KPATKA XAPAKTEPUCTHUKA HA NIPOAYKTA

Loo 56252
{.  WME HA JIEKAPCTBEHHUS IPOAYKT J70AL 12 -03-

Pamuramma 5 mg tabneTku
Ramigamma 5 mg tablets

2. KAYECTBEH H KOJIMYECTBEH CbCTAB
Bcaka Tabnerka ceabpka 5 mg pamunpui (ramipril);

[ToMOILIIHM BELLECTBA C U3BECTHO JICUCTBHE:

[ToMOLIHO BEIEeCTBO: 1aKTo3a MoHOXHApaT 94,0 mg.
3a MLJIHUS CIIMCHK Ha MOMOLIHMTE BEILECTBA, BIDKTE TOUKA 6.1.

3. JEKAPCTBEHA ®OPMA
Tabnerka.

Po3oBH, UTockH TabneTky, ¢ popma Ha kancyna, 8.8 x 4.4 mm, ¢ AeIMTE/Ha YepTa U C BIJTLOHATO
penedHo u3obpaxenue ,,R3” or eiHata crpana. Tabnerkara MOXKeE /ia € pa3ae/iv Ha 1BE paBHH JI03H.

4. KJIWHNUYHU JAHHH
4.1 TepaneBTHYHH NOKA3AHHA

- JleyeHue Ha XUTIEPTOHMS.
- ChpAEUHO-CHOBA TMPEBEHLMs: HaMalsiBaHE Ha CbpACYHO-CH/OBATA 3a00/1€eBa€MOCT H
CMBPTHOCT IPH MALMEHTH C:
0 [IposiBEHO aTEPOTPOMOOTHYHO CBPACYHO-CHOBO 3a00/sABaHE (aHamMHe3a 3a KOPOHapHO
3aB0/IABaHe WM MHCYIT, WK nepudepHa apTepyaiHa 001ecT) UM
0 nMaGeT C TIOHE eIMH ChP/IeYHO-CHIOB PUCKOB (hakTop (BXK. TOUKa 5.1).
- Jleuenue Ha 6BOpeuHO 3a00NIBaHE:
0 Hauanna  amabeTrHa rioMepyiHa  Hedponarus, oOnpeaeneHa OT  HAJIWYHE  HA
MHUKpOaJIOyMUHYPHS,
o [lposieHa nuaGeTHa riioMepy/Ha Hedponartus, onpeieieHa OT MaKpONpOTEMHYpHA IPH
MALMEHTH C TIOHE €IMH ChPAEYHO-CHIO0B PUCKOB (hakTop (BK. TOYKa 5.1),
o [TposiBena HeauaGeTHa IiOMepyJHa He(pomaTus, onpe/esieHa oT MaKpONpPOTCHHYpHA >3
g/Ha neH (BX. Touka 5.1).
- JleyeHue HAa CUMITTOMATHYHA ChPAECYHA HEIOCTATBYHOCT.
- BropuyHa npoduiakTHKa Clel OCTbP MMOKapAeH MH(ApKT: HamaisiBaHe Ha CMbPTHOCTTA B
octpata (aza Ha MHOKapleH MHGDApKT NpH NALMeHTH C KIMHMYHH MPHU3HALM Ha CHpACHHA
HeI0CTAThYHOCT, ¢ HAYaJIo roBeye oT 48 uaca cieJ OCTbP MHOKAp/IEH HH(ApPKT.

4.2 Jlo3MpOBKA H HAYMH HA NPHJIOKEHHE

Bw3pacmnu

[laliMeHTH JIEKYBAHU C JTHYPETHLIH



Cnen 3anouyBaHe Ha Tepanus ¢ Pamuramma, Mo)ke Ja HacTbIIM XMIIOTOHHS; TOBA € MO-BEPOATHO MPHU
MalMEHTH, KOUTO Ca JIEKyBaHU €IHOBPEMEHHO ¢ AuypeTHlM. [lopaau ToBa ce npenopbyBa MOBUILICHO
BHUMAaHHUE, Thi KAaTO TE3M MALMEHTH Morar Jia Obaar ¢ HaMajieH o0eM TeYHOCTH W/WIM COJIH. AKO €
Bb3MOXKHO, JAUYPETHKBT TpsAbBa na Obae chnpsH 2 10 3 AHM NpEeAd HA4aJloTO Ha Tepamnuara ¢
Pamuramma (BK. Touka 4.4).

[pu nauyeHT! ¢ XUNEPTOHKA, NIPU KOMTO JUYPETHKBT HE € CIIpsH, Tepanuira ¢ Pamuramma tps6Ba na
Obae 3anounara ¢ go3a or 1,25 mg. Tpsabea na Obaar npocneaspanu OnOpeuyHaTa QyHKUMSA H
nnasMenus Kanuii. ITocrnensamiara no3upoBka Ha Pamuramma TpsaOBa na Obae omnpejensHa Cropesn
KETAaHOTO KPbBHO HAJISraHe.

Xunepmonus

Josara TpsabGBa 1a Obae onpeeieHa HHAMBUAYAIHO, criopel npoduia Ha nauMeHTa (BxK. Touka 4.4) 1
KOHTPOJIa Ha KPbBHOTO HAJISATaHE.

PamuramMa Moke aa Obje W3MON3BaH KaTO MOHOTepamus WJIM B KOMOMHaUMs C JPYrd KJacoBe
aHTHXMIIEPTEH3MBHHU JICKAPCTBEHH NMPOAYKTH (BXK. Touku 4.3, 4.4, 4.5u 5.1).

Hauanna no3a

Pamuramma tpsabpa ga Obje 3anoyHaAT MOCTENEHHO C INMpenopbyaHa MbpPBOHAYajiHA 103a OT 2,5 mg
JTHEBHO.

[Ipu nmalMeHTH ¢ MOBHIIIEHA AKTUBHOCT Ha PEHUH-aHI'MOTEH3WH-AJIIOCTEPOHOBATa CUCTEMa MOXKE Ja
HACTBIIH 3HAYMTEJIHO TIOHKEHHE Ha KPBBHOTO HaJisraHe, ciejl npyemMa Ha mppsara no3a. Ilpu rakusa
MalMeHTH Ce MpernopbyuBa HavalHa jao3a oT 1,25 mg ¥ HaualoTo Ha JieYeHHeTo TpsAdBa na Obae
W3BBPLLEHO MO MEJAULIMHCKU KOHTPOJ (BK. To4ka 4.4)

TurpupaHe ¥ noaabpxKaNia 103a
[TocreneHHo J103aTa Moxke /1a Ob/Jie YABOSCHA NMpe3 UHTEPBaJ OT ABE J0 YETHPH CEAMHLIH 3a NTIOCTUIaHe

Ha JKEeJIAaHOTO KPbBHO HaJIAraHe; MaKCHMMaJIHO AonmycTumara jo3a Ha Pamuramma e 10 mg aHeBHO.
OOUKHOBEHO J103aTa ce NMpujara BEAHBK JHEBHO.

Covpoeuno-cv006a npegeHuuUn

HauanHa go3a
[IpenopbuBaHaTa HavaJiHa a03a e 2,5 mg PaMuramma BeIHbK JTHEBHO.

TurpupaHe ¥ noaabpkalna 103a

B 3aBUCHMMOCT OT TOJEpPaHTHOCTTA HA MAaLMEHTa KbM aKTHBHOTO BELIECTBO, J03aTa BIIOCJICACTBHE
TpsibBa na Obae yBenuuapaHa. [IpenopbuBa ce yaBosiBaHE Ha Jo3ara Clie/l €1Ha WIH JB€ CEIMHMIM
JIeYEeHHE U - ClIe]l OLIE JBE 10 TPH CEAMMIIM - [a C€ YBEJIMYM A0 TapreTHara noaabpxama ao03a ot 10
mg Pamuramma BEJIHBK JHEBHO.

Bwxre cb110 NO-rope 103MpOBKA MPH MALMEHTH, JIEKYBAaHH C JUYPETHLIM.

Jleuenue na 0vopeuno 3abonneane

Ipu nayuenmu ¢ duadbem u MUKpoOanNOYMuHypus.

HauanHa no3a:
[IpenopbuBaHaTa Ha4yaiHa no3a € 1,25 mg PaMmuramma BeJHEBXK JHEBHO.

Turpupane ¥ no/yuIbprkaia 103a |

B 3aBUCHMOCT OT TOJIEPAHTHOCTTA Ha MAallMEHTa KbM aKTHBHOTO BELIECTBO, /103aTa BIIOCIIECACTBHE C€
noeuiuapa. [IpenopryBa ce yiBosBaHe Ha €AHOKpaTHATa AHEBHA 103a 70 2,5 mg Cle/ ABE CEAMMIIMA H
110 5 mg cjie] Oule 1B€ CEAMHULIM.

Ipu nayuenmu ¢ ouabem u none eouH CbpPOeyHO-Cb008 PUCKOE8 PAKMOop
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Hayanna po3sa:
[IpenopbuBaHara HavanHa no3a e 2,5 mg Pamuramma BeIHBK JHEBHO.

Turpupane u nourbprkauia n03a

B 3aBMCHMOCT OT TOJE€PaAHTHOCTTA HA MALMEHTAa KbM aKTHUBHOTO BELIECTBO, J103aTa BIOCIEACTBUE CE
noBuiuasa. [IpernopbuBa ce yaBosBaHEe Ha €JHOKpaTHaTa AHEBHA 103a 10 5 mg Pamuramma ciej eqHa
WJIM JIBE CeAMHMLM M cien ToBa 10 10 mg Pamuramma cien owe aBe WM TpU ceAMHUM. TapreTHara
AHeBHa no3a € 10 mg.

IIpu nayuenmu ¢ neouabemuna nepponamus, onpedeiena om npomeunypus >3 g/na oen

HayanHa fo3a:
[IpennopbuBanaTa HavajiHa ao3a € 1,25 mg PaMuraMmma BEJIHBXK JJTHEBHO.

TuTtpupaHne u noIbpKallia 103a
B 3aBMCHMOCT OT TOJI€paHTHOCTTAa Ha MAaLMEHTa KbM aKTUBHOTO BEWIECTBO, /103aTa BIIOCIEACTBUE C€
noeuiuaea. [Ipenopbusa ce yBosBaHe Ha €HOKpaTHATa AHEBHA /034 /10 2,5 mg Clie/l /IB€ CEAMMLIM H
10 5 mg ciie]] OLle ABE CeIMHULIM.

Cumnmomamuuna C’bﬂdflﬂtﬂ He0oCmamvyHoOCm

HauvanHa no3za:
[Ipu cTabunM3MpaHH NMalMEHTH HA JMYPETHUYHA Tepanus, NMpernopbyBaHaTa HavyajiHa ao3a € 1,25 mg
JJHEBHO.

TuTpupaHe ¥ noAIbpKALIA J1032
Pamuramma TpsOBa 1a Ob/ie THTpHpaH Ype3 yABOSABaHE Ha J103aTa HAa BCEKH €/IHa 10 JIB€ CEIAMMIH JI0
MakcuMasHa nqHeBHa no3a 10 mg. [IpeanouunTa ce 1ByKpaTeH JHEBEH MPHEM.

Bmopuuna npodunakmuxa cied ocnmvp Muokapoen un)apkm u cvC CopoeuHa Hedocmamvyhocm

HauvanHa no3a:

48 yaca ciea OCTbp MHOKapJAeH MH(MAPKT NPU KIMHUYHO M XEMOJAWHAMWYHO CTAOMJIHM MaLMEHTH,
HayaJIHaTa /03a € 2,5 mg JBa MbTH JHEBHO B MPOJAB/KCHHE HA TPH AHU. AKO HayajHaTa 103a OT 2,5
mg He ce ToJiepupa, A03a oT 1,25 mg aBa mbTH AHEBHO TpAOBa Aa Obae npuiaraHa /Ba JHH NPEaH
MoBMILIABaHe A0 2,5 mg U 5 mg aBa MbTH JHEBHO. AKO J103aTa HE MOJXKE Jla Ob/ie MOBHILIEHA 10 2,5 mg
[1Ba ITbTH IHEBHO, JIEYEHHETO TPAOBA /1a C€ OTMEHH.

BukTe chlo nMo-rope A03MpoBKa MPH NaLMEHTH JIEKYBAHH C JHYPETHIIH.

TwurpupaHe W nojabprkaina a03a
BriocneacTeue AHEBHATA /103a C€ TTOBHINIABA YPe3 YABOSBAHETO i HA MHTEPBAJIM OT €WH A0 TPH JIHH

710 JOCTHraHe Ha TapreTHaTa nojbpikalla A03a OT 5 mg ABa IbTH AHEBHO.

Koraro € Bp3MOMHO MO AbpIKaLLATa 1034 Ce pa3/eis Ha JBa pueMa JHEBHO.

AKO 103aTa HE MOXKE Jia Ce MOBMIIHM 10 2,5 mg JiBa MbTH JHEBHO, JICUEHHETO TPSOBa /1a C€ OTMEHH.
Bce omie nuncBa gocrarbyeH OIMMAT MpH JiedeHue Ha nauueHTd ¢ Texxka (NYHA IV) cvpaeuna
HEeJOCTATBYHOCT HETOCPEJCTBEHO Cliel MUOKap/ieH MH(PapKT. AKO C€ B3€Me pEeLIEHHE 3a JIeYEHHE Ha
TaKMBa MAaLMEHTH, TIPENopbUYBa ce TepanuaTa Ja Obae 3anovHara ¢ 1,25 mg BEAHBXK JHEBHO H BCAKO
MOBMILIABAaHE HA /103aTa Ja ObJe U3BBPLUBAHO C MOBUILEHO BHUMAHHE.

Cneuuannu nonyaauuu

Hayuenmu ¢ 6vbpeuno yspexcoarne

JIlHeBHaTa 1no03a INpH NalMeHTH ¢ OBOpedyHO yBpexaaHe TpsOBa na ce omnpezness BB30CHOBA Ha
KpeaTHHUHOBHSA KJIHPBHC (BX. TOUukKa 5.2):

- aKO KpEaTMHUHOBHAT KJAMPBHC € > 60 ml/min, He € HEOOXOAUMO KOpHUrHpaHe Ha HavajiHaTa
103a (2,5 mg/1HeBHO);, MaKcMMaJIHaTa JAHeBHa a03a € 10 mg; e N
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: aKO KPEATHHHWHOBMAT KIMpBHC € Mexay 30-60 ml/min, He e HEOOXOAMMO KOpPUTrMpaHe Ha
HayaJiHaTa 103a (2,5 mg/aHeBHO); MaKkCMMaHaTa JHEBHa /103a € 5 mg;

- aKO KpeaTHHHHOBMAT KIHpPBHC € Mexay 10-30 ml/min, HauanHara no3a e 1,25 mg /qHeBHO U
MaKCHUMaJlHaTa JIHEBHA J103a € 5 mg;

. NpH XUIEPTOHHUIIM HAa XEMOJIHAJIM3a: paAMUITPHII ce AHau3upa ci1abo; HauaaHaTa 103a €

1,25 mg/qHEBHO U MaKCMMaJIHATa JHEBHA /1034 € 5 mg; JIeKapCTBEHUAT NPOAYKT TpsaOBa Aa ce npuema
HSIKOJIKO 4aca CJie/l XeMOAHaiu3HaTa IpoLeaypa.

Iayuenmu ¢ ywepnoopobno napywienue (Bx. Touka 5.2)
[Ipy mauueHTH ¢ yepHOAPOOHO HapylleHHe, JiedeHuero ¢ Pamuramma Tpg0Ba 1a 3ano4yHe caMo Iox
CTPUKTEH MEAMLIMHCKHM KOHTPOJI U MAaKCMMaJTHAaTa JJHEBHA 11032 € 2,5 mg Pamuramma.

Cmapuecka ev3pacm

HauanHuTe 1034 TpsaOBa na ObAAT MO-HHUCKH U BIOC/EICTBHE TUTPUPAHETO Ha J103aTa TpAOBa Aa Obae
no-6aBHO, MOPaX IMO-roJiIMaTa Bb3MOXKHOCT OT HEXKEJIJaHU PeakLMH, 0COOEHO NMPH MHOrO BB3PAacTHH
M HEMOLIHH nauueHTH. TpsaOBa 1a ce WMa npeBU/ HaMallsBaHe Ha HavajHaTa no3a pamunpui Ha 1,25

mg.

lleouampuuna nonyrayus

be3onacHocTTa M epUKACHOCTTa HA paMHUIIPUI MPHU Aela BCe ouwle He € ycraHoBeHa. HanwvHara
uHpopMmalus 3a Pamuramma e omnucana B Touku 4.8, 5.1, 5.2 u 5.3, HO He MoraTt Aa Ob/laT HalpaBeHH
CIEeLIMAIHU NMPEeNnoOpbKY 3a A03UPOBKATA.

HayuHa Ha NpUIOKEHHE
3a nepopajiHa ynorpeoda.

HPQHOPB‘-IBa ce Pamuramma na 6'I:a£[ﬂ [MPUEMaH BCCKH JACH MO €1HO U ChbLIO BPEMEC HaA JICHS.

Twi kKaTo MPUEMBT HA XpaHa He MPOMeHs OMOHATWYHOCTTa My, Pamuramma moxe na Obae npuemas
Mpeu, o BpeMe Ha WM CJie]l XpaHeHe (BXkK. Touka J5.2).

Pamuramma TpsOBa aa ce nmorabiia ¢ TedyHocT. He TpsOBa na ce aeBue M pasrpomasa. Tabierkara
MOKe 1a Ob/ie pa3jiesieHa paBHHU 03H.

4.3 IlporuBonoxka3aHus

. CBpBXUYYBCTBUTEJIHOCT KbM AaKTHBHOTO BELIECTBO, KbM HAKOE OT IIOMOIIHHTE BEIECTBa
(u30poenn B Touka 6.1), wim kbM apyr ACE uHXMOMTOp (MHXMOMUTOp Ha AHTMOTEH3UH
KOHBEPTHUpALLUS €H3UM)

- AHaMHe3a 3a aHruoeneM (HacJIeACTBEH, uavonaruyeH Wid BeneactBue JeueHue ¢ ACE
MHXUOMTOPHU WM aHrioTeH3uH Il peuentopuu antaronuctu (AIIRAs))

- ExcrpakopnopanHo Jjie4eHHE BOAELIO A0 KOHTAKT Ha KPbBTa C OTPHLATEIHO 3apeleHH
MOBBPXHOCTH (BXK. TOUKa 4.5)

- 3HauKMMa JIByCTpaHHa CTeHO3a Ha ObOpeuHaTa apTepHus WM CTeHO3a Ha ObOpeuHa aprepus Ha
eauHCTBeH (PyHKUMOHUpalL 6BOpek

- BTopu u TpeTtu TpuMecThp OT OpeMeHHOCTTa (BXK. TOUKH 4.4 1 4.6)

- Pamunpun He Tpaba na Obae npuiaraH Npyd TNAUWMEHTH € XWUIIOTOHHMS WIM HecTabWIHA
XeMOJMHAMMKa

- EnnopemenHata ynorpeba Ha Pamuramma ¢ aJIMCKUPEH-CHABPXKAIUM TPOAYKTH €
NMPOTHBONOKA3aHO MPH MalMeHTH ChC 3axapeH auader uau ObOpeuno yspexnane (GFR < 60

ml/min/1.73 m’) (8x. Touku 4.5 u 5.1).

44 CpoenuajiHu npeaynpexIeHHs H NpeANasHH MepPKH NpH ynorpebda

Cneuuannu nonyaauuu




Bpemennocm

Jleuenne ¢ ACE-unxuburopu kato pamunpun winM airdorensuH II peuenrtopen anraronuct (AIIRAs)
He TpsAOBa Ja ce 3amousa 1o BpeMe Ha OpemeHHocT. [Ipy nmanMeHTKUTe IUIaHUpaly 1a 3a0peMeHesT,
tepanusTa ¢ ACE unxuburopu / AIIRAs Tpsabsa na ce 3aMEHH € aJITEPHATHBHO aHTHXUIIEPTECH3MBHO
JIeYEHHE, KOETO MMa YCTAaHOBEH Npodui Ha Ge30macHOCT MpH ynotpeba rno BpeMe Ha OpPEMEHHOCT,
OCBEH aKO He ce CUMTa 3a KpaitHo HeoOxoauMa. [Ipu ycraHoBsBaHe Ha OpeMeHHOCT, JieyeHueTo ¢ ACE
unxuouropu / AIIRAs TpsbBa na Obae cnpsHO He3a0aBHO M aKO € YMECTHO, TpiaOBa na Obae
3arovyHaTa aaTepHaTUBHA Tepanus (Bxk. To4uku 4.3 v 4.6).

O Hauueuma C 0coben PUCK Ooml XUROMOHUA

- Hlayuenmu ¢ nosuwena aKkmusHOCm HA PeHUH-AH2UOMEHIUNH-AI00CMEPOHO6AMA CUCMeMA

[TaumeHTH ¢ NOBMILIEHa AKTMBHOCT HAa PEHMH-aHTMOTEH3WH-AJIIOCTEPOHOBATa CHCTEMA Ca H3JIOKEHH
Ha PHCK OT CHJIHO M3pa3eHO MOHW)KaBaHE Ha KPbBHOTO HaJlsraHe W BiolIaBaHe Ha ObOpeuHara
dyukuus, nopagu ACE unxubupane, ocobeno korato ACE mHXMOMTOp WM CBOBTCTBALL JUYPETHK
Ce MmpHeMa 3a NMpbB MbT WIK NPU HAaYaJIHO MOBULIABAHE Ha /103aTa.

3HauMMa aKTUBHOCT HAa PEHHH-AHIMOTEH3WH-AJIA0CTEPOHOBATAa CHUCTEMAa MOXKE [a CE€ O4YaKBa H €
HeOOXOUMO MEIMIIMHCKO HaO/IoeH!e, BKIIOYBAIO MpOCie]sBaHE HAa KPBBHOTO HaJAraHe,
HarpuMep MpH:

O MalMMEHTH C TEXKKa XHINICPTOHHUA
O MalMueHTHU C ACKOMIICHCHPaHa 3aCTOMHA CbpAacyHa HEAOCTATBYHOCT
O MALUMUCHTH C XEMOJHHAMHYHO BJIOLICH JIABOKAMEPECH H3XOAAl WIH BXOAALL KPBBOTOK (Hanp.

CTEHO3a Ha aopTaTa WM MUTpaIHATa KJiana)

o MalMEeHTH ¢ eJHOCTPaHHA CTeHOo3a Ha ObOpeuHaTa apTepus ¢ BTOpU (PyHKLMOHMpalll 6b0pek

0 MalKEeHTH, TIPH KOMTO MMa WJIM MOJXKE /1a HACTHIIM HaMajleH 00eM Ha TeJIECHHTe TEYHOCTH
WJIA COJTY (BKJIFOYMTESIHO MALMEHTH, NMPUEMaLLU IUYPETHLIH )

O MaLMEeHTH C YePHOAPOOHA LIMPO3a W/ WJIK aCLIUT

o MaIlMEeHTH, MO/UIOKEHH Ha rojisMa XMpyprudHa MHTEPBEHLMS WJIM AaHECTE3Us ChC CPEACTBA,

KOHUTO MPEAU3IBHKBAT XHUITOTOHHAL.

OOMKHOBEHO ce€ IpenopbyuBa KOPUIMpaHE HaA ACXMApPATALMATA, XMIIOBOJIEMMATA WKW COJICBHS
NeULMT Mpead HayaJloTo Ha JIeYeHWeTO (MpU MauMEeHTH CbC ChbpAEYHA HENOCTAaThYHOCT, 0baue
KOpeKLMaTa TpsiOBa Aa Ob/ie BHUMATETHO MPELEHEHA CIIPAMO PUCKa OT 0OEMHO HaTOBapBaHE).

eoiina 6n1okada na penun-anzuomenut-anoocmepon cucmemama (RAAS)

Hma oOoxazamencmea, ue eonoepemennama ynompeba wa ACE-unxubumopu, awneuomenszun II
peyenmopru OjoKepu uiu AIUCKUPEH YBeau4asa pucka om Xunomonus, Xunepkaiuemus u Hamaiena
bvopeuna @ynxyus (exmoyumenno ocmpa 6vopeuna neoocmamvunocm). He ce npenopwvusa, osouna
O10KA0a HA PeHUH-AHSUOMEH3UH-AN00CMEPOH cucmemama ype3 komounupane na ACE-unxubumopu,
anzuomensur Il peyenmopnu broxepu unu anuckupen (aic. mouxu 4.5 u 5.1).

Axo ce cuuma 3a abconomuno Heobxoouma Osounama broxkaoa npu neyenuemo, moeéa mpsabea oa
cmane camo noo HabnoOeHuemo HA CReYUalucm Npu 4ecmo U GHUMAMENHO RPOCieOssaHe HA
bvopeyna ynkyus, erexmpoaumu u KPbeHO HANA2AHE.

ACE-unxubumopu u aneuomensun Il peyenmopnu Onokepu He mpabsa oOa ce uznonseam
eOHOBPEMEHHO NPU nAyueHmu ¢ ouabemua Hegpponamusi.

- Ilpexoona unu nepcucmupaiya copoeyHa HedoCMAmBbYHOCM Cle0 MUOKAPOeH UH@apKm

- Ilayuenmu, uznodcenu Ha puck om cbpOeYHa Wik MO3bYHA UCXEeMUA 8 CIYHAU HA OCMPA XUROMOHUS
HauasioTo Ha TepanusiTa H3UCKBa CTPOT MEJMLIMHCKH KOHTPOJI.

o Ilayuenmu ¢ cmapuecka ev3pacm

Buxre Touka 4.2.

Xupypzuunu unmepgeHuuu
[IpenopbyBa ce, KOraro € Bb3MOXHO, JICYEHHETO ¢ MHXWOMTOPH Ha aHTHOTEH3WH KOHBEPTHpAIlus |

€H3HUM KaTO paMHUIIpHII, Aa ObJie MPeKbCHATO €IMH JCH MPeaH XUPYpPru4dHa rpoLeaypa.
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IIpocnedsnsane na o0vopeunama Gynkuun

brOpeunara ¢pyHkuMs TpsOBa Aa Ob/e OLIEHEHA NPE/IM M MO BpeMEe Ha TepanuaTa W f03ata TpsdBa Ja
Obne KOpHUrHpaHa oOco0€HO Tpe3 ITbpBHUTE CeIMHULUM OT JiedeHueTo. (OcoOEeHO BHHUMATEIHO
MpOC/e/IiBaHe C€ W3UCKBA NMpH MalueHTH ¢ 6bOpeuHo yBpexxnane (Bk. Touka. 4.2). Mma puck or
BiollaBaHe Ha ObOpeuHara @QyHKUMA, OCOOEHO TMpUM MNALUMEHTH CbC 3aCTOMHA CbpACYHA
HEJIOCTAaTBYHOCT WM clie] ObOpeyHa TpaHCIUIaHTaL|s.

AHzuoedem

AHrvoeneM € Oun cpoOmaBaH npu naudeHTH, JiekyBaHM ¢ ACE HMHXMOMTOpH, BKJIFOYHMTEIHO
pamurnpun (Bxk. Touka 4.8). To3m puck Moxke aa ObAe YBEJMYEH MpPUH TNALMEHTH, [pHEeMally
eIHOBpeMEeHHO JjiekapcTBa, kato mTOR (TapretHn Ha panamMMiMH, Npy 003alHULIM) HHXHOHUTOPH
(Hamp. TEMCHPOJIUMYC, €BEPOJIMMYC, CHPOJIMMYC) UM BUIIATrJIMIITHH.

B cnyuyaii Ha aHrmoenem, npuemsT Ha Pamuramma tpsabsa a ce npekparu.
Tpsabea He3abaBHO Na ce Ha3HauW cnemiHa Tepanus. [lauuweHTbT TpAOBa na ObAE MOCTaBEH IOJ
HabJoaeHHe noHe 3a 12 10 24 yaca ¥ U3MKMCaH el KaTO CUMIITOMUTE OTLIYMSAT HAITBJIHO.

WurecTiHaneH aHruoeneM e Oun cboOmasaH npu nauueHTd JekyBaHu ¢ ACE wHxubutopw,
BKIIOUMTENTHO Pamuramma (Bk. Touka 4.8). I1pu Te3u nauueHTH ce HabmoaaBa kopeMHa Ooska (¢ WM
0e3 rajieHe W MOBpbBIIAHE).

Anagurakmuyunu peakuuu no 6peme Ha 0eceHCUudOUIUIUPane

BeposTHOCTTa OT MOsSIBa M TeXECTTa Ha aHaDHUIAKTHYHK U aHA(DUIAKTOMAHHU peakLMM KbM OTPOBaTa
Ha HAaCEeKOMHM M ApYyru anepreHu ca nopuieHu npu ACE unxubupane. TpsOBa 1a ce uma rnpeaBH
BPEMEHHO NMpeKbCcBaHe HA PaMuramma npeam aeceH3ndnin3auus.

Ilpocneonsane na eaekmpoaumume: Xunepraiuemus

[Ipu Hsakou naumenTH, nekyBanu ¢ ACE uuxuOuropu, BxatouuTesnHo ¢ Pamuramma, ce Habmonasa
XunepkanueMus. PHCK OT XunepkaiuMeMHs MMa MpH MaUMeHTH ¢ ObOpeyHa HEeAOCTaThYHOCT, Ha
BB3pacT > 70 roauMHH, ¢ HEKOHTPOJMpaH 3axapeH AuadeT WM TakuBa, NpUEeMallld KaJlMeBH COJIH,
KaJIMi ChbXpaHABAlUM AMYPETULM M APYrd aKTUBHHM BELIECTBA, MOBHLIABAIIM TUIA3MEHUTE HMBA Ha
KaJlvsl, WM ChCTOSIHMA KaTo JEXMpaTallis, OCTpa ChbpAeyHa JeKOMMNEHCal|s, MeTaboIuTHA alua03a.
AKO cbBMecTHaTa ynorpeba Ha MOCOYEHUTE CPEACTBAa C€ CYHMTa 3a MOAXOAdlla, MpernopbyBa Cce
pPeIOBHO MpOC/ieAsBaHe HA CEPYMHHSA KaJIUi (Bx. Touka 4.5).

[IpocnensBaHe Ha €IEKTPOIMTUTE: XUIIOHATPHEMMS

[Ipy HAKOM MALMEHTH, JIEKYBaHW ¢ paMunpui e HabmoaaBad CHHAPOM Ha HeaJeKBaTHA CEKpELHs Ha
antuauypetudueH XopmoH (SIADH) u nocneasawa xunoHatpuemus. [lpy nmanMeHTH B CTapuecka
BB3PACT M APYrd MAlLMEHTH C PUCK OT XMIIOHATPUEMHMs, C€ MpPENopbYBa PEIOBHO NMPOCIEAsSBaHE Ha
CEpYMHMTE HMBA HA HATPHSI.

Heymponenusa/azpanyiouumosa
Psako ca HaOmioaBaHH HEYTPOTNEHMS/arpaHyloLMTO3a, ChOOLaBaHa € ChIO U KOCTHO-MO3bYHa

CynpecHs, KaKTo M TpoMOoLMToneH s 1 aHemus. [IpenopbuBa ce mpocieasBaHe Ha Opost 6eu KppBHHU
KJIETKH, 3a Ja C€ YCTaHOBHM €BEHTyasjiHa JieBKoneHud. [lo-dyecTo mpociieasBaHe ce mnpenopbysa B
HAYaJIOTO Ha JIEYEHWETO M MpH TALMEHTH C HapyimeHa ObOpeuHa (yHKLMSA, CbC CHIBTCTBALIA
KOJIareHo3a (Harp. JyImyc epuTeMaTOAeC WK CKIEPOJACPMHU), U NIPH JIEKYBaHH C JPYTH JIEKAPCTBEHH
NMPOAYKTH, KOWTO MOTaT Jia NPUYHHAT MPOMEHH B KPbBHATA KapTUHA (BXK. TOYKH 4.5 U 4.8).

Emnuuecku paznuvuun

ACE WHXHOMTOpHUTE TIPUYMHABAT AHIMOEAEM C I10-BMCOKA 4YE€CTOTA IPH YEPHOKOXKH- TALMEHTH,
OTKOJIKOTO MPH OCTaHAJIHTE. | .
Kakro u npyrure ACE WHXMOMTOpH, paMUNpHI MOXKe Ja Obae TNo-Maiko  edEeKTHBEH . TIpH

IMNOHHWXXaBaHC Ha KPBBHOTO HAJIATaHE IPH YECPHOKOXKH IMALIUCHTH, OTKOJIKOTO IIPH OCTAHAJIUTEC, 110paJid

MO-4€CTOTO HAJTMYHE Ha XHINCPTOHHUA C HUCKH PCHHHOBH HHUBA IIpH Y€PHOKOKATa MOITyJIallkA.

Kawuua



[Ipu ynorpebata Ha ACE wuHxuOuTOpM € cbhoOllaBaHa Kauuiviia. XapakTepHO €, Y€ T €
HETMpPOAYKTHBHA, MPOIBDKHTENIHA W OT3BYYaBa Cjie/l peKparaBaHe Ha TepanusaTa. MHayuMpaHara ot
ACE unxubutop Kauutmiia, TpaOBa fa ce pasryiexJa KaTo 4yacT OT JAM(epeHLMalHaTa JuarHosa Ha
KauUTHLA.

PaMuramma cbabpiKa JJ1aKTo3a.
[TalMeHTH ¢ peIKH BPOJEHH €H3UMHH J1e(DeKTH, KATO HEMMOHOCUMOCT KbM JIaKT03a, AeduuMT Ha Lapp-
JIaKTa3a WK IIIOKO30-rajlakTo3Ha ManabcopOuus, He TpAOBa J1a MpHEMAT TO3H JIEKAPCTBEH MPOJYKT.

4.5 B3aumoaeiicTBHE ¢ APYrH JIEKAPCTBEHH NPOAYKTH H ApYrd OpMH HA B3aHMOJeHCTBHE

[IpoTMBONOKAa3aHU KOMOWHALIMMK:

ExcTpakoprnopaliHO JieueHHe, BOJAESHIO 0 KOHTAKT Ha KPbBTA C OTPULIATENIHO 3apEE€HH MOBBPXHOCTH
KaToO HampuMep AHaiu3a WiH XeMODHITpalMs ¢ ONnpeAe/eHd BUCOKOMPOMYCKJIMBA MeMOpaHH (Harp.
MOJHAKPWIOHUTPHUIHK MeMOpaHu) W adepesa Ha JIMNONPOTEMHU C HHUCKA IUTBTHOCT € JEKCTpaH
cysat, mopajy MOBHILEH PUCK OT TeXKKA aHaGUIAKTOUAHA peakuus (BK. Touka 4.3). AKO ce U3HUCKBa
noao6HO JieyeHHe, HEOOXOAMMO € 1a ce OOMMCIIH M3MOJI3BaHE HA pa3/IMyeH TUM AWaJiM3Ha MeMOpaHa

WJIH pa3/IMY€H KJ1aC aHTHXUINICPTECH3UBHO CPECACTBO.

[IpeanaszHy Mepku npu ynorpeba

KanueBu conm, xenapuH, KaJIMU-CbXpaHaBallyd AUYPETULIM U JPYTrd aKTHBHH BELIECTBA MOBHIIABALIA
[UIa3MEHUTEe HUBA Ha Kajusd (BKJIIOYMTEHO AaHTaroHMCTH Ha aHruoreHsdH I, TpumeTonpum,
TaKPOJIUMYC, LIMKJIOCIIOPHH): BB3MOXKHO € Jla C€ MPOsABU XHUIIEPKATIHEMHA, MOPaAH KOETO C€ U3UCKBA
CTPUKTHO MPOC/IeAIBaHE HAa CEPYMHUS KaJIUM.

TpumeronpuM WiM KOMOWHaUMATa ¢ (UKCHpAHW J03W TPUMETONPHUM MU cyidameTokca3on (Ko-
TPUMOKCA30.1):
[ToBMIlIEHa YecTOTa HAa XUNEpPKAIMEMHA ce HabmoaaBa npy napeHTy, npuemaiid ACE uaxuduropu
U TPUMETOTNPHM MJIM KOMOMHaLMATa ¢ (PUKCHMpaHH 03 TPUMETONPHM H CYJI(paMeToKca3on (Ko-
TPUMOKCAa30J1).

AHTHXHUINEPTEH3UBHUA CpeacTBa (Hamp. AMYPETHUM) U JAPYrd BELIECTBa, KOMTO MOraTr Ja MNOHHXKaT
KPLBHOTO HaJiAsraHe (Hanp. HWUTPaTH, TPULMKIWYHM AHTUIECNPECAHTH, AHECTETHLIM, IPEKOMEpPEH
MPHEM Ha ankoxoJ, baknodeH, andy3031H,10KCA3031H, NPa303HH, TAMCYJIO3UH, TEPA303HH): MOXKE /A
Ce€ OYaKBa YBEJIMYABaHE HA PUCKA OT XMIOTOHMS (BXK. TOUKa 4.2 3a IMYPETHULIH)

JIaHHM OT KJIMHMYHM NpOYYBaHWs MOKa3Bar, 4e ABOMHAra OJIOKaJja Ha pPEHHH-AHMMOTEH3HH-
annocrepoHoBata cucrema (RAAS), upe3s komOuHupaHoto wusnon3BaHe Ha ACE-MHXHOMTOpH,
aHruoteHsuH Il peuentopHu 6110KepH WIK ATUCKUPEH, € CBbP3aHO € MO-BHCOKA Y€CTOTA Ha HEXKEJIaHH
peakUMH KaTO XHIIOTOHMS, XMIEpKAJIMeMHs W HamajieHa ObOpedyHa (yHKUMS (BKJIOYMTEIHO OCTpa

ObOpeyHa HeIOCTaTbYHOCT) B CPaBHEHHUE C M3M0JI3BaHeTO Ha eIMH RAAS-zelicTBail areHT (BX. TOYKH
43,44 u5.1).

Bazonpecopnu cumnamuxomumemuyu u Opyeu 6ewjecmeéa (Hanp. u3onpomepenon, O000ymamuH,
OONnamuH, enuxe@pun), Koumo mozam 0a HAMAIAM aHmMuxunepmensueHus eghexm na Pamueamma:
NpenopbyBa ¢€ CTPHKTHO NPOC/ICAsIBaHE HA KPBBHOTO HajsATaHe.

Anonypunon, umMyHocynpecopu, KOPMUKOCMEPOUOU, NPOKAUHAMUO, yumocmamuyu u opyeu
geyecmea, Koumo moz2am 0a NPOMEHAM KPb6HAMA KApmuna: TOBUILEHA BEPOATHOCT OT IOABA Ha
XeMaTOJIOTMYHU peakLMu (BxK. Touka 4.4).

Jlumuesu conu: eKCKpeLMaTa Ha JTUTHS MOxe na Obae noHwkeHa or ACE MHXMOUTOpHTE M TIOpay.
TOBAa TOKCMYHOCTTA Ha JIMTHS MOXKe J1a ce yBesimud. HuBara Ha nutus TpsOBa na ce npocsie/isBar.

Anmuoduabemnu cpeocmsa, 6KIIOYUMENHO UHCYAUH. MOTAT [1a Bb3HUKHAT XUMONIMKEMHYHH peaKLIUH.
[IpenopbuBa ce npociieisBaHe HA HUBATa Ha KPbBHATA 3axap. |
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Hecmepouonu npomueogv3naiumennu cpeocmea u ayemuicaiuyunosa Kuceauna.: MOxe J1a ce 04akaa
HaMaJIsiBaHe Ha aHTUXHNepTeH3uBHUA edekT Ha Pamuramma. OcBeH TOBa, CbI'BTCTBALLOTO JIEYEHHE C
ACE wunxuburopu u HCIIBC moxe na goBeae 10 MOBHMILEH PUCK OT BioLlaBaHe Ha OnOpeuHara
byHKLMS Y Aa YBEJIHYH KaJIMeMHUATA.

mTOR unxubumopu unu euroazaunmun. [1OBUILIEH PUCK OT aHTHOEAEM € BB3MOXKEH MPU IMALMEHTH,
nNpUeMally ChITbTCTBAIM JekapcTBa, kKaro mTOR wHxuOuMTOpH (Hampumep TEMCHPOIMMYC,
€BEPOJIUMYC, CUPOJIMMYC) WM BUagaraunTuH. [lpu 3amouBaHe Ha Jie4Y€HHE C€ M3MCKBA MOBHMIIECHO
BHUMaHHUE.

4.6 Depruaurer, OpeMEeHHOCT H KbPMeEHe
bpemennocm

Pamuramma He ce npenopbuBa no BpeMe Ha MbPBUS TPUMECTbP Ha OpeMeHHOCTTa (BXK. Touka 4.4) v e
[MPOTUBOIIOKA3aH MO BpEME Ha BTOPHSA M TPETHS TPUMECTHP Ha OpeMEHHOCTTa (BXK. TOUKa 4.3.).

EnuieMUoNIoriyHiuTe OaHHKM OTHOCHO pHCKAa OT TepaToreHHocT cien ekcnosuuus Ha ACE
MHXHUOUTOPH MO BpEMe Ha MbPBHUS TPUMECTBHP OT OpeMEHHOCTTa He ca OWIM yOEeIMTENIHH, HO JIEKO
NOBHIIIABaHEe HA pUCKa He Moxke Aa Obae uskmoueHo. [Ipu maumeHTKUTE IUIaHWpamy OpeMEHHOCT,
tepanuaTa ¢ ACE-unxuburopu TpsaOBa 1a ce 3aMeHM ¢ aJTePHATHBHO aHTUXMIIEPTEH3UBHO JICYCHHE,,
KOETO HMa ycTaHOBeH npodui Ha 6e30nmacHOCT npu ynorpeda 1no Bpeme Ha OpEMEHHOCT, OCBEH aKO HE
ce cuuTa 3a KpaiiHo Heobxoauma. [Ipu ycraHoBsiBaHe Ha OpeMeHHOCT, jieueHHeTo ¢ ACE uHxuOuropu
TpsAOBa na Obae crpsHO He3ab0aBHO M ako € yMmMecTHO, TpsabBa aa Obae 3amoyHarta ajJTepHAaTHBHA
Teparnus.

HzBecTHO e, ye TepanusTta ¢ ACE unxuburop/ anrnorensut Il peuenropuu anraronuctu (AIIRA) no
BpeMe Ha BTOpHs M TPETHUS TPUMECTbP NMPHYHHABA (PETOTOKCHUHOCT MpH Xopa (HamasieHa ObOpeuHa
GYHKLMSA, OJUrOXMJApaMHHMOH, 3a0aBeHa ocudUKalMs Ha 4Yeperna) M HEOHaTaJlHa TOKCHYHOCT
(ObOpeyHa HeAOCTATbYHOCT, XUIIOTOHUSA, XUnepkaaueMus) (BxK. cbiio 5.3 “IIpeakIMHUYHN JaHHH 32
6e3zonmacHocT”). B cnywaii Ha ekcrno3uuus Ha ACE MHXMOUTOp mnpe3 BTOpUS TPUMECTBP Ha
OpeMeHHOCTTa ce mnpernopbyBa NpoBepka Ha ObOpeuyHaTa (YHKLMA W Yepena d4pe3 YITpa3BYyK.
HoBoponenu, uumuTro Maiku ca npueMand ACE uHxuOuropu, TpabBa jga ObaaT CTPUKTHO
HaOJI0/1aBaHU 3a XMIIOTOHHS, OJIUTYPHUS U XHIIepKaJueMus (BXK. CbLIO TOUKH 4.3 u 4.4).

Kvpmene

[Topaau HenocTaTbuHa HHpOpMaLIMg OTHOCHO yroTpebaTa Ha paMMIPHII 110 BpEME Ha KbpMEHE (BXK.
Touka 5.2), HE ce mpenopby4Ba ynorpebdaTa Ha paMUIPWI, KaToO 3a MPEANOYUTAHE € AITEPHATHBHO
nevyeHue ¢ no-godpe ycraHoBeH npodun Ha O€30MmacHOCT MO BPEME Ha KbPMEHE, OCODEHO TpH
KbpPMEHE Ha HOBOPOJAEHO WJIKM HEIOHOCEHO Oebe.

4.7 Edexru BbpXy cnocoOHOCTTA 32 O(PHpane 1 padoTa ¢ MAIIHHH

Hsxon HexenaHu peakuud (Hamnp. CHMMNTOMH Ha TNOHW)KABaHE HAa KPBBHOTO HasraHe Karo
3aMaiBaHe) MOraT Ja HapylaT CrocoOHOCTTAa Ha MalldeHTa 3a KOHLUEHTpalUs U peakLys, €To 3allo
NPEACTAB/ISABA PUCK B CHUTYAllMH, NMPH KOMTO T€3M CMOCOOHOCTH ca OT OCOOEHO 3HauyeHue (Harp.
mwogupaHe ¥ paboTa ¢ MalLIUHU).

ToBa moxe na ce ciydud OCOOEHO B HAYaJOTO Ha JIEYEHHWETO WJIM IMpPH NMPEeMHMHABaHE OT APYrH
npenapatd. Cren mbpBaTa /1032 WK TOCJEIBAlIO MOBUIIABAHE HA [03aTa HE € IMPEernopbYUTETHO
mwodupaHe wim pabora ¢ MalIMHU 32 HAKOJIKO 4Yaca.

4.8 Hexenanu JIeKAPCTBEHH peaKklHu

[IpodunbT Ha Oe30MacHOCT Ha paMHUIIPUII BKJIKOYBA YMOPMTA CyXa KAlUUIMLA U PEaKUWH CBBP3aHH C
XUNOTOHUS. CepHO3HUTE HEXKENaHHU JIEKAPCTBEHW PEeakLMM, BKJIIOYBAT AHTHOEEM, XUIIEPKATUEMUS,
OBbOpeyHO MM YepHOAPOOHO YBpeKIaHe, TAHKPEaTHUT, TEKKH KOXKHHM peakUUM. W HEeyTpOIEeHHs/
arpaHyJIOLIMTO3A. \
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YecToTaTa Ha HEXKEJITAHUTE PEeaKLMHM Ce ONPEaEs, MO C/ieJHaTa cxeMa:
Muoro yectu (>1/10); Yectu (>1/100 no <1/10); Heuwectu (>1/1,000 no <1/100); Peaxu (>1/10,000
no <1/1 000); Muoro penku (<1/10,000), ¢ HeuzBecTHa yecToTa (OT HAJIMYHUTE [JaHHU HE MOXa Ja
Obie HalpaBeHa OLICHKA)
[Ipu BCAkO rpynupaHe B 3aBUCMMOCT OT YECTOTAaTa, HEYXKEJIAaHUTE JIEKAPCTBEHH PEaKiiu ce u30posBaT
B HU3XOAAL pea MO OTHOLUCHHUE Ha TAXHATa CEPHO3HOCT.

Cvpoeunu
HAPYUeHUs

Hapywenua na
KPbema u
aum@nama
cucmema

Hapywenua na

YecTH

['naBobGonue,

HepeHamd cucmemd 3aMaKBaHe

Hapywenusa na
oyume

Hapywenua na
YXOomo u
aabupunma
Pecnupamopnu,

2PBOHU U

Henpoaykrus-
Ha Jipa3Hela

HeuecTn

MmuokapaHa
HCXEMMH,
BKJIIOYMTEITHO
aHI'MHA
NEKTOPHUC WIH
MHOKap/JeH
uH(}apKT,

TaxHKapaHus,

apUTMMA,
NaJIMUTALUH,
nepudepeH

c€acM

Eo3zuHodunus

CBETOBBPTEX,
napecres3us,
aresus,

JAUCTC3UA

3pUTE/IHH
CMYLLUEHHS,
BIKJTFOUUTEITHO

3aMBI'JICHO

BHKIAHC

bpoHxocnazbsm

, BKITFOUMTEITHO
9

Peakn

[ToHwxen Opoii Ha
OenuTe KPbBHU
KJIETKH
(BKJIFOUMTEIHO
HEYTPONEeHHUs

WM
arpaHyJioLMTO3a),
MOHWXKeH Opoii
YepBEHHU

KPBBHH KJIETKH,
HaMaJIeH
XEMOTJIOOHH,
HamaJieH Opoit
TPOMOOLIMTH
Tpemop, Hapy1I€HO
paBHOBECHE

KOHIOHKTHUBHT

YBpexaaHe Ha
CllyXa, THHUTYC

MHuoro
pPeAKH

C HeHn3BecTHA
gJecToTAa

KocTHO-MO3BYHA
CyIpecus,IaHLIUT
0-

NeHus,
XEMOJIMTHYHA
aHEMHS

Mo3buHa
HCXEeMHMH,
BKJIKOUHUTEJTHO
HCXEMHUYEH
HHCYJIT ¥
TPaH3UTOPHA
HCXEeMHYHa aTaka,
[ICUXOMOTOPHH
HapyLUIeHMs,
ycelaHe 3a
napeHe, NapocMus




MeOUACMUHANHY KaLJIMLA, obocTpeHa

HADYVULCHUA OpOHXHT, acTtMma,

CUHY3HT, 3arnylileH HOC

JIUCTIHES
Cmomawno-upeenu CrtomamiHo-  [lankpearur  Iocur AdTro3eH
HaPYUEeH U YPEBHO (cnyyau ¢ CTOMATHUT

Bb3naJieHue,  (ataneH uzxon
XpaHOCMUJIa-  ca Ouu
TEJIHU cbob1IaBaHu
CMYILEHHUA, H3KJTIOYMTETHO
KOpPEMEH PAAKO MpH
AUCKOMQOPT, JI€YEHHE ¢
JITUCTIETICHS, ACE
auapus, MHXHUOMTOPH),
rajicHe, MOBHUILIABaHE
MOBPbLIAHE Ha
MaHKpPEeacHUTE
€H3UMMH,
aHruoeJeM Ha
TBHKOTO
4YE€pBO, BUCOKA
KOpeMHa
Ooska B
ropHaTa 4acr
Ha KopeMa,
3arnek, Cyxora
B ycTaTa
Hapywenua na bvOpeuHo
bvbpeyume u yBpEXK/J1aHe,
NUKOYHUME BKJIFOUMTETHO
nbumMuwa ocTpa
OBOpeuHa
HEAOCTATbYHO
CT, MOJIHYpHA,
BJIOIIABAHE HA

ChIIECTBYBAallA
NMPOTEUHYPHH,
MOBHLIEHA
ypes B KpPbBTAa,
MOBHLIECH
KpE€aTHHHH B
KpbBTa
Hapywenus na O6pus AHrHoeaem; ExcdonuaruseH peakuus Ha Tokcu4Ha
Kooicama u OOMKHOBEHO  HW3KJIIOYMTE/IHO JEpPMATHT, (GOTOUYBCT- €NnUAepMaliHa
nooKoJICHama MaKyJ10- PAJIKO ypTHKapusl, BUTEJTHOCT HEKPOJIH3a,
MbKAH nanyJjao3eH O0OCTpPYKLMS HA OHMUXOJIM3a CHUHJIPOM Ha
BB3AYXOHOCHHU Stevens-Johnson,
T€ ITbTHIIA B epuTema
pe3yarTar oT MyJTH(OpPME,
aHruoeeM nemduryc,
MOKE J1a UMa obocTpsHe Ha
(daraneH NcopHasuc,
U3XO/, NCOpHATUYEH
chpbex, JEpPMAaTHUT; .
XMIIEpXUIPO3a neMUrouieH
WIH
JIMXCHOHUJICH
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Hapywenusa na
MYCKYIHO-
cKeaemHama
cucmema u
cbeouHumeHama
MbKaH
Hapyuwenus na
eHOOKpUHHama
cucmema

Hapywenus na
mMemabonuImMa u
xpaHneHemo

Cv006u HapyuwieHuA

Obwu
HAPYVUWeHUs U
edhexmu Ha
MACMOMO HA
NPUNOIACEHUE
Hapywenus na
UMYyHHAMA
cucmema

Xenamo-buruapnu
HAPYULeHUs

Hapywenua na
8bL3NPUIEOOUMENHA
ma cucmema u

zbpoama

[lcuxuunu
HAPVULEeHUA

MycCKyIHH
CIa3MHu,
MHUAJITUs

[loBumeHo
HUBO Ha KaJIuH
B KpbBTa
XHUIMOTOHUS,
OPTOCTATU3BM,
CHHKOI

[ pvaHa Oonka,
yMopa

ApTtpanrus

AHOpeKcHs,
MOHMKEH
aneTuT
3auepBsiBaHe

[Tupekcus

[ loBunienu
HHUBA Ha
MOKa3aTEeJTHUTE
3a QYHKLMATA
Ha YEepHUS
Apo0 eH3UMH
W/ v
KOHIOrMpaHHA
OunupyOouH
[Ipexonna
EpPEeKTUIHA
MMIIOTEHLIMA,
NOHHKEHO
TUOUI0
[loHnkeHo
HaCTPOCHHE,
TPEBOXHOCT,
HEPBHOCT,
0€e3MmoKOoMCTBO,
HapyluIeHUe Ha
ChHA,
BKJIFOYHUTETHO
CHHJIMBOCT
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CrecHsiBaHe Ha
ChJOBETE,
xunonepdysus,
BaCKYJIUT
AcCTeHHus

XenreHuua,
X0JIECTATHYHO
XEMnaroLesyJiapHo

yBpeK1aHe

CuCcTOsIHME HA
O00BpPKaHOCT

€K3aHTEM HJTH
€HaHTEM,
anoneus

Cunapom Ha
Hea/IeKBaTHa
ceKkpeLus Ha
aHTUUYpPETHYEH
XOPMOH
(CHCAX)
[IoHM>KEHO HUBO
Ha HaTpUs B
KpbBTa
¢eHOMEH Ha
Raynaud

AHapUIaKTUYHH
WJIH
aHa(pUJIIAKTOMIHHU
peaKkLuH,
TOBUILIEHH
aHTHUHYKJICapHU
aHTHUTENa

Octpa
YyepHOoApoOHa
HEOCTATbYHOCT,
XOJIECTATUYEH
WX LIMTOJIUTHYEH
XenaTUT
(M3KIIOUYHUTETHO
pAAKO ¢ daTajieH
U3X0N).

[ 'MHeKOMacTus

Hapyiueno
BHUMaHHE



[leouampuuna nonynrayus
Be3onacHocTTa Ha paMUnpuia € HabmoaaBaHa npy 325 nela v IOHOLLIH, Ha Bb3pacT 2-16 roiMHH B 2
KIIMHMYHH W3IMTBaHMA. BBIPEKH Y€ eCTECTBOTO M TEXKECTTA HA HEKEJJAHUTE ChbOUTHSA Ca CXO/IHH C

TE3H NPH BB3PACTHUTE, YeCTOTATA HA CIICAHUTE € I10-BUCOKA IPH ACLATa.

Taxukapaus, Ha3aJlHa KOHFE€CTHSA U PHUHMT, ,,4ecTu (T.e = 1/100 no < 1/10) npu neauarpuyHaTa
nonynaums, v ,,Hedectu™ (T.e > 1/1,000 o < 1/100) npu BB3pacTHH.

Konroktupur ,,yectu’ (T.e > 1/100 no < 1/10) npu neguaTpuyHaTa nomnyjaums u ,,peaku” (T.e >
1/10,000 no < 1/1,000) npu BB3pacTHH.

Tpemop u ypTukapus ,,Heyectu™ (1.6 > 1/1,000 go < 1/100) npu neauaTpyuyHaTa nomnyianqsa v
peaku™ (t.e > 1/10,000 no < 1/1,000) npu Bb3pacTHM.

OO6wuaT npodun Ha 6€30MaCHOCT 3a paMUIIPWJI NIPU NEAHATPHYHH MALMEHTH HE Ce pa3an4yaBa
3HAYUTEJIHO OT INpoduiia Ha 0€30MacHOCT IIPU Bb3PacTHH.

CroOli1aBaHe Ha NOI03UPAHU HEIKEJIAHW PeaKIIUU

CpoOmaBaHeTo Ha NMOJAO3HPAHU HEXeJIaHW peaKiMu ciiejl pa3pellaBaHe 3a yrnorpeda Ha JIeKapCTBEHHS
NMPOAYKT € BakHO. ToBa nmo3BoJisgBa J1a MPOABL/DKH HAOII0ICHUETO Ha ChOTHOILIIEHUETO T10J13a/PUCK 32
JleKapCTBEHUA NPOayKT. OT MEIMLIMHCKHTE CIELHATHCTH CE H3HCKBA /1 cmﬁmaBaT BCAKA

bbuarapus

H3nbnHUTENHA areHLMs 1Mo JIeKapcTBaTa
yi. ,,Jlamsin ['pyeB” Ne 8

1303 Codus

Ten.: +35 928903417

yeOcaiiT: www.bda.bg

4.9 IIpenozupane

CumnTomure, cBbp3aHu ¢ npenosdpaHe Ha ACE MHXMOMTOpPM MoOrar aa BKJIOYBAT IPEKOMEpHa
nepudepHa BazoauiaTalus (C U3pa3eHa XMIIOTOHUS, IOK), OpaauKapaus, €J1EKTPOJIMTHH HapyLIEHHUS
v ObOpeuHa HesocTaThbuHOCT. [laumeHTsT TpsaOBa na Obe CTPUKTHO HabMOAaBaH, J€UEHHETO TpAOBa
na Oboe CHUMTOMATHYHO M noaabprkamo. [IpeanaraHdre MepkKH, BKJIIOYBAT ITbpPBOHa4YallHa
NIETOKCUKAIMA (CTOMAIllHA MPOMHMBKA, MpWIaraHe Ha aJCOpOEHTH) U MEpPKH 3a BB3CTaHOBABAHE Ha
XeMOJAMHAMHYHATa CTAaOMWJIHOCT, BKJIIOYMTE/IHO NpuiaraHe Ha aidal-aJapeHeprayHd aroHMCTH (WM
aHruoteH3uH Il (anrmoreHsuHamMun).

Pamunpunar, akTUBHMAT MeTabOJIUT Ha paMUNpWI, C€ OTCTpaHsABa HE3aJ0BOJIMTEIHO 4Ype3
XeMOAHAIN3a OT KPbBOOOPBLIEHHUETO.

5. ®APMAKOJIOT'MYHHA CBOMCTBA

5.1 ®dDapMakoJHHAMHYHH CBOHCTBA
dapmakorepaneBTuuHa rpyna: ACE-uaxuburopu, camocrosrento; ATC xoa: CO9AA0S

Mexanuzvm Ha oeucmaeue

Pamunpunar, axkTUBHUAT MeTaOOJIMT Ha  MpeKypcopa  paMMIpWUI, HMHXWMOMpa  eH3uMa
nunentuaunkapookcunenTyuaasa I (CHHOHMMM: aHTMOTEH3WH-KOHBEPTHpALll €H3uM; kKMHHWHa3a II). B
1a3MaTa M THKAHMTE TO3M €H3WM KaTajlu3upa KOHBEPTHPAHETO HAa aHrMOTEH3UH I 110 -aKTHBHUA
BA30KOHCTPHUKTOP aHrdoTeH3uH Il, kakto ¥ WHXHOMpa pasrpakJ]aHeTO Ha aKTHBHUA Ba30qWIaTaTop
OpaaukuHuH. [loHmwxkeHoTO OOpa3zyBaHe Ha aHrumoreH3uH Il U uMxuOMpaHe Ha pasrpaxkJaHeTO Ha
OpaaUKMHUH, BOJAT 10 Ba30IMJIaTALIMA. '
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Toit karo anrvoreHsud Il crumynupa ocBOOOXKJAaBaHETO Ha aJJOCTEPOH, paMMUIIpUIAT BOOH MO
HamaJIsiBaHe Ha ajocTepoHoBaTa cekpeuus. CpeJHOCTaTUCTUYECKH MOBJIMABAHETO OT MOHOTEpanus ¢
ACE wunHxubutop e mno-cnabo mpu 4YepHOKOXH (adpo-kapuOcka paca) XMINEPTOHHYHHW MAlHEHTH
(0OOMKHOBEHO MOMyJIaLMs ¢ XHINEPTOHHUSA C HUCBK PEHHH) OTKOJIKOTO IPH HEYEPHOKOXXH TMaLIMEHTH.

Dapmarkodunamuyru eghexmu

AHTHUXUNEPTEH3UBHU CBOMCTBA:

[TpunaraHeTo Ha pamMUNpWI BOAM 1O 3HAYMTENIHO MOHW)KABaHE Ha nepudepHara aprepHalHa
PE3UCTEHTHOCT. B noBeyeTo ciydyan HAMA 3HAYMMM NPOMEHU B ObOpEYHUSA KPBBOTOK W CKOPOCTTa Ha
rnomepysiHara ¢uiarpauusa. IlpunaraHeTo Ha paMurpwl IpH NALUMEHTH C XWUIEPTOHWA BOAH 10
MOHW)KABaHe HAa KPHBHOTO HA/IAraHe B HW3MPABEHO M JIETHAIO MOJIOKEeHUe, 0e3 KOMIEHCATOPHO
[OBUIIIABAHE HA ChPAEYHATA YECTOTA.

[Ipy noBe4eTO NAaLMEHTH HAYAJIOTO HA AHTUXHUIIEPTEH3UBHUSA €(QEKT Ha eJHOKpaTHaTa no3a ce
nposiBsiBa | 10 2 yaca cien nepopanHo npuioxeHue. [IMKOBUAT e(deKkT Ha eHOKpaTHaTa [103a,
0OMKHOBEHO ce AocTura 3 10 6 yaca cjiel] nepopaiHO NMPUIOKEeHHE. AHTUXHUIIEPTEH3UBHUAT €(PEKT Ha
€HOKpaTHa /103a OOMKHOBEHO NpObkaBa 24 yaca.

MaKCHUMAaJIHUAT aHTUXUNEPTEH3UBEeH €(QEeKT Ha NMPOJB/DKHTENIHO JICYEHHE C PaMHUITPHJI OOMKHOBEHO
HacTbnBa cien 3 mo 4 ceamuiM. JlokazaHo e, 4e aHTUXMMNEPTEH3UBHUAT €(PEKT € IMOCTOAHEH IpH
ABArOTpPaHa Teparnus Npoab/bKaBalla 2 NroAUHH.

PA3k0TO nMpeKbCBaHe MpHEMa Ha paMMIIPWI He BOAM A0 Obp3 U mpekoMepeH pebayHa edekr Ha
MOBUIIIABAHE HA KPBBHOTO HAJISITAHE.

[pu aBe ronemu panaoMusupand U koutpoiaupanu npoyuBanus (ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial) 1 VA NEPHRON-D (The Veterans
Affairs Nephropathy in Diabetes)) ca u3cnensanu ynorpe6ara npu kom6unauus Ha ACE-unxuburop
¢ anruoreH3uH Il peuenropeH 610kep.

ONTARGET e eano npoyuBaHe, NpOBEACHO MPH NALMEHTH C aHAMHE3a 3a ChbPACYHO-CH/I0BO WIIH
MO3BYHO-CHI0BO 3a001sBaHe, WM 3aXapeH AuWadeT TUN 2, NPUAPYKEHO C 10Ka3aTe/ICTBa 3a YBPEACHH
B nepudepusita opraii. VA NEPHRON-D e eaHo npoy4BaHe Npy NalMEHTH C THI 2 3axXapeH auader
U JuabeTHa He(ponaTus.

Te3u npoyuBaHus He ca MOKa3ay 3HaYMTeeH OnaronpusaTeH ehexT BbpXy ObOpeuure n/uinm
CBPACYHO-CH/IOBH PE3YJITATH H CMBPTHOCT, a ce HabJIr0/1aBa NMOBUILIEH PUCK OT XMIIEPKAJIMEMHUs, OCTpa
ObOpevHa HeOCTATLYHOCT U/WIK XMIIOTOHMSA, B CPaBHEHHE ¢ MOHOTepanusaTa. Karo ce umar npeaBua
no/I00HKTE (hapMaKOJIMHAMUYHHU CBOMCTBA, T€3HW pe3yJITaTH ca BaKHHU W 3a Apyru ACE-unxuburopu u
aHruoTeHsuH Il peuentopHu 610KEpH.

ACE-unxuburopu u anruorensuH Il peuentopuu 610kepu He TpsAOBa na ce U3MON3BAT €IHOBPEMEHHO
Npy NauMeHTH ¢ nuadbeTHa HedponaTus.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints) e
U3Cle/IBaHe, NMpeHa3HAYeHO 3a MPOBEPKA Ha 110J13aTa OT 100aBIHE HA aTMICKUPEH KbM CTaH/1apTHa
Tepanus ¢ ACE-unxuburop unu anruoreHsuH Il peuentopeH 6J0Kkep NpH NaLMEHTH CbC 3aXapeH
nuaber v 2 U XpoHUYHO OBOpedHo 3abonsaBaHe, ChbpAEYHO-CHIOBO 3a00BaHE, HIIH U JIBETE.
HM3cnenBaHeTo e npeKkpaTeHo paHo, MOpaay MOBHUILIEHHS PUCK OT HeXeNlaHH pe3yiTaTti. CbpaeyHo-
CbhJ0Ba CMBPT M yAap, ca YHCIICHO MO-4ECTO CPEllaHy B IPynara Ha alTMCKMPEeH, OTKOJIKOTO B rpynara
Ha 1u1auedo, KaKTO U HEXKEJIaHU PEaKLMK U CEPUO3HU HEXKEJIaHU CBOUTHUS (XUITepKaTHEeMHus,
XUMOTOHUA ¥ ObOpeuHa qucyHKIMA) ca NOKIaABAHH MO-YECTO B IpynaTa Ha aJIMCKHPEH, OTKOJIKOTO
B rpymnara Ha raueoo.

CopaeyHa HE10CTATbYHOCT:

Karo nobaBka KbM KOHBEHLIMOHAJIHATA Te€parnus ¢ AMYPETHLM U U30OPHO CbC ChPACYHH IVIMKO3H/IH,
paMHUIIpuJ Moka3Ba edekTUBHOCT npu nauueHTd ¢ dyukipoHaneH kiac -1V noNew-York-Heart
Assosiation. JlekapcTBOTO MMa MNOJBOTBOPHU e(EeKTH BbPXY XEMOJAMHAMHMKaTa (HaMalisiBaHE Ha
HAJITAHETO NpPH MbJIHEHE Ha JIABa M JCHA Kamepa, HamalsBaHe Ha oOwiarta nepugepHa ChaoBa
PE3UCTEHTHOCT, MOBHMIIABAHE HA M3XOJALLMS CbpAEYEeH KPbBOTOK M MOA0OOpEH ChpAeHEeH HH.E[EKG)
[Tonn:kaBa Cb110 HEBPOCHIOKPUHHATA AaKTUBALUA. 7 & -

i 3

Knunuuna edpuxacnocm u bezonacrocm
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CppaeuyHo-cbaoBa npodunakruka/Hedponporekius

[IporeneHo e koHTponMpaHo npoyuBaHe ¢ ruiauedo 3a npeseHuus (npoyusanero HOPE), npu koero
paMmuIipuia € Oun 1obaBeH KbM CTaHAApTHATa Tepanus npu noseye ot 9 200 nauuenTu. [lauuenTure ¢
MOBHILIEH PUCK OT ChpA€YHO-CHAOBO 3a00/sBaHe, ce/l aTepoTPOMOOTUYHA KapiMOBacKyJjiapHa bonect
(aHamMHe3a 3a KOpOHapHa 00JIECT Ha ChPLETO, HHCYAT WK nepudepHO-ChA0Ba apTepyaiHa 00JecT)
WM 3axapeH AuabeT ¢ MoHe €QWH CHITbTCTBAL PUCKOB (akTop (0Ka3aHa MHKpPOATIOyMHHYpHS,
XMINIEPTOHUS, TMOBHUIEHH HMBA Ha OOWMS XOJIeCTepOJi, HHUCKO HHMBO Ha XOJecTrepoia B
JIMIIONPOTEUHHUTE C BUCOKA TUIBTHOCT MJTH TIOTHOHOMYLUEHE) ca OMIM BKJIFOYEHU B UBITMTBAHETO.
M3nuTBaHeTO MOKa3Ba, ye€ paMHUIIPUI CTAaTUCTHYECKH 3HAYMMO IMOHMXKaBa 4YeCcTOoTaTa Ha MHMOKapAeH
UH(APKT, CbPACYHO-CHAOBA CMBPT M MHCY/T, CAMOCTOSTENIHO WIM B KOMOMHALMS (MbPBHYHO
KOMOMHUpPaHU CHOUTHSA).

OcHoBHH pe3yarTaTn oT H3nuTBanero HOPE

Pamunpun [Inaue6o | OTHOCHTENEH PUCK P-

(95% CTOMHOCT

JIOBEPUTEJIEH

MHTEpBaJ)

% %

BCHYKH NanHeHTH N=4.645 N=4.652
[IbpBHYHO KOMOMHHPAHHK 14,0 17,8 0,78 (0,70-0,86) <0,001
CHLOHTHA
Muoxapoen unghapxm 09 12,3 0,80 (0,70-0,90) <0,001
Cvpoeuno-cv008a cmvpm 6,1 8,1 0,74 (0,64-0,87) <0,001
Hncyam 3.4 4.9 0,68 (0,56-0,84) <0,001
BropuyHHn KpaHHH TOYKH
Cmuvpm no 6cakaxkea npuyuHda 10,4 12,2 0,84 (0,75-0,95) 0,005
Heobxooumocm om 16,0 18,3 0,85 (0,77-0,94) 0,002
pesacKynapuzayus
Xocnumanuzayusa nopaou 12,1 12,3 0,98 (0,87-1,10) NS
Hecmabuma cmenoKapous
Xocnumanuzayus nopaou cvpoeuna | 3,2 3,5 0,88 (0,70-1,10) 0,25
Heo0oCmamvyHoOCm
Venooenenun, cevpzanu ¢ ouabem 6,4 7,6 0,84 (0,72-0,98) 0,03

M3nurBanero MICRO-HOPE, npenBapurenno onpexneneHo noausnureaHe or HOPE, uscnensa
edexra oT AfoOaBAHeTO Ha paMunpwia 10 mg KbM TeKylaTa cxeMa Ha JiedeHHe crpAaMo 1uianedo npu 3
577 nauMeHTH Ha NMOHE 55 roAuIIHA Bb3pacT U MO-Bb3pacTHU (0€3 ropHa rpaHulia Ha Bb3pacTTa), KaTo
MHO3MHCTBOTO ca ¢ Jauaber Tun 2 (M NMOHE €AWH ChbPAEYHO-CHAOB PHCKOB (JAaKTOp), ¢ HOPMAJIHO
apTEPHAITHO HAJIATAHE WUJTU XHUITEPTOHHLM.

[IbpBOHaYanHUAT aHaNU3 Moka3ea, ue 117 (6,5%) ot yuactHuuuTe Ha pamunpun U 149 (8,4%) ot Te3u

Ha ranedo pa3BuBaT NOKa3zaHa Hedpomnartusa, koeto cboTBercTBa HAa RRR 24 %, 95 % CI [3-40],
p=0.027.

HMznuteanero REIN e MHOroueHTpoBO paHAOMHM3HMpPaHO, ABOMHO-CIIANO, IUiauedo KOHTPOJIHUPAHO
W3IUTBAHE C MapajejiHd TPyIH, LEJALIO OLieHsBaHE Ha e(eKkTa OT JICYUCHHETO C PaMMIPHA BbPXY
YeCTOTaTa Ha BJIOLIAaBaHe Ha creneHTra Ha riaomepynHa duntpauus (GFR) npu 352 naumeHTH C
HOPMAaJIHO apTEepHalIHO HajsiraHe WM XurnepTroHUUuM (18-70 roaMiuHa BB3paAcT), CTpajallly OT JiekKa
(T.e. Cpe/iHa eKCKpEeLMs Ha MPOTEHHU B ypuHata > | u < 3 g/24 uyaca) Wiu TexKa NpoTeUHypHs ( > 3
g/24 wuvaca) mnopaad XpoHWuYHa HeauaGerHa Hedpomatus. M jaBere cy6Gnonynauud..ca  Ouad -
MPOCNEKTUBHO CTpaTH(DHUITMPAHH.
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OCHOBHMAT aHAJIU3 HAa TMALMEHTHTE C HaW-TeXKKAa NPOTEHHYpHUs (4YacTra OT TalMeHTH,
NpeXXACBPEMEHHO OTCTpaHeHa, IMOpaad NpeadMcTBaTa MpPU rpynara Ha paMHMNpUI) MOKas3Ba, 4e
cpeaHara ckopocT Ha BiomaBaHe Ha GFR 3a mecel e Ouia no-HUCKa MpH paMMIIPHII, OTKOJIKOTO MPH
mane6o; -0,54 (0.66) cnpsamo -0.88 (1,03) ml/min/mecen, p = 0,038. Byrperpynonara pasnuka € Ouia
0,34 [0,03-0,65] 3a mecen, u okoao 4 ml/ min /roauna; 23,1% OT nauMeHTHTE B rpynara Ha paMHIIPUII
JIOCTUraT KOMOMHUpPAHUTE BTOPHUYHM KPaWHM TOYKM HA Y/JBOSIBAHE KOHIEHTpPALMATA HA HW3XOJHMS
CepyMeH KpeaTMHHH W/WIM TepMHHAIHA ObOpeyHa HeIOCTaThYHOCT (HEOOXOAMMOCT OT JHaIM3a WIIH
OBOpeuHa TpaHcIanTaus) cnpsamo 45,5 % B rpynara Ha riaue6o (p = 0,02).

BropuuHa npoduiakTAka ciel OCTbp MHOKapAeH HH(ApKT

HznurBanero AIRE Bxmousa noseue ot 2 000 nanueHTH ¢ NpexOAHWTNEPCHCTHPAIUM KIMHHYHH
NpU3HALM HA ChPJEYHA HEAOCTATHYHOCT ClIe]l I0Ka3aH MMOKapAeH UHPapKT. JIeYeHHeTo ¢ paMHUITpHII
e 3arnoyHaro 3 a0 10 gHu cien ocTpus MUOKapaeH MH(papKT. M3nurBaHeTo, nokas3sa 4ye ciiel CpeaHo
BpPEME Ha MpociieasBaHe oT 15 mMecela, CMbPTHOCTTA NIPH NMALMEHTHTE JIEKYBAHU C paMUNIPHII € Ouia
16,9 %, a npu naumeHture Ha miauedbo — 22,6%. Tosa o3HayaBa HECBLMHEHO HaMaJisBaHE Ha
CMBPTHOCTTA ¢ 5,7 % W HamalnsBaHe Ha oTHOcUTENIHMA pUck ¢ 27 % (95 % CI [11-40 %]).

lleouampuyna nonyrayus

B panmomu3upaHo, ABOHHO CJIAMNO, Iialeb0 KOHTPOJIMPAHO KIMHUYHO MpOYYBaHe, BKIOYBalo 244
MeJUaTPUYHU MalUeHTH ¢ XuneproHus (73% ¢ mbpBMYHA XMIIEPTOHMA), Ha Bb3pacT 6-16 roauHH,
MalUMEHTUTE ca MOJYYWIHM HHUCKA 103a, CpeaHa [103a WJIM BHUCOKa /103a PaMMIIPHJI, 38 JOCTUraHE Ha
J1Ia3MEHHM KOHIICHTPAIMH Ha PaAMMIIPWIAT, OTrOBapALM Ha JO30BUS JMana3oH 3a Bb3pacTHH OT 1,25
mg, S mg 1 20 mg Bb3 OCHOBA Ha TEJIECHOTO Teryio. B Kpas Ha yeTBbpTaTa CEAMMLIA, PAMUIIPUI € DKl
Hee(eKTHBEH 3a MOCTUraHe Ha KpaiHara LieJ1 3a HaMaJIsBaHE HAa CHUCTOJIHOTO KPBBHO HajiAraHe, HO
Mpy Hak-BHCOKAaTa J03a MOHW)KABa JIMACTOJHOTO KPBbBHO HassraHe. Ilpw nena ¢ norBbpacHa
XMIIEPTOHUS TPU CpPEeJHM W BHUCOKH JO03M PpaMUIIPWI TOKa3Ba 3HAYMTEJIHO MOHI)KAaBaHE Ha
JIMACTOTHOTO U CUCTOJIHOTO KPBbBHO HAJIATraHe.

To3u edekr He e HabmonaBaH B 4 CEJIMMYHO, C MOBHILABAHE HA /103aTa, PaHIOMH3HMPAaHO, JBOWHO
CJIANO, OTHEMALO HM3MHMTBaHe NpH 218 meauaTpuuHM nauMeHTH Ha BB3pacT 6-16 rogmnm (75% c
MbPBUYHA XUMEPTOHMS ), KbAETO M AHACTOJIHOTO, U CHCTOJIHOTO KPBBHO HaJIAraHe ca JEMOHCTPHUPAJIH
c1ab0, HO HE CTATUCTUYECKH 3HAYMMO BPbLIAHE KbM HAa4YaJHOTO HHUBO, IIPU BCHYKHTE TPH M3IIUTBAHH
no30BU HUBa (HUcKa 103a (0,625 mg — 2.5 mg), cpeana ao3a (2.5 mg — 10 mg) uim Bucoka 103a (S5 mg
— 20 mg) pamunpun Ha 0aza Tersioro. Pamunpuin He € IOKasajl JIMHEEH A030B OTroBOp MpH
W3IIUTBAHATA NEeHaTpUYHa MOMyJ1aLus,

5.2 ®dapMaKkOKHHETHYHH CBOHCTBA

@HpMﬂKﬂKﬂHEﬂiuRﬂ U MemaboIu3IoM

Abcopbuus

Cnen nepopaliHO MNpPUIOKEHHE paMHUNpWI ce pe3opbupa Obp30 B CTOMAUIHO-YPEBHHA TPAKT;
MaKCHMaJlHa IUla3MeHa KOHLIEHTpalMs Ha paMMIIPWI C€ JOCTUra B paMKHUTE Ha eQuH 4ac. Bb3
OCHOBa Ha BB3CTAHOBABAHE B YpWHATa, CTEMEHTa Ha pe3opOuMs e noHe 56 % W He ce MOBIMsABA
3HAYHUMO OT NPHUCBCTBHETO HAa XpaHa B CTOMALLHO-YPEBHHUA TPAKT. buoHanuM4yHOCTTA HA AKTUBHHA
MeTa0O0TUT paMUTIPUIIAT CleJl TIEPOPATTHO NMPHIOKEHHE Ha 2,5 mg U 5 mg pamurnpui € 45 %.

MakcuManHaTa IJ1a3MeHa KOHLIEHTpAL|si Ha pPaMHIIPWIAT, €JWHCTBEHUS AKTUBEH METaboONMT Ha
paMUIIpWI, ce jaoctura 2 - 4 yaca cien npuema Ha pamunpui. CrauMoHapHWMTE IUIa3MEHH
KOHIICHTPAIIMM HAa PaMMIIPWJIAT CJ€l NMpUlaraHe BeJHBX JAHEBHO Ha OOMYAalHM 03H paMHIIPHI CeE
JAOCTHUIaT clie]] OKOJIO YETHPH JHH JICUECHHUE.

Pa3snpeneneHue

CBBbp3BaHETO C IUTA3MEHUTE MPOTEHHH HA PAMUIIPHI € 0KOJIO 73 %, a TOBa Ha paMHITPH/IAT OKOJIO
56 %. |

buorpancdhopmanus
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Pamunpun nourw HanbnHo ce MerabonMsMpa MO paMMIpWIAT, 10 JUKETOIMIIEPA3UHOB ecTep,
AMKETOMHNEPa3sHHOBA KHCEJIHHA, U INTIOKYPOHH/IMTE Ha PAMMIIPHII M PAMMITPHIIAT.

Envumunupane

Exckpenusita Ha metaGonutute e npenumHo 6u0peuna. [LiasmMenara KOHLICHTpALHA Ha paMMIpPHIAT
HamansBa no nonudasos HauuH. [Topann HeroBoTo cHilHO, HacHiamo cebp3Bane ¢ ACE u 6aBHOTO
Pas[CIAAHE OT €H3HMA, PAMHUITPHIIAT MOKA3Ba yAb/DKEHa TEPMHHAJIHA €IMMHHALIMOHHA (a3a MPH MHOTO
HUCKH TJIa3MEHU KOHUEHTPALIHH.

Cnea MHOrOKpaTHO MpuiiaraHe Ha [03M PAMHIIPWI, BEIHBK JHEBHO, BPEMETO Ha TMOMY)XHBOT Ha
pamunpunar € 13-17 gaca 3a 1034 ot 5-10 mg ¥ mo-gBABr 3a no-HUCKUTE 103u 1,25-2.5 mg. Tasu
Pas3/iika ¢ CBbp3aHa ¢ KanauuTeTa 3a HaCHLIIaHE Ha €H3MMa Ype3 CBbP3BaHE ¢ PAMUIIPHJIAT.

Kvpmene
EnHokpatHa nepopanHa s03a  paMMNpH aBa HEOTKPHMBAEMO HMBO Ha PaMHIIPHJI U HEroBHTE
MeTaboanTH B kbpmata. OGaue eeKTHT PH MHOTOKPATHO MPHJIAraHe € HEM3BECTEH.

Hayuenmu ¢ 6vbpeuno yepescoane (6xc. mouxa 4.2):

bbpOpeunara ekckpeuys Ha paMMNPHIAT € HaMaJleHa [IPH NALMEHTH ¢ HapyleHa 6b0peuHa QyHKIwus,
M OBOPEYHUAT KIMPBHC HA PAMUIPUIIAT € TIPONOPLIAOHATHO CBbpP3aH C KPEATUHUHOBHS KJIHPBHC.
ToBa Boau 10 moBMImmEeHa nyazMeHa KOHLUCHTpALlUd Ha PpaMUIIPUIAT, KOSATO HaMasigBa Mo-0aBHO
OTKOJIKOTO NPH HHAUBHIH ¢ HOpMasiHa Ob0peyHa hyHKIuS.

Hayuenmu ¢ yepnoopobno yepexcoane (6ac. mouxa 4.2):

[lpy naumentd ¢ HapymeHa 4epHOApoOGHa (yHKuUMA, MeTaGoNM3MpaHETO Ha paMUIpUI 110
pamMMrpuiaT e 3abaBeHo, Nopaju HaMajleHaTa aKTHBHOCT Ha YePHOAPOGHHTE eCTepasy W IUIa3MEHHTE
HHBA Ha PAMHIIPHUII NPH TE3H MALHWEHTH Ca MOBHILIEHH. [IMKOBUTE KOHLIEHTPALMK HAa PAMMIIPUIAT MPH
TE3W MAaLMEHTH, obaye He ce pa3IMyaBaT OT Te3d HAGMIONABaHH NPH WHIUBHOM C HOpMaJiHa

yepHOApoOHa PyHKIL M.

[leouampuuna nonyrayus

DapMaKOKMHETHYHHUAT MPO(UI HAa PAMHNPHI € GWI M3C/ieaBaH npyu 30 neaMaTpUYHH MALMEHTH C
XHICPTOHHS, Ha BB3pacT 2-16 roaunw, ¢ Tersio > 10 kg. Cnen aosu ot 0,05 mo 0,2 mg/ kg, pamunpun
OBP30 U EKTEH3MBHO ce € MeTaboM3Kpan 10 paMUNIPHWIAT. MakCUMATHH MJ1a3MeH ! KOHLICHTPaLMH Ha
PaMHIIPUIIAT Ca Bb3HHKHAIIM B paMKHUTE Ha 2-3 yaca. KnubpbHca Ha paMunpuiar e GUil TACHO CBbp3aH
C AHCBHUKA Ha TeseCHOTO Teryo (p<0.01), cbmo u ¢ noszara (p<0.001). KnubpbHca U obema Ha
PA3MPEICICHUE CC yBe/IM4aBaT C yBEIMYaBaHE HAa Bb3pacTTa Ha JellaTa BbB BCAKa JI030Ba rpyra.
Ho3ara ot 0,05 mg/ kg npu neua noctvra HHBa Ha €KCIO3MITHS CPaBHUMH C TE€3HW MNpPH Bb3PACTHH
JIekyBaHu ¢ pamunpun 5 mg. Jlosara ot 0,2 mg/ kg npu aena BoaM A0 HUBA HA €KCITO3ULIMA MO-BHCOKH
OT MakCHMaJlHaTa NPENopbYMTEIHA AHEBHA /1032 OT 10 mg npH BB3pacTHH.

5.3 IlpeakIHHHYHH AaHHH 32 Ge30MaACHOCT

[TepopantoTo npunoxeHue Ha pamMMnNpui He BOAM 10 MPOSIBM HAa OCTPa TOKCHYHOCT MPHU I'PH3a4YH H
Kyueta. [IpoyuBanus, BKIIOYBAIM NPOABIKMTETHO EPOPAITHO NPHIOKEHUE ca OWJIM NPOBEXIaHH
MpH TIbXOBE, Ky4eTa U MaHMYHH. [IpOMEHH B M1a3MEHHTE eIEKTPOJINTH M KPBBHATA KapTHHA Ca OMIIH
YCTAaHOBEHH INPH TPHUTE BUIA.

[Ipu kyyera W mMaiiMyHM npu JHEBHH 103 OT 250 mg/kg/nen e 6uno HaOMIONABAHO 3HAYMTEITHO
YTOJIEMABAHEC Ha IOKCTAarJIOMEpYJIHMs anapar BCIEACTBHE (apMakoJWHAMMYHATA AKTHBHOCT Ha
pamunpun. llnbxoBse, kydera W MalMyHM MOHAcAT JHEBHM [03M CHOTBETHO OT 2, 25 n 8

mg/kg/nHeBHO Ge3 yBpexaaim ehexTy.

HMsnuTBaHuATa 32 penpoayKTHBHA TOKCHYHOCT NpH TUTbXOBE, 3aHLM M MaWMYHM HE TIIOKA3BaT
TepaTOreéHHHU CBOMCTBA. -

(I)epTHJ]HTETbT HC CC ITOBJIHUABA HUTO INMPH MBIKKH, HUTO IMPH 3 KCHCKH ILTBXOBE.
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[IpunaraHeTo Ha paMHUITPHIT BBPXY JKEHCKH [LTBXOBE 0 BpeMe Ha OPEMEHHOCT H JIAKTALHs NPHYHHABA
HeoOpaTHMo ObOpeuHO yBpexaaHe (Iunatalys Ha OBOPEYHOTO JIereHYe) B MOTOMCTBOTO MPH JHEBHHU
o34 ot 50 mg/kg TenecHo Terno WiH Mo-BUCOKH.

PEBIJ.IHPEHO HM3CJICABAHE 3a MYTAar€HHOCT, 4YpE3 M3I0JI3BAHC Ha HSAKOJIKO CHCTEMH 3a M3CJi€/IBaHE, HE
[TOKa3Ba, 4€ paMHUIIPpHJI NIPUTEKaBa MYTareHHU UM r€ HOTOKCHYHH CBOMCTBA.

HeoOpatnmo yBpexaane Ha 6p6penmre ce Habr0aBa NP MHOTO MJIAJIM TUTbXOBE NPH NPHJIaraHe Ha
€JHOKpaTHa 71032 Ha PaMUIIPUII.

6. DAPMAIIEBTHUYHH JAHHHA

6.1 ChnHcbK HA NIOMONIHHTE BENIECTBA
Harpues xuaporenkapOoHar

JlakTo3a MOHOXMIpaT

Kpockapmenosza HaTpwuii

[lapeBHYHO HUILIECTE, TPEKETATHHHIUPAHO
Hartpues creapundymapar

XKenesen okcun, xwir (E172)
KeneseH okcun, yepseH (E172)

6.2 HecbBMecTHMOCTH

He e npunoxumo.

6.3 Cpok Ha rognocr

2 rOJAMHHA

6.4 CroenHa/JHH yC/I0BHS HA CbXPaHeHHE

Ja ce cpxpansBa nog 25 °C.

6.5 /lanHH 32 ONaKOBKATA

biucTepHH onakoBkH (anyMuHHI/amymMuHHIK) chabpxkamy 10, 14, 20, 28, 30, 42, 50, 98 wmm 100
TabJIeTKH.

He BcHYKM BH/I0BE OTIAKOBKH MOTaT Aa ObJat MycHaTH B npoaakoa.

6.6 Cuoenuajauu NpeanasHH MePKH NPH H3XBbPJ/IsSHE H padora

HeusnonsBaHusaT NpOAYKT WM OTNAbUHHATE MATEPUAIIH OT HETO TPAOBA Na ce M3XBBPIIAT B
CbOTBETCTBHE C MECTHHUTE H3UCKBAHMA.

7.  IIPUTEXATEJ HA PASPEIIEHUETO 3A YIIOTPEBA

Worwag Pharma GmbH & Co. KG

Calwer Str. 7

D-71034 Boblingen
['epmanus

8. HOMEP HA PABPEHIEHHUETO 3A YIIOTPEBA

20090094
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9. JTATA HA II'BPBO PA3PEIIABAHE/TIOAHOBSBAHE HA PA3ZPEHIEHHMETO 3A
YIHOTPEBA

Jara Ha bpBO paspewaBane: 11 Mapt 2009 r.
Jara Ha nocnenno noaHossaBane: 06 FOuu 2012 r.

10. JATA HA AKTYAJIMBUPAHE HA TEKCTA

10/2016
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