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1. AME HA JEKAPCTBEHHA NPOAYKT

KoamKa XapaxmepucmuKa Ha npogyxma - Tipusometiue 1

HEOPAMMH 10 mg Tabnerxu ' Kem Pee, Ne W/m / ?Z

NEORAMI 10 mg tablets Bé/ /7 f)’ //‘f,ﬁ ~2077/

)

/

Paapeuierue No [t doamierd o

1
F OgoEpane N oovvereeeurrererssmeniaesee Y AeR—

07 -05- AW

2. KAUECTBEH Y1 KOJITMMECTBEH CBbCTAB
Enua ta6nerka HEOPAMH 10 mg ceanpixa 10 mg paMupii (ramipril).

34 TBAHMA CIUCHK HA TOMOLIHATE BEIIECTBA, BIKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA

Tabnerka.

Po30BIH, IPOEATOBATH, HBOAHOM3ITEKHAMN, HeoGBUTH TabNeTkyu ¢ rpasupao ,,10” or eaHATa CTPAHA
1 IeNUTENHA YepTa oT APYraTa.

TaGnerkata moxke aa OnIe pane/ieHa Ha 1Be PaBHH HO3K.

4, KTAHHYHA JAHHHA
4.1 TepanesTHIHH NOKAIAHHA

- JleueHne Ha XMIICPTOHUA
- CppreuHo-chaoBa npodunaxTyka: HaManisaHe Ha CHpIEYHO-CHIOBATA 3a00NEBAEMOCT M
CMBTHOCT NPH NALMEHTH C:
© NpOSBEHO aTepoTpOMOOTHYHO CBHPAEUHO-CHIOBO 3a0oABaHe (aHaMHe3a 34 HCXeMHYHR
60JIeCT HA CHPLIETO HITH HHCYJIT, WIH IepH(epHa apTepraia Honect), WK
o IHAaBET ¢ TOHE €MH CHPASIHO-CHIOB PHCKOB HakTOp (BK. TOMKA 5.1).

- Nleuerne na 6s0peyHo 3a004BaHe:
o HauanHa juaGerda rioMepyiHa HedponaThs, OmpenelieHa OT HAIHYHE  Ha
MUKpOanOyMHHY DU,
o Tpossena zmaberHa rnomepynHa Heponatus, OMpejencHa OT MAKpONPOTeNHYPHA [IPH
IALHEHTH C TOHE efIHH ChPAEUHO-CBIOB PHCKOB (akrop (BXK. TOUKA 5.1), _
o Tlposena HeauabeTHa rMoMepyJHa Heponarhd, ONpejieNeHa Ot MaKpOnpOTEHHYpuA = 3 g
Ha meH (BXk. Touka 5.1).

- Neyenre Ha CHMIOTOMATHYHA CHPACTHA HENOCTATHIHOCT

- BropuuHa NpodEIAKTHKA CIEA OCTBP MHOKAPACH pHGbapKT: HaMAJABaHe Ha CMBPTHOCTTA B
octpara (asa HAa MHOKapieH HH(ApKT MpH MAUWEeHTH C KNMUHUYHE TMpH3HAUM Ha CBHPOCTHA
HENOCTATHMHOCT, C HAYalo noseue oT 48 yaca ciefl OCTbp MHOKAPICH HHPAPKT.

4.2 Jlo3upoBKA H HAYHH H3 APHIOKEHHE

[TepopamHo MPHIOKEHHE

TTpenoprusa ce HEOPAMI na G mpueMaH BeHbk [HEBHO, IO eJHO M CHOIO BpeMe BCEKH NEH.

Toii KATO NPHEMBT HA XpaHa HE MpOMERT fUOHANUYHOCTTA MY,
npem, IO BpeMe Ha WITH Clied XpaHeHe (Bx. Touka 5.2),



HEOPAMM Tpabea na ce nornplia ¢ TeMHocT. He Tpabea Aa ce AbBYEC HIM pa3TpoiiaBa.
Buvspacmuu

TlaliMeHTH, TEKYBAHY ¢ NUYPETHLH

Crex sanousane Ha Tepanus ¢ HEOPAMI Moxe fia HACTBNH XHIOTOHUA, TOBA € JI0-BEPOATHO npu
TAHEHTH, KOHTO ¢4 JIEKyBaHH ¢IHOBPEMEHHO ¢ NUypeThM. [Topann ToBa Ce Npenophbiba NOBAMICHO
BHHMaHHe, THit KaTO TE3H MAallHeHTH MOTAT A3 OBAaT C HaManeH obeM TeYHOCTH W/HITH COMH.

AKO & BB3MOKHO, JAHYPETHKBT TpAGBa fa Obae CTIpsR 2 A0 3 AHW NPENM HAYanoTO Ha TEpaTuyTa ¢
HEOPAMMH (k. Touka 4.4}.

[pH nALMEHTH ¢ XUNEPTOHAS, IPH KOMTO JMYPETHKLT HE € CTIPAH, TEPANHATa ¢ pAMHIIDHT Tpabpa Aa
Gboe sanoumata ¢ goza or 1,25 mg. Tpabea ma Gboar mpocnemspaHu GBGpegHaTa dyHKIML H
WIa3MeRust Kanuil, [TocneJBalaTa SO3HPOBKA Ha paMunpun TpaGea Aa ObAe ONpeleNiHa COpel
XKETAHOTO KPBBHO HALATAHE,

Xunepmonua

Hosara tpaGea ma ObAe onpefeneHa HHAHBKRAYaRHO, CIIOPEN npouna Ha NauueHTa (BHXKTE TOUKA
4.4) % KOHTPONA Ha KPHBHOTO HANATAHE.

HEOPAMMH Moxe na 6bAe M3MON3BAH KaTO MOHOTEpanus MIHM B kOMOMHALMA ¢ OPYTH K1acoBe
AHTHXATICPTCH3UBHH JIEKAPCTBEHH NPOAYKTH (B. TOUKH 4.3, 4.4, 45u5.1).

Hauanua aosa

Jleqennero ¢ pamurpun TpaGea Aa GBAe 3an04HATO TIOCTENEHAO ¢ NPENOPLHHTEIHA THPBOHAMAMTA
[o3a oT 2,5 mg NHEBHO.

TIpu MALNEHTH ¢ TOBHITEHA AKTHRHOCT HA PEHHH-aHIHOTEeH3HH-ANI0CTEPOHOBATA CHCTEMA MOXe Ja
HACTBITH 3HATHTENHO NOHWKEHNIE Ha KPBBHOTO HAIAraHe cliel MPHeMa Ha ITbPBaTa A03a. ITpu TaxHBa
TAIHeHTH ce TPenophYBa HavyalHa no3a or 1,25 mg H Ha4ayioTo Ha JICUCHHETO Tpa6ea na Gboe
M3BBPIIEHO 110 MEAHIHHCKE KOHTPON (BiK. TOYKA 4.4},

Turpupane H nofIbpiania A03a

TlocTenenso 03aTa MoXe Aa be yABOeHa 11pe3 HHTEpBall OT AB¢ A0 YETHPH CCAMHIM 33 HOCTHTaHE
H& XeTaHOTO KPBBHO HAAATaHe, MAKCHMAHO AOMYCTHMATa 033 Ha NEORAMI e 10 mg aHEBHO.
(OGHKHOBEHO N03aTa e MpHIara BeNHEX THEBHO.

Copdeuno-cvio6a NPeseHyun

HauanHa po3a
IpernopruBaHaTa HAYaAHA A03a € 2,5 Mg PaMUNPHIT BEAHBK AHEBHO.

TuTpHpaHe ¥ DoUTEpKaNla 1033

B 3aBHCHMOCT OT TONEPAHTHOCTTA HA TAlMEHTa KbM AKTHBHOTO BEIUECTBO, A03aTa BIOCHECTBUE
TpaGea 1a 6pOe ysenHuasaHa. [Iperopruea ce yIBOsBaHe Ha 103ara Clel elHa WIH JBe CeIMuIy
Neyensie | - Cllef olle Ape 0 TPH CEAMMIY - a ce YBE/U4H 0 TapreTHATa NOAAbpKalla Josza 10 mg
HEQPAMH Benmex AHEBHO.

BHXTe CHILQ NO-rope I03MPOBKA NPK NAIHEHTH, JEKYBaHHU ¢ JHYPETHUH.

Jeuenue na OvOpeyno 3abonasane




Ipu nayuenmu ¢ duabem u MUKPOAONGYMURYDUA:

Havanna go3a:

[Ipenoppuanara HavanHa 1038 € 1,25 mg PaMHITPUN BEAHBK JHEBHO.

T aHe ¥ non1b a n03a

B 3aBHCHMOCT OT TOJIEPAHTHOCTTA Ha MALMEHTA KbM aKTHBHOTO BEIIECTBO, 7103aTa BIOCTEACTBHE C&

noeumagea, TIpenopsyuBa ce yABOABAHE HA eAHOKpATHATA JIHEBHA J1033 10 2,5 mg cnen ape CeOMHIM
H 0 3 mg clief oIe ABe CEAMHLIH.

lpu nayuenmu ¢ Quabem u none edun ¢pdeuHo-cvi08 puckos axmop
Havania gosa:
TTpenopbYBaHAT? HAYATHA 1034 € 2,5 mg paMENpull BETHEX AHCBHO.

Iy pHpaHe H IOATbpAAINE 10334

B 3aBHCHMOCT OT TOIEPAHTHOCTTA HA MALMEHTA KbM 2KTHBHOTO BEIISCTBO, J03aTa BIOCIEACTBHS C&
noBumasa, [IpenopbyBa ce yABOABAHE HA €NHOKPATHATA JHEBHA 1034 N0 5 mg HEOPAMH cnen
ellHA MM 1Be CEAMHIM u cnel Tosa Ao 10 mg HEOPAMM cren ome IBe WM TPH CEIMHLH.
TapreTnara JHeBHa 1032 € 10 mg.

Ipu nayuenmu ¢ veduabemna Hehponamust, onpedenena om npomeuHypui > 3e/naden

Havanua nosa;

IpenopbusaHaTa HavaiHa 103a e 1,25 mg paMHNPHIT BELHEK (HEBHO.

TuTpHpane 1 JOATbRKAIA 1038

B 3aBHCHMOCT OT TONIEPAHTHOCTTA Ha TIALMEHTA KbM aKTHBHOTO BEIECTBO, 103aTa BIIOC/ENCTBHE C&
noeumzaea. [Ipenopbusa ce yApoABaHe HA eNHOKpATHATA AHEBHA 11034 4O 2.5 mg cnen ABe CEAMHLH
H 10 5 mg ciefl OLUE ABE CeIMHLH.

Cumnmomamuna ChpOEUHI HeDOCIAMbYHOCI

HavanHa moza:

Tpu crabunH3npasy MALMEHTH Ha AMyPETHIHA Teparid, npenopsusatara HauanHa o3a e 1,25 mg
JHEBHO.

T aHe ¥ MOINbPKAINA 0034

Pamunpusl TpaGBa 1a Gbae THTPHpaH upe3 YABOABAHE HA [O3aTa Ha BCAKA €HA KO JBe CenMULIE HO
MAKCHMAJIHA JHEBHA J03a 10 mg. [TpennodnTa ce ABYKpaTeH NHEBEH NPHEM.

Bmopuuna npo@urakmura ched ocmyp Muokapoen UHGAPKM 1 CBC CHPOSUHA HEOOCIAMBLIHOCT

Hawanza nosa:

48 9aca cnej OCTHP MHOKapjeH HHGApKT TPH KIMHAYHO M XEMOAHHAMHTHO CTE
HagaIHaTa 103a € 2,5 mg 7Ba TETH JHEBHO B TIPONBIDKCHUE HA TPH JHH. Axo HayA
mg He ce Tonepupa, A03a ot 1,25 mg nBa METH AHEBHO Tpatea ga ObAe NpHIY



MOBMIIABAKE 0 2,5 Mg W 5 mg IBa ITETH AHEBHO. AKO J03aTa He MOke na Oble TMOBHINEHA X0 2,5
mg Jpa BTH JHEBHO, IEUEHHETO TPADBA Ia ¢& OTMEHH.

Buxcme cvuyo no-zope 003upoeKa npy nayueRnmy AeKysani ¢ Ouypenuyuy,

TuTpHpane B NOMTBPKALIA 1038

BriocneAcTBME AHEBHATa 103a ce [OBHIIABa Ipe3 YABOABAHETO H Ha MHTepBa/ OT €AMH 10 TPH THH
0 NOCTUraHe Ha TApreTHaTa MOLABpXKALIA J03a OT 5 Mg NBa ITETH JHEBHO. KoraTo ¢ Bh3MONHO,
NOMILPKALIATA J034 CE PA3AENA HA /182 IPHEMA AHEBHO, AKO [103aTa He MOXe Ja Ce TOBHUIM 110 2,5
mg JBa TBTH AHEBHO, JIeYeHWETO TpadBa Aa ce oTMeHH. Bee ofie numicea ZOCTATBYEH OINT IPH
Teyenwe Ha namueHTH ¢ Texka (NYHA I[V) cepredHa HeAOCTaThYHOCT HEMOCPEACTBEHO CIel
MHOKapZeH HH$apkT. AKO CE B3eMe pelleHHe 3a /IeYCHUE HAa TAKHBA MALHEHTH, NPEnophiBa e
TepanuaTa na Geae 3amounata ¢ 1,25 mg BeaHHXK JHEBHO W BCAKO MOBHIIABAHE HA A03aTa [a Onae
H3BLPIIBAHO C MOBHINEHO BHUMAHHE,

Cneyuannu nonvaayuu

Ilayuenmu ¢ 6wbpeuno yepexcdane

JueBHaTa 1033 npH NaukenTn ¢ GuOpeuno yepexuadHe TpalBa Aa ce onpelend Bb3 OCHOBA HA
KpPeaTHHHHOBHA KIHPBHC (BXK. TOUKa 5.2):

- 3KO KPeaTHHMHOBHAT KJMPBHC € > 60 ml/min, He e Heo0X0AUMO KOpHIHpAHE HA HAJaNHATa n03a
(2,5 mg DHeBHO); MAKCHMATHATA qHEBHA A03a ¢ 10 mg;

- KO KPeATHHMHOBHAT KJMPBHC € Mexay 30-60ml/min, He € HeOOXOZAMO KOPUTHPAHE HA HAYAIIHATE
no3a (2,5 mg OHEBHO); MAKCHMAIHaTa AHEBHA J03a € 5 mg;

- KO KpeaTMHHHOBHAT KIMpBHC & mexay 10-30ml/min, nasanHara posa e 1,25 mg DHEBHO U
MAaKCHMAJIHATA QHECBHA A03a € 5 mg;

- IIPH XWIEPTOHMIE HA XEMOAWANM3a: DAMHNPHA Ce AMAIM3upa cnabo; HadaiHara Aosa e 1,25
mg/THEBHO H MAKCUMAITHATA AHEBHA 032 € 5 mg; NeKapCTBEHHAT, TPoAYKT TpAORa fia ce MpHeMa
HAKOJIKO Yaca cliell XeMOTHATHM3HATA ITpoueaypa.

Iayuenmu ¢ uepnodpobro Hapyuwienue (BX. TOUKa 5.2)

Ipu nauMeHTH ¢ YePHOLPOGHO HapylleHne, nevennero ¢ HEOPAMM Tpia6Ba Aa 3aI104HE CaMO NO7,
CTPHKTEH METHIMHCKY KOHTPOJL H MakcuMallHaTa KHeBHa 1034 ¢ 2,5 mg HEOPAMM.

Cmapuecka gv3pacm

Haqanuure 1o3H Tpa6Ba fa GbIAT MO-HUCKY K BIOCISACTBHE THTPUPAHETO Ha 103aTa TpAGBA Xa
Gble no-GasHO, MOPAnH MO-TONAMATA BPBH3MOKHOCT OT HEXeNaHH DPeaKiiyH, ocobeno IpH MHOIO
BB3pACTHH ¥ HEMOIHM nanveHTH. TpyOea ma ce WMa NpeABH] HaMandBaHe Ha HavyalHaTa 1034
pamunpun Ha 1,25 mg.

Heduampuuna nonynayus

HEOPAMH me ce mpemophuypa 3a yrorpeba npe Aeua H KOHOmH no 18 romgmHy, Nopaad
HEZIOCTATHYHH JAHHH 3a Ge30acHoCT H ePUKACHOCT.

4.3 TlpoTHBOMOKA3AHMS

- CBPBX4yBCTBUTENHOCT KBM aKTHBHOTO BEMIECTBO WM KBM HAKOE OT NMOMOLIHHTE BEIMECTBA HIH
Apyr ACE HHXHGUTOP (MHXMOHTOP Ha aRTHOTEH2HH KOHBEPTHPALIMS €H3HM) (BIDKTE TOY
- AHamPe3a 33 AHTHOEAEM {HACeACTBEH, HIOMONATHYEH HIH BCIEACTBHE JiE
MHXHOHTOpH 1K anTHOTeH3AH I1 perrerropHy anTaroHuCTH (AIIRAS))

- EkcTpakopmopatHO JIeYeHHE BOJEM0 [0 KOHTAKT HAa KpPBBTa C OTP
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MOBBPXHOCTH (BX. TOYKA 4.5)

- 3HauuMa IBYCTpaHHA CTeHO3a H2 OnGpednuTe aprepuM WM cTeHO3a Ha Op6peuna aprepud Ha
enuHCTBeH QyHKIMoRHpam 6p0pek

- Bropu H TpeTH TpUMeCTHp Ha GpeMeHHOCTTA (B. ToUKH 4.4 1 4.6)

- Pamunpun me TpuGBa Aa GbJe DpWIAraH NPH NAUMEHTH C XWIOTOHHA WIH HecrabhmHa
XEMOIHHAMHKA.

- Eanoppemennara ynorpefa Ha Heopami © anucKupeH-ChILPIKALIH NPOAYKTH € TIPOTHBOTIOKA3aHA
Npy DalUMeNTH Che 3axaped Auaber win GbOpeuro yspexnane (GFR < 60 ml/min/1,73 m2) (k.
TOYKH 4.5 1 5.1),

4.4 CnelwanHi npefynpexIeHns H NpeInalny MepKH OpH ynoTpeds

Creyuannu nonyrauun

Bpemennocm: Jleuenne ¢ ACE uHEXHOMTOpPH Karo paMMNpPHJ WId AHTHOTEH3HH 11 penenTopHH
autaronuctd (AITRAs) He TpaGBa na ce 3amousa mo BpeMe HA OpeMeHHOCT, [IpH IMAllHEHTKHTE,
Wanppany ga 3abpeMenest, repanmara ¢ ACE mmuburopw/AlIRAs, tpibpa Ja ce 3aMeHH ¢
ANTePHATHBHO AHTHXHNEPTEHIUBHO JICYEHHE, KOETO MMa yCTaHOBEH npodua Ha Ge30macHocT IpH
ymorpeGa mo Bpeme HAa GPEMEHHOCT, OCBEH aKO He ce CuuTa 3a KpaifHo Heo6xoauma. Ilpu
yCTauoBsBaHe Ha OpemenHocr, nevenwero ¢ ACE mmubutopw/AlIRAs Tpabsa fa Gvae cnpiko
He3a64BHO H, AKO € YMECTHO, TpAGBa [a G'bAe 3ar0YHATA aNTEPHATHBHA TepamHs (BXK. TOUKH 4.3 H
4.6).

o Hlayuenmu c ocoben puck om XUnoOmOHNA

- Hayuenmu ¢ noguuieHa akmusHoc Ha peHuH-ayzuomeugun-anaocmpepouoaama CUCTHEMQ

TlauwenTH ¢ NOBMIIEHA aKTHEHOCT HR PeHHH-aHTHOTEH3HH-ANN0CTEPOHOBATA CHCTEMA C8 H3NOKEHH
HA PHCK OT CHJIHO M3paseHO MOHHWKABAHE HA KPBBHOTO HANATZHE H BiomaBaHe Ha OpOpedHara
byukuns, nopanu ACE unxnGupaue, ocobeHo xoraro ACE uHxuGuTop WIH CBNBTCTBAIE AHYPETHK
ce MpHeMa 32 IIPBB BT MJIM MPH HAYAIHO TIOBHILABAHE HA A03aTa. 3HAYHMA aKTHBHOCT Ha peHMH-
aHTHOTEH3HH-AIAOCTEPOHOBATA CHCTEMa MOke Ja ce O4akpa H ¢ Heo0XOAHMO MeNHMUHHCKO
HabmocHue, BRNIOYBALO NPOCHeNABaNe Ha KPBBHOTO HANATAHE, HANPEMED Npy:

- DAIHEHTH C TEXKA XHITEPTOHHA

- IAIHEHTH ¢ AeKOMIIEHCHPAHA 3acTOiHa CBPAEYHA HEAOCTATHUHOCT

- NAUMEHTH ¢ XeMOAWHAMMYHO BIIOMIEH JISBOKAMEDEH M3XOMSII MAM BXOJAW, KPBBOTOK (HAID.
CTEHO3a Ha a0pPTATA HIH MUTPATHATA KJlana)

- IALKMEHTH C EOHOCTPAHHA CTeHO3a Ha GE0peynara apTepus ¢ BTopH QyHKIHoHHpaw, 6s0pex

- MAMEHTH, HPH KOMTO MMAa WIH MOXE Ja HACTBIH ASXMADATAIHA (BKIFOYHTENHO NALKEHTH,
NpUeMAaLly JHYPETHLIH)

- TALMENTH ¢ YepHOAPOGHA HpO3a WHIN ACTTHT

- MALHEATH, MOIJIOXKEHH Ha TOAAMa XHpYpru“Ha HHTepBeHIM WY aHeCTe3Hd OBC CPeIcTBa, KOHTO
MPENH3BUKBAT XHIIOTOHHA.

O0WKHOBEHO Ce NPENOpHYBA KODHTHpaHE Ha JEXHAPATAUMATA, XMIOBONEMHATa WIH CONCBHA
AedHUAT NpeAH HAYANOTO HA NEueHWeTo (NpX TAUMEHTH CBC CHPACYHA HEAOCTATHYHOCT, obade
KOpeKUHATa TpAOBa A2 6bAe BHHMATENHO NPelieHeHa CIPIMO PHCKA 0T 06EMHO HATOBApBaHe).

- Hpexo0ua witt REPCUCIUpaiya CopOeuHa HeDOCHAMBYHOCH CREQ MUOKADOER uHPapKm

- Hayuenntu, u3nogicenit HQ PUCK OM CHPOSUHA URY MOIBUHA UCXEMUA 8 CAYHAN HQ GCIMPA XUNOMONUR

Haganoro Ha TeparHATa H3HCKBA CTPOT METHIIHHCKH KOHTPOT.

o Hayuenmu g cmapyecka ¢v3pacm




Bumxre Touxa 4.2,
Xupypeuunu unmepsenyuy

ITpenopsuBa ce, KOTATO € BB3MOXKHO, AEYEHHETO ¢ HHXHOMTOPH HA aHTMOTCH3MH KOHBEPTHPAIIHA
SH3MM KATO PaMHIIPII, fg Gbe NPeKbCHATO eHH JeH NP XUpYPruviHa Npoleaypa.

IMnocredasane na bebpeunama Qynxkyus

BuOpeunara ¢yuxums Tpabpa aa Obe OleHEHa NPENU U [0 BPEME HA TEPAITMATA W 103aTa TpabBa qa
§boe kxopurupaHa OCOOEHO MNpe3 NLPBHTE CEAMHLM OT JICYCHHETO. OcofeHO BHHUMATENHO
npociefABate ce M3MCKBA NMpPH MALMEHTH ¢ OhOpevHO YBpexKIaHe (ex. Touka 4.2), Fima prek OT
BIOWABGHE Ha ObOpeunara GYyHKUMSA, OCOGEHO KpPHM HAaUMEHTH CBC 3aCTOAHA CBPACHHA,
HeNOCTATBYHOCT MM ¢nes 6h0peuna TpaHCIUTaHTaluMA.

Anzuoedem

AHTHOEAeM e G chobluaBaH npd namueHTH, TekyBaHH ¢ ACE-MHXMOMTODH, BKITIOUHTEIHO
pamumnprn (Bx. TouKa 4.8).

B ciyyaif Ha aarHoeseM, npuemsT Ha HEOPAMM TpaGea Aa ce mpekpaTH.

TpaGea Hesabasno Na ce Ha3sHauM CrelIHa Tepamus. [lamuenTsT TpabBa Ka GBAe MOCTABEH HO.
HabmoneHye note 3a 12 A0 24 yaca K W3NHCAH Cel HAllB/IHO OTIIYMABAHE HA CHMITTOMMTE.
MHTecTynAnNeH aHrHoedeM ¢ OWI choGmapaH mpH naumentd nexyamd ¢ ACE- MHXHOHTODH,
srmountenso HEOPAMH (B, Touxa 4.8). ITpu Te3u manpeRTH c¢ HaGMONaB2 KOpeMHa Gonka {cBe
uin 6e3 rajeHe H MOBPBIIAHE).

Arnaduraxmuyny peakyuu RO gpeme Ha decencubunusupane

BepoATHOCTTA OT NOABA H TEXKECTTA HA ARAQHIAKTHYHK ¥ AHAQHIAKTOMAHH PEAKIN KEM OTpOBaTa
Ha HACEKOMH M OpYyTH anepreHu ca nosumenn npn ACE-unxuGupane. TpabBa Aa ce HMa NpEIBHA
BpemenHo mpexbepaHe Ha HEOPAMM nipexy aeceHCHOHIH3AIMA.

Xunepranuemus

TIpy HAKOH MAWMEHTH, J1eKyBaHH ¢ ACE-MHXUOUTOPH, BKIIOUMTEIHO C HEOPAMH, ce nabmonasa
XHTepKanieMus. PHCK OT XHAepKaIHeMHS MMa NpH mauueHTs ¢ GpOpeyHa HEZOCTATBRHOCT, HA
pB3pacT > 70 roAMEH, ¢ HEKOHTPONMpaH 3axapes AuWaberT WM TaKHBa, NPUEMALH KATMCBH COIH,
xanuit ChXpaHABAIA OHYPETHI M PYTd aKTHBHH BELIeCTBA, MOBHINABAINM MNA3MEHHTE HABA HA
KAIHA, HJIH CBCTOAHHA KATO [eXHAparaius, OCTpa ChpPAEYHA ACKOMICHCAlHs#, meTaloNuTHa
aupnosa. AKO eJHOBpeMeHHara ymorpefa Ha IOCOYEHMTe CpeAcTBAa CE CYMTa 33 NOAXOIAIMA,
TIPETOPbYBa C8 PENOBHO TIPOCISHABAHE Ha CepyMiHs Kamth (BX. TOUKa 4.5},

Heymponenus/azpanyaoyumosa

Psfxo ca HaGONaBaHH HEYTPOMEHHS/arpaHy/ouuTo3a, choOllaBaHa e ChIIO M KOCTHO-MOZBYHA
CyTIpecusi, KakTO ¥ TpoMGOLMTOTeHHs M aHemus. [IpemopwuBa ce mpocnenibaHe HA Opos Genu
KPBBHH KIeTKH, 33 JA Ce YCTAHOBH €BEHTYalHa nepkolieHHd. Ilo-uecTo mpocheisBade cé
NpeNnopbYBa B HAYAIOTO Ha NEYEBMETO H [PY MARLNHEHTH ¢ HapyWeHa Ou0pedna ¢yHKUMA, CBC
CHITETCTBALIA KONAreH03a (HAMp. yIyC epUTEMATONEeC MITH CKAEpPOAEpMIA), H [IPH JIGKYBaHH C APYTH
JIeKapCTBEHH NPOLYKTH, KOMTO MOTar Ja MPHIMHAT IPOMEHH B KpbBHATA KapTHHA (Bx. Touka 4.5 ¥
4.8).

Emnuyecku paznuyius
ACE-unxn6HTOpHTE NMPUYHHABAT AHTHOEIEM C IO-BHCOKA HECTOTA TMPH H“EPHOKO)

OTKOJIKOTO [PH OCTAHATHTE. /
Kakto u gmpyrure ACE-HHXuOHTOpH, paMHOpI Moke Aa Gble NO-Manxo
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MOHMKABAHE HA KPBBHOTC HATIATAHS MPH YEPHOKOKH [MALMEHTH, OTKOAKOTO IIPH OCTAHANNTE, IOPaIH
[O-4ECTOTO HAJTHYME Ha XHITEPTOHKA ¢ HHCKH PeHHHOBH HHBa NpH YEPHOKOXKATE MOy IALIHA.

Kawauya
Tlpu ynotpeGara Ha ACE-umxu0utopn € cboOllageasia Kalliila. XapakTepHo e, 4¢ T4 €
HENpOIYKTHBHA, TIPOXWIKUTENHA i1 OT3BYYaBa CIel, PEKpaTABaHe HA TCPAITHATA. Hunyudpanata oT
ACE-urxufurop Xauutuia, Tpabea Ja ce pasrnexa Karo 4acT oT nudepeHIMATHATA NHATHO3A Ha
KANLTALA.

[Teoting GROKUPANE KA PENUN-AHZUOMENIUN-ANOOCTEPOHOBIMA CUCTEMA (PAAC)

FiMa nauum, ve enpoBpemenHara ymorpeba Ha ACE MHXHOHTOPH, 2HTHOTCH3HH II-penenTopHE
GNOKEpH WIH AIMCKAPEH NOBHIIABA PHCKA OT XMIOTOHHA, XHIEPKAIMEMHA M HAMANABAHE Hd
6B0peunara QyHkumA (BKMOYMTENHO OcTpa GBOpeuHa gegocTarburocT). Ilopams TOBa HE C€
npenopbuBa NBoiRO Gnoknpane Ha PAAC dpe3 xomOuHHpaHara ynorpe6a va ACE nHxu0uropm,
anruoTer3nE [[-pelienTopHH GIOKepH WK ANHCKUPEH (BXK. TO4KH 4.5 1 5. .

AKO ce MpelleH, ue TEpanyATa ¢ ABOHHO GIoKupare e a0COMOTHO HeoBxozMMa, TOBa TpsGBa Aa
CTaBa CamMo TOA HAGIIONEHHETO HA CIIEUHAIHCT H NPH HeCTO BHHMATENHO MOHWTOPHPAHC HA
GpOpeunara GyHKIA, ETEKTPOIHTATE H KPbBHOTO HANAraHe.

ACE wuuxu6uropH u amrnorensuH I[-pemenTopHn OnokepH He Tpafea Jia Ce H3MION3BAT
¢IHOBPEMEHHO IPH NALMEHTH ¢ AualeTna HehponaTHs.

4.5 BsanmoneiicTBHe ¢ APYrH JIEKAPCTBEHH NPOIYKTH H APYTH GopMH Ha p3auMopeiicrane

[TpoTuponoka3lan KOMOHHAHY

EKCTpaKOpIOpaHO 1eYeHHe, BOIEIIO IO KOHTAKT Ha KPBBTa ¢ OTPHLATE/IHO 32peeHH HOBBPXHOCTH
KATO HaIpUMep AMANA3a WK XeMOQHITpalka ¢ ONpeNeleHH BHCOKONPOy CKIHBH MeMGpaud (Hamp.
OHAKPHIOHHTPIIHA MeMOpaHH) H adepesa HA IUNPHPOTEHHH C HHCKA TUIBTHOCT € JeKcTpad
Cy/Idar, TOpaml MOBHINEH PHCK OT TeXKa aHaWIaKTOHIHA PeaKUHA (k. Touka 4.3). Axo ce
M3HCKBA NON0OHO Neuenue, HeOGXOMHMO ¢ Ja ce OOMUCIH H3MOM3BAHE HA PasiAueH THI TUATH3HA
MeMOPAHA MM Pa3iIideH KNac aHTHXHIIEPTEH3HBEHO CPEACTBO.

[Ipeanasun MEPKH NpH yroTpeba

Kanuesu conu, Xenaput, Kanuii-coxpanssauis duypemuyy u Opy2u aKIugHu 6euecmed ROGUHAsaUY
RIQEMENUME HUBA HQ KQnuA (SKMOWUMenHo AaHzuomensun I anmazoHucmi, mMpumemonpum,
IRAKPOTUMYC, YUKAOCNOPUH): BBIMOMKHO € Ja Ce NPOAB XHIIEPKANUEeMitd, IIOpaji KOeTo o¢ H3UCKBA
CTPHKTHO IIPOC/IENABAHE HA CEPYMHMS Kamui.

Aumuxunepmensugnu cpedcmea (ranp. ouypemuyu) U Opyeu 6emecmsa, KOumo mozam da noHUICam
KPBGROMO RAnAZane (HAnp. HUMpAmu, MpUUKIUIEY GHIMUOENDeCcanmu, anecmemuyl, npexomepen
npueM HQ QIKOXOR, BAKAOHEH, anPy303uH, OOKCA303UH, NPAZOIUH, MAMCYROSUH, mempazo3un). MOxe
4 Ce OMAKBA YBEHUABAHE Ha PHCK2 OT XHIIOTOHHSA (BX. TOYKA 4.2 38 QUYypEeTHLH).

Basonpecopuu cumnamuxoMmuMemuyy u Opyau eeujecmsa (ranp. usonpomeproN, OoOYMAMUH,
Jonamun, enuHepun), Koumo mo2am 0a HaManAm GHMUXUNEPMERSUBHUR egpexm na HEOPAMH:
NPencpBYEa C¢ CIMPUKMHO NPOCAEOABANE HA KPLEHOMO HARAZAHE. -

Anonypunon, UMyROCYRpecopu, KOPMUKOCMEPOUOY, NPOKQUHAMYUO, YUmOCmamuyu U dpyau
Bewecmea, Koumo Mozam 0a npoMeHAm OpOA HA KPbeHUme KAemKy. NOBUIICHA BEPOATHOCT OT
[0ABa HA XeMATONIOTHYHM PeAKUHH (BK. To4Ka 4.4).

Jlumueau cony: GKCKPELMATA Ha THTHA MOXE 12 &bae nomaxena or ACE-mmxmnbuTopuTe
TOBA TOKCHYHOCTTA HA JIATHA MOXKe Aa ce yBemnsy. HABara Ha AATHA TpabBa fia ce Ip

Axmuduabemuu cpedcmea, exAIOHUMERHO UHCYAUN, MOTAT a BE3HHKHAT XHIOTIHKEM
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TMpenopkysa ce MPOCHEAABAHE HA HYBATA HA KPBBHATA 3AXAP.

Hecmepoudrnu npomugoeb3snanumeni cpedcmea U AYEMURCATUYURO8a KUCEUHD: MOXe 1A ce
ouaKEA HAMANABAHE HA AHTHXMNepTeH:uBHEs epexr na HEOPAMU. Oceex ToBa, CBITETCTBALIOTO
negerne ¢ ACE-umxuburopu # HCIIBC moxe na noseae 1o NOBHMINEH PHCK OT BJIOMIABaHe Ha
GuOpeunara GyHKLEA M la YBETHYH KalHeMYATa.

JaHHH OT KJIHHMYHM MpOYYBAHHA [OKA3BAT, 'C nBOMHOTO GNOKHpaHe Ha PEHHH--ABIHOTCH3HH-
aNnOCTEPOHOBATA CHCTEMa (PAAC) upe3 xomOuHHpaHaTa ynorpea Ha ACE HHXUOHTOPH,
anruoTeRsyH [1-petenTopHH GNOKEPH WK ANHCKHIPEH C¢ CBHP3BA C NO-BUCOKA YECTOTA HA HEXENAHH
CBOHTHA, KaTo HALPUMED XHIOTOHMA, XUMEPKaNHeMHA M HaMATiBAHO Ha Ow0pednara dyHKIUA
(exmounTenHo octpa GnOpeusa HeZOCTATBYHOCT), B CPABHCHHE C ynorpeara camMo Ha EJHO
CpencCTBO, ACHCTBALIO BEPXY PAAC (Bx. Touku 4.3, 4.4 1 5.1).

4.6 iDep’rnunw:‘, GpeMeHNOCT H KbPMEHE

BpemennocT
HHxu6HTOpHTE Ha AHTHOTEH3HH-KOHBEPTHpAIllNA eHIMM He ce Tpenophysa 1o BpEME Ha mBpBHA

TpHMeCTBp Ha GpeMEHHOCTTa (Bk. TOUKa 4.4) ¥ & TpOTYBONOKA32H MO BpeME Ha BTOPUA | TpeTHd
TPUMECTEP Ha OpeMeHHOCTTa (Bx. Touka 4.3).

ENMaeMHONOrHYHH AAHHH OTHOCHO PHCKA OT TEPATOreAHOCT e exnosmmiA Ha ACE-HHXuGHTOPH
110 BpeMe Ha IThpBHS TPHMECTEP OF SpeMeHHOCTTa He ca Gimy yGeAHTeNHH, HO JIEKO NOBHINABAHE HA
pHcKa He Moxke JAa Obae HIKIOUEHO. Mpy mau¥eHTKUTe, NNAHApAmy GpeMeHHOCT, TepamuATa ¢
ACE-uHxXuGyTopH TpabBa Ja ce 3aMEHH ¢ anTepHATHBHO AHTHXANEPTEH3NBHO JIEUeHHE, KOETO HMa
ycTaHoBeH MpodHi Ha Ge30MacHOCT IPH ynorpeba 1o Bpeme Ha GpeMeHHOCT, OCBEH aKo He ¢ CIHTa
33 Kpafino HeoGxonuMa. [1pK ycTaHOBABaKE HA 6peMesHOCT JIEYEHHETO C ACE-urxuburopn TpI0Ba
na Gpe crpsHo He3abaBHO M, aKQ € YMECTHO, TpaGea Iia Gbae 3alOYHATA ANTCPHATHEHA repany.
HspectHO e, de TeparmsTa ¢ ACE-naxuGHTop/aHTHOTEH3MH Il pewerrrope aHTATOHHCT (AIIRA) o
BpeMe Ha BTOPAA H TPETHA TPHMECTBP NPHTHHABL {peTOTOKCHYHOCT [PH X0pa (namaneHa Gu0pevHa
GdyHKIMA, OIHTOXMEPAaMHHOH, 1pfaBeHa OCHMHKAMS HA uepera) M HeOHATANHA TOKCHIHOCT
(6B6pevHa HeNOCTATHYHOCT, XHIOTOHM, XHTepkamaemMus) (Bx. cbuo 5.3 ,JIpERKIIHHIYHA J3HHH 33
fezonacHocT™). B ciyuali Ha eKCNO3HIHA HA ACE-uHX#6UTOp mpe3 BTOPHA TPHMECTBP HA
OpeMEHHOCTTA C¢ TIPENOpsUBA TMPOBEPKA HA GuOpeunara QyHKIMA M depena, €pes YIITPasBYK.
HopopoZeHy, YMHMTO MaiKy ca IpHeMali ACE-unxu6uropy, Tpa6sa za OBaar CTPHKTHO
HaGIIONABAHY 33 XMIIOTOHN, ONHIYPUs H XMMEPKaIHEMHs (BXK. CBILO TOUKH 4.3 H 4.4},

KnpmeHe
Hopaau HeOCTATEYHA nadopManyd OTHOCHO yrioTpeGara Ha paMHIIPHN 10 BpeMe Ha KbpMene (Bx.

TOuKa 5.2), He ce TpEnopbYBa MPHIOKEHHe HA PAMHNIPHIL, KaTO 33 TpeATOYHTaHe € ANTEPHATHBHO
neveHAe ¢ To-2oGpe ycratoped TpOhUN HA Ge30nachecT [0 BpeMe HA KBPMEHE, ocofeHO TIpH
KbpMeHE Ha HOBOPOAEHO HITH HEOHOCEHO KBPMAte.

4.7 Edextn pbpxy cnocoGHocTTa 32 Wohupane H paGoTa ¢ MAINHHH

HsikoH HekenaHH PEaKiHM{ (HAmp, CHMNTOMH Ha MOHMKABAHE Ha KPBEHOTO HAIATaHe Karo
3aMaiiBaHe) MOraT Ia HapymaT cnocoGHOCTTA HA NAIMERTA 34 KOHIIGHTPALIMS H PeakKIfd, eT0 3auo
TIpeCTABIABA PHCK B CHTYallMH, MPH KOHTO TE3h criocobHOCT! ¢a oF Ocofeno 3HaueHue (Hamp.
modupane i paboTa ¢ MALIVHI).

ToBA MOXE [ C& CYYd OCOOEHO B HAHANOTO HA JIEYCHHETO WiH IpH npeMUHABaHE OF APYTH
nperapard. Cnel mbpsara J03a MM TOCIeABAII0 [OBMIIaBAHE HA J03aTa HE €
wmodupane uny paGora ¢ MAUTHHH 32 HAKOIKO Haca.

4.8 HexxelaHu JeKapcTEeHH peaKlHH




TpoduIbT Ha 6e30MACHOCT HA PaMMIIPHI BKJEOUBA YNOPHTA CyXa KallUiild X peakiMH CBBp3atH C
xanorToHus. Cepro3HATE HEXE/AHH NEKapCTBEHH PEaKIUiH, BKIHOBAT AHIHOSAEM, XHNEPKATHEMHI,
GEOpedHO WIM  4ePHONPOOHO  YBpeXJaHe, MAHKPSATHT, TEXKH  KOXHH peakimd H
HEYTPOIEHHs/arpaHy IoLKHTO3a.

YecToTaTa Ha HEXXETAHHTE PEakl|H Ce ONpe/en, Ypes A3NON3BaHe Ha CeHATa KOHBCHLMA: MHuoro
yectn (= 1/10); vectn (> 1/100 mo <1/10); Hewectu (= 1/1000 no < 1/100); penxu (= 1/10 000 o <
1/1000); muoro peaku (< 1/10 000), ¢ Heu3peCTHa HECTOTA (oT HATHMYHHTE JAHHH He MOXe A3 Oble
HanpapeHa OLEHKa).

TIp# BCAKO IPYMMpPaHe B 3aBHCHMOCT OT YECTOTATA, HEXENAHHTE TICKAPCTBCHH PEaKIHH ce HabposBar

B HHU3XOMANL pefl 00 OTHOLICHHE Ha TAXHATA CEPHOIHOCT.
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Yectn HeuectH Penku Mnore penxs C HeU3BeCTHS
JECTOTA
Cupleunu #i eHUA MuokapnaHa
HCXEMHA,
BKAIOYHTEIHO |
aHTHHA i
TIEKTOPHC WIH ‘
MHOKapaeH
urdapkT,
TAXUKAPIHS,
APHTMHA,
HaNMATAIH,
nepudepeH eneM
Hapyuienun na Kpoema Eosunodunms Honuzxen Gpoii KocTHO-MO3IBUHE
u AuMGRaMa cucmema Ha bemite cympecus, !
KPBBHH KNETKH DAHLETOMEHHA,
{BXTEHHTENHO XEMOMUTHIHS
HEYTPOIIEHNS WA aHeMus
arpaHynoLHTo3a),
noHHKeH Gpo#
4YepBEHH KPbBHE
K/IETKH, HAMATEH
XeMornobEH,
HamaneH Opoi
TpoMGOIHTH
Hapywenus Ha TnaBoGonre, CBETOBBPTEN, Tpemop, Mospura
HEPBHAMA CUCTREM 3amaiiBane areysnf, HApYLIEHO MCXEMHS,
NHCrey3nd, paBHOBECHE HBPEeCTE3Nd,
napecresin BKIOYMHTENHO
HCXeMHYEH
HHCYAT H
TPaHIETOPHA
HeXeMATHA
aTaKa,
MCHXOMOTODHE
HapYILECHHSL,
ycemane 3a
napeHe,
IIApOCMEA
Hapyuwenus na ovume 3purenan KOHIOHKTHBHT
CMYINEHHA,
BIAIOUHTENHO
3AMBIICHO
BHXJIGHE I S
Hapviuenus na yxome YppexaaHe Ha m 1q
w Jabupunma CNyXxa, THHHTYC / RN ’—L (4]
Pecnupamophiu, HenpopyKTHBHA BpoHxocnasbM, s
I" .




ZPBOHU U JApasHena BIJTHOYHTETHO
MeOUACIUHATHY KAIRHLa, obocTpeHa
HapylieHus OpOHXHT, acTMAa, 3anyeH
CHHY3HT, JucnEed | Hoc
CmoMauno-4pesry Cromamyo- IMauxpeaTHt I'nocur Adrozer
Ha; HUs HPERRD (cayqau ¢ CTOMATHT
BR3MANCHHE, (araseH u3xog
XpaHocMKaaTenHy | ca 6win
CMYLUEHHS, cp0bmaBany
KOpeMeH H3KAIOYHTEIHO
auckoMpopr, PAAKO NIPH
JHCIENncHA, neyenue ¢ ACE-
[IAapui, rajacHe, HEXHOHTODH),
NOBPEHINAHE NOBHINABEHE Ha
IIAHKPEACHHTE
SHIAMH,
AHTHOEIEM HA
TBHKOTO YEPBO,
kopeMHa Gonka
B ropaara JacT
Ha KOpeMa,
BEJIIOYHTETHO
TACTpHT, 3allek,
CYXOTa B YCTara
Hapywenus na Bnpeuno
bubpenume ¥ yBpeXaane,
RUKOYHUME nLMulia BKITHYHTEIHO
octpa 616peuHa
HEJOCTATBYHOCT,
NOMHYPHA,
BJIOHIABAHE HA
CHILECTBYBALLA
TIPOTEHEYPHA,
TOBHIUEHA ypesd
B KPBBTA,
NOBALIEH
KpEaTHHUH B
KpBBT2
Hapywenua na O6phn AHTHOETIEM; Excpommaruser | Peaxius Ha TOKCHYHE
KoMcama u OOHKHOBEHO HIKMHMHTEIHO AEPMATHT, (oTouyBCTBHTENHOCT | ENHACPMANHA
HOOKOJICHAMA MHKAN MaKYJIIo- pHIKO YPTHKADHA, HEKPO/IH3a,
DAMYN03€H o0cTpYKUMA HA | OHHXOJIH32 CHHIpPOM Ha
BE3AYXOHOCHHTE Stevens-Johnson,
NBTHIIA B epuTEMa
pesyiTat oT MmyntadopMe,
AHTAOEAEM neMprrye,
MOKe 112 HMa ofocTpeH
(paTane H3XOL, MCOPHA3ZHC,
cupbex, TICOpHATHYER
XHIIEPXAAPO3A JEPMATHT,
neMpuroHaeH |
HIH THXCHOUIEH
€K3aHTEeM HiH
eHaHTeM,
ANONELKA
Hapyuenua na MyckyaHH ApTpairna
MYCKVIHO-CKERemHama | Cra3My, MHaIrAs
cucmema i
CredUHumeHama
MbKAH
HE@BHM Ha TToBHINEHO HHBO | AHOPEKCHA,
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Memaboauzma u Ha Kanuit B NOHHKEH alleTHT Ha HaTPHA B
Xpanenemo KpBBTa KpPBBETA
Criosu HapYmeHUs KXHNoToHHA, 3aueppaBane CobaoBa CTEHO34, DedoMeH HA
OPTOCTATHIEM, xunonepdhyIua, Raynaud
CHHKON BACKYJIHT
Qb vapyuenus u [prana Bonka, INosxiuena Actenus
eghexmu Ha mMacmomg_ | yMopa TeMnEpaTypa
HO NPpUAGHCENie
Hapyusernua na AnatunaikTHIHH
UMYHHAMA CUCHIEMA HiH
aHaUNaKTOHIHH
peaxuHy,
TIOBHIEHH
AHTHEYKIC8PHH
anTHTENA
Xenamo-funuapnu Tloswileny Hupa | Kbirrennia, Octpa
HapyuieHun Ha XONSCTATHYHO yepHoapoGHa
YepHOAPOOHHTE | XEmaToleNyNapHo HEJOCTATHYHOCT,
SH3NMH W/HIH YBpeXKAaHE XONECTATHYEH
CBBP3aHHA HnH
Oumupy6un LHTONMTHYEH
XEMaTHT
(MIKIOYHTENHO
pAOKO € ¢
ipaTasien HIXOM).
Hapvutenua na [Ipexonna I'unexoMacTHA
EL3NPoUIRVOUMERHAMT €PEKTHITHA
clcmema i 2epoarna HMIOTEHIHA,
MOHHKEHO
nubuie
Hewxvypu napyuienus [NoHuxeno CreToAHHE HA Hapymieno
HacTPOEHHE, 0GBpKaHOCT BHHMAHHE
TPCBG)KHOQTQ
HEPBHOCT,
Geanokoficrao,
HApyLIeHHe Ha
CHHS;
BKJFOUHTENHO
ChHIMBOCT

Crofmapane Ha N0J03HPAHN HEXKENAHH PeaKIIiu
Cro6WapaHeT0 HA MOJO3MPAHY HEKEMAHH Deakuyu criefi paspeluasaHe 3a ymotpeba Ha
JNeKApCTBEHHA NPOXYKT € BaxHo. ToBa IO3BOMABA A& MpPOABLUKA HAaG/IONCHHETO Ha
CHOTHOIICHHETO IO/13a/PUCK 32 JiekapcTBeHHd NPORYKT. OT MeAHIHHCKHTE CICLHATNCTH C6
H3HCKBA 712 CHOOIABAT BCAKA MOAO3MpaHa HejkenaHa peakiua 4ypes HalHOHanHa CHCTEMa 32

crolinasaHe:

H3snbisuTeHA areHIuA MO JIeKapcTBaTa
ya. ,Jdamad ['pyes” Ne 8

1303 Codust

Ten.+35 928903417
yefcaift: www.bda.bg

4.9 llpeno3apane

CHMIITOMHTE, CBBP3aHHM ¢ npeno3npade Ha ACE-HHXHOMTODH, MOTaT Na BKIIOYBA
nepudepHs BaIONUNATAUMS (C MOAHEPTAHA XHNOTOHMS, LIOK), HpamurapaHs,
HapylleHud W OBOpeyHa HenoCTATBUHOCT. IlaumenTsT TPaGBa na OBAc CTPHE

neyeHneTo TpaGpa Oa GBAE CHMITOMAaTHYHO M Toaabpxamo. IIpeanaranury
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IEPBOHAYAIHA JETOKCHKalis (CTOMalllHA NPOMHBKa, NpHJAraHe Ha ancopbeHTH) M MEpKH 3a
BHACTAHOBABAHE HA XeMOIMHAMHUYHATA CTa0unHOCT, BKMIOYMTENIHO NpUiarase Ha anda-1+
AIPEHEPIVYHH ATOHMCTH WK anrmoTeHsuH 1 (anrHOTEH3MHAMHT). Pampnpunar, akTHBHHAT
MeTaGONMT Ha paMHIIPHI, C€ OTCTpaHsBa HE3aNOBONMTENHO Ype3 XeMOAHanH3a OT 001OTO
KpLBooSpaieHue. '

5. PAPMAKOJIOTHYHY CBOMCTBA

5.1 @apMaKkoIHHAMHYHH CBOHCTBA

dapmakoTepanesTiyna rpyna: ACE-uHXHOHTOPH, CAMOCTOATENHO, ATC kon: CO9AA 05.

Mexanusem na deticmeiie

PaMpnpunar, axTHBHHAT MeTaloiMT Ha TIPEIIEeKapeTBOTO  PaMMIIDHIL, HAXHOHpa eH3HMA
AETenTHANNKapGoKcHrienTuAasa | (CHHOHHMI: aHTHOTEH3HH-KOHBEPTHPALL €H3HM; KHHIHAA II). B
Ma3MaTa i THKAHHTE TO3H CH3MM KATAIM3HpA KOHBEPTMPAHETO HA AHFHOTEH3HH | 0 aKTHBHHA
BA30KOHCTPHKTOP aHTHOTeH3uH 1I, kakTo B HHXUOHpa pasTpaXNaHeTO HA AKTHBHA] BA3OTHIATATOP
Gpamuxkusuy, [ToHmKeHOTO o6pasyBane Ha aHTHOTeH3HH LI ¥ HHXHOHApase Ha PasrpakIaHeTo Ha
GpamguKHEAH, BOZAT IO Ba3OJHIATAIHA.

Toif KaTo anrmoTersuH 11 CTHMYMHpaS OCBOGOHRBAHETO HA WINOCTEPOH, PAMHNPHILT BOAH MO
HaMANABAHE HA ANZOCTEPOHOBATA Cekpels. CPEeNHOCTATHCTHYECKH MOBIMABAHETO OT MOHOTEparlii
¢ ACE-uHxn6uTOp € no-cnafo npu uepHoKoxH (adpo-kapabeka paca) XANEePTOHHYHH [alHeHTH,
OTKOJIKOTO MpY HEIEPHOKOXKH MALMEHTH.

Dapmarkodunamuyny ecexmu

AHTHXHATIEPTeHINBHH CBOHCTRA:
[Mpunarasero Ha paMHMIIpHA BOJM A0 3HAYHTENHO NOHWKABAHE HA nepuepHaTa aprepHaIHa

PE3HCTEHTHOCT. B moBedeTo cnyyay HaMa 3Ha9HMH NPOMEHE B 6B0peynns KPBBOTOK H CKOPOCTTA HA
rnomepynHara (uitpauys. [IPUNAraHeTo Ha PAMMIPAI NPH M2LMEHTH ¢ XHMEPTOHNA BOAH A0
TNIOHIDKABAHE HA KPBBHOTO HAIAraHe B M3NPABEHO M JETHAJIO MONOKEHHE, 0ez KOMIIEHCATOPHO
[OBHIIABAHE HA CEPAEYHATa 4ECTOTA.

[IpH noBeyeTo MAIHEHTH HAYANOTO HA AHTHXMIEPTEH3MBHHA e(eKT Ha eNHOKpaTHaTa 033 Ce
nposesea 1 xo 2 yaca cie MEPOPATHO TPUNOKEHUE. JIMKOBHAT edexT Ha eJHOKparHara nosa
OGHKHOBEHO ¢ KOCTHra 3 ;o 6 Jaca el NepopaiHo IPHIoKSHAS. '
AHTUXMTIEPTEH3UBHHAT e(eKT Ha eHOKpaTHA 4032 O0MKHOBEHO POABIAaBa 24 gaca.
MaKcHMa/IHAAT aHTHXMNepTes3uBeH edeKT HA NPOARDKATENHO ACUCHUS ¢ PAMUNIPUL OG0 MKHOBEHO
HACTBIBA cex 3 A0 4 cemmmuy. JloKasaso e, 9e AHTHXUNEPTEHIUBHUAT e)eKT € MOCTOAHEH MpH
JBITOTPakHA TEpANHA NPOARIKaBaia 2 FOAHHM.

Pa3K0TO NpeKbCBaHe MpHeMa Ha paMHNIpHI He BomM 20 6bp3 W TpexoMepen peCaynn edexT Ha
MOBHINEBaHE HA KPBBHOTO HAJIATAHE.

CupreyHa HE/IOCTATBYHOCT

Karo no6aBka KbM KOHBEHIMOHAIIHATA TEpANKA C JHyPETHLH H H3GOPHO ChC CBPACTHH INIAKOHIH,
PAMHIPUI TOKa3Ba eEKTHBHOCT MpU MAaLMeHTA ¢ QYHKIHMOHATEH KIac 1I-IV no New-York Heart
Association. JlekapcTBOTO HMa MOM30TBOPHK efekrit BBPXy CBpACHHATA XeMOJUHAMHKA
(HaMarfBaHe HA HATATGHETO [P [TBIHEHe HA JBa W IACHA KaMepa, HaMAiiBaHe Ha obmara
nepHdepHa CHAOBA PE3UCTEHTHOCT, TIOBUIIABAHE HA H3XONALWMA ChPACHCH KPBHBOTOK H nogobpes
chpaeueH uagexc). [Tonmxasa ChLIO HEBPOSHNOKPHRHHATA AKTHBALHA.

Knunwuna ecdhurxacnocm u besonacnocm
CapnevHO-ChHAOBA IPeREHI/ HePPONPOTERITHA"
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I[Tposeneno e nnanedo KOHTPONUPEHO MPOYUBRARE 33 npeBeHuma (npoyusatero HOPE), npu koero
paMunpun e 6un foGaseH KbM CTAHOApTHATA TEpamus npu nosede oT 9 200 naumenTw. [laupenTHTe
C MOBHIIEH PHCK OT CHPAEYHO-CBIOBO 3alonsBaHe, arepoTpoMOHYHA KapIHOBacKymapHa Gosect
(aramHesa 3a kopoHanHa GoMecT Ha CBPUETO, MHCYNT MM epH(epHO CBAOBO 3alonsBane) WIH
3axapeH muabeT c MOHe €OMH CBHITGTCTBAL PHCKOB (aKTop (HoKazaHa MHKPOANOYMMHypHA,
XUNESPTOHNAA, NOBMINIEHH HUBA Ha OOMMA XONECTepoll, HUCKO HUMBO HA JIMTIONPOTEHHHTE C BHCOKA
ILTETHOCT HWITH TEOTIOHOMYIHEHE) ca Oiny BKIIOYEHH B H3NUTBAHETO.

Msnureanero nioKa3pa, 4e PaMHUMPHI CTATHCTHYECKH 3HAYHMO MOHHIKABA YECTOTATa HA MHOKApAeH
HH()apKT, CBPHEYHO-CHAOBA CMBPT M HHCYNT, CAMOCTOSTENHO WIH B KOMOOGMHAIMA (IYPBHIHO
KOMOHHUpaHH CBOHTHS).

OcHoBHH pesynrTaty oT u3nuTBadeTo HOPE

Pamuripunt [naueGo Omocurenen PHCK | p-croliHoCT
(95%  noBepHTeneH
% % HHTEPBAT)
BehukH naumEenTH n=4 645 n = 4652
Nupsuunc koMmOGunupann | 14,0 17,8 0,78 (0,70-0,86) <0,001
culHTHA '
Muorapoen undhaxm 9,9 12,3 0,80 {0.70-0,90) <0,001
Cupdeyno-cvdoea cmupm | 6,1 8,1 0.74 (0.64-0,87) <0,001
uNCYm 3.4 4,9 0,68 (0,56-0,84) <0,001
Bropuunn KkpaiiHe ToYKH
Cuepm no  ecaraxea | 10,4 122 0,84 (0,75-0,95) 0,005
HpwiuRa
Heobxooumocm om | 16,0 18,3 0,85 (0,77-0,94) 0,002
 pesackyrapuayil
Xocrnumanuszayua nopaou | 12,1 12,3 0,98 (0,87-1,10) NS
ReCMAbUNHO QH2URG
Xocnumanuzayun nopadu | 3,2 35 0,88 (0,70-1,10) 0,25
cypoeyna
HedocmamuvyHoc
Yenoowcnenun, cevpaanu ¢ | 6,4 7.6 0,84 (0,72-0,98) 0,03
duabem

Harmreanero MICRO-HOPE, npenpapwrento onpenencno nogmsnursane or HOPE, micnenmsa
edexra oT noGapaHeTo Ha paMMnpun 10 mg KM Texymiara cXxeMa Ha JIeUeHHe CpaMo mwiaue6o npu
3 577 nalMeHTH Ha NOHE 55 TOAMOIHA BE3PACT M NO-BE3PAcTHH (663 NOPHA rPaHHIA Ha BB3PACTTa),
KaTo MHO3HHCTBOTO ca ¢ AuabeT TN 2 (1 MOHe eNMH CHPASTHO-CHIOB PHCKOB (axTop), ¢ HOpMaHo
apTepHalHC HANATaHW HIH XAIEPTOHHIH.

TTpBAYHHAT aHATH3 HOKa3Ba, de 117 (6,5%) ot yuacTHuUATe Ha pamuapun u 149 (8,4%) or Tesn Ha
nnauebo pasBHBAT DoKasaHa Hedpomaums, koeTo crorBercrsa Ha RRR 24 %, CI [3-40], p=0,027.
Hsmureavero REIN e MHOroLeHTpOBO paHZOMM3HpaHO, ABOHHO-cIIANO, [Tauefo KOHTPOIHMPAHO
H3HTBAHE ¢ MAPANENHH TPYIIH, LENANIe OleHaBaHe Ha edekTd OT NEUCHHETO C PAMUINPHI BBPXY
YecToTaTa Ha BNOIDaBaHe HA CTemeHTa Ha rioMepynna duwrrpanua (CT'®) npu 352 maimeHTH ¢
HODMANHO apTepHARHO HaJIAraHe WIH XpneprToHdin (18-70 roguiiHa BE3pacT), cTpajal OT JEKa
(T.€. CpeiHa eKCKpeUHA Ha XpPOHWWHA HepualGerHa Hedponmarua. M peere cybnomynauuu ca 6unu
TIPOCIIEKTHBHO CTpaTH(PHLMpaHH.

OCHOBHHMAT aHANM3 Ha [ALMEHTHTE C Hal-TeXKA TNpoTeMHypHs (YacTra OT [Jayme
NpeXIeBpeMeHHO OTCTPAHEHa, NOPAIM [PefHMCTBaTa Ha Ipyliara Ha pal\mnpml)
cpeawara 4ecToTa Ha Baomasane Ha CI'O 3a Mecen ¢ funa NO-HHUCKA TIPY PAMMIPHN, PrKeH,

rwmane6o; -0,54 (0,66) cnipamo -0,88 (1,03) ml/min/mecew, p=0,038. BeTperpynopara |
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0,34 [0,03-0,65] 3a mMecell, H okono 4 ml/min/ronuna; 23,1% OT NAUMEHTHTE B TPYNATa Ha PaMHIIPHA
AOCTMTaT KOMOMHMpaHHTe BTOPHIHA Kpality TOYKM Ha yABOABAHE KOHUEHTPaIMATa HAa MIXOXHHA
CepyMeH KPEATHHHH W/HiIH TepMHHAIHA §bOpeuHa HeoCTaTYHOCT (HEODXOMMMOCT OT ANANH3a HITH
6B0peuna TPAaHCTIUIAHTALHA) cripsiMo 45,5 % B Tpynata Ha miatebo (p=0,02).

Heotina 6rokada na perun-anzuomensun-anrdocmeponosama cucmema (PAAC)

JlBe roMeMH PaHZOMH3HPAHH KOHTpoaupany npoyssanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texymio rnoSanso nanneate 3a
KpaliHH TOUKH HA TEIMHCAPTAH, CAMOCTOATENHO U B KOMOHHALMA ¢ paMUIpin) u VA NEPHRON-D
(KMEMURO TpOydBaHE CBBP32HO C pasBHTHe Ha Heppomarms npu Axaber, MpoBeAeHO OT
MMHHCTEPCTBO 10 BBHOPOCHTE HA BETEPAHUTE) — TipoyyBar ynotpebara Ha koMOuRawusTa o ACE
HHXHGHTOP ¥ aHTHOTEH3HH II-petenrropen Gnokep.

ONTARGET e mnpoyupaHe, [ipoBeleHO NpH MAlEHTH ¢ aHaMHe3a 33 CBPACHHO-CBAOBA HIH
MO3BYHOCHAOBA OOnecT, WM 3axapeH AxabeT Tun 2, NPHAPYKSHM C JaHHM 32 YBpeKIZHE Ha
eextoprn opraun. VA NEPHRON-D e mpoyusase npH TAllMEHTH ChC 3axaped quaber THO 2 H
ImaberHa HeponaTHs.

Te3n NpOyYBAHHA He TIOKA3BAT 3HAUMM GaronpuiTeH edekT BHPXy ObOpedHUTe WHITH CBPACIRO-
CBHIOBHTE MOCAENHMLUH H CMBPTHOCT, KATO CBIUEBPEMEHHO ¢4 HAGmONaBaHM INOBHINEH PHCK OT
XHIIEPKATHEMHs, OCTPO YBpeKAaHe Ha GbOpemyTe i/iIH XHIIOTOHHA B CPaBHEHHE C MOHOTEpaIHiTa.
Karo ce uMaT npenpia cxozHuTe WM hapMakoAHHAMMYHM CBOMCTBA, TE3N PE3YNTATH Ca NPIIOKHMH
H 3a apyri ACE uHxuGuropH ¥ aurnorensan H-penenropay ONOKepH.

ACE maxu6uTopH 1 anr#oTensuH II-penentoptu Gnokeps cnefoBaTento #e TPAOBa Aa Ce H3NON3BaT
€/IHOBPEMEHHO NMpH MalHEHTH ¢ A1abeTHa He@ponaTya.

ALTITUDE (KHHiuHO IPOYYBAHE NPOBEAEHO C AMMCKMPEH TIPH MalHeHTH ChC 3axapen [iabeT THi
2 ¢ H3MOM3BAHE HA CHPAEYHO-CHAOBH W ObOpednu 3a6oNIBaHHR KATO KpaiiHH TOYKH) e IpoyIBaHe,
TPEAHAHANEHO 3 W3CHEABA TION3ATa OT HOGABAHETO Ha AMMCKMPEH KbM CTannapTha Tepanus ¢ ACE
MHXHGHTOp WM anruoTeH3nH Il-perentopen 6nokep npH MAUVMEHTH CBC 3axapen aualer THN 2 H
XponmuHO OBOpeuHo 3afonsBade, CHPAEYHO-CHNOBO 3afonfBaHe WM M ABeTe. IIpoyuBaHeTo e
TPeKPaTEH0 NPENACBPEMEHHO MOpAIH [OBHMIIEH PHCK OT HeGnaronmpuaTHE nocnezumy. Kaxro
CHPAEYHO-CHIOBATA CMBPT, TaKa M MHCYJITHT €4 MO-YeCTH B rpyrara Ha aqiMCKHPEH, OTKOIKOTO B
rpynara Ha mwianeGo, a IpeAcTaBNABALIATE MHTEPEC HEXEAaH# CBOMTHA W CEPHO3HH HEXKENaHH
cHOuTHs (Xunepranuemus, XWIoToHMA u GpOpeuna auchynKumMa) ce ChOOLIABAT TO-1ECTO B rPyNaTa
Ha AJIMCKHPEH, OTKOIKOTC B Ipynara Ha mwianefo.

5.2 GapmMakoKHHETHYHH CBOIHCTBA

Dapmaxoxunemura u memaboruzpm

AGcopbung

Crel mepopanHo MPHIOKEHNe paMunpun ce abcopGupa GBp30 B CTOMAIIHO-HPEBHEA TPAKT: NHKOBA
TNa3MeHa KOHIIEHTpallMs Ha DaMMOpMA C€ NOCTHra B PAaMKATE Ha efuH dac. Bn3 ocHOBA Ha
PBICTAHOBABAHE B YPHMHATS, CTeneHTa Ha abcopOuua e moHe 56% M He Ce MOBIHABA 3HAYMMO OT
TIPUCHCTRUETO HA XPana B CTOMAIHO-UPEBHUA TPAKT. BHOHATHMHOCTTA HA AKTHRHUA Meralomwr
PAMHNIPHIAT Cliefl IEPOPANHO TIPUIOKenKe Ha 2,5 mg i 5 mg pamumnpun e 45%. ITakosa miasMena
KOHIIGHTDAIUA HA PAMHIPHIAT, SAMHCTBCHHA aKTHBeH MeTalONMT HA PaMHOpPHI, Ce NOCTHra 24
qaca cye] NpHeMa Ha paMHIpHA. CT2IHOHAPHHTE TUIasMeHH KOHLGHTPalHH Ha PaMUITpHNAT CICA
NpHIaraHe BEAHBXK NHEBHO Ha OOMuafiHH A03M PAMMIPUN Ce JOCTHIAT Ced OKONO YeTHpH RHH
JIeMEHHE.

Paznpenenenue

ChBp3paHETO ¢ TNIA3MEHWTE IPOTEHHY Ha PaMHUNpHN e okono 73%, a ToBa Ha
56%.

Meraonuanm
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PaMH]'Iplflﬂ NOYTH HAITBJHO (€ Me'raﬁonm,npa JO paMHIIpHIAT, W J0 JHKETONHNEDAIMHOB ECTER,
JHKCTOIHIICPA3HHOBA KHCENHHA, H INIIKYPOHHINTS Ha PAMHIIPHI ¥ paMHIIPHIAT.

Enumunvpane

Exckpenyara Ha MeTabonMTHTE € npeduMHo 6L0pegHa. [lnasmenara KOHNEHTPAHHA HA PAMHIPHIAT
Hamansisa 1o nonupazop Hauus, [lopany HEFOBOTO CHIIHO, HAcHIAMO cebp3Bane ¢ ACE n 6asHOTO
pasgensue OT €H3WMa, PAMHMIPWIAT NMOKa3B2 YIBIDKEHA TEPMHHAIHA eNHMHHALMOHHA dasa Ipu
MHOTO HHCKH MAa3MEHH KOHOGHTPALHH.

Cnen MHOMOKPETHO MPHJAraHe Ha JO3M paMHIpHI, BeHBX IHERHO, e(PeKTHBHHAT MONYKXHMBOT Ha
pamurpunar ¢ 13-17 yaca 3a o34 o 5-10 mg ¥ NO-IBALr 32 No-HuUcKuTe o 1,25-2,5 mg. Tasu
pa3HKa € CBBP3aHa C KallaliTeTa 38 HacHIaHe HA €H3uMa 3pe3 CBBP3BaHe C PaMUMpPHIIaT.

EnnokpaTHa mepopanHa A03a paMHIIpHI JaBa HEOTKPMBAcMO HHBO Ha DaMHNPHJI M HETOBHTE
MeTabOoHTH B KbpMaTa. 00ade eexTsT NpH MHOTOKPATHO [IPHIarate € HeM3BeCTeH.

Ilayuenmu ¢ Gvbpeuno yepescoane (8xc. mouxa 4.2)

Br6pednara ekCKpels HA PAMHUIIPIIIAT € HaMaleHa IIpy NaleHTH ¢ HapymeHa 6u6peuna ¢yHKIMHs
¥ OBOPeUHMAT KJIMPBHC HE PAMHNPHIAT ¢ MPOTOPLHOHAIHO CBBP3AH ¢ KpeaTHHHHOBHA KIIHMPBHC.
Topa BOAM A0 TIOBHIIEHA ILIA3MEHA KOHIEHTPAIisl HA PAMMITDHTIAT, KOATO HaMmaifBa MO-5aBHO
OTKOJIKOTO IpU HHAMBHAM ¢ HOpManHa O60peyHa QyHKIHs.

Hayuenmu ¢ uepHodpobHo yepexcdane (8xc. mouxa 4.2)

Tlpr maumeHTH € HapylOleHA uYepHOZpoOHA ¢yHKUMA MeTabOMM3HPAHETO HA PpaMHIpUA 1o
paMunpHiar e 3abaBeHo HOpadH HaManeHaTa AKTHBHOCT Ha YepHOAPOGHHTE ecTepasH H IUIA3MEHNTEe
HHBA Ha paMALIPHI IPH TE3H NALHEHTH ca MoBHINeHH. [THKOBATE KOHUCHTPALMH HA paMHIPHIIAT TIPH
Te3W NalMeHTH, ofade He c¢ pazaM¥aBaT OT Te3H HaOmoAapaHH TIpH MHAVEBHAM C HOpMalHa
4epHOAPOGHA BYHKIMA.

5.3 NpenxcanHUYHN JaHHN 32 fe30NacHOCT

[MepopanHoTO NMPHIOXKEHHE HA PaMHIPHN He NMOKa3Ba OCTPa TOKCHUHOCT IPH IPU3adH H KydeTa.
IIpoy4BaHys, BKIIOYBAINM MPOABIKHTENHO MEPOPANHO NMpHICKEHHE c¢a OUNM TPOBEHAAHH [PH
[LUTBXOBE, KyueTa W Madmyuu, [IpoMern B nia3MeHnTe SNSKTPONHTH B KPHBHATA KapThHa ca Oum
YCTaHOBEHH NPH TPHTE BHAA.

TMpu Kydera u MaliMyHH NpH AHEBHH no3u oT 250 mg/kg/aeH e 6uno HabIIONABaHO 3HAYHTENHO
yroneMABaHe Ha HOKCTArIOMEpYyJNapHHS amapaT BoneacTBue (apMakOOHHAMHYHATA aKTHBHOCT HA
pamunpun. TlrexoBe, Kydera M MalMyHM IIOHACAT MHEBHH AO3H CHOTBETHO OT 2, 2,5 M 8
mg/kg/BHEBHO €3 BPeIHN eheKTH.

UsnuTBanmiTa 32 PenpoAYKTHBHA TOKCHYHOCT IIPH IUThXOBE, 3aiiu ¥ MaliMyHH HE IIOKa3Bar
TEpPaTOreHHH CBOMCTBA. :
QepTUIHTETET HE CE TIOBNHABA HATO TIPH MEBXKKH, HHTO NPH XEHCKY [UTBXOBE,

[IpunaraHeTo Ha PAMHIPHI BBPXY XEHCKH, IUYBXO0BE MO BpeMe Ha (eTamHusd NepHOR i NAKTAIMATA
NpHUKHABA HeolpaTuMo, 6BOpeuHo yBpexaaHe (AunaTanua Ha GHOpETHOTO JiereHue) MOTOMCTBOTO
TIpH JIHEBHA 103H OT 50 mg/kg TenecHo TErNo UMM I0-BUCOKH.

PasmmpeHo M3cneaBane 3a MyTareHHOCT, Ype3 H3MOJ3BAHE HA HAKONKO CHCTEMH 34 H3CTeABaHe He
TOKA3Ba, e PAaMMIPIIT HPHTEKABA MYTAreHHH MITH FreHOTOKCHYHH CBOHCTBA.

6. PAPMAIIEBTHYHH NAHHH

6.1 CiHCLK HA MOMOIIHATE BelllecTia

15




TlpeskenaTHAM3MPAHO HHIECTE

LapeBnuno HHIECTE

MHKpoKpHCTanHa Liemyno3a

Be3BosieH KONOHAEH CHIMIMEB THOKCH,
Harpnep creapun grymapar

UepBeH Kene3eH OKCHA.

6.2 HecLBMECTHMOCTR

He ca u3secTHH.

6.3 Cpox na roaHocT

Cpok Ha rOAHOCT 2 TOMMHH,

6.4, Cnenandy ycA0BHA Ha ChXPaHeHHe
Ja ce ChXpausBa nipy Temmeparypa nox 25° C.
6.5. Bua H chIbPRAHHE HA ONIAKOBKATA

BbB BCAKA OMAKOBKA CE CbOBPXKAT.

HEOPAMM 10 mg Ta6nerxu B PVC/PE/PVDC/A] 6avcrepu x 30 Tabnerky
BTopiuHa OIIaKOBKA — KAPTOHEHA Ky THA.

6.6 CeynajiHH Npeana3sHy MEPKH NPH HIXBbPJsSHE

HeusnonspaHHAT MPOAYKT MIH OTHANBYHHTE MaTepHalH OT HEro Tpxﬁaa JAa Ce H3XBBPIAT B
CHOTBEICTBUC ¢ MECTHHATE UZHCKBANHA.

7. IPETEXATEJ] HA PASPEIHEHHUETO 3A YIIOTPEBA
Heo Bankanunka EQOJ

Y. ,Jemnane” 35

Cotpun 1618

Brnrapus

8. HOMEP(A) HA PA3PELHIEHHETO 3A YIIOTPEEBA

Per. Na 20120124

9, JATA HA ITBPBO PA3PEIIABAHEMOJHOBABAHE HA PASPEIIEHHAETO 3A
YIIOTPEBA

Jlara ua mepBo paszpemenne: 28 deppyapr 2012
10. JATA HA AKTYAJIM3UPAHE HA TEKCTA

10HH 2018
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