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1. HME HA JEKAPCTBEHHS IMPOAYKT

Jduponopm 10 mg/5 mg TabneTku Kom Pog. Ne v...l¥.-..... 5 Od'é # .............................
Dironorm 10 mg/5 mg tablets | Paapewehie Ne 'g é‘//lﬁf'/ /7;2 g {;’ ‘;;-7

2. KAYECTBEH U KOJWYECTBEH CHCTABOGOODOHUE N8 covvvsvecccicsmssmse ooz s

Begxa rabnetka chaspxa 10 mg mmzunonpun (lisinopril) (non ¢dopMarta Ha JIH3HHOIIPHI OUXKMAPAT) U
5 mg ammogunuH (amlodipine) (noa ¢popmara Ha aMIoUNNHOB Oe3UNAT).

3a ITEIIHHA CIHCHLK HA TTIOMOIHHTE BellleCTBa, BHXKTe To4YKa 6.1,
3. JEKAPCTBEHA ©®0OPMA

TadmeTku

bana vny nmoutH 6sn1a, KPBIra, maocka TabieTka, ChC CKOCEHH phOOBe, ¢ ASNUTENHA YepTa OT €JHaTa
cTpaHa ¥ ¢ Haanuc "A+L" or ofpaTHaTa crpaHa.

JeauresiHara yepTa € camo 3a YISCHABAHE Ha CYYNBAHETO ¢ e NMO-JIECHO NIOUTBIIAHE, a He 3a pa3AcifHe
Ha PaBHH JO3H.

4. KIAHUWYHH JAHHHA

4.1. TepaneRTAYHM NOKA3AHHS
Jledyenue HA eceHIMANTHA XUTNIEPTOHHUA [IPH BB3PACTHH.

JIMpOHOPM € NOKa3aH KaTo 3aMeCTUTENHA TEPalHA MPH BE3PacTHH NALMEHTH ¢ KPLBHO HAJMraHe,
aJA€KBATHO KOHTPOJMPAHO € JIM3HHONPHJI ¥ aMJIOTHIIKH, IIPHJIaraHH € {HOBPEMEHHO MPH CHIIOTO HHBO HA
IO3UpAHE.

4.2. Jlo3upoBKA H HAYHH BA NPHJICKEHHE

) 103ﬂ POBKA

[IpenopruuTenHara no3a e eana tabnerka JHeBHO. MakcuManiHaTa AHEBHA 71034 € ¢IHa TabneTka.

T10 npuHLMN, TekapCTBEHHTE NMPOAYKTU ¢ GUKCHpaHa J030Ba KOMOMHAIIMA HE ca NOIXONMIIHM 32 HAYATHA
TEpaIA.

JIMpOHOPM € TIOKA3aH ¢aMo 33 MALMEHTH, NPH KOMTO ONITHMATHATA MOJNBPIKANIA 1032 HA JIM3HHOTIPHII 1
AMJIOJIMIINH € TMTPUpPaHa chOTBeTHO Ha 10 mg u 5 mg (Bk. ToukH 4.3,4.4,4.5 u 5.1).

AKO HMa HeoBXOAMMOCT OT KOPUIHpaHe Ha 103aTa, TpabBa 1a ce 0OMHUCIH JO30BO TPETHPAHE Ha
OTACITHHUTE KOMIIOHEHTH.

Creyuaniu nonVaayiu

bvbpeunu yapexcoanus
3a a ce onpeney ONTHMAIHATA HaYallHa 1034 H NIOANbPXKAILATa K033 NpH NIAlMeHTH ¢ 0b0pedHo

yBpexaaHe, TpAOBa Ja 6bae nposeeHO HHAHBHAYAJIHO TUTPUpPAHE 33 BCEKH NMAlHEHT KATO Ce M3II03Ba
¢cBoOOIHa KOMOMHALMA OT JIM3MHONPW B aMioduTHH. [Ipocnenapane Ha OpOpevHara tl)}rfpcgﬂﬂ
CEpYMHMTE HHBA Ha KAJTHA H HATpHA TPAOBA /1a ce M3BBPIIBA 110 BpeMe Ha Tepanns ¢ 2%

c/Iy4ail Ha HapymaBaHe Ha OnOpedunara GyHkous, npunokeHnero Ha JupoHopM et i
MPEKPATCHO M 3aMEHEHO C TEpanyd ¢ AX¢KBATHO OMpEAENCHH A03H Ha OTACTHHTA

AMIIOTHITHH He ce AHATH3HpA.




Yeproopobro yepexcoare

He ca ycTaHOBEeHH NpeNOpbKH 34 JO3HpaHe TIPH NALKEHTH C JISKO J0 YMEPSHO YepHOAPOOHO YBpEKIaHE;
CNeaoBaTeNHO, H300PBT HA JO3UPOBKA TPAOBA Ja ce NpaBd BHHMATEITHO M Ja CE 3aI04He ¢ Hak-HHCcKAaTa
1034 OT JO30BHA JUanasoH (BxX. ToukH 4.4 4 5.2). 3a na ce HaMepH ONTHUMAIIHATA HaYAIHA 1034 H
MOAALPAKAINATA 4034 TIPH MALMEHTH ¢ YepHOAPOOHO yBpeKaaHe, N03aTa Tpadea Ja Oble HHIUBHIYAIHO
TUTpUPAH] OPH TEIM NANKCHTHTE, MANON3RAHKM OTAETHHTE CHCTABKH HA KOMOMHALMATA JTH3HHOTIPWN U
aMIIOTHITHH.

dapMakOKHHETHKATA HA AMIOAHITHH He € MPOYYBaHa NpH TEKKO YepHOAPOOHO YBpexXAaHe. AM/IOAHIIMH
TpAOBa Aa 3anouyHe ¢ HAW-HUCKATa 4032 U Ja ce THTPHpa OaBHO MPH MALMEHTH € TEXKKO YEPHOAPOOHO

yBpeXKIaHe.

Heouampuuna nonyaayus (<18 zo00unu)
besonacHocTTra H eprkacHocTTa Ha JJUpoHopM npH AeHa 1o 18 roadHH He ca NPOyYBaHM.

Cmapuecka evzpacm (> 65 co0unu)

JIO3HPOBKATA MPH MALWEHTH B CTapuecka Bp3pacT Tpadea Aa Ob/ie BHHMATEIIHO MIPELCHEHA.,

[TpH KNHHWYIHH U3MMTBAHUA HAMAa NPOMSHA Ha npodHIHTe Ha ehHKaCHOCT HIH 6e30TacHOCT Ha
aMJIOJMITAH HITH IM3HHOMIPHII, CEBP3aHA ¢ Bb3pacTTa. 3a [a ce OTKPHE ONTHMANHATA MOANBPIKANIA 1034 32
NAalMeHTH B CTAPYECKA Bb3pact, TpaOea ga ObAe nposeaeHO HHAWBHAYATHO THTPUPAHE 34 TAX, KATO CE
H3[0N3Ba CBOOOAHATa KOMOHHALHS OT JIM3HHONPHJT H AMJIOHITHH.

Hauyun Ha OpHIQKEHHE
[epopantHo NpuiIoKeHME.

T»i1 kaTo XpaHaTa He BIHAe HA abcopOuyaTa Ha IPOAYKTa, JUPOHOPM MOXKE A Ce NpHEMA HE3aBHCHMO
OT XpaHEHETO, T.€ [Ipelid, N0 BPEME H CJIC XPAHEHE.

4.3. HpoTuBonoxa3’anng

Caevp3anu ¢ JUBURONDUA.

- CBpBbXYYBCTBHTEIHOCT KbM JIM3UHONPWA WIH KbM HAKOH JPYI HHXWOHUTOp HA aHIMOTCH3HH-
KOHBEPTHpala eH3uM (ACE).

- AnaMHe3a 33 aHTHOEIEM, CBBp3aH ¢ npeaunIHa Tepanus ¢ ACE uaxuburop.

-  HacneacTeeH WM HAMONIATHYEH AHTHOEAEM,

- 2-pu u 3-TH TpUMeCTHP OT OpeMeHHOCTTa (BK. ToukY 4.4 1 4.6).

-  EnoHoBpemenHaTa ynorpefa Ha JIHpOHOPM ¢ ATHCKUPEH-CHIBPXKAINH NPOAYKTH € MPOTHBOIIOKA3aHA
NpH NAUMEHTH Che 3axapeH auabet wiH 6s0peuno yepexaane ( GFR<60mV/min/1.73m?)(ex. rouxu
4.5u5.1).

- CembreTBama yrorpeba npH tepanua cec cakyouTpw/sancaprad. JJMpoToH He TpadBa aa ce zanmovsa

Q-pPaHO OT 36 Yaca cnen nocjeaHaTa Ae3a cakyONTpwi/BancapTan (BX. CIlo TOYKH 4.4 1 4.5).

Cevpaanu ¢ aMaoounuy.

- CBpBXYYBCTBUTEHOCT KbM aMJIOAHIIMH HJTH KbM HAKOH JAPYTH MPOKM3BOAHM HA AHXHAPOIHPHAHH.
- Texka XHIMOTOHUA.

- ok (BKmouMTENIHO KapAHOTEREN WOK).

-  Oberpykius Ha U3X0/a Ha AABaTa KaMepa (Hamp. BHCOKOCTEIICHHA aOpTHA CTSHO3a).

-  XemoaumaMH4YHa HecTaOMITHA ChpAedYHA HEJIOCTATHYHOCT CJIed OCTEP HHQAPKT HA MHOKAPAA.

Cewp3anu ¢ Jupornopm:
BcHuky ropeonMcaHi NpOTHBOIOKA33HHA, CBBP3AHH ¢ OTACIHUTE MOHOKOMITOHEHTH C€ OTHACAT H 32
dbuxcHpanaTa koMOHHaLMA JIMPOHOPM.

- CBPBXYYBCTRHTEIHOCT KM HAKOE OT MOMOMIHWTE BEIISCTRA, H30PpOeHH B TOUKA 6.1.

v upH yuotpedara Ha PurcHpanata komOGuHatms JupoHopM. *\



B1e BpB3Ka ¢ IH3HHONPHI:

CumnmomMamusua Xunomonus

CHMIITOMATHHHA XHITOTOHKUS ¢& Ha0MOAaRa PAAKO NPH XUNEPTOHMYHH NauKeHTH 6e3 yonoxuerva. [pu
INALMEeHTH C XHIIEPTOHUA NpHeMallid TH3HHOIPIIL, MOABAaTa HA XHIIOTOHHA € [I0-BEPOATHA, AKO IALHUEHTHT
e JAexuApaTHPaH, HanpuMep IIPH AHYPETHUHA Teparnki, IMETa ¢ OrpaHNYaBaHe Ha COITa, THANIM3a, AHApHA
WIH OBPBIUAHE, WM TEXKA DCHHH-3ABACHMA XHIIEPTOHHA (BX. Touka 4.3 H Touka 4.8). [IpH nauueHTH
CBC ChpleYHa HEAOCTATHLYHOCT, Ch¢ WK Oe3 6b0pedHa HeAOCTATHYHOCT, € HaOMIOAaBaHa CHMITTOMaTHYHA
XMIOTOHHA. ToBa e Hali- BEPOATHO Ja CE CITYYH MPH NAIMESHTH ¢ TEXKKA ChPASHHE HEAOCTATHHHOCT, B
PE3YIITAT Ha yroTpebaTa Ha BHCOKH A03H OPHMKOBH JHYPETHLIH, XHIIOHATPHEMHS WIH YBpedeHa
Os0peuna ¢hyakuua. [IpH nalHeHTH ¢ MOBHIICH PHCK OT CHMITOMATHYHA XHIIOTOHHS TpSORA BHUMATEJTHO
12 e CJIeNiM HA4alOTO Ha TepanuaTa M KOpeKUuATa Ha Jo3ata. 1oJoOHH ¢cHhoDpaXkeHHA BaXkar | 3a
IIALIMEHTH C HCXEMHYHA 001EeCT Ha ChPUETO WIH MO3BYHO-ChAOBA O0NeCT, NPH KOUTO PA3IKOTO CriagaHe Ha
KPbBHOTO HaJIATaHe MOXe Ja JoBeAe A0 HHPapKT Ha MHOKAP/Ia HWiIH MO3bYHO-ChAOB HHLIMIEHT.

AKO c€ osBY XHNIOTOHM:A, NALHEHTHT TPAOBA Aa OB€ IOCTABEH B JIEFHANO MOJOXKEHHE U, aKO €
HeOOXOIMMO /1a Ce HAIIpAaBH HHTPaBeHO3HO BIMBAHE Ha HOpMasieH Gu3Hoa0rHueH pasTeop. Ilpexonen
XUMNOTOHWUYEH OTTOBOP HE € NPOTHBONIOKAIARYE 33 NO-HATATHIIHO JO3NPaHE, KOETO MOXKE Aa ce
OCBIIECTBABA OOHMKHOBEHO 0€3 3aTpyAHEHHA, BEAHATA HIOM KPBLBHOTO HajsraHe Ob1¢ NOBHILEHO CIIe]
YBE/IMMABAHE HA BLTPECHAOBHA O0EM.

Ilpu HAKOH MALMEHTH CBC CHPJIEYHA HEQOCTATBYHOCT, KOMTO HMAT HOPMAaJIHO WM HUCKO KPBBHO
HaJIAraHE, MOXKE A2 C€ MOABH JOITBJIHHTE/HO TOHHKABAHE HA CHCTEMHOTO KPBEBHO HAJIAraHe NMpH
NprwiIarase Ha JTH3HHOTPHIL. To3u edekeT € 0YKaBaH ¥ OOUKHOBEHO HE € IPHYMHA 3a TIPSKPATABAHE Ha
JTeyeHHeTo. AKO XHIIOTOHHSTA CTaHe CHMITTOMATHYHA, MOXKE [a ¢€ HAJIOKH HaMa/IiBaHe Ha J03ara Wi
CIIHpPAaHE Ha JH3HHOTIPHIA.

Xunomonust npu ocmvpp UHDAPKIN HA MUOKAPOQ
Jleuenue ¢ TM3HHONPHNI He TPAOBA /1a ¢ 3a104Ba NMPH IaUHEHTH ¢ OCTHE HH(APKT Ha MMOKapaa, KOHTO ¢a

M3JI03KE€HH Ha PHCK OT NO-HATATBIIHO CEPHO3HO BJIOIIABAHE HA XeMOJWHAMUKATA [IPH ICYCHHE C
BazogMiaTaTop. Toea ca MAMEHTH CbC CHCTOIMYHO KPBbBHO Hajsarade 100 mmHg mn# no-HUcko, WK
TaKuBa ¢ kapauoreneH mok. [Ipes wopeure 3 anu cnen undapkra 103ata Tpabea Aa Obae HaManeHa, ako
CHCTO/IMMHOTO KpbBHO Hanarade € 120 mmHg win no-nucko. Ilogaepikamure go3u Tpabea na 6paat
HAMAJISHH O 5 Mg WIH BpeMEHHO 10 2,5 mg, ako CHCTOIHYHOTO KpbBHO Hajgrane ¢ 100 mmHg wim no-
HHCKO. AKO XHIIOTOHHATA NEPCHCTHPA (CHCTONHO KPBBHO HATATAHE NO-HUCKO 0T 90 mmHg 3a noseue ot
1 yac), npunaraHeTo Ha MH3HHONPWJ TPAOBa 114 CE MMPEYCTAHOBH.

Cmenosq Ha gopmuama u MUMpanHama Kigna/xunepmpo@uina kapouQMuonamus.
Kakro npu apyrure ACE naxubuTtops, nuzaHONpwI Tpadea a ce Mpuiara ¢ BHHMAaHue MPH HauMeHTH

ChC CTEHO3A HA MHTPATHATA KJIaria M O0CTPYKIIMS HA M3X0,1a HA JISBATA KaMepa, KATO a0pTHA CTEHO3a WK
XHUNePTPOPHYHA KapIHOMUOIATHA.

bvbpeuno yapescoane:

B cayyau Ha 6u0peuHO yBpexaaHe (KpeaTHHHHOB KIHphHC <80 ml/min), HayanHaTa 1033 JTHIHHONIPHIT
TpaOBa Aa OBAC afanTUPaHa B 2aBHCHMOCT OT KPeAaTHHHHOBHS KIMPHHC HA NAMCHTA ¥ B 3aBUCHMOCT OT
TEepaneBTUIHHA OTT'OBOP KBM JIEYEHUETO, PYTHHHOTO MPOC/IeAIBAHE HA KAaJIMA H KPeaTHHHHA € 9acT OT
obHuaiHaTa MEJULIMHCKA NMPAKTHKA NP TakHBa nauveHTH. IIpH nanuenTd ¢be chpieyHa HeIOCTATEYHOCT
XHITOTOHHTA, KOATO € B pe’yTaT Ha HavanHaTa Tepanusa ¢ ACE uHxuburopH Moxke na JoBeZe A0 HAKOH
[IO-HATATRIIHH YBpexKAaHUs Ha OnOpeuHara ¢ynkia. Joknaaeanu ca cayuaun Ha ocTpa 0L6peyHa
HEOCTATBYHOCT, KOATO OOHKHOREHO € oOpaTuMa.

[pu HakoHW nalldeHTH ¢ bunatepanta 6s6pevna aprepHantHa CTeHO3a HIIW ChC CTEHO3a HA aPTEPUATA KBM
C€AUMHCTBEH OBOpeEK, KOMTO ¢a OHIH NEKYBAHA ¢ HHXHOHTOPH Ha AHTMOTEH3HH- KOHBEPTHPALLMSA CH3HM, €

Ha0moaB2aHo NIOBHIIABAHE HUBOTO HA YPeATa B KPbBTA H HA CEPYMHHUA KPSATHHHH, KOETO OONKHOBEHO €
00paTHMO NpH NMpeyCTaHOBABAHE Ha TepanuATa. Tosa € mo-XapakTepHo 3a MalneHTH ¢ 810peyHa
HeOCTAaTh4YHOCT. [Ipy HAMHYHA PEHOBACKYIAPHA XHUIIEPTOHHSA CHILECTBYBA NOBHIHE HynD ‘ﬂ\ :
XMTIOTOHHA W 6pOpedra HepocTaThMHOCT. [IpH TakHBa NalHEHTH, TeueHHeTO TYAfd) Aa Tameit AR

BHUMATEJTHO IEKAPCKO HaGIOEHHE ¢ HECKU A03H M BHHMATE/IHO THTpHpate Aginduty ﬂ’%
Hsikou XxunepreH3IupHy NauHeHTH Oe3 AaHH! 33 I NAHO PEHOBACKYIapHOSAD '--,- it ca
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OTIIyMSBAT, 0CODEHO KOTATO JIM3HHOMPIUT CE¢ NPIIara YCopeJHO ¢ AHYPeTHK. TOBa € 10-XapakTepHo 3a
MALHEeHTH C IpeKapaHo ObOpeuno yepexaane. Moxe a2 ce HATOKH HaMAalISBaHe HA AO3aT4 WIM CIIApaHe
HA JUYPETHKA, WHJIH TCYSHHETO C JTH3UHONPHIL.

Iipu ocThp MHOKapiie HHDAPKT NEYCHHUETO ¢ THIMHONPHIT He TpAORa 1a Onjae 3an0oYBRaHO NPH NMALMEHTH C
AcokaszaHa Op0pevna THCHYHKITHA, ONPENENeHa KaTO KOHIIGHTPALIAA Ha CEPYMEH KpeaTUHNH
Hageuitagaita 177 micromol/L w/wm nporeunypus, Hagsumasama 500 mg/24 vaca. Ako ce pa3BHe
OBOpeuna TUCHYAKLIHA IO BPEME Ha JICUEHHETO ¢ JIMBHHONPIWT (KOHLIEHTPALMS HA CEpYMEH KPeaTHHHH
npepuiliapamia 265 micromol/L. Him aABa TbTH MO-BHCOKA OT TA3U MPEIU NEYSHHUETO), TOraRa JACKaAPAT
TpabBa Aa 0OMHCITH CIIHpaHe Ha JISYEHHUETO C JIN3AHONPIL

Capbxuyecmaumeanocny/anauoedem
JloKTalBaHH ca PeIKH CIy4dH HA AaHFMOECIEM Ha JIMLETO, KpaHHHLHTE, YCTHATE, €3WKA, IVIOTHCA WHITH

napuHKca. 1ol ce mabnionasa psako npu naiMenTa jekysadn ¢ ACE HHXHOWTOPH, BKIIIOYHTETHO
nH3HHONPHA. ToBa MOXE a e CITy4YH MO BCAKO BpeMe Ha jiedeHHeTo. B TakuBa cliyuaH, TepamuarTa ¢
NU3MHONPHUA TpAOBa Oa Obae NPEeYCTAHOBEHA BEHAra, KakTo M J1a ¢€ NpEAnpHeMe NoIXOAANIO JeYCHHE H
NPOCHEAABAHS Pe M NAlMeHTHTE, 33 1a C& OCUTYPH ITBJIHO NIPEeMaXBaHE Ha CUMITTOMUTE NpeIu
nauueHTHTE Aa OBAaT W3lucaHu oT Sonurua. JlopH B ciiyyauTe, KOraro € 3aCerHaT caMo e3uka Oez
PECIIHPATOPEH AUCTpEC, MAHCHTHTE TpsadRa MpoasbkuTeNnHe 1a ObaaT HabmogaBaH#, THH KaTo
JIEYCHUETO ¢ AHTUXMUCTAMMHA A KOPTHKOCTEPOHIH MOXKE 1A Ce OKKE HEJOCTATHYHO,

MHoro paako ca JoKIagsaHH (paTamHM ClIydad B pe3y/ITaT Ha aHTHOESAEM CBBP3aH ¢ OTOK Ha, JIADUHKCA
WM Ha e3uKa. [IpH 3acerHarTy €3k, rIIOTHC WM MAPHHKC, 0OHKHOREHO € CTHTa [0 3aylIBaHe Ha
BE3IYXOHOCHHUTE WHTHLIA ¥ & 0CoDeHO XapakTepHO MPH NalHEHTH ¢ aHaMHe3a 34 IPeTLPIAHA ONepaLU
Ha BB3AYXOHOCHHTe IbTHILA. B Te3u civuau Tpgbsa xa Obe HazHaYeHa clielHa Tepanud. Ta Moxe Aa
BKJHOYBA NPHIIATaHE HA APEHAIHH H/WITH NOTBPKAHE HA Bb3MYXOHOCHHTE [TLTHILA OTBOPEHH.
[TanuenTsT Tpadpa A2 ce Habmogaepa BHUMATENHO 10 ITEJIHO H34YE€3BAHE HA CHMIITOMHTE.

HuxubuTopuTe Ha aHTHOTEH3HH-KOHBEPTHPAILMS €H3UM [IPC/IH3BHKBAT [10-9ECTO aHTHOCACM TIPH
NMaliMeHTH OT YepHaTa paca, OTKOJIKOTO [IPH MALKEHTH OT APYTH PacH.

[TanmenTy C agaMHE?a 3a aHTHOEJeM, HecBbp3aH ¢ Tepanusa ¢ ACE HuxubHTOp, ¢a H3IOXEHH Ha MO-BHCOK
pHCK rpH npreMmaHeTo Ha ACE uaxHOUTOop (BXK. TOUka 4.3).

JleueHue ¢pe cakyOUTpMII/BajicapTal He TpsidBa na ce 3armoupa no-paHo or 36 yaca cieq rocneRHaTa 103a
msvHonpun. Jleyenue ¢ IMBUHONPHA He TpiaBa Aa ce 3anouea No-paHo OT 36 yaca caen MocAeqHATa 103a
cakyOuTpui/BacapTad.(BK. Touku 4.3 u 4.5).

CenwrerBamara ynotpeda Ha ACE uaxubutopu ¢ panekagorpwi , mTOR urxuburopu ( Hamp.
CHPOMHMYC, SBePOIAMYC, TEMIMPOINMYC) M BIIIAATTHITTHH MOXKE Aa J0BeAS 0 IIOBHILIEH PHCK OT
aHrHoeeM (Harp. OTOK HA AMXATE/THUTE ITBTHILA WIH €3HKA, ChC WK 0€3 HapyllleHHe Ha HIIAHETO) (BXK.
touka 4.5). HeoOxoauMo e na ce noaxoau ¢ NOBHHISHO BHYMAHHE, KOraTo ce 3anouBa JICYSCHHE ¢
pauexanorpun, MTOR uHXUOUTOPH M BUNNArTWAIITHH TIPH TTAUMEHT, KoiTo Beuve npuema ACE
UHXHOHTOP.

Anaguiaxmoudtu peaxuuu npu Xemoouaiusny nawuenmu: JIoXnNaziBanuy ca caydan Ha aHadpHNIaKTOHIHH

peakliMM NpH NalMeHTy Ha AHaIH3a ¢ BHCOK (iiyke Ha MemOpanute (Harp. AN 69) n Turpupasu
ycnopeaHo ¢ ACE aaxuburop. Ilpu takiea naupeHTH TpadBa qa ce obmucin ynorpeda Ha APYT THII
AUAITHIHH MeMODaHU WK TIpUiarage Ha apyT Kiac aHTMXHIIEPTEH3IWEHO JIEKAPCTHO.

Anagunakmoudnu peaxyuu no gpeme Ha apepesa 1#a aunonpomeunyme ¢ Rucka nivmuocm (LDL)

Papro, nangedty npueMan ACE uuxuOHTOp Nno BpemMe Ha HUCKO-TUTETHOCTHA TMIONpoTeMHOBa (LDL)
apepesa ¢ JEKCTPaHOB cYI(aT, ca MPeTHPE/Id KHBOTO3acTpalaBalllH aHaQWIAKTOHIHH peakuHy. Te3u
peakuuH ca u3bernary 4pe3 ppeMeHHO ciipaHe npHeMa Ha ACE uuxuburop npei Beaka adepesa.

Lecencuburuzauus.

TNaruedts npHemanii ACE wHXxuOATOPH 1o BpeMe Ha JeceHCHOMITHIHPAILo neveHue (Ha




Heprodpobuo vepesxcoane
Muoro pagko ACE HHxuOHTOpHTE C€ acCOHMHPAT ChC CHHAPOM, 3aH0YBAIN, C XOJIECTaTHYHA JKBITEHHLA

HIH XETIATUT MpOorpecHpall X0 3acTpaliapaiia HeKpo3a H (ITOHAKOTa) CMBPT. MeXaHH3MBT Ha TO3H
CHHAPOM He e sceH. [lammentn, xouTo npreMar NH3HAOMPHI ¥ Pa3BHBAT KBITCHALA HIH HMAT
NOBHIIIEHH HABA HA YEPHOAPOOHHUTE €H3MMH TPAOBA 1a MPEYCTAHOBAT IPHEMA HA JIM3HHONPUI U Aa
MOYYaT TOAXOJAMIO MeAHIIHHCKO JICUCHHE.

Heymponenus/azpauyroyumosa
Joxnagsany ca cTy4as Ha HEYTPOIICHHA/Ar paHyIOUMTO3a, TPOMOOLHTONEHHA H AaHEMMA ITPH NALMEHTH

npuemaiid ACE naxuGuropu. Hytponenss, 1p1 nalHeHTH ¢ HopMaaHa 0b0peuna QyHKkums, 6e3 ApyrH
yCROoKHABAUM $HaKTOpH, ce ¢iIyusa paako. HeyTponennaTa H arpadynolUHdTO3aTa ca 0DpaTHMU NpH
npeycTaHoBsiBaHe nprueMa Ha ACE unxubnropa. JIm3uHonpun TpadBa 4a Obe H3NO0N3BaH ¢ MOBUILIEHO
BHHMAHHE MPH NALMEHTH ¢ KOJIareHo BacKyiapHo 3a0onsiBaHe, UMYHOCYIIPECHBHA TEPATUs, JI€YEHHE C
JIOTTYPHHON WiH NPOKAMAAMAN, WiH KOMOHHAIHS OT T€3H YCIIOKHABAIH hakTopy H 0cobeHo mpH
CBINECTBYBAILO NPeaH YBpeKAaHe Ha ObOpedHaTa pyvHKuua. HAKOU OT Te3u natedT pa3gHear
CEpHO3HK HHOEKLHH, KOHTO B MaJIbK OpOH CIy4al He OTTOBAPAT HA HHTEH3WBHA aHTHOHOTHYHA TepanHs.
AKO JIM3UHOMIPHI CE U3MO3BA OT TAKHBA MALHEHTH, MPENOPHYBA C€ NEPHOWYEH MOHHTOPHHT Ha OpoA Ha
NEBKOUMTUTE U naupedTuTe Thabra fa Opaar HHCTPYKTHPAHH Ja cboOIiaBaT 32 BCEKH NPHU3HAK Ha

HH(PEKIHA.

[Heoiino broxupane Ha penun-anzuomen3un-andocmepornosama cucmema (PAAC)

Hma pnanum, ye eqHoBpeMeHHAaTa yHoTpeba Ha ACE nuxuburopu, anrdoreHsud [l-peuenropuu Snokep
WIH &THCKHPEH MOBHILIABA PHCKA OT XHIIOTOHHA, XHIIEPKAJIMEMHUs M HaMaliBaHe Ha 6b0peyHaTa QyHKUMS
(BKMOYHTENHO ocTpa OB0peuHa HenocTaThuHOCT). [lopanu ToBa HE ¢ NpenopbuBa ABOHHO OJOKHpaHe Ha
PAAC upe3s xomGuunpanara ynorpeba Ha ACE muxuburopn, anrwotensus [l-penenropun Onoxepy win
anuckupeH (BX. Touk# 4.5 u 5.1). AKo ce npelicHH, 4e TepanuAaTa ¢ AROHHC OJ0KHpaHe € a0CONITHO
HeobxoauMa, ToBa TpAOBa Ja cTapa caMo 1o/ HabAIOASHHETO Ha CITELMATIACT U [TPH 4eCTO BHHMATEIHO
MOHHTOpHpaHe Ha OnOpeuHaTa GyHKIWA, SICKTPOAMTHTE 1 KpbBHOTO Hansrane. ACE naxuburopn n
anruoTeH3uH Il-perienropau 6ioxkepu He TpAGBa 1A ce H3MO3BAT CAHOBPEMEHHO MPH NALHEHTH C
anabeTHa HedponaTHA.

Paca

HexubuTopHuTe HA aHMHOTEH3HH-KOHBEPTHPAILIMA CH3HM NPHYHMHABAT O-BHCOK PUCK OT aHTHOEAEM MpH
YepHOKOKH MALIMEHTH, OTKOJIKOTO NpH He4epHOKOoXKH nauueHTH. Kakto 1 npu apyrure ACE
HHXHOHTOPH, JIA3MHOTIPLLT MOKE A OKAXKe To-Cnab edekT 3a NOHWKABAHE HA KPHBHOTC HA/IATARE NIPH
YEepPHOKOXKH NALUHUEHTH, BEPOATHO Nopany npeobiagasaHe Ha NO-HHUCHK PEHHH IPH XHNEPTEH3HBHA
4YEPHOKOKA MTOMyIaiys.

Kauwnuya

Hma crodilleHus 3a kamudiia iapu ynorpebarta Ha ACE mHxuburopu. XapakTepHzupa ce ¢ TOBa, 9¢
KallIALATA He € NPOIYKTHBHA M OTUIYMsBa [IpH criHpaHe Ha Tepanuara. ACE uHxuOWTOp- HHAYLMpaHa
KalLia TpaOBa fa Ob/le OTYETEHA KaTO 4acT OT AndiepeHUMATHATA IHATHO3a HA KANINHIATA.

XUpYp2UR/arecmesus.
IMpy nauHeHTH, MOANMKEHU HA CSPUO3HA ONEpal|d i IO BPEMe Ha aHeCTe3nA ¢ IPOAYKTH

MPOBOKHPALIM XHTIOTOHHUS, JINAHHOTIPIWIT MOXKe Aa (JIOKHpa BTOPHIHO aHTHOTeH3HH 1l dhopManiusTa no
KOMIIEHCATOPHO OcBODOXK/1aBaHe HA PEHUH. AKO ¢ IPOABH XHIIOTOHHUA H TA C€ YCTAHOBH, Y€ € pesyTar
Ha TO3K MEXAHWIBM, TOBA MOXKE Jja C& KOpHIHpa upe3 yBenHdaBaHe Ha BbTPeChIOBUS 0DEM.

Xunepranuemus

ACE mnxuburopute Morat aa NpeAU3BHKAT XHIIEpKAJIMEMHA, ThA KAaTO HHXHOHpaT UCBoﬁo}K,uaBaHeTo Ha

anaocTepoH. EQeKTET OOHKHOBEHO HE € 3HAYWTENEH NPH MALMEHTH C H{}pMﬂJ'{H

Obaue npy NalMeHTH ¢ HapyeHa Ob0pedHa GyHKIHs, 3axapeH quader /1 / -
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ANIOCTEPOHA WIH AHTHOTEH3HH-PEHCHTOPHH OI10KEPH), MOXKE 1a BB3HHKHE XHUIIEPKANTHEMHA. AKO BCE MaK
CE HAJIara ¢JHOBPEMEHHOTO NIPWIATAHE HA TIOCOYEHHTE MO-TOPE JIEKAPCTBa, NIPEHIOPBUHTENIEH € PEAOREH
MOHMTOPHHI Ha CepYMHHA KaJTHii H Ox0pevnara ¢pyHKUMA (BX. To4uKa 4.3),

Luabemuyu
Tipn nuabeTHIH NeKyBaHH ¢ OpanHM aHTHIHAOSTHYHH CpeacTBa WK HHCYITIHH € HeoOXOMHM peliOBeH
KOHTPOJI 11pe3 mhpBHA Mecel, ot tedeHHeTo ¢ ACE uHxubuTop (BxK. TOuKa 4.5).

Jhumudi
B nosedeTo cirydan KoMOMHALHMATA OT JIMTHHA Y JIH3HHONPUI HE e NMPENMOPBYBA (BX. ToUKA 4.5),

bpemennocm
ITpuem Ha ACE urxubnTOpH He TPAOBa Ja Ce 3anovBa Mo BpeMe Ha OpeMeHHOCT. C H3KMOUEHHE Ha

CJIYYaHTe, KOraTo NpogbiikaBate Ha nedeHHeTo ¢ ACE wExubUTOp ce cumta 3a BAKHO, MAUUCHTHTE,
KOMTO fUIaHupar OpeMeHHOCT TpaOea fa NMpeMHUHAT Ha APYro ARTUXHUIIEPTEHINBHO JICYCHHE, KOETO € ¢
yCTaHoBeH npodun Ha Oe3onacHocT npH OpeMeHHocT. [Ipy ycTaHoBIBaHe Ha OPEMEHHOCT, TEYEHHETO C
ACE wmxuburopH Tpabea HezabapHO na OBAC CIIPAHO H aKO € NOAXO0AAII0, TPSOBA 1a 3aI104He ICYCHHE ¢
apyro cpeacteo (B, Toukd 4.3 u 4.6).

BbB Bpb3Kka ¢ aMIIQIWIIMH,

He e ycraHOoBeHa 6€30TMACHOCTTa H €(DEKTHBHOCTTA HA AMJIOJMITHH NPH XHIIEPTOHWYHA KpH3a.

Copoeyna nedocmanmsyHOCH

ITaupenTuTe CHC CHpACHHA HEAOCTATHUHOCT TPAOBa 1a ObAAT NEKYBAHH ¢ BHUMAHHWE, B ABJIFOCpPOUHO
L1a1e6o-KOHTPOIUPAHO [IPOYUBAHE IIPH NAUMEHTH € TEXKa ChpAcdHa HeaocTaThuHOCT (Kiac 1 u IV no
NYHA), crobmaBanara uectoTa Ha OenogapodeH oTok ¢ 6una no-eHcoka B rpyrnara, JCKyBaHa ¢
aMJIOHIIMH, OTKOJIKOTO B IU1anedo rpynara (Bxk. Todka 5.1).

bnokepHTe Ha KANLMEBHTE KaHAMH, BKTIOYATETHO AMIOIUNNH, TPAOBA a C€ U3MON3BAT ¢ MOBHIIEHO
BHMMAHHE TIPH NALKMEHTH ChC 3aCTOHHA ChpACYHA HENOCTATEYHOCT, Thil KaTo T€ MOTaT Jia YBEJIHIAT
pHCKA OT Obaelty ChPASYHO-ChAOBH HHIMACHTH U CMBPTHOCT.

Yepnodpobro vepexcoane
Ilpu mauuenTH ¢ YBpeaeHa YepHOIPoOHa GYHKIHA, TIOMYKHBOTET HE AMJIOJHIUH € YIB/DKEH U

croiHocTUTe Ha AUC ca no-BucokH, a MpenopbKUTE 3a 03MpaHe He ca yeTaHosend. CieioBaTeHo,
aMIIOXHMIHH TpAOBa 113 ce 3anoyvHe ¢ Hali-HUCKaTa 1032 OT AO30BUSA AHANA30H M € HeOOXOAHUMO MOBHILEHO
BHMMaHHE, KAKTO NPH 3aMOYBaHe HA IEYSHHMETO, TaKa ¥ NPH MTOBHINIABAHE Ha jJo3ara. IIpu nampenTH ¢

TEKKO YEPHOAPOOHO yBpexKAaHe MOXKe Ja ce W3MCKBA 0DaBHO TUTPHPAHE HA J03aTa U BHUMATE/IHO
HabNIOeHHE,

Cmapuecka gb3pacm
[Ipn crapyecka pBp3pacT, yBeTHHYaBAHETO HA A03aTa TpabBa N4 ce U3BLPLLUBA ¢ NOBHILICHO BHUMaHHE (BK.
Touku 4.2 u 5.2).

brbpeuno vepeocoate
ITpu Takuea magHeHTH aMAIOAUITHH MOXKE Aa CE M3IOI3Ba B HOPMAiHM Ao3H. [IpoMeHnTe B InazMenuTe

KOHIEHTPALMH Ha AMJIOJUIIHH HE CA CBBP3aHH ChC CTENEHTa Ha OROpedYHO yBpexaaHe. AMIOJUIIMH He ce
AHATTM3HPA.

BbB BpB3Ka ¢ OHOpPM
To3u neKapcTBeH NPOOYKT ChAbpKa NMo-Maiiko ot 1 mmol vatpui (23 mg) Ha Tabaerka, T.€. MOXKe 1a ce
KaKe, 4€ MPAKTHYECKH HE ChIbPKA HATPHH.

4.5. BzaamojeHcTBHE C APYTH JEKAPCTBEHH NPOAYKTA B APYrH POPpMHE

BaauMoeicTBUA, CBBP3aHM ¢ TUIHHOPHI




Anmuxunepmen3uenu cpedcmaa

EnHoepemeHHara ynotpeGa Ha TH3UROOPII M APYTH aHTHXMIICPTEH3HBHH CpEACTBa (HanpHuMep
[JTALEPHIIOB TPHHUTPAT, APYTH HUTPATH WIM APYTY Ba3OAWIATATOPH) MOMKE AOMBAHNTENHO A3 TIOHIKH
KPBBHOTO HATATAHE,

Havue oT KIHHAYHY DPOYUBAHKA [TOKA3BaT, Y€ ABOHHOTO OJOKHpaHE HA PeHHUH-AHTHOTCH3HH-
annocrepororara cucreMa (PAAC) upes xkomOunmnpasata ynotpedba na ACE uaxuburopu, anruoreH3uH
II-penenTopHHu G10KEpH WK ATHCKHPEH C€ CBBHP3Ea ¢ MO-BHCOKA YECTOTA HAa HEeXKeNaHH ChOMTHA, KaTo
HalpUMep XUTIOTOHMS, XUMISPKATHEMHA B HaMmaligBane Ha OvOpeunaTa GyHKuHs (BKJIIOUHTETHO OCcTpa
ObOpevYHa HEAOCTATHYHOCT), B CPABHEHHE ¢ yroTpebara caMo Ha eIHO CPECTBO, AEHCTBALIO BBPXY
PAAC (Bx. Tourkn 4.3.4.4 n 5.1).

Hexapcmea, koumo mocam 0a nosuwam pucka om an2uoeoem

CoobreTBamiata ynorpeba Ha ACE HHXUOHTOPH ¢be caKyOuTpHI/BalicapTal € NPOTHBONOKA3aHAa, Nopaay
[MOBHILEH PHUCK OT aHrHoeieM. (Bx. Touka 4.3 u 4.4).

Conpretraina ynorpefa Ha ACE aHxubwropu v maxuburops Ha mTOR ( Hanp. TeMcHpOJIHAMYC,
CHPOJTHMYC, eBEepOIHMYC) WTH HHXUOHTOPH Ha HeyTpanHa eHaonenTaaza (NEP unxuburopn) (Hanp.
PaLEKaJOTPHIT), WM ThKaHEH AKTHBATOP Ha IUIa3MHHOTEH HJIH BHIIAATTHITHH MOXKE Aa JOBEAE A0
[IOBMUIEH PUCK OT aHruoeneM (B:K. Touka 4.4)

Luypemuyu

AHTHXUIICPTEH3UBHHAT ¢PEKT € alHTHBEH, KOraTo KbM JICYEHHETO C JIM3MHOMPHI ¢ HA3HAUM TEPaIH ¢
AWy PETHK.

[lanHeHTHTE, KOHTO Bede NMpHEMaT AHYPETHLH, H OCOOEHO Te3H, HA KOUTC HACKOPO € HasHaueHa
IHUypeTHYHA TE€palTkA, HOHAKOTA MOTAT Aa H3IHTAT CHIIHO MOHIDKEHHE HA KPhBHOTO HAIIATAHE APH
no0apdHe HA TH3HHONPHWI. BE3MOAKHOCTTA 33 NOABA HA CHMITTOMATHYHA XHNOTOHNA MOXKE Ja Ce
MHHHMM3MpA KaTO ce clipe NpueMa Ha JHYypeTHKa NpeaH 3allo4BaHe Ha JIEMeHHeTO ¢ TH3HHONPHN (BXK.
Touka 4.4 ¥ Touka 4.2).

Kanuegu 000a8kY, KAMUU-COXPAHAGAUIY OUYPEMUYU WU KANUH-CHOBDICAWH CONEBH 3AMeCMUmenu u
Opyeu 1exapcmsd, KOUmo Ouxa Mo2iau 0a noguiiam Husama HAa KA.

Bohpexd 4e CepyMHMAT Kajinii oOMKHOBEHO OCTaBA B PAMKATE HA HOPMAJIHH IPAHULIH, TPH HAKOH
[IALHEHTH, JIEKYBAHH C JIU3HHONPILL, MOXKE 1A Bb3HHKHE XHIepKandeMud. ¥ norpebaTa Ha Kanui-
CHXPAHABANIM JUYPETHLM (HaMp. CIAPOHOIAKTOH, TPHAMTEPEH HIIH aMIWIOPH), XPaAHHTE/IHHA JOOaBKH
HNH CHABPKALM KaTUH HTH KATHH-CHABPKAILM 3aMEeCTUTEIH Ha COITa MOXe Ad NoBeae A0 3HAYHTETHO
TIOBUILIEHHE HA CEPYMHHSA KATHH , 0CODEHO NPH MalMEHTH ¢ HapylllcHa 650peuna dyHkuna. Tpadea cbio
Iia ce BHUMaBa, KOTaTo JIM3HHOIIPHA e MPHJIara eHOBPEMEHHO C APYTH CPEACTBA, KOHTO NMORHINABAT
CEpYMHUA KaNIHl, KaTO HATIP. TPHMETONPHM M KO-TPHMOKCa3011 { TpUMeTONpUM/cyndaMeToKcas3on), Thii
KATO € W3BECTHO, Y€ TPHMMETOIIPHM JISHCTBA KATO KaJIMHA-CBhXPaHABall] JMYPETHK 110400H0 Ha aMANOpHA.
Ilopanu TOBa He ce NpeNOopBYBa KOMOHHHPAHETO HA JIM3MHONPHI ¢ T'OpecOMEHATHTE JIeKapeTBa. AKO €
NOKa3aHa ChIThTCTRAE Yriorpeba , Te TpAOBa fa ¢& H3NOM3BAT C MOBHILIEHO BHUMaHHE H NPU YECTO
[pocnesBaHe HA CEpyMHMA Kanui ( BK. Touka 4.4).

L{uxnocnopun: 11pH ceirbTeTRama ynotpeda Ha ACE HExMOHTOPH ¢ HHKJIOCNIOPHH MOKe J1a Bh3HHKHE
xunepxanuemus, [Ipenopsupa ce npocneasBaHe Ha CePyMHHS KaJTHIA.

Xenagpun: [pu ceirpTeTBama ynorpeda Ha ACE HHXHOUTOPH ¢ XETTAPUH MOKE J1a Bh3HHKHE
xunepxanueMus. Ipenoprsysa ce npocaeadBaHe Ha CepyMHHA KaTuM,

AKO NH3HHOITPHJI C€ MpHIara ¢ KaTHH-HeChXpaHABAIl AUYPETHK, AUYPETHYHO HHAYAMpaHaTa
XHMIIOKATHEMHA MOKE 1A C& HaMaJH.

Jumui

npociieasBany (Bx. Touka 4.4).




Hecmepouonu npomusosvnanumennu cpeomcesa (HCIIBC, ) exmouumenio ayemuicaluyuiosa Kuceluna
>3 g/oen

EnnoepemenHoTo npunarane Ha ACE uHXHOHTOPH ¢ HECTEPOHIHH MPOTHRBOBBL3NMAIUTEITHH JEKAPCTBa (
KaTO AlICTHICATHIIAIOBA KHCEIMHA B NPOTHROBB3NATUTEIHH A030BH peXUMH, COX — 2 HHXHOHATOPH H
HecenaekTHBHY HCIIBC) Moxe na Hamanu antixunepren3uBHiS edext. EnHOBpeMeHHaTa ynorpeba Ha
ACE unxututopy ¥ HCIIBC moxe fa fosene 1o NOBUILEGH pHCK Ha OBb0peuHaTa QyHKIINA, BKIIIOYHTENHO
ocTpa OBOpetHa HEAOCTATHUHOCT H MOBHILABAHE HA CEPYMHUTC HHBA Ha KaJIHH, 0cobeHO MPH NaLHMEHTH ¢
BomeHa OpOpeuna dyurama. Tean edpexTn obMuaiiHo ca obpaTui. Ef1HOBpeMedHaTa ynoTpeba Ha Te3H
NEKapCTBEHH CPe/CTBa TPAORA 1 Ce NPHIIara ¢ MOBHIIEHO BHUMaHHe, 0COOCHO NpH HalHCHTH B
Hanpeanana se3pact. [lauuedture TpaGra ga OpAaT J0Ope OBOAHABAHM W TPAOBA 114 Ce MMa TIPEABHL
HaOmozeHne Ha O60peunaTa ¢hyHKIHA ClIel 3all09BaHe Ha KOMOHBUpAHATa Tepanus B peJOBHO el TOBa.

3namo

HurpoHaHu peakiii (CHMITTOMH Ha Ba30JWIaTalMd, B TOBA YHCJIO 3a4ESPBABaHE, rajeHe, 3aMasHOCT H
XHMOTOHHA, KOHTO MOTaT 1a 0bAaT MHONO TEXKKH) ClIe] HIDKCKUMOHHO NMpWiarale Ha 3maTto (Hanp.
HATPHEB aYPOTHOMAJIAT) C& ChoOIaBaHH IMO-YE€CTO MPH NaLHeHTH, JeKyBaHd ¢ ACE uaxuburop.

Tpuyuxauunu anmuoenpecanmu/GHmuncuxomuyuw/ aHecmemuyy

Ennospemennarta ynorpefa Ha OnpeielieHn aHSCTETINHY ICKAPCTBeHU NPOIYKTH, TPHLHKIHYHM
AHTHJACNPECAHTH ¥ AHTUIICHXOTHIM ¢ ACE HHXHOHTOpH MOXE Ja AOBEAE N0 AOMBIHUTEHO OHHKABAHE
Ha KpbBHOTO (BK. Touka 4.4).

Cumnamurxomumemuyunie
CHMNATHKOMHMETHLIITE MOTAT Aa HAMAIAT aHTHXHNepTeH3uBHUA ¢dext Ha ACE HHXuOHTOpHTE.

Aumuouabemuuny npooyxmu

HaHH# OT enHASMHOIOTHYHH TIPOYYBAHMSA MPEATIOAAraT, Y¢ eIHOBpeMEHHaTa ynorpeba Ha ACE
HHXUOWTOPH K auTHAKA0eTHH NeKapCeTBa (MHCYNMHH, OPAlTHY XHMIOIVIMKEMHYHH CPEACTRA) MOraT
JOTTBIHHATEIHO Ja TIOHHMKAT HHBATA HA FTIOK03a B KPBBTa C PHCK OT XHIIOFIHKeMHs. To3H (peHOMEH ¢ [1o-
XapakTepeH 3a MEPBHTE CEAMHIIM OT KOMOHHHPAHOTO NIeUEHUE H 3a NIALMENTH ¢ OB0peuHo yBpeKaane.

Ayemuicanuyunosa Kuceauna, mpombonumuyu, bema-610Kepu, Humpamu

JluzuHONpH/I MOJKE 1a OBJIe NpIIaraH €JHOBPEMEHHO C aLETHICATHLIAIORA KHCENHHA (B KAPIHOIOrHYHHA
A034), TpoMOOTUTHIIM, OeTa-GoKepy W/ HIIH HUTPATH.

BaaumonelcTeus cBbp3aHd ¢ aMIQAMIAH

Bv3geucmeaue na gpyeu rexapcmeeru RPoOyKmu 6bPXY QMIOOUNUN.

CYP3A4 unxubumopu

EnHoBpeMeHHaTa yrnoTpeOa Ha aMJIOJMIIMH ¢BC CHTHH M yMepedu CY P3 A4 unxubutopn (npoteasHy
MHXHOUTOPH, a30JI0BH aHTHMHUKOTHULIH, MAKPOJIHAH KATO €PHTPOMHLIMH HIH KIAPHTPOMHLIH, BEpanaMui
HITM JMIITHA3EM ) MOXKe A3 JORe/Ie 10 3HAYHTEIHO YBEIHUYCHUE B €KCITO3HLMATA HAa aMIIOAUIIHH, BOAEL A0
HOBHIIEH PHCK OT XHUMOTOHUA. KIIMHHYHOTO NPOABNEHHE HA Te3U (hapMaKOKHHETHYHH BapHal{HHA MOXeE /13
ObZe NO-H3ABEHO NPy NAIMEHH B cTapuecKa Be3pact. [Ipenoprusa ce KTHHHYHO HADMIONEHHE U
CHOTBETHO MOKE 1A C& M3MCKa KOPHTHPAHE HA A034TA.

CYP3A44 undyxmopu
I1pu eAHOBPEMEHHO TIPWIOKEHHE Ha U3BECTHH HHAYKTOpH Ha CYP3 A4 mnazMeHaTra KOHLCHTpaLlHA Ha
aMJIOZAHMNMH MOXKe Ja BapHpa. [lopagu ToBa KPBBHOTO HanAraHe TpAdBa da ce npocieassa U 1a ce

CYP3A4 uagyxropH ( Harnp, pupaMnuLiKH, XXBAT KaHTapHOH)

[IpunoxxeHueTo Ha AMJIOIMITHH ¢ FPednpyT WIH COK OT I'peHndpyT HE CE npk
HAKOM ManmMeHTH OHOHANHYHOCTTAa MOXKE Aa CC MOBRMUIM W TOBA J1a JOBEIE 10} e
AHTHXHIIEPTEH3UBHHUTE e(DEKTH.



Hanmponen (unghysusn)

T1pu KUBOTHH, ca HAOJIONABAHH NETATHO KAMEPHO MBKIACHE ¥ CHEPACYHO-CHA0B KONAIIC CBBP3aHH C
XUTEPKATHEMHS CJIC NPHIOKEHHE Ha BEpanaMuil H HHTApReHO3HO NpWDKeHWe Ha Jantponed. [Topaau
PMCK OT Pa3BMTHE Ha Ha XHIIEPKAJIMEMHUA Ce NpenopbuBa Aa ce H30iarea €AHOBPEMEHHOTO NPHWIMKCHUE HA
ONOKepH Ha KAJHEBHTE KAHANH KaTO aMJIOJHIIMH, [IPH MALHCHTH NMPEApasNoNoKeHH KEM TOKAYeCTEREHA
XMNEPTEPMUA H MPH OBNAASRAHE HA 3IOKAYECTBEHA XUNePTepPMHA.

Edhexmu na amnodunun ev OpY2u AeKapCmeeHume npoo M,

Edextre BEpXY NOHUKABAHE HA APTEPHATHOTO HAMATaHE HAa AMJIOJAHIIHH ce A00aBAT KbM TE3H e(peKTU
HA JIPYTH aHTHXHEPTEHIUBHH JIEKAPCTBEHH CPEICTRA,

Taxpoaumyc

HMma onacHOCT oT MIOBHIIaBaHE Ha KPBBHHTE HHBA HA TAKPOJMMYC, KOTATO ce MpHiara e JHOBPEMEHHO C
AMIIOHINH, HO PAPMAKOKMHETHIHMAT MEXAHM3EM HR TOB2 B3aWMOAENHCTRHE He € HAITRTHO U3SCHEH. 32
Ha ce H3berHe TOKCHYHOCT Ha TAKPOIIMMYC, MPHIOKEHHETO Ha aMIIOUIIMH Ha NAHMUEHTH, JIEKYBaHH C
TAKPOIIMMYC , U3MCKBa KOHTPON HA KPHBHHTE HHUBA Ha TAKPONHUMYC H KOPEKIIMA Ha J03aTa Ha TaAKPOJIHMYC,
KOTATO € NOAXOIAIO.

Huxubyumopu na mIOR

Huxuburopure Ha mTOR |, KaTo cupoTHMYC, TEM3HPONHMMYC H eBeponEMYyc ca cyberpard Ha CYP3A.
Amnopumnus e cnad uaxuburop va CYP3 A4, IlIpu eaHoBpeMeHHO npwiarane Ha MEXuburopu Ha mTOR,
aMJIOJMITAH MOXKE A TOBUUIH TAXHATA €KCITO3HIMA.

Luxnocnopun

He ca nmpoeexnanu npoy4YBaHHA 3& B3aHMOXCHCTBHETO MEXAY HUKIOCIIOPHH H AMIIOAMIHH IPH 3APaBy
ao6pOBONLUM WIH APYTH IIONYIAMH, ¢ H3K/BOKYeHHAE Ha TAKHBA NPH NalHeHTH ¢ H0peyHa
TPAHCIVIAHTALIMA, TTPH KOUTO ¢€ HaOmoAaBa rpoMeHIIMBO yeendeHue (cpeano o1 0 % no 40 %) na Hail
HHCKAaTa KOHLIEHTPAlMS Ha HMKIOCNopyH, H3KCcKBa ce NOBMIICHO BHMMAHHE NP MOHUTOPHHI HA HUMBATA
HA UMKIOCTIOPHH MPH NAUMeHTH ¢ Oh0pevHa TpanciianTalus, TPHEMALLE AMIOQUITHH, 3 HAMAJIZBAHETO
HA J03aTa Ha UHKJIOCTIOPHH TpA0BA Ja cTapa fpu HEOOXOIUMOCT.

Cumeacmamun

EanoepeMeHHOTO MpHIaraHe Ha MHOrOKpaTHH A03H oT 10 mg Ha amiuoaunuH ¢ 80 mg cMMBacTaTHH BOJIH
0 yBelnYaBaHe ¢ /7% Ha eKCNO3ULMATA Ha CHMBACTATHH B CPaBHEHHE C MpHIarade Ha CHMBACTATHH
caMocToATeNHO. OrpanMuaBate Ha A03aTa Ha CHMBacTaTWH A0 20 mg ZHEBHO NpH NALMEHTH Ha
AMJTOIUITHH.

Ipy WIHAMYHY IPOYUBAHHA 34 B3aMMOACHCTBHA AMIIOAMITMH HE NOBIHABA (hapMakOKMHETHKATA Ha
ATOPBACTATHH, NMIrOKCHH HITH BapdapHH.

4.6. @eprHIHTET, OPEMEHHOCT H KbpMEeHE
bpeMeHHOCT

Yrnorpebara Ha [[HpoHOPM He ce npenophyRa 110 Bpeme Ha IbPBUSA TPUMECTEP OT OpeMeHHOCTTa B &
MPOTHBONOKA3aHA TIPS3 BTOPHA H TPETHA TPUMECTEP OT OpeMEHHOCTTA.




Hsma ondT ot aZ6KBATHO KOHTPONMPAHY KNTHHHUYHH H3MUTBAHUA OTHOCHO ynotpedata Ha JupoHopM npu
OpeMeHHH XKeHH. Bbipeky ToBa, ynoTpedara Ha JBeTe AKTUBHH BELIECTBA IO BpeMe HA OPEMEHHOCT HITH
He ce MpenoprYBsa, WIH € MPOTHBOMOKA3HA (33 MoBeYe NOAPOOHOCTH OTHOCHO OT/IETHUTE BEILECTRE,
BIDKTE NO-A0ITY).

[Tpu ycraHoBsBate Ha GpeMeHHOCT NeueHHeTo ¢ JupoHopM Tpabea He3abaBHO fa CE [IPEYCTAHOBH H, aKoO
€ YMECTHO, Jia C€ 3arouHe anTepHaTHBHO JiedeHHe (Bk. Touka 4.4). IlpueMsbT Ha [lupoHopmM He TpAOBa pa
3aroMBa 1o BpeMe Ha OpeMeHHoCT. OCBEH B CITy4aHTe, KOrato [PONBDKUTENHOTO JledyeHHe ¢ JlupoHopM
C€ CYMTA OT CHIIECTBEHO 3HAYCHHUE, MALMEeHTHTE, KOUTO IUaHupar 3abpemeHsBaHe, TpaOBa 1a npeMHHAT
Ha APYTO AHTHXHIICPTSH3HBHO JICYCHUE C YCTAHOBEH NpodHn Ha Be30MacHOCT 38 yroTpeda npH
OpeMeHHOCT.

Bvg spwvika ¢ auzunonpun

VnorpeGata ACE HHXWOHTOPH He ce Mpenoph4Ba [0 BpeMe Ha TbPBUA TPUMECTED OT OpeEMEHHOCTTA (BK.
Touka 4.4).

Yunorpebara ACE naxubutops ¢ MpOTHBOMOKA3aHA NPE3 BTOPHA B TPETHA TPUMECTBP OT OPeMeHHOCTTA
(K. Touku 4.3 u 4.4).

HaMa KaTeropuvHH eNuAcMHONIONMMHK JOKA3aTEICTRA 334 PHCKA OT TEPATONEHHOCT ¢t eKCIIO3HLIHA Ha
ACE uHXUOHTOpH 1O BPEeME Ha IThPBUS TPUMECTHP HA OPEMEHHOCTTR; BBIPEKH TOBA, HE MOXE /1a C€
H3KMOYH ¢nabo yreNMMdeHHe Ha pHcka. OCBEH B CIlyMaHTe, KOTaTo NPOABIDKHTEIHOTO JedeHue ¢ ACE
HHXHOHTOp C€ CUMTa OT ChINECTBEHO 3HAUCHHE, MAallHEHTHTe, KOHTO TU1aHHpaT 3a0pemeHsaeaHe, TpaOea Ja
NPEMMHAT HA APYTO AHTHXMNEPTECH3UBHO JIeueHHE ¢ yeTaHoBeH npodun Ha HesonacHOCT 3a ynorpeda npu
opemennocT. [Ipn ycTaHOBABaHe Ha OpemenHocT, Nedennero ¢ ACE unxuburopn tpabea na 6sae
npekpaTeno He3adapho u, KO e YMECTHO, TpaOra J1a 3anovHe anTepHaTHeHa Tepanus. FI3pecTHo ¢, 4e
excniosuuuaTa Ha tepanva ¢ ACE uHxuOHTOpH npes Bropus U TPETHS TPUMECTEP HHAYLIHPA
$eTOTOKCHYHOCT TIpH XOpaTa (Hamanera OsOpeuHa QPyHIAWA, DTUTOXUAPAMHHI034, 3abangHe B
OCH(HKALMATA HA Yeperna) M HeOHaTaHa TOKCHYHOCT (0p0peyHa HeIOCTATEYHOCT, XHIIOTOHHA,
XHrepkanmemus ) (K. Touka 3.3). B cnyuqaii na excnosuitis Ha ACE uaxuOnurop no BpeMe Ha BTOPHA WIH
TPETHS CEMECTRP OT OpeMEeHHOCTTa ce MPeNnopPhYBa YITPa3BYKOBO HacnenpaHe Ha Ob6peunaTa GyHKLMA U
uepena. [Jemara, unuro matixu ¢a npuemanu ACE wixuburopn, TpsOBa fa ObaaT BHUMATENHO
HabBMIOOaRaHH 34 XHNOTOHMS (BXK. TOUKH 4.3 u 4.4).

Bve gpw3ra ¢ amiaoounun

He e ycraHOoBeHa Oe30macHOCTTa Ha aMJIOAMITHH 110 BpeMe Ha OpeMeHHOCT npu xopa. [Ipoyusanus nipu
AUBOTHH Ca MOKAZAIH PENPOXYKTHBHA TOKCHUHOCT [PH [IPHIIOKEHWE HA BUCOKU 034 {BXK. TOUKA 3.3).
Vnorpebara 1o Bpeme Ha GpeMeHHOCT C€ TIpenophUYBa ¢aMo MpH JIHICa Ha Mo-0e30nacHa anTepHaTHBA U
KOTaTO PHCKDBT OT 3aB0IABAHETO € MO-roNaM 33 MaiKaTa H IU104a.

Kspmene

Hsama nanHu 32 ynorpeba Ha JIH3MHONPHI N0 BPpeME Ha KbPMEHE.

AMIIOIMIHA c& eKCKpeTHpa B KbpMaTa ApH xopa. YacTra ot no3ara Ha MaiikaTta, NOJly4eHa OT KbpMaueTa,
€ M3YACIEHA C MHTEPKBAPTHIEH AHana3oH 3-7 %, ¢ makcuMyM 15 %, EdexThT Ha aMJIOAUITHH BBPXY
KbpPMAYETaTA € HEH3BECTEH . YnoTpebata Ha HpoHOpM He ¢e TIpenophyBa d 3a NPEANOYHTAHE € 1A Ce
NIPHIATAT ATTEPHATHBHH TEPANMHU C TI0-100pe yCTaHOBEH NPOdHIT Ha O€30I1aCHOCT 110 BpEME Ha KEPMEHE,
ocofeHo B cyvalt Ha HOBOPOIEHO WK HEJJOHOCEHO JeTe.

Deprunurer

HaMa onut oT ageKBaTHO KOHTPOJIHPaHH KIHHHYHH M3NMWTBAHHA OTHOCHO BT
BHPXY thepTHIHTETA. '
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BLEe BpBb3Ka ¢ aMJIOIUNHH
HmMa cbobmenns 3a 00paTiMH OHOXUMHYHHU TIPOMEHH B TVIABHUKKTE HA CIIEPMATO30HANTE NIPH HAKOH

MALHCHTH, IEKYBRaHH ¢ BJIOKepH Ha KaJIHEeBHTE KaHanu. HaMa TOCTaThYHO KIIHHUYHA JAaHHH OTHOCHO
NOTEHUATHUS e¢EKT Ha aMIOAMITHH BbpXY (epriimrera. {Ipi e1HO NpoyyBaHe NPH ILTBXOBE Ca
yCTaHOBEHH HeOaronpuaATHH eekTH BbpXY (epTIIIHTeTa Ha MBXKKHTE HHIMBHAH (BK. TO4Ka J.3).

4.7.  EdexTH BbLpxy cnocobHoCTTA 32 IHOoQHpane H padoTa ¢ MANIHEHA
Bve epbika ¢ Ausunonpui

[Tpn wodupane unu paboTa ¢ MamHHK TpsOBa Na ObAE B3€TO NOJ BHUMAHUE, Y€ NOHAKOrA MOXE Aa ¢e
NOSBH 3aMailBaHe MIIH YMOpa.

Bve apni3xa ¢ amroounuy
AMIONUITHH 0Ka3Ba c1ab0 WM YMepEHO BIAHSHKE BBPXY ciocoOHOCTTa 3a modupane H padboTa ¢

mamuHA. [1py naumenTH, noIy4uiy 3aMaiBane, rinapo0o/Ine, yMopa WM ralieHe, MOXe J1a ce BJIOLIH
cnocobHOCTTA 3a peakiiua. Tpabpa /1a ¢e NPOABARS MOBHILIEHO BHHMaHHe, 0CO0CHO B HAYAIOTO Ha
JSUEHWETO,

Cniopea mocOYeHOTO TIo-rope, JupoHopM MOXe na noriause cnocofHocTTa 3a wodupane U pabortac
MamHHH (0CODSHO B HAYAJIOTO HA JICYSCHHETO).

4.8. HexenaHH JIeKaPCTBEHH PEAKIHH

[Ipy KOHTpOIUPAHO KIMHMYHO H3NHTBaHe (1=195) cirydanTe Ha HeXeJIAaHH peakii He ca OunM nopede
NP NALMEHTH, [IpHEMAIH €JHORPEMEHHO H JBETE AKTUBHH BEILECTBA, OTKOJIKOTO NPH MALMEHTH Ha
MOHOTepaiua. HexenaHuTe peakilii ChOTBETCTBAT Ha CHOOIIABAHKMTE TTO-PAHO TIPH AMITOJMITHH WHITH
mu3rHONpHN. Hexxenanure peakiimi 0OMKHOBEHO €A JIEKH, IPEXOIHH H PAIKO ca OWIN OCHOBaHHE 3a
NpeKLcRane Ha seveHueTo. Hali-gecTTe HeAeNnany JeKapCTBEHM peaKiiik NPH Ta3d KoMOMHanus ca
rnapobonue (8%), kaununiia (5%) u 3amaiisane (3%).

Yecrorata ce onpezens, KakTo cieapa: MHOro yectd (= 1/10), yectn (=1/100 po <1/10), HeuectH (=
1/1000 po < 1/100), peaxu (> 1/10 000 oo <1/1 000), muoro penks (< 1/10 000), He e uzBecTHa (He MOKe
Ia ce onpeaeny oT HaAMMYHHTe AaHHH). IIps BCAko rpynupaHe B 3aBUCHMOCT OT YeCTOTATa, HEXKETaHHTE
peakiHM ce H30posABaT B HH3XOAALL pell CIIOpe TAXHATA CEPHO3HOCT.

Crobmagsa ce 3a cieZHHTE HeXXenaHu JiekapeTBend peakumiu (HIIP) no BpemMe Ha nedeHue ¢ TM3HHONPHI
¥ aMIOHNHH HE3aBHCHMO:

tnﬂemwpmnaa eCcTOTA HJIP nps apanaonpua HPA
KIACHPRAKAIHA MJIOAHITHAH

Hapyuienusn Ha KphsTa MHOrO peaxu [loTckane Ha KOCTHHA MO3bK,  [[pomDonmTONeHMA
H JEM(HATA CHCTEMA ArpaHynaoLHTO34, JleBkoneHud
JIeBKomneHs,
Heyrponerus(ex. Touka 4.4),
TpoMGoUTONCHMA,

X eMOTHTHYHA aHEMHS
AHEMUH,

JlumbaneHomaTH
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lzlapymennﬂ Ha
MYHHATA CHCTEMA

MHoro peaku

A BTOMMYHHW HapyILEeHHA ATEpriYHA peakuus

IC HeHzBeCcTHA

AnatbunaxruaHa/aHahHIAKTOHIHA

HecToTa peaKIMs
EanoKpuann Penku ICHEIpOM Ha HE0CTaTL4YHA
RApYIHEHRS CeKpeLsa Ha AHTHAHYpPETUYEH
xopMoH (SIADH)
Hapymenns Ha MHOro peakH XHIOF/THKeMHA XUepriiukeMus
MeTaboA3Ma H
XpaHeHeTo
[enxurand Hapymenns |[HeuvecTn: [TpoMsiHa Ha HACTPOEHHETO, bescsuue, IlpoMaHa Ha
HapylueHus Ha CbHS, [HACTPOECHHETO ( BKIIL.
X aTIOLHHALIHH TPEBOMHOCT),
enpecHs
Penku: [Tcuxudecko OOBPKBaHE O6BpKBaHe
HEH3BEeCTHA CHMIITOMH Ha ACTIpECHA
YEeCTOTA:
HapymeHnaa na YecTH 3amatisane, 'masobonue OMHOIIEHTHOCT,
[HepBHATA CHCTEMA aMaHBaHe,
[ maBobonue(Hai- Beue
B HA4YaJIOTO Ha
[IeUEHHETO)
HeyectH Bepruro, [lapectesus, M3Menenns Cunxor, Tpemop,
Ha BKyCa Himenenusa Ha BKyca,
XHIOECTE3 1A,
I lapecTesns
Penku Hapyiuenus va 060HAHHETO
MHOTO PelIKU XHIIepTOHHA,
[lepudepna
HEBPOIIATHA
IC HeH3BECTHA ICunkon Exc'rpanupaumnn
4eCTOTA apyILICHHUS
Hapymenns na ounre [Uectn BpHTEIHA HAPYLICHUS
(BKJI. JHTINOIINA)
Hapymenna na yxoro m  [Heuectn [{Iym B ymuTe
r:1aﬁllpmrm
Copaeunn napymenns (Uectu [MannuTalum
HeuecTH UngapkT Ha MAOKapaa *¥**, APHTMHH
TaxvKapaus Opanukapans,
[TanmuTanuu BEHTPHARYAQDHA

Muoro penxu




I(CnLaoBH HApymeHns YectH t)pmcmmqﬂu epexTH- Euxu3zoma
BKTIOUHTENHO XHIIQTOHHA )
HeuecTH Mo3bLUHOCHAOB HHIMAEHT ***, [ XunoToHusa
ibeHOMeH Ha Pelido
MHOrO pekH Backynur
PecnBpaTopHH, rppaEH  [YecTH Kanuyua JlncnHes
U MEARACTHHATHE HeuecTn PyHHT Kaumauia, PUHAT
HAPYIIEHAS
Muoro peaxu bpoHxocnazem, ArepradcH
anseoinT/Eosunaduwida
NHEBMOHHA, CHHY3ZHT
ICToMalHO-4peBHA YecTH: Iuapus, [loppriuane Kopemna Oonka,
HApYILIEnusn ["aneHe,
Viucnencus,
H3medennd Ha pUTBMA
Ha nedexanns (BKI.
nHapua u
IKOHCTHITAlIHA )
HeuecTn: Kopemua Gonka, ["'aacHe, [Toepbiuane,
HapyuieHo XxpaHOCMIIaHe Cyxora B ycTaTa
Penku: KCyxota B ycTarTa
MHoro peaku [Taukpeatut, UHTECTHHANIEH [TanxpeatwT, ['acrpur,
AHFHOEASM [ uHrMBagIHa
XUIIEPIIazus
Xenaro-Oanmapan MHOTO peKu XenatuT - XenaTononyiapes uad  (Xenatur, X bATCHRIA,
HADYIIEHHS XonecraruicH, Xoarenuua u [ToBHIIaBaHE Ha
HepHOoApoOHA HEAOCTATHYHOCT gepHoApobHUTE
(BK. TOuKa 4.4) CH3HMH ¥
Hapymenun na xoxara [Heuectu O6pus, [Ipyput Atonenmd,
| NOJKOXKHATA THKAA ExzanTema, [Typmypa,
[IpoMaHa Ha 1iBeTa Ha
Koskata, H3norapane,
[Ipyput, Obpus,
YpTHKapud
Penku [Tcopuazuc, Ypruxapus,
AJoneru,
CBpBbX4yBCTBHTSITHOCT
/AaHTHOHEBPOTHYEH OTOK!
HIHOHEBPOTHYEH OTOK Ha JTHLETO,
aHHUMTE, YCTHHTE, €3MKA,
JIOTHCA WM TapHHKCca (BX.
Toyka 4.4)
Muoro peaxu TokcuuHa enuaepMaiHa EpureMa
Hekposau3za, CHHIpoOM Ha Stevens- MyiatudopmMe,
Johnson, EpuremMa Mysitu@opme, AHrHOEAEM
[Temduryce, Iorene, Koxna Exc(oHaTHBeH
kncen,uaﬂumcboma* nepMatut, CHHIpOM
Ha Stevens-Johnson,
Enem Ha Quincke,
CRETIQYYBCTBHTEIHOC
IC HeM3BECTHA
yecToTa




ACTEMO-OpPranng UectoTa HIIP nps AH3REONPHA JIP np=a
Kracunxanun MAOAHUHH
ApYIOEHHA HA Hecru: K Ha I'e3eHa,
MYCKYJ/IHO-CKe/JIeTHATR MYCKYJIHH KpaMnH
HCTEMA H HeuecT: Aprpanrua, Muanrug,
€ITHHHATEJTHATA THKAH bOonIKH B rHpba
Hapymensn na Hectw: brOpevna AHCHYHKLUA
HTE H q
0pOpensTe H HHKOIRHTE S p— HapymieHus B
AbTHINA
VPUHHPAHETO,
HoxTtypusa, Yeenuueta
UECTOTa HA YpHHHPAaHE
Penxn: Octpa OpOpevHa HEAOCTATEYHOCT,
Y pemus
Muoro peaku Onurypus/ AHypus
HapynieHns Ha HeuecTn: MMIIOTEHTHOCT MOTEHTHOCT,
Bh3NPOH3IBOAHTEIHATA [ MHEKOMACTHA
HCTeMa H I'bpaaTa Peaku: I HHeKOMAacTHA
O HAPYIIEHHA B MBHOro Yect Faem
¢eKTH Ha MACTOTO HA
NPHJIOKEHAE
Uectn: YMmopa, AcTeHus
HevecTu: YMopa, ACTeHHS I'pbaHa 6onka, bonka,
[ DHIHHECKO
€pa3foNioKeHHe,
H3zcaeapannas HeuecTu: [loBHIIaBaHE HA YpeATa B KPBBTA, [[OBHIIaBaHEe HA
MloBuiuaBaHe Ha CepyMHHA Terinoro, Hamangeane
PEATUHAH, XUNEPKATHEMUA, HMa TErioTo
OBHIIIABAHE HA YEPHOIPOOHHTE
CH2ZHMH
Penxu: HaMmanasane Ha xeMornoOmHa,
HamangaBaHe Ha XeMaTOKpHTa
[loBHImIaBaHE HA CEPYMHHS
|6wmpy6HH, XHANOHATPHCMHA

x
Coob1iaBa ce 3a KOMIUIEKC OT CHMIITOMH, KOHTO MOTAT Ja BKTIOYBAT €4AH WITH MOBeYe OT HOCOYEHHTE!

BHCOKA TEMNEPATYPA, BACKYIMT, MUAJITHA, apPTPANTHL/apTPUT, MOTOKHTENTHH AHTHHYKICAPHM aHTHTENa
ANA, noBHIeHa CKOPOCT Ha yTafBaHe Ha epuTpoumTiTe (CYE), e03uHOGMINA M JIEBKOLHTO33, OOPUS,
(OTOYYBCTBHTENHOCT HIIH APYTH KOXHH TIPOABIICHHS.

**Haii-Beue BEB BPB3KaA ¢ X07€CTAA.

***BepoaTHO BeleICTBHE HA IPEKOMEPHA XHIIOTOHHSA NPH BHCOKO PHCKOBH NALMEHTH (B To4Ka 4.4).
JlaHuuTe 33 6e30NacHOCTTa OT KIMHHYHH W3NHTBAHUS MPEATIONATAT, Ye JU3HHONpPH e ¢ Aobpa ofma
TMIOHOCHMOCT DM ICAKATPHYHY NAUKEHTH C XHIISPTORMA, M € NpOpATHT Ha Hesona AasH
BB3PAcTOBA I'pynia e CXOHeH ¢ TO3H, HabmoNaBpaH MPH BB3PACTHH. 7

Crobmasane Ha NOMOIUPAHU HSKEIAHW PEAKIHN
Cro0masaHeTo Ha MOJO3HPAHH HEXKeTAHH PeakiHH e/l pa3peliaBaHe 32 YIIo

NPOAYKT € BAXKHO. TOBA NIO3BO/ALB2 A’ NPOAbJDKM HAOMIOAEHHETO HA CHOTHOLI
JeKapcTBeHH NpOoayKT. OT MEIHUMHCKHTE CICIMANTHCTH CE U3NCKBA A3 cholila




HekKenaHa peaknua upes ManwnaurenHa areHuMa no aekapereara yi. Jamada I'pyes” Ne 8, 1303 Codms ,
Tex.: +35 928903417, yebcaiiT: www.bda.bg.

4.9. IIpenoszupane

HsiMa naHHy OTHOCHO Ipeno3yupaHe ¢ JIMpOHOPM NpH Xopa.

IIpedozupane, cebPIARO C AUSUHORDL.
JlaHHHTe OTHOCHO Tpeao3HpaHe NpH Xopa ¢a orpadHyeHd. CUMOTOMUTE, CRBp3aHH ¢ npenosupane ¢ ACE

HHXHOMTOPH MOXKE [a BIJTIOUBAT: XWUIIOTOHHS, [IAPKYNATOPEH WIOK, €JIEKTPOIUTEH Aucdananc, 6x0peuna
HeAOCTATBYHOCT, XHTICPBEHTHIALMA, TAXHKAP/IHA, NAINUTAUNY, OpaguKapaud, 3aMaiBaHe, TPEBOKHOCT H
KalUTHLIA.

[IpenopsyeaHOTO JIeYeHHE HA MPEJO3HPAHE € HHTPABCHO3HA HHQPY3HA HA PH3IHOIOTHYEH PA3TBODP. AKO C€
NOABH XUIOTOHHA, IALMEHTHT TPAOBA 1a Obae MOCTABSH B IIOJIOKEHHUE 32 JICYEeHHE Ha IIOK. AKO e Ha
PasMoJIOKEHHE, MOXKE CHIIO Aa ¢& OOMHUCIH JiedeHue ¢ HHQY3HS Ha aHrHoTeH3MH I1 WHIM kaTexonaMUHH
HHTPAaBEHO3HO. AKO NMPOAYKTET € NOTBJIHAT HACKOPO C€ IIpeRpHeMaT MEPKH 34 eIMMHHHPAHE Ha
MU3HHOTIPHN (Hanp. ODpeIW3IBAKBAHE HA NOBPDHIllaHe, CTOMANIHA TPOMKUBKA, Nipmwiarane Ha abcopbenT u
HATpUEB cympart). JIMIHHONPWI MOXKE A3 ¢€ OTCTPAaHH OT 00IOTO KPBHBOOOPBILEHHE Upe3 XEMOIHAIH3A
(Bx. 4.4). 3a Opaguxapaus, pe3sUcTeHTHA Ha TeueHHe, € oKa3zaHa Tepanui ¢ nmeicmeliksp. HenpexrscHato
TpAOBA 1a ce MPOCIEAABAT SKH3HEHUTE MOKAZATENH, CEPYMHUTE €JICKTPOIAKTH M KOHLUCHTPALMUTE HA
KpeaTHHUHA.

IIpedosupane. cevpiano ¢ amrodunun,
OnNWUTET OTHOCHO NIPEAHAMEPEHO NPEAO3HPAHe NIPHU XOpa € OrpaHHYEH.

Cumnmonmu:

Cnopen HANMYHHTE NJaHHH, CEPHO3HO NMPeA03HPaHe MOXKE Ja NPeJM3BHKA CKCLIGCUBHA TiepudepHa
Ba30IWIATalMA B EBEHTYAHO pednexkcHa Taxuxkapaua. MMa cro01eHns 32 H3pa3eHa 1 €BEHTYATHO
NPOALJDKUTETHA CHCTEMHA XHIIOTOHHS 10 M BKITFOUHTEIHO MIOK ¢ (aTajaeH H3XO0].

Jlevernue.

KaMHHYHO 3HaYUMAaTa XHIIOTOHHA, Ab/DKALA C& Ha IPEAO3UpAHE ¢ aMJIOHIIAH, H3UCKBA HpeIipHeMaHe
Ha aKTHBHH MEPKH 33 NOAAbpKaHe Ha QYHKLMHTE HA CHPASYHO-CHAOBATA CHCTEMA, BKJIIOUHTETHO 9ECTO
MOHHTOPHPAHE HA CHPASHHATA K AMxaTenyara GyHxIims, DOBAUIraHe Ha KpalHuiuTe ¥ NpociheaBane Ha
LUpKy;IaTopHus 00eM H Iuype3ara. 3a Bp3CTaHOBABAHE HA TOHYCA Ha CHAOBETE H KPBLBHOTO HAJIATaHe
MOJKE [1a C€ NPUIIONKH Ba30KOHCTPHUKTOP NPH YCIIOBHE, Y€ HAMA MPOTHBOIIOKA3aHUA 32 TIPUJIOKEHHETO MY.
Kanu#eB rimoKoHaT MHTPABEHO3HO MOXE 4 € OT 110/13a 33 NpeoXonaBaHe Ha edekTa Ha Onokana Ha
KaJILIMEBH KAHATH.

B HAxoM ciryuaH Moxe Ja € OT [10/13a CToMaInHaTa npoMueka, IpunoxxeHHeTo Ha aKTHBEH BbIJIEH IIPH
3[IpaBM NOoOpOBOIILIM A0 [1Ba Yaca cield npHeM Ha 10 mg aMnoaunyH e HaMalyio creneHTa Ka abcopbuys
Ha aMITOJUIIKH.

TBH KaTO aMJTOHNKH CE CBBP3a BBB BHCOK MPOLICHT C IUIA3MEHHUTE NIPOTEUHH, AHATTH3ATa BEPOATHO HAMA
Aa MMa rmonsa.

IIpegozupane ¢ Juponopm

IIpenosupanero ¢ [{HpOHOPM MoOXK€E Ha NOBEAE 0 eKCLCCHBHA NeprudepHa BasoauiaTanms ¢ H3paseHa
XUITIOTOHMA, IHPKYIATOPEH MOK, CICKTPOJMTHH pa3cTpoiicTea, Or0pedHa HeqoCTaTRYHOCT,
XHICPBCHTIIALMA, TAXHKAPAWUA, NAIMUTAIMM, OpaauKkapaua, 3aMagHOCT, TPEBOKHOCT W KaULUTHIIA.
[IpenopsyBa Ce IpoBeKAAHE HA CHMNTOMATHYHO JIcYeHe (TOCTABAHE HA MAlHEeHTa B JISTHAIO
roJIoXKeHHe 1Mo rpbh0, HabMmoASHKE H, aKo € He0DXOMMO, MOJALKAHS HA ChpPIeYHATA W JHXATeNHaTa
(pVHKLHSA, apTEPHATTHOTO HANATaHE, HHBOTO HA TEYHOCTHTE H €IeKTPONMTHUA §anaHC, W KORUSHTPAIMHTE

e
Ha KpeaTUHHH). B cTyyaii Ha TexxKa XHIIOTOHHSA ce HANara IMOBIMIaHe Ha MOJTHUTE KPSt MM MHKDTT0

B
UHTPAaRCHO3HUTE BIIHBAHHA He JIABaT 3aA0BOJIHTECH PE3yATAT, MOXKE /13 ¢€ HAJIO 4 PO
HOJABpKaIa TEPANHA Ype3 BRREKIAHE Ha NepH(epHH Ba3ONpPeCOPHH CPEACTBA, /0886
MPOTHBONOKA3aHHKA 33 TAXHOTO NpHIarage. AKO HMa BE3MOXKHOCT, Tpsa6Ba ja cg ¢ ‘ﬁs ;
uH}y3Hs Ha aHrHoTeH3HH 11. UIHTpaBeHO3HOTO NPHIIOKEHHE HA KAJILHEB FITOKO O3S

110;13a 33 00phlaHe Ha edexra oT ONoKupaHETO Ha KATMEBHTE KaHAIH.




JIM3MHOTpH MOXe J1a Obe OTCTpaHEH OT CHCTEMHOTO KPBROOOPBILIEHHE ROCPeOCBOM XeMOO
Ynorpebara Ha BUCOKO-TIPOILYCKIHBH MeMOpaHH OT NOAHAKPHAOHHTPUA TPA6Ba 1a ce H304rsa mo Bpeme
Ha JUanuza,

5. ®APMAKOJIOTHYHH CBOMCTBA
5.1, ©PapMakoIHHAMHYHH CBolicTBa

QapmaxoTepanesTyina rpyna: ACE uaxubutopy 1 B10KepH Ha KATIMERH KaHAIH, JTH3HHONPHII H
amnoaunud, ATC xox: CO9BB03

HupoHopmM e koMOnHaUMA ¢ DHKCHpaHa 1033, ChABLPKALA AKTHBHATE BEILIECTBA JIM3HHONPHI H
aMIIO AMITHH.

JimruHONpKI

Mexanusvm na oeticmeue

JusuHonpri € HAXUOWTOP Ha NeNTHAN AuNeNTIAa3aTa, Toi HHXHOHpPa aHMHOTEH3HWH- KOHBEPTHpAILH
eH3uM (ACE), xo#To katanu3upa npeobpasyBaHeTO Ha QaHMHOTEH3HH I BLB BA3OKOHCTPHKTOPHHA NENTHA
aHrHOTeH3MH [LAHrHoTeH3uH Il chpIllo CTHMYNMpa CeKpeLHATa Ha AJIIOCTEPOH OT HapOBOpeUHaTa Kopa.
Huxubupaneto Ha ACE npeau3BHKBa HaMangBaHe HA KOHUEHTPaUMUTe Ha auTHoTeH3uH I, koeto Bou
0 NOHHKaBaHE HA Ba3ONpPeCOPHATAa AKTHBHOCT M HAMATIABAHE HA CEKPeLHATa Ha aJpiocTepoH. Tosa
HaMa/BaHe MOXE Aa JOBEJIE A0 YBETHYaBaHe HA CEPYMHATA KOHUSHTPALMA HA KATHIA.

DapmaroouHamuny eexmu

Bhopeky ge ¢ ¢MATA, Y& MEXAHW3IMET, Ype3 KOMTO JM3UHONPHI NOHKABRA KPbBHOTO HAMIANaHE €
ApeAUMHO Ype3 CYIPeCHd HA CHCTeMAaTa PEHHH-aHT MOTEHIMH-ANIOCTEPOH, TOH HMa aHTHXHIICPTEH3HBEH
eheKT ZIOPH M NPH XHNEPTOHHYHH NALMEHTH ¢ HUCKO TTasMeHo auBo Ha pennH. ACE e uzeHTHYeH ¢
KuHpHA3a 11, eHsuM, KOUTO pasrpaxna OpagukyrHuHba, J{any NOBHIICHHTE HUBA Ha OpaHKHIHHH, MOLLEH
Ba30AWIATATOPEH MEMTHA, UIPAasT pOJiA B TCPANICBTHYHHA €(EKT Ha TH3HHOTIPHII BCE OLLE HE € MU3ACHEHO.

Knunuuna egpexmuarocm u bezonacnocm

EQexThT Ha JIM3HHONPHUI BBPXY CMBPTHOCTTA H 3a00J€BA€MOCTTA NIPH NAHUEHTH, NOTYYaRALIH
CTAQHJIAPTHA TCPAITHK 32 CHPACUHA HEAOCTATHYHOCT € W3CIeABaH Ype3 CpaBHABaHE Ha BUCOKH 103M (32,5
mg Wik 35 mg BeAHBXK AHEBHO) C HHCKH Zo3H (2,5 mg wnu 5,0 mg BeAHbX NHeBHO). B npoyyBsaHeTo Ha 3
164 nalmeHTH MO BpEMe Ha ITIEPHOAA HA NIPOCIEeIBAHE Ha NPEXUBIEMOCTTA Ch¢ CPeiHA
NPOABLIDKHTEHOCT OT 46 Mecela, JICYEHUETO ¢ BUCOKH J03H € HAMATHIIO PHUCKA 10 OTHOINEHHE Ha
KOMOMHHMPAHATA KpaHHA Lie1 CMBPTHOCT MO BCAKAKBA NPUYMHA H XOCITHTAIM3ALMSA TI0 BCAKAKBA MPUYHHA
¢ 12% (p=0,002), kakTo H pdcKka no OTHOLIEHHE HA CMLPTHOCTTA MO BCAKAKBA NPHYHHA H
XOCITHTATIU3AIHA TI0PAaH ChPACYHO-CBAOBH HHIHACHTH ¢ 8% (p=0,036), B cpaBHeHHeE C JIEYEHHETO
HHCKH A03H. HaOmoaaBaHo € NOHIKEHHe HA PHCKA IO OTHOIIEHHE HA CMBPTHOCTTA 110 BCAKAKBU
rpuqkHH (8%, p = 0,128) u cMBpT nopanu crpasuHO-chaoBY Bpuunuu (10% ,p = 0,073). Tlpu post-hoc
aHAJIM3, ClTyYaHTe Ha XOCOHTATH3ALMA OpaJH ChpAeHHa HEAOCTAThYHOCT & NOHINKEH ¢ 24% (p=0,002)
ITPH TNMALHEeHTH, PUEMAaNH ICUCHHUE ¢ BUCOKH J03H THIHHONPKI. IT0 OTHOLNEHHE HA CHMITTOMATHKATA
TIoAO0PEHUETO € CXOAHO TIPH NALMIEHTHTE, JIEKYBAHHA ¢ BUCOKH M HUCKH 03K OT JH3HHOIIPHII.

PesynraTiTe OT nMpoyYBaHeTo MOKa3Bar, 4e KaTO Lo MPOQUIMTE Ha HEXKeaHH PeaKLMHK ¢a CXOXHH NpH
MALEHTHTE, JICKYBAHH C BHCOKM H HHCKH J03H TH3HHONPW 110 OTHOIIEHHE Ha eCTECTBOTO U Opo4.
OuakpaHKTe HEXeNaHH peakuuu npH iederue ¢ ACE HEXHOHTOp (Hanp. XHIIOTOHUA WIKM NPOMAHA Ha
OnOpeuHaTa (PYHKIMA) Ca KOHTPOIHPYEMH H B PEAKH CITy4aH Ca HATOKHIM OPEKBCBAHE Ha ICUEHUETO.
Cryuanre Ha KauuTHia ca GWITH MO-PEIKH NPH JIEYEHHETO ¢ BHCOKA A03a TM3HHOMPHIL, OTKOAKOTO NPH
Tepariks ¢ HHCKa J03a. eeme

B manntBaneto GISSI-3, ¢ 2x2 dakropuaneH nn3aiH 3a CpaBHABAHE Ha S(HEKTH]
TTTHLEPHT TPHHHATPAT KATO MOHOTEPAIIHA HIH B KOMOHUHALMA B IPOABIDKCHHE HY
KOHTPOJIeH NPOAYKT, pk 19 394 nauMenTH, Ha KOHTO JICHeHHE C¢ TIPHIara B p



lloHH)KeHHETO Ha PHCKA TIPH JIEHEHHE ¢ TJIHLEPWT TPUHHTPAT HE € CHTHH(MHKAHTHO, 33 PA3/IHKA OT
KOMOMHALIMATA MEKAY JIM3HHONIPWI H TITHLEPWI TPHHATPAT, MPH KOATO Ce NOCTHIA 3HAYUMO MOHHKEHHE
Ha PHCKA IO OTHOIICHUE Ha CMBPTHOCTTA ¢ 17% cripAMo KOHTPONHOTO aederue (2p=0.02). B noarpynure
Ha MMALHEHTH B CTapyecka Bh3pacT (Han 70 roHMH#) M NAUKWEHTH OT KEHCKH NOJ, [peBapHTEIHO CUHTAHM
38 MALKUCHTH, W3JIOKEHH HAa BHCOK PHCK OT CMBPT, 3HAUYWMH OnaronpHATHH ePekTH ca HaO/Io aBaHH 1o
OTHOIIEHHE Ha KOMOHHWpaHaTa KpaiiHa LeN 38 CMBPTHOCT H ChpAeYHa GyHKIHA. Ha 6-H4 Mecell o
OTHOWICHHE HA KOMOHHHpaHATA KpaiiHa Le/T NPH BCHYKH MAUHCHTH, KAKTO U B IOATPYIHTE BLE BHCOK
PHCK CBINO ¢ HalmonasaH 3Ha4yuM GnaronpusTed edexT nIpH NANHEHTHTE, TEKYBAHH ¢ JIH3HHOMPHIT HITH
JIH30HONPWI C [NIMLEPHT TPHHUTPAT B IPOABDKCHHE Ha 6 CEIMHI[H, KOSTO TIOKA3aBa HAIMYHETO Ha
NpeBaHTHBEH ederT npn uskHOnpHi. OYaKBaHO 3a ieYeHHATA ¢ Ba3OAWIATATOpeH eeKT, TepanusiTa C
JIM3HHONIPHN € Ouna cppp3aHa ¢ IOBHIIEHHE Ha YeCTOTATa Ha XMNOTOHHA B Ob0peuna nuchyHkius, 6e3
obaye TOBA [a € CRBP3aHO ¢ MPONOPLHOHANTHO TOBHIICHHE HA CMBPHOCTTA.

B eaHo nBoHHO-cNANO, paHAOMM3HPAHO, MHOTLIEHTPOBO M3MHTBAHE, B KOSTO CE CPAaBHABA JIM3HHOIIPHII C
Onokep Ha KanuueBUTe KaHaH, 335 nauueHTH ¢ Auaber TN 2 U HayalHa HedponaTus, XapaKTePH3IHpaIa
ce ¢ MHKPOANOYMHHYpHs, suHonpui 10 mg no 20 mg, npuiaraH BeIHBXK AHEBHO B IIPOJL/KEHHE HA 12
Mecelld, HaMalaBa CHCTOJIHOTO/AHACTONHOTO apTrepuanHo Hansarane ¢ 13/10 mmHg u crenenTa Ha
M3TbYHAHE Ha anOyMuH B ypuHarta ¢ 4(%. B cpaeHeHHe ¢ 610Kep Ha KAJILIMEBUTE KAHAH, YHATO
ynorpeda BOAH IO CXOAHO HAMAIABAHE HAa ApTePHAHOTO HAMAIAHE, NPH JEKYBAHHTE ¢ NH3MHONPHI c&
HabnroaBa 3HAYUMO TIO-TONAMO HAMaNIABaHe Ha CTETIEHTa Ha H3TbUBaHe Ha anOyMHH B yPHHATA, KOETO €
AokaszarencTso, ye ACP naxubnpainoTto neiicTene Ha TH3HHONPII HAMAIABA MHKPOATOYMHHYPHATA Upes3
OYPEKTeH MEXAHH3EM BbhpXY OLOpeHHMTE THKAHH B AOMMBJIHEHNE KbM edeKTa Ha MOHKABAHE Ha
KPBBHOTO HATATAHE.

Jle4eHHEeTO ¢ TU3HHOIPHII HE 3aCra INIMKEMHYHHA KOHTPOJI, KOETO € BHIHO OT IMIICATA Ha eheKT BLPXY
HYUBATA HA IMHKUpaH xeMornobux (HbAc).

Bewjecmeama , oxazsawgu eghexm 6vpxy peHuH-aH2uOMeH3UH-andocmeponosama cucmema (PAAC)

JBe ronemu pangomusrpanu kourpoaupand npoyusanud - ONTARGET (Ongoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Texyto rnobanHo H3nursase 3a KpalHHH TOUKH
Ha TEJIMHCApPTaH, CAMOCTOSTENHO ¥ B KoMOHHauus ¢ pamunpui) 1 VA NEPHRON-D (Kaunnuxo
IPOYYBAHE CBBP3AHO C pa3BHTHE Ha HedponaTus rpy Auader, IposeacHe 0T MUHHCTEPCTRO 1O
BBIIPOCHTE HA BETEPAHWTE) - IpoydBaT yrorpedara na komOuHanuata oT ACE HHXHOHTOp H aHIHMOTEH3NH
H-penenrropen 6nokep. ONTARGET e mpoyupaHe, IpoBEZIeHO NPH NALMEHTH ¢ aHAMHE?A 34 CLPASUHO-
ChA0Ba WIH MO3BYHOCEAOBA OONECT, MK 3axapeH AMadeT THI 2, NPHAPYKEHH ¢ JaHHH 34 YBPEXKAAHE HA
e(PeKTOPHH OpraHH.

VA NEPHRON-D e npoyuBaHe npH MalMeHTH ChC 33XapeH AualeT THII 2 B JuabeTHa HedponaTus.

Teau npoyuBanug He MOKA3BAT 3HAUMM OnaronpusaTeH eexr BbpXy ObOpeUHHTE H/UIH CHPICUHO-
CBAOBHTE ITOCIEHHMLIA M CMBPTHOCT, KaTO CHILIEBPEMEHHO ca HAOMIOJaBaHH ITOBHUILICH PHCK OT
XHITEPKATHEMHA, OCTPO YBpexk/aaHe Ha On0petiTe WHIH XHNOTOHHS B CPABHEHHE ¢ MOHOTEPAIHATA.
Kato ce HMaT npeasua cxoqHHTE UM (papMaKOAHHAMHYHHA CBOWCTBA, TE3H PE3Y/ITATH ca PHIGKHUMHE H 32
apyru ACE urxuburopu v anruorensis H-peuenropun 6noxepu cnenosarenno He tpabea aa ce
H3MOJI3BAT SMHOBPEMEHHO NPH NALMEHTH ¢ AuabeTHa HedponaTHA.

ALTITUDE (KausauuHo npoyveaHe IMPOBEICHO ¢ ATHCKHPEH IIPH NAIMEHTH CBC 3aXapeH Auaber THn 2 ¢
H3MOJI3BaHE Ha ChPACYHO-CBAOBH ¥ OBOpeUHH 3a0019BaAHMA KATO KpailHU TOYKH) € Npoy4BaHe,
[peJHasHa4eHO a2 H3CIIEABa NOI3aTa OT 100aBAHETO HA ATHCKUPEH KBM CTaHZapTHa Tepanus ¢ ACE
MHXHOMTOpP MNM aHruoTeH3uH II-perienrropes 6i10Kep NPH NAUMEHTH ChC 3aXapeH qHaber THN 2 U
XpOHHYHO OBOpeuHO 3a00nsBane, ChpAeYHO-CHAOBO 3abonaBaHe win ¢ Aeere. [IpoyuBanerTo €
NMPEKPaTeHO MpexASBPEMEHHO TTOpay NOBHILCH PHCK OT HeGNArONpUATHH nocaeauuH. KakTo cppaedHo-
CBHAOBATa CMBPT, TaKa ¥ MHCYITHT Ca MO-4YECTH B rPyNara Ha ATHCKUPEH, OTKOIKOTO B IpynHara Ha
anedo, a npeAcTaRIABALLMTE HHTEPEC HEMKENAHH CHOWTHA M CEPHO3HM HEKENAHH CHOUTHA
(XUnepkaiMeMus, XHIIOTOHHA B Op0peuHa JUcYHKIHA) ce cho0IaBaT No-vecTo
AJTACKUPEH, OTKOJKOTO B rpynara Ha mianedo.

Heduampuuna nonyrayus !
B eqHO KIMHHYHO H3NWTBAHE C YYacTHETO Ha 115 neavaTpHiHu MALMEHTH C
16 ronuuH, nammeHTHTe ¢ Tero mox 50 kg ca mpuemamu 0,625 mg, 2,5 mg
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BEJIHBK AHCBHO, a MalMeHTHTe ¢ Ter1o Hax S0 kg ca npuemanu 1,25 mg, 5 mg wim 40 mg mi3uHONpHn
BeIHBK AHeBHO. Cliel Kkpad Ha BTOpaTa CeIMHLIA TIPH JICUEHUETO C JIH3MHONPHT, IPUIAraH BeIHBK
AHEBHO, B 3aBUCHMOCT OT 03aTa Ce MOHIKABAT CTOHHOCTHTE HA KPBHBHOTO HaNATAHE TIpeu NPHEM Ha
j03aTa, KaTo TpaHHa aHTHXHIIEPTEH3WBHA euKacHOCT ce HabimronaBa rpu ao3d Han 1,25 mg,

EdexTsT € noTeBpIieH BBB (azata Ha OTTErNIAHE HA JICUCHHETO, B KOATO THACTOIMYHOTO HANIIT'AHE Ce
NOBHHIABA C 0K0JI0 9 mmHg noBeye npw nauueHTHTE, PAHAOMHU3UPAHH 33 MPHEM Ha I1aLie6o B
CPABHEHHE ¢ NAHMEHTUTE, KOUTO €A PAHIOMH3UPAHM Aa IPONEDKAT IPHEM HA CPEIHU U BUCOKM H03M
NH3HHONPHIL. [[030-3aBRCHMHAT aHTHXHASPTEHINBEH €EKT Ha TH3HHOTIPHII ce HaOmoaasa TpaitHO NpH
HAKOJIKO ReMOTpa(CKy NOArpynH: BB3pact, cTaiuii no Tanep, Mo 1 pacoBa NPHHANIEKHOCT.

AMIOIUITHH

AMNOIKIHH € HHXHOUTOP HA BXOAAIINA KANLMEB HOHEH NMOTOK OT AMXUAPONHPHAHHOBATA rpyna (OG/okep
Ha GaBBHTE KaHATH WIH aHTaroHHCT HA KAJIIHEBUTE HOHH) H HHXHOMpa TpaHCMeMOpaHHKA BXOISII OTOK
Ha KaJIMeBH HOHM B CHPACYHATa H CHA0BATA ITA/IKa MyCKyJIaTypa.

MexaHH3MBT HAa AHTHXHIIEPTEH3UBHOTO ACHCTBHE HA AaMJIOAHIIHH ¢€ AB/DKH Ha MPAK PENaKCaHTaHEH
e(eKT BEpXY CHAOBATA IMIAJKa MYCKYIATYpa. TOUHHAT MEXaHH3EM, 1O KOWTO aM/I0auNHE obeKkyaBa
CTCHOKApAHATA, HE € HAMBJIHO H3ACHEH, HO aMIOAUNMH HAMAIABA OO HCXEMHYCH TOBAp 4Ypes3
CICIHHTE IBE NEHCTBHA:

- AMIoIUIHHE pasiKpara nepudepHUTe APTEPHOIN U TAKa HAMaNABa obIoTe nepudepHo
CBIIPOTHBJCHUE (CJIS/] HATOBApBAHE), Cpellly KoeTo paboTh ¢hbplero Thit KaTo ChpAeYHATa
4eCcToTd OCTaBa cTa0WIHA, TORA OOpeMeHsRaHe HA ChPIIETO HAMANABA MUOKAPIHATA KOHCYMALIUS
HA EHEPrUsd H KHCOPOIHMTE HYHIH.

- Mexanu3MbT Ha AeHCTBHE HA AMJIOTUITHH BEPOATHO BKJHOYBA W JIIATAUMA HA TTTaBHUTE
KOPOHAPHH apTepyHy H HA KOPOHAPHWTE apTePHOIH B HOPMAJIHH M HCXEMHYHH cerMeHTH. TasH
JWIATal|s TIOBANIABA CHAOAABAHETO ¢ KHCIOPO HA MHOKapAa NPH NAaI[HeHTH CHC Ca3bM Ha
KOPOHAPHHUTE apTepHH (BapHaHTHA aHFMHA MNM aHTHHA Ha Prinzmetal)

ITpH NauMeHTH ¢ XUITEPTOHAA SAHOKPATHUAT JHEBCH MIPHEM OCHUTYPARA KIMHUIHO IHAYMMO HOHKABAHE
Ha KPBEBHOTO HAISATAHE W B XOPHU3OHTATHO, H B H3[IPABEHO NOIOKECHHE, NIPe3 LeUs 24-4acoB HHTEPBAI.
[Nopaau 6aBHOTO Hayano Ha ASHCTBHETO MY, OCTPaTa XUNOTOHHSA HE € XapaKTepHa 3a MPHICKSHHUETO Ha
AMITOJHAITHH.

Ilpw taliMeHTH CbC CTEHOKAPAHA, EAHOKPATHO JTHEBHO NPHIIOKEHHE HAa aMIOJUITHH YAB/DKABa 0DIOTO
BpPE€Me HA HATOBapBaHE, BpEMETO JI0 MOABA HAa CTEHOKAPAUA H BPEMETO A0 | mm JAenpecus Ha ST-
CETMEHTA H HAMA/IABa eAHOBPEMEHHO Opos HAa AHFHHO3ZHUTE NPHCTHIH K Opos Ha MpHeTHTE TabneTkH

THLEPHT TPUHHTPAT.

AMIJIOMITHH HE ¢ CBEP3BA ¢ HEOAronpHATHU METAOONIHTHH eeKTH WK POMEHH B IUTA3MEHHMTE JTHITHAM
B € NOAXOs1] 32 ynoTpeda NpH NaiHeHTH ¢ acTMa, auabeT M nogarpa.

Hexemuwana bonrecm na copuemo (HEC)

EbeKTHBHOCTTA HA aMIOMITMH 32 NPoGIIAKTHKA HA KITHHUYHH HHITAASHTY TPY MaUKMEHTH ¢ HOPMATHO
KPbBHO HalATaHe H HexeMudHa 6onect Ha eppueto (MbC) e oneHeHa B He3aBHCHMO, MHOTOLIEHTPORO,
PaHIOMH3UPaHO , IBOHHO-CJIANO, MIane00-KOHTPOTHPAHO KIMHHYHO MPOyYBaHe NMpH 1997 nanHeHTH:
CpaBHenHe Ha aMJIOJHITHH CIIPAMO €aHalpHI 32 OrpaHHYaBaHe Ha NMOABaTa Ha Tpomboza (Comparison of
Amlodipine vs Enalapril to Limit Occurrences of Thrombosis) (CAMELOT). Ot Tesu nanuenty, 663 ca
NeKyBaRH ¢ amyionunuH 5-10 mg, 673 nanmenTs ca nexyBanu ¢ eHaymanpun 10-20 mg, a 655 NALMEHTH Ca
JIEKYBaHH ¢ [UTaLeOo, B JOTBJIHEHHE KbM CTaHAAPTHATA Tepalisg ¢hC CTATHHH , 6eTa-0

HaAMAJIABa YECTOTATd Ha HOXCIIAHMATE CHpACYHO-CBJOBH HHIIMACHTH H € CBBP3aH
XOCNHTAIA3ALMHA 38 CTCHOK2PAHA H NIPOLCIAYPH 32 pCRACKYIAPH3aLHA NIPH Ha
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YecToTa HA 3paYMMATEe KIHHAYHE cs0uTHE B CAMELOT

HecToTa HAa CHPAEYHO-CHAOBUTE cLOUTHE Opol { %) AMIOIHMIINH cpAMO IIanedo
Knunuanu AMJIONHRITHH Inauebo Erananpin OtHocHTeneH puck | P-
CHOMTHA (95 % O CTOHHOCT
[IepBUYHA KpaiiHa TOYKa

Hexenann 110 (16,6) 151 (23,1) 136 (20,2) 0,69 (0,54-0,88) 0,003
ChPAEUHO-CBHAORH

CcHOHTHA

OTeN1HY KOMIOOHEHTH

KoponapHa 78 (11,8) 103 (15,7) 95 (14,1) 0,73 (0,54-0,98) 0,03
pesacKy/apusalug

Xocnuranuzaums | 51 (7,7) 84 (12,8) 86 (12,8) 0,58 (0,41-0,82) 0,002
32 CTeHOKAPAKA

Hedaranen MH 14 (2,1) 19 (2,9) 11 (1,6) 0,73 (0,37-1,46) 0,37
HUucynr wim THA | 6 (0,9) 12 (1,8) 8 (1,2) 0,50 (0,19-1,32) 0,15
Cspaeudo-cpaoBa | 5 (0,8) 2(0,3) 500,7) 2,46 (0,48-12,7) 0,27
CMBPT

Xocniwramu3auas | 3 {0,5) 5({0,8) 4 (0,6) 0,59 (0,14-2,47) 0,46
nopaad 3CH

[Ipexwean 0 4 (0,6) 1(0,1) NA 0,04
ChpJCYEH apecT |

Horonmossuina ce 5(0,8) 2{0,3) 8(1,2) 2,6 (0,50-13,4) 0,24
nepudepHa

ChlIOBa OOJIECT

Coxpamenus: 3CH, 3acroifHa cepae«Ha HenoctaTbuHOCT, JIHU, noseputenen untepsan; MUY, Muokapnen
uHbpapkt;, THA, TpaH3uTOpHH HCXEMUYHM ATAKH.

Cvpoeuna HedocmampyHOCH

XeMOAMHAMHIHH W3CTIEABaHHA M KOHTPOINPAHU KJIMHWYMHH NPOYYBaHUA ¢ (hbH3MYeCKO HATOBAPBAaHE PH
HALMEHTH ChC ChpaeyHa HeocTarhuHoCT Kitac 11-1V no NYHA nokaseat, 4ye aM/IOJHUITHH He
NpeAHU3BUKRA KIIMHHYHO BJIOIIABAHE, OLIEHEHO Ype3 TONepaHca KbM PU3MYECKO HATOBapBaHe, PpaKkiMITa
Ha U3TNACKBAHE HA JIABATA KaMEpa H KWIMHHYHATA cuMIToMaTHka. [1nauebo-koHTponupaio KIMHHYHO
npoy4sate (PRAISE), B koeTo ca npoy4uBaHH NalHeHTH CBC ChpAeYHa HeaocTaThuHocT Kiac III-IV mo
NYHA , nosiyyapaiy JMrokCHH, 1uypeTUd H ACE HHXHOKTOPH, € IOKA3aJIo, Ye aMNOHIIMH HE
NOBHILABA PHCKA 32 CMBPTHOCT WIH KOMOHHHPAHAT CMBPTHOCT H 3a00/1€BAEMOCT NPH TAIHEHTH ChC
ChPACUHA HEAOCTATBYHOCT,

B npocnengeamo, JearocpodHo , nianedo-koHTpoaHpano KIMHHYHO npoyysalde (PRAISE-2) ¢
aMJIOHIIMH NPH NIALMEHTH CbC ChpieyHa HenocTarbuHocT Kiac -1V no NYHA 6e3 kmuHUYHEH
CHMIITTOMH HIH OOEKTUBHH JaHHH, MPEATIONATALH NoUIeKalla HCXEMUIHA 60/IECT Ha ChPLETO, Ha
crabuiiHa Tepanusa ¢ ACE-AHXAORTOPH, IUTHTATHC H JHYPETHLH, aMJIOJHMIMH HAMA €(eKT BbPXY
ofImara HIH CbpAEYHO-ChA0BA CMBPTHOCT. [Ipy crIaTa rpyna nauyMeHTH, IPHI0KEeHHETO Ha AMIIOAMUITHH
€ CBBP3aHO C YBENUUEHa YeCTOTa Ha clyyaure Ha Genoapoben oTok.

Hznumeaue Ha aumuxunepmen3u6Ho U JUNUOOROHUINICASAWO NeyeHUe 33 NPOMUIAKMUKA HA ChpoeyeH
npucmon (ALLHAT)

PanpoMnsupano, ABOHHO CIANO, OLEHABALIO 3a00N€BaeMOCTTa K CMLPTHOCTTA KIMHHYHO NPOYYBaHE,
Hape4yeHo HanurBaHe Ha aHTUXUIIEPTEH3MBHO H JTAMHACIOHHKABAIILO JICUCHHE 3a MPOPHIAKTHKA Ha
copacyeH npucTell (ALLHAT) e npoBeaeHo, 3a 4a cpaBHH NO-HOBMTE JICKAPCTBEHA TEPAIHH €
aMIIOUIMA 2,5 -10 mg/nreBHO (Onokep Ha kanHeBuTe KaHanH) Wid mu3sHonpua 10-40 mg/nHeBHO
(ACE- uHXuOHTOp) KATO TEpANHM OT ITHPBA JIKHAS CAPAMO JIeUeHHEe C THASHAHHA IUYPETHK XTOPTATHIOH
12,5-25 mg/nHerHO MpH Jieka 1O yMepeHa XHIIEPTOHHA.

06110 33 357 nauueHTH ¢ XMISPTOHMA HA BB3PAcT 55 FoJHHH H nosede ¢a O
MpocieAcHH cpeaHo 3a 4,9 rogunu. IlaldeHTHTE ca HMAITH HAH-MANKO OLIE ey
(kopoHapHa bostlecT Ha CHPLETO), BITIOYHTEITHO: NPEAHIICH MHOKAPACH HHaHKE

MECELA MPE/IH BKIIIOYBAHETO) WIIH JOKYMEHTUPaHA APYIo arepoCKIEPOTHYHO 2
L)

\ %, " ; )
" » - a "U¢
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sabonaeane) (obmo 51,5%), amaber Tun 2 (36,1%), HDL-C < 35 mg/d] (11,6%), nesokamepHa
XHITIEpTPOHA, THArHOCTHIHPaHA eIEKTpOKapAHOrpapcKy WIH exokapaHorpadcku (20,9%),
TIoTIOHOTymIcHe (21.9%).

[TepeuuHata kpaitna uen ¢ xomOunanus or datansa KbC wiu sedaranen undapkr Ha Mrokapna. He ce
Ha0JII0aBa 3HAYMMa Pa3iiiKa B TbpPBHYHATA KpaiHa Liesl MEXKIY TEpantaTa ¢ a0 HITHH H XJIOPTaTHIOH:
RR 0,98 95% CI [0,90-1,07] p=0,65. Cpen ropHuHHTe KpaitHH KPHTEPHH, YeCTOTATa Ha ChPACYHA
HEAOCTATHUHOCT (€IHH OT KOMIIOHEHTHTE Ha COOpHUA KOMOHHHMPAH CHPACYHO-CHAOB KPHTEPUH) €
CHIHHM(PHKAHTHO [TO-BUCOKA B aMIONUIMHOBATA ['PYTa, B CPaBHEHHE ¢ XJIOPTATAAOHOBATA rpyna (10,2% B
cpaetenue ¢ 7,7%, RR 1,38, 95% CI {1,25-1,52] p<0,001). Brnpexu ToBa obave, HiMa 3HaYHMa pa3iHKa
B 00IlaTa CMBPTHOCT MEXKTy aMnoIunuH u xioptanuznoH: RR 0,96 95% CI [0,89-1,02] p=0,20.

Heduampuuna nonvaayua (ra 6 zoounyu u npeeye)

[1pu npoy4sane, Bxmousaito 268 neula Ha BB3pacT 6-17 TOAHHH ¢ NPEAHMHO BTOPHYHA XHIIEPTORMS
CPABHABAHETO Ha [03W OT 2,5 mg U 5,0 mg amnoavnus ¢ naneGo noxa3sa, Y€ U ABETE J03H MTOHIKABAT
CHCTOAMIHOTO KPBBHO HALArdHE 3HAYUTEITHO TIOBe4e OT Iw1anedo.

Pa3znHkaTa MeKIY ABETE NO3M HE € CTATHCTHISCKH 3HAYHMA.

JbnrocpounnTe ehexkTH Ha aMIIOAMTIMH BEPXY pactexa, mybeprera H 00II0TO pa3BHUTHE HE ¢a [POYYBaHH.
ABIrocpounara e(pUKaCHOCT Ha aMJIONUIMH [IPH TEPanusa B 1€TCKA BH3PACT 3a HAMAJIABAHE HA ChPACYHO-
CHAOBATA 3a00EBACMOCT ¥ CMBPTHOCT NIPH Bb3PACTHH CBHINO HE € YCTAHOBEHA.

5.2, Q@apMakoKHHETHYHHA CBOHCTBA
Juzunonpun

JIH3HHONDPHA € MepOpanHo akTueeH He-cynbuapui-ceabpkam ACE maxuturop.

Abcopbuns

Crien nepopanHo NPUICKEHHES Ha JTUZHHONIPHI TTHKOBHTE IUTA3MEHH KOHUEHTPALMH CE IOCTHTAT CJIe]
npuOIH3HTENHO 7 Yaca, BENIPEKH He MPH MALHEeHTH ¢ 0CThp HH(APKT Ha MHOKapAa € HabmojapaHa
TeHACHIMA 33 ¢1abo yiabibKasaHe Ha BPEeMeTO 3a JOCTHIaHE Ha TMKOBHM CEPYMHHM KOHIICHTPALHH.
CBOeHKH MO KOJIMYECTBOTO, OTACIICHO ¢ YPHHATA, CPEIHOTO HUBO Ha aGcopOuud Ha JM3MHOMPI € OKONO
25%, KaTO CTOHHOCTHTE NIPH PA3IMYHHTE HHAUBHIHA MOTAT Jia BAPHPAT MEXTY 6 U 60 %, B pAMKUTE HA
H3CIICIBAHHA 10308 quanasol (5 - 80 mg). [Ipy nanuedTH Chbe chpaevHa HEAOCTATHYHOCTOT aOCOMIOTHATA
OHOHATHYHOCT HA JTHIHHONPHA HaMa/ABa 10 okono 16%. AGcopObuuara Ha JIH3HHONIPUI HE C¢ [IOBIHABA
OT NMPUEMA HA XpaHa.

PasnpenencHue
C M3KIIO4CHHE HA LMPKYIUpauHs aHIHOTeH3HH-KoHBepTHpaIl ensiM (ACE), TH3HHONPII He Ce CBBp3Ba

C APYFH IUIA3MEHH NPOTEHHH. BE3 OCHOBA HA J@HHWTE OT MPOYYBAHUA MPH ILTEXOBE Ce MPEIIOJIAra, 9e
TH3UHONPHII NIPeMUHaBA B cnada cTemeH KPrBHO-MO3bUHATA Oapuepa.

EnumunHpane
JIM3UHONPHI He Ce MeTa0O0IH3IHPa B OPTaAHH3MA H C€ eKCKPETHPA HAITBIIHO HENIPOMEHEH H3KIIOUHTEIHO B

ypHHaTa. EQeKTHBHMAT NONMYKHMBOT Ha TM3MHOTIPHII ClieJ MHOTOKPATEH npHeM € 12,6 yaca. KiHpBHCRT
HA NH3HHOMPIA € 0k01o 30 ml/min npw 3apasy vHAMBKAYM. [IpW HICKU KOHIIEHTpaNHH ¢ce HAOMIOAaBa
YAB/DKEHE TEPMHHAIHA (ha3a, KOETO He BOAM A0 KyMYJIHpaHe Ha NeKapcTBOTO. Tasu TepMHHaHA (asa
BEPOATHO ¢e Dazupa Ha HACHTEHO cRbp3Bate KbM ACE u He ¢ nponopiiHoHanHa Ha J03aTa.

DapMaAKOKUREIMUNHU XAPAKMEPUCIMUKY NPU CNEYUATRY RORYAGYYUU

UHeprnoopobuo vepesicoane
HapyeHara yepHoipoOHa GyHKLIMA [IPH NALlMCHTH C IHPO3a HaManasa a0copOLsaT
oxoto 30% crnopesl ypHHHATA €KCKpeliis ), a YBETHYABA eKCHOZHIHATA Ha JIH3HHO
50%) B cpaBHeHHE CBC 3paBH HHAWBUAK NOPAIH HAMAJICHOTO eTHMHHHPAHE.




bvbpeuno yspesicoane

Hapyimenara 6u6peuta QyHKIHs BOOH 10 NOHDKABAHE SNHMHHMPAHETO Ha JTH3HHONPHI, KOHTO CE
H3T4BA npe3 Ou6penuTe, HO TORA MOHWKEHHE € KIMHMIHO 3HAYUMO CAMO KOraTO CKOpPOCTTa Ha
rrnoMepynHa durrpamds e noa 30 ml/min. B cnyuaii Ha neko 10 yMepeHo Texko Or0pevHo yBpexaaHe
(kpeaTHHMHOB KJIHPEHHC € B auanazona 30-80 ml/min), cpeanara croitaoct Ha AUC ce yBenuuapa enpa ¢
13%, nokato npH Texko OBLOPeUHO yapexkaaHe (KpeaTHHHHOB KJIKWPBHC Mexay S ¥ 30 ml/min) ce
gabmonaea 4,5 neTH yBemudeHHE Ha cpefHaTa CTOMHOCT HA AUC. JIuzuHonpun Moxe na Obae OTAeeH
gpe3 adanuza. [lo BpeMe Ha 4-9acoBa XeMOAHAAM3A, IIIA3MEHHTe KOHLIEHTPALMH HA JIH3HHOTIPHII
HaMaJsABat cpeaHo ¢ 60%, npu Anam3eH KIHPEHC Mexay 40 1 55 ml/min.

Cwpoevna HedocmaneyHocm

[Ipu cbpaeyHa HEAOCTATHYHOCT EKCIIO3MIIMATA Ha NM3IHHOMPUII C¢ YBEIHYARA B CPABHEHHE ¢
HaOMOAaBaHOTO MPH 3APABH HHAWBHAH (NoBHILaBaHe HA croiiHocTUTEe HA AUC ¢ oxono 125%), Ho Ha
Ga3a Ha CTOHHOCTHTE, ONPEAEICHH B OTAE/eHATa YPHHA, HANMHE € HaMasieHa abcopbuus 1o okono 16% B
CPaBHCHHE CBC 3JpaBHTE HOOPOBOILIA.

Heduampuuna nonyrayus

@apMakOKHHETUIHHUAT NPOQWI Ha TU3MHONIPHL € IPOYUEH NpH 29 neavaTpH4HH [1ALKMEHTH ¢
XMOEPTOHHA, HA BBE3pacT Mexay 6 u 16 roaunn, ¢wxc croiiHocT Ha GFR Hag 30 ml/min/ 1,73m2. Cnen
aozu ot 0,1 ao 0,2 mg/kg, paBHOBECHHTE TMKOBH TMNa3MEHH KOHMLEHTPAIHH HA TH3HHONPII C€ JOCTHIaT
cnen 6 Jaca, KaTo cTeneHTa Ha abcopOuwa Ha 6aza oraenHara ypuHa € okono 28%. Tesm croitnocTH ca
CXOHH ChC CTOWHOCTHTE, YCTAHOBEHH NPE/IM TOBA 34 BB3PAcTHH MallHEHTH.

CrofHocTutre Ha AUC 1 Cmax IpY J€lia B TOBA NPOYYBAHE CHOTBETCTBAT HA CTOMHOCTUTE [IPH BB3PACTHH.

Cmapuecka év3pacm

ITanuenTy B cTapuecka BB3PACT HMAT MO-BUCOKH CTOHHOCTH B KPBBTA H NOBHILEHH CTotiHocTH HAa AUC
(mpubnuzuTenHo ¢ 60%) B cpaBHeHHUe ¢ NO-MIIATATE MALHEHTH.

Amroounun

Abcopbuns, paznpeneneHye H CRBP3BAHE C [IPOTEHHH

Crnen nepopalHO NPHAOKEHHE aMIOAMMHH ce abcopOrpa 1o0pe, KaTO MaKCUMaHATa [U1a3MeHa
KOHLEHTPALHA HACTBIIBA MEXAY O 1 12 yaca. YcTaHOBEHO ¢, e abconoTHaTa OUOHATHYHOCT HA
AMITOAHITHH € MesXay 64 1 80%. bruoHanMuHOCTTA HA AMIOAMIIMH He CE MOBIHABA OT IPHEMa Ha XpaHa.
PasnipenencHue H CRLP3BaHE ¢ NPOTEUHM

Crenexra Ha pasnpezeneHHe e npubiamaurenno 21 1/kg. JanauTe oT NpOy4BaHHA In vitro nokaszaxa, 4e
MpHOAMZUTENHO 97,5% OT UHPKYIHpAILiHA AMAOJHITMH € CBLP3aH C IUVIa3MEHHTE POTCHHH.
bHoHANMYHOCTTA HA AMIOOUITHH HE C¢ TIOB/IUABA OT MIPHEeMa Ha XpaHa.

buoTrpancdopManig ¥ eNMMUHHPaHE

KpafiHuAT I1asMeH NMOTYKUBOT € oko10 35-50 vaca M ce 3ama3Ba npH NPHIOKEHHE BeAHBXK JHEBHO.
AMnoaunuH ce MeTaboH3HpPa B 3HAYMTEIHA CTETIEH OT YepHHA Apod A0 HEaKTHBHU meTaboJIMTH, KATO B
ypHHata ce ekckpetHpaT 10% OT nexapcTROTO B HENpoMeHeH BuA H 60% or metabonurure.

DapmMaxoKuHemUYHU XAPAKMEPUCTUKY RPU CREYUATHY RORYVAAHUY

Heprodpobro yepescoane

HaHHHTE OTHOCHO YNOTpedaTa Ha aMIOAMITHH IPH MALMEHTH ¢ YSPHOAPOOHO YBpeXaaHe ca MHOT'O
orpaHHvueHH. [lanuenrure ¢ YepHoApOOHA HEAOCTATHYHOCT UMAT HaMAaJIeH KIIUPHHC Ha aMJIOAMITHH,
KOETO BOAM JI0 HO-ABJIBI NIOIYXKUBOT M yYBenuuaBaHe Ha AUC ¢ npubanzurento 40- 60%.

Cmapuecka sv3pacm , v@ﬁ“ﬂ ng
Bpemero 3a nocTirade Ha MakCHMAIIHH IUTa3MEHH KOHLICHTPAlHH € CXOJHO NPH H ‘-# SIap 1y )
Bb3PACT H NO-MJIAZKH MHAWBHIH. [1pH MAalMEHTHTE B CTAPYECKA BH3PACcT KITHPBHCHLS . " -m, i @
TEHICHLMA KbM HaMa/ABaHe, KOSTO BOAH A0 yBeaud4yapaHe Ha AUC u BPEMETO He TOY MU 35 2 3
Hapacrranero va AUC 4 BpeMeTo Ha NOAYEeTHUMHHAPAHE NIPH NailHeHTH ChC 3ad) u A RS .‘I§ *
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Heouampuvuna nonyiayus

[TonrynauuonHo hapMakoKHHETHYHO NMPOYYBAHE € NPOBEACHO TPH 74 aeua ¢ XMNepToHHa Ha BB3pacT OT
1 mo 17 roaunu (34 maipenTa Ha BH3pacT oT 6 10 12 rogunn U 28 nallueHTa Ha BB3pacT or 13 o 17
TOAMHH), NOJy4aBally aMICIHINH B 1034 MeKRY 1,25 ¥ 20 mg, npueMaHH BeAHBX WIH ABA IThTH
aHeBHO. Hpu nenara ot 6 1o 12 roquay ¥ npy oHouyTe ot 13 30 17 roayHu TUHIMMYHMAT nepopaneH
kmupeHC (CL/F) e 6un cwhorBetHo 22,5 u 27,4 1/uac npu momuera W 16,4 u 21,3 1/yac npu MOMHYETA.
Habmonasana e ronsaMa papHaOHIIHOCT B €KCIIO3ZHLMATA MeX Y UHAMBHAKNTe. ChobuieHHTe JaHHH TIPH
aenia noa 6 roHHYU ca OrpaHHYEHH.

Kombunanus ¢ MKCHpaHa 103a

He ca onucanu ¢apMaKOKHHETHYHH B3aUMOJCHCTBHA MEXK/y AKTHBHHTE BeluecTBa Ha JJHpoHOPM.
DapmaxkokHHeTHYHHTE NapaMeTpH {(AUC, Cmax, tmax, BpeMe Ha NONY>KUBOT) HE €A pasjivdHH OF
HabmoJaBaHHTE [P NpHIIaraHe Ha BEIIECTBATA NOOTAEIHO.

Cromamno-ypesHarta abcopbuusa Ha JJHpOHOPM He Ce MTOBJIMABA OT NMpHEMa Ha XpaHa.
5.3. IlpeKAHEHYHE JAHHH 33 0€301I2CTHOCT

He ca npoBexxiaHy [IpeIKIHHHYIHH IPOYUBAHUA HA KOMOHHALMATA JTIH3HHOMPHI-AMIOANIIHH.

JIM3HHOOPHII

[IpeaxnuEu4AKTEe NaHHY He MOKA3BAT CIICIMAJICH PHCK 32 X0OpaTa, Bb3 OCHOBA HA KOHBEHLIHOHATTHH
(apMaKOJIOTHYHH U3NUTBaHHUA 33 6€30MaCHOCT, TOKCHYHOCT MPH MHOTOKPAaTHO NPHIIAraHe,
FEHOTOKCHYHOCT H KapUHHOTECHECH MOTSHLMAJ,

3a ACE-nHxubuTOpHTE KaTO KJ1ac € JOKA3aHO, Y€ NMPEAH3BHAKBAT HEeXelaHu epekTH BEPXY KhCHOTO
(heTaTHO pa3BMTHE, KOETO BOAM 0 CMBPT HA IUIOAA U BpOJdeHH Je(PeKTH, OCHOBHO 3aCArallid Yepena.
OcBeH ToBa € ChODIICHO 3a PETOTOKCHUHOCT, peTapJaliHa Ha BETPEMATOYHOTO PAa3BUTHE W HE3ATBOPEH
ductus arteriosus. CuuTa ce, Y€ Te3H aHOMAIHH B PA3BUTHETO OTYACTH C€ IH/LKAT Ha JHPEKTHOTO
aeiictBue Ha ACE-nHXuburopuTe BHPXY peHUH- aHTHOTEH3HHOBATA CHCTEMA Ha IUI0A3 M OTHACTH Ha
MCXeMHS, TPHUMHEHA OT XMIIOTOHNAA HAa MAHKaTa H NOHKEH PeTo-IU1alieHTapeH KPBBOTOK H MIPHTOKA Ha
KHCIOPO/XPAHUTEIIHH BellIeCTBA A0 IJIOAA.

AMIOOWIIHH

Penpooyxmusna moxcuunocm

IIposeaeHHTe NMPOYYBAHHUS 3a epeKTa BLpXY PENPOAYKTHBHOCTTA IIPH IUTBXOBE H MHIIKH HOKA33XA
NPEHOCBAHE, YAR/DKEH POAOR MPOLEC U NOHWKEHA NPEXUBIEMOCT HA HOBOPOACHHTE HPH A03H OKOJI0 50
TETH NO-BHCOKH OT MAKCHMAJTHATA [IPETIOPBUMTENHA 032 3a XOpa, u3uucneHa Ha O6aza mg/kg.

Hapyuienus eve pepmunumema

Hsama HHKaKBB eeKT BEpXY PepTHIMTETA HA TUTEXOBE, TPETHPAHH ¢ aMITOIHITHH {MEXXKHTE HHIHBHIIH 64
IHH, a )KeHCKUTe 14 1HH npeau uHdTOoCBaHETO) B A03H fio 10 mg amnoaunuu (8 meTH* NO-BUCOKH OT
MaKCHMAITHATA NPENOPBYMTENHA 3a Xopa Ao3a o1 10 mg/nHesHO, H3YHCIeHa HA 0aza mg/ m2). B apyro
H3IMTBAHE ¢ TUTBXO0BE, B KOETO MBKKHTE Ca TPETHPaHH ¢ aMJIONHNHH Oe3WIaT B NpoAb/DKeHHe Ha 30 aHM
npy A03a, CpaBHUMA € qo3aTa NpU Xopa Ha 6a3za mg/Kg, ca yCTAHOBEHH NOHMKEHO HHBO HA XOPMOHa,
CTHMYTHMpaIL (PONHKYINTE B TECTOCTEPOH B IUIA3MAaTa, KAKTO M NNIOHH)KEeHa IVIBTHOCT Ha CrepMara H
HaMaJIeHHe B Opos Ha 3pelIHTe CIIEPMATHAM H CCPTOHEBH KISTKH.

Kapyunozeneza, mymazennocm
Hsma naHHH 38 KAPUHHONCHHOCT HA JISKAPCTROTO NPH IUTEXOBE M MMIIKH, TPETHPaHH ¢ AMASRMIGHH B
JIUETATA 33 HE NOBEYE OT /[BE MOAYHU B KOHLIGHTPALIMH, H3YHCIICHH JIa OCUTYPSAT AHCBHA I oSN R aINY
0.5,1.25 u 2.5 mg/kg/nen. Hail- BucokaTa 103a (IipH MULIKHTE € CXOJHA 4 NPU TUTEXHE $ IBa 1T
BHCOKA OT MaKCHMaJIHaTa NpenopsYMTENIHA K032 32 Xopa oF 10 mg aMnoaunuH JHERFR |

6asza mg/ m?) e 6Wwia OM3Ka 70 MAKCHMAIHO NOHOCHMATA 34 MHILIKMTE, HO HE U 3 L "*! .
e
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[IpoyuBanuaTa 324 MYTareHHOCT Ha aMJIOJHITHH He TIOKa3BaT JIEKapCTBEHO 00YCIORCHM e _
P¢HHO, HHTO Ha XpPOMO30MHO HHBO. ' CE’-% N
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* M3unciiena 3a maHedTH ¢ Terno 50 kg.

6. PAPMAIIEBTHYHHA JAHHHU

6.1. CpnHECHK HA HOMOIIHUTE BEUISCTRA

[enyno3a, MHKpOKPUCTAIIHA, MArHE3UER CTEaparT, HATPHEB HUIIECTEH riiMkonar (Tum A)
6.2. HechBMECTHMOCTH

Henpuioaxumo.

6.3. Cpox Ha roanoct

4 ronuHN

0.4. CroenHanHy YCJIOBHS HA ChXPAHCHHE

Ha ce cuxpansea noy 25°C.
Ha ce CbxpaHABa B OpHIHHATHATA OMAKOBKA , 34 Ja ITPeANa3H OT CBETIMHA W Blara.

6.5. JaHHH 32 ODAKOBKATA
30 rabnerku B 641, PVC/PE/PVDC anmymunnes 61HcTep H B KAPTOHEHA KYTHS.
6.6. CoenuajiHH NpeANasHH MepKH HAPH H3XBLPAAHE H paboTa

HsaMa cnienpanHu w3KMCKRAHKA 34 U3XBBPILAHE. HEW3NON3BAHUAT NPOAYKT WIH OTHAALYHHTE MATEpHaliu
OT HEro TpAbBa 14 Ce U3XBLPIAT B CHbOTBETCTBHE ¢ MECTHHTE U3HCKBAHUA.

7. ITPHTEXATEJ HA PAZPEIIEHUETO 3A YIIOTPEBA
Gedeon Richter Plc. 1103 Budapest Gyémrdi at 19-21, YHrapus

8. NNPUTEXATE] HA PAIPEHIEHHUETO 3A HAPAJIEJIEH BHOC
“becta Men” EOOJ, ya. "KpH4o Cropues” Ne§, 5350 Tpasua, buarapus

9. HOMEP HA PAZPEINEHHETO 3A YIIOTPEBA
20060864

10. HAATA HA ITBPBO PAZPEINABAHE/TIOAHOBSIBAHE HA PASPEIHEHHETO 3A
YHIOTPEBA

aTa na mopBO paspeiasaxe 3a ynotpeba: 29/12/2006
Hara Ha nocneaHo noaHoBsgsaxe:;02/02/2012

1.  JATA HA AKTYAJIM3APAHE HA TEKCTA




