmarauun - Hevectu*
Taxuxapnusa - Heuectu*
Bpannkapaas MHoro YecTH -
Brnomapane Ha cspeyHa HEAOCTATHYHOCT Yectn -
Crpaeunn Hapyuienns Ha AV-NpoBoaHMOCTTa Heuectu -
HApYnIeHRS
Aputmus - Mproro peaxx
CreHokapams - Mmuoro peaxH
Muoxapaen uHbapKT, Bb3MOKHO M BTOPHYEH
TIOPa/H NPEKOMEPHA XHIIOTOHHA NPH - Muoro peakn
BHCOKOPHCKOBH NAUMCHTH (BX. TOYKa 4.4)
XHIOTOHHA H CBLP3aHH C HeAl eeKTH Yectn Yectn
YyBCTBO Ha CTY/ICHH WIH H3TPBIHANN KpaiHULA Hectn -
OpTtocraTiyHa XMIOTOHHA Heuectu -
CuiosH Bapymenus | Backymr : Hewectu*
3auepsagane - Penxn*
HHcynT, BBIMOMKHO H BTOPHUEH MOPAIH
TNpEKOMEPHA XHNOTOHMA NPH BHCOKOPHCKOBH - MHoro peakH
NalMENTH (BXK. TouKa 4.4)
C Hem3BecTHa
(DenomeH Ha Peitno - wecToTa
Kautuna - YecTn
Pecunparopns,
TPbAHEA H Jucnnes - YecTH
MCAHACTHEATHE Bponxocnazem Heuectn Heuectn
AApYIIeHns
Eosunoduuma nuesMoHMn - MHoro peaku
Kopemun Gonxu
Cromamuo-upepnn | KOHCTHNAUMA (3a0€K)
HApYmeHHN Tuapus

lagene
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Iorpeinane Yectn Yectn
Hucnencua - YectH
Cyxaycta - Heuectn
Hankpearur - Muoro peaku
Xenaro-6nauapun HuromuTHIEH WA XQIECTATHYSH XENaTHT (BXK.
HAPYIIeHHS Touka 4.4) Penku Mauoro pezku
O6pus - Yectn
Crpbex - Yectu
AHTrHOEleM Ha THNETO, KpaliHUIIMTE, YCTHHTE,
JIMTARHIHTE, €3HKA, TIOTHCA /K JIApHHKCA (BXK. - Heuectn
Touka 4.4).
Vprukapus - Heuectn
Peakipm Ha GOTOUYBCTBHTENHOCT - Heuecru*
Hapymenns na Hempurona - Heuectu*
KOXKATA H NOAKOKHATS | Xypepxuaposa - Heuvectn
TbKAH
Peakiuu Ha CBpBXUYBCTBHTENHOCT (CHpOEK, P
CAKH -
3avepBsBaHe, 0OpHB)
Bromagsane Ha ncopHasuc - Penxu*
Epurema Mynragopme - Miioro peaxn
AJtonenys Meioro peaxH -
Beta-6noxepure MoraT Xa NpOBOKHPAT HIH A3
00OCTPAT NCOPHATHC WM A3 MHAYLHPAT MHoro penku -
ncopuasicononobex obpus.
Hapymenus na MycKynHH kpaMnH Heuectn YecTn
MYCKYJIRO-CKEICTHATA | Myckynna cnaGocT Heuectn -
¢HCTeMa H -
CheANHHTEIHATS ApTpanrus - Hegectn
ThKAH MHuanris - Heuectu*
Hapymenns na BrOpeuta HENOCTATHBYHOCT - Heuectu
6n6pennTe
OAKOYHETe ubTEma | OCTPa Ou0petHa HeAOCTATHUHOCT - Pema
ARypus/onurypus - Penxn*
HapymeHnus na Epextiina auchyHxns - Heuectn

BBINPOHIBOAHTECAHATA
CHCTEeMS H I'bpAATA

Hapymenns Ha NOTEHTHOCTTa

O6mu Bapymenns 1
edexTHE HA MACTOTO HA

AcTteHus

YMopa

Bonkw B rpbARKA KoL

O0wo HepasnonokKeHHe

OPHRJIOKCHHE
ITepudepen oTok
Debpunrer
HM3chenpannn Topumena ypes B KpBBTa
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[ToBHI1IEH KpeaTHHHH B KPEETA - Heuectn*

IoBHIeHH YepHOAPOOHH H3HMH Penxu Peakn
INoBumen 6unHpyOHH B KpBETA - Peaxn
TIOBHIIEHH TPHTTHLEPHIH Penxn -
HamaneH xeMOTI00HR H HaMaleH XEMATOKPHT (B, } Muoro peaiH
TOUYKa 4.4)

HapassBsanus,

OTPABHHHA H

YCAOKHEHHR, Tanane - Heuectn*

BL3HHKHANN B

pe3yATaT Ba

HATePBERNAN

* Yecmomama e UsHUCREHa N0 DaHHY OM KIUKUYHY USHUMEANUS 30 HeXCelanil NeKaPCIMEEn PeaKyuu, OMKPueany ypes
CHOHMAHKY CoobujeRun

** Tesu cumnmomu nacmongam ocobeno 8 nauanomo na mepanuima, OBUuxno8eno ca 1exu u wecmo npemunasam 3a 1-
2 cedmuyu.

Crobiuasane Ha MOZO3APAHN HEKEIAHH PEAKIIMH
CrofilaBaHeTo Ha MOJO3MpAHH HEKENAaHH PEaKUHH Cle] pa3pelaBaHe 3a ynorpeba Ha JIEKapCTBEHHS

OpoAYKT ¢ BakHO. ToBa mospossBa Aa MpPOXLDKH HAOMONEHHETO HAa CHLOTHOINEHHWETO NOM3a/PHCK 3a
TeKapcTBEeHHA NMpoAykT. OT MEIHUHACKWTE CHCHANNCTH C¢ M3UCKBA Aa choGImMABAT BCAKA NOAO3HpaHa
HEXEJIAHA peakilia Ypes HallMOHATHATA CHCTeMa 3a chobImaraHe:

Brarapag

Hanenuurensa aredimsa no nexapcrsara (MAJ)
V. , Jamau I'pyes” Ne 8

1303, rp. Codun

Ten.: +359 2 8903 417

yelcaifT: www.bda.bg

4.9 Ilpenozupane
Hsama sudopmanms oTHOCHO npefosupate Ha [IpecTinon mpu xopa.
Buconponon

CumMrrroMa:

[To npuHIMN Hali-4ecTO OYAKBAHWTE TPHIHAUM OPH Npexo3dWpaHe Ha Oera-Gnokepw ca Opagukapaus,
XHIIOTOHHA, GPOHXOCTIATHM, OCTPA ChplIEYHA HEOCTATHUHOCT M XMIIoriHKeMHs. JIo cera ca cho0IeHn MATBK
Opo#i cmyyau Ha npemosupase (Makcumym: 2000 mg) ¢ GHCOMPONON NPH NALMEHTH, KOHTO CTpajgaT OT
XANEPTOHHA H/AITH KOpOHapHa GOJIECT Ha ChPLIETO, IPH KOHTO Ce ycTaHOBsBa Opaankapus W/HIIH XHTIOTOHRAS,
BCHYKH TIAIHEHTH €A CC BB3CTAHOBHUNH. CHIICCTBYBAT FONEMHE HHAUBHAYATHH Pa3iHuHs B YyBCTBHTE/IHOCTTA
KBM €1Ha eJHOKpaTHa BHCOKA J03a OT GHCONpOno: H NAMEHTHTE CBC CHPACTHA HEAOCTATLYHOCT BEPOATHO
€a NO-CHJIHO YYBCTBHTEHH.

Jleyenue:

B ciyuaii na npenosupane nedenrero ¢ Ouconponon TpaGea na ce Crpe H a c€ OCHIYpH IOAABPXKALIO H
CHMITTOMATHYHO JeueHHe. OrpaHHueH o0eM NaHHM MOKA3BaT, 4¢ GHCOMPONOIET ce AManHu3Hpa TpyAHo. Ha
Gasara Ha oqakBaHHTe PapMaKOTOrHUHH ACHCTBHA W PENOPBKHTE 38 APYTH OeTa-6noKepH, NpH-A

bpaouxapoua: TIpunokere HHTpaBeHO3HO aTporHH. [IpK HealeKBaTeH OTTOBOP MOXKeE C /
Aa CC NPHNOXH H3O0NPCHAIIMH HWIH JpYro CPEACTBO C MOJOXHTENHH XPOHOTPOIHH ’*'- :
00CTOATENCTBA MOXE 113 € HeOOXOHMO TPAHCBEHO3HO BHBEXKAAHE HA KAPAHOCTHMYJIE
Xunomonusa: TpaGea na ce NpWIOKAT MHTPABEHO3IHO TEUHOCTH H BA3OMPECOPHH cpd
MOMIE3HO HHTPABCHO3ZHO NPHIIC/KEHHE HA FIFOKATOH.
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AV 6aox (om emopa wiu mpema cmenen): TlaupenTure Tpabea Aa GBIAT BHHMATENHO NMPOCICAABAHA W
JICKYBAHH C W30MpeHanHH noj Qopmata Ha WHGY3HA WIHM C TPAHCBEHO3HO BBBEKIAHE Ha ChpleyeH
neiicMeHKBp.

Ocmpo enowasane na covpoeuna nedocmamvynocm. Ilpunoxere IV AMypeTHIM, WHOTPOIHH CpelCTBa,
Ba3OJWIATATOPH.

bponuxocnazvm: Tlpunoxere OpOHXOAMNATATOPHO JIEYEeHHe, KAaTO HANpHMEep H3onpeHanuH, Oeral-
CHMIATOMHMETHYHH JEKAPCTRA H/WIH aMHHODHIHH. ‘

Xunoznuxemusn: TIpHIOXKETE HHTPABEHO3HO NIOKO34.

IHlepundonpun

Cuamrromu:

Hma Ha paznonoxeHne orpaHMueHH AaHHH 3a OPe03HpaHe NpH Xopa. CUMITTOMHUTE, CRBP3aH# ¢ [IPS/I03UPAHE
Ha ACE naxuOHTOpMTE, MOTAT N2 BIIKOMBAT XHIIOTOHHS, UMPKYNATOPEH IIOK, €NEKTPONIMTHH HApyLIEHHS,
OnbpeuHa HEAOCTATEYHOCT, XWNEPBeHTWIALHS, TaxXUKApAus, NANNWTALAH, OpamMkapmnd, 3amaiBame,
TPEBOXKHOCT M KallLTHLIA.

Jleyenue;

TIpenopeHBaHOTO NEYSHUE Ha NPENO3UPAHETO € HHTPaBeHO3Ha HHY3ua Ha HatpueB xtopaa 9 mg/ml (0,9%)
pasTBOpP. AKO PB3HHKHE XHIIOTOHMA, FALIMEHTHT TPAOBA 1A e MOCTARH B NONIOMKEHHE 34 LIIOKOBA Tepanui. AKo
€ BB3MOXHO, MOXC Aa ce o0OMHCIIH M JiedeHHe 4pe3 HHGy3HA Ha aHTHOTeH3uH Il W/winm HHTpaBeHOIHH
karexonamuHy. [Tepunaonpun Moxe 1a ce OTCTpaHH OT O0MIOTO KPHBOOOpAILEHHE Ype3 XeMOIHaIH3a. (BK.
Touka 4.4). 3a Gpamukapamd, pe3sNCTeHTHA Ha JedeHHMe, € MOKasaHa Tepamud ¢ neficmedksp. TpaGza
[OCTOAHHO [ ¢€ HabMoAaBaT KW3HCHHTE TOKA3ATENH H KOHUSHTPAIHHTS Ha e/ICKTPOIMTH H KPEaTHHHH B
cepyMa.

5. ®APMAKOJIOTHYHH CBOMCTBA
51 ®apMaKkoAHHAMETHE CBOHCTBA

MapmakorepanepriiHa rpyna: ACE uHxHGHTOpH, IPYrH KOMOHHALIMH
ATC kop: C09BX(2

MexaunasM Ha OelicTBHC

Buconponon

buconponon e Bucoko Oeral-cesiekTnBeH anpeHopelenTopeH ONOKHpAlll AreHT, JHMINEH OT BETPEINHA
CHMITATOMHMETHYHA AKTHBHOCT H Ha CBBP3aHaTa ¢ Hes MeMmGpaHocTaGHnH3Hpama akTHBHOCT. Toli nokassa
caMo cnal agururer KbM Gera2-peLienTopuTe Ha IIAAKHTE MyCKY/IH Ha GPOHXMTE H CHIOBETE, KAKTO M Ha
Gera2-penerrropure Ha MeTAGOJIHTHATa peryJaliis. 3aToBa no NPHHIEMN He ce 0JakBa GHCONPONON na BiHAe
Ha JUXATENHATA PE3HCTEHTHOCT H Oeral-meaunpanute metabomuTHM edextH. Bertal-cenexrvBhHocTTa Ha
GHCOMPONON € H3BBH TEPANICBTHMHHTE JO30BH MPAHHLM.

HHepundonpun

[Tepunaonpun € uHxuOHTOp Ha eH3MMa, KOWTO npeobpazysa aHrHoreH3uH 1 B anrmorensus 1l (ACE).
KoHBepTHpaIHAT ¢H3IHM — HAH KMHHHA3a — NPEACTaRIsBa eK30NeMTHAAa3a, KOATO Mo3BoNgBa npeobpazyBaHe
Ha aHTHOTEH3HH I BbB Ba30KOHCTPHKTOpA aHrHOTeH3HH 11 ¥ CHIIO NPHYHHABA pasrpaxAaHe Ha Ba3OAMIaTOpa
GpamMKHHWH B HeakTHBeH XerrranenTi. Huxubupanero Ha ACE Bou 10 HaManiBaHe Ha JHEROTSHIX

INa3MaTa, KOETO CTHMYIIHpa AKTHBHOCTTA HA [UIA3MEHHA peHWH (Upe3 HHXHOHpaH Sz
obpaTHa BpPB3Ka Ha 0cBOOOXKABAHETO HA PEHHH) H HAMAIABA OTAEIMHETO HA ANJOCTEhaN
NeakTHRHpa OpanuKuHWHA, HHXuOHpaHeTo Ha ACE chlno Taka BOAM AC YBENHUaBIAHA
UMPKYJIHPAIUHTE M NOKATHHTE CHCTEMH KATHKPEHH-KHHHH (KOSTO aKTHBHpa ;
B13MOXHO € TO3H MEXaHNU3EM Ja AOTIpHHAcA 3a AeiicTeHeTo Ha ACE nuxubutopure,
Ha KPBBHOTO HajATate, B Ja € YacCTHIHO CBBP3aH ¢ HAKOH TCXHH HEAKENAHH PeaKi{HH
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Hepunponpun feicTea upe3 cBOA AKTHBEH MeTaGONMT - NCPHHAONPHIAT. Jpyrure MeTaGONMTH HE NOKA3BaT
uHxubua Ha ACE axTHBHOCTTAa HH BUTPO.

DapMakoMHAMHYHH edexTH
Buconponon

Buconponon HAMa 3HAYHTENHH HETATHBHH HHOTPOITHH e(peKTH.

Buconponon ocTHra Makcumanii edext 3-4 yaca cien npunarase, [opaay ceos nomyxusot ot 10-12 vaca,
fuconponon nefictea 24 vaca.

MaxcHMaHNTE eEKTH Ha HAMalliBaHe Ha KPHBHOTO HANAraHe Ha GHCOMPOMONA IO HPHHLMA Ce NMOCTHraT
clen 2 cefiMHIIH.

IIpn octpo mnpunarase Ha NAOMSHTH ¢ KOopoHapHa OonecT Ha cbpuero Oe3 XpoHHUHa ChpAeyHA
HeIOCTATBYHOCT OHCOMpONONBT HAMANABA CHPACYHATA HECTOTA W YAapHHA 00eM, BCNIENCTBHE Ha KOETO
HaMa/IABaT MHHYTHHAT cChbpAedeH AeOMT W koHcyMammsTa Ha kuchopoA. Ilp¥ XpownuHo npHaOkeHHE
HaMa/lgBa OTHAYANIO NIOBHINEHOTO NepHepHo cunpoTHBIeHHe. [Ipe/UIOKEHHAT MEXaHHU3IBM Ha NeHCTBHE,
obycnapail aHTHXMNepTeH3HBHUA edekT Ha GeTa-GIOKEpHTE ¢ HAMAINBAHETO Ha MUIA3MEHATA AKTMBHOCT Ha
peHuHa.

Buconponon HaMaigBa CHMIIATO-afAPEHEPrHYHHA OTTOBOP upe3 OnokHpaHe Ha ChpacuHHTe OeTa-
afipeHeprHdHH peuenTopH. B pesydarar or ToRa HacTHNB& HAMANABAHE HA CHP/IEYHATa 4ecTOTa H
KOHTPAKTHIIMTET, KOSTO MPECAH3BHKBA HAMANABAHE HA KUCAOPOHATA KOHCYMAIHA OT MHOKap/a, 4 HMEHHO
TOBA € JKEJNaHHAT e(eKT B CyuaHTe Ha CTEHOKAPAMA, CBhp3aHa ¢ ofycnaBsiiara i KopoHapHa bomect Ha
ChpLIETO.

Ilepunoonpun

Xunepmonua;

TlepHunonpun € akTHBEH NPH BCHYKH CTENeHH Ha XMIIGPTOHHATA: JIeKa, YMEPEHa, Texka, Habmonasa ce
MOHHXKABaHe HA CTOHHOCTHTE HAa CHCTONMYHOTO H JHACTOJIHMHOTO KPBBHO HAMTAHE KAKTO B JIErHAO
TIOJI0XKEHHE F10 IPE6, TaKa H B H3IIPABEHO NOJI0KEHHE.

HepHH,EIOHpKJl HaMangea nepmbepﬂm‘o CBLAORO CBIIPOTHRIEHHE, KOCTO BOAH N0 NMOHMMKaBaHE Ha KPBBHOTO
Ha/arase. BenencTsie Ha ToBa ce yRenH4aBa nepaepHHAT KPBBOTOK, 63 edekT BBpXY chpAedHATa YeCTOTa.
Kato npaBwio ce ysenuuapa OBGpeYHHAT KPHBOTOK, JOKATO CKOpOCTTa Ha romepynHa durrpaums (CI'd)
O0OMKHOBEHO OCTaBa HenPOMEHEHA.

KmunnyHa edHkacHOCT H 6ezonacHocT
Buconponon

O6mo 2647 naumenTy ca BKNoyYeHH B npoyusadero CIBIS II. 83% (n = 2202) or Tax ca 6mnn ot Knac Il no
NYHA H 17% (n = 445) ca 6w ot knac IV no NYHA. Hmanu ca cTaGHiIHa CHMNTOMATHYHA CHCTOJTHA
ChpAeYHa HemocTaThuHOCT ((dpakiMd Ha m3Tnacksane <35% mna 6aza Ha exoxapauorpadms). OOlnara
CMBPTHOCT € Hamaisuia ot 17,3% Ha 11,8% (oTHOCHTENHO HaManeHue oT 34%). OTUeTeHo € HaMalsBaHe Ha
BHe3anHaTa cMBPT (3,6% cnpamo 6,3%, ¢ oTHocHTeNnHo HaMalenue or 44%) W HaManaeaHe Ha Gpos Ha
€TH30/HTE HA ChPACYHA HEIOCTATHIHOCT, HAjaralH mpHeM B Gonxuna (12% cnpamo 17,6%, ¢ OTHOCHTENHO
HamanenHe oT 36%). Hakpas e nabmonaeano ¥ CTATHCTHYECKM 3HAYMMO NoAoOpeHHe Ha GYHKLMOHANHHA
cratyc cnopen knacHpukanuata Ha NYHA. B nayanoro Ha TepanuaTa M IO BPEME Ha TUTPHPAHETO Ha
6uconponon ca OTUETEHH CTyYad Ha XOCMUTanH3anus nopami 6papukapmus (0,53%), xum

Ha OHconponon # 15 B mnaneGo rpymnara.

Hanureanero CIBIS III e npoyunno 1010 nanueHTH Ha BB3pacT >65 rOHHH C JI€
cbpacyHa HenocrarsuHoeT (XCH; xnac I wnn knac 111 mo NYHA) 1 ¢ nepokaMepHa

20



<35%, KoHTO He ca JiekyBauu 1o Torara ¢ ACE unxubutops, Gera-Grokeps WIH aHTHOTEH3HH-PELICIITOPHH
6noxepn. [NanmenTHTe ca JeKyBaHR ¢ KoMGuHAIMA OT GHCOTPO/ION M €HANAMPHI B MPOTKDKEHHE Ha 6 10
24 Mecela cnes HaYaTHOTO 6-MeCceuHo JieYeHHe ¢ GHCONPONON HIH ¢ eHAMATIPIL

Habmopapana e TeHAeHIMA KBM TMO-BHCOKA WYeCTOTA HA RIOMABaHE HA XPOHMYHATA CHpACUHA
HENIOCTATBYHOCT NPH H3MONI3BaHETO Ha OHcoNponon 3a HavanHo 6-Mece4HO NeueHue. B aHamH3a no npotokon
He € A0KA3AHO He No-JIouo AeHcreHie Ha OHCOMNPOON KATO HAYANHO JICYCHHE B CPABHEHHE C EHANANIPHI KaTo
ITBPBOHAYANIHO JICUCHHE, BRAPEKH Y€ JBETe CTpaTerut 3a HavanHo nedenne npu XCH ca nokaszand nosoGHM
YeCTOTH HA ITHPBHYHHA KOMOHHHMpaH KpuTepHii 3a KpaiiHa OLIEHKa - CMBPT H XOCTIMTa/H3alug B Kpad Ha
npoyuearero (32,4% B rpynata Ha GHCOTIDONION KAaTO HavyanHo NeyeHme cipamo 33,1% B rpynara Ha
CHANANPHI KaTO HAYANHO JICUYEHHE, 32 NOMyJalMATa ChVIacHO nporokona. IIpoyusanero nokassa, ye
GHcOnposion MOXKe A2 C¢ H3GON3BAa NpH NAUMEHTH B HanpelQHaNa BB3PACT C XPOHHYHA ChpAedHa
HEZOCTATBYHOCT C JIEKO 10 YMEPEHO TexXKO 3abomnsaBane.

Hlepunoonpun

Xunepmonun:

ITepHHIONPHN € aKTHBEH NpM BCHYKH CTeNCHH HAa XHIEPTOHHATA: JieKa, YMEpeHa, Texkka; Habmonasa ce
TIOHIKABAHE Ha CTOHHOCTHTE HA CHCTOJHYHOTO H JHACTONHYHOTO KPBBHO HAIAraHe KakTO B JIETHAJO
FOJIOKEHHE 1O PO, TaKa H B H3MPABEHO [0JI0XKEHHE.

Ilepunponpun nwamangsa nepud)epHOTO CHAOBO CHIPOTHBIIEHHE, KOSTO BOAM JO NOHHKABAHE HA KPBBHOTO
Hanaraue. BeneacTsre Ha ToBa ce yBenHYaBa nepHpepHUAT KPEBOTOK, 663 eEKT BBHPXY ChpaeiHaTa HECTOTa.
Karo npasuno ce ysennyasa GEGpeHRAT KPBROTOK, J0KaTo CI'® 06MKHOBEHO OCTaBa HENPOMEHEHA.
AHTHXMNCPTCHIMBHATA AKTMBHOCT € MAaKCHManHa Mexay 4 u 6 4. ciep npHeM Ha eJHHHYHA 1033 H
NPOABIDKABA JIOHE B TedeHHE Ha 24 u.: MexaynHkorHTe edexTH ce paBHasaT Ha 87-100% ot mukoeuTe
edeKTH.

CriazsT Ha KPEBHOTO HansATaHe HacTENBA OBp30. IIpH moBnMABaM Ce NALHEHTH, HOPMATH3ALMA C€ MOCTHIA
B paMKHTE Ha ] Mecell H nepcHcTHpa 03 NoABABAHE HA TAXH(HIAKCHA.

CnnpaneTo Ha nedeHHeTo He Boau 1o rebound edexr.

TlepHHaompUA HAMANABA JICBOKAMEPHATA XHTIEpTpodus.

Hokasano e, 4e NpH Xopa NEPHHAONPWI AEMOHCTPHpA CHAOpasMpABAamH cpolicTea. Toii monobpsasa
€1aCTHYHOCTTA Ha FOJIEMHTE APTEPHH H HAaMANABA OTHOLIEHHETO MEHATYMCH Ha MAJIKHTE aPTEPHH.
CnomaraTenHa T¢panis ¢ THa3HAEH AMYPETHK BOAH IO CHHEPIrH3bM OT aauTHBeH THIL. KoMOHHauMaTa ot ACE
HHXH6HTOp H THa3\/J ChII0 HAMATABA PHCKA OT XHINOKATTHCMMS, NPEAR3BHKAHA OT JHYPCTHIHOTO JICYCHHE.

Tlayuenmu cvc cmabunna gopma KA KopoHapra borecn na copyemo:
[Tpoyysaneto EUROPA e MHOromeHTpoRO, MEKIYHADOIHO, PAHAOMH3HPAHO, NBOMHO-CIANO, MMalebo-
KOHTPOJIHPAHO KINHHWYIHO MPOYYBAHE, ¢ NPOABIDKHTETHOCT 4 FOAMHH.

Hpananecer xwmiam asecta M ocemHazecer (12 218) nauments Ha BB3pact Haa 18 rogmHM ca GwiH
PaHROMH3MpaHH Ha 8 mg nepuHAOnpun TepT-OyTHNaMIH (€KBHBAJIEHTHO Ha 10 mg MepHHAONPUI aprHHHH)
{n =6 110) wiu mnanebo (n = 6 108).

TlonynaumsTa, BIIOUEHA B TIPOYYBAHETO, € OHA ¢ A0KasaHa KopoHapHa Gonect Ha chpLEeTO €3 KIHAHYHH
TIPH3HAIIH 33 ¢hpAeYHa HeAoCTaTRHHOCT. O6mo 90% oT nallMeHTHTEe Ca HMAIH NPSANIECTBAIlH MHOKApIEH
HH(APKT W/HAK peBacKynapu3aus. MeaHkamMenTo3HaTa Tepanmus B npoy4sanero e 6uWia nobabeHa Ha dona
HAa KOHBCHLMOHAJIHA TEpalui, BK/IIOYBAIA AHTHATPEraHTH, JIMMHAO-TIOHIDKABALOY MCAWKAMEHTH H Oerta-
bnokepH.

OCHOBHHAT KpHTEPHIi 33 eeKTHBHOCT € 61 KOMOMHALHMATA OT CHPACYHO-CHAOBA CMBPTHOCT, He(aTaleH
MHOKAp/IeH MHQAPKT W/HITH ChpieyeH apecT ¢ yclemHa pecycuuranums. Jledennero ¢ 8 mg nepunaonpHi
TePT-OyTHIAMHH (eKBHBaNEHTHO Ha 10 Mg NEpHHAOIPHI APIHHMH) BEJHBK AHEBHO € JOBENO A0 3HAYHTEITHO
abcomoTHO HaMaJleHHe HA MEPBUYHATA KpaiiHa uen ¢ 1,9% (penaTHBHO HAMaNeHHe Ha pHcka ¢ 20%, 95% C1
[9.4; 28,6] — p<0,001).
ITpu nawyeHTHATE ¢ NpeaurecTBal MHOKAPAEH HHGAPKT WHIH peBacKylapusauus, abcomo
Ha pHcKa € 6uto 2,2%, ChOTBETCTBAIO HA PeTATHBHO HAMANCHHE Ha pucKa ¢ 22,4% (95%
p<0,001) no oTHOWEHHe Ha MLPBHYHATA KpaiiHa el B cpaBHeHHe ¢ mnanebo.

aHaN3a Cllef| 3aBbPIIBAHEe HA NPOYYBAHETO, NPUOABSHETO HA NEPHHAOTPHA XbM GeTa{ViBKePHigy =
MOKa3Ba CTATHCTHYECKH 3HAYMMO abCcOOTHO HaMangeaHe ot 2,2% (OTHOCHTEHO HaMA) B%fle,_lj;_l pHy /
Zamaset
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24%, 95% CI [9,5; 36.4]) B cpaBuenne ¢ Gera-Gnokepu Ge3 mepuxaonpwn (n=3745) cnopen cGopHus
KPHTEpHH OT CBPACYHOCEI0BA CMBPTHOCT, HedyaTaneH MHOKapaeH HHGapKT B/HIH ChpASYEH apecT ¢ yCnelnHa
pecycIHTaLHA.

Hanwu om xnunwunu wnumeanun 3a deotina HIOKAOA HA CUCMEMAMA PEHUN-AH2UOMEHIUH-AROOCTIEPOH
(RAAS):

B npe roneMu panaoMH3upani, koHTpoanpany msmareanus (ONTARGET (ONgoing Telmisartan Alone and
in combination with Ramipril Global Endpoint Trial — #3nuTeaHe 3a NpoXEHKABAINH [NOOAIHE pe3yTraTd
NPH TETMHUCAPTAH CAMOCTORTENHO H B koMOHHanma ¢ pamanpun) 1 VA NEPHRON-D (The Veterans Affairs
Nephropathy in Diabetes — Heponarus n auaber npn BeTepanuTe) € H3cnenBaHa ynoTpebara Ha KOMOHHAIIHA
or ACE uuxuburop 1 6nokep Ha penernropa 3a anruoreHsus I1L

ONTARGET e npoyusane, NpoBEAEHO Cpe/l MAILMEHTH ¢ AHAMHE?3a 33 ChPACYHOCH0BO WIH MO3BYHOCHIOBO
3a60/IABaHe WM CBC 3axapeH nHaber THN 2, TPUAPYXEH C JOKA3aTeNCTBO 332 TEPMHUHAJIHO OPraHHO
yepexnane. VA NEPHRON-D e npoyusaHe cpen NalUMeHTH ChC 3axapeH AuaGer THn 2 H nHaGerna
HedponaTnd.

Tean mpoyvBaHWs He MOKa3BaT 3HauHTENeH GnaronpuateH edekT BPXY W3xoza oT GuOpeusoTo W/WnH
ChpPAEYHOCHAOBOTO 3a00/ABaHE H BHPXY CMBPTHOCTTA, HO CBHLIEBPEMEHHO c¢ HAOmoNaBa NOBHIIEH PHCK OT
XHTIepKanueMHsd, ocTpa Gr6peyHa HeloCTATHYHOCT H/HIIM XMIIOTOHHA B CPaBHCHHME C MOHOTepanHara. TesH
pesynTaTH ca B ciuia H 3a apyrH ACE unxuGrropu u 610Kkepu Ha penernrTopa 3a aHrHoTensHH 11 ¢ nonoGru
dapMakoaMHAMHYHH CBOJICTRA.

CnepoBarenso npH malkeHTH ¢ AnaGerna HedpomarHa He TpaGsa xa ce w3monapar enHospemenHo ACE
HHXHOHTOPH U GJI0KepH Ha peuenTopa 3a aHrnoTensuH 1.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints —
H3[IHMTBAHE Ha ANHCKHPEH npH Anaber THI 2 upes pe3yJITATH 3a CHBPAEUHOCHAOBO U 6u6peuHo 3abonaBate) ¢
TIPOY9BAHE, TIPeAHA3HAYCHO A4 OLICHH ITOMI3HTE OT A00aBIHETO HA ATHCKHPEH KBM CTaHAapTHO jgevedne ¢ ACE
MHXHOHTOP MM ONIOKep Ha pelienrTopa 3a aHruoTeHsHH II NpH NaupeHTH Che 3axapeH Quaber THN 2 H
xpoHHuHO OB6peuHo 3abonasane, chpaeuHOCHAOBO 3abonasane Wi | Apere. [IpoydBaKeTo € NpEKPaTeHO
NPEKACBPEMEHHO NMOPAAH MOBHINEH PHCK OT HexenaaH M3xon. CMBPITa H HHCYNATET MO CHPACYHOCHAOBH
APHYMHA YHCIEHO €A NO-Y€CTO CPEellaHH B IPYNaTa Ha aJMCKMPEH, OTKOIKOTO B Ta3sH Ha mnauebo, a
NpeCTaRNABAIIATE HHTEpeC HEXKENAHH peakiMM W CepPHO3HW HeXeNaHH peakiliH (XunepKanHemus,
XunoToHHs H Os0peuna nvcdyHKIMA) ca ¢r00INaBaHy MO-4YeCTO B rpynaTa Ha aMCKHPeH, OTKOIKOTO B TA3H
Ha ruiane6o.

lleduampuana nonynayun:

JIvmicpat naHHM oTHOCHO TIpecTinon npu xeua.

Esponeiickara areHiu o JieKapcTBaTa 0cBoGOXaaBa OT 3ab/DKEHHETO 33 NIPENOCTaBAHE HA PE3YITATHTE OT
npoyusaHuaTa ¢ Ilpecrunon BbB BCHMYKH TNMOATPYNH HA NENHATPHYHATA INOMYJIALMS 34 JNE4YEeHHe Ha
XHIIEPTOHHSA, HCXEMIFIHA GOJecT Ha KOPOHAPHHTE aprepHl, cTabiTHA M XpOHHYHA ChpPETHA HENOCTATBYHOCT
{Bx. TouKa 4.2 3a HBbOPMALHI OTHOCHO YIOTPeba B NEIHATPHATA).

52 PapmMakoKHHETHYHH CBORCTRA

CxopocTra M creneHTa Ha abcopOums Ha Guconmponon W mepuHzonpuwn oT IIpectwion He noKassat
CTATUCTHYECKH 3HAYMMH PalfIMKH CHOTBETHO OT CKOPOCTTa M CTeneHTa Ha abcopbuMsa Ha GHcomponon H
NEPHHACTIPHIL, IPHEMAHH CAMOCTOATENHO KATO MOHOTEpAIHS,

Buconponon
Abcopbumg

Buconponon ce abcopSupa nourn HameiHo (>90%) OT cTOMAITHO-YPERHHS TPAKT H MOPATH MAKATA CTENCH
Ha MeTabOoITH3BM TIpH ITHPBO NPEMHHABAHE NPE3 YepHHA Apob (npubmmnrenso 10%), nMa
npubmasuTento 90% cie nepopatHO MPHIOKEHHE.

Pa3 elleHNe
ObembT Ha pasnpenenenue e 3,5 kg, Ceup3panero Ha GHconponon ¢ IWIAIMEHHTE 11

bHoTpaH M. H eNAM e
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Buconponon ce MuTbuBA OT TWIOTO IO ABA IThTH. B uepHus npoG A0 HeakTHBHH MeralonuTh ce
Metabonmusupar 50%, xouTO cnen ToBa ce W3mbuBaT npe3 6p0perure, OcraHamure 50% ce ekckperhpar o1
616pervTe B HeMeTabomI3HpPaH BHA. OOIMAT KNKPBHC € npubmisnTento 15 Vh. TInasMeHuaT MOMyKHBOT OT
10-12 gaca My ocHrypaBa 24-uacoB eieKT Clie/l IPHEM BEHEXK JHERHO.

Cne HM IOV
Kunerukata Ha GHcomponon e nMuHeiiHa 1 HE3aBHCHMA OT Bh3pacTTa.

Twii KaTO eMMHHHPAHETO CE OCHIIECTBARA B €AHAKBA CTeNneH oT Gr0penTe H OT YepHHS Apob, He ce Hanara
KOpEeKIMA Ha N03aTa 32 MALMEHTH, KOWTO MMAT Wi YBpejeHa uyepHoApoOHa dyHkums, unm GpbpeuHa
HeZocTaTsyHOCT. He e m3cnenBana ¢apMAKOKBHETHKATa NPH DallAEHTH C XPOHHYHA ChpheyHa
HEJOCTATEYHOCT H yBpelleHa 4epHoApoOHa (yHKIHA MNH yBpeleHa 6n0peuna ¢ynkuns Ilpn maumesTH
XpOHHYHa chpieyHa HeaocTarbuHOCT (knac I no NYHA) nmnasMenuTe HHBa OHCONPONON ca NMo-BHCOKH H
NONMYKHBOTET My € MO-ATIBI, B CPABHEHHE C Te3H Npd 34paBH noOpoBomiu. MakcHManHa ruiasMmeHa
KOHI[EHTpais C/ie/] CTAlHOHApHO CBhCTOfHME € 64+21 ng/ml npy AHesHa xo3a or 10 mg, a MOXYKHBOTET €
1745 4aca.

Hepundonpun

Abcopbuma
Cnen nepopanHo npuioxenue aOCOpOLIMATA HA NEPHHIONPUA ¢ G1P3a, a MHKOBATA KOHLEHTPaUMKs ¢ 10CTHIa
Ao 1 gac. TL1asMEHMAT NOMYKHBOT Ha IIEPHHAONPHI € paBeH Ha | yac.

Pas EIeHHE
O6eMbT Ha pasnpeaeneHHe € okono 0,2 I/kg 3a HecBbp3adHa nepuumonpunar. CTeneHTa Ha CBLP3BaHe Ha
TEPHHIOTIPHIIAT C IJIA3MECHHTE NpoTenHH ¢ 20%, ocobeno ¢ ACE, Ho 3aBHCH 0T KOHLEHTpaLMATA.

bu chopm:

Tepunponpunsr € npexypeop. Jpafecer u cefieM NPOLIEHTa OT MPUIOKCHATA JI03a NEPHHAONPHA AOCTHTA
kpseooOpamenyero non GopMaTa Ha aKTHBHHA MeTalOoIHT NEPHHAONPHAAT. B AONBIHEHHE KBM aKTHBHHA
NEPHHAONPHNAT, HEPHHAONPHN C€ PasrpakAa Ha owe 5 MerabonuTH, BCHUKHMTC HEAaKTHBHH., [[HMKOBH
MIa3MEHH KOHIICHTPALMH Ha MEPHH/IONPHIAT C€ ZOCTHTAT B PAMKHTE Ha 3 10 4 yaca.

Tbi Karo NPHEMBT HA XPaHa HAMANARA KOHBEPCHATA B IEPHH/IOTIPHIAT M CJEJIOBATENHO - GHOHANHYHOCTTA,
NEPUHAOTIIPHI APFHHAH TPA6BA a ce MpHIara MepopayHo KaTo ¢IHHHYHA JHEBHA 1033 CYTPHH HA rnaaHo.

Enumunnpane
TlepuHponpunar ce oTACNA B YPHHATA W MOJMYKHBOTHT Ha HeCBEp3aHATa (ppakuma ¢ npubausurento 17 4.,
KOETO HMa 34 Pe3yNTaT NIOCTHIAHE Ha CTALHOHAPHO ChCTOsHHE (,,steady state™) cien 4 Apm.

JInneiidocT
JIeMOHCTpHpaHa € JIHHeHHA 3aBHCHMOCT MEXIY A03aTa MEPHHAOIIPHA H IUIAa3MeHaTa i eKcnoHaLns.

Crneyuannu nonynayuu:

Tlpu naupeHTH B HanpeiHala Bh3PACT, KAKTO H ITPH NallHEHTH ChC Chp/ieuHa WiH OROpeyHa HEAOCTATHYHOCT,
CHMHHHPAHETO Ha NEPUHAOMPWI ¢ HamalieHo. JKenarenHo ¢ kOpHTHpaHe Ha fao3ata npH Gu6peuna
HE/IOCTATHYHOCT B 3ABHCHMOCT OT CTENCHTA Ha YBpEHKAaHe (KPEATHHHHOB KIHPBHC).

AHaNH3HUST KIHPBHC HA IEPHHAONPIIAT € paseH Ha 70 ml/min.

KuHeTHKaTa Ha IEPHHAONPHIT € APOMEHEHA TTPH MALMEHTH ¢ LIHPO3a; XENATANHHAT KIHPBHC Ha MOJIEKY.1aTa-
MaiKa ce peayudpa HanosopuHa. He mamandea obaue konuvecTroTo Ha 00pa3yBaHHA NEPHHAONPHIAT M
MIOPAJM TOBA He C¢ HANAra KopeKilia Ha no3aTa (Bx. Toukd 4.2 u 4.4).

5.3 TlpeaxkaHEuvHH J3HAH 33 6e3onacHOCT

Buconponon

HexnmuuyHATE NauHM He NOKa3BaT ocobeH pHCK 3a Xopa Ha 6a3aTa Ha KOHBEHIHOH? l
Npoy-BaHHs 3a 6€30MACHOCT, TOKCHYHOCT IIPH MHOTOKPATHO NPUIIAraHe, FEHOTOKC
NIOTEHIIMAN.
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ITpu npoy4BaHMA 3a PENMPOMYKTHBHA TOKCHYHOCT GHCONPONOI HE f0Ka3Ba edeKT BBHPXY (EPTHIMTETa WIH
BBLPXY APYTH oOLI} pe3ynTaTH OT penpoxyKIHATA,

Monobuo Ha Apyru Gera-6nmokepn, GuconpononsT npHumesiea Maliumsa (HaMaleH NpPHEM Ha XpaHa H
HaMaIgBaHe Ha TENECHOTO Terno) ¥ eMOpHOHANHA/(peTanHa TOKCHIHOCT (IOBHIIIEHa JECTOTa Ha pe3opOuuHTe,
HAMaIeHO TETTIO Ha IOKONEHHeTO NpH paxiane, 3a6apeHo PuIHMUecKo pa3BHTHE) NPH BHCOKH JIO3H, HO HE €
YCTaHOBEHO Ja € TepPaTOreHeH.,

Hepunoonpun

IIpn npoyyBaHe Ha XPOHHYHA TOKCHYHOCT cjiej NPHIOKEHHE MEPOPAIHO (BBPXY IUIBXOBE H MaiiMyHH)
NpHLIETHATe opraHu ca Ou6peimre. HacTemmm ca yBpexJaHHA ¢ 00paTHM XapaKTep.

He e ycraHoBeHa MyTareHHOCT HATO IIPH in Vitro, HMTO IipH in vivo H3cneapaHns.

PenpodyKTHBHHT® TOKCHKOJIOTHYHM TIPOYuBavHs (IUTHXOBE, MHINKH, 3aiiit ¥ MaNMyHM) HE MOKa3BaT
NPH3HALIH 33 HANTHYHe Ha eMOpHOTOKCHUHOCT HH TepaTorenHoct. 3a ACE urxuGuropaTe obaye, kaTo rpyna,
¢ OMno nokazaHo, Ye HHOYIHMPaT HeGIAronpHITHU eEKTH BEPXY KBCHOTO (ETATHO pa3ssHTHE, HMAIHK 38
pesynTar (eTanHa CMBPT H KOHTEHHTAINH e()eKTH IPH IPH3a4H 1 3aiiM: 650peuHH Ie3UH | YBETHYEHA TIepy-
H TIOCTHATATHA CMBPTHOCT. PepPTUNHTETET Be € G HAPYIIEH HHTO MPH MBKKH, HHTO [IPH KEHCKH [UIBXOBE
He ¢ mabmopaBaia KapIHHOTEHHOCT IIPH NPOYYBaHKs B IBITOCPOMEH IUIaH NPH IUTEXOBE H MHLIKH.

Ontenka Ha pHcka 3a okoihata cpeaa (ERA):

IIpecTinon cpabpka AKTHBHHTE CheTagku Grconponon i nepungonpui, Ipectunon me Bu 61ae npeanucax
KATO MpAK 3aMeCTUTEN 32 HHAMBHIYATHMTE 031 OT GHconponon H NEpHHACTIPHI, CIEIOBATENHO HAMA 1A
HACTBITH MIOBHINABAHE HA EKCTIO3MIHATA Ha OKOJIHATA cpefa.

6. PAPMALEBTH'YHH TAHHH
6.1 Coscek Ha TOMOIHATE Bemie¢CTRA

Copyesuna na mabiemxama:

Llemyno3sa, muxpokpuctania PH 102 (E460)
Kammep kap6onar (E170)

IlapeBH4HO HHIIECTE, NIPEKETATHHHIUPAHO
Harpues numecten rmukonat Tan A (E468)
Cununmes puokcHa, konoraeH, Sesponer (E551)
Maruesses creapar (E572)

KpockapMenosa narpuii (E468)

Quamupawo noxpumue:
I'muuepon (E422)
Xunpomenosa (E464)
Maxkporon 6000

Marnesnes creapar (E572)
Turanos anokcHx (E171})
Hwar menezed oxeun (E172)
Yepren xkeneseH okcua (E172)

6.2 HecbBMecTHEMOCTH
Henpunoxumo

6.3 Cpok Ha rogaoCT

HNonunpomuienosa onakoeka 3a Tabnerku ¢ 10 dunmupann rabnerku: 24 Mecela.
Tonunponunenoba onakoska 3a Tabnetku ¢ 28 wix 30 dunmvupanm Tabnerkn: 30 M
OnakoBKa 3a TabNeTKH OT NONHETHIIEH C BUCOKA TUTBTHOCT CBb¢ 100 praMupany Tabm
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Onakoska 3a TabnerxH ¢ 10 dunmupanu TaGnerkn: Cnen oteapsne Ilpectinon Tpadsa na ce usnomnsea go 20
?)I:::Rosxa 3a Tabnerxw ¢ 28 unu 30 ¢punmupanu Tabnerkyu: Cnen orsapaue Ilpectiuion Tpabea na ce M3NOI3B4a
g(:[:l(c)oﬁ.sa Tabnerxu cxe 100 rnmupann Tabnerku: Cnen oteapsase [Ipectainon Tps6Ba Aa ce M3MON38a A0
100 mun.

6.4 CoensanHE yc/10BHS HA ChXpaHeHHE

He u3iCKBa cICLHANHH YC/IOBHA 38 CHXPAHECHHE.

6.5 Bnagu cHABpAAHEE HA ONAKOBKATA

Onakoexa 3a Tabnerxu, chaspxama 10, 28 win 30 drmupann tabnerkn: 6ana onakoeka 3a TabieTkd oT -
ROMHAIPONTHJICH, ¢ HAMA/IABAINA LHPKYAAUEATA Ha BE3YX KaNadka oT NONHETWIEH ¢ HHCKa IUTBTHOCT M 6ana

HeTpo3payMa 3alyliaika, cHabaeHa cbe CymmTeNn,

Onaxoeka 3a Tabnetkn, chanpikama 100 dpruiMHpann TabneTKH: ONakopKa 33 Ta6IETKH OT MOJHIPONHIEH ¢
BHCOKA ILTBTHOCT, CBC 3AMyINaNka OT NONMIPOTIHICH, CHab/ieHa che CYINHTEN.

KyTua ¢ 1 opakoska 3a TaGnerkn ot 10, 28, 30 mnn 100 dunmmpans tabneTky.
KyTss ¢ 3 onakoBky 3a Tabnerkn ot 28 wi 30 ¢puwimupany TabneTkH.

KyTHa ¢ 4 onakoBky 3a TaGnerxu ot 30 puwmupanu TabiieTki.

He BcHyKH BHIOBE ONMAKOBKM MOTaT Aa GbaaT nycHa B npofaxba.

6.6 Coenua)HH DpeANa3HH MEPKH IPH HIXBLPJASHE

Hama crielManHy HIHCKBAHKHA,

7. INIPHTEXATEJ HA PAJPEINIEHAHETO 3A YIIOTPEBA

Les Laboratoires Servier

50, rue Carnot

92284 Suresnes cedex

Qpanims

8. HOMEP(A) HA PASPEINNEHHUETO 3A YIIOTPEBA

Perncrpammoned Ne: 20160041

9. JATA HA IIBPBO PA3SPEMIABAHEMIONHOBSIBAHE HA PA3IPEINIEHHETO 3A
YIIOTPEBA

JlaTa Ha mMbpBO paspemasane: 26.01.2016

10. JAATA HA AKTYAJIM3HPAHE HA TEKCTA:

HoapoGua uudopmaims 3a To3M NekapcTReH NPOXYKT € NpeAocTaBena Ha yebcaiira B
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