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VBTILARATENHA ATEMUWR 110 NEKAPCTBATA
Kparmia Xapaanepuicimxa Ha NpogYNma - [TpUncwsHUe 1

KPATKA XAPAKTEPHCTHKA HA ITPOJIYKTA

1. MME HA JIEKAPCTBEHMSI IPOJYKT Wl -5 €673y
Juporopm 20 mg/5 mg TabneTku ‘ 2110, 0
Dironorm 20 mg/5 mg tablets | OgOBDEHUE Mk covevrerser: /.

2. KOOYECTBEH H KAYECTBEH ChCTAB

Besaka Tabnerka cexppxa 20 mg nuammonpun (Jisinopril) (kato nuxuapar) M 5 mg amnoaunuH (amiodipine)
(raro Hesmnar).

TlomomHO BENECTBO ¢ M3BECTHO NeHCTRHE: HaTPHH.
3a ITRIHEA COMCHK HA OMOLIHUTE BELIECTBa, BIKTE Touka 6.1

3. IEKAPCTBEHA ®OPMA
Tabnerka.

Bana wia rourd 64ana, KpeIiia, AROHHOM3MbKHANA TablleTka ¢ HAIOTHC OT eHATA CTpaHa! "CF2", ot apyrara
cTpaHa e 6e3 Hajnue, ¢ AuaMersp 11 mm.

4. KIMHHYHH TAHHH
4.1 TepanesTHYHHE NOKAIAHAN
JleueHne Ha eCeHIMANHA XHTIEPTOHHA NIPH BB3pacTHH.

JupoHopM € TIoKa3as KaTo 3aMeCTHTENTHA TepalHs NPH Bh3PACTHH MAUHCHTH ¢ KPbBHO HALINAHE, 4/1ICKBATHO
KOHTPOSHMPAHO ¢ MU3UHONIPHUA H AMIIOAWITHHE, NPHIATaHK CAHOBPEMEHHO NPH CBHHIOTO HUBO Ha NO3UPAHE.

4.2 [lo3aposka H HAYHH HA HPWIOKEHHE

EO3HQOBK&

TpenopryuTenHaTa 03a ¢ eAHa Ta0aeTKa JHEBHO. MaKcMMaHaTa AHeEHA 1034 € e1Ha tabnerka. [To mprAmIMT,
NeKapCTBEHHUTE MPOAYKTH ¢ (PHKCHpaHa J030Ba KOMOMHALA HE Ca MOAXOAMNIA 33 HAYa/IHA Tepanud.
JlApoHOpM € INOKa3aH Camo 3a NAlMEHTH, OPH KOWTO ONTHMAJHATA HORABPXKAMIA 033 HA JIH3HHONPHI H
AMJIOQHITHH € THTPEpaHa chOTBeTHO Ha 20 mg | 5 mg.

AKO ¥Ma HEOOXOHMOCT OT KOPHTHPAHE Ha O34T, TpaGsa 1a ce oOMHCIM 103080 THTPHPAHE HA OTALHHUTE
KOMIIOHEHTH.

Creyuaanu nonyaayuy

bvbpeunu yepeocoanus
3a /la ce oNpeneNH ONTUMANTHATA HAYATHA 1033 W NOALDIKAILATA 1032 NPH NanmeHTH ¢ G50peuHo yBpexknaue,
TpaGBa A2 GBle NMPOBENCHO MHIMBHAYANHO THTPHPAHE 33 BCEKM MALMEHT KATO c€ H3MOa3Ea CBOGOIHA
KOMOHHAIIMA OT JH3HHONpPHI M amilojunuH. Ilpocnenssane Ha GhOpednaTa dyHkUMA, CEPYMHHTe HHBA Ha
KANMA W HATPHA [0 BPEMe Ha Tepamus ¢ Juponopm. B cnyuail Ha napymasane Ha GuGpeunara QyHKuus,
TpHIOKEHHeTO Ha JupoHopM TpsaOBa fa Gbae MPeKpaTeHo ¥ 3AMEHEHO ¢ Tepard C aICKBATHO OMNPEC/ICHH
11031 Ha OTZETTHHTE KOMIIOHEHTH. AMIIOZIMITHH HE Ce JHAJIU3HPA.

Hepnoopobro yepeoicoare
He ca ycraHOBeHH IperniopbKy 3a J03HMpaHe IPH HALMEHTH C JICKO J0 YMEPEHO He
CIIeIOBATENHO, M30OPHT HA AO3HPOBKA TPsOBa lia ce TIPaBH BHEHMATEITHO H /1a ce 3aI10
JO30BHA IHaNa30H (BX. TOUKH 4.4 u 5.2). 3a na ce HaMepH ONTHMAIHATA HAYaJIHA 10



L ey

HPH NAaUHeHTH ¢ 4epHOApOOHO yBpexnaHe, Ao3aTa TpsGBa na Obae HMHIHBHAYATHO THTPHpaHa TPH TE3H
TIALAEHTH, H3NOI3BARKY OTHE/HHTE CHCTABKH HA KOMOHHALMATA IM3HHOIIPH H AMJIOJIHITHEH.

(dapMaKOKHHETHKATa HA AMIIOJMITHH HE € OpOyUBaHa MpH TEKKO YepHOaApobHO YBpenaaHe. AMIIOJHITHH
TpaGea fna 3anouHe ¢ Hali-HMCKATA [103a H Ja C¢ THTpHpa GarHO YIPH TAIHEHTH C TEXKO 4epHOAPOGHO

yBpex/aHe.

Heduampuuna nonysayus (<18 zodunu)
Be30nacHOCTTa K epHKACHOCTTa Ha JIHpOHOPM NPH Jielia K IOHOWIH 107l 18 roauHy He ca Ipoy9BaHH.

Cmapuecka év3pacm (>65 zo0unu)

JI03HpOBKATA PH TAIUCHTH B HAIIpeHATA BH3PacT TpiOBa Aa Gbae sHrmMarenta. IIpn KIHEHIHH H3TUTBAHNS
HAMa MpOMAHA Ha npodmuTe Ha edrkacHOCT HIH 6e30MacHOCT HA AMJIOTHITHH WM TH3HHOMPHA, CBBp3aHa ¢
BB3pacTTa. 3a a ce OTKpHe OINTHMAHATA TOLAbPXKAIA 032 32 MALHCHTH B HANPeHANA Bh3pact, TpAGRa na
6bIe MpoBEASHC HHAHBHAYANHO THTPHPAHE 33 TAX, KATO Ce H3MON3Ba ceoBGoHaTA KOMOHHAIMA OT TH3HHOIPHI
¥ AMJO/THIIHH.

Haunn Ha npriioxenne
3a nepopayHO NPHJIOKEHHE,

Tt KaTo XpaHaTa He BiAse Ha aGcopSumara Ha NpoAyKTa, JIAPOHOPM MOXE [ia C¢ MpHEMa HO3ABHCHMO OT
XPaHeHeTo, T.¢ IIPE/IH, MO BpeMe M CITe/l XPaHEHE.

4.3 [IporABONOKA3AHAN

Cevpszanu ¢ mzuHoOnpUR.

- CBpPBXYYBCTBHTEAHOCT KbM JIH3HHOMPHN WIM KbM HAKOH apyr HHXHOGWTOp HA AHTHOTSH3WH-
kousepTHpamms enzuM (ACE).

- AnamHeza 32 aHTHOeEM, CBED3aH ¢ npemumta reparma ¢ ACE HHXAGHTOP.

- Hacneacrses WIH UFHONATHYCH AHTHOCASM.

- 2-pu 1 3-TH TpEMeCTBP OT GpemenHocTTa (K. ToukH 4.4 1 4.6).

- EpuoBpeMennaTta ynotpefa Ha JIMDOHOPM C ATHCKHpEH-CHIBPKAIIM MPOAYKTH € MPOTHEONIOKA3AHA
IpH NALMEHTH ChC 3axapeH auaber wi Gu6pedno yspexnane (GFR < 60 mi/min/1,73 m?) {BK. TOYKH
45u35.1).

- ComsIcTBama ynotpeba TpH Tepamms cbe cakyGuTpwi/ancapraH. JIMpoHOpM He TpabBa ma ce
3aMouBa Io-paHo or 36 4aca cel MoceaHaTa fo3a caKyOHTPHIV/BancapTaH (BXK. CBIIO TOHUKH 44mn
4.5).

Cebpsanu c amaoounuy:
- CBpPBPXYYBCTBHTEIHOCT KbM aMIIOAMIHE HIH KbM HAKOHM APYTH IPOH3BOMHE Ha HXHAPOIHPHIIHH.
- Texka XMIOTOHMS.
- ok (BKMIOYHUTETHO KApAHOTEHEH OK).
- OGCTpyKipMd HA H3X0/Ia Ha 19BaTA KaMepa (Hanp. BUCOKOCTENCHHA aopTHA CTEHO34).
- XeMORMHAMHYHA HECTAGHIHA CHPACUHA HEIOCTATHUHOCT CHE/ OCTHP HHPAPKT Ha MHOKAp/La.

Cevpaanu c Juponopm.
BcHUKM TOpEONMCAHH [POTHBOIIOKA3AHHA, ¢BLP3AHH ¢ OTACIHHTE MOHOKOMIIOHEHTH C€ OTAHCAT H 3a
¢dukcupanara koMOuHalma J{upoHopM.

- CBpBXYYBCTBHTETHOCT KbM HAKOE OT IIOMOILHHTE BEMIECTBA, u36poenu B TouKa 6.1.

4.4 Cneuna/nd npenynpexienns B OpeANA3HE MeDKH OpE ynorpeda

Ipexynpe:xneHHATa 10 OTHOHIEHHE HA OTACITHMTE MOHOKOMIOHCHTH, ONHCAHH NO-HO
ynotpefara Ha $puxcHpaHara komOuHaims JJHPOHOPM.



BBB Bph2Ka ¢ JIMIHHOOPHIL

CUMRMOMAMUHA XURQIMORUA

CuMIITOMAaTHYHA XHMNOTOHHA ¢€ HaOmoJapa PAAKC NpH XHOCPTOHHYHH NALHEHTH 6e3z ycrnoxkHenws. [Ipu
MALHEHTH ¢ XUIIEPTOHUA NIPHEMANTH NH3NHONPWI, MOABATa Ha XHIOTOHHA € N10-BEPOATHA, AKO MALMCHTET €
ACXHAPATHPAH, HAIPUMEP TIPH JMYPETHYHA TEPANHA, HETa C OrPaHMYaBaHe Ha COJITA, AManu3d, JHApHA KK
NOBPBLINAHE, HIH TEKKA PeHHH-32BACHMA XMTIEPTOHHA (k. TouKH 4.5 1 4.8).

TIpy NALMEHTH CBC CBHPAEYHA HENOCTATHYHOCT, Che WM Oea 6pOpedHa HEAOCTATHYHOCT, © pabnogapana
CHMIITOMATHIHA XHIIOTOHHMdA., TOBAa € HAi-BEPOATHO ja Ce CAyud NpPH NaOMCHTH C TeXKa ChpIciha
HEJIOCTATBYHOCT, B PE3yJITAT Ha YNoTpebara Ha BHCOKH J03M OPHMKOBH AWYPETHLH, XHIIOHATPHEMHS HIIH
yepeneHa GuOpeuna dynxrpa. [IpH nauMedTd ¢ DOBMINEH PUCK OT CHMOTOMATHYHA XHIQTOHHA TpabBa
BHHMATEHO Aa Ce CJIeAM HAYaIOoTOo HA TepaliiiATa H KOPEKLHATA Ha J03aTa. TToaobum choBpakeHHA BAXKAT H 34
NAIMeHTH ¢ HCXeMHYHa 5OJeCT Ha ChpPIETO HIH MO3BYHO-CHAOBA BONECT, py KOMTO PAKOTO CriajaHe Ha
KPBHBHOTO HAIAraHe MOKe N1a (oBee A0 HHbapKT Ha MHOKap/a HIH MO3BMHO-CHAOB HHIHICHT.

AKO Ce NOSBH XMIOTOHHS, NAUMESHTHT TpaGBa Aa 65le MOCTaBeH B JIETHANO NMOJIOKCHAE H, aKo € HeoDXO0IHMO
[ Cé HANpaBM MHTPAaBeHO3HO BIMBAHE HAa HOpMaieH (u3HONOTHYEH pasTeop. [lpexoneH XHTOTOHWYEH
OTrOBROp HE € TIPOTHBOINOKA3aHHE 3a M0-HATaThIIHO J03MPaHe, KOETO MOXKE Ja Ce OCBINECTBARA QOMKHOBEHO
6e3 3aTpyAHEHMs, BEIHATA IOM KPBBHOTO HAlArane Ob/ie TMOBHIIEHO CIIEA YBeNHIABAHE HA BETPECHAOBHA
obem.

IpH HAKOH NAIMEHTH CHC ChpAeIHA HEAOCTATEYHOCT, KOMTO HMAT HOPMAIHO HJIH HHCKO KPBBHO HAJLATAHC,
MOJKEe Aa C€ HOABH AOMBIHHTENHO NOHHKABAHE HAa CHCTEMHOTO KPBBHO HandAraHe NpH TpHAaraHe Ha
msaHonpwL. TosH edexr € 09aKBaH M OGHKHOBEHO HE € IPHYMHA 32 NPEKPATABAHE Ha JICYCHHETO. AKO
XHIIOTOHHATA CTAHE CUMIITOMATHIHA, MOXKE JIA C& HAJIOMH HaMan:ABaie Ha A03aTa HIH CTTHPAHe Ha NCHMEHHETO ¢
JIH3HHOIMPHIL.

Xunomonus npu ocmep un@apxm wa Muoxapoa

Jlegenne ¢ mMmMHONPRT HE TPAOBA Aa ce 3arouBa IPH HALMEHTH C OcThP AHGApKT Ha MHOKApIA. KOMTO ¢a
M3I0KEHH HA DPUCK OT I[10-HATATHIIHO CEPHO3HO BIOWIABAHE HA XCMOJHHAMHKATA NPH JICYEHHE C
pazoaunaTatop. ToBa ca nalMeHTH Che CHCTOMYIHO KPpEBHO Hanarane 100 mmHg wis 0- HHCKO, HIH TAKHBA C
KaparoreneH mok. ITpes mupeite 3 nuu cien nHGapkra fozarta TpaOBa fa GbNe HaManeHa, ako CHCTONHYHOTO
KpbBHO Haisrase ¢ 120 mmHg win no-mucko. ToaabpkanmuTe 034 TpA6Ba 1a 6B1AT HAMATEHH A0 5 Mg HiH
BPeMEHHO 70 2,5 mg, ako CHCTOMHYHOTO KpbBHO Hawirake e 100 mmHg WM no-HKCKO. AKO XHMIIOTOHMATA
nepcHcTHPa (CHCTONMYHO KPBBHO Hanarane mo-Hucko ot 90 mmig 3a moeeve ot 1 qac), IPANAraHeTo Ha
JBH3HHONPHA TpAOBa [a ce NpeyCTaHOBH.

Cmeno3a Ha aopmuama u MUMpaIHama KIana/xunepmpoguuna KapougMuenamus

Kaxro npe apyrute ACE wHxuOUTOpH, TM3MHOTIPHI Tpa0Ba fna ce Npwiara ¢ BHAMAGHHWE NPH NALMEHTH Che
CTeHO3a Ha MHTpAlTHaTa KiIama H OOCTPYKIMA HA H3X0ja Ha J1ABara KaMepa, KaTO aOpTHA CTeHO3a HIH
XMIIepTPO(YHIHA KApIHOMHOIIATHS.

Dubpeunc vepeswdane
B cayuan Ha 656pedHo yepekaaHe (KpeaTHHHHOB KIHpbHC <80 ml/min), HavanHaTa 1032 JTH3HHONPHII Tpabea

na Gpje aganTHpaHa B 3aBMCHMOCT OT KPEATHHMHOBHS KJIMPBHC HA2 HalHeHTa H B 3aBHCHMOCT OT
TepaneBTHYHHA OTrOBOP KBM JieYeHHeTo. PYTHHHOTO TpOCTEAABAHE HA KanHsd H KpeaTHHHHA € 9acT OT
o0MyaifHaTa MEMIMHCKA TIPAKTHKA MPH TAKMBa NauMeHTH. IIpH MAuMEeHTH ChC CBPNCYHA HEAOCTATBHHOCT
XMIOTOHHATA, KOATO € B Pe3yNTaT Ha HadanHata tepamus ¢ ACE unxuGuropn moXe Za JoBelie 10 HAKOH
TO-HAaTATHIIHM YBpexiaHHd Ha ObOpeusara ¢ymxmus. [oxragsaHk ca ciydad Ha octpa 6n0Opeuna
HEJIOCTATBYHOCT, KOATO 0OMKHOBEHO € obparTHMa.
[Mpu HAKOH mauHeHTH ¢ §unarepanHa OGrOpedna aprepHajiHa CT€HO3a WIIH ChC CTCHO3a HA aprepidaid KbM
eauscTeeH Gp0pek, KoHTO ca GHJIH JieKyBaHM ¢ HHXHOMTOpH HA aHTHOTEH3HH - KOHBE -/v, AUt 9 N
TORERS ¥

HaONIoAaBaAHO NOBMHIABAHE HMBOTO HA YPESTa B KPHLBTA M Ha CEPYMHMs KPEATHHHH, KORRD @OHK]
ofpaTMMO fipH INpeyCTAHOBABAHE Ha TepanHATa. ToBa € TMIO-XapaKTepHO 3a MK
HenocTaTbuHocT. TIpH HanHyHa peHOBacKy/lapHA XMIICPTOHHA CbIIECTBYBA TOBHIIE
XMNOTOHHA KM OBOpeuHa HeNOCTATBUHOCT. IlpH TakuBa NANMEHTH, J€UEHHETO TP. %
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BHMMATEIHO JIEKAapeKo HAGMOASHNE ¢ HICKM JO3H ¥ BHMATE/IHO THTPHpaHe Ha Jo3uTe. THH KaTo ICICHHSTO ¢
JHYPETHIH MoXe 1a Obae (akTop, NONpUHACAIN 33 TOBA, TO JIEUEHHETO He TpabBa fa Ce NPOXBIKABA, a
GnOpegnaTa ¢yHkuMs € neobxomumo fa ce HaOmoNaBa Mo BpeMe Ha ITHPBATA CEAMMLIA HA JIH3HHOTIPHA
TepaIHATa.

HskoH XHIEpreHIWBHH MallieHTy Oe3 IaHHM 3A NPETHPNSHO DeHoBacky/lapHo 3afonfBaHe ca pasBHIH
TIOBHIICHH HMBA B KPbBTA HA ypes U CEPYMEHH KPEATHHHH, KOWTO 00HYaiHO ¢a He3HAYWTENHA i OTHIyMABAT,
0co0EHO KOTaTO JTH3MHOTIPHA ce MPHIAra yCnopemHo ¢ AHYPEeTHK. ToBa € Mo-XapakTepHO 3a NMAHMEHTH ¢
npekapaHo 6u0peuyno yBpexnane. Moke Nia ce HANOXKH HaMA/MBAHE HA 038T4 WK CIIHPAHE HAa THYpPCTHKA,
H/HITH JIEYEHHETO © JTH3HHOMPHIL

Tpu ocTEp MHOKapAeH HEGAPKT JIedeHHeTO ¢ JIH3HHOTIPHA HE TpAGBa ma 6be 3a1109BaHO NPH MALHEHTH C
nokasaHa Gubpedra AHChHYHKIIA, ONpEEIeHa KATO KOHIEHTPAIMS Ha CepyMEH KpeaTHHHH HaBHIasaia 177
micromol/L w/wu npoTennypus nanpHmasama 500 mg/24 yaca. Axo ce paseue GuOpeuna aHCHYHKIMA MO
BpeMe Ha JIeYeHHETO C JIM3HHOMPHN (KOHLCHTPALMA Ha CEPyMEH KPEaTHHHH mpepHuiaBaima 265 micromol/L.
WIH XB& ITHTH TI0-BHCOKA OT TaiH OpPENH JEUYSHHETO), TOTABA JIEKApAT TpsOBa fa OOMHCIIH CHHpAaHEe Ha
NEUCHHETO C JIM3HHONPHIL.

CaprXyyecmeumenHoCny aHzuoedem
Jloknaaeany ca peAKM Clydad Ha aHrvoeleM Ha JIHIETO, KpaHHMIMTe, YCTHHTC, €3MKA, IIIOTHCA WM

napunkca. Tol ce HaOmofaBa PSAKO TPH TAUMEHTH NEKYBRHH € AHTHOTCH3HH-KOHBEPTHpailuid CHIMM
HHXHOMTOPH, BKIIOYHTEIHO NH3HHONPHA. ToBa MoXe Aa ce CJIyYH IO BCAKO BpEME Ha TepanHATa. B TakHBa
cAysad, TCpAmUsTa ¢ JM3KHONpWI TpAOBa na OBJc mpeycTaHOBEHA BeJHAra, KAaKTO H Aa C€ NpEAnpueMe
TOJIXOASAINO JICYCHHE ¥ pocefspaHe Ha NALMEHTHTE, 33 Ia ¢¢ OCHIYPH ITH/IHO MPEMaxBaHe Ha CHMITTOMHTE
npeau naipenture Aa Obaar uanAcaHd or Gommuua. Jope B CiyuauTe, KOTaTo € 3aCErHAT CaMo C3HKA Oe3
PECTIMPAaTOPEH AHCTPEC, MalMeHTHTe TpABBa NPOIBJKHTENHO Aa ObIaT HAOMOaBaHH, Thi KATO IEUSHHUETO C
AHTHXMCTAMMHH M KOPTHKOCTEPOHIH MOXKe [1a ce OKayke HeJOCTATEIHO.

Maoro paaKo ca NOKTa/IBaHH GaTATHH CJTYYaH B PE3Y/ITaT Ha AHTKOSIeM CBBP3aH C OTOK Ha JapHHkca Wik Ha
esuxa. [Ipy 3acernary e3ux, IIOTHC WIH JapHHKC, 0OMKHOBEHO Ce CTHTa AO 3amyNBaHEe HA BB3TYXOHOCHHMTE
MHTHIIA ¥ € 0co0eH0 XapaKTepHo NPH NAIMeHTH ¢ dHAMHE3a 34 MPETHPILAA ONepalikd Ha BR3IYXOHOCHHTE
meTHIIA. B Tesu ciyvau Tp6Ba ga Obic HasHauyeHa creinHa Tepanmud. Ta MOMe Aa BKIIOYBA NPUAIAraHe Ha
aNpeHATHE W/HIH NOAXBPKAHE H3 Bb3IyXOHOCHATE ITBTHINA OTBOpeHH. [TanmeHTsT Tpa6Ba na ce rabimrozaBa
BHHMATESITHO A0 ITRJAHO H3Ye3BaHCe Ha CHMITTOMHTE. annﬁmopm HAa aHTMOTEH3HH-KOHBCPTHpANINA CH3IHM
NpeAM3BHAKBAT NO-YECTO AHTHOSAEM IIPH NTalMEHTH OT Y€pHATa Paca, OTKONKOTO [PH NalMEHTH OT ApyrH pacH.
TTazMenTH ¢ aHaMKe3a 33 AHTHOEEM, HecBhp3aH ¢ Tepamus ¢ ACE HHxn6HTOP, Ca H3T0XeHH Ha IMO-BMCOK PHCK
npu npuemasero Ha ACE uaxnGurop (Bxk. ToUuKa 4.3).

CemsreTBaiara ynorpeba Ha ACE wuxuGHTOPH ChC CaKyOMTpHI/BancapTad ¢ MPOTHBONOKa3aHa NOpalH
TIOBHIIEH PHCK OT aHTHOezAeM. Jledenue che caKyOMTpH/BancapTal He TpaGBa Jia ce 3a04Ba IO-paHo OT 36
qaca clIe]| TOC/eaHATA 1033 IM3HHOMPHIL. JleyerHe ¢ Iu3uHONpII He TpAGRa Jla ce 3aIoTBa No-paHo oT 36 4aca
Clle]l MOCNEHATR 1032 CAaKyOHTpHIL BAcapTaH {BXK. ToUkH 4.3 1 4.5).

CenpreTBamara ynorpeba Ha ACE unxuburopu ¢ panexagorpui, mTOR HHXMOMTOpE (Hanp. CHPOIHMYC,
EBEPONTUMYC, TEMUPOIMMYC) M BIIIATTMIITUE MOXKeE A3 IOBEJE IO NOBHINCH PUCK OT aHTHOES/EM (Hamp. 0TOK
Ha IMXATE/THHTE THTHINA M/TH S3HKA, ChC WK Oe3 HapyHIeHHe Ha Jrmanero) (k. Touxa 4.5). Heobxomumo ¢ na
ce NOMXOMH ¢ MOBHIIEHO BHMMAHHME, KOTAaTo € 3amoupa nedenue ¢ pauexagorpmwi, mTOR naxuburopn H
BHIATMITHH OPH NALEeHT, koiro Bede npHemMa ACE umxubuTop.

Anaduaarmonudnu pe U NPU XEMOOUGNUIHY NAYHEHMY

JloK1a[BaHH Ca C/IY9aH HA aHa(pWIAKTOMIHH PEAaKuMd NpH NanMeHTH Ha APajik3a ¢ BHCOK (uIyKC Ha
membparmre (Hamp. AN 69) 1 TuTpHpann enporpemento ¢ ACE unxuGurop, [Tpu TakuBa natmenTy Tpatba 1a
ce oOMHCIM ynotpeba Ha APYT THI AMATH3HH MEMOpaHM wiH NPUIATAHe HA APYT KIac aHTHXMIECPTEH3IHBHO

NEKapeTBO.

Anagunaxmoudnu peaxuu no epeme Ha aghepesa HQ NMONPOMEURUME C HUCKA NTLIIHOCH
Paako, naupentn npHeManu ACE uHxuOuTOop mo BpeMe HAa HHCKO-TUTBTHOCTHA
aepesa ¢ ACKCTPaHOB cyndar, ca IpeTbpNeNH KHBOTO3aCTPAIIABAIM aHA(MI
peaxuuy ca H3bersarv upes BpemeHHO crikpade npueMa #a ACE unxuburop npens




Hecencubunuzayus

Mamuenrn npuemamyu ACE mexuGHTOpPM MO BpeMe Ha NECCHCHOWIM3HpaUlo JieyeHue (Hamp. OTpOBAa Ha
HMNOKPHIM HACEKOMM) Ca IIpeThLPreny aHaQHIAKTOMIHH peakuyH. I1pH CHIHTE NAlMEHTH, TE3H PeakiyH ca
u3bernary, koraro ACE uaxuOuropHTe ca BPeMEHHO NMPEYCTAHOBSHH, HO €A C€ MOABHIIH OTHOBO CIy4anHo
MOBTOPHO MPHIICKSHHE HA JIEKapCTBEHHA NPONYKT.

Yepnoopobing yepescdane
MHoro paake ACE aHxuGuTOpHTE ce acOLBHpaT ChC CHHAPOM, 3aIi0%BAll ¢ XONECTATHYHA JKBJITCHANA WK

XENaTUT MPOrPeCcHpaI Ao 3acTpamaBaimia HeKpo3a H (MoHAKora) CMBPT. MexaHWsMET Ha TO3H CHHIIPOM HE €
acer. TlameHT#, KOMTO NPHEMAT JIM3HHONPHI W Pa3BHBAT XHITCHUIA WIH WMAaT MOBHMIICHH HHBA Ha
yepHOAPOoOHHTE €R3UMH TpAGBa Ja NpPeyCTAHOBAT MpHeMa Ha JTHIHHONPHI M ja NOMyHar MHNOIXORALo
MEHLIHHCKO JCUCHHE,

Heymponenus/aepanyrouumoza

JlokafipaHd ca Cclyda¥ Ha HeyTPONeHHA/arpaHynoIMTOo3a, TPOMOOLMTONCHHS H aHCMHA NpH NAlHCHTH
npuemamss ACE HHXn6uTOpH. HeyTponenus, npy NauyeHTH ¢ HopManHa OpOpedna QyHKums, Be3 pyru
yCnoxHABaM QaxkTopu, ce ciyusa pagko. HeyTpomenmara ¥ arpaHyfouMrosara ca ofpaTiMH TIpH
npeycranossBane npuema Ha ACE urxuOGHTOpA.

Jusuponpun TpsGea na 6pAe M3MON3BAH C TMOBHIIEHO BHHMAHHE MIPK MMAHHEHTH C KOIAreHO BacKynapHO
3a60/19BaHe, IMYHOCYNPECHRBHA TEPanus, JCUeHHe ¢ ANOMYPHHOI KWIH NIPOKAMHAMHL, HIIH KOMOHHALHA OT TE31
yCAOKHABALIH (aKTOPH ¥ 0cOGEHO TPH CHIIECTBYBAILO IIpe/il yRpexane Aa 6x6peanara Gynkuus. Hakou ot
Te3H TAUKEHTH Pa3sBUBAT CEPHO3HH HH(EKIUMH, KOHTO B Masbk Opo#f CoydaH HE OTTOBAapAT Ha HHTCH3HWBHA
aHTHOHOTHYHA Tepamms. AKO JIH3HHONPHI C€ M3M0/I3Ba OT TAKMBA MALHCHTH, IPETNIOPBHYBA C€ MCPHOAHICH
MOHHTOPHHI Ha 6pos Ha NeBKOLMTHTE U NAIMEHTHTE TPAbBa A2 ObAaT HHCTPYKTHPAaHH Aa cHLOOIIABAT 3& BCEKH
NpH3HAK Ha HHPEKIHS.

[aoiino Groxupane na penun-anzuomensun-andocmeponosama cucmema (PAAC)

MMa AaHHu, 9 eTHOBPEMEHHATA yroTpeba Ha ACE umxuburopy, anrHotensnH [l-perernrtopau GI0KepH WK
ATHCKAPEH TIOBHMIIABA PUCKA OT XHIIOTOHHS, XWIIepkalMeMus H Hamanisaie Ha Onbpednara byHKUMA
(BKMOUMTENHO OcTpa 6B6peuna neaocraTsusoct). [lopaan Tosa He ¢ Ipenopbuea ABOHHO GNOKHpaHe Ha
PAAC upes xoMbunnpanara ynorpe6a na ACE nuxuburopn, anruorersu II-penentopan GIIOKepH WIH
amuckupeH (BX. ToukM 4.5 u 5.1). AKO ce NpeueHH, Ye TepanmmaTa ¢ JABOiHO GrokHpaHe © abcomoTHO
peobxozuMa, ToBa TpabBa na craBa caMO N0J HabMOAEHHETO HA CHEHHMAACT H TIPH YECTO BHHMATEIHO
mMouHTOpHpaHe Ha OGs0peuHaTa QyHKINS, ENEKTPONHTHTE H KPHBHOTO HAJIATAHE.

ACE unxu6utop u anrroTeHsHH II-peuentopru Gnokepd He TpabBa Ja ce H3NOUI3BAT €JHOBPEMEHHO IpH
mauMeHTH ¢ AuxaberHa nedponarua.

Paca

HHxuburopHTe Ha aHTHOTEH3WH-KOHBEPTHPAmids €H3MM IIPHYHMHABAT MMO-BHCOK DUCK OT QHTHOCLEM IIpH
YEPHOKOKH TIALHEHTH, OTKOJKOTO MPH HEYEPHOKOXKH MAlIHEHTH.

Kakxro u npu apyrere ACE mHxuOuTOopH, JTH3HHONPHI MOXE A3 OK&KE no-cnab edekT 3a MoHWwkKABaHE Ha
KPHBHOTO HAJSIPAHE TIPH YEPHOKOMH NMAMEHTH, BEPOATHO NOpaju NpeobiajapaHe Ha MO-HHCEK PEHHH MPH
XUTICPTCH3UBHA YCPHOKOXKA TIOTY AL,

Kawnuya

Hma crobmenns 3a kamuinna npu ynorpebara Ha ACE uaxuburops. Xapakrep#sHpa ce ¢ T0Ba, e KallIHiaTa
He € IIPO/YKTHBHA H OTIIyMSABA NPH crpaHe Ha Tepamusra. ACE wHxuHOHTOp - HHAyIMpaHa KamunuLa Tpabea
Ia GbJe oTYETEHA KaTO YacT OT AudepeHIHAIIHATA THATHO3a HA KAULUTHLATA.

Xupypeus/anecmesua:

XHIIOTOHHS, JH3MHONPHI Moxe Na Gnokupa BropudHo anrvorensdH II ¢opma
0cBOGOKIABAHE HA PEHMH. AKO Ce MPOSBH XHMOTOHHA H TA C€ YCTAHOBH, He € Pe3ynTs
TOBA MOMKE [Ia O¢ KOPHI'HpA Ype3 YBE/IH4aBaHe Ha BETPECHI0BHA 00eM.




Xunepranuemus
ACE AHXMOMTOpHTE MOTAT A4 MpPSAM3BHKAT XWNEepKanHeMHd, ThH Karo HHXHOHpAT 0cBOBOXNaBaHETO HA

anaocrepos. EQexThT 0GMKHOBEHO He € 3HATMTENEH NpH NalMeHTH ¢ HopManHa 6b0peuta byrxups. Obaqe
TIPH NAUHEHTH ¢ Hapyniena Gu0peuna QyHximsn, 3axapeH uabeT Wi OPH MAUMCHTH NPHEMAIIM XPAHHTSTHA
N0GaBKH, CHEBPXAIIH KanHil (BITIOYHTE/THO 3AMECTHTENH HA CONITA), KAIHH-CHXPAHABAILA AUy PETHIH (Hanp.
CHHPOHONAKTOH, TPMAMTEPEH WIM aMHJIOpHI), KaKTO M TAKHBA NMAIMCHTH MpHEMAOIM /EKapcTBa, KOHTO
NOBHIABAT CEPYMHHs KANHIA (Hanp. XenapHH, TPUMETONPHM Wil KOMOHHALMATA KO-TPHMOKCA30]1, H3BECTEH
ChINO KATO TPHMETONPHM/CYN(aMeToKcason) H ocobeHo aHTarOHHMCTH Ha anJIoCTepPOHa MM aHIMOTCH3HMH-
peuenTopHE GJOKepH, MOXe Ja PBBH3HAKHE Xunepkanuemnd. Kangi-ChxpaHABallATe AWypETHLIH H
AHTHOTEH3KH-PelleITOpHITe GroKepH TpAGEA Ja ce TpHUIaraT BHHMATENHO Iy naumeHTty, npuemaiy ACE
HEXMOUTOPR. AKO €HOBPEMEHHATA ynoTpeba Ha NMOCOYEHHTE JIO-TOPE AEKApCTBa CE CHHTA 33 MOAXONAMIA,
TpaGBa Ia ce TPOC/IEAABAT CEPYMHHA Kanuii u Gb6peunata GyHKMA (BXK. TO9Ka 4.5).

Huabemuyy
Hpu zrabeTHIH NeKyBaHH C OPATHH aHTHAMAOCTHIHH CPEACTRA Wi BHCYIIHH € HEOOXOMAM peloBeH KOHTPON

npe3 mepBHs Mecel ot JedeHHero ¢ ACE uuxubuTop (Bx. To4Ka 4.5).

Jumuii
B HOBE4€TO CIIyuayu KOMOHHAMATA OT JIHTHI H TH3WHONPH He ce TpeNnopbyBa (BX. To4Ka 4.5).

bpemennocm
Iprem Ha ACE uHxuOHTOPH He Tpa6Ba Aa ce 3an0uBa o BpeMe Ha GpeMeHHOCT. C M3KIFOYCHAE HA CITy1auTe,

Koraro npoabmkasane Ha jedenuero ¢ ACE uHxuOHTOp ce cuMTa 33 BaXKHO, NALMEHTHTE, KOWTO [LIaHHpaT
GpemeHHOCT TPAOBA 3 NPEMHHAT HA APYTO AHTHXHIIEPTEH3HBHO JIEYCHHE, KOSTO € ¢ YCTaHOBEH Mpodui Ha
6eaonacHocT NpH Gpemennoct. [Ipy ycTaHoBABane Ha Gpemennoct, nedenuero ¢ ACE unxuburopn 1patea
He3a6aBHO Aa Oble COpSHO B AKO € NoAXoAswo, TpA0ra Ja 3anouHe ICYCHHE C APYTO CPEACTRO (Bx. ToukH 4.3
H4.6).

B1E BpBb3Ka ¢ aMIQIHITAH
He ¢ ycraHoBeHa 6e30macHOCTTa H eeKTHBHOCTTA HA 3MJIOHIIHH NPH XHIICPTOHHYHA KPH3a.

Cbpoeyia HeQoCmampYHoCcn

TlanHeETHTe CHC CHPACTHA HENOCTATHYHOCT TpAbBa ma ObOAT JeKyBaHH ¢ BHMMaHHe. B amarocpodHo
aue60-KOHTPOMHPAHO NMPOydBaHe NPH MAUMEHTH C TeXKa crpAedHa HepoctaThaHoct (wiac III u IV no
NYHA), crobmaeanara yectora Ha Genoapober oTok e 6una mo-BHCOKa B PYNATa, JCKYBaHa ¢ aMJTOAHIHH,
OTKOJKOTO B IuiarieGo rpynara (K. Touka 5.1).

BroxepHTe Ha KAIMEBATE KAHATH, BKIIFOYHTEIHO AMIOAMIIHH, TpAOBa la C& U3NOA3BAT ¢ NOBHIIICHO BHUMAaHHe
TIPY NAUWEHTH ChC 3acTOMHE CHPACYHA BEAOCTATHYHOCT, TH KaTO T MOTAT Aa YBeAWSaT pHcka ot 13811
CBHPASYHO-CHAOBH HHUWASHTH H CMBPTHOCT.

YeprnoOpobro yepesicoare

TTpy NALMEHTH ¢ YBpeieHa YepHOAPO6HA PyHKIMSA, MOMYKHBOTHT Ha aMIOJMITHH € YABIDKCH H CTOHHOCTHTE
Ha AUC ca no-BHCOKH, TIPETIOPEKHTE 3a N03MpaKe He ca ycraHoseHH. Ciie/l0BaTeNHO, AMIOJMIIAH TPAGEa 1a ce
3aNo4He ¢ Hall-HMCKaTa A03a OT J030BHS [MAra3oH M ¢ HeoOXONMMO MOBHIICHO BHHMAHWE, KAKTO IPH
3alouBAHE Ha JIEYEHMETO, TAKA M NpH TOBMIIABAHE Ha f03aTd. TIPH MALWEHTH C TEXKO 9ePHOAPOOHO
YRpeXIaHE MOXKE 113 Ce H3MCKBA 0AaBHO THTPHPAHE HA JI03aTa H BHUMATERHO HAOMOACHHE.

Cmapueckg ev3pacm
IIpu HanpeaHana BH3pACT, YBENHYaBAHETO HA A03aTa TPAGBa Ja C€ M3BHPINBA ¢ MOBMINECHO BHUMAHHE {BXK.
toukn 4.2 0 5.2).

Bvbpeuno yepexcoane
[Ipy TAKHBA MALMEHTH aMJIOAMIIMH MOXKe Aa Ce H3Moi3pa B Hopmannu nosd. [Ipg
KOHUCHTPAIHE HA aMIOJHMIIHH HE Ca CBLDP3AHM ChC cTemeHTa Ha GBOpedH0 yBpemaHE.
AHANM3ADA. AREAY




Bxe Bphikac OHOPM
To3H NekapcTBeH TIPOAYKT ChEbpIKa No-Maiko oT 1 mmol satpuii (23 mg) Ha Tabnerka, T.¢. MOXE Ja Ce Kaxe,
9¢ IPaKTHYECKH HE CHABPKa HATPHH.

4.5 BaanmofelicTREE ¢ IPyTH JekapcTBeHE NPOAYKTH B APYrRE GopME Ha BlaumMoAekcTBRE

BaaumMonelicTBHA. CBBP3AHE C THIHHONPHA

Anmuxunepmen3zusnu cpeocmsa

EnnoBpemMenHaTa yTNoTpeOa Ha JH3HHONPHI ¢ APYTH aHTHXHICPTCH3HBHHA CPENCTBA (HanpUMep rIMUEPHIIOR
TPHHHTPAT, APYTH HUTPATH WIH APYTH Ba30/{HIATATOPH) MOXKE TOIHIHHTENHO AA TIOHIDKH KPHBHOTO HAJIATAHE.
JlaHHH OT KIHAWYAM TIPOYYBaHHA TIOKa3paT, He JBoiiHoTo O/OKHpane Ha peHWH-aHTHOTCH3AH-
anpoctepoHoBara cucrema (PAAC) upes kombummpanata ymotpe6a Ha ACE MHXHOHTOPH, AHTHOTEH3UH
Il-petienropEy G/I0KEPH WK ATIHCKHPEH Ce CBBP3BAa ¢ MO-BHCOKA YECTOTA HA HEXeEnaHy cu0OuTHA, KaTo
HANpUMEp XMIOTOHWS, XWMIEpKafAMeMHs M Hamanssane Ha OnOpeusara Qysxuus (BIIOTHTENHO OCTPA
66petHa HeAOCTATBYHOCT), B CPABHEHHE ¢ YNoTpeGaTa camo Ha eIHO CPENICTBo, AeficTeamo BBpXy PAAC (B
To9kH 4.3, 4.4 u 5.1).

Jexapcmea, xoumo mozam Oa noeuwam pucka om aHzUOCOoEM

CribTerBamara ynorpe6a na ACE MHXn6HTOpH che caKyGHTpH/BAJICAPTAH & NPOTHRONOKA3aHa, ThH XaTo
TOBA TIOBHIIABA PHCKA OT AHTHOCAESM (B, ToUKa 4.3 1 4.4).

CoisTeTamara ynotpeba Ha ACE mixn6urops ¢ uaxuturopu Ha mTOR (Hanp. TeMcHponuMyc, CHPOTMMYC,
€BEpOTHMYC) HWIH HHXHOHTOpH Ha HeyTpaiHaTa eHponenTuaasa (NEP HHXuGHMTOpH) (HANP. PAlEKafOTPUI),
HIH THKAHEH AKTHBATOP HA INIA3SMHHOIEH HIH BUWIIATTHITTHH MOXKe 12 IOBE/IC 10 MOBHIICH PHCK OT AHFHOCIEM
{BK. TOuKa 4.4).

Huypemuyu

AHTHXMIEPTeH3HBHUAT edeKT OOMKHOBEHO € ATHTHBEH, KOTATO KbM JICUCHHETO ¢ JIM3HHONPHI CC Ha3Hali
TepalTid ¢ AUYPETHK.

IMampeHTHTE, KOATO BEde MPHEMAT JHYPETHIM, H 0C00EHO Te3H, Ha KOHTO HACKOPO € HasHaueHa JHypeTHHHA
Tepanud, FOHSKOFA MOTAT [d M3MMTAT CHIHO TOHMKEHHE Ha KPBBHOTO HajATaHe npH pobaesHe Ha
AM3MHONPHL. BH3MOXKHOCTTA 32 [04B4 HA CHMITTOMATHYHA XHIIOTOHHA MOXKE Ja C& MEHHMI3HPA KATO C¢ CTpe
IpHeMa Ha IHYpeTHKA NPEH 3aTl04BaHE HA JISUEHHETO C IM3HAONpII (BXK. TOUKA 4.4 w Touka 4.2).

Kanueeu 00b6asku, Kaiuti-CoXpanasqiyu Ouypemuyu Wi Kanuti-coObPHCAU CONRE6U 3aMeCTMUment u opyeu
Aexapcmeq, Koumo Guxa Moziu 0a noGLUAM HUSAMA HA KAAUT

Bunpexu ue cepyMHUAT Kannii OOHKHOBEHO OCTaBa B PAMKHMTE Ha HOPMATHHTE M'PAHWLIH, PH HAKOH NALMEHTH,
JIEKyBaHH C JIM3HHONPHI, MOXe Jia BB3HMKHE XHIICPKaJMeMHA. VnorpeGata Ha KanHH-CHXpaHABalIH
AHyPeTHLM (HAMp. CIHPOHONAKTOH, TPHAMTCPEH WM AMIIODHJ), XPAHHTEIHH N0GaBKH WM ChAbPKAIIA
Kamii #iM KATHA-CHABPKALIIA 3aMEeCTHTENIH Ha CONTa MOXe Ja JAOoBe/ie IO 3HAYMTENHO MOBHIICHHC HA
CePYMHHA Kalhii, 0CoGEHO TNpH MAIMEHTH ¢ HapylieHa 6bOpeana QyHxums. Tpabea cpmo A o BHAMABA,
KOT&TO /TH3HHONPHJI C& MPHIIATA €JHOBPEMEHHO € APYTH CPEACTBA, KOHTO TIOBHIUABAT CCPYMAHS KATHI, KaTO
HANp. TPHMETONPHM M KO-TPHMOKCa30n (TPYMETONpPHM/CYN(aMeToKcason), ThH XaTo € H3BECTHO, He
TPHMETONPHM ICHCTBA KAaTo KalHii-CHXpaHABam| AuypeTuk Nogobmo Ha ammnopuz. Ilopaan ToBa He ce
NPEIIOPHYBA KOMGHHMPAHETO Ha JIASHHOMPHI ¢ rOPECIIOMEHATHTE JIeKapcTea. AKO € I0Ka3aHa CBIILTCTRAMA
ynotpe6a, Te TpaOBa Ja ce W3MON3RAT ¢ NOBHIICHO BHHMAHHE W IIPH YECTO MPOCTCsBAHE HA CEPYMHUA KaITHEd
(8. TouKka 4.4).

Luxnocnopun: Tlpu cemsrcrBama ymorpeba Ha ACE MBXMOMTOPH ¢ UAKIOCHOPHH MOXC /2 BBEIHHKHE
xunepkamemus, [Tpenoptysa ce pocneAsBaHe Ha CEPYMHMA Kamuii.

Xenapun: Tlpu cemsreTBama ynorpeGa sa ACE HHXHOHTOPE ¢ XerlapiH MOXC [1a Bb3
[Ipenopruea ce mpocieAdBaHe Ha CePyMHHA KamHii.



AKO JIH3HHOMPHI Ce PUJIAra ¢ KarHii-HeCEXpaHABAl JHYPETHK, AHYPETHIHO HHIYLPAHATA XHUIIOKATHEMHA
MOXKE /1A C¢ HAMAIH.

Jlumuis

OBpaTHMO TIOBHINABAHE HA CEPYMHUTE THTHEBH KOHUCHTPALMW H TOKCHYHOCT Ca AOKIA[BAHH M0 BpEME Ha
e/HOBpeMeHHO pwiarase Ha nuthii ¢ ACE rixuGurops. ExsospeMeHHaTa yUOTpeba Ha THASHIAHH JHYPOTHIH
MOXe 114 TIOBHIIH PHCKA OT JWTHEBA TOKCHYHOCT M /2 A yeemwun mpu ynorpeba na ACE HHXHOHTOPH.
Ynorpefara Ha MIHHONPWI ¢ JWTHH He CE NPEHOPEYBA, HO AKO CE NOKAXKE 4Ye KOMOMHMPAHETO MM ¢
He0OXO0MMO, CEpYMHHTE HHEA Ha JIUTHI TPAOBa fia 651aT BHHMATETHO IPOC/ICAABaAHH (px. TOuka 4.4).

Hecmepouonu npomugosvsnanumennu aexapemsa (HCIIBJIII), exmouumenno ayenuncaiuyunosa Kuceauna
>3 gloen

EnnorpemenHoTo npunarase Ha ACE MHXWOHMTOPH ¢ HECTEPOMHM MPOTHROBLINANMTCIINM JICKAPCTREA (xato
ALCTWICAMIIIOBa KHCEIMHA B IIPOTHBOBBANATHTEN ] J030BH pexumi, COX-2 HHXHOHTOPH M HECEICKTHBHH
HCIIBC) Moske Jia HaManK anTuxuneprenzuBums edext. Enpospemennara ynorpe6a Ha ACE HHXHOHTODH H
HCIIBC moxe Za ZoBefe A0 MOBMILEH PHCK OT BjoHmiaBaHe Ha GhOpeuHaTa QyHKUMS, BRIIOUHTENHO OCTPa
6B6pedHa HEOCTATRYHOCT, H IOBHIABAHE HA CEPYMHMTS HUBA Ha Ka/THH, 0CO0EHO NpH NAlHEHTH ¢ RIOIICHa
616peuna pymkima. Tesu edexrn obmuaiino ca obpatuMu. EanospemennaTa ynoTpeba Ha TesH JiekapcTBeHH
cpencTea TpabBa fia ce mMpunara ¢ NOBHIIEHO BHHMaHME, ocobeHO NPH NAIHEHTH B HANpeAHATa BhL3PacT.
MampenTuTe Tpabea aa Gpaar gobpe osoaHABaHE H TpAGRa Ja ce MMa MPEABH/L HabmoneHHe Ha 6BOpedyHara
dyHKIHs cJief] 3aNoYBaHe Ha KOMOHHMpaHaTa Teparud H PESOBHO CII¢A TOBA.

3aamo

Hurpouanu peakuus (CHMITOMM Ha Ba3OAHIATALMA, B TOBA YHCIO 3a9€pBABAHE, NANCHE, 3AMAsHOCT H
XMIIOTOHHS) CI€N MEDKCKLUMOHHO NPHIATaHe Ha 3NaTO (HAMp. HATPHEB AypOTHOMAnatr) ca choOIaBaHK
110-4eCTO NpH naiueHTH, fexysans ¢ ACE uuxuGutop.

Tpuyurnuny QnmMuUOEnpeECanmu/aRmuncUxomuy/ anecimemuyy

EnHoBpeMeHHATa yrioTpeba Ha OGPENCNCHM AHECTETHYHH JCKADCTBEHH NPOAYKTH, TPHIMKIATHH
anTHjenpecaHTd H anTuncuxotui ¢ ACE nxaGuropu Moxe ga fosede A0 JONMBRHHTENHO TTOHKABAHC Ha
KpBBHOTO (B7X. Touka 4.4).

Cumnamuxomumemuyume
CHMIaTHKOMEMETHIWATE MOTAT & HAMAIAT AHTHXHNepTersusHuA efext Ha ACE unxuburopure.

Aumuduabemusunu npooyKmu

J{aHHH OT eHAEMHOIOTHIHY POYYBAHHAS TIPSATIONAraT, 3¢ eJHOBpeMeHHaTa ynotpeba na ACE HHEXHOHTOPH
M aHTHZAHabeTHH JIeKapcTBa (HHCY/MHM, OPAIHH XMITO[TIMKEMHYHH CPEICTBA) MOraT IONMBIHWTENHO Ja
MOHIDKAT HHBATA HA MOK03a B KPLBTA ¢ PUCK OT XHIIOLIMKEMHA. To3u eHOMEH e Mo-XapakTepeH 3a ITbPRUTE
CeAMMITM 0T KOMOMHHPAHOTO JIEYEHHE H 34 MIALMEHTH ¢ GB0pedHo yBpeXaaHe.

Ayemuncanuyunoea xucenuna, mpombonumuyy, bema-6roxepu, Rumpamuy
JIM3HHOTIPH MOsKe Ja OBJE TpMIaraH eJHOBPEMEHHO C AUETHICATHIMIOBA KACEMHHa (B KAPAHONOTHYHH
Z102H), TpoMOoIHTHIH, OeTa-0n0KepH /KWK HETPATH.

B3aumoneicTBUA, CBBP3AHH ¢ aMIBOAWITHH
Br3delicmeue Ha Opy2u Aexapcmaeny HpoOVKIMy 8bPXY aMAGOUNUH

CYP3A4 unxubumapu
EnHoBpemenHaTa ynoTpeba Ha aMAORMIMH Che cwiHH WiH ymepenn CYP3A4 HMHXUOUTOpH (IIPOTECA3HK
MHXHOHTODH, A307I0BH AHTHMHKOTHITH, MAKPOITHIH KATO ePHUTPOMHIIHH HIH KIapHTPOMHL - FepaITamzy,

RAITHA3EM) MOXE Ja AOBEAS [0 3HAYMTENHO YBEIHUCHHME B SKCTIO3HIHATA HA 2
TIOBHIIEH PHCK OT XHNOTOMHA. KITHHHYHOTO NPOABJIEHHE Ha Te3H (hapMaKOKHHETHHH
[10-M34BEHO ITPH NAIMEHH B HANpE/HANA BE3pact. [IpenophiBa ce KIMHUMHO HAGMHOIR
7a ce M3KCKBA H KOPHTHPAHE Ha JI03aTa.



Knapurpomuups e aaxuGurop Ha CYP3A4. CrmectBypa MOBHINCH PHCK OT XMOOTOHHA NPH MALMCHTH,
TPHEMAIH KIAPATPOMMIAH ¢ amyiomumiH. [Iperopsusa ce BHHMATENHO Habmogexne Ha NAUMCHTHTE, MPH
€/THOBPEMEHHO NPHIOKEHHE Ha aMIIOHUITHH ¢ KIAPHTPOMHILIAH.

CYP3A4 unoyxmopu

TIpy enHOBpEMEHHO NpWIoKEeHMEe Ha w3becTHM wHayxTopd na CYP3A4 nnasMenaTa kOHICHTpalms Ha
AMJIOTIVMITHH MOXE 13 BapHpa. [opaam ToB2 KPEBHOTO HalmATaHe TpsOBa Aa ce npocieNaBa 4 Jia ce OOMECIH
ananTHpaHe Ha J103aTa KAKTO [0 BpeMe, TAka M Ciel €AHOBPEMCHEH NPHEM, ocobeno cee ciiHH CYP3A4

HHAYKTOPH (Hanp. pAGAMITHINH, BT KAHTAPHOH).

TIpHIOXEeHHETO Ha AMJOMITHH C TPeiTbpPyT WK COK OT rpedndpyT He e NPeNopbara, ThH KaTO MPH HAKOH
NatveHTH GHOHATHIHOCTTA MOKe 1A C€ TIOBHILA ¥ TOBA JIa ICBE/IE /IO 3aCH/IBAHE HA XHINEPTEHSHBHUTE ShekTH.

Haumponen (unghry3us)

Tipy xHBOTHH ca HAOMOZABRAHM NIETANTHO KAMEPHO MEXKJAcHe H CBPAEYHO-CHAOB KOMANC CBBP3aHH C
XHMEPKATTHEMHS ClIE] TPHIIOKEHHE Ha BEpallaMHI K MHTAPBEHO3HO MPHJIOKEHHE Ha IAHTPOJICH. Topans puck
OT pa3BHTHE Ha HAa XATIEPKANHEMHA NPeNopbYBa ce Ja ¢ u30Arsa eIHOBPEMCHHOTO IPH/IOKCHHS Ha Gnoxepu
Ha KaNHeBHTe KAHAJIH KATO aMJIOIHIIHH, TIPH MalMEHTH NPepasnoNoKeHH KbM 30Ka9CCTBEHA XHIICPTCPMHUA
H [IPH OBJIaASBAHE HA JIOKAYECTBEHA XUIICPTEPMHA,

Edexmu na amnodunuy 6bpxy Opyzu texapcmeenu npooyKkmu

EdeKxTHTe BHPXY TOHMKABAHE HA APTEPHATHOTO HATATAHE Ha AMIOJMITHH Ce HOCABAT KBM Te3H efpexTH Ha
OPYTH aHTHXHTICPTCH3IMBHH JIEKAPCTBEHH CPEACTBA.

Taxporumyc
HmMa omacHOCT OT MOBHILIABAHE KPHBHHTE HHWBA HA TAKPONHMYC, KOTaTO €€ Mpunara ©¢AHOBPEMEHHO C
AMJIOJIHITHH, HO (PAPMAKOKWHETHYHHS MEXAHH3BM Ha TOBA R3AHMOJICHCTBHE HE € HAITBIHO H3ACHCH. 3a na ce
u3berde TOKCHYHOCT Ha TAKPOJIMMYC, MPHAMKEHUETO HE aMIOIUIMAH Ha MAHEHTH, NTeKyBaHH ¢ TaKpOIUMYC
M3HCKBA KOHTPOJ HA KPbBHHTE HHWBA Ha TAKPOIMMYC H KOPEKLHA HA J03aTA HA TaKpOAHMYC, KOTATO €
MOAXOAAINO.

Huxubumopu na mTOR

Wexuburopure na mTOR, Kato CHpOTHMYC, TEM3HDONMMYC # e€BepolEMyc ca cyberpatn Ha CYP3A.
AmnopuneH e ca6 uaxubuTop Ha CYP3A4. TlpH enHoBpemerHO mpunarane Ha unxuGwropn Ha mTOR,
AMJTOJIMITHH MOXKE A TIOBHIIIM TAXHATA €KCHO3HLMA.

Luxrocnopun

He ca nposexaaH¥ TIPOYYBAHHA 3a B3aHMOJACHCTBHETO MEXIy UMKIOCIIOPHH M aMOAMIKH NpPH 31paBH
ToGpOBOMIM HAH APYTH TOMYIALMAH, ¢ H3KTIOYCHHE HA TAKHBA NPH NamueHTH ¢ 610peuHa TpaHCIUIAHTaLMS,
RPH KOWTO Ce HaG/moAaBa MpOMEeHIMBO yeemuenue (Cpeao oT 0% no 40%) Ha Hali-HICKATa KORUEHTPAUWS HA
HHKIOCTIOpHE. H31CKBA ce TOBHIISHO BHIMAHHE IIPH MOHHTOPHHT Had HHBATa Ha IAKIOCTIOPHH NPH MAIHCHTH
¢ Gr0OpeyHa TpaHCIUIaHTalHA, PHeMaliH AMJIOMITHH, 8 HAMAAABAHETO Ha J103aTa HA [HIJIOCTIOPHH TpabBa Aa
cTaBa NpH HeoGXOAHMOCT.

Cumsacmamun

ENHOBPEMERHOTO MPHUIAraHEe H& MHOTOKPATHH 03H OT 10 mg Ha aminofunuH ¢ 80 mg cHMBACTATHH BOAH [0
YBEIHYABAHE CBC 77% Ha EKCHO3HLMATA HA CHMBACTATHH B CpaBHEHHME C IpHIaraHe Ha CHMBACTaTHH
camocrosrenno. Ipy nauMeHTH Ha aMJIOJHMITHH, [03aTa Ha CHMBACTATHH TpAOBa Na ce OTpaHH4R 10 20 mg
AHEBHO.

Ilpy xnEHMYHE NPOYYBAHWS 3a B3aHMONCHCTBMA AMIONMIHH HE NOBIHMABA
aTOPBACTATHH, ITOKCHH HiIH BapdapHH.
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4.6 ®epTHIAATET, OpeMEHAOCT H KhPMEHe

Bp_emeunocr

Vnotpebata Ha JJAPOHOpM HE Ce TIPENOpBUBA 110 BpeMe Ha IEPBHA TPHUMECTLP OT OPEeMEHHOCTTa H €
MIPOTHBOIOKA3aHA IPE3 BTOPHSA U TPETUS TPHMECTHP OT GpeMeHHOCTTa.

HaMa omHT OT af€KBATHO KOHTPOIHDAHH KIHMHMYHM M3NHTBAHHA OTHOCHO YNOTpeaTa Ha JIM3MHONPHI H
amonunMH nipu GpeMeHHM skeHH. Buhpekn Tosa, ynorpebaTa Ha npeTe aKTHBHH BEIIECTBA 1O BpEME HA
HpeMEHHOCT WM HE Ce NMPEenophuBa, MM € NPOTHROMOKA3HA (34 NMOBEYe MOXPOOHOCTH OTHOCHO OTACIHHTE
BELIECTRA, BHKTE [0-A0TY).

Ipu ycTaHOBsBaHe Ha GpeMenHoCT edenueTto ¢ JlupoHopM Tpabpa HezabaBHO Aa C© MPEYCTaHOBH H, aKO ©
YMECTHO, 12 C€ 3aIT0UHE ATTEPHATHBHO JIedeHHe (BXK. TouKa 4.4).

ITpuemsr Ha JuponopM He TpaGea Ja 3amodBa No BpeMe Ha GpPeMeHHOCT. OcseH B CIIydaWTe, KOraTo
NMPOABIBKKTENHOTO JieueHHe ¢ JMpoHOpM ce CUMTA OT ChHIIECTBEHO 3HAYCHHE, NMALMEHTHTE, KOMTO ITaHHpaT
sabpemenspane, TpaGea Nz npeMMHAT HA JIPYrO AHTHXHIEPTEH3HBHO NEUEHHEC ¢ YCTAHOBCH IpodHn Ha
He3onacHOCT 3a ynorpeba npu HpeMeHHOCT.

Boa 8PB3KA C AUIUHORPDUR

Vnorpe6ata Ha ACE HHXHGHTOPH HE Ce TIpenophuBa 0 BpeMe Ha TEPBHA TPHMECTEP OT GpeMeHHOCTTa (BIK.
TO4KA 4.4). ,

Vrnorpe6ara Ha ACE HEXHOHTOPH € NpOTHBONOKA3AHA [PE3 BTOPHA M TPETH:A TPUMECTBP OT GPEMEHHOCTTA
(Bx. Touku 4.3 n 4 .4).

HsAMa KaTErOpHHHY eNHAEMHOMOTHIHN SOKA3ATENCTBA 33 PHCKA OT TEPATOTeHHOCT ciel excriosuuus Ha ACE
MHXMOHTOPH 10 BpEME Ha ITLPBHA TPHMECTHP Ha GPeMEeRHOCTTa; BBIPEKH TOBA, HE MOJKE /1a Ce M3KTIoUH ciaGo
yBemuenHe Ha pucka. OcBeH B ClIyyauTe, KOTaTo TpoaDKHTENHOTO HeueHse ¢ ACE HHXHOHTOp ce CUMTa OT
CHIIECTBEHO 3IHAYCHHE, TALMEHTHTE, KOWTO MiaHupar 3afpeMenABane, Tps0Ba 1a NpPeMHHAT Ha JpYTO
AHTHXHIIEPTEH3MBHO JIEY€HMe ¢ ycTaHOBeH mpodmul Ha GesonacsocT 3a ymorpeba mpu Gpemennoct. IlpH
ycTaHoBsBAHE Ha GpeMeHHOCT, edenneTo ¢ ACE uuxuSutopu Tpaéea na 651e npekpaTeHo He3abaBHO H, aKO €
yMmecTHO, TpA0Ba aa 3amodHe anTepHATHBHA Tepani. M3pecTHo ¢, Ye EKCMO3HIMATA Ha TEparmAs C ACE
HHXEGWTOPH TIPE3 BTOPHA ¥ TPETHA TPUMECTHP HHAYLMPa GETOTOKCHIHOCT MpH Xopata (HamaneHa 650peaHa
YHKIHA, ONHIOXHAPAMHHO2a, 326aBAHe B OCH(MHKALMATA HA Yepena) H HEOHATANHa TOKCHYHOCT (6B0petHa
HeJIOCTATHIHOCT, XHIIOTOHM, XUNepKanueMna) (8. Touka 5.3). B ciydaii na excnosmums Ha ACE uHxnGHTOp
fI0 BpeMe Ha BTOPHA HIM TPETHA CEMECTHP OT OpeMEHHOCTTa C¢ MpenophuBa Y/ITPa3ByYKOBO M3CICIBAHS Ha
6n6peunaTa Qpyrkims u sepena. Herara, yuHTo Maiiku ca npremand ACE muxu6uropy, Tpabea na 6baar
BHMMATETHO HaOmoaapaHH 3a XUWNoToHuA (BXK. TOUKH 4.3 1 4.4).

Bre apwixa ¢ amaocunun

He e ycranoBena Ge30macHOCTTa HA AMJIOOMIIHH MO Bpeme Ha OpemeHHocT mpy xopa. [IpoyusaHna mpH
KHBOTHH Ca I0Ka34J1H peNpOAYKTHBHA TOKCHIHOCT NP NPIUIOXKEHHe Ha BHCOKH 1034 (BK. TO4KA 5.3).

Voorpebara 110 BpeMe Ha 6peMEHHOCT ce MPenopbYBa CaMo MPH NHTIca Ha no-6e30MacHa airepHaTHBa H KOTaTo
PHCKET OT 3a60NaBaHeTO € No-rojiaM 3a Maiikara H nioja.

Krnpmene

Jluncsa wHbOpMauHs OTHOCHO ynorpebara Ha NM3MHOMNPHI OT KbPMadkd. AMIIOA
KEpMaTa npu Xopa. YacTTa oT Jo3aTa Ha Maikara, MOTy4eHa OT KEpMadeTo, € H3TH
auanasoH 3-7%, ¢ makcumMyM 15%. EdekTbT Ha aMIIOIHITHH BBPXY KbpMadcTaTa €




JI¥poHOpM He ce TIPENIOPBHBa ¥ € 32 NPeAnOYNTaHE Ja c& YNoTpeOSBaT anTepHATHBHH Teparikii ¢ Mo~ nobpe
ycTaHOBeH nipodua Ha 6e30IMacHOCT N0 BpeMe Ha KbpMeHe, 0co0eHo B Ciydail Ha HOBOPOACHO WIH HEIOHOCEHO
IeTe.

De ATET

Hsima onuTr or afeKBaTHO KOHTPONHPAHH KIWHWYHH H3NMMTEAHHA OTHOCHO RITHAHUETO Ha JupoHOpM BBPXY
dbepTunuTETA.

Bva apv3ka ¢ amrodunun

Hma cprobmenns 3a oOparump CHOXAMHYHH NPOMCHM B TNABHYKHTE H8 CTEPMATOZ0HMAMTE TIPH HAKOH
NAIMEHTH, NEKYBaHH C OJIOKEpH Ha KajiuMeBHTe Kamand. HaAma JOCTATbHHO KITHHHMHY JAHHHM OTHOCHO
NOTEHUMANHNA epeKT Ha aMIOAMNHH BBpXY depThnuTeTa. [IpH efHO NpoyYBaHe NPH MLIBXOBE €4 YCTAHOBCHH
HeGIArONPHATHH e(heKTH BEPXY (DEPTHIMTETa HA MEKKHTE HEIMBUIH (BXK. TOYKA 5.3).

4.7 EdexTn BHpYy cnocofHOCTTa 32 modapane & paboTa ¢ MaIHEH

Bve epw3xa c nuzunonpuwi
[Tpu wodpupane win paboTa ¢ MALIHHK TPAGBa Aa ObIe B3ETO MO/ BHHMAHHE, 4¢ MOHAKOra MOXE /18 C& N0ABK
3amalBaHe WK yMopa.

Bea epuaxa ¢ aMIpounun

AMIOZMOMH MOXe Ja HMa a0 MIH yMepeHo RIHAHWE BBPXY CTiocoOGHOCTTA 3a modHpaHe W pabora ¢
MAMIMHA. AKO TALMEHTHTE, MPHEMANTH aMIOMIHH, CTPAAAT OT 3aMAsHOCT, IaBoGONIHE, YMOpA HIH rafieHe,
crnocoGHOCTTA MM 3a pearHpaHe Moxe na Gwie Hapyurena. TpaGea ja ce npofABABA MOBHIICHO BHHMaHAE,
ocofeHo B Ha9anoTo Ha JISYECHHETO.

Crnopes Mocod9eHoTO No-rope, JMPOHOpM MOXeE 1A TIORIHAE CNIOCOGHOCTTa 38 modupade ¥ paboTa ¢ MALIKHHK
(ocobeHo B HAYANIOTO Ha JICYCHHETO).

4.8 HexenanR JexkapcTBEeHE PeAKNAH

IpH KOHTPOJHPaHO KIHHMYHO H3iMTBane (n=193) ciy4anTe Ha HEKETAHH PEAKIHH HE Ca Ounu nmosede npH
MAIHEHTH, NPHEMARIH SIHOBPEMEHHO H BETE AKTHBHH BEIISCTRA, OTKOJIKOTO fIPH NALIHEHTH HA MOHOTCPAIIHA.
Hexenanwte peakuuy CHOTBOTCTBAT Ha cpoOUlaBaHMTe MO-PAHO TPH AMIIOHITHH WHIH JTU3HHOIPHI.
Hexxenanwte peakipy OGMKHOBEHO Ca Nieku, NPEXOJHM W PAAKO ¢a OWiM OCHOBAHHE 33 NMPEKBCBaHE Ha
neuerero. Hali-aecTHTe HEXeMaHH JIGKAPCTREHM PeaKIWH NpH TasH Kombuuaums ca rnasobomme (3%),
kamnema {(5%) v samaiisane (3%).

YecToTara ce ONPENeNs, KaKTO ceasa; MHoro uectd (>1/10), vectn (=1/100 no <1/10), meuectn (=1/1000 mo
<1/100), peaxu (>1/10 000 xo <1/1 000), muoro pexxu (<1/10 000), He e w3BecTHa (He MO3Ke f1a CE ONPENEIH OT
HAJIHMHHUTE JaHHy). [Ipu Besko rpyriipane B 3aBHCHMOCT OT Y€CTOTATA HEXKEJIAHHTE PEAKIHH e u3bposear B
HH3XOAAI pel CIIOPE TAXHATA CEPHOIHOCT.

Crobiasa ce 3a clenHUTe HexXelanu nexapcTeenu peaxuuy (HIIP) no Bpeme Ha NIEHEHHE C NTH3HHOINPHI H
AMJIOAMINMH HE3aBHCHMO:




HCTEMO-OPrangea [YectoTa HAP npe A33HECIPAT [HJIP npa amnoqanad
KaacHpHKRATES
Elapymeunn Ha KpBLBTA SIKH Hamanspane Ha XeMOrnoOHHa,|

nuMQEATSE CHCTEMA

HaMAalABaHe Ha XeMaTOKPHTA

[Mnoro pemxu [[[OTHCKAHE HAa KOCTHHMA MO3IBK,
Arpanynouurosa (Bx. ToukalleBkonenns

4.4), JlerkoneHHs,
EYTPOTICHUA,

TpomGoMTONIEHAA,

X eMOJANTHIHA aHEMHA,

IAxemus, JInmbaneHomaTHA

TpomboITOnEHHA

[Hapymenas Ba HEMYyHHATAMHOTO peAxH [ABTOMMYHHO 3a00/iBaHe AJIEprudHY peaKipd
CHCTEMA
IC nen3BecTHAAHabWIAKTHIHA/
MECTOTA faHadUNAKTORIHA peaKyst
[EanokpAAER wapymenns |[Peaxu ICHHApPOM HA HApYIICHA
CEKpels Ha AHTHAMYPETHYEH]
xopmoH (CHCAJIX)
apymeHns H 0T peaxH [XHNOTIHKEMHS X anepriaukeMus
MeTa00NH3IMA H XpaHeneTo
TcHXH4MH BADYINEHHSN [HewecTa TlpoMsna B  Hactpoenmerobescrhme, IIpomsHa Har
Hapymenus Ha CHHA,JHACTPOCHUETO KJ1
XamoLuHal M1 TpeBokHOCT), Jlenpecus
[Penxn Teuxuvecko oOBpKBaHE O0spKBaHe

C Heu3BeCTHACHMITTOMH HA AENpPEeCHA

MecToTa
HapynoreHas Ba HepsHatTaUectn 3amaiipatie, ' naBobomre COMHOTEHTHOCT, 3amaiipaHe,
cHCTEMA [mapoGomme  (ocobeHO B
HAYAJI0TO Ha JICYEHUETO)
Heaecn ﬁepmro, [apecresna,Cunkon, Tpemop, UsmeHeHHS
3MEHEHHS Ha BKyca Ha  BKyca, XHIOECTE3Hs,
[TapecTesus
Penxu [HapymieHns Ha 0GOHAHHETO
MHOrO peaxu Xunepronnd,  IlepudepHa
HEBPOTIATHA
C  Hew3pecTHACHHKON KCTpanmHpaMHIHE
uecToTa HAPYIICHAUSA
[Hapymenss 52 09HTE HecTn BpuTenHn HapymeHHS (BKIL.

[MHNJIOTIHS )

nAGHpHAATA

Hapymenas na yxoro HHeuectn

Cn10BH HApYmIeHAS

MHoro penkH




YecTH OprocTaTHYHH eexTHEHXI30MA
(BIJTFOYHTEIIHO XHTIOTOHHA)
€YECTH IM0o3B4YHOCEAOB HHIHACHTXUTIOTOHHA
BEpOATHO  BCACACTBHE  H
eKCIIECHBHZ XWIOTOHHA TIp
BHCOKOPHCKOBH HauMeHTH (BK.
Trouka 4.4), Genomer Ha Peiino
MHuoro penku [BackyuT
eCEpPAaTOpHHE, IPBIAA HWUecTH Kamnnua JlucrHes
MeAacTHHAIHA
Hapymenas
[Hegectn KHHT Kamnua, Pusnr
Muoro peaxd [bpoHXocnasem, Anepryves|
anipeosaT/ EosunodunHa
MHeBMOHUA, CHHY3HT
CroMamuo-4peBHR YecTH Juapus, [lospemane opemua OGonka, [Iazene,
HApPyIECHAR cnerncud, lIpoMenu
uTEMa  Ha  Jedek
BUIIOYHTEIHO  JHAPHA
OHCTHIIALIHA)
e4ecTH OpeMH2 Oornka, Fa,neﬂe,[l'lonpsmaﬂe, Cyxora B ycraTal
pYIIEHO XPAHOCMHNAHE
Penku CyxoTa B ycTaTa
Mporo peaxu [[Nankpearnr,  Hurecrunanes[llaHkpeaTHT, Factpwr,
AHrHOEeM HHrHBAJTHA XUTIEPIUIA3HA
Xenaro-0nnHaApHEA Muoro penxn {Xematwt - XemaroueTyjlapeHXenaTwr, XKurreHuua,
HAPYIICHHR xonectuuen, KpareHuna Hllopnmasate Haj
YepHoapoOHA HENOCTATEIHOCTAEPHOAPOSHHTE eHIHMH™**
(BK. TOuKa 4.4)
pymeHHs HAa Koxkara H[HevecTH O6pue, [Ipypur A JTOTTETIHA, Obpue,
NOAKCHKHATA THKAH ExzanreMa, Ilypiypa,
poMsHa Ha [IBETA Ha KOXKaTa,
EPXHIPO3: IIpypur,
] PTHKAPHE ™ cc.
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Peaxu IcopHa3uc, VprukapHd,
A ToTIeu,
CBPBEXIYBCTEHTETHOCT/ AHIHOH
eBPOTHYEH OTOK:
aHTMOHEBPOTHYEH OTOK  Haj
NHIIETO, KpaiiHMIIHTE, YCTHHTE,
esHKa, IIOTHCA B/ NapHHKCE)|
(. Touka 4.4)

[MHoro peaku [ToxcHdHa enuaepMaHaEpUTEMa MyJITHOOPME,
HEKpOIU3a, Cuappom H noeneM, ExchonuaTtHBeH
Stevens-Johnson, Epuremajnepmarnt, CuHgpoM H
MynTHGOpME, Hemduryc,Stevens-Johnson, Enem H:]

OTeHe Quincke,
Koxmua ncepaonumpoma* CBeTIOYBCTRHTEIHOCT
C Hemnecmar Tokcuana enmepMatH
GEeCTOTA HEKPOJIH3a

CKeJIeTHATA CHCTEMa H
ThKaH

pymeEds HA MYCKYJIHO-

Yectn

Otok Ha raezeHa, MycKymHH
[KpaMITH

HevectH

Aprpanrud, Muanrus, boiky|
B repba

Hapymenss na 0nOpemmrelectn brOpeaHa AHChYHKIMS
H NHKOYHHTE IbTHIIA
HevecT Hapymenas B YPUHHPEHETO,
OKTYpHA, YB&]IH‘-!EHZ{
©CTOTa Ha YpHHHpaHe
Penku Octpa 6u6peuna]
HEMOCTATBIHOCT, Y PEMHA
Mnoro penks [Onurypus/AHypHa
iHapymengsa maHeuectu [MTIOTEHTHOCT [IMITOTEHTHOCT,
l:mnponanonnmua'ra [ uHEKOMACTHS
BCTEMa H r'bpAaTa Penxu T UHEKOMACTHS
O0muE  BapymeHAs nlMHoro 9eCTH [Enem
eKTH HA MECTOTO H
npuIcKeHHe
YecTn [YMopa, AcTeHHA
HedgecTi 'YMopa, AcTeHns I poaHa Honka, Bonka,
KDH3IHYECKO HEPASTIOIOKCHHE




tﬂiic-llennanun Hewectn OBHHIABAHE HA YpesATa OBHHIABAHEC HA  TErNOTO,

Bra, IloBMmapaHe H ansBaHe HA TEerNIOTO
CepYMHHS KPCaTHHHH,
Xuneprkannemus, [lopwnasaHe
Ha 9epPHOAPOOHHTE SH3HMH

Peaxu [MopHmaraHe Ha CepyMHHSA|
CIWIHpyORH, XHNOHATPHEMHS

*(Cp00masa ce 3a KOMIUIEKC OT CHMITTOMH, KOHTO MOTaT Aa BKTIOYBAT ¢/THH WM MOBEUE OT CIICAHHTE: BHCOKA
TEMOEpATYPa, BACKY/IMT, MHANIHN, APTPAJIrHs/apTPHT, TIONOKHTENHK AHTHHYKIeapHM aHTHTena ANA,
[OBHIIEHA CKOPOCT Ha yTaseaHe Ha epurpomurire (CVE), eosuHobmIMA H EBKOUHTO3a, OOpHB,
(hoTOUYBCTBHTENHOCT HIH XPYTH KOXKHH MPOABICHHA.

** Haii-Beue BBB BPB3KA C XOH€CTa32

Jlausure 3a Ge30macHOCTTA OT KAMHWYHH HM3ITMTBAHHMA NPEATIONarar, 4e JIM3HHOIPHI € C© nobpa obita
TIOHOCHMOCT TIpH MNEeJMATPHYHM NMAUMEHTH ¢ XHICPTOHHA, ¥ Y€ MpodHreT Ha Ge30macHOCT MpH Tasw
BBE3PAacTOBA IPyMa € CXOAeH ¢ TO3H, HabmoaaBaH IIPH BL3PacTHH.

Crofimasate Ha MOAO3HPAHH HEAENAHH PEAKIMH
CrofImARAHETO HA MOJO3HPAHH HEXENAHH PEaKIAH Criej paspelliaBaHe 33 ynorpeba Ha JexkapCTBCHHA

NPOAYKT € EakHo. ToBa MO3BOASBA [ia NMPOABIDKH HabMOAEHHETO HA CBOTHOIICHHETO MION3a/pHCK 32
AeKApCTBEHHs TPOAYKT. OT MEIMITMHCKHTE CTIELMATMCTH Ce H3HCKBA fia ChoOIABAT BCAKA TORO3HpaHa
HEXXENIAHA peaKlds upe3 HalMoHaNHa cHcTeMa 33 cboOmasane KkeM HanbnHHTENIHaTa arcHlMA 10
nexapcrsarta, yi. . Jlaman Ipyes” Ne 8, 1303 Codus, Ten.: +35928903417, yebeaiir: www.bda.bg.

4.9 Hpeposupane
Hsma aaHHHM OTHOCHO mpeno3HpaHe ¢ JlupoHopM mpH Xopa.

Ilpedozupane, cevpszano ¢ ruzurHONpUN

JlanAuTE OTHOCHO TIPEO3MPAHE NPY XOpa ca orpaHHueHH. CHMITOMHTE, CBBp3anH ¢ npenoupane ¢ ACE
MHXHGHTOPH MOXeE Ja BKTIOYBAT. XMIOTOHHMH, IMPKYNATOPEeH LIOK, eleKTponnTed miclanauc, 610peuna
HENOCTATHYHOCT, XMICPBEHTHIAIA, TAXHKAPOUA, [ANHTAIHY, Opaaukap/ud, 3aMaiiBate, TPEBOXKHOCT H
KAHLIHIIA.

ITpenopLYBAHOTO NICYEHHE HA NPENO3HPaHE € HHTPaBeHO3HA MHGY3UA Ha (PUIHONOTHYEH pasTeop. AKo ce
NOABH XHMIIOTOHHA, MAHCHTHT TpAOBa Ma ObIe MOCTaBeH B MOJIOKEHHE 33 JEYCHWE Ha MIOK. AKO e Ha
pas3MONOoKEHAE, MOXE CHIIO A4 ce O6GMHCIH NedeHue ¢ HHbY3Ha Ha aurdoTensuH Il Wi KaTexonaMHHH
HHTPABCHO3HO. AKO NPOAYKTHT € MOTBAHAT HACKOPO ce MpeAnpHeMaT MepkH 3a CIHAMHHHpaHe Ha
NVMZHHONPW (HATIp. TPEAM3BUKBAHE Ha TOBPHIIAHE, CTOMAIIHA NPOMHBKA, OpHIarane Ha abcopGenta
HaTpHeB cyndar). JIMIHHOMPHI MOXE A& c€ OTCTPaHH OT ObIHOTO XPsBOOGPHIICHHE Upe3 XEMOHANH3A (BK.
4.4, CneuMansy NpeXyNPEOKACHNS H IPEITA3HE MEPKH [PH ynotpeba). 3a Gpanukapiud, PE3HCTEHTHA Ha
NeYeHme, € MoKazaHa TeparMs ¢ melicmeiiksp. HempexschHato TpafBa na ce NpociacasBaT KH3HCHHTC
MOKA3ATENH, CEPYMHHTE €IEKTPOINTH ¥ KOHIICHTPALHHTE Ha KpCaTHHUHA.

Ilpedosupane, cevp3aro c amroounun
OnHTHT OTHOCHO NMpeIHAMEPEHO MPEAO3HPAHE NTPY X0Pa € OrPaHH9eH.




CHMDTOMH

Cnopen HANHYHMTE JAHHM, CEPHO3HO MpeAO3MpaHe MOXe [a MpeAW3BHKA €KCIIECHBHA NeputepHa
BA3OMMIATALINA H €BEHTYANHO pediekcHa Taxukapamus. HMa cpobieHHs 3a M3pa3eHa U €BEHTYaTHO
HPOIBIDKUTENHA CHCTEMHA XANOTOHUS KO H BRIIOYHTENHO IIOK ¢ (haTalieH H3XoJ.

Jeuenue

KnpnuuvHO 3HAYMMAaTa XKIOTOHHA, ABMAXKAINA C€ Ha [Ipeflo3¥paHe ¢ aMIoJHIIHH, H3HCKBa
npeanpueMane Ha aKTHBHH MEPKH 3a NOAXBPKaHe Ha QYHKIMHTE Ha CBPACYHO-CBAOBATA CHCTEMA,
BK/TIOUMTENIHO HYECTO MOHMTOPHpAHE Ha ChpAEYHATA H [MXaTenHarTa (YHKUWS, [OBAHraHe Ha
KpaliHALIATE H NPOCTEAABAHE HA IHPKYJIATOPHHA o0eM H JHype3aTa. 3a BE3CTAHOBABAHE HA TOHYCA HA
CBAOBETE H KPHBRHOTC HANAraHE MOXE Ja ce NPUIOKH Ba30KOHCTPHKTOD IPH YCIOBHME, '€ HAMA
MPOTHEOMOKAIAHHA 34 HpHiokKeHHeTo My. Kanuep rokoHaT HHTpaBeHO3HO MOXE JIa € OT IOJIza 32
npeojofsBaHe Ha edexra Ha OIOKa/Ja Ha KAMIHCBH KAHANH.

B HaKoH ciydaM Moke ga € oT NOJ3a cTOMamiHaTa DpoMHBKA. [IpHnoKeHHeTo Ha aKTHBCH BBITIEH MIPH
30paRH INOOpPOROJILH A0 gBa 9aca chned mpHeM Ha 10 mg aMIoJMIHH € HaMalHIo CTENEHTa Ha
abcopOnus Ha AMIIOAHIAH.

Toii KaTO aMIIOJMIHAH ¢ce CEEP3a BbB BHCOK NPOHEHT ¢ IIasMEHHTe TPOTEHHH, AHAIMIATA BEPOATHO
HAMA Ja HMA [O/13a.

Ipedosupanemo ¢ Juponopm Moxe Aa JoBefle 0 eKCUeCHBHA nephepHa BasoAUIaTalid ¢ H3pa3eHa
XHIOTOHHS, WAPKYNaTOpPeH INOK, €JeKTPONHTHU pascTpoiicTsa, Onbpedsa HeNOCTaTBYHOCT,
XUMEPBEHTHIIALHAA, TaXHKapaus, TANNHTAOHN, GpafHKapiHdA, 3aMasHOCT, TPEBOXKHOCT H KaHITHIA.
TlpenopsiBa ¢e¢ TPOBEXAAHE HA CHMITOMATHYHO JieueHHe ({TOCTABAHE HA NAIJHEHTA B JICTHANO
nonoxkeHue no rped, HabmoeHHe U, ako € HeodX0AUMO, MOARbPKAHE Ha ChPJIeYHaTa H AWXaTe/HaTa
(DYHKUMA, apTEepHANHOTO HalATaHe, HHMBOTO HA TEYHOCTHTE W EICKTPOAMTHHA Oanauc, u
KOHLIEHTPAIIMUTE Ha KpeaTuHMH). B cnyyaif Ha Teka XMOOTOHKS C¢ HANAra IOBIMTaHE Ha NOJIHHUTE
KpaifHHIM i KOTAaTO MHTPaBeHO3HUTE BIMBAHYS He JABaT 3aJ0BOHTENEH PE3YIITaT, MOMKe 113 C€ HAIOXH
NPOREKAAHE HA TOTHPKAINA TEPANHA Ype3 BFLeexIaHe HA nepu(pepHH Ba3OPECOPHH CPEACTBA, OCBEH
AKO HAMA OPOTHBOMNOKA3AHMA 34 TAXHOTO Ipunarade. AKO HMa BB3MOXHOCT, TpabBa fa ce obmucan
nedenne ¢ HHGY3uA Ha arrdoTeH3HH [ UHTpapeHO3HOTO MpHIOKEHHE HA KAMIHEE IIIOKOHAT MOXKE Ja
6nae ot nonsa a o0pbinane Ha edexTa oT GroKHpaHeTo Ha KTUHEBHTE KaHam!. JIM3UHONPHIT MOXe Aa
6bIe OTCTPaHER OT CHCTEMHOTO KPhBOOOPBLIIEHHE MOCPEACTBOM XeMoAHanuza. Ynorpebara Ha
BHCOKO-IIPOITy CKITUBH MeMOpPaHH OT HO/IMAKPHIIOHHTPHI TPAGBa a ce H30ATBa 10 BpeMe Ha JHani3a.

5. PAPMAKOJIOTHYHH CBOHCTBA
5.1 ®apmaxkoaHHAMMYEH CBOHCTBA

®apuakorepanepruysa rpyna; ACE unxuGuropu 1 610kepd Ha KaTNUeBHTe KaHAMH, TH3HHONPHI H
asutogunus, ATC xoa: CO9BBO3.

JupoHopM e koMOWHaLkg ¢ (MKCApaHa 1034, CBIBPXKAla AKTUBHHTE BEWECTRA JNH3HHOIPHI H
AMJIOMITHHE.

JIA3HHOIDHAN

Mexanuzvm na oeicmusue
JimsuHOUpUA e MHxuburop Ha INENTHAMN JWnenTHAazara. Toil WHXHOHMpa AHTHOTEH3HH-
koHBepTHpamus eHsM (ACE), koifTo katammmupa npeobpa3yBaHeTO Ha AHIHOTEH3HWH | BBB
BA30KOHCTPHUKTOPHAA menTwl anrnoTensud Il Anrnorensus 11 cplifo CTHMyIHpa CekpenuaTa Ha
anfiocTepoH oT HaaOwOpevnara kopa. HMexubupanero Ha ACE npeau3BHKEa
KOHUESHTpAmuMTe Ha aHrHoTen3HH I, KoeTo BoaM RO IOHMKaBane Ha BAIONpecop
HaMATABaHe HAa CEKpeNMATA HA aljIocTepoH. ToBa HaMalsiBaHe MOXKE Aa AOBSAES
CepyMHaTa KOHIEHTpaIud Ha KaJiuH.




Dapmarodunamusnu egexmu

BrIopeku 9e c€ cMATE, e MEeXaHH3MBT, Upe3 KOHTO NH3MHONPHI IOHMXKARA KPEBHOTC HANAraHe e
Npe/IMMHO  9pe3 CyNpecHs HA CHCTeMara peHHH-aHrHOTEH3HH-aifloCTEpOH, TOH  HMMa
aﬂmxnnepl‘eaénﬂeﬂ e(eKT JopH H MPH XMICPTOHHYIHN MATHEHTH ¢ HUCKO IIIa3MEeHO HHBO Ha PeHHH.
ACE e uneaTH4eH ¢ kaHuHaza [, ensum, Kolito pasrpaxia Opanukunnna. Jland nosuIIeHHTS HUBA HA
6paJHKHHEKH, MOIIEH Ba30JMIATATOPEH [INITHI, HTPAiT PO B TepaneBTHYHHA eekT Ha JTH3HAOTIPHI
BCE OIe He € H3IACHEHO.

Knunuuna egpexmugnocm u 6esonacnocm

E¢ekTsT Ha AH3HRONPHN BBPXY CMBPTHOCTTAa H 3ab0NeBAacMOCTTa NpH MALHEHTH, NOJIyYaBatiy
CTAH/APTHA TEPAITHSA 32 ChPAEYHA HEOCTATHYHOCT € H3C/IeBAH Ype3 CPaBHABaHEe Ha BUCOKH JI03H (32,5
mg Wi 35 mg BeAHbK AHEBHO) C HUCKH 03H (2,5 mg wiH 5,0 mg BeANbK AHEBHO). B mpoyuBaneTo Ha
3 164 nanveHTH 110 BpeMe Ha NepHOAa HA NPOCIENABAaHE Ha MNPEKHBAECMOCTTa CBC CpEIHA
NPOIBDKHTENHOCT OT 46 Mecela, JIeUeHHETO ¢ BHCOKH 03K € HAMAJIMAO PHCKA MO OTHOMIEHHS HA
KOMOUHMpaHaTa KpaiiHa nef CMBPTHOCT MO BCAKAKRA MPHYHHA W XOCHHTAAH3AMA NO BCAKAKBA
npuunHa ¢ 12% (p=0,002), kakTo ¥ pHcka N0 OTHOILIEHUE Ha CMBEPTHOCTTA 110 BCAKAKBA PHYHHA H
XOCIHTANH3AIKA [OpagH ChPACYHO-CHAOBH HHIMAEHTH ¢ 8% (p=0,036), B CpaBHEHHE C JIEIEHHETO C
HuckH J03H. HabmionaBaHo € MoHMKeHWe Ha pUCKA MO OTHOLICHHE HA CMBPTHOCTTA HO BCAKAKBH
npuunan (8%, p = 0,128) M cMBPT nopaxH chpaedHo-cuaosd npuanny (10%, p =0,073). I1py posi- hoc
aHaJH3, CIYMaHTe HA XOCTMTANN3AIHA [T0pal CHPAEYHA HEJOCTATEYHOCT € ToHInkeH ¢ 24% (p=0,002)
NpH TAUHCHTH, IPHEMATH JieueHue ¢ BUCOKM J03H nu3uHonpui. I[To oTHOmEeRHe Ha CHMIITOMATHKATA
nofofpeHHeTo € CXOHO MPH NaliHEHTHTE, JIEKYBaHH ¢ BHCOKH I HHCKH JO3H OT JIA3HHOTIPHIL.

Pesynrarute 0T IpOy4YBaHeTO TOKA3BaT, 4e KATO L0 HPoHINTE HA HEXENAHE peakllii ¢a CXOIHH
NPH NaHEHTHTE, JTEKYBAHA C BACOKR H HUCKH JJO3H JIH3HHONPHII [10 OTHOLIEHHE Ha ecTECTBOTO i Gpos.
Ouaxpanure HeXeNaRy peaknuy npu neyenue ¢ ACE maxu6urop (Hanp. XMnoToHHA WIH [IPOMAHA Ha
6uOpeqnara GyHKIHA) ¢4 KOHTPONHPYEMH U B PE/IKY CTyYad Ca HANOKWIM ONPeKsCBIHE HA JIEHEHHMETO,
CJIy‘[aHTe Ha KAlUI#na ca SumH MO-peJKH IIPH TCYCHACTO ¢ BHCOKA Q034 THIHWHOIIPHIT, OTKOJNKOTO NIPpH
TEpanpA ¢ HUCKa J03a.

B usnuTsanero GISSI-3, ¢ 2x2 daxkTopraieH aH3aifH 3a CpaBHABaHe HA eleKTHTE HA TH3HHONPHI H
FIMUEPHIT TPUHHTPAT KATO MOHOTEpANHA HIH B KOMGHHALMA B NMPOABAXKEHUE HA 6 CEAMMUIH CTIPAMO
KOHTPOJIEH NPOAYKT, py 19 394 nauueHTH, HA KOMTO NEYCHHETO Ce TIPHAara B paMKHTe Ha 24 yaca o1
BB3HHKBAHE Ha OCTED MuoKapaeH uHpAPKT, NM3HHONPUA € MpPelH3BHKAl CTATHCTHYECKO 3HAYHMO
NOHHXKABAHE HA PUCKa ITO OTHOILIEHHE HA CMBPTHOCTTA ¢ 11% crpsMo KOHTponHus TpoXyKT (2p=0,03).
[MoHHXKeHHETO Ha PHCKA MPH JieHEeHHe C [HIEePHA TPHHATPAT He € CHrHUGHKAHTHO, 33 pasiuka OT
KOMOHHALMATa MEKTY SHIMHONPWI U THHLEPRI TPHHHTPAT, IIPH KOATO C€ MOCTHrA 3HAMHMO
NOHH:KEHHE Ha PHCKA 110 OTHOIIEHHE Ha CMBPTHOCTTa ¢ 17% cipaMo KOHTpoiHOTO NedeHue (2p=0.02).
B moarpynuTe Ha NalAEHTH B cTapyuecka Bb3pacT (Haj 70 roJHHH) H MAUHEHTH OT XKCHCKH TION,
NpeBaPUTEIHO CHHTAHH 34 MALMEHTH, W3OKEHH HA BHCOK PUCK OT CMBPT, 3HaInMu Graronpustiu
edexTa ca HabNOaBAHH MO OTHOLIEHHME Ha KOMOHHMpaHaTa KpaiHa Len 3a CMBPTHOCT H ChpAcuHa
tyuaxumsa. Ha 6-H8 Mecen mo oTHolIEHHe Ha KOMOWHHpaHara Kpalida e npi BCHUKH NatHeHTH, KaKTo
H B IOATPYNHTEe BbB BUCOK PHCK CHINO € Ha0moAaBaH 3HaunM GnaronpusTeH edeKT npi NalHEHTHTE,
JIEKYBaHH C JIH3HHOMIPH MIIH JAH3CHOMNPWI ¢ [VIHIEPH/ TPHHHMTPAT B HPOXbIKCHHE Ha 6 CeIMHIM,
KOETO MOKazaBa HaNHYHETO HA [peBaHTHBeH edeXT NPH NU3HHOMPHI. (YakeaHo 3a JIEUEHHATA C
Ba30IHRATATOpeH e(eKT, TepanuaTa ¢ NTUIHAONPHI e 0MNa CBLEp3aHa ¢ NOEMIIEHHE Ha UECTOTATa Ha
XHITIOTOHHA M OBOpeaHa auchyHKiHA, Oe3 o0age TOBA a € CBBP3AHO € IPONOPHHOHANIHO TOBHIIEHHE Ha
CMEPHOCTTA.

B enno ApoiiHO-cAATIO, PAHAOMH3HPAHO, MHOTLIEHTPOBO H3MUTBAHE, B KOSTO €€ CPABHABRA TH3IHHOIPHII
¢ Onokep Ha KanquWeBHTe KaHamd, 335 naumentH ¢ aMaber Tun 2 W Hadanna Hedponarus,




NEKYBaHHTE ¢ JIM3HHONPUI ¢e Habmogasa 3HaYHMO IO-TONAMO HAMAIABAHE HA CTENEHTA HA H3TBYR3HE
Ha anfyMHH B YPHHaTa, KOETO € J0Ka3arelcTRO, e ACP HHXHOMpaInoTO AeHCTBHE HA JTM3HHONPHI
HaMaABa MUKPOANTOYMHHYPHATA Ipes AUPeKTeH MEXaHHIBM BhPXY 660peTHHTE ThKaHH B IONBIHEHHE
KBM edieKTa Ha IOHHXKABaHEe Ha apTEPHATTHOTO HAILATaHE.

JledeHHeTO ¢ NH3MHONPHI HE 3acATa TVIMKEMHYHHA KOHTPOJ, KOSTO € BHJHO OT JHMICAaTa Ha edexT
BBPXY HHBaTa Ha rIAKMpaH xemornobus (HbAlc).

Bewjecmesa, oxassauyy eexm svpxy penun-anzuomensun-ardocmeponosama cucmema (PAAC)

JlBe rosieMn paHaoMH3UpaHH KOHTponHparH iipoyusanns - ONTARGET (Ongoing Telmisartan Alone
and in combination with Ramipril Global Endpeint Trial - Texymo rnobanuo u3lATEaHE 33 KpaHHH
TOYKH Ha TEIMHCAPTaH, CAMOCTOSTENHO H B KomOuHalHi c¢ pamunpua) H# VA NEPHRON-D
(Knupu4ysHo npoydsaHe CEBp3aHO ¢ passuTHe Ha Hedpomatus mpu amaber, HpoBeAeHO OT
MUHHCTEPCTBO N0 BHIOPOCHTE Ha BETEpaHWTE) - NpoydBaT ymoTpeGara Ha kombuHaumaTa ot ACE
HHXUOHTOpP H aHTHOTEeH3HHE {I-penenropex Onoxep.

ONTARGET e npoy4BaHe, NpOBeJleHO ITIpH TAIMEHTH ¢ aHaMHe3a 34 ChpAeYHO-ChAOBA HIH
MO3BMHOCHAOBA OoNecT, MAW 3axaped Auaber THn 2, NMPHUAPYKEHH ¢ JaHHH 3a YBPEKIaHE HA
e(eKTOpHH OpraHM.

VA NEPHRON-D e npoyuBaHe NpH HaliMeHTH chbe 3axaped anaber tum 2 u auabetHa HedponaTus.
Te3n npoy4BaHud He IOKa3BAT 3HAYHM GnaronpusteH edexT BbpxXy OLOpedHMTE W/UIH CHPACIHO-
CBAOBHTE TOCHEIMUHM H CMBPTHOCT, KATO CHIIEBPEMEHHO Ca HabmoJaBaH¥ MOBHIIEH DHCK OT
XHIIEpKATHEMHSA, OCTPO YBpeKJaHe Ha H30pennTe H/HIH XHNOTOHUA B CPABHEHHE ¢ MOHOTCPANMATA.
Kato ce uMar npeBHJ cxofHATe HM dapmakoIMHAMHYHH CBOJCTBA, Te3W Pe3yJITATH Ca MPHIOKHMH H
3a Apyr# ACE WHXHOHTOPH W aHrRoTemsuH II-peuenTopuu G1okepH creaoBaTenHo He TpalEa Aa ce
H3IIOJI3BAT eNHOBPEMEHHO IIPH [1aleHTH ¢ quabeTHa HedponaTHsL.

ALTITUDE (KnuHHYHO Ipoy9BaHe NPOBEACHO ¢ ATHCKApPEH [IPH NAUMEHTH Che 3aXapeH auaber Tun 2
C M3NOM3BAHE HA CHPASHHO-CHAOBH K OBOpeuHH 3abonsBanHmd KaTto KpalHH TOYKH) € NpOy4BaHe,
npeaRa3HaYeHo Ja M3CNe/Ba Mo3aTa oT A00aBAHETO Ha ATMCKMPEH KbM cTaHIaprHa Tepanua ¢ ACE
uaxrbuTOp WM aHruoTeHsuH Il-penentopen 610Kep NPH MALMEHTH CBC 3axapeH AuabeT THII 2 W
xpoHugHo OBOpeuHo 3alongBaHe, chpAe4HO-CHAOBO 3abonasawe mnM u Apere. Ilpoyusanero e
IPeKpaTeHo TPEXKIEBPEMEHHO TOpajH NOBMINEH pUCK OT HeGrarompmatHi nocneauu. Kaxro
CBhpOEYHO-CBAOBATA CMBPT, TAKA M HMHCYITHT ca NO-9ECTH B IPyMaTa HA alHCKHPEH, OTKOIKOTO B
rpynara Ha 1wiauefo, a HpeACTABAABALIMTE WHTEpeC HEXeNaHH CHOMTHA M CEPHO3HM HEXKENaHH
CHORTHA (XMIIEPKATHEMHS, XHIIOTOHN W OBOpeyta ANCPYHKIHA) ce chOOIIABAT MO-YeCTO B Ipymnata
Ha ATHCKHPEeH, OTKOAKOTO B Ipynara Ha mnauedo.

1Teduampuuna nonyaayus

B e110 K THHAYHO H3MHTBAHE ¢ YIACTHETO Ha 115 neauaTpHyHM NaumeHTH ¢ XHAePTOHHSA, HAa Bb3pacT
6-16 ropuHK, NauMeRTHTE ¢ Terno rox 50 kg ca mpueManu 0,625 mg, 2,5 mg wm 20 mg MH3HHONPHI
BEJIHBK SHEBHO, a NALUEHTHTE C Terno Hax 50 kg ca npueMany 1,25 mg, 5 mg Wi 40 mg JTH3RHORPHIT
BeaANEk AHeBHO. Cllelt kpas Ha BTopara cefMHLa NpH JIEUCHHETO ¢ JTH3HHONPUI, NpHIarad BEAHBK
JHEBHO, B 3aBHCHMOCT OT J03aTa C¢ [OHMKABAT CTOHHOCTHTE Ha KPEBHOTO HANIATAHE NMPERH MPHEM HA
Jo3ata, KaTe TpaiHa aHTHXMIIEPTeH3HBHA epHKacHOCT ce HaOmoMaBa npy 103H Haj 1,25 mg.

EdexTpT ¢ OTEEpAEH BBB (a3aTa Ha OTTEIJIAHE Ha ICYEHHETO, B KOATO JHACTONMYHOTO HANATAHE Ce
noBHinaBa ¢ okono 9 mmHg noBeye NMpu mMaHMEHTHTE, PAHAOMU3IMPAHH 3a TPHEM HA Nnauedo B
CpaBHeHWe ¢ NMAUUEHTHTE, KOMTO Ca PaHAOMH3MpPaHH Ja MPoAbIKaT IPHEM Ha CPEIHH U BHCOKH JI03H
AMZHHOIPHIT. J[030-3aBHCHMHAT AHTHXHIIEPTEH3MBEH eekT Ha NHIMHONPHI Ce Habmonasa TpaiHo py
HAKOTKO fieMorpadicKi TOATPYIIN: Bh3PACT, CTAAHI o TaHep, MO B PacoBa MPHHAAJIEKHOCT.

AMIOIHONH




Mexanu3MBT Ha AHTHXUIEPTEHIUBHOTO JelicTBHE HA aM/OJHIIMH C& OBIDKK HA OPAK pelakCaHTaHeH

edieKT BBPXY CHAOBATA INIaAKa MyCKYAaTypa. TOYHMAT MEXaHM3BM, [0 KOHTO aMIIOIHMIHA obeKyasa

CTCHOKAPAMATA, HE € HAMBJIHO H3ACHEH, HO aMIIOAMNWH HaManssa OOIIHS HCXEMHUYEH TOBap Upe3

¢JIeTHUTE JABE JNeHCTBHA:

-  AMIONMIHH pa3smiMpsBa TepHGEpPHMTE apTepHoNd W Taka Hamamisa obmoro nepudepio
CHOPOTUBNEHKe (Cnea HaToBapsane), cpeuly koeto paboth cwepuero. Thif kaTo chpreyHara
YeCTOT4 0CTasa cTabuana, Topa o0peMeHsRaHe Ha ChPIETO HAMAABA MHOKapIHATA KOHCYMALHs
Ha eHeprud ¥ KHCIOPOAHUTE HY AIH.

- MexauusMBeT Ha ,ueﬁcrnne Ha aMJIOOWIIHH BEPOATHO BKIKOYBA H AUAatalHd Ha TCJ1aBHHTE
KOPOHAPHH apTEPHH ¥ HA KOPOHAPHUTE APTEPHONH B HOPMAIHHM M WCXEMIYHH cerMeHTH. Tasn
IHNATALAA TOBAIIABA CHA0AABaHETO ¢ KHCIOpOA HAa MHOKApAd NpH MAaNueHTH ChbC CIIAEM Ha
KOPOHApHWUTE apTepru (BapHaHTHA aHIHHA WA aHrAHA Ha Prinzmetal).

IIpr nauyueHTH ¢ XWMIEPTOHHA €IHOKPAaTHMAT JHEBEH NPHEM OCHIYPABAa KIHHMYHC 3HAYHMO
NOHMKARBAHE HA KPBBHOTO HAJATAaHE M B XOPH3OHTANHO, H B H3MPABEHO MONOKEHHE, MpPE3 Lenus
24-qacos untepsan. [lopanu 6aBHOTO Havano Ha AefiCTBHETO MY, OCTPATA XUMIOTCHUA HE € XapaKTepHa
3a NPHIOKEHHETO Ha aMIOTHITHH.

IMpH manHeHTH chb¢ CTEHOKApOHA, €OHOKPATHOTO JHEBHO NPUNIOGKEHHE HA AMJICAHNMRE YIBIXKaBa
o6II0TO BpeMe Ha HATOBAPBAHE, BPEMETO [0 MOABA HA CTEHOKapAuA H BPEMETO 1o 1 mm AenpecHs Ha
ST-cerMeHTa M HaMalABa €AHOBPEMEHHO Opos Ha AHTHHO3HWTE MPHCTBNM M Gpoi Ha MpHETHTE
TabNeTKH IIHNEPHIT TPHHHTPAT.

AMIOIHONH He Ce CEBp3Ra C HBﬁIla[‘OHpPISITHﬂ MeTaOONIHTHA C(l)eKTH HIH DpOMEHH B TINA3MCHHTC
JTHIHAH H € NOAXO0JALI 38 yno*rpeﬁa fIpH ITAIIHCHTH € acTMAa, avaber 1 nojarpa.

C'bpge‘ma HEJOCTATEYHOCT
XeMOIHHAMHIHE M3CIEIBAHUT W KOHTPONHMPpAHH KJIMHHYHH NTPOY4BaHHA C q:nanqecxo HaTOBApBAHC

NpH HAUMEHTH ChC ChpAeYHa HemoctarsuHocT kiac 1l - IV o NYHA nokazpat, 4e aMIOAMIMH He
NpeAH3BAKBA KIHHAYHO BAOWIABAHE, OLEHEHO dYpe: TOJNepaHca KeM (H3MYECKO HATOBApBaHE,
dpakupaTa HAa U3TIACKBAHE Ha JIABaTa KaMepa M KIMHUYHATA CHMNTOMaTHEA. [1naue6o-KOHTponUpaHo
KnHHHTHO npoy4dsaHe (PRAISE), B koero ca Ipoy4BaHH NalfHEHTH ChC ChPACYHA HEAOCTATHYHOCT KJ1ac
T - IV no NYHA, nomyuapamu gurokcus, auyperiuu B ACE- wWHXHOMTOpPH, € moxasajno, ue
AMJIOZMIIMHE He TTOBHINABA PHCKa 3a CMBPTHOCT MM KOMOHHMpaRa CMBPTHOCT H 3a60N€BaeMOCT TIPH
NALHEHTH CHC ChPACYHA HeAOCTATHYHOCT.

B mpochemsBalio, ABINOCPO4HO, MNaleGo-KOHTpoIMpaHo KIMHWYHO mnpoyysaHe (PRAISE-2)
AMIOAHITHH (P MAUKEHTH ChC ChpeuHa HeaocTaTbuHocT Knac I - IV mo NYHA Ge3 kiHHWMHH
CUMIITOMH HTH O0CKTHBHH JIaHHH, [peANOJaralli MOJNexkama HcXeMHdHa GolecT Ha ChpleTo, Ha
crabuwma Tepamis ¢ ACE-HHXMOHTOPH, JHIMTANMC H JUYPETHIH, AMIOAUINH HAMA eEKT BbpXY
ofljaTa HWIH CBPJAEYHO-CHAOBA CMLPTHOCT. [IpU chimaTa rpyna DAUHEHTH NPWIOKEHUETO HA
AMJOHIIMHE € CRBP3aHO ¢ YBENHIEHA YeCTOTa Ha CTydanTe Ha GenoapobeH 0TOK.

Hznumeane na GHMUXUREDMEHIUBHO U AUNUCONOHUNICABAUO EHERUE 30 NPOPUIAKIMUKAG HA CBPOEYEH
npucmen (ALLHAT)

PangoMusapano, KBoHHO cIAI0, oHeRsBalio 3ab0neBacMOCTTa H CMEPTHOCTTA KITHHAYHO POYYBaHe,
HapedyeHo HanuTBane Ha aHTHXHNEPTEH3UBHO M JIMIHAJOMOHIKABAIIO JICYEHHE 33 MPOQUIAKTHKE HA
cepaedel npucTell (ALLHAT) e npoeeneHo, 3a A3 CpaBHM NO-HOBHTE TEPANHH ¢ aMJIOJHITHH

2,5-10 mg/nHeBHO (6noKep Ha KaniuuesurTe KaHanW) Wi mmsuHonpun 10-40 mg/anesno (ACE-
HHXMOHMTOP) KAaTO TepalliH OT MEPBA TMHHA CIIPAMO AedeHHe ¢ THA3HIHHA JHYPETHK XJIODPTANIHAOH
12,5-25 mg/nHeBHO HPH JeKa A0 yMepeHa XHNEPTOHHA.




saGonspane) (obmo 51,5%), muaber Tun 2 (36,1%), HDL-C <35 mg/dL (11,6%), nesokamepHa
XUnepTpodus, AHATHOCTHUMpaHa eneKTpokapaorpadckd WmH  exokapauorpageku  (20,9%),
TIoTIOHOMYLIeHE {21.9%).

[InpBuYHaTa KpaifHa 11en € xoMOuHauua ot (atansa KBC unu HedaraneH undapkr Ra Muokapza. He ce
HabmOJaBa 3Ha9MMa paduidKka B NHPBHYHATA KpaiiHa Uel MexKy TepalHATa ¢ aMiIOJUNHH M
xnopramngon: RR 0,98 95% CI (0,90-1,07] p=0,65. Cpex BToprMHUTE KPARHN KPHTEPHM, YSCTOTATA HA
ChbpAGYHA HENOCTATHYHOCT (EAWH OT KOMIOHEHTHTE Ha COOpHMA KOMOWHHpaH CBPACYHOCHIOB
KPHTEpHii) € CHTHHMKAHTHO T0-BUCOKA B AMAOIHNMHOBATA I'PYTIA, B CPaBHEHHE ¢ XJIOPTAIHA0HOBATA
rpyna (10,2% vs. 7,7%, RR 1,38, 95% CI [1,25-1,52] p<0,001). BenpekH ToBa ofade, HiMa 3HAYHMA
pasnrKa B 061aTa CMEPTHOCT MEXTy AMAOAHIKH K xitopranuaon: RR 0,96 95% CI [0,89-1,02] p=0,20.

Hennarpuyna nomynanys (Ha BB3PacT OT & ¥ moBede TOAAHR)
Ilpu npoy4eade, RKIIOUBAILO 268 Aena Ha pB3pacT 6-17 FOAWHM ¢ NPEAMMHO BTOPHYHA XHHCPTOHHS

CPAaBHARAHETO Ha JO3H 0T 2,5 mg | 5,0 mg aMIOIHITHH ¢ rinanebo noxa3ea, 4e ¥ IBeTe TO3H OHHKABaT
CHCTOMYHOTO KPbBHO HAnATaHe 3HAYKTENHO HoBede oT nnanebo. Painvkarta Mexay ABETE A03H He €
CTATUCTHYECKH 3HaYHMA.

Jibnrocpounnte edexr# Ha AMNOIMIHH BBPXY pacTexa, mybeprera H o0UIOTO pa3BuTHe He ca
npoyt4eany. JIenrocpousaTa eUKacHOCT Ha aMIOAHNHH NPH TEpalld B AETCKA BH3PACT 34 HAMATABAHE
Ha CBPACTHO-CBAOBATA 3aboeBracMocT H CMBPTHOCT IpPH Bb3pacTHH CBINO HE € YCTAHOBCHA.

5.2 dapMaKoKHHETHYHH cBOMCTEA

Husunonpun
JIM3MHONIPHA € IEpOpATHO akTHBEeH He-Cyaduupun-cpappxaml ACE nHxuGHTOD.

AGcopbuns
Cren nepopalHO NPHICKEHHE Ha THIMHONPHT MHKOBUTE T1a3MeHH KOHIEHTPAlMH ce JIOCTHTaT Cliel

NpuGNKR3MTENHO 7 Yaca, BHIPEKH Y€ NPH NALHUeHTH ¢ OcTEp uudapkT Ha MHOKapaa ¢ HabnionaBaHa
TeHASHINA 32 cnabo yIB/DKaBAHE HA BPEMETU 3a JOCTHraHe Ha NMHKOBH CePyMHH KOHLICHTDAHHH.
Coieiiki TI0 KONMYECTBOTO, OTAENEHO ¢ YPHHATA, CPEAHOTO HHBO Ha aGcopOIHA HA NM3MHOMPHI e
OKOTIO 25%, K4TO CTOMHOCTHTE [IPH PasJHIHHTE MHIAWBHAH MOTaT Ja BapHpar Mexay 6 u 60 %, B
paMKHTe Ha H3CNICIBaHNA B030B AHANA30H (5-80 mg). TIpu marnuenT ¢b¢ CHpACYHAE HEAOCTATEYHOCTOT
abcomoTrHara SHOHANTMYHOCT HA TH3HHONIPUN Hamanssa o okono 16%.

Abcopliuuara Ha TA3KHONPHI HE CE [IOB/INABA OT IPHEMA Ha XpaHa.

Pasnpenencnne
C M3KIIOYEHHE Ha IHPKYJIHpalis AHrHOTeH3HH-koHBepTHpal ensuM (ACE), musuHompun He ce

CBBP3BA ¢ APYrH IUIa3MeHH MpPOTeMHH. B3 OCHOBa HAa JA@HHKTE OT MPOYYBAHMA NIPH NTHXOBE Ce
TPeANONara, Ye AM3HHONPHI IPeMHHABA B c1aba crenen KphRHO-MO3b4HaTa GapHepa.

EnumuHupans
JIn3uHONPHN He ce MeTaCOoNH3HPA B OpTaHH3MA U Ce eKCKpeTHpa H3I0 HEMPOMEHEH HIKIIOYHTEIHO B

ypuuara. EGeXTHBHUAT NONYXHUBOT HA TIA3MHOBPHI C/IE]] MHOFOKpPaTeH TipHeM ¢ 12,6 yaca. KnmupsHesT
Ha JTM3HHOMPHIT ¢ okono 50 mL/min mpH 3Apasi MHAASHAN. TIpH HHCKH KOHUEHTpauyuu ce Habmonasa
yOBIDKeHa TepmuHafnHa (aza, KOETO HE BOAM 1O KyMYyJHpaHe Ha AKTHBHOTO Beliecteo. Tasu
TepMHHATHA (a3a BepoaTHO ce 0asHpa Ha HACHTeHO cBBhp3BaHe kbM ACE H He € MponopuHoHanHa Ha
Jo3aTa.

¢agmaxoxunemuuuu XAPAXMEPUCMUKY P CREYUATHU NORVAQHUHY

Hepuodpobno vspescoarne
Hapymenara epHoapoOHa QyHKIHA OpH MAHEHTH ¢ IXPO3a HaManAea abcop
(cxone 30% cmopen yYpMHHATA €KCKpenMdA), a YBEIHYABA EKCIO3M
(npubnuzATenHo 50%) B cpaBHEHHE CHC JAPARN HHAHBHIN NOPadH HaMaTeH



FBebpeuno yspescdane

Hapyienara 66peyna GyHKUHA BOAH A0 NMOHMKABAHE CHMMHUHHPAHETO Ha NMH3MHONPHA, KOHTO ce
H3NbYBA Npez OLOpenHTE, HO TOBA TOHIKEHHE € KIMHHYHO 3HAYHMO CAMO KOraTo CKOPOCTTA Ha
rnoMepynHa dunrpamms € oA 30 mL/min. B caytail Ha Teko 10 yMepeHo Texko Gr0peuno yBpeskiane
{xpeaTHHHHOB KJIMpPBHC € B quanazoHa 30-80 mL/min), cpeaHata crofinoct Ha AUC ce yBenn4aBa e/ga
¢ 13%, JOKATO MpH Texko Hr0peuno YBpex/aHe (KpeaTHHHHOB KIMPBHC 5-30 mL/min) ce Habmonaea
4,5 WHTH yBeNnWYEHHe Ha cpeanata croliHoct Ha AUC. JImsuHompua moxe Aa 6Bje oTAendeH dpes
muamssa. [To BpeMme Ha 4-4acOBa XeMOJHAITH3A, IUTA3MEHUTE KOHIEHTPALMH Ha TH3HHOIIPAN HAMATBAT
cpenso ¢ 60%, npu quanuseH KIMpBHC MexAy 40 1 55 mL/min.

Crpdeyna HedocmamviHocm

[lpu chpheYHa HENOCTATHLUHOCT EKCHOSMUMATA HAa JNH3HHONPHI C€ YBEIHYaBA B CPaBHCHHE C
HabmOAABAHOTO TIPH 3APABY MuaMBMAK (I0BHIIABaxe Ha cToliHocTHTe Ha AUC ¢ okono 125%), Ho Ha
6aza Ha CTOHHOCTHTE, ONPEACNEHH B OT/IEJICHATa YPHHA, HATHIe e HaManena abcopbuus no oxono 16%
B CpaEHEHHE CBC 3/[paBuTe A05GpPOBOILH.

Heduampusna nonynayus

OapMaKOKHHETHYHUAT NpOdHI HAa JIH3WHONPWI € NpOoydeH IpH 29 neanaTpMyHH [aUMECHTH ¢
XHIIEPTOHHS, Ha BL3PAcT MeXAY 6 W 16 roausH, che croiinoct Ra GFR rax 30 mL/min/1,73 m*. Cren
nosu oT 0,1 mo 0,2 mg/kg, paBHOBECHATE THKOBH MTa3MeHH KOHUEHTpAlMHM Ha JIM3MHONDPHI e
JIOCTHIAT c/iefl 6 9aca, KaTo creieHta Ha abcopOums Ha Gasa oThencHara ypHHa e oxono 28%. Tesu
¢cTOHHOCTH €a CXOAHU CBC CTOMHOCTHTE, YCTAHOBGHM NpeJH TOBa 33 Bb3PaCTHH IALHCHTH.
Crodinocture Ha AUC # Cya IpH Hena B TOBa IIPOYYBAHE CHOTBETCTBAT HA CTOHHOCTHTE IIPH
BB3PACTHH.

Cmapuecka evspacm
IManuedTHTe B HATPEAHANA BB3PACT MMAT 0-BUCOKH CTOMHOCTH B KPBBETA H HOBHIICHH CTOHHOCTH Ha
AUC (npubansurento ¢ 60%) B cpaBHeHHE C IO-MIATUTE MALHSHTH.

Amnodunun

Abcophusa, pasnpeaeleHHe H CBRD3BAHE ¢ NPOTEHHH

Cnel mepopanHo IPHNOKEHHE TEpaNeBTHYHMTE A03H amnomundd ce abcopbupa mobpe, kato
MaKCHMaTHaTa IUIa3MEHa KOHIEHTpAalMs HAacTBmBA Mexay 6 W 12 daca. YcraHoeeHo €, "€
abcomoTHaTa OHOHAMMYHOCT HAa aMIOAHNMH € Mexay 64 m 80%. CTemeHTa Ha pasmpeig/iCHHE ©
npubnusurenso 21 L/kg. lauaute oT mpoydsaHus in vitro iiokasaxa, 4e npubmuzarenno 97,.5% ot
LHPKYIHPAIMA AMIOIMIIEH € CBbP3aH C IUIa3MEHUTE NpOTSHHH.

BHOHATHYHOCTTA HAa AMJIOJHIINH He Ce TOBNHABA OT MPHEMA HA XpaHa.

Buotpancdopmalus 1 eTnMERApaHe

Kpaltauat 11a3MeH DOTYKHUBOT € okoNo 35-50 yaca u ce 3ana3sa NpH OPHIGKEHHE BEIHBXK AHEBHO.
AMJIOAMNEH ce MeTab0TH31upa B 3HAYATENHA CTEMeH OT YepHuA Apod N0 HEaKTHBHH METaboNuTH, KaTo
B ypMHATa Ce eKCKpeTHpaT 10% OT IeKapCTBOTO B HENpOMeneH BHA B 60% ot meTabolHTHTE,

DapmakOKuReMUYHY XAPAKMEPUCMUKY HDU CREYUATHY RONVAAUUN

Yeprodpobno yspexcoare

HaHHauUTe OTHOCHO ynotpeGaTa Ha aMIOAMNKH NpH NAUMEHTH ¢ 9EPHONPOOHO yBpekjaHe ca MHOTO
orpaHiueHd. [TauuenTure ¢ depHOAPOOHA HEROCTATHYHOCT HMAT HAMAICH KIIHPBHC HA aMJIOJHIHH,
KOETO BOAH JI0 TIO-FBITBT TONYXUBOT ¥ yBennuanane Ha AUC ¢ nprbnusurento 40-60%.

Cmapmecxa ewspacm
BpemeTo 3a JMOCTHTaHE HAa MaKCKMalHH IUTA3MEHH KOHIEHTPALMH € CXO,
HampeJHaTA Bb3PacT M HO-MIajd HHAWBHAW. [IpH marideHTHTE B HAIpenHat



AMJIOIHIINE € ¢ TEHACHUMA KhM HaManiBaze, KOero BoIM A0 yBenuyasawe na AUC H BpeMeTo Ha
NonyeNHMHENPEHE.

Hapacteaneto Ha AUC H BpeMeTo Ha NONyeNHMKHMPAHE NMpH TMAHCHTH CHC 3aCTOHHA ChpACTHA
HEAOCTATEIHOCT € 6mno CNopeil OHaKBAHOTO 3a NpOy4YBaHATA Bh3pacTOBa I'pyNa.

Heouampuuna nonyrayus

MonynauuouHo GapMaKOKHHETHIHO TIPOYIBAHE € NPOBEJICHO MPH 74 Heua ¢ XHICPTOHKL Ha BB3pAcT
ot 1 go 17 ropuuy (34 namuenTta Ha BB3pacT ot 6 o 12 roquHy 1 28 mauHenTa Ha Bb3pacT 0T 13 mo 17
rO/IMHM), TIOTydaBalld aMNOJHINH B Jo3d Mexay 1,25 u 20 mg, npueMaHH Be[HBX HIH [Ba MBTH
nuesHo. [py genata ot 6 10 12 roayHd u npy oHOATE OT 13 Ko 17 roAMHE THIHYHKAT IEpOpaICH
wmnpsHe (CL/F) e 6un cvoTBeTHO 22,5 W 27,4 L/yac mpu Momdera u 16,4 u 21,3 L/9ac npH MoMuyeTa.
Habmonasana ¢ roisMa BapHabHIHOCT B eKCHO3MLALTA MEXKIY HHAMBHINTE. ChOOMEHHTE JaHHH TIPH
Jenia noj 6 roMHH ¢a OIpaHHYEHH,

Kombun ¢ pUKcHpana no3a

He ca onHcan¥ $apMaKOKMHETHYHH B3aMMOAEHCTBHS MeXy AKTHBHMTE BeilecTa Ha JMpOHOPM.
MapmakoxuneTraanTe napaMeTpd (AUC, Crax, tmax, BpEME HA NOMY)KHBOT) HE A PasiHuHH OT
HabMONABAHWTE TIPH NpHJlaraHe Ha BEleCTBATA IOOTAEIHO.

Cromammo-upeBHaTa abcopbuud Ha JIMpoHOpM He ce MOBNKABA OT DPHEMA Ha XpaHa.
5.3 IpeAxaIHMIFIHA AAHHH 33 GezomacHocT

Heca NpOBCKIAHH IPEAKITHHHYIHH IIPpOYYBaHKA Ha KOM6HHa[mﬂTa JTH3HHONPHII-aMIIQJHITHH.

JIgsHHONpHN
I'Ipenmnnntmm‘e JOJaHHH HE IOKa3BaT CIeIHaNcH pHCK 3a xopa'ra, BER2 OCHOEBA Ha XKOHBEHIWOHANTHH

(hapMakonOrHYHH H3NMTBaHHA 33 0e30MacHOCT, TOKCHYHOCT NpPH MHOrOKPATHO IIpHIAraHe,
FCHOTOKCHYHOCT H KAPLIHHOTEHCH NOTCHIIHA.

3a ACE-HHXu6HTOPHTE KaTO KJIac € JOKA3aHO, Ue TPeXH3BHKBAT HEXeNaHH edexTH BhpXY KbCHOTO
deTanHO pasBHTHE, KOSTO BOAM JI0 CMBPT HA IUIOfA H BPOJeHH JederT, OCHOBHO 3aCArallt depena.
OcBeH TOBa € ¢HO0LIEHO 33 PETOTOKCHIHOCT, PETAPAAIMS Ha BETPEMATOYHOTO PA3BHTHE H HE32TROPEH
ductus arteriosus. CunTa ce, 9e Te3H aHOMaTHH B PAa3BUTHETO OTHACTH C€ ABIDKAT HA AWPEKTHOTO
Jeticteie Ha ACE-HHXuOHTOpHTE BLPXY PeHMH-AaHTHOTEH3MHOBATA CHCTEMA HA MU0 M OTHACTH HA
HCXEMHS, IPHIAHEHA OT XUTIOTOHHUA Ha MaiKkaTa U NoHnxeH $eTo-miaueHTepeH KPLBOTOK M IPHTOKA
Ha KHCTOPO/XPaHUTETHH BEIECTRA 10 II0JA.

AMIOIANNH
Penpodyxkmuena moxcuynocm

[MpoBeaeHHTe NPOYYRAHHA 3a ePeKTa BBPXY PEHpPOAYKTHBHOCTTA NpH IUTBXOBE M MALIKM (0KA3aXa
TIPpEHOCBaHE, YIBIKEH POLOB TIPOLEC U MOAMKEHA NPEXHBAEMOCT Ha HOBOPOICHHTE ITPH JIO3H OKOTO
50 MBTH MO-BACOKH OT MAKCHMAIIHATA NPENOPBYMTENIHA J03a 32 Xopa, H3UAcIena Ha 6a3a mg/kg,.

Hapyiuenus eve gpepmunumema
Hsma HUKaKsB eeKT BEPXY (GepTUNHTETa Ha INTEXOBE, TPETHPAHH C AMAONMIHH (MBKKHUTE HHIHBHIH
64 1HuM, a skenckute 14 1ud npeau yudTocsaHeTo) B 503k Ao 10 mg/kg/nen (8 meTH* 110- BHCOKH OT
MaxCHMaJHaTa NpenopsYUTeNHa 3@ Xopa A03a oT 10 mg/aHeBHo, U3uKcaeHa Ha faza mg/m?%). B gpyro
M3MHTBAHE C ILILXO0BE, B KOETO MBKKHTE Ca TPETHPAHH ¢ aMIOLMIHH Ge3HIaT B npoab/keHie Ha 30
JHH TIpH o33, cPpaBHMMA C J03ara NpH Xopa Ha Oaza mg/kg, ca YCTAHOBEHH TMOHHXKEHO HHBO Hi
XOpPMOHa, CTHMyNHpain (ONMKYNUTe H TECTOCTEPOH B ILIa3Mara, KakTO M MOHMKeHAa IUTBTHOCT Ha
cliepMaTa ¥ HaMancHHe B 6pod Ha 3peNHTe CepMaTHAH H CEPTOAUEBH KICTKH.

Kapyunozenesa, MymazenHocm R N ”‘\\J)
Hsma naHAY 32 KapUUHOTEHHOCT HA NEKapCcTBOTO IPH IUTBXOBES H MUIIKH, 'rpe'mpamr C. amnammlm@
BHETATA 33 He [TOBEYE OT JiBE NOAYMHH B KOHLIEHTPAL{HH, H3UHCHACHH 13 OCHTYPAT JHEBHH ,uoaoan HiBa or r
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0.5, 1.25 u 2.5 mg/kg/men. Haii-ucokara 103a (TIpH MUIIKHTE & CXOIHA a MPH ILTXOBETE - JiBa MbTH*
TI0-BHCOKA OT MAKCHMA/HATa NPENOpbUHTETHA KIMHRYHA 1033 0T 10 mg [HeBHO, H3TMCIeRa Ha Gasa
mg/m?) e 6una 611H3Ka 10 MAKCHMAITHO TIOHOCHMATA 33 MHIUKWTE, HO HE H 32 TbXoBeTe. [IpoyyBaHuiTa
33 MYTAreHHOCT Ha aMAOAUITMH He TOKA3BaT JIeKapeTReHO 00YCIOBEHH e(PeKTH HUTO HA TeHHH, HITO Ha
XpOMO30OMHH HHBZ.

* M3uiciena 3a DanueHTH ¢ Temo 50 kg,

6. PAPMANEBTHYHH JAHHH

6.1 CnEchLK HA NOMOINHHTE ReIECTBA

Lienynosa, MHKPOKPHCTAITHA

HarpueB HARIECTEH IIMKOAAT (T A)

Maruze3nes cTeapar

6.2 HecuBmecTHMOCTH

HenpuiokHuMo.

6.3 Cpox Ha rogaoct

3 roguHd

6.4 Cnennaasy yCJAOBHA 33 ChXpaHeHHe

Ja ce cexpansBa nox 25°C,
Jia ce cbXpaHABa B OPHIHHAIHATA ONAKOBKA, 32 Aa ¢ NPEANa3H OT CBETIKHA H Bjiara.

6.5 Bua u chOBpAKAHHE HA ONAKOBKATA

30 unn 90 tabnerku B 611, PYC/PE/PVDC anymMuHHeB Onuctep B KapTOHEHA KYTHA.
He BCUYKM BHIOBE OIAKOBKH MoraT aa GbJaT ycHaTH B Apojaxba.

6.6 CnenuanHM Npea3HA MepKH NPH H3XBL]JIAHe H paloTa

Hama coenuansn 43UCKBAHNA 33 MIXBLPIAHE.

Hen31on3paHUAT TEKapCTBEH NPOAYKT WM OTIAXBYHHTE MATEPHATH OT Hero TpAOBa j1a ¢¢ H3XBBPIAT B
CBOTBETCTBHE C MECTHUTE U3HCKBAHHA.

7. NPHTEXKATEM HA PASPEHNIEHHETO 3A YIIOTPEBA
Gedeon Richter Plc., H-1103 Budapest, Gyomroi ut 19-21, Yarapus

8. HOMEP/A HA PAZPEIHNEHHETO 3A YIIOTPEBA
20120065

9. JATA HA IIBPBOTO PA3ZPEIHABAHEMTOJAHOBABAHE HA PASPEHIEHHETO 3A
YITIOTPEBA

27/01/2012

10. JATA HA AKTYAJNH3HPAHE HA TEKCTA

(8/05/2019
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