KPATKA XAPAKTEPUCTHUKA HA ITPOAYKTA

e il

1.  HUME HA JIJEKAPCTBEHUS ITPOAYKT | > HTENIHA ATEHUMS N0 NEKAPCTS,

Tapka 240 mg/4 mg TabneTku ¢ U3MEeHEHO 0CBOOOXK1aBaHe | Kom Paa. N / J O I OJ—%y o

..................

Tarka 240 mg/4 mg modified-release tablets P e L

2. KAYECTBEH U KOJIMUMECTBEH CHCTAB

Bcesaka asycinoiiHa TabneTka ¢ KSMEHEHO 0CBOOOXK1aBaHe ChAbpia CbOTBETHO:
BepanamunoB xuapoxnopun (verapamil hydrochloride) 240 mg u Tpanponanpun (trandolapril) 4 mg

[TomMo1HHM BeLECTBA C U3BECTHO ACHCTBUE:
Bcesika apycnoiiHa Tabnerka ¢ uaMeHeHO ocBoboxaaBaHe chabpxka 110,37 mg nakroza MOHOXHpAT.

Bceska asycnoina Tabnerka ¢ 13MeHeHO 0cBOOOK1aBaHe chabpka 37,3 mg HaTpHIA.

3a IMBJIHUA CITUCHK HA MOMOILIHUTE BElleCcTBa BUKTE ToUka 6.1.

3. JIEKAPCTBEHA ®OPMA

Tabnerka ¢ U3MEeHEHO OCBOOOK1aBaHEe

Tapka 240 mg/4 mg TabneTku ¢ u3MeHeHO ocBoOOKAaBaHe, kKasiBO-4epPBEHH Ha LIBAT, ¢ oBasiHa dopmMa,
rpaBdpanu ¢ ‘244’ ot eaHaTa cTpaHa.

4. KJIMHHUYHU JAHHHU

4.1 TepaneBTHYHH NOKAa3aHHSA
Tapka e noka3zaH 3a Jle4eHHE HA €CEHLIMAIHA XMIIEPTOHHSA MPH NMALMEHTH, YUETO KPbBHO HAJIAraHe e
HOPMAaJIU3UPAHO C OTAETHUTE AKTUBHU BELIECTBA B CHLLOTO OTHOLLIEHHE HA 103U WJIH MPH MaLMEeHTH,

YUETO KPBbBHO HANATraHE HC € aICKBATHO KOHTPOJIUPAHO € TpaHA0J1allpHJ1 HJIK BEpallaMHJI MOHOTCPAITHA.

4.2 J03HpOBKA H HAYHH HA NMPHJIOKEHHE
3a nepopajiHO NpPHII0KEHHE.

Bb3pacTHU NALUEHTH:
OOunyaiiHaTa J03UPOBKA € e/lHa TabseTKa AHEBHO.

CneuunanHy nonyaauum

[leouampuuna nonynayus
be3zonacHocTTa M epeKTHBHOCTTA HAa Tapka npu aela U IOHOLIH BCE OLIE HE € ycTaHOBeHa. Cie10BaTe/IHO
ynorpebara He ce npenopbyBa B Ta34 Bb3pacToOBa rpyna.

llayuenmu 6 cmapyecka év3pacm

Tapka e npoyuBaH 1npu orpaHd4eH OpoH NaLMeHTH B CTapyecka Bb3pacT C XMITEPTOHHS.
dapmMaKkOKMHETHYHHTE JAHHHU MOKA3BaT, Y€ CUCTEMHAaTa OMOHAJIMYHOCT NMPH NALUEHTHUTE
Bb3PACT € MO-BUCOKA B CPABHEHHE C Ta3Hu MPHU MO-MJIAJAUTE XHNIEPTOHULM. HAKOM nauueH
Bb3PACT MOXKE J1a NMPOABAT NO-U3siBeH e(eKT Ha HaMaJIsBaHE Ha KPbBHOTO HaJIAraHe B Cp

(Bx. Toukn 4.3,4.4,4.5u5.1).




HauuH Ha npuaoxkeHUe
TabneTkure Tpadea Aa O6bAAT MOrBIHATH LENH, HAl-A00pe CYTPUH C BOAA U cile]] HaXpaHBaHe.

4.3 IIpoTHBONOKAZAHNSA

Tapka e npoTUBONOKA3aHA NIPHK:

* CBpBX4YBCTBHTEIIHOCT KbM AKTMBHUTE BELECTBA WIH HAKOE OT MOMOILHHMTE BellecTBa H30POEHH B
TouKa 6.1

. Ynotpeba npu AeLia ¥ 10HOWH (<18 roauHH)

J [TaieHTH, KOUTO €AHOBPEMEHHO CE€ JIEKYBAT C HHTPABEHO3€EH [3-aZIpeHOPELIENTOPEH aHTATOHUCT

(o M3KITIOUEHUE B UHTEH3UBHO OTAE/IEHUE)

[Topany akTHBHOTO BELIECTBO BeparnaMuioB XHApOXnopu, Tapka e npoTHBONOKa3aHa Mpu:

. KapaHoreHeH 1ok

. AV-6nok II unu 11l crened (¢ uskmoueHHe Npu NaUUEHTH ¢ PYHKLIHOHHMPALL U3KYCTBEH
nercMenKDp)

. CuHgpoM Ha OOTHHMA CHHYCOB 8B3€1 (¢ M3KIIOYEHHE HA NALMEeHTH ¢ PYHKLIMOHHUPALL
H3KYCTBEH reicMeKbD)

o CobpaedHa HEAOCTATBYHOCT ¢ HaMalIeHa PpaKlUa HA U3TIACKBaHE NMo-HUCKa oT 35% n/unu
6enoapoOHO BKIMHEHO HanaraHe Haa 20 mmHg

. [IpenchpaHO MBKOEHE/TpEITTEHe, TPH HATHYKE HA AOMBIHUTENIEH POBOACH ITHT (HAarp.

WPW-cungpoMm, Lown-Ganong-Levine cuHapoM). Te3n nalMeHTH ca UITOMKEHH Ha PHMCK OT
pa3sBHTHE HA KAMEPHA TAXHAPHTMMS BKJIFOUMMTE/IHO KAMEPHO MBXKAEHE, aKO Ce NPUI0XKH
BEpanaMHIOB XHAPOXJIOpHI

. Kom6uHauua ¢ vpabpanun (Bx. Touka 4.5 “B3aumMoncicTBUe ¢ ApPYTH JIEKapCTBEHH NMPOAYKTH H
apyru opMu Ha B3IaUMOACHCTBHE )

[Topagy aKkTHBHOTO BELLECTBO TpaHAONanpui, Tapka e NpOTHBOIIOKA3aHAa MpU:

. AHaMHe3a 3a aHrHoeleM, CBBP3aH ¢ npuaokeHueTo Ha ACE-uHxuburop

° HacneacTeeH/uauonaTuiueH aHruoeaeM

. BTropu u TpeTH TpUMecThbP Ha OpemMeHHOCTTA (BbkTe TOuKa 4.4 “CrnieunaliHi npeaynpe)xaeHus 1
npearnasHy MEpKHU NpH ynorpeda” U Touka 4.6 “Meprunurer, SPEMEHHOCT U KbPMEHE™)

° Texko 6B0peuno yepexaane (KpeaTHHHHOB KIBpBHC < 30 ml/min)

° Juanuza

. EnnospeMeHHaTa ynorpeda Ha Tapka ¢ aluCKUpEeH—ChABPXKALUH JIEKAPCTBEHH MPOIYKTH €

NPOTHBONOKA3aHa NpH NaLMEHTH ¢he 3axapeH avaber wnu 61B6peuno yspexaane (GFR < 60
ml/min/1,73m?) (x. Touxn 4.5 ,,B3aumoaciicTBUe ¢ ApYTrH JEKAPCTBEHHU NPOAYKTU H APYTH
¢opMH Ha B3auMoaeHcTBue U 5.1 ,,DapMakoAMHAMHYHH CBOHCTBA™)

. UepHoapobHa uuposa ¢ acuur

° EnHoBpeMeHnHa ynotpeba cbe cakyOuTpun/pancaprad. Tapka He TpaOBa Aa ce 3aroyBa no-paHo
oT 36 yaca cnen nocienHara gosza cakyburpun/sancaprat (Bx. Touku 4.4 u 4.5).

4.4 CoenHaJHu NpeAynpexIcHHS H NPpeINa3HA MepKH npu ynotTpeda
ITopadu axmuenomo eewecmeo mpanooaanpun, caeoHume npedynpesicoenus ce omuacam 3a Iapxa.

AHruoeneM
Tpanaonanpui MOXe a NIPU4YHHY aHTUOedEM, KOETO BKJIIOYBA [NOAYBaHE HA JHULETO, KpatHHULIUT
rnotuca Wuinn napuakca. 3a ACE-HHXuOUTOpHTE € NoKa3aHo, Y& NPHYUHABAT M0-BUCOKA YECT
aHruoezeM MpH appoaMepUKaHLH, OTKOJIKOTO MPH MaUHEHTH ¢ He-appoaMepUKaHCKH npom}-cgi
o,
HMHTecTHHANEH aHTHOEAEM ChLIO € ChOOIUAaBaH pH NaLMEeHTH JIEKYBaHU € ACE-HquﬁuTGPE
TpAOBa fa ce UMa NMPEABUA NPH NALMEHTH Ha JICUEHHUE C TPAHRONANPHI, KOUTO NOMYUAT KOpPE)
(c wiu Ge3 rageHe WK MOBPBILAHE). \




[TauueHTH ¢ aHTrMOHEBPOTHYEH OTOK TpAOBa He3a0aBHO 1a NPEYCTAHOBAT TEpaNMUATa ¢ TPAHAONANPHI U
na Obpgar HabMmoagaBaHU [0 OT3BY4YaBaHE HA OTOKA,

AHTHOHEBPOTHMEH OTOK Ha JIMLETO OOMKHOBEHO OT3BY4aBa CNOHTAHHO. OTOK He CaMO Ha JIMLETO, HO H
Ha rJoTHca MOXe aa 6bae XXKMBOTO-3acTpallaBalll Nnopajay pUcKa OT 3anyliBaHe Ha AUXATE/HKTE NBTHILA.
AHTHOHEBPOTHYEH OTOK Ha €3MKa, [VIOTHCA WK JapHHKca Hanara Heza®aBHO NOAKOXKHO NpHIIaraHe Ha
0,3-0,5 ml pasteop Ha aapenanuH (1:1 000) 3aeaHO ¢ ApYrU TepaneBTHYHU MEPKH, KOMTO Ca MOJAXOAALIH.

ConsrerBautata ynorpeda Ha ACE unxufuropu cbe cakyOUTpu/BasicapTaH € NpOTHBOIIOKA3aHA MOpajH
MOBULLEHHUA PUCK OT aHrHoeAeM. JleueHue ¢b cakyOUTpWI/ BasicapTaH He TpabBa 1a ce 3ano4Ba mo-paHo
oT 36 yaca cnen nocjieaHara Ao3a Tpasaonanpwi. JleueHue ¢ TpaHaonanpun He TpadBpa aa ce 3ano4usa ro-
paHo ot 36 yaca cnep nocaeaHaTa no3a cakyourpwi/sancaprad (Bx. ToukH 4.3 u 4.5).

CrrereTBalara ynorpeta Ha ACE uuxuburopu ¢ pauekanotpun, mTOR unxuburopu (Hanp.
CHPOJIMMYC, €BEPONUMYC, TEMCHPOIMMYC) ¥ BUIZAMTMITTHH MOXKE Aa AOBEAE A0 NOBHUIEH PHUCK OT
aHrvoeaeM (Hanp. OTOK Ha AMXaTeJTHUTE ITHTHLLIA HIH €3UKa, ChC WiH 6e3 HapyllieHHe Ha AHIaHeTo) (BiK.
Touka 4.5). HeobxoauMo € aa ce noaXoAMN ¢ NOBHIIEHO BHUMAHHKE, KOTATO ¢€ 3ar04Ba JIeueHHe ¢
pauekanorpuwi, mTOR uHxuburopu (Hanp. CHpPONMMYC, €BEPONHUMYC, TEMCHPOIIHMYC) U BHIIAATIHITTHH
npy NaLMEHT, KoiTo Beue npueMa ACE unxuburop.

[JalmeHTH ¢ peHOBACKYIapHa XUNEPTOHUA

ACE-unxubrropure Morar za 6b4aT H3NOA3BaHH AO TIPHUIaraHe Ha NpoLEAYpa 3a U3NeKyBaHe Ha
PEHOBACKY/1apHATA XMIIEPTOHUSA MU B CIyYaH, Ye npoleaypara He MOxke fa 6bae u3BbpiueHa. PUCKBT oT
TEXKKA apTepraiHa XUMOTOHHA H OBOpeyHa HENOCTATBYHOCT € YBEIM4EH, KOraTO MatueHTH ¢
npeAulecTallla eJHOCTPaHHA WIH ABYCTpaHHA cTeHo3a Ha ObOpeuHara aprepus ca Ha Tepanus ¢ ACE-
MHXHOUTOpH. JJHypeTulMTe MOXKe 1a yBeAuyaT pucka AONBAHUTENHO. BIOUHTENHO OIpH Manky
NPOMEHH B CEPYMHHA KpeaTUHMH MOXKe Aa uma 3aryfa Ha 6b6peuna QyHkIMS NOpH NPH NALKEHTH C
eAHOCTpaHHa creHo3a Ha OB0peuHara aptepus. IIpu Te3u nauueHTH neyenueTo Tpadea na 6nae
3aMOYHATO ¢ HHCKK 03H, C MOCTENSHHO TUTPHpaHe Ha 03aTa B OONHUYHH YCAOBHA NOA NMOCTOSAHHO
MeAMLIMHCKO HabmoaeHHe. JJuypeTutHara Tepanus TpabBa na Ob/e cripsHa M 1a c€ MOHUTOPHPAT B
HauaJIHUTE CeAMULM Ha NedyeHHeTo OpbpeuHaTa QyHKUUS U CEPYMHHA KaTHA.

bsOpeyHO YBpeHkKIaHe
IIpy naiMeHTH ¢ KPEaTHHHHOB KAMPBLHC noa 30 ml/min MOXe Aa ce HaNOXKMU HaMaNlABaHE Ha [103aTa Ha

Tpangonanpui. OlLeHKaTa Ha MauYeHTH ¢ XHMEepTOHUA Tpa0Ba BUHATM a BKJIIOUBA OLIEHKA Ha
OpbpevHaTa QyHKLHA.

[Tpu nauseHTH ¢ OB0pEHA HEAOCTATHUHOCT, 3aCTOHHA CHPASYHA HEAOCTATHYHOCT WM IBYCTpaHHA
CTeHO3a Ha OpOpeuHaTa apTepHs, WK eJHOCTPaHHA CTEHO3a Ha 6b0peyuHaTa apTepHs NpH JIHLA C
eIMHCTBeH ¢yHKUHOHMpall 6s6pek (Hanp. naluMeHTH ¢ TpaHcIulaHTUpaH O0b0peK) ChLUECTBYBA PHCK OT
yBpexaaHe Ha 6p0OpeunaTa QyHkupsa. [IpH HAKOH MALIMEHTH ¢ XHMIIEPTOHUA, KOHUTO ca 6e3 Buaumo
npeaxoxaaiio 6s0peuHo 3abonaBaHe, MOXKE 11a Ce€ TMOBHILM YPEATA B KPBBTA H CEPYMHHUS KPEAaTHHHUH,

KOraToO TpaHAOOJIanpuJi €€ npueMa €¢JHOBPCMCHHO € THYPCTHK.

[IpoTennypus
[TpoTennypus Moxe aa ce nosBM, ocobeHO NpH MaUuMeHTH ChC ChILECTBYBALIO YBpexaaHe Ha ObOpeunara
(QYHKIMA WIM IPH OTHOCHTEIHO BUCOKHU 103U Ha ACE-unxuburopu.

JBoiino 6nokupaHe Ha peHHH-aHTHOTeH3HH-annocTepoHoraTa cuctema (PAAC)
Hma nannu, ye eaHoBpeMeHHaTta ynorpeda Ha ACE-unxuburopu, anruoreHsuH [-peuenropiu Snokepu
WITH aJIMCKUPEH MOBHLIABA PHCKA OT XHUITOTOHHKA, XHIIEPKATMEMHA 1 HaMaABaHe Ha Ob0peyHaTa
$yHKUHA (BKIIOUHTENHO ocTpa 6b0peuna HepocTaThuHOCT). [lopaau TOBA He Ce NPenopLYBA-ABOKRHO
bnoxupate Ha PAAC upe3 komOuHupaHaTa ynotpeba Ha ACE-uHxubutopu, auruorest oA No
peLenTOpHH O0Kepy WK anucKuped (BxK. TO4kH 4.5 1 5.1). » |
AKO ce NpeLeHH, ué TepanuiaTa ¢ ABOHHO B110KupaHe € abCoMOTHO HEOOX0AUMA, TQRaF AL AR MR IGE>
CaMo MoA HABGMIOEHHETO Ha CIIELMAIHCT H NIPH Y4€CTO BHUMATEHO MOHUTOPHpaHd HETERMENE T1<
G YHKLIA, €MEKTPONIHTHTE U KPBBHOTO HaJIAFaHe.




ACE-nHxuburopn n anrnorensut Il-peuenropHu 0nokepu He TpAbBa fa ce U3NOA3BAT €AHOBPEMEHHO
[pH NaUHEHTH ¢ AMabeTHa HedponaTHs.

CepyMeH Kaauit
ACE uHXubuTOpHTE MOTraT Aa NpeAN3BHKAT XHUIIEPKATHEMHS, Thil KATO HHXUOHUpPAT OCBOOOXKIaBAHETO Ha

anaoctepoH. EQexTsT OOMKHOBEHO He € 3Ha4YHTE/ACH NPU INALHEeHTH ¢ HopManHa 6s6peuna ¢yHKLKA.
[MTpyn nauvenTH ¢ Hapymena 6bu6peuHa pyHkLMs 06aue WHIH NIPH NAaLMEHTH, NPUEMALIH XPaHHTEHH
A00aBKH, ChbAbPKALIY KATUHA (BKIIIOYUTETHO 3aMECTUTE/H HA COMTA), KATHA-ChbXpaHABALH JHYPETHLIH,
TPUMETONPHM WIH KOTPHMOKCA30J1, U3BECTEH CHLIO KATO TPHMETONPUM/CYa(aMeTOKCa3on,  ocobeHo
AHTArOHHCTH Ha ANJOCTEPOHA WIHM aHMMOTEH3UH-PELIETTOPHHY ONOKEPH, MOXKe 1a Bh3HHKHE
xunepxanuemus. Kanvii-coxpanasamyre AMypeTULH U AaHTMOTEH3UH-penenTopHuTe On0kepu TpabBa na
ce MpPUJ1araT BHUMATENHO MpH nauneHTu, npuemawu ACE naxuburopu, KaTo CEpYMHHUAT Kanui 1
O0p0peunara pyHkuus TpaAOBa Aa ce mpocneadaBat (BxK. Touxa 4.5).

Kauinuyua
[To Bpeme Ha nedeHuero ¢ ACE-uaxuburop MOXe [1a ce NOABH CyXa W HEMPOAYKTHBHA KalLIMLA, KOATO

H34C3Ba CAcA IIPEKpaTABaHEC HA TCpanUATaA.

bpeMeHHOCT

Tepanua ¢ ACE-unxuburopu He TpabBa fa ce 3ano4sa no ppeMe Ha OpeMeHHOCT. OCBEH ako
npoab/okaBaHe Ha ne4eHUeTo ¢ ACE-MHXUOMTOPH HE ce CYMTa 3a KpaitHO HeoOX0aHMO, TeparniiTa Ha
NaLHeHTHTE, KOUTO TUIaHUpAaT 3abpeMeHsaBaHe, TpaOBa Aa ce CMEHU ¢ aITEPHATHBHH AHTHUXUIEPTEH3UBHH
JieKapCTBEHH NMPOAYKTH € A0Ka3aH npodun Ha 0e30nacHOCT npH yrnorpeda no Bpeme Ha OpeMEeHHOCT.
ITIpu ycraHossBaHe Ha OpeMeHHOCT neueHuero ¢ ACE-unxuburopu tpabea fa ce cnpe HezabaBHO M ako €
NOAXOAALIO 5ia ce 3alo4He aTepHaTUBHA Tepanus (BxkK. Touka 4.3 “IIporusonokasanms’ v Touka 4.6
“@epTUnnTeT, OPpEMEHHOCT U KbpMEHE™).

KbpmeHe
Ynorpebara Ha Tapka 110 BpeMe Ha KbEPMeEHe He ce npenopwpUBa (Bxk. Touka 4.6 “Deprunurer,
OpeMEHHOCT H KbpMEHE™).

CHMIOTOMATHYHA XUITOTOHUA

[Tpu nauHeHTH ¢ HEYCIKHEHA XHIIEpTOHUS € HabmogapaHa CUMIITOMATHYHA XUITOTOHUA Cliel
HayaJlHaTa 403a TpaHAoMaNpHi, KaKTO M Clefl MOBHILNABaHe Ha J03aTa Ha TpaHaoaanpun. Toga e no-
BEPOATHO 1A HACTHITH NIPH NMALMEHTH, KOUTO ca ¢ 00eMeH MITM CONERY ASPULMT OT MPOAB/KHUTENHA
JHypeTUYHa Tepanusi, OrpaHHYEHHE Ha CONTa B JMETATA, NALMEHTH HA AHaAIN3a, C JUapUA WIH
nospbuiane. CrneaoBaTenHo NMpH TE3M NaLUEHTH IHYpPEeTUYHATa Tepanus Tpadpa ga Ob1e cnpsaHa U
obeMHUAT WnunH conepy aepuiumt Tpsdsa na 6bae kopurupaH, npeau 3ano4BaHe Ha JICHCHHE C
TPaHZONATIPUI.

ATrpaHyJOUMTO3a H NTOTHCKAHE HA KOCTHHUA MO3BK
[Tpn nauuerTH, kouro ca npuemany ACE-nHxubutopH, ca HabmoaaBaHU arpaHyJoLMTO3a U NOTUCKAHE

Ha KOCTHHMA MO3IBK. M3reXaa pUCKBT 3a HEYTPOMEHHA € J030- U TUTIOBO-CBBP3aH U 3aBUCH OT
KIMHUYHUA CTATYC Ha MalMeHTa. Te3n peakunu ca OWIHM Mo-4eCTH NpH NMauueHTH ¢ 6BOpeuno
YBpexKIaHe, Hai-peue 11pH OonecT Ha CheIMHUTENHATa ThKaH. Benpeku ToBa ¢ He0OX0aMMO peaOBHO
npocneaspaHe Ha 6pod Ha HenuTe KpbBHH KJI€TKH U HUBATa Ha OeNThKa B YpHHATA IPH NALMEHTH ChC
ChA0Ba KonareHo3a (Hamp. JyIyc epUTeMaTo3yC U CKIepoaepMus), ocobeno ako Te3u sabonsapanug ca
CBbpP3aHH ¢ yBpeaeHa 6pbpeuna GyHKUMA U CHIIBTCTRALIA TEPATNHA ¢ KOPTHKOCTEPOHIH U
arTaMeTabonuTh. ToBa cECTOsIHUE € 0OpaTuMO ¢cien npekbeBade HAa ACE-unxuburopa.

AopTHa cTeH032/00CTPYKLIUSA Ha U3XOAALIHSA KPbBEH MOTOK
Tpanponanpun He TpsabBa Ra ce H3NOA3Ba NPH NALMEHTH C A0PTHA CTEHO3a MK ofcTp
W3XOAAIIHA KPbBEH MOTOK.,




YBpeneHa yepHoapobHa GyHKumMs

Tv# KaTo TpaHOOIANIPUI € IPEKYPCOP, KOHTO ce MeTtabonuiupa 40 HErOBUA aKTHBEH META0OJIHT B
uepHUd Apob, ocobeHo BHUMaHHe U CTPMKTHO MOHUTOPHpaHe TpsadBa ce npunara npH MaLHeHTH ¢

yBpeaeHa yepHoapobHa PyHKLMS.

Onepauna/AHecTe3ns
[Tpy mauueHTH NOAIOKEHH Ha XHPYPryuvHa OrepaLiis UK M0 BPpeME Ha aHECTE3HA ¢ JIEKapCTha

MPUYMHABALUM XUIIOTOHUA, TPAHIONATIPHI MOXKEe BTOPHYHO Ja O10kKpa o0pa3yBaHeTO Ha AaHFHOTEH3HH 11
BTOPUYHO HAa KOMITEHCATOPHOTO OCBOOOXK1aBaAHE Ha PEHHH.

JeceHcnOnnusams
AHaduiakTOWAHH peakUHH (B HAKOM ClTyYaH XXHBOTO-3aCTpalllaBallii) MOXe Jia CE Pa3BHAT NPH
MmaLMeHTH Ha nedenue ¢ ACE-unxuburop v enHoBpeMeHHa feCeHCHOWIH3ALIMA Cpelily )KHBOTHHCKH

OTPOBH,

LDL Adepesa
XKusoro-3acTpawasailiy aHadWIaKTOMAHM peakuuu ca HabnroxasaHu npy naudeHTd Ha LDL-adepesa,
KOHTO NpHeMAT 1o ¢bOTO BpeMe ACE-HHXUOUTOPH.

Ilopaou axmusromo geujecmeo gepanamui, CreoHume npeoynpexcoenus ce omuacam oo Tapxa:

OcTbp MHOKapEH HHDAPKT

[Topaau akTHBHOTO BELIECTBO BEparnamMiul Aa CE H3NO/3Ba ¢ NOBULLESHO BHUMAHHUE MPH MALMEHTH C OCTh]
MHOKapaeH HH(PApPKT ycnoxkHeH ¢ OpaguKapana, H3pa3eHa XMIIOTOHHA WIH JIEBOKAMepHA AUCYHKLIUA.

Cwpaeuen 650k / AV 6n0k I crenen / Bpanukapaus / Acucronus

Bepanamwios xuapoxaopun moeausea AV U SA spanHTe ¥ yaObDKaRa AV npoBogHOTO BpeMe. [la ce
H3MOJI3Ba C MTOBHINCHO BHHMAHKE, Thil KaTO PA3BHTHETO Ha BTOpA WM TpeTa cTreneH AV Onok
(npoTHBOMOKa3aHue) WK yHHQacLUUKynapeH, OudacuuKyaapeH Wik Tpudacuukynapet 6eapeH 610k
M3UCKBA CNMpaHe Ha CeJBallyTe 031 WM CIIUPaHe Ha BEparaMHiIOB XUAPOXJIOPHA M 3allouBaHe Ha
Apyra noaXoAsAlla Tepanus, ako ¢ HeoOXO0AHMO.

BepanamMuinos xaApoxJIopya nosiusea AV u SA BEIIMTE H pAAKO MOXKE a MPHUYMHH BTOpA WM TpeTa
crened AV 6nok, 6panukapaus U B KpaHy clyuan acHCToNus. ToBa € Mo-BeposATHO Ja HACTHITH MPH
MalMeHTH CbC CUHAPOM Ha OONHUA CHHYCOR Bhaen (bonect Ha SA BBL3ena), KOETO € MoO-4eCTO NpH
BB3PACTHH MAallHEeHTH.

ACHCTONHMATA MPH MAUMEHTH, KOWTO HAMAT CHHAPOM Ha OOJIHHA CUHYCOB BB3ej, OOHKHOBEHO € C KpaTKa
MPOXABDKHTENHOCT (HAKOJKO CEKYHAH HIIH M0-MANKO), CBC CIIOHTAHHO BpbllaHe KbM AV HOAAeH WK
HOpMAaneH CHHYCOB PHTBM. AKO TOBa He ce Cyud Obp30, TpaOBa He3abaBHO g ¢€ 3ano4He NOAXOAALLIO
neyeHne. Bioxre Touka 4.8 ,,Hexkenanu nekapCcTBEHH peakuMu .

bera-aapeHepruyny 6n0kepH

B3auMHO NMOTEHUHMpaHEe Ha ChPACUHO-CbAOBHTE edexTH (No-BHcoKa ¢TeneH AV 60K, 0-BHCOKa CTeneH
MOHIWKABaHE Ha CLPASYHATA YECTOTa, HHAYLIUpAHE Ha ChPACYHA HEAOCTATHYHOCT U MOTEHIUpaHe Ha
XHIOTOHMA). AcHuMnToMaTHuHA Opagukapans (36 yoapa/MUHyTa) ¢ NIpeachpAcH NeACMENKDBD €
HaOAOZaBaHa MpH MALMEHT IOJy4YaBalll €IHOBPEMEHHO OYHM Kanky TiMonon (Oera-aapeHepruueH
Onokep) H nepopaieH BepanaMUJIOB XUIPOXIOPHA.

EHFGKCPIH

AKO BepanaMmuJI ce rpunara e JHOBpeMEHHO ¢ AUMOKCHH, Aa Ce HaMall¥ 103aTa Ha ,unroxc RTE
Touka 4.5 ,,BzaumoneiicTBHA ¢ ApYrd JeKkapCcTBEHU NMPOAYKTH U Apyru dopMH Ha B3auMGAafferat




CopaeyHa HEAOCTATBYHOCT

[Topaau akTHBHOTO BELUECTBO BepanaMuil, IIalMeHTH ChC ChpAeUHa HEJOCTATBYHOCT C paKkLKs Ha
U3TIIaCKBaHEe No-BUCOKaA OT 35% Tpabea na 6bAAT B KOMIIEHCHPAHO CBCTOSHHE, NMpeAK 3aMoUuBaHe Ha
neuenue ¢ Tapka v TpaOBa na O6bAaT NeKyBaHU aACKBATHO [Ipe3 LIAJIOTO BpeME.

XHIIOTOHHA

[Ipyu HAKOHM NMALMEHTH, KOUTO BEUE MONMYUABAT AHYPETUYHO NeueHHE, 0CO0SHO aKo TOBA JIeYeHHeE €
3aMI0YHATO HACKOPO, CMaJaHeTO Ha KPBBHOTO HaATaHe MpH 3alovyBaHEe HA JICUSHHETO ¢ TPaHIOoNanpul
MOXe J1a ObJe MPEKaJeHO CHITHO U3pa3eHo.

HMG-CoA peaykrazHu MHXUOuTopH (,CTaTUHAU) ~ BHKTE TouKa 4.5 ,,BaauMoneiicTeue ¢ Apyry
JIEKAPCTBEHH MPOAYKTH U ApYTH POpMU Ha B3aUMOJEHCTBHE™.

HapyliieHusa Ha HEPBHO-MYCKYJHOTO NpeaaBaHe
3a0onapaHui, [IpH KOMTO € 3aCEerHaTo HEPBHO-MYCKYJIHOTO IipefasaHe (MHACTECHHA rPaBUC, CHHAPOM Ha
Lambert-Eaton, HanpeaHana MyckyinHa auctpodusa Ha JiomieH)

Apyrn

Crieuyaiuy NauHeHTCKH MOMYIAIHH
BezonacHocTra M epHKacHOCTTA Ha Tapka NpH AcLa B IOHOLLUHK BCE OLUE HE € YCTAHOBEHA. 3aTOBa

yrnorpedaTa B Ta3H BB3pacTOBa rpyna He ce Mpenophyba.

br6pevHo yBpekgaHe
Bbnpeku ye npH roJeMH CpaBHUTEHU NPOYYBAHUA € OKA3aHO, Y€ yBpeaeHaTa 6b0peuHa pyHKIIUS

HAMA e(eKT BpPXY (PapMaKOKMHETHKATA HAa BEPANaMWI IIPH ranueHTH ¢ OpbpevHa HEJOCTATBYHOCT B
KpaeH CTagui, HAKOJKO JOKIaOH 32 OTACIHH CJIy4ad NpeAnonarar, 4€ pepanaMuy TpaOBa a ce U3Mnoa3ea
BHUMATENHO U CbC CTPUKTHO MOHUTOPHPAHE NPH NALHEHTH ¢ yBpeacHa Obp0peuHa ¢ yHKIuA.

BepanaMuwi He MOXke Ja ObA€ OTCTPaHEH Upe3 XeMOoAuanu3a.

YepronpobHo yBpexXIaHe
Ha ce n3non3Ba ¢ NOBUILIEHO BHUMAHUE NPH CEPUO3HO YBpEAeHa YepHOAPOOHA PYHKLMA (BHXKTE CHIIO

TaKa TO4Ka ,, | epaneBTHYHH MOKa3aHUA" npu YepHOApoOHO yBpexKaaHe.

JlakTo3a
[TauueHTH ¢ peakH HacJeACTBEHH npoﬁnemu Ha raJakTo3Ha HEMOHOCHMOCT, IThJICH JIAKTa3€H ,uethuHT
WM [JIIOKO30-ralakTo3Ha Manabcopbuusa He TpﬂﬁBa a NpUeMar TOBa JICKApPCTBRO.

Hatpui
To3u nexapcTBeH NpoAyKT ¢babpxka 37,3 mg HaTpuil Ha TabjeTka, KOMTO ¢a eKBHBAJIEHTHH Ha 1,9% ot
NPEenoOpbYHTEIHUA MAKCUMATIEH HEeBEH NpHeM OT 2 g HaTpHid 3a BL3pacTeH.

4.5 B3aumogeiicTBHE € ApYrn neKapcTBeHH NPOAYKTH H ApYrH GopMH Ha B3anMoJeilicTBHE

B3auMopelicTBHATA C APYTH JIEKAPCTBEHHA NPOAYKTH MOTAT Ja Bb3HUKHAT B pe3YJ/ITaT Ha
dhapMaKkoAHHAMHYHO WIH (PapMaKOKHHETHYHO B3auMOJeiicTBMe HTH KOMOMHaLUs oT aABete. B cnyuanre,
KOraTo ¢hbOMTHATA Ca CBBP3aHH KAaKTO ¢ papMakOAMHAMMUHH, TaKa U ¢ apMaKOKMHETUYHH
B3aMMOACHCTBHA, CA NIOCOYCHH MPENMPATKH KbM CHOTBETHHA pPa3acl.

Kom6uHauun, KOUTO He ce penopbUbaT

HHXHOHTOPH ChC caKyOUTpH/BaNcapTaH € NPOTHUBONOKA3aHa, Thi KATO TOBA YBf
4
aHruoenemM (Bx. Toukd 4.3 1 4.4). r




Eonospemennama ynompeba na ACE-unxubumopu ¢ payexadompun, mTOR unxubumopu (nanp.
CUPORUMYC, €BEPOAUMYC, MEMCUPORUMYC) U BUAOG2AUNMUH MOXKE 1A IOBEJe 0 MOBUILEH PUCK OT
aHroeacM (BXK. Touka 4.4).

Kanuti-cvxpanasaiyu ouypemuyu, Xxpanumennu 006aexu, CoObPICauU KA wiu kanui-
cvOBpIICAU 3aMecmument Ha coama: Boiipekd ve cepyMHHAT KaJtMii 0OMKHOBEHO OCTaBa B
paMKUTEe Ha HOPMaJIHHWTE MpaHULM, MPH HAKOU NIALIMEHTH, TeKyBaHu ¢ Tapka, MO)Ke 1a Bb3HHKHE
XHIIEpKaTHeMHs. Y NoTpebaTa Ha KaNHiA-CEXpaHABALUM AHYPETHLIM (HANp. CITMPOHOJAKTOH,
TPHAMTEpPEH WK aMIWIOPHA), XPAHHUTENHH N00aBKH, ChABMKALLK KATHH WM KANWH-CBIbPXKALLH
3aMECTUTEIH Ha COJITA MOXE JIa IOBEAE 10 3HAYMTEIHO NOBHIIICHHE Ha cepyMHHA Kanuii. Tpadea
CBILIO Aa ¢€ BHMMAaBa, Korato Tapka ce npuiara ¢AHOBPEMEHHO C APYrd CpeACTBa, KOUTO
MOBHLLIABAT CEPYMHHA KaJIHUH, KATO HaMp. TPHMETONMPUM H KOTPUMOKCA301
(TpMeTonpumM/cyndamMeToKkcason), ThH KaTO € M3BECTHO, e TPUMETONPHUM ASHCTEA KaTO KanHii-
ChXpaHABall AMYPETHK NoAo0HO HA amunopul. [lopaan Tora He ce npenopsyBa KOMOHHHPAHETO
Ha Tapka c ropecrioMeHaTHTe JIeKapcTBa. AKO € nokKa3aHa ChITETCTBALLA ynoTpeba, Te Tpsbsa aa
C€ W3MOJ3BAT C MOBHIIICHO BHUMAHHKE H MPH YECTO Npoc/ieAsBaHe HA CEPYMHHS KaJTHH.

Huxnocnopun: Ilpu cenbreTBalla ynorpeda Ha ACE-UHXUOUTOPH ¢ LIMKIIOCTIOPHH MOXKE Aa
Bb3HUKHE xunepxanueMmus. Ilpernopsusa ce npocyieasBaHe Ha CEPYMHHSA KalUH.

Xenapun: [1pu cembTeTBamia ynorpeba Ha ACE-uHXUOUTOPH ¢ XenapHH MOKe 1a Bb3HUKHE
xunepkanuemus. [Ipenopwusa ce npocnenssaHe Ha CepyMHHA Kanuii.

Anzuomenzun I peyenmopnu 6noxkepu unu aruckupen: JJaHHH OT KIIMHUYHU NIPOYYBAHHA
NMOKa3Bar, ye ABOHHOTO B/10KMpaHe Ha peHHH-aHTHMOTEeH3IMH-angocTepoHosaTta cucreMa (PAAC)
ype3 koMOuHUpaHaTa ynotpedba Ha ACE-unxuburopu, anruorenaut Il-peuentopuu 6noxkepu unu
aJINCKHPEH Ce CBBP3BA C MO-BHCOKA YECTOTA HAa HEXeNaHu CHOMTHS, KaTO HANPHMEpP XHUIIOTOHMA,
XHepKaiMeMua H HamanasaHe Ha 60peuHaTa QyHKLMA (BKTHOYKHTENHO ocTpa Os0peuna
HeAOCTATLYHOCT), B CpaBHEHHe ¢ ynoTpebara caMo Ha €HO JIeKapcTBO, AeiicTeaio sbpxy PAAC

(Bx. ToukH 4.3,4.4 1 5.1).

Hanmponen: He ce npenopnusa efHOBpeMeHHATa ynotpeda Ha BepanaMm ¢ JaHTPOJIEH.

Heabpaoun: EanoBpemMeHHaTa ynotpeba ¢ usabpaguH e nNpoTHBONOKa3aHa ropagu

JOMBJAHHTENHNA edeKT Ha MTOHIDKABaHE HA ChPAEUYHATA YECTOTA Ha BepanaMun CripaMo
uBabpanux (BK. Touka 4.3).

HIV anmusupycnu nexapcmeenu npooykmu. 11lopagu MetabonuTHUA MHXUOMpALL [MOTEHLMAN Ha
HakOH oT HIV aHTHBUpPYCHHTE JieKAPCTBEHH NPOAYKTH KATO PUTOHABUP, MUTA3MEHHUTE
KOHLIEHTpallM{ Ha BEparnaMun Morar Aa ce nopuuar. Heob6xoauMo e noBHillIeHO BHUMaHHE WM
HaMalIiBaHE RO3aTa Ha BEpanaMmil.

JTumuti: ima ¢cpOOLICHUA KAaKTO 3a YBEJNIMYEHHE, TAKA M 3a HaMaJIdBaHe Ha e(eKTHTe Ha NTHTHIA,
M3MI0JI3RaH €IHOBPEMEHHO ¢ BepanaMuil. EnHoBpeMeHHOTO npunoxeHHe Ha ACE-uHxuburopu ¢
JUTHHA MOXe ia HaMaJTM eKCKpeLuaTa Ha nuTHil. CepyMHHUTE HHMBA Ha AUTHH TpabBa fa ce
Habmogaeat 4eCcTO (BXK. To4Ka 4.4).

Humpasenoanume bema-broxepu He TpabBa na ce npuiarart no BpeMe Ha JieueHue ¢ Tapka (Bixk.
Touka 4.3). KoMOuHaumaTa Ha Bepanamun ¢ 6eta-0okep MOXe 18 MPUUHHU TEXKO HapyLISHHUE
Ha AV npoBOAMMOCTTA, KOETO B HAKOM CIydad MOXKe [a JOBEAE OO0 Texkka Spagukapaus:

CepHO3Ha KapAHOJENpeCcHs ChIO MOXKeE Ja Bb3HUKHE.

Koaxuyun e cyberpar kakro Ha CYP3A, Taka u Ha e(IyKCHHA TpaHCNopTep,
(P-gp). UaBecTHO ¢, ue BepanaMui HHxHOupa CYP3A u P-gp. Koraro Bepan
npunarar 3aeHo, HHXubMpanero Ha P-gp w/unu CYP3A ort BepanaMun MOX
NOBULIEHA EKCITO3ULIMA Ha KONXULUUH. KoMOHMHUpaHaTa ynoTpeda He ce npe

7




- Inamo: HUTpUTOMIHH peakuuM (CUMITTOMMTE BKIIIOYBAT 3a4EPBABAHE HA NULIETO, raJcHe,
MOBPBLUAHE M XHIIOTOHHA) €A JOKAAABAHU PAAKO IIPK MALMEHTH HA ICYEHUE ¢ HHOKEKLIHOHHO
asiato (HaTpHEB aypoTHOManart) H eqHoBpeMeHHa Tepanus ¢ ACE-uHXHOUTOp BKIIOYHTEIHO H
Tapka.

[Ipenna3zuu Mepku npy ynorpeda

- Anmuxunepmen3ugnu aexapcmeesy npooyxmu. TIOBHUILABAHE HA XUIIOTEH3UBHUA edekT Ha Tapka
(Bk. ,, DapMaKOKHHETHYHU B3aUMOJEHCTBUA C BepanaMmi™),

- Huypemuyu: NallMeHTUTE Ha JIEYEHHUE C AUYPETHULIM U 0CO0EHO Te3u ¢ 00EMEH W/ WIH coneB
AeHHULMT MOTaT a2 UMAT NPEKOMEPHO MOHWKABAHE HA KPBBHOTO HaNIAraHe cliejl 3arno4yBaHe Ha
Tepanud ¢ ACE-unxuburop. BxaMoxxHOCTTA 3a XUNIOTEH3UBHH edekTH MOXke Aa ObJe HamaneHa
ype3 NpeKpaTABaHe HA AHYPETHKA, Ype3 yBenuuaBaHe Ha 00eMa Wik rpHeMa Ha COJl NpeaH NpHeM
M ype3s 3aMoYBaHEe Ha Tepanua ¢ HUCKHU 2034, [To-HaTaTBIIHOTO yBenHUuaBaHe Ha ao3ara Tpabea aa
ce M3BBLPLUBA C MOBULIECHO BHUMaHHE,

- Anecmemuyu. Tapka MOXe [ja 3aCHJIM XMIIOTEH3UBHUTE €(DEKTH HA HAKOH AaHECTETUYHH
JIeKapCTBEHH MPOAYKTH.

- Haprxomuyu/anmuncuxomuyu: MOXE [1a C€ NOABH MOCTYPANHA XHITOTOHHA.

- Tpankeunanmu/anmudenpecanmu. KakTo MpH BCHYKHU aHTHXHINEPTEH3UBHH JIEKAPCTBA, HMa
MOBHILEH PHCK OT OPTOCTATHYHA XHIIOTOHHSA NMpH KoMOMHHpaHe Ha Tapka ¢ OCHOBHH
TPAHKBUJIAHTH WA aHTUIENPECaHTH, ChABPKALUY UMHITPAMHMH (BX. ,,DapMaKOKHHETHUHH
B3aMMOAENCTBHA C BepanaMun').

- Anonypuron, yumocmamuunu Ul UMYHOCYNPECUBHU ReKapCMEeHu NPoOYKMu, CucCmemMHu
KOpmMuKoCcmepouou wiu npoxausamuo. AHOBPEeMeHHOTO npunoxernne ¢ ACE-unxuburopu Moxe
na noseae A0 MOBULIEH PHUCK OT NeBkoneHus (Bx. ,,DapMakOKHHETUUHH B3aUMOAEHCTBHA C
BEpanamun‘).

- Kapouoodenpecugnu rexapcmaernu npodykmu. eIHOBpeMeHHaTa ynotpeba Ha BepanaMui u

KapAHOAENPECHBHH JIEKAPCTBA, T.€. JEKAPCTBEHM MPOLYKTH, KOUTO HHXHOHPAT reHEpUPAHETO U
MPOBEXAAHETO Ha ChpAedeH UMNyJc (Hanp. OeTa-aapeHepruuHu OJI0OKepH, AHTHAPUTMHYHH
NeKapCTBEHHK CPEACTBA, HHXAIALMOHHH aHECTETHLIM), MOTAT Ja NpeAH3BUKAT HEXEIaTCNHH

anuTUBHU edeKTH (BXK. ,,DapMakOKMHETHYHH B3aUMOAEHCTBHA ¢ BepanaMun‘).

- Xunuoun: eIHOBpeMeHHaTa yrnoTpeba Ha XMHMAKHH U NepopaneH BepariaMwi NPy NaLHeHTH ¢
xuneprpoduyHa (00CTPYKTHBHA) KADAUOMHONATHA € JOBENA 10 XUNIOTOHUA M BemoapobeH oTok
B MalTbK Opoit cnyuyau (Bx. ,,DapMaAKOKUHETHUYHH B3aUMO/CICTBHIA ¢ BepanaMun®),

- Huzoxcun u ouzumoxcun. Cro0llaBa ce, 4ye €QHOBPEMEHHATA yroTpeba Ha AMIOKCHH U
BepanaMun Boau 20 S0-75% no-BHCOKH INa3zMEeHH KOHLICHTPaLlHH Ha IMIOKCHH, KOETO U3HCKBA
HaMaifBaHe Ha 103aTa Ha JUrOKCHH U JHTHTOKCHH. BepanamMun ¢sll0 € nokasal, 4y&¢ HaMajsapa
oOuns TeneceH KIHPHHC U U3BbHPEHATHHA KIIMPBHC HA UMMTOKCHH CBOTBETHO ¢ 27% u 29%
(BxK. ,,PapMaKOKHHETHYHH B3aHUMOACHCTBUA C BepanaMumn').

- Habuzampan: OvakBa ce eTHOBPEMEHHOTO MPIIOKEHHE Ha BepanaMu ¢ Jaburatpaiadaonee
10 MOBHLLECHH MJIA3MEHH KOHLICHTpalMH Ha naburatpaHd. TpadBa 1a ce¢ BHUMaBa#C
KbpBeHe. KoraTto eqHOBpeMeHHO ¢ naburatpal erekcunat (150 mg) ce npun e &
BepanaMun, Cnax ¥ AUC Ha naburaTtpaH ce yBenH4aBaT, HO BeIMUMHATA Ha 73
pa3in4aBa B 3aBUCHMOCT OT BPEMETO Ha NPUIOoKEHHe U ChCTaBa Ha Bepanan 13
Ha naburaTpaH ce NOBMLIABA NPy npunarate Ha 240 mg Bepanamui ¢ yab e
(yBenuuapaHe Ha Cuax ¢ OkONo 30% u AUC ¢ okono 70%).
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[IpenopnuBa ce CTPUKTHO KIHHHYHO HadmoaeHHe, KOraTo BepanaMui ¢e KoMOMHMpa ¢
naburaTpaH eTeKCWIAT W Hail-Beue NpH NOoSBa Ha KbpBEHE, 0COOEHO NMpPH NALUMEeHTH C 1EKO 10
yMepeHo ObOpeuHO yBpexKaaHe.

Lpyeu oupexmnu nepopannu anmuxoazyranmu (DOACs): CuctemHaTa OMOHAIMMHOCT Ha
DOACS, xouTo ca cyberpary 3a Pgp w/win Merabonusupanu ot Cyp 3A4, ce ouakBa aa ce
YBEIHYH [PH €AHOBPEMEHHO NPHIIOXKEHHE Ha BepanaMuil. JaHHUTE Npearnosiarar Bb3MOXHO
YBeIHYaBaHe Ha PHUCKa OT KbpBeHe, 0cODEHO NpPH MALIMEHTH ¢ APYTH PUCKOBH (dakTopu. Moxe aa
ce HanoXxH aa ce Hamanu go3ata DOACs npu eAHOBPEMEHHO MPUITOXKEHHE C BepanaMu (BHKre
yKa3saHHATA 38 A03UpaHe B NpoaykToBaTa nadopmMatiua Ha DOAC).

Myckynnu penaxcasmu. €PEKTHT OT MYCKYJIHHTE PEIaKCaHTH (KaTO HEpBHO-MYCKYJIHH OJI0KepH)
MOKE 1a C€ 3aCHIIH.

Jla ce nMa mpeABHA

DapMaKQOKMHETUHHH B3aHMOICHCTBHA ¢ BepanaMuil:

Hecmepouonu npomusosvananumennu cpeocmea (HCIIBC). KakTo npy BCHUKH
aHTUXHnepTeH3usHU Jekapersa, HCIIBC (BKAIOYUTENHO aleTWICATULIIOBA KMCENTUHA
M3MO3BAHA B MO-BUCOKH J03M KAaTO NPOTUBOBB3MATUTENHO JIEKAPCTBO, HaMp. 3a ob/iekyaBaHe Ha
Oonka) MOXe A2 MOHMXKAT AHTUXHUNEPTEH3UBHUTE eDEKTHU HA TpaHRoaanpun. MoHHTOpHpaHeTO
Ha KPBBHOTO HanaraHe Tpabsa aa 6bae 3acaneHo, koratro HCIIBC ce pobaeaT wnu crnupar npu
MalLMeHT, JeKyBaH ¢ Tpangonanpui. OceeH Tosa € onucaHo, ye HCIIBC u ACE-unxuburopu
OKa3BaT aMTHBEH edeKT BhPXy HOBULIEHHETO Ha CepyYMHHUS Kanuii, kato 6bbpeuHaTa ¢pyHKUMA
MoXe fia Obae HaManeHa. Te3u edexTd ca Nno MPUHUKI 0OpaTHMU U HACTBINBAT 0COOEHO rpH
NaLMeHTH ¢ KoMnpoMeTupaHa 6s0peuna GpyHkuus.

HCIIBC BKAKOUYHTETHO aLETWICAIMLIWIOBA KHCENIMHA, OCBEH aKO alleTHICATHIIMIOBA KUCeNHHa
HE Ce M3MO0M3Ba B MO-HUCKM A03M KaTo HHXMOHTOP Ha TpoMOOLMTHATA arperauus, Tpadea aa ce
n36arear ¢ ACE-HHXHOUTOPH NpH NaLMEHTH CBC ChPAEYHA HEAOCTATHYHOCT. EAHOBpEeMEeHHATA
ynoTpeba Ha aleTHICAIMIIIOBA KHCE/IMHA C BepanaMHua MOXKe Jia 3aCHIH CTPAHUYHHTE e(eKTH
Ha aLeTHICANKLMIOBA KUCEHHA (MOXKe J1a IOBULIM PUCKA OT KbPBEHE).

Anmuayuou. Morat fa Hamanat ouoHaTuuHOCT HA ACE-uHxuburtopure.

CumnamomMumemuyu:. MOTaT Ja HAMaNAT aHTuXunepreHansHure edpexry Ha ACE-uHxuburopure;
nauMeHTsT TpAOBa Aa Obae BHUMATENHO HAOAIOAABAH, 34 /1a cé NOTBLP/AU, Ue ce NMoy4dasa
YKENAHUAT €PEKT.

Anxoxon: ETAaHOABT 3aCHIBa XHITOTEH3MBHUS edeKT Ha Tapka.

Anmuouabemnu aexapcmea: MOXe 1a € HeoOX0AUMO KOpUrupaHe Ha A03aTa Ha aHTUaAHabeTHUTe
JeKapcTBa WM Ha Tapka B onpeeneHH ciiyva, 0co6eHO B HAYallOoTO HA TepanuaTa rnopaau
MOBHLICHO HAMATABAHE HA KPBbBHATA MOKO3a (BX. Touka 4.4).

Memgpopmun: ERHOBPEMEHHOTO NPWIMKEHHE HA BepanaMui ¢ MeTHOPMHH MOXE Aa HaMAaJlM
e(hHKacHOCTTA Ha METGOPMHH.

mIOR uuxubumopu (vanp. cUpoauMyc, e6epoauUMyC, meMCcUpoOaUMyc). NalueHTHTE, TPHEMALLH
chmbTeTBalla Tepannd ¢ mTOR uHXUOHTOPH, MOrar Aa 6BbAaT H3AKEHH HA MOBHILEH PHUCK OT
aHrHoeAeM (Bxk. Touka 4.4).

In vitro metabonurHrTe U3CIeIBAHMSA NIOKA3BAT, e BepanaMil ce MeTaboausupa 'ri .
CYP3A4, CYP1A2, CYP2CSE, CYP2C9 u CYP2C18. BepanaMui ¢ H3BeCTEH HHXHOF
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eHzumuTe U P-gp. Crobyapa ce 3a KINMHMYHO 3HAYHMH B3auMoaeHCTBUA ¢ HHXUOUTOpU Ha CYP3 A4,
NpUYKMHABALIK MOBUIIABAHE Ha IU1A3MEHUTE HUBA Ha BepanaMmiul, 1okato HHAYKTopute Ha CYP3A4
MPUYMHABAT MOHMXKABAHE Ha IIA3MEHWTE HUBA HA BEpPanaMui, ropaaH KOeTo nalpmeHTHTe Tpabea Aa
ObaaT HabmoRaBaHH 3a JIEKAPCTBEHHM B3auMOAEHCTBHA. EAHOBPEMEHHOTO NMPUNOKEHHE HA BepanaMii H
nexapcrso, MetabonuznpaHo ocHOBHO 0T CYP3 A4 nunu e cyGerpar Ha P-gp, Moxke na 6bae cBBp3aHO C
NMOBMLIZBAHE HA KOHLUEHTPALMHUTE Ha JieKapCTBOTO, KOETO MOXKE Aa YBEJMYHM HIH YIb/UKU KAKTO
TepaneBTHUHNTE, TAKA M HEXKEJIAHUTE JIeKapCTBEHH peaKLiMK Ha ChITBTCTRALLOTO JekapeTso. [IpHMepu 3a
TAKMBA B3aMMOJCHCTBHUA ca.

a) Bepanamun MOxe Aa MOBULIY MIA3MEHUTE KOHLICHTPALIHH Ha:

- armMompunman, Oycnupon, kapbamaszenun, YUKA0CNOPUH, OUZOKCUH, OUSUIMOKCUH, OUPDEKMHU
nepopanHu aimuxoazyaaumu (nanpumep oabuzampan, pusapoxcaban), doxcopybuyun,
egeponuMyc, eaubypuo (enubenxaamud), UMURPAMUH, MEMONPONOA, MUOA30AAM, NPA303UH,
NPONPAaHOAON, XUHUOUH, CUDOAUMYC, MAKPOAUMYC, MEPA303UH U meouauH, ¢ KOETO ce
YBENH4YaBa PUCKA OT TOKCUYHOCT OT TE3H CheOHHEHHS. AKO € MoaXxoaaLo, Tpabea aa ce obMUCTH
KOPHIHpaHe Ha 103aTa WK ACNBJIHUTENHO HabMoaeHHe Ha IUTA3MEHHUTE KOHUEHTPAaLHH.

- HMG-CoA pedyxmasnuu unxubumopu: Crobluapa ce 3a OBULLIABAHE HA CEPYMHATA €KCITO3HIIUA
Ha cuMBacTaTHH (MeTabonuaupad ot CYP3A4), xorato ce npunara eJHOBpEMEHHO ¢ BEpanaMmil.
Cpobiuaea ce, ue eTHOBPEMEHHOTO NPUIOKEHHE HA BepanaMul U BUCOKHU JO3K CHMBACTaTHH
yBeJIHYaBa pHCKa oT Muonatus/pabaomuonusa. Jlozara Ha CUMBACTAaTHH (M APYTHM CTaTHHH,
metabonuzupanu ot CYP3 A4, kato aTtopBacTaTHH M JIOBACTaTHH) TpaAOBa 1a 6bAe CLOTBETHO
ananTUpaHa.

0) KoHueHTpauuKTe Ha BepanaMul MOTaT Aa ObJAT YBETHYEHH OT:!

- amopeacmamu, YuMemuouH, KIapumpoOMUuyux, epumpoMuyun 1 meaumpomMuyun.

- JokazaHo e, ue coxvm om 2petinghpym NoBUiLABA TU1a3MEHHTE HUBA HA BEpanaMul, KOHTO €
KOMNOHEHT Ha Tapka. CnenoBaTenHo cok oT rpedndpyT He Tpabsa aa ce npuema ¢ Tapka.

B) KOHLEeHTpaluuTe Ha BepanaMuin MOrar aa 6b0aT HaMalleHH OT:
- pernobapbuman, enumoun; pupamMnuyur, CyaAQGUHNUPA30H N JCHAM KGHMAPUOH,

4.6 Peprannater, 6peMEHHOCT B KhPMeHe

bpeMeHHOCT
Ynorpebara Ha ACE-HHXHOMTOPH npe3 NbpBHA TPUMECTLD Ha OpeMEHHOCTTa HE ¢e Npenopbuna (BxK.

TouKa 4.4 “CneuranHy npeaynpexaeHus H npeana3Hyd Mepku npuy ynorpeba™). Ynorpebara Ha ACE-
MHXHOUTOPH € MPOTHBOINOKA3aHAa NO BpeMe Ha 2 u 3 TpuMecTsp Ha OpeMeHHocTTa (BXK. TOUKa 4.3

“IIporuBonokazaHua’”’ M To4Ka 4.4 “CneldanHuy npeaynpexacHus 1 npeanasHi Mepku npu ynorpeba”).

besonacHara ynorpeba Ha Tapka npu OpeMeHHM *eHH He € JOCTATHYHO A00pe AOKYMEHTHpaHa.
Bbnpeku TOBa, JOKIaABaHH ca €NU30AMYHH Clly4dad Ha HeoHaTanHa OenoapoOHa xunomiasus, 3abaeeH
BETPEYTPOOEH pacTek, MepCHCTHpAIR ductus arteriosus ¥ YeperHa XUnora3Hs cie eKCno3uumg Ha
tderyca ¢ ACE-unxuburopu.

EnuaemMuonoruiHUTe 0KA3aTENCTBA 38 PUCK OT TePaTOreHHOCT ciea excno3uiusa ¢ ACE-unxuburopu
10 BpeMe Ha ITbpBUA TPUMECTELP Ha OpeMEeHHOCTTA He ¢a YOeOUTE/IHH; BBIIPEKH TOBA MANTKO MTOBHUINABAHE
HAa PHCKA HE MOXe Ja ce M3KITIouUM, JIeueHueTo Ha malHeHTUTe, raHupai 6peMeHHOCT TpAOBa Obae
CMEHEHO C ANTEPHATHBHO AHTHXMIIEPTEH3HBHO JIEUEHHE C YCTAHOBEH Npodi Ha 6e30MacHOCT Mo BpeMe
Ha OpeMEeHHOCT, OCBEH aKO nNpoab/bKaBaHeTo Ha Tepanuiata ¢ ACE-naxuburopu He ce cuuTa 3a kpaiHo
HeobxoauMa. Koraro ce anarHoctuuupa SpemeHHoCT, 1eueHueTo ¢ ACE-unxuburopu tpabea na ce cnpe
He3a0aBHO M aKo € NOAXO0JALLO, Ja CE 3aMOYHE APYTO aNTCPHATHRHO NICYEHHE.

Excnozuums ¢ ACE-HHXHOHTOpPH MO BpeMe Ha BTOPHA U TPETHA TPUMECTHP € H3BECT
(eTOTOKCHYHOCT MpH Xopa (HaManeHa ObpOpevHa QyHKUMS, OTMFOXUAPAMHMOH, 380
ocH(HKaLMA) M HEOHATANHA TOKCHYHOCT (6b0peuHa HeAOCTATBYHOCT, XMITOTOHHA,
€KCIMO3UIMATA € HACTBIIWIA 10 BpeMe Ha BTOPHA TPUMECTbP Ha OpeMeHHOCTTA, ce I
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yITPa3ByKOB nperiea Ha 6b0peunaTta ¢pyHkUMA U yepena. HoBopoaeHH, YMUTO MaKKH ca MpUeMaiu
ACE-unxuburopu Tpabsa na 6uaar HabmoaasaHy 3a XUIIOTOHHA.

BepanaMun MOXKe Aa MOTHCHE KOHTPAKUMHTE, aKO € U3N0N3BaH B Kpast Ha OpeMeHHOCTTa. Taka chllo,
¢heranHa OpaukapAHa U XUIIOTOHHUA HE MOe [la Ce M3KJIIOYM Bb3 OCHOBA Ha GapMaKOIOrHUYHHUTE

CBOMCTBA.

Kbpmetie

BepanaMunoB XuaApOXNOpHA Ce eKCKpEeTHpa B HUCKH KOJMWYECTBa B MaHUHHOTO MNIAKO. He e HanuuHa
MHPOpPMALIKMA 32 MPHIOKEHHETO Ha TPaHAOAMpPHII 1T0 BpEME Ha KbPMEHE.

Tapka He ce npenopbBa 10 BpeMe Ha KbPMEHE H JIEUCHHE C AITEPHAaTUBHU NEKAPCTBA € No-a00pe
YCTaHOBEH NMpo¢Hn Ha 6e30nacHOCT € 3a NpeArovYuTaHe N0 BpeMe Ha KbpMeHe, 0co0eHo NMpH KbpPMEHE Ha
HOBOPOJAEHO WIH NPeXAECBPEMEHHO POAECHO JETE.

47  Edexrn Bbpxy cniocofHocTTa 32 modupaHe n pabora c MamuHH
B 3aBHCMMOCT OT UHAWBH/yaNHaTa YyBCTBUTENHOCT MOxe da 6bae HapyuleHa cnocoGHocTTa 32
wodupaHe n pabota ¢ MaliHHH, 0cOBEHO B HAUANOTO Ha JieyeHHeTo. Tapka Moke fa yBeTUYH HUBATA Ha

aJIKOX0JIa B KPBBTA H Aa J0BCAC N0 no-BDaBHA €TMMHHALIMA K CASAOBATENHO A0 [Mo-H3pa3cHH e(l)EKTH Ha
aNKoxoJia.

4.8 HekeTaHH JeKAPCTBEHH PeAKIHH

TabnuueH cIMCHK Ha HEXENAHHY IEKADCTBEHH PEAKIIMH

H36poennTe HeXkeNlaHH JIEKAPCTBEHH peakliuM ca OWnM JOKNaABaHHU 10 BpeMe Ha KIHHMMHATA da3a, noct
MapKeTHHToBo HabmoneHue win dasa [V Ha KNTHHHYHA U3NHTBAHUA.

Cneapaiyre KOHBEHLMH CE M3MOA3BAT 3a ONPEAC/IAHE HA YECTOTATa: KAKTO ClieABa: MHOIO YECTH
(>1/10); uectu (>1/100 go <1/10); neuectu (=1/1 000 mo <1/100); peaxn (=1/10 000 ao <1/1 000); MHoTrO
peaku (<1/10 000). Koraro oT HATUYHMTE AaHHH HE MOXE J1a C€ OTpPENeNA YeCTOTaTa, T4 ce Ae(pHHHpa: C
HEU3BECTHA Y€CTOTa (OT HANHMYHKUTE JAaHHU He MOXe J1a Ob/le HarpaBeHa OLIEHKa)

MedDRA- Yeern HeuecTn Peaxnu Mnuoro peaku | C Hen3BeCTHA 4eCTOTA
6a3a JaHHA (0T HAJIHYHNTE JAHHH
HA CHCTEMO- He MoxKe 1a Obae
OprafHu HANPABEHA OLlEHKA)
KJIACOBE
Hudexumu u Xepriec bpouxur Hudexuyu Ha ropHH
HH(eCTALIMH CUMILIEKC JUXATEJHH MbTHINA

QapUHraT

CuHyut®,

Pununt*,

nocur*

Hudexiimn Ha MHKOYHH

MbTHILA
Hapywenns [TanuwTOoneHn | ArpaHysoUMTO34
Ha KpPBBTA U A [TonwkapaHe Ha
auMdHaTa JleBKOTIEHMUA xeMorno6uHa
CHCTEMA Tpombouuron | IToHmxamst

CHHA xeMadis
| Xe

Hapymenns CBpPBXUYBCT
H4 HMYHHATa BUTETHOCT
CHCTEMA
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Hapyuienus Xvnepaunu | AHOpPEKCHA [loBuieH anerur
Ha aemMus XUNepKanHeMus
MeTabonu3Ma XHUIepX0onecTepoeMHus
H XPaHEHETO XHUnepravkeMus,
XUMOHATPEMMUA
XUnepypuKkeMus
ITogarpa
EH3KMHa abHOpMHOCT
[TecuxuyHm Henpecus be3chHMe
HAPYIIEHUA HepsHocT HapymeHus Ha ¢bHA™
TpepoxkHoCT | XaOUMHALMM
Arpecus [ToHmoxeHo nubuno
CbecTOsiHME Ha
obbpkaHocT*
HapyiieHus ['nasobosm | Tpemop Cunkon [lepebpanna TpaxsuTopHa
Ha HepBHaTa e CBHHJIHBOCT XeMoparus HCXEMHYH2a aTaka®*
CHCTEMA 3aMasHOCT 3aryba Ha [lepebpo-packynapeH
CBh3HAHUE UHLUUACHT
BeacbHue MuoOKIOHYC
Hapyumenue Murpena
Ha ExcrpanupaMHIHH
PABHOBECHETO | HapyLIeHRUS
Xunepecresua | [lapanusa (TeTpanapesa)
[lapecTesus
Hucreysus
Hapyienus Hapyiienus brnedapur
Ha OYMTe Ha 3PEHHUETO KOHIOHKTHBA&IIEH OTOK
3aMBIIICHO Hapyiuenns Ha oumrre
3peHHE
HapyiueHnus Bepturo Tunutyc
Ha YXOTO H
nabupHHTa
Chpaeusu ATpHno- [Tannwuraum AHruHa MuokapaeH HH(apKT
HapylleHHua BEHTPUKYI | ¥ [MEKTOPHC ATpHO-BEHTPHKYJIapeH
apeH 60K bpagukapaus | 6aok (2°, 3°)
(1°) Taxuxkapaus Cunycosa Opagukapaus
[lpeacspano | CuHycoB apect
MBXKJEHE AcHcTONnuUA
CbpaeuHa ApUTMHA
HegocTaThyHO | KaMepHa Taxukapaus
CT HMcxemMus Ha MHoOKapaa
CbpaecuecH AGHOpMHA
apecT €IEKTpOKapavorpama
CoaoeH XHUMOTOHH OnykTyauus XHnepToHHA
HApPYLIECHUS | Ha KPBBHOTO AHrmuonarns
OpTocraTH HasnsraHe [Tepudepuu
YyHA BaCKYJIApHHW HapYyIUEeHUS
XHITIOTOHHUSA Bapuko3HH BeHH
[ox
3auyepBaBa
He Ha
NULIETO
['operin " .
| BBJIHH %’ \ %
Pecriuparopuu | Kainuna AcTMa y ‘ _r
, [PBJHH U HAHncrnHes ol [
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MEAHACTHHAIIH KoHrecTus Ha | AMXATENHU ITBTHILA
H HApYLICHUS CHHYCH KoHrectvs Ha ropHH
OUXATE/THH [ThTHLIA
[IpoayxTruBHa KallIKLa
QapUHreanHo
Bh3NaNneHUue
bonka Ha opodapuHKca
Enucrakcuc
PecrinpaTopHu
_ HapYLUEHHA
CromauiHo- Koncrunau | I'agene [Toppbliane AbgoMuHaneH
YPEBHH Ui Huapun CyxoTa B auckomdbopT
HApPYLUIEHHUA Kopemna I'bpJIOTO Hucniencus
bonka CyxoTta B [acTpuTt
CToMalHo- ycrara DraTyNeHIUA
4YpeBHH [IankpeaTur Xunepruiasus Ha
HapyLleHHUs TMHTHBH
XeMmaTtemesa
Uneyc
HMurectHnaneH
aHrvoeaem*
Xenarodunua Hapyiienus | Xunepbunu | Xenatut XonecraTu4Ha
pHU B pyOuHemus | XwnreHuua KbATeHULAY
HApYLIEHHA yepHOAPOOH Xonecrasa
HTE
¢ yHKLAOHA
JHU TECTOBE
HapyuieHvs Copbex Anonewus AHruoenem Cunapom Ha CTHBBH-
HA KOXaTta U Ob6pus Hapymenus | Epurema JDKOHCHH
MOAKOMHATA Orox Ha Ha Ko)KaTa myatugopme | ToKcHuHA enuaepManHa
TbKaH NHLIETO [Icopuasuc HEKPONHU3a
Xunepxumap Hepmartut [Typnypa
034 YpTuxkapus Ex3ema
AKHE
Cyxa koxa
Hapyiexnus ApTpanrus bosaku B repda
Ha MYCKYJIHO- Mwuanrus MyckynaHu cnasmm
CKeJleTHaTa MyckynHa bonku B kpallHHUMTE
CHCTEMA H cnaboct bonka B KOCTH
CheAMHHUTENHA Ocrteoaptput
TA ThKaH
Hapyiiexnus [Tonuypus A3oTeMus Octpa ITonakuypus
Ha 6B0peLHTe | OBOpeuna
U NMUKOYHKTE HEAOCTATBHHO
NbTHINA cT*
Hapyienus EpekTunHa ["anakropes
Ha OTUCHYHKUHUA
BB3NPOH3BOAH I nHexoMacTHs
TEMHaTa
cHucTeEMa H
 rbpAaTa
O61n bonka B Otok
HapylIeHHA U rbpANTE [Tepudepen
edeKTH Ha OTOK
MSACTOTO Ha YMopa
_TIPHIOXKEHHE AcTeHus
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Hscnenpanus [ToBuieHn [ToBHILIEH KPEATHHHH B
TpaHCAMHHA3KW | KpbBTA

[IoBuineHa [loBuiueHa ypes B
ajKajlHa KPBBTA

¢docdarasa B [loBHIlIEeH MPONAKTHH B
KpbBTa KPBBTA

[TloHLuEeHa
JIaKTaT
IeXHApOreHas
a B KPBBTa
[loBuiieHa
JIAr1a3a
IloBuiuen
KaJIuH B
KpBBTa
[ToBuineH
uMynornobyn
MH

[loBuieHa
ramMa
CITYTAMUWITPAH

cdepasa

*Tlokazea ACEI knac HexenaHu 1eKapcTBEHU peakiuu

Cpo6liiapaHe Ha MOQO3UPAHH HEXENAHU peaKlIuu

Cno6liaBaHeTO Ha MOJO3HPAHH HEXENIAHH PEaKLMH Clie[ pa3peluaBaHe 3a yrnorpeda Ha JieKapCTBReHUS
MPOAYKT € BaXKHO. TOBA NO3BOJIABA Ja NMPOIB/DKK HAOMIOZeHHETO HAa ChOTHOLUEHHETO IOoJ3a/pHCK 34
NIeKApCTBeHUSA NMPOAYKT. OT MEAULIMHCKHTE CTIELMATUCTU C€ U3UCKBA Jia choO0LIaBAT BCAKA MOJ03MpaHa
HexXe/laHa peaKijis Ype3 HaUMOHAIHA CHCTEMa 3a chodillapaHe:

HManbaHuTenHa areHuMs Mo JekapeTBara
yn. ,,Jdamsn ['pyeB” Ne §

1303 Codusa

Ten.: +35 928503417

yebcaitr: www.bda.bg

49  Ilpeno3mpane

CHMNOTOMH

Haii-sucokarta n03a, npuiaraHa rnpyd KIMHAYHY U3NUTBaAHKA € Ouna 16 mg TpaHaonanpuil, KOSTo He €
fi0BeNna 10 CHMIITOMH Ha HENOHOCHUMOCT. [1o BpemMe Ha npeno3upaHe ¢ Tapka, MOraT Aa HaCTBIIAT
CIICAHHUTE CHMITTOMH, [TOPAIN CBABPKAHUETO HA BEPAIAMMIIOB XMAPOXAOPHA: XHNOTOHUA, Opaankapans,
AV 00K, aCHTO/INA ¥ HEFATUBHA HHOTPONHKA, H OCTHD PECNUPATOPEH AUCTPeC CHHAPOM. B pesynrar ot
[pego3upaHe ¢a HaCTBIIWIU CMBPHH Cyvau.,

[To BpeMe Ha npenosupane ¢ Tapka, MOrar 1a HACTHIAT CJIEAHUTE CUMITTOMH, MOPaAH ChbAbPKAHHETO HA
ACE-uHXMOHUTOp: TEXKKA XHITIOTOHUA, WIOK, CTYNop, OpaguKapAHs, eJIEKTPOJUTHH HAPYUIEHHUA U
616peduHa HeJOCTATBYHOCT, XMITEpBEHTHIIALIMA, TAXHUKAPAHS, MAJNHTALHH, 3aMasHOCT, TPEBOKHOCT H
KaluLa.

JleueHue
Cnepn nornsiaHe Ha NPeAo3IUpaH TpaHAoNanpun/BepanaMui TabneTku, Tpabsa o
LIAJIOCTEH HHTeCTHHANCH NaBax. JlomenauTenta abcopduuara Ha HAJTUHHUA BEp
YpeBHHA TPakT TpAOBa Aa Ce NpeJoTBpaTH ChC CTOMALUHA NPOMHUBKA, NpUIaraHe
(aKTHBEH BBLITIEH) H NaKCATUBH.
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OcBeH obHTe MEPKH (NToAaRDMAaHE HA afeKBAaTEH LIMPKYaTopeH obeM ¢ niazMa Wik niazma
3AMECTBAILM PA3TBOPH) Cpeuly TEXKaTa XMIOTOHHA (HAIp. LIOK), MOXKe ChIIO Taka Ja ce MPHIIOKH
MHOTPOITHO NOANoMaraHe ¢ AonamMuH, A06yTaMiH WIH H30NpeHAaNntH.

Jleuenvero Ha npenosupane ¢ Tapka Tpsabsa ga 6ba€e rnaBHO noAabpkaio. [lapentrepanes kanuun, Oera-
aApeHepruyHa CTUMYJALHUA M CTOMALIIHO-YpeBHa MPOMHBKA MOraT [1a ¢€ H3MO3BaT B JICYEHHUETO Ha
[peRo3upaHe ¢ BepanaMunos xuapoxnopua. [lopaau BeamMoxHocTTa OT 3abaBeHa abcopbuus Ha
JIEKapCTBEHHA NMPOAYKT ¢ H3MEHEHO OCBOOOXKIaBaHe, CbCTOAHHETO HA MALMEHTHTE MOXKE J1a Hanara
HabmoaeHne 1 xocnuTanu3auus a0 48 yaca. BeparnaMunos XuapoXJaopua HE MOXKE Aa C€ OTCTPaHH OT
OpraHH3Ma C XeMOAHanuaa.

[IpenopbuuTENHO IEUEeHHE [TPU NPEAO3UPAHE C TPAHAOCNANPHI € HHTPABSHO3HA HH(Y3HA Ha HOpMaleH
COJIEBH PA3TBOP. AKO Ce INOSBMU XUIIOTOHHUS, NALMEHTHT TPAOBa Aa 6bae NOCTaBEH B LUOK MO3HLMA. Moxe
CBIIIO TaKa /1a ce UMa NPEABH, aKO € HaJIMMHO, JiedueHHe ¢ aHrHoTeH3uH [l nHdy3Hua W/uiIM HHTpaBEHO3HO
KaTeXOJaMHHH, AKO NMOITHIIAKETO € CKOPOLIHO, Aa C& B3eMaT MEpPKH 3a €IMMUHHPAaHEeTO Ha
TpaHgonanpun (Hanp. NOBpPbLaHe, CTOMALlICH NaBax, npuinaraHe Ha abcopbenTu u HaTpHeR cyndar). He
€ U3BECTHO JAITH TPAHAOMANIPIWI (MM aKTHBHHA MeTaOOAT TpaHAONANPIIAT) MOXKe Aa Obe peMaxHaT
¢ XeMoaHanu3a. Teparnus ¢ ACHCMEHKED € NOKazaHa NpY Pe3UCTCHTHA Ha JIeucHHe OpaaukKapaus.
JXH3HEHHTE NOKA3aTeNY, CEPYMHUTE €IEKTPOIUTH U KOHLIEHTPaUMATA Ha KpeaTUHHH TpAOBa aa 6baaT
MOHUTOPHPAaHH YECTO.

s. OAPMAKOJOI'MYHY CBOMCTBA

5.1 PapMaKOAHHAMHYHH CBOHCTBA

®apmakoTepanesTHuHa rpyna; Bepanamun, komOunaumuu, ATC xoa: CO9BB10

Tpangonanpuin € €eTHIOB €CTEPEH NPEKYPCOP HA HECYNDXHAPHIHUA HHXUOUTOP HA AHMMOTEH3HH
xoHBepTHpaiusa eH3uM (ACE), Tpannonanpunar. XumuuHoto ume € (25,3aR,7aS)-1-[(25)-2-
[[(1S)-1-(ETokcukapbonmun)-3-dbernnnnponuijaMuHo JnponaHoun Jokraxuapo- 1 H-uanon-2-kapbokcunna
KHCEJTHHA,

Tpannonanpun e 6an0 00 nMOoYTH 6410, KPUCTATHO BELECTBO, KOETO € pasTBopHMO (>100 mg/ml) B
xJiopodopM, auxnopoMerad U Metanos. UMa monekyaHo terno 430,54 u monekynsara gopMyna e

C24H34N20:s.

BepanamunoB Xxuapoxnopuz € HHXHOUTOp Ha HHpNYKca Ha KanuuerH HOHU (O1oxkep Ha OaBHUTE KaHANH
WIIH AHTArOHUCT Ha KANIIHEBHA HOH).

BepanamMunoB xuapoxiopun e noutu 651, kpuctaneH npax, npakTHuecku 6e3 MHpHC, ¢ TOPYHB BKYC.
PaarBopuM € BB BOJA, CBOOOJHO pasTBOPHM B XJ10poopM, YMEPEHO pa3TBOPUM B ANTKOXON U
MPaAKTHYECKU Hepa3TBOPHM B €TEP.

XYMHYHOTO HME Ha BEpANaMWIOB XUAPOXJIOpHUA € DeHseHaueToHuTpun, a-[3-[ {2-(3,4-
OUMETOKCH(peHIN )eTUN } MeTHnaMuHom | nponwi|-3,4-gumMeroken-a-~(1 -Merunetun)xuapoxnopua. Uma

moJiekynHo terno 491,07 u MmonekysiHata ¢opmyna € C27HasN2O4HC.

MexaHn3zeM Ha aeHcTBHE H HapMaKoIHHAMWYHH €(EKTH

Bepanamun
DapMakoIOrHYHOTO ACHCTBHE HA BEpanaMHWi ce Ib/DKHM Ha HHXMOHpaHe HaB/IM3aHg
HOHU npe3 HaBHUTE KAHAIM Ha KeThUHaTa MeMOpaHa Ha rMagKOMYCKYJTHHTE K¢
NMPOBOAHWTE U KOHTPAKTHJIHH KJIETKH Ha ChPUETO.
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BepanaMun NOHIKaBa apTEPHAITHOTO HaNAraHe B NOKOH U NpH onpeeneHo HUBO Ha HATOBAapBaHe ype3
awiataumg Ha nepudepHuTe apTepuony. Topa noHwkeHHe Ha 061I0TO NepudpepHO CHNPOTHBAEHHE
(cnegHaTORapBaHE) HAMANIABA MHOKAPAHHUTE HYXKAH OT KHCIIOPOA H KOHCYMALMATA HAa eHEPrHa.
BepanaMun noHWxaBa MHOKapAHHA KOHTPaKTHAKWTET. OTpHIiaTEMHAaTa MHOTPOITHA aKTHBHOCT Ha
BepanamMwi MoXe Aa 6b/1e KOMIIEHCHPaHa OT HAMAJICHHETO HA 0OLIOTO NEpH(pEepPHO CHIPOTHRIEHHE.
CwpaeunusaT HHAeKC HAMa aa Obae HaMalleH OCBEH MPH NalUeHTH C MPeABRapUTENHO ChilleCTBYBALlA
NeBOKaMepHa IUCHYHKIIUA.

BepanaMun He NOBNMABA CHMITATHKYCOBATA perynalns Ha CbpLETO, ThH KaTo He Gnokupa GeTa-
afpeHepruuHmuTe peuentopu. ETo 3a110, acTMa 1 noa06HH CBCTOAHHE HE NPEACTABAABAT
[MPOTHBOIOKA3aHHUA 32 IPUIOKEHHETO HA BEpanaMmIL.

Tpandonanpun

Tparnponanpun NOTUCKa MIa3MeHATa PEHHH-aHTHOTEH3HH-aJIA0OCTEPOH cUcTeMa. PeHHH npeacTaensga
eHAOreHeH €H3UM, CHHTE3HpaH oT Ob0peunTe, KOWTO NpeMUHaBa B KpPbBHATA LIHPKYJALHA, KbAETO
OCBLLUECTBABA MTPEBPHUIAHETO HA AHTHOTEH3UHOTEH B AHTHOTEH3HUH I, KOKTO € eIMH OTHOCHTENHO
HeaKTHBeH AekanenTHa. Cnen ToBa AHFMOTEH3HH KOHBEPTHPALIHUAT €H3HM (MEMTHAWIAHNENTHAa3a)

NpeBpbINa aHrHOTEH3HH I B aHrnoTeH3uH II. Anruotensud Il € MOLEH Ba30KOHCTPUKTOP, OTTOBOPEH 32
apTepHaHaTa Ba30KOHCTPUKLIMA U MOBHUIIEHOTO KPBBHO HANATAHE, KAKTO U 38 CTUMYJIHPAHETO Ha
HaaOBs0peyHara »uJie3a 3a cekpennsa Ha angocTtepoH. HHxubupanero Ha ACE Boau 1o noHuWKeHHe Ha
U1a3MeHHA aHrHOTEH3UH 11, KOETO OT CBOA CTpaHa NOHMXKABA Ba3ONpPEeCOpHATa aKTUBHOCT U HaMallsaBa
CEeKpeLHATa Ha aJLIOCTEPOH. BBNpeKHu ye MOHHKEHUETO Ha AIOCTEPOH € MAKO, MOXe J1a HACTBIIH JIeKO
MNOBUIIIEHUE HA CEPYMHHTE KOHLEHTPALUM Ha KaluH 3aeJHO Cbe 3arybara Ha HATPUHA M TEUHOCTH.

[IpekbcBaHeTO HA OTpHLATENHATA 0OpaTHA BpBb3Ka Mexay aHruoTeH3HH Il ¥ cekpeLmaTa Ha peHHH, BOAU
A0 NOBHIEHHE HA IUIa3MEeHAaTa peHHHOBA aKTHBHOCT.

Jdpyra QyHKUHA HA KOHBEPTUPAIUUA CH3HM € Pa3rpakKAaHeTO Ha MOLLIHMA Ba30JHIATHpALL KHHHUHOB
nentH 6paiMKUHMH 10 HEaxXTHBHH MeTabonutH. ETo 3awo, nuxudupanero Ha ACE Boau 1o
MOBMIIIABAHE AKTUBHOCTTA HAa LIHPKYUpALIATA ¥ JOKATHA KATHKPEeUH-KUHUH CHCTEMA, KOETO OT CBOA
CTpaHa noAnoMara nepudepHara Ba3oAHIaTauus 4Ype3 aKTHBHPAHETO Ha NMPOCTArJlaHAMHOBATa CHUCTEMA.
BB3MOKHO € TO3H MEXaHHU3bM Ja y4HacTBa B XMNOTeH3HBHUSA edexT Ha ACE-uHxuburopure, KakTo ¥ 1a €
OTrOBOPEH 34 HAKOH OT HeXKeaaHuTe peakuuu. [1py nalueHTH ¢ XunepToHus, npueMsbT Ha ACE-
HHXWOUTOPH BOOU OO0 NPHOIHMINTENHO €QHAKBO NOHMKEHUE HA KPBBHOTO HAJIATaHE, KAKTO IMPH JierHamio,
TaKa Y INPH U3IPABEHO MOJIOXKEHHUE Ha TANOTO, 6€3 KOMIICHCATOPHO NOBULIEHHE HA ChPASHHATA UECTOTA.
[ToHwxenueTo Ha nepudepHaTa apTepHAHa PESUCTEHTHOCT € 6e3npoMaHa HA WK € CBIIPOBOASHO OT
MOBHLLIEHHE HA ChpAeYHUA AeOHUT.

HabnwonaepaHo e NoBHICHHE HA KPBBHMA TOK Mpe3 6ubpeumTe, 00MKHOBEHO O€3 NPpOMAHA B CKOPOCTTA Ha
rMOMepyaHaTa (PUATPALUA. 32 NOCTHIAHETO HA ONMTHMAIHO MOHMMKEHHE Ha KPBBHOTO HaJIfraHe IpH
HAKOX NALMEHTH Ca HEOOXOAMMH HAKONKO CEAMHULM NedeHUue. AHTHXHUIIEPTEH3UBHUTE €(PEKTH ce
3aMa3BaT M MpH MPOAB/DKHTENIHO NeueHHe. PA3KOTO cridpaHe Ha JICYEHHETO HE € CBBP3aHo ¢ OBp30
MOBHLLIABAHE Ha KPBBHOTO HalAraHe.

HayanoTo Ha aHTUXHIIEPTEH3MBHHKA €deKT Ha TPAHAONANPWI Ce NOABABA €AUH HaC CeA NpHeMa Ha
A03aTa M NPOABJDKAaBa HaH-MaJIKoO 24 yaca, HO TpaHJONAlPHI HE MTOBJIMABA LIMPKATHUS PUTBHM Ha
KPBBHOTO HAJIATAHE.

KnuHuyHa edMKacHOCT H 6€3011acHOCT

Tapxa
[IpoyuBanusTa KAKTO NPH XKUBOTHH, TaKa H NIPH 34paBy AOOPOROJILM HE ca NMOKa3aIH
(papMaKOKHHETHYHHM WK B3aHMOACHCTBHA ¢ PEHHH-aHIHOTEH3UHOBATa CHCTEMa MEFA e
TpaHaonanpwi. Tosa nokassa, ye HabMOJaBaHATa CHHEPrHYHA AKTHBHOCT Ha Te3u/AR
BELLECTBA C€ JBJDKM Ha TAXHOTO JOMBJIBALIC ce (papMaKOAMHAMHYHO AeHCTBHE.
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KnMuHHYHMTE H3MUTBaHUA NpH Tapka ca nokasanu no-eGekTUBHO MOHMKEHNE Ha MOBUILEHOTO KPBBHO
HANATaHE B CPaBHEHHE CHC CAMOCTOATENIHOTO NMPWIOKEHUE Ha OTACITHUTE aKTHBHH BELICCTBRA.

QOH bAHUMENRU NPOVYEGARUR NPU XUREPMEHIUGCHU RAYUCHMU.

Ehexmu nabmodasanu npu nayuenmuy ¢ Xunepmonusl u ucxemuuna bonecm Ha Copyemo.

B MexayHapoaHo BepanaMun SR/tpanaonanpuit, paHIOMU3HUPAHO, OTBOPEHO, 3aCEIIEHO MO OTHOLICHHUE
Ha KpaiHaTa uen npoyusane (INVEST), ca oueHeHd cMbpTHOCTTA M MOPOMIHOCTTA MPH NAUHEHTH Ha
Tepanus ¢ BepanaMui SR, B cpaBHeHMe C NALUEHTH Ha TEPAMHs ¢ aTeHonon npu 22 576 nauueHT! Ha 50
roAMINHA BB3PACT H MO-Bb3PACTHHU C YCTAHOBEHA XHUNIEPTOHHA K ucxeMuyHa 6onect Ha cppuero (UBC).
JInuarta 1 B ABETE CPYIH ¢a MOTAHM Aa ObAaT TUTPHPAHK A0 MAKCUMAJIHO TOJIEPHPAHAaTa 0034 W/HIH He
NpoyuBaHU AaHTHUXUNEPTEH3NBHM JieKapcTRa. TpaHAONANpPHA € MpenopbyuBaH 38 BCHYKH NALMEHTH €
OBOpeuHo yBpexaaHe, AMadeT win chpAcHHa HEAOCTATEYHOCT HE3aBUCHMO OT TepaneBTUHHATA rpyria.
CpeaHara npoAbHKUTENHOCT Ha HabmoneHue € 6wna 2,7 roauH. Ctparerusra, HasupaHa Ha pepanamMuIl
e O1na ekBMBaJIeHTHA Ha CTpaTeruAaTa, 6azupaHa Ha aT€HOMOJI O OTHOLICHHE HA NPEBEHLMA Ha obljara
CMBPTHOCT, MHOKAPACH HHPAPKT WiH MO3BUYECH MHCYNT NpH naudeHTy ¢ xuneproHus u UbC. pe
rOAMIIHUAT KOHTPOJT Ha KPBBHOTO HanaraHe ¢ 6un nonoden B Asere rpynu. [lpn noseue ot 80% ot
naupeHTHTEe ¢a DMK HeoOXOAUMHU ABe WM NMOBEYE JISKApCTBa, 3a Ja e NOCTUTHAT TAPTeTHUTE
CTOMHOCTH Ha KPBBHOTO Hanarade. TpaHaonanpui € Ou1 H3MON3BaH BbB BepanaMui OazupaHara
crparerds npu 63% ot nauMeHTHTE B NpH 52% OT NALKMEHTHTE B aTeH0/101 6a3HpaHAaTa CTPATErHA.
[Toseye ot 70% ot BcHuKH nauueHTH, BKIOUeHd B INVEST ca nocTHrHanu TapreTHuTe CTOMHOCTH HA
kpbBHO HansArane <140/90 mm Hg. Bucoko pHckOBHTE NaLMeHTH, KaTo Te3u ¢ auaber unu 6ubpeuna
OonecT e TpaGBaNo Aa JOCTUrHAT MO-HUCKH CTOMHOCTH, 32 [a Ce NMpHUeMe 4e ca KoHTpoaupaHu. Karo
LISUT0, ROKIIAJIBAHUTE CTPAHUUHM eheKTH ca Oui MHHHMATHH ¥ roaobHu no Yyecrora B IBETE
TEpAreBTHYHH cTpaTeruu. IIpu nawmenTu 6e3 3axapes Anabet B HA4ANOTO HA NPOYUBAHETO,
HOBOOTKPHMTHAT AHATHOCTHLUMpaH anabeT € 61 ¢ mo-HUCKA YECTOTA B rpynara Ha BepanaMmni SR B
CpaBHEHHME ¢ rpynata Ha ateHonon (7,0% cnpamo 8,2%, hazard ratio 0,85, p <0,01).

Ipoyueanun npu nayuenmu ¢ xunepmornusn u Quabemua neghponamus

HBe roneMu pangomusupad koHTpoaupadu npoyusanua — ONTARGET (ONgoing Telmisartan Alone
and in combination with Ramipril Global Endpoint Trial - Texyiio rno6anto uanurease 3a KpaitH1 TOUKH
Ha TeIMUCApTaH, CAMOCTOATENHO U B KoMOUHauus ¢ paMunpwi) H VA NEPHRON-D (Knunuuuo
NPOyYBaHE CBbP3aHO ¢ pa3BuTHE Ha HepponaTua nipu Auader, npoBeaeHO 0T MHUHHCTEPCTBO 1O
BBLIPOCHTE Ha BeTepaHMTe) — npoyusat ynorpebara na komOuHauusara ot ACE-unxuburop u
auruoreHsuH II-peuenropeH dnoxep.

ONTARGET e npoyuBaHe, NpoBeAeHO NpH NaLUEHTH ¢ AaHAMHE3a 3a CbpACYHO-ChAOBA UIIN

MO3BYHOCHIOBA OoNeCT, MU 3axapeH aMabeT Tun 2, npuapyKeHH ¢ JaHHH 3a YBpeXaaHe Ha e(peKTOPHH
oprand. VA NEPHRON-D e npoyuBaHe npu nauMeHTH Che 3axapeH avaber tun 2 u auabeTHa
HedponaTHA.

Te3u npoyuBaHHa He MOKA3BaT 3HAYKWM OnaronpuATeH epekT BbpXy ObOpeyHHTEe WHIH ChPASUHO-
CBAOBHTE MOCJIEIHLHN M CMBPTHOCT, KATO CHLUEBPEMEHHO ¢4 HaOMOAaBAHH MOBHIUEH PUCK OT
XHITepKaTUeMHs, OCTPO YBpexKaaHe Ha OsOpeLiuTe W/UAH XUNOTOHUA B CpaBHEHHE ¢ MOHOTepanuaTa.Karo
CE€ UMaT NpeaABUl CXOAHUTE UM PapMaKOAUHAMHUUYHH CBOMCTBA, TE3U PE3Y/ITATH Ca NPUIOKHUMHU H 32
apyrs ACE-unxuburopu ¥ aurnoteH3nH ll-peuenrropuu 6noxkepm.

ACE-nHxubuTOpH M aHrdoreHsuH ll-peuentopHy ONOKEPH CieZOBaTENIHO He TpsAORa Aa ce W3Noa3BaT
e/THOBpEMEHHO MpPH NauUeHTH ¢ JuabeTHa HedponaTus.

IIpoyueanusa npu nayuenmu ¢ xunepmonusa u Ouabem mun 2 wunu 6vbpeuno yepesicdane (GFR) < 60
mi/min/1,73m?)

ALTITUDE (KauHu4HO npoyuBaHe NMPOBEACHO ¢ aJTMCKUPEH NMpPH NAaLUMEHTH ¢bC 3axapeH ayaber-xyn 2 ¢
M3MOJI3BAHE Ha CHPAEYHO-ChAOBH U ObOpeunu 3abonaBaHUs KaTO KpaHHH TOUKH) € Op Wﬂ Nr
NpeAHA3HAYESHO J1a H3C/IeBa NMOI3aTa OT 400aBAHETO HA ANTUCKUPEH KbM c’rau,uapm S T AGE
HHXUOUTOD WK aHrMoTeH3uH [l-penenropeH Gnokep NpU NaLMEHTH CBC 3aXapeH AW F‘?f
XpoHH4YHO 6B6peuHo 3abonaBaHe, chpPACHHO-CBA0BO 3ab0naBaHe Wi U asete. [1pQ
NPEKPATEHO NMPEKACBPEMEHHO MOpaaAM MOBUILCH PUCK OT HEONAroNpUATHH NOCIC AR l.%
CbAOBATA CMBPT, Taka M HHCYATHT Ca [10-4€CTH B IpynaTa Ha aIMCKUPEH, OTKOJIKOTY, B
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wianebo, a NpeACTaBIABaLIMTE HHTEPEC HEXKEIAHU ChOUTHS M CEPHO3HM HEXeENaHH ChOUTHA
(xunepkanueMus, XunotoHus 1 6s6peyHa aucPyHKUMA) ce cboblaBaT no-4ecTo B rpynara Ha
aJIHCKHpEH, OTKOJIKOTO B rpyfnara Ha ruauebo.

5.2 PapMaKOKHHETHYHH CBOHCTBA

Tapka

Toii KaTO HAMA UIBECTHH KHHETHYHH B3aMMOJEHCTBHA MEXAY BEPANaMUI M TPpaHAOMANPH WIH
TPaHJONaNPHIAT, KHHETHUHKMTE MapaMeTPH Ha IBETe JIEKApCTBa M0 OTHAENIHO Ce OTHACAT U 3a
KOMOMHHpaHuUA MPOAYKT.

Bepanamun

BepanaMunos XHAPOXNOPHUA € paLieMUdHA CMEC, ChCTOALLA C€ OT paBHH HacTK R-eHaHTHOMEp M S-
eHaHTHoMep. Bepanamun ce metabonmaupa ekcreH3suerHo. Hopeepanamun e eauH ot 12 merabonura
HASHTH()ULUHpaHH B YpuHaTa, uMa 10 a0 20% ot ¢apMakosorMuHaTa akTHBHOCT Ha BeparnaMuil U
npeacTasigBa 6% OT eKCKpeTHPAHOTO JieKapcTBo. IlnasMeHUTe KOHLEHTPAUKMH Ha PaBHOBECHOTO
CBCTOAHHE HAa HOPBEpanaMuil U BepanaMui ca cXogHHU. PaBHOBECHOTO CHCTOAHHE ClIEA MHOKECTBEHO

AO3HPAHE BEAHBX JHOBHO CC NOCTHIA CNEA TPH A0 HETHPH JHH.

Abcopbuus

[ToBeue ot 90% oT nepopanHo npueTara n03a sepanaMi ce abcopbupa B TeHKUTE YyepBa. CpenHarta
CHUCTEMHa OHMOHATHYHOCT Ha HEMPOMEHEHOTO BEILECTBO Clie] eAMHUYHA N03a e 22%, nopaau
€KCTEH3WBHOTO OTAEJIAHE APH MbPBOTO NpeMHHABaHE Npe3 YepHus Apod. Cpeanara OMOHANTHYHOCT caen
MHOTOKPATHO NPHJ0KEHHE MOXe aa ce nopuiun 10 30%. CpeaHOTO BpeMe 3a JOCTHraHe Ha NUKOBA
[U1a3MeHa KOHLeHTpauua e ot 4 Ao 15 yvaca. [IukoBara rnazMeHa KOHLEHTpaLlUA Ha HOpBepanaMui ce
JOCTHra 3a okono 5 no 15 vaca cnea posara. XpaHarta He nosaussa OMOHANUYHOCTTA Ha BepanaMuil.

PaznpenencHue
BepanaMun HMa LIMPOKO pasnpeieneHHe B TENECHUTE TbKaHH, KaTo 00EMbT Ha pasnpelciieHue Bapupa

1,8 - 6,8 l’kg. nph 3apaBu nvua. CRbp3RAHETO HA BepanaMuil ¢ IJ1a3MEHHTE MPOTEHHH € okono 90%.

buorpanchopmauus
Bepanamuin ce MeTabonusupa eKCTEH3UBHO. In vitro MeTabONUTHHU NPOYUBaHHA NMOKA3BaT, Ye BepanaMull

ce Metabonusupa ot uuroxpom P450 CYP3A4, CYP1A2, CYP2CS, CYP2C9 u CYP2CI18. I1pu 3apasu

MBXKE, OPATHO NPWIOKEHUAT BepanaMHIOB XUAPOXJIOPHI NPETHPIIABA €KCTEH3UBEH METAOONU3EM B
yepHHUA ApoO, KaTo ca uaeHTupuuMpand 12 MerabonuTa, MOBEYETO CAMO B HE3HAYUTE/IHH KOJIHUECTBA, -

I'naBH¥Te MeTabonmTu ca UaACHTHPUIIMPAHH KaTO pa3nH4yHU N- B O-aeankHIHpaHu NMpOAYKTH Ha
BepanaMun. Ot Te3n MeTaboIuTH caMO HOPBEpanaMH/I MMa HAKaKbB Oce3aeM HapMaKoJIOryyeH eext
(npubnusurenno 20% oT TO3M Ha POAHTENCKOTO BEIIECTBO), KOWTO ¢ HabntoaaBaH NMpH MpoyuBaHe ¢
KYyUeTa.

EnuMHHHpaHe

CpeaHHAT eNTHMHHALMOHEH MOY>KHBOT CIe] MHOIOKPATHO NpUIoKeHHe e oceM 4aca. [Ipubnuszurento
50% ot mpunoxeHara 103a ce enMMHHKpa npe3 6sOpeuuTe 3a 24 yaca, 70% po ner auu. Ho 16% ot
1103aTa Ce eKCKpeTHpa B uanpaxHeHuaTa. Oxono 3 a0 4% ot 6606peyHo ekcKpeTHPaHOTO JIEKapCTBO ce
EKCKpeTHpPa KaTO HePOMEHEHO JiekapcTeo. OOLIMAT KIHPBHC HA BEparaMMWI € MOYTH TOJIKOBA BMCOK,
KOJIKOTO YepHOApOOHHUA KpbBOTOK, npubmusuTento 1 Vh/kg (obxsar: 0,7 — 1,3 Vh/kg).

CreuuanaHy nomyJaaliiy

Heduampuuna nonyaayus
HanuuHaTta uHgopMauua 3a (apMaKOKUHETHKATA MPY NeAHaTPpHUHATa Nomyaanusa ¢4»
BEHO3HO AO3HpaHe CPEOHHUAT TIONY>KHBOT Ha Bepanamui e 9,17 yaca 4 cpeaHUAT
noxato Toit e okono 70 /h npu 70-kg BBn3pacTen vosek. [nazMeHuTe KOHLEHTpALl II
CHCTOAHHE M3MIEXKIAT MANKO MO-HUCKH ITPH NeaHaTpHyHaTa MoMmyJaluta clell ope
CpaBHEHHE ¢ Te3u HabmogaBaHU NMPH Bb3PacTHH.
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Cmapuecka gvapacm
CrapeeHeTo MOXe Aa NOBNMsAe Ha papMaKOKHHETHKATa H& Beparnamuil, KOHTO ce JaBa Ha NallMEHTH ¢

XHNepToHHua. EMTHMUHALIHOHHUAT NOMY)KUBOT MOXe Aa 6bae yb/DKEH NpH NalMEHTH B CTapyuecka
RB3PACT. 32 AHTUXUINEPTEHIUBHUA €(EKT Ha BepanaMmuil € YCTAHOBEHO, Y€ HE € CBbP3aH ¢ Bb3pacTTa.

bvbpeuna nedocmamvyunocm

Hapymenara 6b6peuna QyHKUHA HAMA eEeKT BbPXY (PapMaKOKMHETHKATA HA BepanaMml, KaKTo €
[IOKa3aHO B CPABHUTE/IHH MPOYYBAHHA NPH NaluueHTH ¢ OpbpeyHa HeOCTATBEMHOCT B KpaeH CTaAHH H IPH
JMLa ¢be 3apaBH 0b0peun. BepanaMun ¥ HopBepanaMu/ He ce MpeMaxBaT 3HAUHTETHO Ype3
XeMOAHAJIH3A.

Yepnodpobra HedocmamvbyHocm

bHOHaNHYHOCTTA H EIMMMHALIMOHHHAT MOJY>XHBOT HA BepanaMi ca MOBHIIEHH MPH NMAalMEHTH ¢
yepHOoApoOHA 1Mpo3a. Bee nak KMHETHKAaTa Ha BepanaMui € HENPOMEHEHA NMPH NallHeHTH ¢
KOMIIEHCHpaHa dyepHOoApOoOHa AUCPYHKLHMA.

Tpanoonanpun

Tpanoonanpui € NpeKypecop U ¢€ XHAPONH3Mpa A0 AKTHUBHUA AHaLMAeH MeTaboNHUT, TpaHI0IalIPHIIAT.
[Ipy MHOKECTBEHO AO3HpaHe Ha TPAHAONANDKA, PABHOBECHOTO CHLCTORHHUE HA TPAHAONANPUIAT Ce
DOCTHra 3a OKOJIO Y€THPHY AHM, KAKTO IpH 31paBH A0OPOBOJILIM, TAKA M NIPU MITAAH MM MallUEHTH B
CTApYecKa BB3PACT C XHNEPTOHHUA.

Abcopbuus

Crnen nepopaiHo NpHIOKEHHE, TpaHIONaNpH ce abcopbupa MHoro 6bp30. MakcHManHaTa ruia3MeHa
KOHLICHTpPALIMA Ha TPaHJOMANpHi ce AOCTHIa OKoNo 1 Yac cnep nepopanHus npuem. AbconoTHaTa
OMOHANHYHOCT Ha TpaHaonanpun € okono 10%.

CroifiHOCTHTE HA MEAWAHHHWTE MTHUKOBHY [U1a3MEHH KOHLIEHTPALMH Ha TPAHOONAIPWIAT ¢e AOCTHrar chen 3
1o 8 yaca. AGcosnoTHaTa OHOHANHYHOCT Ha TpaHACHAINPUIAT ¢clel A03a TpaHaoaanpua e okonao 13%.
Xpanara He noeaHABA Crax uTH AUC Ha TpaHgonanpunar,

PaznpeaeneHue
CBBLp3BaHETO HA TPAHIAONANIPUI C TIIa3MEHMTE NPOTEHHH € OKON0 80% M € He3aBUCUMO OT

KOHUEHTpauusTa. O6eMbT Ha pa3npeaceHue Ha TpaHaoAanpun € okoso 18 aurpa. Cebp3raHeTo Ha
TpaHAONANpWIaT ¢ [U1a3MEHUTE MPOTEHHH € 3aBHCUMO OT KOHLIEHTpauMaTa H Bapupa oT 65% npu 1 000
ng/ml a0 94% npu 0,1 ng/ml, koeTo noka3pa HacHlliaHe HA CBBLP3BAHETO C YBEIHUABAHE Ha

KCHLCHTpaluATAa.

buorpancdopmMaums
Tpangonanpi ce XUAPONH3UPA OT €CTEPa3K A0 AKTHBEH JUalMaeH MeTa0oJIuT, TPaHAOaNpPHAAT.

EnuMHHHUpaHe

[Tpu 3xpaBu 20OPOBOJILIM TPaHAONANIPHUI Ce eTMMHHHUpaA OBpP30 OT MNa3MaTa Cbe CPEACH MONYHKHBOT M0~
Mansk OT 1 yac. [Ipy MHOrokpaTHU AO3U HA TPAHAOJAMPHII, PABHOBECHOTO CHCTOAHHE Ha
TPAHAOJANPUNAT C& JOCTHra 3a 4 JHU NPH 3ApaBH JOOPOBOJILY, NMPH MJIATH H XHITEPTOHHLIM B CTapuecKa
BB3pacT. B paBHOBECHO CBCTOHHUE, e(DEKTHBHUAT NONYXKHBOT Ha TpaHAonanpuiar ¢ Mexay 15 u 23
4aca, BKIIOYBAL Manka dpakums OT MPUIOKEHOTO IEKAPCTBO, BEPOATHO CBbp3aHa C IUTa3MEeHH H
TbKaHHusA ACE.

Cnen nepopanHo NpWIoKEeHHE Ha paanoakTHBHO Denasa TpaHaonanpui, 33% ot panyes
OTKpHBa B ypuHarta 1 66% B nanpaxuenusta. Okono 9-14% ot npuerara 103a TpaHiHigy

ypuHara (<0,5%). O6wyre niasMeHd KIHPHHCH Ha TPRHAOJANPHI ¥ TPaHAONAND f aB e
npHOnM3uTEeNHO 2 Mg HHTPABEHO3HH 03U €A ChOTBETHO OKOJIO 52 nuTpa 3a yac U \ AT e L
BuOpedHHAT KIIMpPBHC Ha TpaHaosanpunat sapupa ot 0,15-4 nutpa 3a yac, B 3aBUC 4
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CrieuMajH{ Nonyaaumny

Heduampuuna nonyaayus
GapMaKOKHHETHKATA Ha TPAHAOJAMPWI HE € OlipelensHa MpH NauMedTH nojg 18 roauiuHa Bb3pacrt.

Cmapyecka gb3pacm u noi

DapMaKkOKHHETHKATA Ha TpaHAoNanpuia e 6Mna u3cieaBaHa Npu NaluKHeHTH B cTapyecka BbapacT (Haa 65
rOAHHM) M NpH ABaTa nona. [Ipy nauueHTH B cTapyecka Bb3pacT ¢ XMINEPTOHHUA TUIa3MEHATa
KOHLIEHTpaLMA Ha TPaHAOJANpUi € YBenHUYeHa, HO Mj1a3MeHaTa KOHUEHTpalUMd Ha TPaHOONAIMPHIIAT U
HHXHOHLMATA HAa akTUBHOCTTA HA ACE € nogo0Ha Ha Ta3u Nnpy Miain XHIEPTOHULIM.
PapMakOKHHETHKATA Ha TPaHAOIAIPIWI W TPaHAOJANIPUNAT ¥ UHXHOULMATA Ha akTUBHOCTTA HA ACE ca
noaobHK ¥ NpH ABATA [10J1a NALMEHTH C XMMNEPTOHHUA B CTapUecKa BBH3PacT.

Paca
He ca oueHABaHN pa3nuKH BB apMAKOKHHETHKATA HPH pa3/IHUHH pacH.

bvbpeuna nedocmamvunocm

CpaBHeRH ¢ Te3H IPH 3APABH JIMLA, MIa3MEHATE KOHLCHTPAUKHH Ha TPaHAOMAnpHA ¥ TPaHLOJANpPUaaT ca
MPUOIHINTENHO 2 ITBTH IO-BUCOKH M OBLOpeUHHAT KITHPBHC € HaMaJlleH ¢ okou1o 85% npH nanueHTH C
KpeTHHHHOB KIHpBHC nol 30 ml/min u npy nauxdeHTH Ha xeMoauanu3a. [Ipenoppuea ce KopurupaHe Ha
ao3ara npu 6s6peyHo yBpeieHH NMaLMEHTH.

Heprnodpobua nedocmamvunocm

[Tpu nepopanHo NpWIOKEHHE MPH NMALMEHTH C JieKa A0 YMepPeHa aJKOXO0JHA LHpo3a, TUIa3SMEHHUTE
KOHLIEHTPALIMH Ha TPaHAOJanpHi M TPaHAOIANpHIaT ca OMAH CHOTBETHO 9 TBTH W 2 TBTH NMO-BHCOKH
OTKOJIKOTO IIpH 3ApaBy, HO HHXUOMUMATA Ha akTuBHOCTTa Ha ACE He e 6una noenusHa. [To-HHUcKkU a034
TpaOBa Aa ce UMAT NPEABHI NPH NALMEHTH € YEPHOAPOOHA HEAOCTATHYHOCT.

5.3 IIpeakIHHHYHN AaAHHH 38 0€30MACHOCT

OOuuaitHi TOKCHYHH €(PEKTH NMpH >KHBOTHH ca HabIKOAABAHH CaMO MPU NPWIOKEHHETO Ha JO3H,
npeBHIUaBaIUM B 3HAUMUTE/IHA CTENeH MAKCUMAITHHTE A03U NPH YOBEKA, KOETO MNpaBu npeHedpexumo
MAaJlKa BEpPOSTHOCTTA 3a HATMUHMETO Ha He3noKoUCTBO Mo OTHOLIEHKe Ha 6e3onacHocTTa.
['eHOTOKCHYHHTE H3CJICABAHUA HE NOKA3BAT HAJTUUMETO HA CMICLIUAJIEH PHUCK MPH XOpa.

[IpoyuBaHusTa NPH JKMBOTHH noka3ssart, 4e 1npu ACE-MHXHOUTOpUTE € HANULIE TeHASHLMSA KbM TOABATA
Ha HeXKeJlaH e(eKT BbPXY KbCHOTO Pa3BUTHE Ha MJ10Aa, BOAel] A0 QETAIHA CMBPT K BPOACHH aHOMAJIHH,
ocobeno B 0b6nacrTa Ha uepena, CMAaTa ¢e, ue Te3r AaHOMAIIHM Ce AB/KAT OTUACTH HA (PApMAaKOIOrHYHATA
AKTUBHOCT Ha aKTUBHHUTE BELLECTBA U MOXKE J1a ca CBbpP3aHH ¢ NpUYKHHEHHA 0T ACE-HHXNOUTOpU
OJIMTOXKAPAMHUOH.,

6. OAPMANIEBTUYHH JAHHHU

6.1 CnuchbK HA NIOMOIIHHTE BEINECTBA

Tpanaonanpun cnom:

[{apeBHYHO HHILIECTE

JlakTo3a MOHOXUApAT

[ToeunoH (K 25)

Xunpomenosa (Tun 2910, pucko3zuter 6 mPass)
Hatpues creapun gymapar

[IpeuncteHna Boaa (He € HAMM4YHA B KpalHUA NPOAYKT)

BepanaMiIoB XHIPOXJIOPHA CIOH:
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MuKpOKpyCTaIHA LIENYN03a
HaTtpues anruHar

[Torupaon (K 30)
MarHe3ues cTeapar
IIpeyncTeHa Boga

ChcTae Ha GUIMOBOTO NOKPUTHE

Xunpomeno3sa (tun 2910, suckoaurer 6 mPars)
Xunpomenosa (tun 2910, Bucko3uter 15 mPass)
XuapokcHnponwilenyo3a (BUcko3utet 7 mPaes)
Makporon 400

Maxkporon 6000

Tank

Cuinumes JHOKCHI, KolouaeH be3BoaeH
Harpuep goxysar

Turauos gnoxkcna, E 171

Kenesen oxcup, ueppes E172

Keneszen oxem, xxpat E172

Keneszen okcua, uepen E172

[IpeuncTeHa Boaa (He € HAIMYHA B KpaifHUA NPOAYKT)

6.2 HechbBMECTHMOCTH
Hemnpunoxkumo.

6.3 Cpok Ha roaaocr

3 roavHu

6.4 CnenuaiHH YCJIOBHS HA ChXpaHeHHe
Ha ce cpxpaHsBa npu TeMnepartypa noa 25°C.

6.5 Buja u chAbpKaHHe HA OMAKOBKATA

Tabnerkmre ca nocraBeHHd B npo3padHu, be3useTHn PVC/PVDC-anymunui 6aucTepH.
Enna onakoBka cbabspka 28 uin 56 Tabnerku ¢ M3MEHEHO 0CBOOOXK1aBaHE.

He BcUukH BHAOBE ONMAKOBKH Morat za ObJar mycHaTu B npogax6a.
6.6 CnenHanHH NIPeANA3HH MEPKH NPH H3XBLPJASHE

Hama crietianiHU U3HCKBAHUA.

7. INPUTEXATEJI HA PASPEIDNIEHHETO 3A YIIOTPEBA

Maiinas EOOJ
Oduc crpana ,,Cepanxa opHcu™
Oyn. CutHakoBo Ne 48, eT. 7

1505 Codms
bvarapua

8. HOMEP(A) HA PAJPEHIEHHUETO 3A YIIOTPEDBA
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20090544

9, HATA HA ITHhPBO PA3ZPEHNIABAHEMIOJHOBSBAHE HA PA3ZPEHIEHHMETO 3A
YIIOTPEBA |

Jlata Ha mepBo paspewiaBade: 01 nexemepu 2009 r.
Harta Ha nocneaHo nofgHoBABaHe: 09 mapt 2015 .

10. JATA HA AKTYAJINZUPAHE HA TEKCTA

11/2024
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