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INPHJIOXEHHE 1

KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA



1. HME HA JIEKAPCTBEHHS ITPOJYKT

Bantpuxom 5 mg/160 mg/12,5 mg ¢punmupanu tabnetiu
BanTtpuxom 5 mg/160 mg/25 mg dunmupasn Tabnerku
Bantpukom 10 mg/160 mg/12,5 mg dunmupanu Tabnerku
Basnitpuxom 10 mg/160 mg/25 mg ¢unmupany tTabnetku
Bantpuxom 10.mg/320 mg/25 mg punmupans tabneTku

R

Valtricom 5 mg/160 mg/12.5 mg film-coated tablets W3NLAHWUTENHA AI'EHleI N0 NEKAPCTBATA
Valtricom 5 mg/160 mg/25 mg film-coated tablets Kpaimxa Xapakmepucmuka Ha npogyxma - Tpurowenus 1

Valtricom 10 mg/160 mg/12.5 mg film-coated tablets / o O b EL / 6P
Valtricom 10 mg/160 mg/25 mg film-coated tablets Kb Pez. Ne L2947 6.7 / 254 (87

Valtricom 10 mg/320 mg/25 mg film-coated tablets ng L //117 S / 'zj\o %J? - Jj)
Paspeuetie N&.h..obecrei it
18 -03- 29
2. KA‘IECTBEH H KOM'{EC'I‘BEH C'bCTAB WHL’G ﬁls ......... -l’.""":.‘ -----------------------------------------
mg/160 mg/i2,5 mg

Bcaxa dunMupaHa TabneTka chabpa 5 mg amnoaunuH (amlodipine) (KaTo aMIOAHNHMHOB Geanﬂa’r),
160 mg sancapTan (valsartan) n 12,5 mg xuapoxnoporuasun (hvdrochlorothiazide).

5 mg/160 mg/25 mg

Bcska punMupana TabneTka CeabpiKa 5 mg amnoaunus (amiodipine) (kato aMnoaMnuHOB Ge3nnar),
160 mg pancapran (valsartan) u 25 mg xuapoxnoporuasua (Aydrochlorothiazide).

10 mg/160 mg/12,5 mg

Bceaxa punmupana Tabnerka coabpika 10 mg amnoaunun (amlodipine) (kato aMNogUNMHOB
Gesunar), 160 mg pancapran (valsartan) u 12,5 mg xuapoxnopotnasua (hydrochlorothiazide).

10 mg/160 mg/25 mg
Besaxa duaMupana Tabnerka chanpika 10 mg amnoaunun (amlodipine) (kato amnogununos Gesnnar),
160 mg Bancapran (valsartan) 0 25 mg xunpoxnoporhasun (hydrochlorothiazide).

10mg/320 mg/25 mg

Beska pnimupasa TaGnetka chabpika 10 mg amnoaunun (amiodipine) (kaTo amnonunuHos Gesnnar),
320 mg Bancaprax (valsartan) s 25 mg xunpoxnoporuasun (hydrochlorothiazide).

3a MLIIHKA CIIMCHK HA MOMOLIHKTE BELIECTBA, BHXKTE Touka 6.1,

3. JEKAPCTBEHA®OPMA

dunmupana Tabnerka (Tabnetka)

J mg/i60 mg/12.5 mg
benu vnH noutH Genu, oBalHK, ABCHHOMINBKHANH hHIMUpaHH TabsieTkH, ¢ penedHo obosHaverme K1

OT €AHATa CTpaHa Ha TabneTkaTa, ¢ npubmasuTeNHE pasMepk 13 x 8 mm,

3 mg/160 mgr25 mg
BaenoncenTy, oBanuu, neoHHOoUINLKHANY GunMBpanu Tabaerky, ¢ penedro oSosHavene K3 or
enHara cTpaHa Ha TabyieTkaTa, ¢ npubaHIHTENHH pasmepu 13 x 8 mm.
P p p Y / 'r\UJ";iT?b\

10 mg/160 mg/12.5 mg
Po30BH, OBaNTHH, ABOHHOM3NBKHANH MHAMHpaHH TabneTku, ¢ penethHo obosnasge

crpana Ha Tabierkara, ¢ npuanzuTenHn pasmepy 13 x 8 mm. g
oy
2

10 mg/160 mg/25 mg

Kadapo-xwunTH, oBaIHH, ABOHROM3IbKHAMM duMupary TabneTku, ¢ penedHo obosaaudiiER:
€JIHATA CTPaHa Ha TabneTxara, ¢ IpHEMM3HTEIHM pasMepH 13 x § mm.



10 mg/320 mg/23 mg

Kadso-uepBenu, opamiH, 1BOHHON3MbKHANH DHIMHpaHK TabneTky, ¢ MpuGmnMTeHH pasMepH 18 x
9 mm.

4. KIHHHYHH TAHHHA

4.1 TepaneBTHUHH NOKAZAHHNSA

JleueHne Ha ecenunanta XUMEPTOHMA KATO 3aMECTUTEIHA TEPAIIHS NP BL3PACTHH NALMEHTH, NPH
KOHTO € NMOCTHTHAT 3310BOTHTE/IEH KOHTPO/ BhPXY aPTEPUANHOTO HANATAHE ¢ KOMOHHAUMATA
aMNOQMONH, BancaptaH i xuapoxnoporhasuy (HCT), npunarany kato TpH OTAENHE AEKAPCTBEHH
(opMH HNH KaTo $UKCHPaHa ABOHHA KOMGHHALMS ¥ OTAEAHA leKapcTBeHa Gopma.

4.2 JIO3HPOBKA B HAYHH HA NPHIOKEHHE

Joznposka

Ilpenoppuntennara noza Bantpukom e eqna rablieTka AHESHO, 3 NPEANOYHTAHE CYTPHH,

IIpean na npeMuHat Ha nedenue ¢ BantpukoM naumenTHTe TPAGBa na 6HAaT Ha (PHKCHPAHH JO3H OT
CBOTBETHHTE MOHOKOMNOHEHTH, KOHTO NPHEMAT MO CHIIOTO Bpeme. JlozaTta Ha BanTpukom ce
onpenens Ha 6a3a NO3WTE HA OTAENHHTE KOMIIOHEHTH OT KOMGHHALIMATA B MOMEHTA Ha
NMPEMHHABAHETO.

MakcumanHara npenopbamtensa 1o3a Bantpukom e 10 mg/320 mg/25 mg.

Crneunaniy nonynauum -

Bvbpevno yepeocoane

Iopaan xunpoxnopoTHasuaHaTa KOMIIOHEHTA BalrmprkomM € NpoTHBONOKAa3aH NPH NALHEHTH ¢
aHypus (B2K. Touka 4.3) ¥ NpU NaLMEHTH ¢ Texko GuOpeyHo yepexkaane (CKOPOCT HA PIOMepY/IH
duntpauna (GFR) <30 mi/min/1,73m?) (mx. Touku 4.3, 4.4 1 5.2).

He ce Hanara kopekuus Ha HavaJHaTa 1033 HpH NALKEHTH ¢ JIEKO IO YMepeHo 6p6peuHo yBpexaane
(Ba. Touku 4.4 1 5.2).

HYeprodpoebro yepexcoane

llopanu sancapranopara koMnonenTa BanTpukoM e NpoTHBONOKA3AH NPH NALHEHTH C TEXKO
uepHOApobHO yBpeskaane (Bik. Touka 4.3). [IpH naukeHTH ¢ NEKO 10 YMEPEHO HYepHOAPOSHO
yBpexnaHe 6e3 xonecrasa, MaKCHMANHATA NPeNOPLYMTETHA 1034 BajicapTad e 80 mg ¥ mopa Ta3H
npHunHa BanTpukoM He € NoAXOAALL NPH TA3H FPYNA NauueHTH (Bk. Toukd 4.3, 4.4 1 5.2).
[Ipenopbxi 38 no3aTa Ha aMNOAUIHH MPH NALMEHTH C JIEKO A0 YMEPEHO YEPHOAPOOHO YBpeKaaHe He
ca ycTaHoBeHH. [1pH npemMuHaBaHe Ha NOAXOAALUM NALKMEHTH C XMNEepTOHUA (BX. Touka 4.1) n
YepHOAPOOHO yBpeXaaHe KbM seyeHue ¢ Bantpukom, Tpa6ea aa ce M3n0A3Ba Hali-HHCKATa HATHYHA
[03a aMIIOOHITHH.

Crpoeuna nedocmameunocm u KopoxapHa Gonecm Ha crpyemo




Iayuenmu 8 cmapuecka sv3pacm (Ha ev3pacm 65 200uny u nogeye)

[TpenopbuBa ce NOBHLIEHO BHUMAaHHE, BKIIIOYHTEIHO N0-YECTO MOHHTOPHPAHE HA apTEPHATHOTO
HajgTaHe, NpH NALMEHTH B CTApUeCKa BL3pacT, 0cOOSHO NPH PUAAraHe Ha MakCHMAJTHaTa 1034

- BanTtpukom 10 mgf320 mg/25 mg, THit kaTo AaHHuTe 32 yNOTpeba NpH Ta3H NAUMEHTCKA NOMyAaLHs
ca orpatuyeHH. [Ip1 npeMunaBaHe HA MOAXOAAIUM NANUEHTH C XUMEPTOHHUS (BK. Touka 4.1) KbM
aedeHue ¢ Bantpukom, TpaGea 1a ce H3non3pa HAH-HUCKATA HATWYHA 1032 aMJIOAMITHH.
Hleouampuuna nonyrayun

HsmMa c1oTBeTHO NpHnokenue Ha BanTpukom B neauarpHyHaTa nonynauns: (nauueﬂ'm Ha BB3pacT
noa 18 roauuy) 3a NOKa3aHHETO NEYEHHE HA eCCHLIMATIHA XHIIEPTOHHA.

Hauun Ha npwioxeHue
[Nepopanno npuioxkenue
Bantpuxom mMoxe na ce nmpueMa ¢ Wan Ges xpaHa.

Tabnerkure Tpa6sa 1a ce NOrTBLIAT LE/H ¢ MAIKO KOTHYECTBO BOJa, IO €HO H CHILO BPEME BCEKH
J€H, 32 NPeANOYHTAHE CYTPHH.

43  IIpoTHBONOKa3AHHS

- CBPBXUYBCTBHTETHOCT KbM aKTHEHHTE BELLECTBA, IPYTH CY(OHAMBAHH IPOM3BOMHH,
AUXUAPONHPHIHHOEH MPOM3BOIHH HIIH KBM HAKOE OT NOMOLIHHTE BElECTRa, H30pOeHH B
ToUKa 6.1,

- BTopH H TpeTH TpHMECTBP HA OpeMeHHOCTTa (BX. TOUKR 4.4 1 4.6).

- UepnonpobHo yepexnane, GHIHAPHA LIHPO32 MIIM XOMECTA3A.

- Texxo 6u6peuno yspexaane (GFR <30 mi/min/1,73 o), aHypHs U NpH NaUBEHTH Ha AMATH3A.

- Ennospemennara ynorpeGa Ha BajTpHkoM ¢ ancKHpeH-ChabpKalliy IPOAYKTH €
NPOTHROMNOKA3AHA TIPK NALMEHTY Che 3axapen anabet unu 6u6peuno yspexaane (GFR

<60 m}/min/1,73 n?) (Bx. Toukn 4.5 u 5.1).

- PedpaxropHa xunokannemus, XMIOHATPHEMHS, XMNEPKATLHMEMHS H CHMITOMAaTHYHA
XHNEPYPUKEMMUS.

- Texxa xvnorosus.
- ok (BKMoMMTENHO KapAROreHEH LIOK),

- Obcrpykuns Ha u3X02a Ha naBa kamepa (Hanp. xuneptpodguuna o6eTpyKTHBEA
KapAHOMHOMATHA H BUCOKOCTENIEHHA A0PTHA CTEHO34).

- XemonuHaMuuHo Hectabunna CbpAcYHA HCAOCTATRYHOCT CACH OCThD MHOKAPAEH HH

INaukenTy ¢ HaTpuer- W/nnn obemen neduuuT



EkcuecuBHa XHITOTOHUA, BKTIOYUTETHO OPTOCTATHMHA XMIIOTOHHS, ce Habmonasa npu 1,7% ot
NauMeHTHTE, IEKYBAHH ¢ MAKCHMAJIHATa 1032 AMJIOAMNME/BancapTaH/XUAPOXAOPOTHAZHA

(10 mg/320 mg/25 mg) cnpsmo 1,8% npu nNaumMeHTHTE Ha BaCAPTAR/ XHAPOXIOPOTHA3H]L

(320 mg/25 mg), 0,4% npy nauxeRTHTE HAa amyoaHAHH/Batcaprad (10 mg/320 mg) u 0,2% npu
NAUMEHTHTE Ha XMAPOXJIOpOTHAsH/aMnounud (25 mg/10 mg) B xona Ha KOHTPOIHPAHO M3NKUTBAHE
TPH DAUHEHTH ¢ YMEPEHA 0 TEXKa, HEYCIOKHEHA XUNEePTOHHS.

[pu naumenTH ¢ HaTpHeB H/HNH obeMeH NeHLMT, IPHEMALIY BHCOKH JOH AMYPETHLH € Bb3MOXKHO
A& BBL3HUKHE CHMITOMATHHHA XHITOTOHMS CEl 3aN0YBAHE HA JICYEHHETO ¢ '
aMIIOAMIHH/BAICAPTAH/XHAPOXAOPOTHATHA, AMNOAMITHH/BANICAPTAH/XMAPOXNOPOTHASU TPAORa Aa
€e MpHIara caMo CieJl KOPHrapaHe Ha NPeLIeCTBALL HATPHER H/HWIH 00eMeH ASQHLIHT.

AKO pH JIeUeHHE ¢ aMIOAHTTHH/BANICAPTaH/XHAPOXIOPOTHASKA HACTBITH €KCLECHBHA XMIMOTOHHS,
NaUHEHTET TpAOBa Na Gbc NOCTaBEH B JETHANO NONOKEHHE H TIPU HEOBXOAUMOCT a Ce MPHIIOKH
HHTpaBen03Ha HHPY3Us ¢ PuzHONorHYeH pasteop. JleuenueTo Moxe Aa Gbae IPOABIDKEHO Clef] KATO
ce CTabHITM3HPA APTEPHAITHOTO HANATaHE.

ITpomeHH B cepyMHHTE eneKTPOIUTH

Aminodunun/sancapman/cudp oxi0pomuasnd

B X012 Ha KOHTPO/IMPAHOTO KJIHHHYHO M3MHTBAHE HA aMIOINTIHH/BANICAPTAH/ XHAPOXJIOPOTHASH
MPH MHOTO OT NALUHEHTHTE NPOTHBONOICKHATE eHEKTH HA BancapTaH 320 mg H XMAPOXJIOPOTHASH
25 mg BbpXy HUBATa Ha CEPYMHUS KaInH MOYTH Ce HEYTPANH3MPAT B3auMHO, [1p# Apyry nauneHTy,
EAMHUAAT WK IPYTHAT eeKT Modxe na JoMuHApa. [lepronMyuHO, Ha NOAXOAALIM HHTEPBAIM OT BpeMe,
TpabBa Ja ce u3cneBaT HUBATA Ha CEPYMHMTE EACKTPOIMTH C Lte] OTKPHBAHE Ha BH3IMOXKHH
€lEKTPONHTHH HAPYLLIEHMS.

HCPHO,II,H‘!HO H3CJIC/1Bane Ha HHBATa Ha CCpYMHHTE EJICKTPOIINTH, NO-CIIENHAAITHO Ha KaJlHA, TP}IGBa na
C€ NMPOBEXAa Ha OlIPeICIICHH HHTEPRAJIH OT BpeME C Lien OTKPHBaHEe Ha Bb3MOXKHH CIEKTPOMUTHH

HapyMIeHHs, 0cO0EHO NPH NALKEHTH ¢ APYTH PHCKOBH (DaKTOPH KaTo HapylueHa Ob0peuna QpyHKIMA,
JIEYEHHE C APYTH JICKapCTBCHH MPOAYKTH Wi NPEAXO0KNANLL AHAMHE3A 38 €NICKTPOJIMTHH HApYLLICHHA.

Barcapman

EnHospemennara ynorpeba ¢ kanveBH 105aBky, KANHH-CHXpaHABALIH JHYPETHIIH, 3aMECTHTENH Ha
CONTA, ChABPXAILY KalHH, HNH APYTH JEKapCTBEHH MPOAYKTH, KOHTO 6HXa MOTJIH Jia TIOBHINAT
HHBATA HA KalKi (XeNapHH H T.H.), He ce npenopbusa. CTOHHOCTHTE Ha KaHa TpAGBa CHOTBETHO Na
€& MOHHTOPUpAT. '

Xudpoxnopomuazud

JlevenueTo ¢ aMIIOAMNKMHE/BANICAPTAH/XMAPOXIOPOTHA3H TPAGBA A Ce 3aMOYHe CAMO Cliel
KOPHIdpale Ha XHIOKAIMEMHATa H CBITETCTBALIIATA XHITOMATHE3HEMHA, THAZHIHHTE OHYPETHLH
MOraT 4a yCKOPAT HOBa NIOABA Ha XMMOKAJIMEMHS HIK Aa 000CTpAT npeluecTrama XHNoKamMeMHs.
TrasuanuTe auypeTHUM TPROBA Aa CE MPHIAArAT C MOBKHINEHO BHAMAHKE NPY NaLMERTH, YHETO
ChCTOAHHUE € CBBP3aHO ChC NOBHIIEHa 3aryda Ha Kanwii, kaTo HanpuMep con rybemn HedponaTiu
MK IpepeHanto (KapaMoreHHo) yepexknane Ha Gb6peunara pyHKUMA. AKO IO BpEME Ha Tepan
XHAPOXTOPOTHAZHA CE Pa3BUE XHNOKAIHEMHA, IPHEMBT Ha /Mﬂ&\ -
aMNOZKNMKE/BANCApPTaH/XHAPOXJIOPOTHA3ZHA TpabBa fa ce NPeyYCTaHOBH A0 CTabWIHO Bb
Ha banaxca Ha kanus.

aJlkano3a Wi aa 060cTpaT NpeanecTealla XurioHaTpuemnd. Habrionasana ¢ XMnow:
CHLOPOBO/IEHE OT HEBPOJIOrHYHA CHMIITOMATHKA (I'afieHe, MpOrpecHBHA AE20PHEHTALMA, ARd




JleyeHnero ¢ XMUAPOXNOPOTHAZHAM TPAGBa A2 CE 3aN0uBa CIel KOPUIMpaHe Ha TIpeAluecTrania
xunoHarpuemus. B cinyuai Ha Tekka unu O1bp30 pa’BHBaALIA C& XMNOHATPHEMHS N0 BpeME Ba
TIeHEeHHETO C AMJIOAMITHHE/BATICAPTAH/XHAPOXJIOPOTHAZKA, NeUCHHeTo Tpabea Aa 6bae cipaHo Ao
HOPMAJTH3HPaHe Ha HHBATa Ha HATPHUA.

BCcHUKY NAUMEHTH, NpHeMaLii THARHAHH AHYPETHLM TpAGBa neprHoaHuHO aa ObIar npocneniBaHy 3a
€JIEKTPONTHTHH HAPYLIEHHA, 0co0eHO Ha Kanus, HATPHS ¥ MarHeaus,

Bropeuso yBpexnane

TrhasnaHuTe AMYpPETHIIA MOTAT 44 YCKODAT A30TEMHATA NIPH MALMEHTH C XPOHHYHO GE6peyHo
3abonapane. Korato aMnogunuu/pancapTal/XHApPOXIOPOTHAZH] Ce NIPUIAra IPH NALHEHTH ¢
616peuno yBpexaaHe, ce NpenopLYBa NEPHOANYHO MPOCIEAABAHE HA HUBATA HA CEPYMHMTE
GIIEKTPONHTH (BKIIOYHTEITHO Ha KafHA), KpSATHHHHA M [THKOYHATA KACEIHHA.
AMNORTIHA/BANICAPTAH/XHAPOXJIOPOTHAZH € NIPOTHEOMIOKA3aH IPH [IRLIAEHTH C TEXKO GBOpEUHO
yBpeXaHe, aHypUs WIH DPOBEXKIAIIM JHANH3A (BXK. TOuka 4.3).

He ce nancksa kopurnpase Ha 103aTa Ha aMJIOAMITHE/BANCAPTAR/XHAPOXIOPOTHA3H NPU NALUEHTH
¢ ieko A0 ymepeno 6u6peuno yspexaane (GFR >30 mimin/1,73 m?).

Crenosa Ha 6v0Opeyna aprepug

AMnoaunuH/BancapTan/XuapoXnopoTHazHy TpSOBa 1a ce Npuiara ¢ MOBMILICHO BHUMaHHeE 33
JIeYeHHe Ha XMIIEPTOHUA NPH NALMEHTH ¢ eAHOCTPAHHA WK IBYCTPaHHA cTeHO3a Ha 6p0peunnTe
apTePHMH HJIM NPH CTEHO32 HA apTePHA Ha eQHHCTBEeH OBOpEK, ThH KaTO NPH TAKHBA NALHEHTH MOXE
1a ce MONy4YH NOBUILIABAHE HA YPEATA B KPBETA Y CEPYMHMA KPEATHHUH.

b1.0peuna TpancinanTanys
Jlo TO31 MOMENT HAMA HATPYNAH ONKT MO OTHOWEHNE Ha Gezonackara ynoTpeda na
aMNOJMIKH/BAICAPTAH/XHAPOXIOPOTHA3KY, NPH TIALMEHTH CbC ckopoinHa 6x6peuna

TpaHCIINAHTALMA.

Hepuoapotuo yBpexknane

Bancapran ocHOBHO ce eTMMHHHPA HENPOMEHEH Upe3 XTBYKATa. [TONYKHBOTHT HA AMJIOIHIIHH €
YABJKeH, a croiiHocTiTe Ha AUC ca no-BHCOKH r1pH NallHEHTH ¢ HapylueHa 4epHOApobHa pyHKms;
He Ca YCTaHOBEHH NPENnopHKH 3a Ao3aTa. [IpH nalLueHTH ¢ JeKo A0 YMEPEHO HepHOAPOOHO
yBpexknane Oe3 xonecraza MAKCHMMallHATA HpENOpPbUMTENHA 7103a BasicapTad © 80 mg, cneaoBaTenHo
AMJIONIHNIHH/BANICAPTAH/XMAPOXIIOPOTHASH HE € TIOAXOAAIN NPH TA3H rpyIia NALMEHTH (B3K. TOYKH
42,43u352).

AHruoeaem

Crobmaga ce 3a cny4au Ha aHFHOEAEM, BKIIOYHTEHO OTOK Ha IAPHHKCE M MOTHCA, PHYHHABALY
OOCTPYKLHA Ha NHXATENHHTE NBTHINA W/WIH OTOK HA JIMUETO, YCTHHTE, (PapHHKCA H/HNM €3HKA NPH
NAUMEHTH, TEKYBany ¢ BasicapTad. Hakon oT Te3n naunenT! ¢a HIMATH M IPein TOBA aHTHOEIEM, TIPH
NleYeHHe ¢ NPYTH JIEKAPCTBEHH NpoaykTH, BKmouuteaHo ACE uaxuburopn.
Amnoaunun/Bancapran/XuapoOXIopoTHa3K TpsbBa aa ce cnpe He3aGaBHO NpY NALHEHTHTE
NONIy4aT aHrHOeIEM # He TPsiOBa Ja Ce MPHIIara OTHOBO.

KaTo nocieuLia 0T HHXHGHP2HETO Ha PeHHH-aHTHOTEH3HH-AII0CTEPOHOBATA CHCTEMA TP

e\
TpepasnooKeHH NALHEHTH MOTAT 1a C€ OYAKBAT NpoMeHH B GbOpeynaTa dyuxups. ITpd K
€ TEXKKa CBPACHHA HEAOCTATHEUYHOCT, YHATO 51:5])3‘-1[—1& q.)yl-ll(l],l'lﬂ 61 Morna Ja 3aBUCH OT 3K



H4 PEHMH-aHTHOTEH3HH-AI0CTEPOHOBATA CHCTEMA, NeueHueTo ¢ ACE HHXHOMTOPH M aHTHOTEH3HH
peuenTopHH G610KepH ce CBBLP3Ba C OMHFYPHS MK [IPOrpecHBHA a30TeMHs H (PAAKO) € ocTpa
Ou6peuna HenocTaTEUHOCT H/nK cMbpT. [Toao6aH pesynTath ca cLoBLEHH 3a Bancapran. OueHkaTa
HA NAUHEHTHTE ChC ChPAEYHA HEJOCTATHYHOCT H HITH NOCTMHOKapaeH MHdapkT Tpaea na BKIIOYBaA
BHHarH olleHKa Ha 610peunaTta GyHKLMS.

B awarocpouso, mnauebo-kouTponrpano npoyusane (PRAISE-2) ¢ aMIOAHNHH [iPH NIALHEHTH CBC
¢bpaeyHa HexnocTaTbaHoCT Kiac Il 1 IV no NYHA (New York Heart Association Classification), ¢
HEMCXEMHYHA ETHONIOTHA, AMJIOJHITHH Ce CBBP3Ba C NMOBHLIEH Gpoit chobleHna 3a GenoapobeH oTok,
BBIIPEKH JMIICATA HA 3HAYHMA Pa3/IMKa B YECTOTATA Ha BJIOLIABAINA C€ CHPJEUHA HEZOCTATLHIHOCT B
cpaBHeHHe ¢ maueto.

BnokepuTe Ha KannueBATE KAHAIH, BRIIIOYHTE/HO aMTOAHTIME, Tp2OBA Aa CE H3MOA3BAT ¢ NOBHILEHO
BHHMaHHE [PH TAUHEHTH ChC 3aCTOMHA ChpAEYHA HEAOCTATHHHOCT, Thil KATO MOraT A4 NOBUILAT
PHCKa 0T GBACINH CHLPACYHOCHIOBH CHOHTHA H CMBPTHOCT.

Heo6x0aumo € N0BULIEHO BHHMAHME NIPH NAUHEHTH ChC ChPASYHA HEIOCTATLYHOCT M KOPOHApPHA
Gonect Ha cbpLETO, 0CODEHO NPH BHCOKATA 1032 AMJIOAMTIMH/BANCAPTAH/XHAPOXIOPOTHASHL

10 mg/320 mg/25 mg, Thil KaTo CHIIECTRYBALTE AAHHHMTE [PH Ta3H NALMEHTCKA NOMYNALHS Ca
OTPaHHYEHH.

AOpTHA M MUTpallHa KNAMNHA CTEHO3a

KaKTo Npu BCHYKK IPYTH Ba30ANNATATOPH € HEOGXOAMMO CTIa3BaHe HA CTIELMAITHH NPEANA3HH MEPKH
NpH MauHeHTH ¢ MUTpaHa KJanHa CTeH03a WK 3HauMMa aopTHa CTEHO3a, KOATO He €
BHCOKOCTEMNEHHA.

EpemenHocT

Anruotensun II peuenrophute 6nokepu (AIIPB) He Tpabpa Aa ce 3amo4BaT MO BPEME Ha
6pemennoct. OcBeH ako NPOALILKABAHETO Ha TepanuaTa ¢ AIIPE ce cunTa 32 JKH3HEHO BaXHO, Ha
NalHeHTKUTE, KOMTO TIAHHPAT Na 3abpeMeHeAT, Tpabpa Aa 6bae Ha3HAYEHO ANTEPHATHBHO
AHTHXHIIEPTEHIHBHO JIEYEHHE ¢ YCTAHOBEH npodni Ha Ge30nacHOCT 32 ynoTpefa no BpeMe Ha
6pemennoct. [Ipu ycranoasane Ha GpemenHocT nevenneto ¢ AIIPE Tpabea na ce NpeycTaHOBH
He3abaBHO 1, KO € YMEeCTHO, A2 ce 3aN04He aJTePHATHBHA Tepanus (BXK. ToukH 4.3 1 4.6).

H'prH‘leH XANEPANIToCTCPOHAIBM

IauuenTy ¢ MPBHYEH XHNEPAIAOCTEPOHHIBM HE TpaGBa A1a 6BAAT NEKYBAHH ¢ aHrnoTeH3HH 11
peuenTopHus Gnokep BancapTaH, Thi KaTo TAXHATA PEHHH-AHTHOTEH3HH-AJA0CTEPOHOBA CHCTEMA HE
¢ axtHBupana. [Topaay Tazu npHuMHa aMACAHNMH/BANCAPTAH/XUAPOXIOPOTHAIM HE CE IPENOPEUBA
NPH TasH MOMyJIanus.

CucTeMeH JTVIYC epUTeMAaToneC

Crobluaea ce, Ye THA3HAHHMTE THYPETHLIA, BKIIOUHTEAHO XHAPOXIOPOTHASHA, MOTAT Aa 0BOCTPAT HTH
na akTHBHPAT CHCTEMEH JIYNYC epHTeMAaTodec.

H MeTabOJIHTHY HA eHHS

¢ anader Moxke Ja e HeolX0AMMO KOpUripaKe Ha XO3ATA HA HHCYHHA WIH Ha Tiepopany
XHITOTTHKEMHYHO CPeCTBO. ' '

Flopaaun xHAPOXNOPOTHA3HAHATA KOMIIOHEHTA AMNOAHNIHH/BANICAPTaH/XHAPOXITOPOTHAS



TIPOTHBOMOKA3aH NP CUMITTOMATHYHA XUMEPYPHKEMHS. X HAPOXJIOPOTHAIHA MOXKE 1A NOBHILK
CEepPYMHHTE HHBA Ha MMHKOYHATA KHCENIHHA, TIOPAAH HaMaleHHA KITHPBHC Ha MMKOYHATA KHCETHHA H
MOKE 14 NPUYHHH KK Aa 000CTPH XHNEpYPUKEMHATA, KAKTO U Ia YCKOPH NOABATa Ha Nojarpa npu
NIpepaznoIOKEHH NALMEHTH.

Tua3HaHTe HaManABaT eKCKPELMATA Ha KL ¢ YPUHATA M MOTAT 12 NPEAM3BHKAT IPEXOAHO K JIEKO
NOKa4YBaHe Ha CEPYMHHA KaLIKH NPH JIHNCATA HA H3BECTHH HAPYILIECHHA B KUIMEBHE MeTabomHasM.
AMIOANNIHK/BancapTal/ XHAPOXJIOPOTHA3HA € NPOTHBONOKAEH NPH NALKEHTH ¢ XKHNEPKaNLHeMUa H
TpAOBa Ja ¢e mpunara camo Cliel, KOPHTHpaHe Ha nmpeiuecTBalla XHnepkanuueMus. [IpuemMsT na
aMJIOAMITHH/BaTIcapTan/XuAPOXNOpoTHA3KA TPAOBA na 6be NpeKpaTeH NPH pa3BHTHE Ha
XHICPKAJTUMEMUA HO BpeMe Ha neyenuero, CepyMHEUTE HABA Ha Kanuys TpaGea NepHoOANYHO Aa ce
TIPOBEPABAT O BPEME Ha JICUSHHETO ¢ THa3HIH. HonuepTaHaTa XunepkanunemMus Moxe aa opae
JOKa3aTENCTBO 32 CKPUT XHIEPIIAPATHPEOUAN3EM. [IpHEMBT HAa THA3HIAHH AMYpPETHIH TpAOBa Ja
OBzie peKpaTeH Npeay NpoBEXaHe Ha U3CEIBaHHS Ha QYHKUMATA HA APATHPEOHUAHITE HIIE3H.

DOTQUYBCTBHTENHOCT

CrobiaBa ce 3a ciyMan Ha peakLMH Ha (hOTOMYBCTBUTETHOCT NPH NIPHEM Ha THASHIHH HYPETHLIH
(Bx. Touka 4.8). Ako no BpeMe Ha JIEUSHHETO C AMJIOJIMITHHE/BANICAPTAH/XHAPOXNOPOTHAZNUA
BB3HHKHE PeaKLig Ha (POTOMYBCTBHTENIHOCT, C& TIPENIOphBa CTHPAHE Ha JICYSHHETO. AKO Ce CUHTA
3a HeOOXOJHMO IOBTOPHO NPHIAraHe Ha JAMYPETHKA, Ce TPenopbUBa 3alMTa Ha 0bNacTHTe,
W3NI0/KEHM Ha CTBHLIE HITH H3KycTBeHa UV A cBeTIIHHA.

Oc1pa 3aKpUTOBCbIHA THAYKOMA

XuppoxopoTHazHALT € cyNdOHaMUI U € CBBP3aH ¢ Peakuis Ha HAHOCHHKPasys, BOAELIA 10 OCTpa
TPaH3HTOPHA MHOMHA U OCTPA 3aKPHUTOBIB/IHA IaykoMa. CHMITOMHTE BKIIIOYBAT BHE3AMHO
HamaJjlssBaHe Ha 3puTenHaTa ocTpora Wiy 60JKa B ounTe 1 00HYaiHO BL3HHKBAT B PAMKHTE Ha 4acoBe
70 ceaMHIIA ClIe 3anouBaHe Ha seyeHHero. HenexyBaHaTa ocTpa 3aKpHTOBIBIHA [NAayKoOMa MOKe J4
JoBeAe KO NIePMaHEHTHa 3aryba Ha IpeHHeTo.

ITpBOHAYANHOTO JIeYEHHE € Aa Ce NPEKPATH MPHEMA Ha XHAPOXJIOPOTHA3M, KOJIKOTO C& MOXKE No-
6Bp30. AKO He Ce IOCTHIHE KOHTPOJI BbPXY BBTPEOYHOTO HajAraHe TpabBa fia ce MMAT MpeABH
CBOCBPEMEHHO MEIMLIMHCKO HIH XMPYPrHYHO JieueHHe. PHCKOBHTE QakTOpH 3a pasBHTHE Ha OCTpa
3aKpHTOBIB/HA INIAYKOMA MOTAT Na BKHOYMBAT aHAMHeE34 33 CYI(POHaMMIHA M TICHHLWIHHOBA
anepras.
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Heo0xo0a4Mo € NoBKILIeHO BHHMAHKE NPH NALMEHTH ¢ MTPEAINeCTBalla CBPLXYYBCTBHTEIHOCT KbM
apyrun aurvotensun I peuenropuu 6nokeps. PeakunuTe Ha CBPLXHYBCTBUTENHOCT KbM
XHAPOXJIOPOTHA3WA Ca NMO-BCPOATHM NpH MALHCHTH, CTPAJAIIH OT aneprua Wik acTtMa.

Hauperty B cTapuecka Bb3apacT (Ha Bh3pact 63 rogyHi H DoBeYe)

[Ipenophusa ¢e MOBHIEHO BHHMAaHHE, BKNIIOYHTEIHO N0-YECTQ MOHHTOPHPAHE Ha APTEPHANTHOTO
HansgraHe, NMpH NALKAEHTH B CTapyecKa Bb3pacT, 0co0eHo NpH nprUaaraHe Ha MakcMMallHaTa 103a
amJIoAUIHH/BaICcapTan/xuapoxnopoTHasuz, 10 mg/320 mg/25 mg, Teil kaTo AaHHHUTe 33 ynotpeba
TIPH TA3M NALMEHTCKA NIOMNYNalys ¢a OTPAHHYEHH.

JIBoiiHo Gn0KHpaHe HA peHEH AHTHOTEH3HH -annocTeporoBara cietema (PAAC)

Hma naHuu, ve enHospemenHaTa yniotpeba Ha ACE uuxuburopn, APB nnu anvckypen igaby
pHCKa OT XHIIOTOHMA, XHIIEPKAIMEMAS M HaManABaHe Ha 6x6peunaTa Gpynkums (BrmounEeli



AKO Ce NpeLEHH, Y€ TepanuaTa ¢ ABoiHO Gnokupaue e abeomOTHO Heo6XoAKMa, TOBa TPAGBa Aa
cTaga camo NoJ HADMOAEHHETO HA CNELMATHCT M TIPH 4ECTO BHHMATENHO MOHHTOPHpAHE Ha
6nbpeunara ¢yHKUES, eNEKTPONHTHTE H KpBBHOTO HayAraHe. ACE unxuGuropu u APB He Tpabsa na
Ce M3MOJI3BAT €QHOBPEMEHHO NPH NauHeHTH ¢ NUabeTHa HedponaTus.

IleMeIaHOMEH pak Ha KOKATA

B aBe enunemMuonorHyH1 NpoyuBaHHA, OCHOBABALUH CE HA JAaTCKMS HALMOHANIEH PAKOB PETHCTEHD, €
HAOMMOAABAH NIOBHIIEH PHCK OT HEMeNaHOMeH pak Ha koxata (HMPK) [GasanHoxneTbUeH KapHHOM
(BKK) 1 ckpamosnoknernyeH kapuntom (CKK)] npu napactsaiua ekcnosuuMs Ha KyMYJIaTHBHA
no3a xuapoxnoporHasua (XXT3). ®orocencubunusupamnre epextd na XXT3 morar ia aeiicTeart
KaTO BEPOATEH MEXAHN3IBM 3a pazeurHe na HMPK.

MauuenTuTe, npyeMainy XXT3, TpaGpa aa 6baaT uudopmupann 3a pucka or HMPK u coeeTBanu
PENOBHO 13 NPOBEPABAT KOXKATA CH 32 HOBM JIE3HH H He3abGaBHO Na cHoDINABAT [IPH MOABA HA
MOAO3PUTENHH KOXKHA Ne3nH. Ha naumenTute Tpsabea ia ce NpenopbuaT BB3MOKHH IPEBAHTHBHMA
MepKH, KaTo OrpaHUYE€HO H3NAraHe Ha CTbHYCBA CBETIIMHA H YITPABHOJETOBH IBYH, a4 B CIyuaii Ha
€KCIO3HLMs, MOAXOMAIA 3allHT4, 38 J1a ¢ CBEAE IO MHHUMYM PHCKBT OT Pak Ha KOXKaTa.
lMopozputentnTe KOKHK Ne3un TpaGra fa GBART NOANOKEHH HA He3aGaBHO K3CnEABARE,
TOTEHUMAITHO BK/IIOUMBAIO XHCTONOMHYHA W3CACSABaHUA Ha BHONCHYHM MaTepHaTH.
IIpepasraexnane Ha ynorpeGara Ha XXT3 mMoxke Ja ce HallOXH H NPH NALHEHTH, KOHTO ¢4 HMATH
npeaxoaeH HMPK (Bx. ceino Touka 4.8),

~Harpuit
Tosa aexapcrso chabprka no-Manko o1 1 mmol Harpuii (23 mg) Ha dunmupana TabreTka, T.¢, MOXE
Na ¢ce Kaxke, 4e NPAKTHYECKH He ChAbpPKa HATPHI.

4.5  BsammonelcTBHe ¢ ApYIH NeKAPCTBEHH NPOAYKTH H APYrH HopMA Ha B3anMoneiticTere
He ca npoeskaani opHUHATHH NPOYUBaHHKA 38 B3aHMOACHCTBHATA Ha
aMIIOMIIH/BANICAPTAH/XHAPOXIOPOTHA3NT C JPYTH EKApCTBEHH NpoayKTH. ClenoBaTenHo, B TA3H
TOYKA € NPeNcTapeHa WHOPMAaLIMA SAMHCTBEHO 32 H3BECTHHTE NPH  OTAETHMTE AKTHBHH BEILECTBA

B3aHMOJEHCTRHA ¢ APYTH NEKAPCTBEHK IPOAYKTH,

BasxHo e 1a ce uma npeasua, Ye aMIOOHNHHE/BANCAPTAH/XHAPOXIOPOTHASHI MOXKE 12 3aCHITH
XHINOTEH3UBHUTE €PEKTH Ha APYTH AHTHXHUNEPTEHIHBHH CPEACTBA.

Hece NPENOPEYERA EAHROBPEMEHHO NPHNOKEHHE

Amaoganag/ H3BecTnn Edexr na B3aumMoneiicTBHETO ¢ APYTH
BajicapTan/ B3aHMOAEHCTBUA CBE | JIEKAPCTBEHH NPOAYKTH
XHAPOXJIOPCTHASH] | CEAHHTE CPEICTBA

OTAEeNHR

KOMIIOHEHTH

Bancapran u HCT JIntnii Crobmaba ce 3a 00parTyMO NOBHMINABAHE Ha

KOHLIEHTPALHATA Ha JIATHII B CEPYMa H TOKCHYHOCT
NIPH eHOBPEMEHHO NipHiaraHe Ha nThii ¢ ACE
HHXWGUTOPH, aHrHoTeH3uH Il penenTopHy
AHTArOHHCTH, BIUTIOTHTENHO BANCAPTAL A o
THa3HAHK AnypeTHul. Thit kato GLOP
KJHPBHC HA JTHTHA € HAMaJIeH OT THAZR
OT JIATHEBA TOKCHYHOCT € Bmuoml@i ;
A2 ce MOBHINH NP NPHEM Ha ="
amnonnnnn/nancapmﬂlxnﬂpoxnopoq'g
Ta3M NPHYHHA CE NPENOpPbUBa BHHMATEDH




TPOCAEAABAHE HA CEPYMHUTE HUBATA HA JMTHIA OpM
€IHOBpEMeHHa ynoTpeda

Bancapran Kanuii-cexpanssamy | Kanuii-cbXpaHgBaliy JUYPETHIIM, KATHEBH NOOABKH,
JHYPETHLM, KAIHEBH | 3aMECTHTEIH Ha CONTA ChABLPIKAIIM Kanuii i ApYrH
JAo0aBKH, BELLECTSa, KOMTO MOTAT a4 NOBHIIAT HHBATA Ha
3aMECTHTET HA CONTa | Kanui
ChALPKALUM KaaHi 1
APYrH BellecTBa,
KOMTO MOraT Nz
NOBUILIAT HUBATA H4
Kanuit

AMNOIUTTAH [peitndpyT unu cox He ce npenopbuBa egHOBpeMeHHaTA yioTpeba ha
oT rpeingpyr aMIIOAMNMHE ¢ rpelindpyT WK cOK OT rpefindpyr,

Thil KATO NPH HIKOH NALMEHTH OHOHATHYHOCTTA Ha
aMNOAWNHH MOXKE A3 ¢¢ NOBKINY U 43 AOBEAS A0
3aCHJIBaHe HA AHTHXHITEPTEH3HBHHTE eeKTH

H3uckpa ce NOBKIIEHO BHUMAHME NIPH_HOBREMEHHO NMPpHIOKEHHE

Amiogunun/sanc | M3secran EdexT na BlanmopeiicTBHETO ¢ APYTH
APTAR/XHAPOXJIOP | B32HMOAEHCTBHS Cbe JIeKapCTBEHH NPOAYKTH

OTHA3HA OTAEHR | CHAEIHHTE CPEACTBA

KOMIIOHEHTH

AMno1unuH CYP3 A4 nuxuGuropn EAHOBPeMEHHOTO NPHAOKEHHE HA @BMIIOJHITHH ChC

(Hanp. keTOKOHA3OM, cuinu WK ymepeHn CYP3A4 unxuburopu

HTPaKOHA30I, {ripoTeasHH RHXUOHTOPH, a30/THH MPOTHBOI'BEOHYHI

PHUTOHABHP) CPeNCTBA, MAKPOIHAH, KATO EPUTPOMBLMH WK
K/IapHTPOMHIIMH, BepanaMil WIH JUITHA3eM), MOKe
Jia A0Bezie /10 3HAYMMO YBENHYBaHe Ha
EKCTIOZKRLMATA Ha aMaoaunHH. KiinHHunaTa
3HaYMMOCT Ha Te3H PapMaKOKHHETHYHH BAPHALHH
MOJKE Aa € N0-H3pa3eHa NpH [IallNeHTHTE B
cTapyecka Bb3pacT. ToBa MOXe Ja HANOKH
KIHHHYHO NTpocieisBaHE M KOpeKuus Ha no3ara.

CYP3A4 unnykropu Tlpu enHOBpEMEHHO NPHAGKEHKE Ha H3BECTHH

(aHTHKOHBYNCAHTH nuaykTopH Ha CYP3A4 nasmenara KOHUEHTpaLHs

[Hanp. xapbamazennu, Ha aMJIOAAMMNHH MOKe Aa Bapupa. [Topamu Topa

(penobapbuTan, KPBBHOTO HanaraHe Tpabea aa ce npocnenssa M na

deHnuToHH, ce OOMHCH afanTUPaHe Ha J03aTa KAKTO e BpeMe,

tdochenmrTonn, TaKa H CIE] €AHOBPEMEHEH NpHeM, 0co0SHO Che

TIPAMKBACH], cuniu CYP3A4 unaykropu (Hanp. pugamMnuums,

prpaMIHLuUE, MBJIT KAHTAPHOH).

Hypericum perforatum

[3xunT xanrapuon])

CHMBacTaTHH MHOrokpaTHOTO rpHIcKeHHe Ha amaoaHnus 10 mg
€/IHOBPEMEHHO Chbe cuMBacTaTHH 80 mg nopHnasa
cbe 77% eKCro3MLMATA Ha CUMBACTATHH CIPAMO
CaMOCTOATETHOTO NPHIMKEHHE Ha CHMBACTATHH.
IpenopwuBa ce HamanABaHe HA N034Ta HE, o=
CHUMBacTATHH 10 20 mg AHEBHO NpH 1
AcuerHe ¢ aMIIOAHIHH,

Haurtponen (nndysusn) TIpH xBBOTHH ca HADMIOAABAHY JIETA

XBNEPKATHEMHA CNe/l [IPUIOIKEHNE HA BY
. e

HHTpaBeHo3eH nanTpoieH. [lopanu prek

XHMNEPKAIMEMHUA, Ce Npenopbysa Aa ce ks
.




€JHOBPEMEHHOTO IIPHJIO’KeHHE ¢ AHTATOHHCTH Ha
KaJILIWeBHTE KaHalH KaTo aMIORHIIHH NpH
MalHeHTH, MPeAPasNoNOKEHH KbM MalliTHEHa
XHTIEPTEPMHL ¥ NPH OBNAJABAHE HA MAJIATHEHA
XHNEPTEPMHSL.

Bancapran u HCT | Hecrepounuu HCTIBC morar aa otcnabsT aHTHXHUNEPTeH3MBHHA
NpPOTHBOBE3NANUTENHH | edeKT, KAKTO Ha anrnoTensHH II penenTopHuTe
cpencrea (HCIBC), OnoxepH, TaKa H Ha XHAPOXIIOPOTHAZKMA, KOTATO Ce
BKJIIOYBALH npEAarat eAHoBpemMenHo. OCBeH ToRa
CEeNeKTHBHH eqHOBpeMeHHaTa ynotpeba Ha
LMKJI0OKCHTE€Ha3a-2 aMIIOAMIHH/BANCApPTaH/XHAPOXAOPOTHASH H
uHxuOuropu (COX-2 HCIIBC Moxxe na noBese A0 BlONaBaHe Ha
HHXHOHUTOPH), 616peunata ¢hyHKUMA, H TOBHIIABaHE Ha HABATA Ha
ANETUICANHMIKIOBA cepymaus xanuid. [Topaau Tazn npuawna ce
Kucenuna (>3 g/nen} M | nperopr4Ba MOHMTOpHpaHe Ha GbOpeyHaTa
secenekTHRHN HCBIIC | dyHkumaA NpH 3anouBaHe Ha JIEYeHHETO, KAKTO U

4NCKBATHA XUAPATALMA HA MALMEHTA..

Bancaprau Huxubnropu Ha boreiik | PesynTature ot in vitro mpoyyeaHe ¢ ThKaH OT
TPaHCHIOpTEPa YOBELIKH 4epeH Apod MmoKassa, u¢ BaJICAPTAH ¢
(pudaMmHLHH, cybeTpar Ha yepHOAPOOHHA BITTEHK TPaHCNOpTED
LIMKJIOCTIOPHH) WK OCATP1BI u Ha uepHoapoOEHA edaykceH
eyKCHHA TpaHcnoprep mRP2. ENHOBPEMEHHOTO NPUIIOXKEHHE
TpaHcOopTep ¢ MHXHWOHTOPH Ha BNTEHK TpaHCnopTEpa
{puTOHaBHP) (prdaMnHLKE, UHKIOCNOPHR) HitH HAa eIYKCHHA -

TpaHCopTepP (PHTOHABHP) MO3Ke a NOBHILNK
CHCTEMHATA EKCHIO3HLIHA Ha BaJICapTaH.
HCT Anxoxon, 6apGurypati | EqHOBpeMEHHOTO NpHiiaTaHe Ha THa3SHAHHTE

HJIH HAPKOTHLIH

IHYPETHLH C BELIECTBA, KOUTO CHILO BMAT
NOHWKABALI KPBEBHOTO HalliraHe efexT (Hanp. upes
HaMangBaHE HA aKTHBHOCTTA HA LEHTpalHaTa
HEpBHA CHCTEMa WM JUPEKTHA Ba30AHNATALIH)
MOJKE Aa TIOTEHUMpPA NOABATA HA OPTOCTATHYHA
XHITOTOHHSA.

AmaHtagnun TrasumuTe, BKIBOYHTENHO XMAPOXIOPOTHAZHA,
MOTaT Aa NOBHHIAT PHCKA OT HEMENAHH PEAKLHH,
NPHYHHEHH OT AMEHTAHH.

AHTHXONHHEPrHYHH BroHanMYHOCTTa Ha THASHAHHTE AHMYPETHLIH MOKe

cpeacTea M APYyrH Ia Ce NOBHLIN OT aHTHXONHHEPrHYHHTE CPeacTEa

NEKapCTBEHH MPOAYKTH, | (Hanp. aTpOTNHH, GMNEpHAEH), BEPOATHO NOPaSH

[OBTHARALIY HaMaNABAHE HA MOTHIIMTETA Ha CTOMAIIHO-APEBHMA

CTOMAMHBAA MOTHJIUTET

TpakT 4 3a0aBAHe Ha BPEMETO 3a W3npa3BaHe Ha
cromaxa. OOpaTHO, OuaKBa Ce NPOKHHETHYHHTE
BELLECTBA KATO LIW3apnH/ Aa MOTaT Aa HAManaT
GHOBAIMMHOCTTA HA THASHIHNUTE HHYPETHLIA,

Awnmupuabernu TuazuauTe MOTaT Aa HAPYIIAT FIOKOZHIA TONSPAHE.
cpexctea (Hanp. Moxxke na ce HanoxH KOPHrHpaHe Ha RO3HTE Ha
MHCYJIMH H TIepOpaiHi | aHTHAHADETHHTE JIeKapCTBEHH NPOAYKTH.
aHTHaHabeTHH

cpencTsa) : e
MerdopMun Merdopmut 1pabea pa ce npuema ¢ m ol

HHOYLMpaHa OT Bb3MOXKHa QYHKLHOR
HEOCTATHYHOCT, CBBP3aHa ¢ XHAPOXAD]

Bera-Gnokepu u
QHA3OKCHA




XHUNepraukeMus. THazuaAHUTe JHyPEeTHLIM,
BIJTFOMHTEITHO XMAPOXJIOPOTHA3ZH, MOTAT Ja
NOBHINAT XHNEPTITUKEMUYHHA e(eKT Ha AHA30KCHA,

Luxnocnopux EnHOBpEMEHHOTO NpUAraHe ¢ LAKIOCTIOPHH MOXKE
Ja MOBHIIW PHACKA OT XHITEPYPHKEMHS H
YCIIOKHEHHA Ha MoJarpara.

LuroTokcuunu THa3snaHNTE AHYPETHUH, BIJIIOYHTETHO

CpeAcTRa XHAPOXAOPOTHA3K, MOTaT Aa HaManat 6ubpeunara
€KCKpeLMs Ha LHTOTOKCHYHMTE CpeAcTRa (Hamp.
uMknodochaMu, METOTPEKCAT) M Aa NOTEHLMPAT
TEXHHTE MUEAOCYNPECHBHH eQeKTH

Jururanucoeu Trasua-uHAYLHpaHa XUNOKATHEMHUE HAK

TIAMKO3HAH XHIIOMarHe3HeMHs MOTAT Ja ce U3ABSAT KaTo
HexKeNaHK PEaKUHH, YIecHABaliKiA Ha4aNo0To Ha
JMCHTANMC- HHAYUWPAHH CHPIEYHH apUTMMHU.

Honuyu xoWTpacran B ciyuaii Ha AMypeTMK-UHIYLIAPAHA ASXUIPATALHS

BELIECTBA 1Ma NOBUILEH PHCK OT ocTpa tebpedna

HEJOCTATBYHOCT, 0COOEHO NIpH BHCOKM J03M Ha
Hoanure npoaykTH. [lauuenture Tpabea na ce
pEXHApaTHPAT NMpeAH TPHNaraHeTo Ha HoaHH
KOHTPAaCTHH BEIIECTBA.

HonoobmeHrn cmonu

AbcopOumaTa Ha THA3HAHKTE AHYPETHLIH,
BKJIIOMUTENIHO XHAPOXJIOPOTHA3U], €€ HAMATIARA OT
XOAECTPUPAMHUH Hnn Xonectunon. Tora Moxe pa
Joeene Ao cyOTepaneBTHYHH e)eKTH HA THA3UAHHTE
auypetHu. HpanaraneTo Ha XuApOXAOPOTHASHI, H
Ha HOHCOOMEHHHTE CMOJIH TIOOTAENTHO, TaKa ue
XHAPOXJIOPOTHAZHA Ja ce NpHnara noHe 4 uaca
npexau uau 4-6 yaca Ceal NPUIOKEHHETO Ha
HoHnoobMennara cMona, 64 HaManuo
B3aHMOAEHCTBHETO.

JlekapCTBEHH NPOIYKTH,
NOBTHABALIH CEPYMHOTO
HHBO Ha Kanuii

XunoxkanneMHUHHTe edekTH Ha XKMAPOXTOPOTHAIHA
Morar ja GbJaT NOBKILEHH TIPH CHBMECTHO
OPUNCKEHHUE ¢ Kal-rybeinu THYpeTHLH,
KOPTHKOCTEPOKAH, NAKCaTHBH,
aapedokopTHKOTponen xopmoH (ACTH),
ampoTepHLIH, KapOEHOKCONOH, NEHHLWTHE G K
TIPOM3BOAHA Ha CaJIMIMNOBATA KHCETHHA HIH
aHTHapUTMHUH. AKO € HeoOX0onHMO NPEANHCBAHETO
Ha TE3H JIEKAPCTBEHH HPOAYKTH €AHOBPEMEHHO ¢
KOoMOMHALHATA

AMJIOIUITHH/BAICAPTAH/ XWAPOXJIOPOTHA3KN, Ce
NpENnopbYBa MOHUTOPHPAHE Ha IIA3MEHHMTE HHBA Ha
KaaMid.

JlekapcTBeHH NPOAYKTH,
NOB/HABALIH CEPYMHOTO
HMEBO HA HATpHIi

XUnoHATPHEMUUHUAT edekT MOKE Aa Ce YCHITH TIpH
CHLEMECTHO NPHIIOXKEHHE C ONPENENeHH IEKapCTReH
NPOZYKTH KATO aHTHJIENPECAHTH, AHTUIICHXOTHLIM,
aHTHEMIeNTHYHH cpeacTsa u ap. HeoGxomumo e
NOBHINEHO BHYMAHHE NPH CHEMECTHO RS
HA TE3M AEKAPCTBEHH NPOAYKTH S

JlexapcTBeHH NPOAYKTH,
KOHTO MOraT Aa
HMHAYUHpaT torsades de
pointe

e r—
Topany pucka OT XHNOKANHEMHS ' &/ A%
XMIpPOXJIOPOTHA3HA Tpsbea ma ce Np.

uHayumpar torsades de pointes, no-cnejiva
antuapitmuLy Knac Ia u Knac 111, k'

AHTUTICHXOTHLA, e
Tl




Jlekapcreeny npodykTH, | Knac Ia u Knac III, kakTo v HAKOH AHTHTNICHXOTHLIH.
TIpHJIaraHHu 34 JcyeHue BE3MOXKHO € 1a ce HANOXH KOPHrHpaHe Ha 103aTa

Ha nojarpa HA YPUKO3YPHUHMTE JIeKapCTBEHH NMPOAYKTH, Thil
{npobeHenun, KATQ XMAPOXJIOPOTHAIKA MOKE J]a TOKAaYK HHUBATA HA
cyndHHNKMpazoH U cepyMHaTa NMKouHa KuceauHa. Moxke na e
anonypuHon) HeoOXO0aWMO Zia ¢€ YBEJIHYM A03aTa Ha IpofeHenun

H CyN{HHNUPAZOH.

EnHOBpeMEHHOTO MpMIaraHe Ha THa3WIHA
IUYPETHIM, BRIIOYHTENHO XUAPOXIOPOTHANT,
MOXE Ja NOBULIM HeCTOTATa HE PeaKlHHTE Ha
CBPBXUYBCTBHTEAHOCT CIIPAMO &TOIYPHHOI,
MeTunaona Hma otnensn chobnlenys 3a ciryvam Ha
XEMOJIHTHYHA aHeMHs, Bh3HHKHAJIA 1IPH
€XHOBPEMEHHO NTPHJIAraHe Ha METHIAONS U

XHAPOXAOPOTHA3HA _
Henenonspusupamu THazsHANTE, BKIIOYUTENHO XHAPOXIOPOTHASH,
CKeIeTHO-MYCKY/IHH NOTEeHLMpaT JeHCTBHETO Ha IPOK3BOAHKTE Ha
penakcaHTH (Hanp. Kypape.
TybOKYpapHR)
Hpyru TuHasuaKTe NOTEHUMPAT AHTHXUIEPTEH3HBHOTO
aHTHXMNEPTEH3HBHH JeCTBHE HA JpYTHTE AHTHXUNEPTEH3UBHH

JeKapCTBEHH NPOAYKTH | JekapcTsa (Hanp. ryaHeTHiHH, METHIoMa, 6eta
Gnoxepw, Ba3oaAWNaTaTopH, OJIOKEPH Ha KAILHMEBHTE
kananu, ACE unxuburopu, ARB u Jlupekten
Pennnoen MHXuGHTOPH.

Ipecopun amuan (Hanp. | XuApPOXJIOPOTHA3UEA MOXE A2 HAMAJIH OTTOBOPa KbhM
HOpaJpeHaNHH, TpPECOPHH aMKBHH KaTO HopaapeHanHH. KnunuaHara
aJpeHanuH) 3HAYAMOCT Ha TO3H e()eKT e Heonmpeenena U He e
JOCTATHYHA 38 NpeKpaTABaHe HA TAXHATa ynorpeba.
Buramun D u kanuvess | [lprnarasero Ha THA3HIHH JHYPETHLM,

COIH BK/TIOUHTEJIHO XHIPOXJIOPOTHA3KHA, C BHTaMuH D pau
¢ KAAUHEBH COJIM MOXKE Na NOTEHLIHPA IOKaYBaHETO
Ha CepyMHMA Kanuuii. EAHOBpEMEHHOTO
TPUIOKEHHE ¢ THASKHIHN AMYPEeTHLM MOXKe Na
IoBefle A0 XUNEPKANUMEMHMA TIpH MaLlUeHTH
NpeapasnoNokeHH KbM XUNEpKAIUMEeMnd (Hanp.
NIPH XMNEPNapaTHPEOHH3bM, 3T0KAYECTBEHH
3abonaBaHKg MK BUTAMHH D-MeHHpaHH
CBCTOAHHMA) Ype3 NOBHILaBaHe Ha TyOyIHaTa
Kanurepa peabcopOuma.

Heoting broxupane na PAAC ¢ APE, ACE unxubumopu 4y aauckupen

JlaHHH OT KITMHHYHH NPOY4BaHUA NOKA3BaT, Ye Neoiinoto Giroxnpane Ha PAAC upes xoMOuHHpaHaTa
ynorpeba Ha ACE nuxuGuropy, APB Hi ATHCKHpeH ce CBbP3Ba ¢ NO-BHCOKA YECTOTA HA HEKENTaHH
cHOMTHA, KATO HANPHMEDP XHNOTOHMA, XMNEPKANHEMUs W HaMaiaBaHe Ha ObOpeyHara hyHKIMA
(exarounTenHo octpa GbOpevHa HEIOCTATHYHOCT), B CPABHEHHE ¢ YNIoTpe0aTa caMo Ha e/iHO
cpeacTeo, Aeiicteawo BLpxy PAAC (Bx, Toukn 4.3, 4.4 1 5.1).

4.6 .(I)epm.unre'r, GpemMeHHOCT H KnpMeHe
| e

bpemennoct

e
Amrodunun s (oW
Be3omnacHocTTa Ha aMJOAKITHE N0 Bpeme Ha GPEMEHHOCT NpH XOpa He ¢ ycTanoseHa. B npo %
NpH KHABOTHH, NPU BUCOKH 1034 € HaBII0AaBAHA PENPONYKTHBHA TOKCHYHOCT (BK, TOUKAH, 3

[Tpunoxenne no speme Ha GpeMEHHOCT ce NpenopbuBa CaMo KOraTo HAMa no-GesonacHa . »



anTepHaTHEa H KOraTo 60/1ecTTa caMa 1o cebe CH HOCH NMO-ro/IAM PHCK 3a MaiikaTa i IU1oAa.

Baacapman

Ynorpebara Ha anrnoternsut II peuentopum Gnokepu (AIIPB) He ce npenop'bqna TO BPEME Ha MLPBUL
TPUMECTBD Ha 6pemenHocTTa (Bk. Touka 4.4). Ynorpebata Ha AIIPB e npotuponokasasa no BpEME Ha
BTOPHA U TPETHA TPHMECTBP 0T GpeMeHHOCTTa (BK. ToukB 4.3 1 4.4),

EnmgeMHonorniHiTe NaHHH 3a prcKa OT TEPATOreHHOCT cried excnosuuus va ACE HHXHOWTOPH Mo
BPEME HA TILPBHA TPUMECTBP OT GPEMEHHOCTTA He BOAAT A0 OKOHYATENHH 3akmoueHns. Bee nax,
I€KO MOBHUICHUE HA PHUCKA HE MOXE /1A C& M3KMIOUH. BhOpekH Ye HAMA IaHHA OT KOHTPONHPAHA
€MHACMHONOTHYHH NPOYYBAHH 3a Pycka NpH aHruoTensud 11 peuenropruTe Gokepn (AIIPE)
nofofeH pUCKk MOXKE /1a CHUIECTBYBA 32 TO3M Kilac eKapCTBeHN MpoaykTH. OCBeH ako
npoabkasaneto Ha ANIPB TepanmsaTa ce cMeTHE 33 XKU3HEHO BAXKHO, MALMESHTH C IUIAHHpaHa
OpeMennocT TpAGRA Na NPEMHMHAT HA ANTEPHATHBHO AHTHXHIIEPTEH3HBHO NeueHie, KOSTO HMa
ycTasoBeH npodun Ha 6esonacHocT npy GpeMeHHOCT. AKO Ce YCTaHOBR GPeMEHHOCT, ISYEHHETO C
AIIPb TpsfBa aa ce npeyCTaHORM He3a02BHO W, 2KO € YMECTHO, J1a CE 3aN04HE ANTEPHATHEHA
Teparnus.

Ekcnosaumsara na AIIPE no BpeMe Ha BTOPHA K TPETHS TPUMECTBP Ha GPEMEHHOCTTA MOXKeE Ja
AOBEAE 1O (PETOTOKCHIHOCT (HamarneHHe Ha 6xGpeuHaTa (yHKLIMA, OTHTOXHAPAMHHOH, 3a6aBeHa
OCH(VKAIMA Ha uepena) H HEOHATATHA TOKCHYHOCT (6B6peUHa HelOCTATEIHOCT, XMIIOTORKA,
XUNEpKaHeMHs) (B Touka 5.3).

B ciryuali ue ce ycranosm ekcnosuums na AIIPE oT BTOpHA TPHMECTD] Ha 6pemeﬁnom’ra, ce
npenopbuBa Nposepka Ha ObOpeunara GyHKUMA H Yepena Ha IoAa Ype3 yITpasByK.

Hosopoaenw, uniito maiikn ca npuemanyu AIIPB, Tps6pa BHMMATENHO Aa 6baaT HaGMOAABAHM 33
XHNOTOHHA (BK. TOukH 4.3 H 4.4).

Xudpoxroponmuasud
Hma orpannuen onur oTHOCHO ynorpebara Ha XMAPOXJIOPOTHa3HA TIO BpeMe Ha GpememwcT

0cOGEHO Mpes ITLPBUA TPHMECTBP. TIpoyuBAHNATA IPH KMBOTHH Ca HEAOCTATHYHH.

XuapoxsopoTHasi NPeMHHaBa TIpes IiaueHTaTa. B3 0cHoBa Ha apMAaKONIOrHYHHS MEXAHHIBM HA
AeHCTRYE Ha XHAPOX/IOPOTHAIHN, YIIOTpeGaTa My Npes BTOPHS 1 TPETHA TPHMECTHP MOKE Ja HapyIH
(peTonnauentapsara nepdysus u aa nosene A0 GETATHH i HeOHATATHH eeKTH KaTo KBATEHHL,
HapyuIeHUs Ha eNCKTPONMTHHA Ganane  TPOMGOLHTONEHHM.

Amnodunun/earcapman/xudpoxnopomua3sud
“Jluncea onurt ¢ ynorpe6Gara va aMNoAHNMH/BANCAPTaH/XHAPOXJIOPOTHA3HA NpH SpeMeHHH. Br3
OCHOBA Ha CBLIECTBYBALIMTE NAaHHK OT MPOYHBAHHSA ¢ OTAENHNTE KOMIIOHEHTH, yrioTpebara Ha amnoz
HIHH/BANCAPTAH/XHAPOXIOPOTHAHT HE CE NPENOPbYBA NPe3 MEPRHA TPHMECTHP OT GPEMEHHOCTTA H
€ NPOTHBOIOKA3aHA NPE3 BTOPHA M TPETHS TPUMECTHP oT GpemeHHoCTTa (BX. TOuKi 4.3 1 4.4).

KrpMmene

AMIOZUNNMH ce eKCKpeTHpa B KbpMaTa npy Xopa. YacTra oT Ao3ata Ha MaiixaTa, MojIy4yeHa oT
KbpMa€To, € H3YHC/IEHA C HHTEPKBAPTHIIEH Ananasol 3 — 7%, ¢ makcuMyM 15%. EQeKThT Ha
AMJIOZINTIMH BbPXY KbPMAUETaTA € HeusBecTeH. JIunceaT AaHHH OTHOCHO yrioTpe0ara Ha BaJE
no
BPEMC Ha KbPMEHE. XHAPOXIOPOTHA3HJL C€ EKCKPETHPA B KBPMATA B MAJIKH KONHYECT
A03M THa3MAMTE NPEAN3BUKBAT HHTEH3HBHA TUYPe3a H MOraT Aa IOTHCHAT oﬁpasyna %
KbpMaTa. AMIOAHIMA/BATICAPTAH/XHAPOXJIOPOTHASHI HE CE MPENOPHHEA TI0 BPEMe m '
AMIOAHNNE/ BAICAPTaH/XHAPOXAOPOTHA3KA CE NPHIIAra No BpeMe Ha KbPMEHE, ,uosm‘é
ObziaT KonkoTO ce Moxe no-Hucku. [IpeanouwTa ce anTepHATHBHA TEPANHA C YCTaHO




poaeHu aeua.

Deprunurer

HsaMa knHHIYHK NPOYYBaHHA OTHOCHO BAMAHKETO Ha aMNIOJMNHH/BATICAPTAaH/ XMAPOXIOPOTHASH
BEpXY hepTunyrera.

Barcapman
Bajicapran nama nexxenanu edextu BBPXY PENPOAYKTHBHATA CTIOCOOHOCT Ha MBIKKI M SKEHCKH

MILX0BE TIPH NPHEM Ha fiepopaiiu Ao3u 1o 200 mg/kg/nen. Tazu no3a € 6 MbTH MaKCHMATHATA
NperopLUNTENHA 1033 NPH XOpa, onpeaencua Ha 6asa mg/m* (M3unCHeHHETo € 3a nepopanHa n03a
0T 320 mg/nen 1 60- KWIOrPaMOB MaLUMEHT),

Amaodunuu

[Tpu HAKOM NAUMEHTH, JleKyBaHH C GIOKEPH HA KATLHEBATE KaHANH, ca ChoOLIEHH oGpaTHMK
OHOXMMIYHH NPOMEHYU B [JIaBHYKATA Ha criepMaTozonuTe. KnuHKUHKTE DaHHU ca HENOCTAThYHM TTO
OTHOLICHUE Ha ITOTEHHMANHAA edeKT Ha AMIONHIHH BLDXY deprunurera. [Ipu exso npoyusane npu
TUILXOBE €a YCTaHOBECHH HExe/AHH ePeKTH BBPXY PepTUIHTETa NP MEXKHTE {BXK.TO4KA 5.3).

4.7 Edexn Bbpxy cnocofnocTra 3a modupane i pabora ¢ Mamaun

TlaureHTHTe, KOWTO NPHEMAT aMITONMITHE/BAICAPTAH/XHAPOXTOPOTHA3H  WOhUpaT HIH paboTaT ¢
MaIlHHA TpAGBa 12 MMAT Npe/EHI, Y€ OHAKOTA € BE3MOKHO [1a c€ TIOABAT YMOPA H 3aMaiBaHe.

AMNOAMIUH MOXKE 12 NOBAYSE B caba N0 yMepena cTenen cnocoSHOCTTa 3a Wodwpake i pabora ¢
MBLUHHH. AKO NALMEHTHTE, NPHEMALIH AMIIO/HITHH/BATICAPTAH/XMAPOXNOPOTHA3H, NOMyHAT
3amaiiBane, rrasobonue, yMopa HIH rafeHe, ciocoGHOCTTA MM Jia pearnpat Mosxe aa 5bae

HapyLIEHa.
4.8 Hexenans JeKapereenu peakuny

- MHoro uectv (= 1/10)

- Yectu (> 1/100 no < 1/10)

- Heuectn (= 1/1 000 o < 1/100)

- Penxn (= 1/10 000 po < 1/1 000)

- MHnoro peaky (< 1/10 000)

- C HeusBecTHa YecTOTa (OT HAIMYHMTE HAHHH HE MOXKE J1a Gblle HANPABEHA OLEHKA)

IlpoduntbT Ha Ge30nackHoCT Ha AMIIOAMNNK/BANICAPTAH/XHAPOXIOPOTHA3H, NPEACTABEH no-A00y ce
OCHOBABA HA KIIMHHYHH NPOYYBAHHA, NPOBEIEHH C aAMIOAHITHH/BANCAPTAH/XHAPOXAOPOTHAZHA H
TIO3HATHTE NPOPHIH Ha Ge30MaCHOCT Ha OTAEAHHTE KOMIIOHEHTH aMIIOZATIHE, BANCAPTAH 1
XHAPOXJIOPOTHA3M . :

Q606menne Ha npodia Ha 6e30NacCHOCT

bezonachocTTa Ha AMJIOTHNIHH/BANICAPTAH/XHAPOXJIOPOTHA3HA € OLIEHEHA PR HEroBaTa MAKCHMa/IHA
nosa 10 mg/320 mg/25 mg B Xoxa Ha €1HO KOHTPOIHPAHO KPATKOCPOUHO (8 CEAMMIE) KNHHHYHO
nipoyuBaHe ¢ 2 271 naunenTy, 582 oT KOMTO NpHEMaT BajcapTad B KOMGHHALNAA ¢ AMIONUAHHE H
Xuapoxnopotnasna. Hexenanure peakitun kaTo IR0 ca SUNM feky B GPEXOAHM NO XAPAKTED M CaMo
E PEAKH Cy4aH ca Hanarajii npeycTaHoRABaHE Ha JieueHHeTo. [To BpeMe Ha TOBA AKTHBHO
KOHTPONMPAHO KAHHAYHO H3NUTBAHE HAl-4eCTHTE NPHYMHHA 38 NPEYCTAHOBSBAHE Ha Nie
aMJIOAMIHH/BaNCapTaH/XHAPOXIOPOTHARH], ¢a OGN 3aMAasHOCT M XHNOTORHA 0,7%). ,

Ilo Bpeme Ha 8-CeAMMMNOTO KORTPONMPAHO KAHHUYHO NIPOYUBAHE He Ca HAbTI01aBa
HIIM HEOUAKBAHM HEXKENlAHH NEXapPCTECHH PEAaKIIMH B CPABHEHHE ¢ H3BECTHHMTE NPH MOHOY
KOMOHHHpaHa TepanHi ¢ OTOETHHTE KOMIIOHEHTH. %



1o Bpeme Ha 8-ceMUYHOTO KOHTPOHPAHO KIHHHUHO POyYBaHe HaGAI0AABAHUTE APU

koMOHHAUMATA aMNOIMITHH/BANCAPTAH/XHAPOXIOPOTHAZHA IPOMEHH B 1a0OPATOPHHTE NIOKA3ATENH
ca 61nM MMHHMAJIHK H B CbOTBETCTBUE C (PAPMAKONOTHYHHA MEXAHH3bM HA NEHCTBHE HA OTACTHUTE
koMnoHedTu. Hanyuuero na sancapras B TpoliHata KomOMHauMa oTcnabBa XHNOKaTHEMUYHKA edexT

Ha XHAPOXNOPOTHAZHA.

TabnuyeH CNMCLK Ha HEJKENAHHTE DEaKIHH

CnennvTe HeXeNaHH peakui, HaGpoeHH cnopea cucTeMo-opranHM kinacope no medDRA 1 wectora,
ce OTHACAT 33 amaoannut/sancapran/HCT v nooTaenHo 3a aMNoIHNHH, Basicaprad 1 HCT.

MedDRA cxcremo- Wl-lemeﬁann peaknan [HectoTa |
OPraHHA KJIACOBE Amnonanuu/Bancapra [AmioxunaaBancapranHCT
H /XMAPOXIOPOTHAZMA
Heonnasmu Hemenanomen pak Ha C
nobpoxauecTpeHu, lkosKaTa HEU3BECTHA
RIIOKAYECTBEHH H (6azanHoKIeTHYEH MecTOTa
HeoIpeneneHu (BKIL. KapLIHHOM U
LKHCTH H ITOJIUITH) CKBaMO3HOK/NEThYeH
[KapLHEHOM)
HapymeHus Ha kpbBTa B JATPaHyIoLMTO34, — - - Muoro
NMHMQHATA CUCTEMA, OCTHO- MOZBUMA PenKH
€10CTaTHUHOCT :
Elommcen XeMornoouH - — C —
XEMATOKPHT HEM3BECTHA
[uecToTR.
X eMONHTHYHA AaHEMHA — - = Muoro
Pe K
[TeRKONEHHA u Muoro u Muoro
AKH OKH
Heyrponenua - - IC =
' HeM3BECTHA
HecToTa
Tpombouuronenns, | Muoro - Penxn
MOHAKOTa ¢ NyPHypa PEOKH HEH3BECTHA
HecTOTa
AMnacTU4Ha aHeMHs [ — = IC
HEH3BECTHA
MECTOTA
HapynieHnns Ha HMyHHATa JCBPBEX4YBCTBHTENHOCT |- HOTO C rMﬂoro
CUCTEMA peaxH HEH3BECTHE [PEAKK
HecTOTA
Hapywenns Ha AHOpeKcHs HeuecTn - - —
METa00/K3MA H XpaHeHETOX HIlepKaLMEMHU HeuecTu - - Penku
Xunepraukemus — MHoro ~ {Peaxu
IIKH
X HNEPIUNHAEMHEs] Heuectn = - e
XunepypukeMus HeuecTn - il
X unoxnopemutHa - — /. .§‘r
lankanosa I iR
Xunokanmemus UecTH — b t - =
X unomarnesneMus - =

3



X uroHaTpHEMMs €YECTH - ©CTH
NOLIABAHE Ha ,uuaﬁe'raﬁ— — - Penku
TIcuxuyHu napylieHns enpecus - Heuectn - Penxu
Mucomuuns/Hapyluenns [Heuectin Heuectn | Penxu
Ha CbHA
[TpoMenn B — Hewectn
HaCTPOSHKETO
O6bpkaHocy - Peakn = -
Hapyiienns sa HepsHata [KoopaunauuoHHH HevecTu — — —
cHCTeMa HApYLIEHHS
3amasHocT Hectn Hectn — CAKH
Elocwpanﬂa HeuecTn - - ~
aMasHOCT, 3aMasHOCT
pH yeunue
HCrey3us Heuectu HesecTu = =
ExcTpanupaMuiiza = IC - —
CHMITTOMAaTHKa HEH3BECTHA
HecToTa
["nasoGonwe YecTn HecTn - Penkn
[ToBMIDEH MyCKyneH Muoro - =
TOKYC eaKH
eTaprus BYEeCTH = ~
apecTesHn Heuectn Hevectn — CXKH
epH(epHa Heuectn WHO]“O ~ -
HEeBpOTIaTHA, PEAKH
HEBPONATHA
CoMHOneHTHOCT HeuecTn HecTh — -
CuHkon Hevectn Heuect - =
Tpemop - evyecTH |- -
Xunoecresns — €YeCTH —
Hapywenns Ha ounte Octpa 3aKpHTOBTBIHA |- — — C
rIIayKOMa HeH3BECTHA
HECTOTA
3puTenHy HapylWIeHHa |- Heuectn — -
3puTenHo yepexkiane [Heuectw uUeCTH eIKH
Hapywenus Ha yxoton  [Ulym B yiure — Heuwectn |- —
nabupHHTa CBeTOBBpTEXK Heuectn - Hevectn
Cbpaeuny Hapywenus [TannuTausn = Uectn - —
Taxukapams Heuectn - ~ ~
A PHTMUH u Mmuoro - IPezEcu
{ BKIHOUHTENHO peaKH
Gpanukapaus, kamepra
TaXMKapAng U
PEACEPLHO MBAKICHE)
HOKapaeH uHGpapkT |- Muoro — =
B—_— /"‘—“"-\
. s P
ChIOBU HapyIeHHs [lovepeensrane = SN AN
X HIOTOHMS YecTn x
OprocTaTHyHa Heuectn
XMITOTOHMS
1e0MT, Heuectn
omMbodnebHT




Backynaur - MHoro C —
penKu HEM3BECTHA
HECTOTa
Pectinpatophu, rpbiEd v (Kamnnuua HeuecTn inoro Heveeru |-
MeqHaCTHANHH €]KH
HaPYILIEHHA Jlucnues HeuecTu Heuectn |- -
Pecniupatopen — = — MHoro
nuctpec, enonpoben PEAKH
OTOK, HHEBMOHMT
PHHUT - Hewectn |- -
Br3naneHo repio HeuecTH - — —
CTOMAILHO- YPEBHH CToMaieH Heuectn HecTn Hesecrn  [Pemku
HapyiileHHs uckomMdopT, Gonka &
Eopﬂa'ra YacT Ha
KOpeMa
Vo abx Heuectn - = ~
[MpoMenu B upeeHaTa |- Heuecrs |- =
NepUCTANTHKA
Banek - — — eIaKH
[loHwkeH aneTHT — - = ecTH
HapHs HeuecTn Heuecrn |- Penkn
CyXOTa B ycTaTa Heuecrs HeuecTn = —
CIIENCHN Hectn €YECTH - -
acTPHT - [Muoro = -
eAKH
XHnepnnazus ua — M=oro - =
BEHLMTE e/IKK
"anene [Heuectn Hectn - ecTn
TlankpeaTnT - Muoro - Muoro
SIKH eCAKH
IToepbinane Heuectu HeuecTn — Yectn
Xematobunuapy u OTKNOHEHNA B — HOTO IC —
Papymeﬂna uepHoapobHHTe |pemm** HEH3BECTHA
byHKUMOHATTHM HecToTa
NOKA3aTENH,
BKTIOYMTENHO
NOBHINABAHE HA
CePYMHHA Ounupybux
[Xenarur — Muoro = —
EKH
HTpaxenarajaHa = HOT'O = eAKH
XOJIECTa3a, KBITEHHLA €AKH
Hapymenns na Koxara u oneuus — HeuecTn
MOJIKOMKHATA THKAH AHrHOEaEM = MHoro C =
peKH HeH3BeCTHa
bBynoseH aepMataT -




eaKiHH, - - - Mnoro
anoao0saBaly KoxeH peaxia
YIYC EPHTEMATONEC,
€AKTHBHPAHE HA
OXKEH NYIYC
PHTEMATONEC
Epurema myntudopme Muoro = C
peaku HEH3BECTHA
MECTOTA
K32HTEM - €YeCTH |-
Xunepxuaposa HeuecTn €UeCTH [ -
Peakunu Ha - Muoro = Penku
CBPBLXYYBCTBUTETHOCT™ peaKH
[Tpyputyc €UECTH Heyecru  |C =
HEH3BECTHA
HecToTa
I Iypnypa - Heuectn |- Rare
O6puB - HeuecTn IC Yectu
HeH3BECTHA
[MECTOTA
Obe3uBeTaBaHEe HA — Heuectu = —
0XaTA
PTHKApug ¥ Apyra - HOro = YecTH
BHAOBE OOpHB EIOKH
HexporHsunpaiu ~ C — HOTO
BACKYJIHT M TOKCHYHA HEH3BECTHA penxu
enuiepManHa uecTOTa
HEeKPOTH3a
Exctonuarusen — Mnoro = -
epMaTHT eAKH
CunapoM Ha Stevens- |- Meuoro = -
Johnson penkH
Enem Ha Quincke — Muoro = =
eAKH
Hapyienus Ha A prpanris - CUSCTH - -
MYCKYNIHO- CKeneTHata  [Bonky B rhpba Heuectn Heuects |- —
CHCTEMA H OTOK Ha cTaBuTe HeuecTn - - —
CRCAMHUTENHATA ThKAH  Myckynuu cnazmu Heuectn Hewectn |- IC
HEH3IBECTHA
uecTOTA
Myckynna cnaboct HeuecTu - - -
Muzanrus HedecTn Heuectn IC -
HeU3BECTHA
uecToTa
bosikk B KpafinHuuTe [Heuectu - - -
OTok Ha rneseHHTe |- Yectn - —
Hapylenns Ha [ToBHiIeH KpeaTHHUH B [HeyecTn = S
GLOpenrTe M NHKOYHHTE  [KPBETA 7
TbTHINA !
MHKIHOHHK HeuecTu S f %‘_‘;‘ S 2
HapyLIeHHs % s ToN 37
Huxrypus B Hewectn  A&ERL +04° / «
C'% . R
*
Lk




Tonakuypus

UecTn

Heuectn

bBOpeuna aucPyHKLYNS

C
HEW3BECTHA
€CTOTa

Ocrpa 6b0petHa
HEeAOCTATHYHOCT

Heuectn

C
HEH3BECTHA
MECTOTa

EnOpeuna
HEOCTATEYHOCT H
BpeKaHe

C
HEH3BECTHA
wecToTa

€AKH

HapyuieHus Ha
BL3IPOH3BOAHTENHATA
CHCTEMA K IbpaaTa

MOOTEHTHOCT

HeuecTn

CUEeCTH

YecTn

I HeKoMacTHA

HeuecTu

O0WH HApYLIEHHA 1
e(DEKTH Ha MSICTOTO Ha
MPUNOKEHHE

AGa3us, HapyLICHHS B
N0XC/KaTa

Heuectn

AcTenus

Heuectna

HeuecT

C
HEHZBECTHA
MeCTOT

Miackomdopr,
HEPA3NONOKEHHE

HeyecTH

Hevectn

Y Mopa

UecTn

YecTh

OJIKa B IEPAMTE,
OSTC HE € CBbp3aHa
ChC ChPLETO

Heuect

HeuecTu

OToK

HecTn

UecTn

Gonka

Heuectn

TTupekcus

cC
HEH3BECTHA
eCTOTa

Hascaeneanns

IToeuiaBaye Ha
IMHNMHUJATS

HOT'O
HECTH

[ToBuinagaHe Ha ypesTa
B XPLBTA

Heuectnt

[lopMiaBane Ha
IMHKOYHATA KHCENHHA B
h(pmrra

Heyectu

I"moxoaypus

CAKH

TloHuxkeH kanuii B
PbLBTA

HeuecTsn

ToBHIEn Kanuii B
KpuBTa

C
HEH3BECTHA
MecToTa

Hannaeane Ha Terno

HeuecTH

HeuecTn

Crianane Ha Terno

Hevectn

* Buacre Touka 4.4 “@oTouyBCTBHTENHOCT”
*E Haii-yecto cebp3ano ¢ xonecrasa

C'bOﬁLl.],aBaHe Ha NOAC3IHPAHH HEXKENAHH peakKIui

Noao3nupaHa HexeNana peakuyg pes




MambinuTenHa areHnMa o lexapersaTa
ya. daman Ipyes” Ne 8

1303 Codua

Ten.: +35 928903417

yeOcaiiT: www.bda.bg
4.9  IIpeposupane
Cumnromu

Hsma onut cbe cnyuan Ha npesosnpane ¢ aMACAHNHE/BaNCAPTaH/ XHAPOXAOPOTHASMA, [naguuar
CHMNTOM Ha NPeZo3upaHe ¢ BAJICAPTaH BEPOATHO € H3PA3€HA XHITOTOHHA U 3aMagHOCT.
TpenoarpateTo ¢ aMIOAMITHHE MOJKE A4 NOBEAE A0 EKCTPEMHA NEpHEPHA BA3OAMIATALIMA 1
BEpOATHO pednexcHa Taxukapans. Mma crob1enns 3a cryuan Ha M3pa3eHa H IOTEHLMATHO
NPONICHIHPaHa CHCTEMHA XHITOTOHHS, BRIIOUHTENHO IOK ¢ (haTanes H3X0oA pH NpeA03Hpane ¢
aMJIOBHIIHH.

Jleuenue

Amrodunun/eancapman/xudpoxaopomuazud

KnnHuuHO 3HauMMaTa XHNOTOHMA NOPaaH NPEAO3HpPaKE HA
aMNOOHNKH/BANCAPTAH/XHAPOXAOPOTHAZHI HIHCKBA AKTMBHA CHPAEYHOCHA0BA PEaHHMAIIHS,
BK/IIOYBALLA Y€CTO MOHHTOPHPAHE Ha ChpAeYHATA W 1UuXaTeTHa GYHKUMA, IOBAMIraHe Ha Kpanuuuwre
¥ BHUMaHHe 110 0THOLICHHE Ha LMPKYaTopHHs ofeM 1 nuypesaTa. [IpunoskeHHeTo Ha _
Ba30KOHCTPHKTOP MOKE Aa € OT MON3a 33 BB3CTAHOBABAHE HA CHIOBHS TOHYC M apPTEPHAITHOTO
HANATaHe, B Cilyuali Y€ HIMA IIPOTHBOINOKA3AaHNUA 33 IPHIOKEHHETO My. MHTpaBeHO3HOTO
MPUIOKEHHE HA KALMER TTIOKOHAT MOXE [1a € OT 10124 3a NpeoaoiisBane Ha edexra oT Gnokanara
Ha KaNUUeBUTE KaHalH.

Amnodunun

AKO IIPOAYKTET € NOFBJIHAT HACKOPO MOTaT Aa ce 06CHKIAT CTHMYJIMPAHE Ha TIOBPBILAHETO HIH
croMaurHa npomuexa. [Ipunoxxennero Ha AKTHBEH BLIITIEH NPU 3paBK Z06POBONIH HENOCPEACTREHD
WK 10 NBa Yaca Ce NOTIbLIAHETO Ha AMIOMIIMH 3HAYMMO HaManaBa abcopGuuaTa Ha POLYKTA.
AMnonunuH He Moxe Aa ObAe OTCTPaHEH Ypes XeMOJHAN3A.

Baacapman

Bancapran He moxe 1a Gbae OTCTPaHEH YpPes XeMOAMATH3A.

Xudgomogomuqaud

I[1peno3npaneTo ¢ XUAPOXIOPOTHAZHI € CBBP3AHO ChE 3aTy0a HA ENEKTPONHTH (XUIIOKATHEMHA,
KHIOXTIOpEMHUSI) H XHIOBOJIEMHA B PE3YIITAT Ha eKCLlecHBHATa auypesa. Hali-uecTuTe npusHaLy 1
CHMINTOMM Ha IPE/I03HPAHE €A FA/\eHE M CHHIHBOCT. XMITOKATTMEMUATE MOMKE a NPEIM3BHKA
MYCKYNHH CrasMu Wanu u3paseHa CbpaevHa apHTMKS, CBhp3aHa ¢ eJHOBpeMeHHaTa ynotpeba Ha
AHTATANHCOBM TIMKO3HIM HITH ONpefiefieHH aHTHADHTMHYHH JIEKAPCTBEHH NPOIYKTH.

He e ycTanoBeHa cTeneHTa Ha OUMCTBAHE HA XNPOXIOPOTHA3MA MTPH XEMOIHATIH3A.

5 DAPMAKOJOMYHHUCBOMCTBA

51 PapMakoaAHHAMHYIHN CBOHCTBA

®apmaxorepanesTHaHa rpyna: CpeacTBara, ASHCTBALIM BLPXY peHHH-aHmoTeHanOBaTa
anruotensin 1l peuentopun Gnoxkepu, apyru komGuxauun, ATC xoa: CO9DXO01.



Mexanu3bm Ha elicTBHE

Bantpukom € koMGHHALMS OT TPH AHTHXMNEPTEH3UBHH CHCTABKH ¢ JOMbJBAIL CE MEXAHUIbM HA
KOHTPOJI H2 apTePHATTHOTO HANATAHE MPH NALKMEHTH ¢ eCEHLHANHA XHIIEPTOHHA: AMJIOANIHH
NPHHAANEKR KbM KJ1ACa Ha KAJIIMEBHTE AHTArOHMCTH, BAICAPTAH KbM KI1aca Ha AHrHOTeH3HH [
peLenTopHHTe 6A0KePH, 4 XHAPOXIOPOTHAIM/ KM KIIaca Ha THA3HAHUTE Avuypetuun. KomOunanmsta
Ha TE3H CbCTABKM HMA aJHTHBEH AHTHXMIIEPTEHINBEH eeKT.

AMNonMnuH/BancapTal/XuapoXI0POTHA3HA
Knunuuna edruxacnocm u bezonacnocm

AMAO/IMTIMK/BaNcapTaH/XHAPOXIOPOTHAZHA € UNIMTBAH B ABOHHO-CIANO, AKTMBHO KOHTPOTHPAHO
ApOYYBaHE MPH NAUHEHTH ¢ XHnepToHUa. Q6o 2 271 maluMeHTH ¢ yMepeHa A0 TexKa XUNEPTOHMA
(CpenHOTO M3X0AHO CHCTOTHO/MACTONHO apTepHANHG Hanaraxe ¢ uno 170/107 mmilg) ca
NEKYBAHH C aMIIONMIIHH/BacapTan/Xuapoxnopotazng 10 mg/320 mg/25 mg,
BalcapTaH/xuapoxyoporuasua 320 mg/25 mg, amnoaunun/Basicapran 10 mg/320 mg unu
XMAPOXNOpOTHasua/amnoaunuH 25 mg/10 mg. B HawanoTo Ha NPoYYBAHETO Ha NALHEHTHTE ca
HA3HAYEHH NO-HHCKH 103K OT NPSANHCAHKTE MM TEPANSBTHYHI KOMOHHALIHM M BITOCIEACTBHE Ha 2
CEAMHIA Ca THTPHPAHH O IThJIHATE HM TEPANEBTHHHH JI03H.

Ha 8 ceamuua cpenHoTo NoHmKaBaHe Ha CHCTONHOTO/ AHACTONHOTO APTEPHANHO HANATAHE &
39,7/24,7 mmHg ¢ amnonvnun/eancapras/xuapoxnopotuasua, 32,0/19,7 mmHg ¢
Bancaptan/xuapoxnoporuasun 33,5/21,5 mmHg ¢ amnopunui/sancapran n 31,5/19,5 mmHg ¢
aMAOAUNHK/XHAPOXTopoTHasis, TpoHaTa KOMEGMHALMA NPEBL3X0KNA CTATHCTHUYECKH 3HAYMMO
BCAKA €/1HA OT TPHTE JABOHHH KOMOHHALMM B TOHHXKABAHETO Ha MACTOHOTO M CHCTONHOTO
apTepHaiHO HajaraHe. [loHnkaBaHETO Ha CHCTONIHOTO/AUACTONHOTO APTEPHANHG HAIATAHE C
aMI0JHNUH/BaCapTan/XHAPOXnopoTHasig € ¢ 7,6/5,0 mmHg no-ronsaMo, OTKONKOTO ¢
BaNCapTAaH/XMAPOXIOpoTHA3KA, ¢ 6,2/3,3 mmHg no-roasmo, OTKONKOTO ¢ aMNOAHNHE/BANCAPTAH H C
8,2/5,3 mmHg no-ronamo, OTKOMKOTO ¢ aMJIOAMITHH/XHAPOXNOPOTHASKHA. OTITHMANHHAT
AHTHXHMIEPTEH3UBEH SPEKT Ce NOCTHra criell 2 CEIMHYEH TIPHEM HAa MAaKCHMAITHATA 1034
aMNoANNHH/BancapTan/XHapoxnoporHazua. CTaTHCTHYECKH HO-TOAM NPOLEHT NAaUMEHTH TIOCTHAT
KOHTPOJ BBPXY apTepuantoro cu sanarane (<140/90 mmHg) c
aMIIOAMITHH/BancapTan/Xuapoxnoporuasug, (71%) B cpapaeHye ¢ BCAKA €1HA OT TPHTE ABOMHY
koMOuHALAM (45-54%0) (p<0,0001).

B noarpyna or 283 naumenTy, avanns poxycapas Bhpxy aMOYNaTOPHOTO MOHMTOPHpPAHE HA
apTepPHAIHOTO HAJIAraxe, NoKa3Ba KIHHWYHO ¥ CTATUCTHYECKH [I0-TOJISMO NOHIKEHHE Ha 24-
HacOBOTO CHCTOHO W AHACTONHO APTEPHATHO HANATAHE, IIPH fieUeHHe ¢ TpoiiHaTa KOMOHHALMS
CIPAMO BAJICAPTAH/XHMIPOXNOPOTHAZH], BANCAPTAH/2MIOAHIIHH H XWAPOXACPOTHASH.Y aMIOAUIIHH.
Amnonnnug

Mexanuzvm na deiicmeune

AMIIOANITHA, KOHTO BJIX3a B CHCTABA HA aMIIOAMITHH/BANCApTaH/XMAPOXI0POTHAZHA HEXIBHPA
TPaHCMeMOPAHHOTO HABNIW3aHE HA KAJLHAEBH HIOHH B CHPAEMHHTE M CHAOBHTE MIIAIKH MYCKYIIH.
AHTHXHIIEPTCH3HBHOTO AEHCTBHE HA aMNOIMITHH C€ SbIKH Ha JUPEKTHHS penaKkcupai ede

apTrepraiHOTC HanArase,

Papmarodunamuni eghexmu




Ha CBHIOBUTE IN1A2KH MYCKYJIH Ca 3aBHCHMH OT NPUABIKBAHETC HA H3BLHKIETLYHKUTE KATLMEBH HOHH
B KJIETKHTE Ha MYCKYJIMTE Npe3 cneiuHYHH HOHHU KaHamJeTa.

TIpunoxeHHeTo Ha TEPaneBTHYHA 1038 AMIOSHITHH PH NAUMEHTH ¢ XUNICPTOHMAA CE HOC/eBa OT
Ba30MJIATALIMA, KOATO BOAM A0 BAMANABAHE HA apTEPHANHOTO HANATAHE B JIETHANO H B UAMPABEHO
nonoxenue. Ilpu xpoHHuHa ynorpeda TOBa NOHIDKABAHE HA APTEPHATHOTO HAIATAHE HE CE CHIThTCTBA
OT 3HAYMMH POMEHH B CbPAEYHATA HECTOTA WIH UIa3MEHHTE HHEA Ha KATEXONAMUHUTE,

[1nasMenure KOHLICHTPaLUK KOPENUpar ¢ B(IJBKTa, KaKTO PH MNaiH, Taka H OpY rMaliyeHTH B
CTapHecKa BB3pacT.

Ipu xunepronnum ¢ HopManHa Gu6peyHa HyHKUMS, TEPaNEBTHYHATE A03H AMACIUIIMH BOAAT 10
HaMansaBaHe Ha GHOPEYHOTO CHLIORO CHNPOTHBACHKE M YBEIHUABAHE HA INIOMEpYIHaTa QUNTpaLHs, H
etexTHBEUS 6BOPEUEH KPBBOTOK, 63 1a NPOMEHST GRITPaLHOHHATA PPAKIIMA KIH MPOTEHHYPUSTE.

Kakro 1 npu sipyrute 6510KepH Ha KalLMEBUTE KAHATH, XEMOAMHAMUMHHTE H3MEPBAHUA Ha
chpAcuHaTa ¢yHKUMA B MOKOH H NPH HATOBAPBaHE (WM XOAEHE) NPH NAIMEHTH ¢ HOPMAIHA
($yHKUMA HA KAMEDHTE, TEKYBAHH C AMJIOJHITHH, KATO LISI0 TOKA3BAT IEKO [I0KAYBAHE HA CEPACYHHA
WHIEKC 63 3HauMMO nosnuaBane Ha dP/dt, Whu Ha IEBOKAMEPHOTO H AMACTONIHOTO HaJIATAHE HITH

“obeM. B npoyupahus 3a XeMOOHHaMUKa, AMIOLHITHH HE Ce CBHP3BA C HETATHBEH HHOTPOTIEH eeKT,
KOTaTO Ce NpHiara B rpaHHIIHTE Ha TCPAlICBTHYHHTE NO3H NpPX 34paBH XKHBOTHH H Xopa, N0pH KeraTo
TIpH XOpa ce npujiara eQHoBpeMeHHo ¢ GeTa-Gnokepn.

IIpu 3npaBu X0pa M XKHBOTHH aMJIOAMIHH HE MPOMEHs CHHOATPHAIHATA HOAAHA QYHKLHS U
aTPHOBEHTPHKYNAPHOTO NPOBEKAaHE. B KIHHMYHH NpoyvBaHKs, B KOHTO aMIOAHIIKH € TIPHJIATaH B
KOMOMRaLNA ¢ GeTa-GIoKepH Ha NALMEHTH C XUNEPTOHHS HAHM CTEHOKApNS, He ca HabronaBanm
HeXeNaHH edekTH CIIPAMO NapaMeTpHTe Ha e1eKTPOKAPAMOrpaMara.

AMIIOQMITKH € POY4BaH NpPH MALMEHTH ¢ XPOHWYHA cTabKIIHA CTEHOKApAMs, Ba30CTIaCTHYHA
CTCHOKApAMA H aHTHOrpatiCKH J0KYMEHTHPAHO 3a00NSBaHe HA KOPOHAPHHTE CHIOBE,

Kaunuuna echuxacnocm u 6esonacrocm

Ynompeba npu nayuenmu c xumepmoniua

PanaoMusupano ABoinocnsno npoyusane 3a 3abonesaemoct i cMbpTHOCT ALLHAT
(AHTHXMNEPTEH3HBHO M IMITHAONIOHKWKABALO JIeUeHHE 3a NMPO(DIIAKTHKA Ha CHPACYEH NPACTHI)
(Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial) e nposeneho ¢ nen
CpaBHABAHE HA HOBUTE TEPANHMH: aMIOAHNHH 2,5-10 mg/neH (kanlLMes AHTATOHKCT) HIH IM3HHOMIPUN
10-40 mg/nen (ACE vnxuburop) ¢ THa3sHAHHA JHYPETHK XA0pTATHAOH 12,5-25 mg/nen kaTo evenne
OT I'bPBA AHHHSA [IPH NAHHMEHTH C leKa 10 YMEPEHa XHIIEPTOHNMS,

O6wo 33 357 nanMeHTH ¢ XMNepTOHHS HA BL3PACT 55 roAHHU H NoBeve ¢a GWIM paHAOMH3HPAHH M
NpOCNeAeHH 3a cpeiHO 4,9 roauan. [lauMeHTHTE ca HMany NoHe eAHH AONLIIHUTENECH PHCKOB (GAKTOp
3a KOpOHapHa GoJIecT Ha CbPLETO, BIIIOMHTETHO NPeIlecTBall MHOKapAEH HHPAaPKT WA HHCYAT
(>6 Meceua npeay BKMOYBAHE B NPOY4BAHETO) WIH J0KA3AHO APYIO ATEPOCKIEPOTHYHO
CbPAEYHOCHACRO 3abonaBane (Han 51,5%), 3axapen auaber tin 2 (36,1%), NMNONPOTEHHH C BHCOKA
TIBTHOCT - xonecTepon <35 mg/dl unun <0,906 mmol/1 (11,6%), nepokamepHa xuneprpodus,
QMarHOCTHLIHPAaHa YPe3 eJIeKTpOKapaHorpaMa MnM exokapauorpagexu (20,9%), HacTosiilH nylavs
(21,9%).

ITbpBruHaTa KpaiiHa Touka e 6una cheTaBeH nokasaren oT darancH KOpOHAPEeH HHUKACHT dws .
I AN
taranen muoxapaeH undapkt. He ca Habniopapany sHauMMK pa3inuus N0 OTHOLLEHHE 1-[3;_3 s

ey et



TOUKa) € 6Hna CHrHH(UKAHTHO N0-BUCOKA B TPYNIaTa Ha AMNOIHIHMH, OTKOJIKOTO B FPYNaTa Ha
xyopranuaoc (10,2% cnpamo 7,7%, RR 1,38, 95% CI [1,25-1,52] P <0,001). Brrpexu ToBa, He ce
HA0MOAABAT 3HAYUMHM PAITUYYA HO OTHOLIEHKE Ha OOMAaTa CMBPTHOCT MeXKIy FpYNaTa Ha TEPaIHA ¢
aMJIOIMIHH H Ta3u Ha Tepanus ¢ xnopranuaox RR 0,96 95% C1 [0,89-1,02] p=0,20.

Bancapran

Mexanuzwm na deticmgue

Bancapran € nepopanto akTuses, MONIEH ¥ cneunthuuen aHrnoTeHsuH 11 peuenropen Gnokep. Toi
Bb3JCHCTBA CeNEKTHEHO BLpXY AT1 pelienTopHHA NOATHN, KOMTO € OTTOBOPEH 3a NO3HATHTE

BL3AelcTBHA Ha apryoTedsun Il.

Knunwuna euxacnocm u bezonacuocm

H]JHJ'[OJKCHHETO Ha BaICapTay NPH NAUHEHTH ¢ XHITCPTOHHUA BOAYM 10 NIOHIGKARAHE HA APTEPHAITHOTO
Hanarane Ge3 NoBNHABAHE Ha IyAICOBATa Y&CTOTA.

I1px noBeueTo naupeHTH, CNesi €IHOKPATEH NEPOPaNeH MPUEM, HAYANOTO Ha AHTHXHIIEPTEH3HMBHOTO
neHCTBHUE € B PAMKMTE Ha 2 Yaca, a IHKA B [IOHIDKABAHETO HA APTEPHATHOTO HANATAHE Ce JJOCTHIA B
paMKHTe Ha 4-6 yaca. AHTHXHIIEPTEH3HBHUAT edexT mpoawkasa Hax 24 yaca cnen nprema, [py
PEROBEH NPAEM MAKCHMYMA B PEAYKLMATA Ha apTEPHATHOTO HaNAraHe ¢ BCAKA 1038, KATO U0, ¢6
NOCTHIa B paMKUTe Ha 2-4 ceIMMLM.

XUApoXNopoTHAZIHA

Mexanusvm na deiicmaue

OcHOBHOTO MACTO Ha ASHCTBHE HA THA3KAHUTE AUYPETHUHM €4 ANCTANHUTE H3BHTH KAHATIETA B
6ubpexa. okazano e, ue B 6u6peunaTa kopa ChbUIECTBYBA PELENTOP ¢ BUCOK ahHHHTET, KOHTO
NPENCTARNSIBA OCHOBHOTO MACTO HA CRBP3BAHE 34 JIEHCTBHETO HA THABHAHUTE AHYPETHLIH H 3a
uHxubupane va Tparcnopra Ha NaCl B auctanHuTe H3BUTH KaHandera. THasuaHITe HYpETHIH
JAeHCTBaT ypez MHXHOHpaHe Ha NatCr CHMNOPTEP, BEPOATHO Ype3 KOHKYpHpaHe 38 MACTOTO 34
cebp3Bate Ha Cl, M N0 TO3W HAMKH TOBNUABAT MEXAHM3MHTE Ha €IEKTPOTMTHA peabeopOLua:
AHPEKTHO MOBHIABAHKM EKCKPELHATA Ha HATPHI H XJI0p B PpHOIM3UTENHO €1HAKBA CTENEH K
HHAHPEKTHO HPe3 AHYPETHYHOTO CH AeHCTBHE, HaManaBaiky Ia3sMeHHA 0beM ¢ nocenBamo
NOKa4YBAHE Ha IUTa3MeHaTa PeHHHOBA aKTHBHOCT, CEeKPeLMA Ha anjoCTEPOH W 3aryba Ha Kanuii ¢
YPHHaTA, KAKTO H HaMANlABAHE HA HUBATA HA CEPYMHHA KaylHi,

IeanaTpuuna nonynauua

Esponeiickata arenuuns no nexapereata ocs000K/1aBa OT 380b/KEHUETO 3a NIPEAOCTABIHE Ha
Pe3Y/ITATHTE OT NPOYYBAHMATA C AMIOQUITHH/BAICAPTAH/XHAPOXIOPOTHAZUA BLE BCHYKH HOATPYTIH
Ha NEARATPHYHATA [ONYJIALMS NIPH €CeHIMANHA XHICPTOHHA (BX, TouKa 4.2 3a undopMauug
OTHOCHO ynoTpefa B neanarpuara). -

[lpyru: neoiiHo 6noKupane HA peHHH aHTHOTEH3UH -annocTepodobara cucrema (PAAC)

JlBe ronemi paHnoMH3HpaHH KOHTPOTApanH npoyusanns — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - rekymo rno6ammo u3n
KpaiiHH TOYKH Ha TENMUCApTaH, CAMOCTOATENHO M B KOMOGHHALMA C paMUTIPIIT) H VA N
{KNHHUYHO NpOyyBaHE CBBP3aHO C Pa3BHTHE Ha HedponaTHA IpH AHaberT, nposeaeHy QR
MuHHCTEpPCTBO IO BLIPOCHTE Ha BETEPAHHTE) — MPOYUBAT yroTpebara Ha KoMGHHALK
HHxuOHTOp ¥ APE.




MO3BYHOCH/I0BA GonecT, i 3axapeH AMaleT THIT 2, NPUAPY/KEHU ¢ NaHHH 32 YBPEXKIAHE HA
edexropun oprauy. VA NEPHRON-D e npoyuBane NpH NauMeHTH che 3aXaper auaber tun 2 u
anaberHa HedpponaTHs.

Tesn npoyusanns He oka3BaT 3HA4HM Gnaronpusted edekt BbpXy 6n6pednuTe WK
CbPACYHOCHAOBUTE MOCACANLIM M CMBPTHOCT, KATO CHIUEBPSMEHHO ¢a HabMOAABAHM NOBUILEH PHCK
OT XUNEpKalkeMus, OCTPO YBpexAaHe Ha ObOpeLnTe W/unK XHIIOTOHHS B CPABHEHHE C
MOHoTepanusTa. Kato ce MMaT npeapun cxoaHute UM GapMakoIMHAMHYHH CBOHCTBA, TE3H
Pe3ynTaTH ca npHnoxuMH 1 32 Apyrd ACE wnxu6uropu 1 APB.

ACE unxu6uropu u APB cnenoearenno He Tpabea 1a ce M30OM3BAT €AHOBPEMEHHO NPH MaLKeHTH ¢
auaberra HedpormaTua (BK. TOuKa 4.4).

ALTITUDE (KnuunuHO npoy4BaHe NpOBEASHO ¢ ANMCKUPEH NIPA NALHEHTH CEC 3aXapeH quabeT THIT
2 ¢ M3NO/I3BAHE HA CHPNIEYHOCHAOBH B GBOPEYHH 3a60NABaHHS KaTO KpailHi TOUKH) € NpOyyBaHe,
NpeaHa3HaueHo Ja H3CAEBa N03aTa OT A00aBAHETO Ha ANHCKUPEH KbM ¢TaHaapTHa Tepanus ¢ ACE
HHXUOUTOp Win APB npy narueHTH che 3axapes xuaber tun 2 M xpornaHo 6p6peuno 3abongeane,

' CEPASYHOCHAOBO 3abonaBane WK 1 ABeTe. ITIpoyuBaneTOo € IPEKPATEHO MPEKASBPEMEHHO NIOPAAK
NOBHIIEH PUCK OT He0AAroNpUATHE NocaeaHLH. KakTo ¢hbpaeyHOChAOBATA CMBPT, TAKE H HHCYJITHT
€a MO-4€CTH B IPYNaTa Ha ANHCKHPEH, OTKOIKOTO B Ipynara Ha Miaue6o, a NpeacTasisBaliHTe |
HHTEPEC HEKEIaHH ChOHTHA H CePHO3HH HEXKENaHH ChOHTHA (XMITepKaIHeMus, XHNOTOHUA H
6u0peuna qucdyHKima) ce crobinapaTeprTeMa NI0-4eCTO B rPYNAaTa Ha AMHCKMPEH, OTKONKOTO B
rpynara Ha inaueo.

HeMenaHoMeH pak Ha KoM<aTa

B13 0cHOBA Ha HaTMUHKUTE RAHHH OT EMUACMHOJIOTHYKY IPOY4BAHMA € Hab/TFOAABAHA 3aBHCHMA OT
KyMYnaTHBHaTa Ao3a Bpbska Mexxay XXT3 u HMPK. Exxo npoyuBaHe BKIIOMBA NOMMyiaLHA,
ebeTosla ¢e ot 71 533 cnyyan Ha BKK u 8 629 cayuau va CKK, u nomynaums ot choreetno 1 430
833 u 172 462 nopxonsaum koutponu. Bucokata ynorpeba Ha XXT3 (kymynatheuo >50 000 mg) e
cBbp3ana ¢ kopurkpan OR 1,29 (95% JH: 1,23-1,35) 3a BKK 1 3,98 (95% JIH: 3,68-4,31) 3a CKK.
Habmoznasana e scHa spr3ka KyMynaTHBHa 1103a-0Trosop kakTo 3a BKK, taka u 3a CKK. Jpyro
Npoy4BaHe MOKa3Ba Bb3MOKHA Bpb3ka Mexkay paka Ha yetauTe (CKK) 1 excnosunuara va XXT3: 3a
633 cnyuau Ha pak Ha yCTHUTe € noadpana romynauua o 63 067 nogxoaaIy KOHTPOIK, KATO C6
H3TON3BA CTPATerHA 3a B3EMaNe Ha NpoGu, onpeReneHa OT prcka, JleMOHCTpHPaHa € Bpb3Ka
KyMynaTHBHA 103a-0TroBop ¢ kopurupar OR 2,1 (95% JU: 1,7-2,6), napacteaw 1o OR 3,9 (3,0-
4,9) 3a pucoka ynorpeba {~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a Hali-BHCOKaTa KyMyJIaTHBHA 2038 (~
100 000 mg) (B:k. cbiuo TOUKa 4.4).

5.2 PapmakokHHETHTHM CBOHCTBA
JlnHeliHoeT
AMIIONITIEH, BaNCAPTaH M XHAPOXJIOPOTHAZMA MMaT JIMHE iHa (apMakOKHHETHKa,

AMNoaRTIHH/BANCAPTAR/XAPOXIOPOTHAIAI

Cnen nepopaiHo NpUNoXeHHE Ha aMIIOAKNTKH/BATICAPTAH/XMAPOXTTOPOTHASH NPH 3[PABH BH3PACTHH |
MMHKOBH MIa3MEHH KOHUEHTPALKHA HA aMJIOTHIIHH, BAICAPTAH H XMAPOXTOPOTHA3H CE IOCTHIAT

CBOTBETHO 33 6-8 uaca, 3 yaca u 2 yaca.
CxopocTTa u cTeneHTa Ha aGcopOLHATa Ha aMIOTUITHH, BAICAPTaH H XBAPOXJI0pOTHAS
aMJIOJIMNAH/BAJICAPTAH/XUAPOXIIOPOTHAZK] CA CHIUHTE, KAKTO NPH NPIIATAHETO HM

AMIONHIHHA

Abcop byun



Cnex nepopanko npunoxKeHHe Ha TEPANEBTHYHA 1032 aMIOAHIHH, ITMKOBA [U1a3MEHa KOHLEHTPALHS C&
Aocryra 3a 6-12 vaca. AGconoTHaTa GHOHATMMHOCT e Mexay 64% u 80%., BuoHARMUHOCTTA Ha
aMJIOZMITHH HE C€ NOBJIKABA OT MPHEMA HA XpaHa. '

Pasznpedenenne

ObembT Ha paznpenenenue € npubnusuTenno 21 Vkg. In vitro Npoyusanns ¢ aMIOAMIMH MOKA3BaT, 4e
npnbnuzntesHo 97,5% oT UMPKYAHPAIMOTO IEKAPCTBO CE CBLP3BA C MIIASMEHHMTE POTEHHH.

Buompancdopmanus

AMnoaunsH ce MeTabom3Hpa 0CHOBHO (nprOMH3uTeHo 90%) B uepHus Apob A0 HEAKTHBHH
MeTafonuTy.

Enumunupane

EnumMuHupaneTo Ha aMJIOQMIIMH OT a3MaTa € 0HdasHo ¢ TEPMUHAIEH NONYKHBOT Ha eNYMHHHDAHE
npubauantento 30 no 50 yaca. CraupoHapHH Na3MEHH HHBA CE JOCTUTAT Clef, IPOXLILKUTEIIEH pUeM
3a 7-8 nuu. 10% OT OpHrHRaIHHA aMNoaHIHH H 60% OT HEroBHTE MeTaGONMTH Ce eKCKPETHPAT C
ypHHara.

Bancapran
Abeopbyus

Cnen nepopanHo NPHNIOKEHHE HA BancapTas TMKOBKTE TUIa3MEHH KOHLETPALIMK Ce HOCTHIAT 3a 2-4
yaca. Cpennata abconrorna 6norammytoct e 23%. Xpanara Hamansaea ekcriosuLuaTa (onpesenesa
upe3 AUC) na Bancapra ¢ okono 40% u nMKoBaTa nnasmera koknterTpauua {Cmax) ¢ oxono 50%,
BLIIPEKM TOBA OKOJNO 8 waca cnen npuema ria3MeHHTe KOHIIEHTPALME Ha BAICAPTaH ¢a NoAo5HH B
rpYMHTE NPHEMAIH JIEKAPCTROTO CJISl HaxpaHBaHe u Ha rnadHo. Ta3m pegykuna va AUC, obage He
ce CBITBTCTBA OT KIHHHYHO 3HAUMMa PeAyKLMA HA TEPANeBTHYHMA (KT H MO Ta3H [IpHYHHA
BaJICAPTAH MOKE J1a CE NpHeMA HA TTIAAHO WJH CeJ HaXPaHBaHe.

Pasnpedencnue
CraunonapHHAT 00eM Ha pasnpelie/ieHi e Ha BAICAPTaH Clle]l HHTPaBEHO3HO NPUIOKEHHE € OKoo 17
JHATpAa, KOETO I10KAa3Ba, ¢ BAJICAPTAH HE C& pa3snpeneiia WHpOKO B TEKaHHTE. Bancap'ran c¢ CBEBP3BRa

BBE BHCOKA CTEMNEH ChC CePyMHKTE NPOTeHHH (94-97%), 0OCHOBHO ChC CEPYMHHA anbyMHH.

Duompanchopmanus

Bancapra He ce MeTabonu3npa BbE BHCOKA CTeNeH, ThH Karo camo oxono 20% or ao3ara ce
ycTaHoBsBa noa gopMara Ha MetabonuTy, B IiasMara e YCTAHOBEH XMAPOKCH METaGONHT B HHCKH -
KoHUeHTpauuu (no- mManko ot 10% or AUC na pancapran). Tosn metabonut e hapMakonorniso
HEAKTHBEH.

Enumunupane

Bajicapran nokassa MynTHeKCNOHEHIMAIHA KHHETHKa Ha pasnaz ((tle <1 uac i tY4B okg
Bancapran ce enumunnpa ocHoBHO ¢ telieca (okono 83% or nozara) 1 ypusata (okon
A03aTa) OCHOBHO KAaTO HE[IPOMEHEHO CheuHeHue. Clie HHTPABEHO3HO PHIOKEHHE
KIMPLHC HA BaIcapTaH € npubausurento 2 Vh, a 6s6peunns kanpouc e 0,62 Vh (okon
ob1IHs KNHPBHC).

IMoayxueoTsT Ha BancapTad € 6 yaca.



X HAPOXIOPOTHAZHN

Abcopbyus

AbcopbumaTa Ha XHAPOXAOPOTHA3HA Clied Nepopanet npHem € 6bp3a (tmax OKONG 2 vaca),
Yeenuyaganero Hacpennata AUC e mHHeliHO # € NPOnopLIHOHAIIHO HA 1032Ta B TePANSBTHYHHA
JAHANAa30H.

EdexTsT Ha XpanaTa Bepxy abcopOLmaTa Ha XUAPOXIIOPOTHAZH]L, AKO HIMA TAKLE, HMA Mallka

KITMHHYHE 3HAYMMOCT. AGCoAOTHATAE GHOHANTHYHOCT Ha XHAPOXNOPOTHAZHA ClIel NEPOPANHO
npuiacaeHHe e 70%.

Pasnpedencnue

IpuBuasuaT 06eM Ha pasnpesenehue e 4-8 l/kg. HupkynupaiupsT XHaApOXIOpOTHA3UA € CEBP3aH ChC
cepyMHHTE NPpoTeHHH (40-70%), NpeIMMHO CbC CEPYMHHA ANOYMUH, XHUAPOXIOPOTHAIMI CHILO TAKA
KYMYJIHPa B €pUTPOLHTHTE NpUOIHAHTETHO 3 MBTH NOBEYE, OTKOMKOTO B IIa3MATA.

Buompancdopmayus

XH,E[[)OXJ'IOPOTHEBHJI CC CIIMMHHHUPA NMPEIBMHO KaTO HEIIPOMEHEHO BEIIECTBO.

Enumunupane

XUZpoXnopoTHa3IKA CC ERMMHUHIPA OT TUIA3MATa C BPpeME Ha NONYKHBOT Cpeano 6 no 15 vyaca s
KpaiiHaTa (a3a Ha eMMHREpaHe. HaMa npoMaHa B KHHETHKATE HAa XHAPOXIIOPOTHAZH, NNPH
MHOTOKPATHO MPHIIAraHe, a KyMYJIHPaHeTo € MHHHMAITHO NPH NpHIoXeHHe BeHbX AHeBHO. Hax
95% ot abcopOupanaTa 103a ce eKCKPeTHpa KaTO HEMPOMEHEHO BeLIECTBO B ypHHATa. BLOpeunnsT
KIHPLHC C€ CECTOU OT NacHBHA (QHITpallia i AKTHRHA cexpells B 6s6peuHnTe TYGYnH.

Cnennaniun monynamaH
lleduampuuny nayuenmu (na evspacm nod 18 200unu)

Hsama apMakokMHe THYHH JaHHH TIPH NeIHATPHYHATA NONYJIALMA.

Tayuenmu 6 cimapuecka sv3pacm (Ha ev3pacm 63-2o0unu u nogeye)

BpemeTo 3a nocTHrade Ha THKOBA [LU1a3MeHA KOHLIEHTPALIMS HA AMJIOJMITHH € CXOHO TIPH MJIAH
HAaLUKEHTH H [IPY NalHEHTH B CTapyecka Bb3pacT. MMa TeHASHLINA NpH NaLHeHTHTE B CTapyecka
BB3PacT KIMPbHCA HA AMIIOAMITHH Aa HAMaNABa, KOSTO BOAM A0 NOKa4YBaHe Ha IUIOLUTA OJ KpHBATa
(AUC) 1 nonyxusoTa Ha enuMuHupane. Cpeanara cueremMia AUC 3a BaicapTaH e 110 BUCOKA ChC
70% npy nauHeHTH B CTApUecKa Bb3PACT B CPABHEHHE ¢ NO-MTAIN NALMEHTH, TIOPAJH Ta3H NPHYHHA
€ He0DX0AMMO BHUMaHHE IIPH TIOBHILABAHE HA 1038Ta.

CucTeMHaTa eKCNO3HLUMA Ha BancapTaH € JIEKO NOBHILICHA MPH MNMALUHWSHTHTE B CTAPYCCKa BL3PAacT B .
CPaBHCHHE C MIANWMTE NIAUHCHTH, HO TOBA BHAMA HAKAKBO KIHHWYHO 3HAUMCHHE,

OFpaHH‘{eHPI LaHHH rpeanonarar, 4¢ CHCTEMHHAT KIHPEHC HA XHOPOXNIOPOTHAZH] € HAMAaNe

Brbpeuno vepexcoane




(dapMaKOKHHETHKaTa HA AMJOAMITHH He C¢ NIOBNHABA 3HAMMMO NpH HapyluieHne Ha 6r0peuHaTa
dynxums. KakTo ce ouakBa 3a Bewectso, uniito 66peuen kaMpeHe e camo okono 30% ot obums
N1a3MeH KIHPBHC, He ce Habnionasa kopenaund Mexay 6b0peuHata yHKONS M CHCTEMHATa
€KCTIO3HLMA KbM BancapTaH.

ITopanm Tasu py4MHA NALMEHTHTE C NEKO J0 YMEPEHO GHOPeUHO YBPEXKAaHE MOTAT Aa NpHeMaTr
obuuaitHaTa HavanHa n03a (Bx. To4Ka 4.2 u 4.4).

Ips Hanuure Ha 66peUuro yBpexaaHe CpeqHuTE MMKOBH IIa3meHn HuBa H AUC Ha
XHAPOXJIOPOTHA3K], Ca IMOBHLIEHH, & CKOPOCTTa Ha eKCKPELMa B ypUHATa € HamalleHa. Fpu naupenTu
¢ Jieko 1o ymepeHo 6bOpeuHo yBpexkaane ce Habnogasa TpukparTHo nopuilenue Ha AUC Ha
xuapoxnopotHasua. [Ipy nanueHTHTE © TEkKKO GLOPEYHO yBpekaane ce Habmoaasa 8-kpaTHo
noermwenue Ha AUC. aMnoaunuH/sancapran/XuapoxIopoTHasHa € NMPOTHBONOKA3aH [IPY AlHEHTH
¢ TexKo OLOpeuHo yepexknaHe, aHYPHA WIH HA AHaTH3a (BK. TouKa 4.3).

YeproOopobHo yepedcoane

Hanuyuy ca MHOTO OrpaHHYeH: NaHHH 3a IPH/IOKEHHETO Ha AMIOAHNHH DPH NIANUEHTH C
yepHoapoOHO yBpexaane. [TauHenTuTe ¢ YepHONPOGHO yBpEkKIaHe AIMAT HaMaNeH KITHPEHC Ha
aMIOIMITHH C nocneapalle nokausane Ha AUC ¢ npubnusnrenHo 40-60%. [lpu nanneHTH ¢ 1€xo no
YMEPEHO XPOHHYHO YepHOpoBHO 3a00nsBane eKCOO3HUHATA KbM BaJIcapTaH (onpeaeneHa 4pes
croiiHocTuTe Ha AUC) e nBa NbTH NO-BUCOKA OT YCTAHOBEHATR NpH 3/ApaBH A0OPOBONIM (rpyIHpaHH
1O BB3pacT, noa U Terne), [lopanu BancapranoBaTa KOMNIOHEHTA ‘
aMJTOTHNKMH/BAaACAPTAH/XHAPOXIIOPOTHAZM] € NPOTHBOOKA3AH NPH NALIMEHTHTE ¢ HEPHOAPOOHO
yBpexnane (B, Touxd 4.2 1 4.3).

53 IpeaxanaHYHE AaHHH 32 fe30nacHOCT

AMJIoaMnuH/BaNcapTaH/ XHAPOXAOPOTRAZNN

B pesnnua npeaxnHHEYHE NPoy4BaHHA 3a 6€30MacHOCT ¢ AMJIORHIIHH, BaJICAPTaH, XHAPOXJIOPOTHASHA,
BaJCapTaH/XHPOXNOPOTHA3HA, aMJI0AHNHH/BAIICAPTaH H AMOAHIIHH/BA/ICADTAH/ X MAPOXJIOPOTHA3H,
NIPOBEAECHH MPH Pa3NIHYHM XKHBOTHHCKH BUAOBE, JIMICBAT AOKA3ATEICTBA 33 CHCTEMHA WM OpraHHa
TOKCHYHOCT, KOWTO 1a OKKAT HETATHBHO BIIHAHHE BBPXY KIHHAYHATA yTIoTpeba Ha
aMNOAHITHH/BANCApTaH/XHIPOXIOPOTHA3KT, IIPH XOpa.

IpeaknUHHYHH NpoyuBaHHs 3a 6e30MaCHOCT ¢ NPOXBLKHTENHOCT A0 13 ceamHLM ca npoBeaeHH ¢
aMNOAMIHH/BANCapTaH/XHIPOXJIOPOTHAZH IPpH ITbxoBe. KoMOuHaLMATa BOIH 10 09aKBAHO
NOHHXKEHHE Ha [IOKA3aTENNTE Ha YePBEHATA KPbBHA peayila (EpHTPOLIMTH, XEMOrNOOHH, XeMaTOKPHT
W PETHKYNIOUMTH), NOBUINABAHE HAa CEPYMHATA ypes, NOBUILABAHE Ha CePYMRUS KPEATHHUH,
NOBHILABAaHE HA CEpYMHHA Kanyi, J0KCTarnoMepyiapHa xunepniasug B 6s0pexa 0 pokanHn epo3un B
JKIIE3UCTHA CTOMAX NpU TUTbXoBe. BcHukH Te3i NpoMeHH ¢a 00paTHMH cnen 4-ceAMHYEeH
BB3CTAHOBHTE/IEH NIEPHO/ H CE CMATA, Y€ €a BCNCACTBHE arpaBHpaHe Ha (papMaKoNOrHYHKTe edeKTH.

KomOuHaLuaTa aMNoAMIHH/ BANICAPTaH/ XAPOXIOPOTHA3KE HE € H3C/IEIBAHA 38 FeHOTOKCHYHOCT 1
KAHLEPOreHHOCT, Thil KaTo NMMCBAT AOKA3ATEACTRA 32 HAKAKBO B3aHMOJASHCTRHE MEXTY OTASAHNTE
BELUECTBA, KOWTO Ca OTAABHA Ha na3apa. AMIIOAMITHH, BANCAPTAH H XMAPOXJIOPOTHA3NA Ca
H3CJICABaHK TIOOTAEIHO 33 FEHOTOKCHYHOCT M KAHLEPOTEHHOCT ¢ HECATHBHHA PE3YATATH.

AMIONHNHKE

Penpodvemusia moxcudtocm




ﬂpPIsJ'IHBHTCIIHO 50 MbTH NO-BHCOKH OT MAKCUMATHHTE NpEeNOPLYMTENHH J03H NPH XOpa, I/IB‘IHCJIBHH

Ha Gaza mgkg.
Hapywenus evg epmumema

Hsama edext Bbpxy depTwintera Ha IIBXOBE, TPETUPAHH ¢ AMNOAMITHH {MBKKH — 64 JHH H JKEHCKH —
14 xuu npean wdrocsane) B 1031 10 10 mg/kg/aeH (8 MBTH* MaKCHMANHATA IPENOPBYHTENHA 4032
3a xopa or 10 mg, u3umcnena Ha Gaza mg/m?). B apyro npoyuBaHe Py ILTEX0BE, NPH KOETO MBXKKH
ILTbXOBE €a TPETHPAHU ¢ aMIOAHITHHOB Gesunar 30 IHH, C 1032 CPAaBHHMA C A03aTa NIPH Xopa,
w3uucnena ua 6a3a mg/kg, ca yCTaHOREHN TIOHWKEHH IUIA3MEHK HHBA Ha PONHKYNIOCTUMYIMpAI
XOPMOH H TECTOCTEPOH, KAKTO i NOHWKABaHE HA IUTLTHOCTTA Ha cniepMara M Opos Ha 3pen
CTIEPMATH/IN H CEPTOJTMEBH KIETKH.

Kanuyepoceneza, mymazenesa

HsMa 1aHHY 33 KAHLEPOr€HHOCT MPH IUIHXOBE U MUILKH, TPETUPAHH ABE TOAMHY ¢ BMIOAUIUH B
XpaHaTa B KOHUCHTPAUHMK, H3YHCIICHH Ja OCHTYPST AHEBHH J1030BM BHBa 0T 0,5, 1,25 1

2,5 mg/kg/nen. Haii-Bncokara 1o3a (Apu MunIku - 67143Ka 10, 2 NPH MILXOBE — ABA THTH* [10-BUCOKA
OT MaKCHMAJTHATA NIPENOPbYHTENHA KIMHKYHA 403a oT 10 mg, u3uKcieHa 3a mg/m?) e 6una 6nuzka
20 MAKCHMATTHO JOITYCTHMATA /1033 38 MULIKH, HO HE H 3a [LTEXOBE.

TpoyvuBaHHs 32 MYTAreHHOCT HE IOKa3BAT JIEKAPCTBEHO-06YCIOBEHH eeKTH HITO HA T€HHO, HHTO Ha
XPOMO30MHQ HHBO.

* M3uKCIena 3a nauueHTH ¢ Terno 50 kg
Bancapran

HewnHuurvTe nannm He nokassat ocoben puck 3a xopa Ha 6a3aTa Ha KOHBEHLHOHAJIHHTE
hapMakonoruuHmn npoyysanns 3a 6e30NaCHOCT, TOKCHYHOCT NIPM MHOrOKpPaTHO NMPHITATaHE,
FeHOTOKCHYHOCT, KaHLEPOreHEH MOTeHLIHAN, PEMPOAYKTHBHA TOKCHHHOCT H TOKCHHHOCT 32
Pa3BUTHETO.

TTpu nexoBe TokCHYHE A03M 3a Maiikata (600 mg/kg/neH) No BpeMe Ha NOCNSTHHTE JHH OT
OpemenHoCTTa M IepHOZA Ha laKTalKd ca AOBEH 10 NO-HHCKA CTENEH Ha HPEKURAEMOCT, No-ciaGo
HazaBaHe Ha Tero U 3abaBeHO pasBuTHe (OTAE/IAHE HA YIIHATA MUAA B OTBAPSHE Ha CIYXOBUS
K8HAI} Ha IOKONEeHNeTOo (B, Touxa 4.6). Tesu no3u npu nasxose (600 mg/kg/nen) npeacrasngsar
npulnsszuTento 18 nbTH MakcHManHATa IPENOPLYMTENHA 4034 NPH Xopa Ha 6azata Ha mg/m?
(M3unCneHnATa ce OTHACAT 3a NepopaiHa no3a 320 mg/neH U naunenr ¢ Terno 60 kg).

TIpH npenx/mHHYHY NpoyuBaHH 32 6e30nacHOCT BUCOKM N03K BajicapTan (200 ao 600 mg/ke
TENECHO TeINO) NPeAH3BUKBAT NPH IUTbXOBE HAMANABAHE HA NIAPAMETPHTE Ha YEPBEHHTE KPbBHH
KI1eTKH (EpHTPOLIMTH, XEMOTJI00HH, XeMATOKPHT) H IPHYHMHABAT MPOMEHH B 6B0peusaTa
‘XeMOJMHAMHKa (1€KO TOBHILIABAHE Ha YPesTa B KPbETA, 61b0peuta TyOynsa XMnepniasHs u
Gazodunua npu mexkuTe). Tesn a03u npn misxose (200 ao 600 mg/kg/nen) npeacranspar
npuoar3uTeNHO 6 1 18 NbTH MaKCHManHaTa NpenopBYMTENHa 103a MPH Xopa Ha 6a3aTa Ha mg/m?
(M34HCNEHHATA C& OTHACAT 32 MepopanHa fo3a 320 mg/neH U nauMeHT ¢ Terno 60 kg).

Ilp1 MapMO3€TKH B CPABHHMH [103H NPOMEHMTE Ca NoA0GHH, HO NO-TeXKH, ocobeHo B 616
KBJETO NPOMEHHTE C€ Pa3BUBAT A0 He(poTIaTHA, BKIIOYBAILA IOBHIIEHHE HA YPEATA M
KpbBTa.

HabGmonaea ce cbino Xuneprpodus Ha GbGpedHNTe IOKCTANIOMEPYITHH KIIETKH H MpH aBpzEg,
CunTa ce, ye BCHHKH IPOMEHH CE XBKAT Ha (PapMAKONOrHYHOTO AefiCTBHE HA BaNcapEaH:)
BOAH 10 TIPOAB/UKHTEIHA XHIOTOHHA 0cobeHo npi MapMoseTHTe. Harnexna, qe Tepanes \pg:
71033 Ha BAJICAPTAH MPH XOpa HE € CBBP3aHA ¢ XUNepTpodisa Ha GLOpeuHnTe IOKCTAFNOMEPYIINAL..... -



KNEeTKH.

6. GAPMAIIEBTHYHH IAHHU

6.1 CnHCbK HA NOMOIHETE BEMECTBS

Aopo na mabaemrama
Llenynosa, MUKpoKpUCTanHa

Toeupon K25

Kpockapmenosa HaTpuit

Harpuer naypuncyndar

Man#uTon

CHNHUMEB AMOKCHA, KOJonaeH 6e3poneH
Marnezsnes creapar (E470b)

Duamoeo noxpumue
~ Tlonu(BHHET anKOXO)

Maxkporon 3350

Turanos nnoxena (E171)

Tank

Kenezen okeun, uepsen (E172) — camo 3a 10 mg/160 mg/12,5 mg u 10 mg/320 mg/25 mg
Keneaen oxenn, bt (E172) — camo 3a 5 mg/160 mg/25 mg ul 0 mg/160 mg/25 mg
6.2 HechBMeCTHMOCTH

Henpunoxcamo

6.3 Cpox Ha rogaocT

2 roaMHH

6.4  Cpenmanun ycioBHA HA ChXpAHEHHE

To31 nexapeTen NPOAYKT He WIKCKBA CNELHMAlIHA YCIIOBAA Ha ChXPAHEHHE,

6.5 Bui A cbabpKAHHE AA ONAKOBKATA

Bancrep (OPA/AVPVC//Al donuo): 7, 10, 14, 28, 30, 56, 60, 84, 90,98, 100, 7x1,10x 1,14 x 1,
28x1,30x1,56x1,60x1,84x1,90x 1,98 x1 1100 x 1 ¢punmupanu TabneTku, B KyTHA.

Bancrep (OPA/AI/PVC//Al donno), ¢ orGenaszanun auu ot ceamuuara: 7, 14, 28, 56, 84, 98, 7x 1,
14x1,28x1,56x1,84x 1198 x 1 ¢punmupanu TabneTkn, B KyTHS.

He BCHUKH BHIOBE ONTAKOBKH MOTaT Aa GbAAT MycHaTH B NpoaakGa.
6.6 Coennanuu npeAnasny MEpKn Npu H3XBbIARE B pabGora

Hsama cneuyanHy M3McKBaHNA,

7. IPHTEKATEJ HA PASPEINEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, gmarje.ﬁ.ka cesta 6, 8501 Novo mesto, Cnosenus




EEAT

8. HOMEP(A) HA PASPEIIEHMETO 3A YIIOTPEEA

Bantpuxom 5 mg/160 mg/12,5 mg - Per. Ne:
Bawtpukom 5 mg/160 mg/25 mg — Per. Ne:
Bantpuxom 10 mg/160 mg/12,5 mg — Per. Ne:
Bantpukom 10 mg/160 mg/25 mg — Per. Ne:
Barrpukom 10 mg/320 mg/25 mg — Per. Ne:

9. NATAHANIBPBO PA3PENIABAHEMIONHOBSBAHE HA PAPENIEHHETO 3A
YIIOTPEBA

Jlata Ha RBPBO pa3pelnaBade:

10. JATA HA AKTYAJIN3HPAHE HA TEKCTA




