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KPATKA XAPAKTEPUCTHKA HA ITPOJAYKTA
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1. UME HA JIEKAPCTBEHUSI TIPOJYKT
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Basrpukom 5 mg/160 mg/12.5 mg ¢puamupanu tadneTku
Basrpukom 5 mg/160 mg/25 mg ¢dunmupanu TabineTkH
Basrpukom 10 mg/160 mg/12.5 mg puamupanu tadieTku
Baatpukom 10 mg/160 mg/25 mg ¢puamupaHu TadieTKH
Basrpukom 10 mg/320 mg/25 mg ¢punmMupaHu TadAETKH

Valtricom 5 mg/160 mg/12.5 mg film-coated tablets
Valtricom 5 mg/160 mg/25 mg film-coated tablets
Valtricom 10 mg/160 mg/12.5 mg film-coated tablets
Valtricom 10 mg/160 mg/25 mg film-coated tablets
Valtricom 10 mg/320 mg/25 mg film-coated tablets

2. KAYECTBEH U KOJIMMECTBEH CbCTAB

Smg/160 mg/12,5 mg

Bcesika hunmupana Tabnetka cbabpka S mg aminoaunuH (amlodipine) (kato amioaunuHos 6e3unar), 160 mg
BasicapraH (valsartan) v 12,5 mg xuapoxnopotnasua (hvdrochlorothiazide).

S mg/160 mg/25 m
Bcesika hunmupana tabnerka cbabpika S mg amnoaunul (amlodipine) (kaTo amaoaunuHos 6e3unnar), 160 mg

BasicapTaH (valsartan) v 25 mg xuapoxnopotuasui (hydrochlorothiazide).

10 mg/160 mg/12,5 mg
Bcesika punmupana Tabnerka cbabpka 10 mg amnoaunuu (amlodipine) (karo amaoaunuHos 0e3unar), 160 mg
BasicapraH (valsartan) v 12,5 mg xuapoxnopotuasua (hydrochlorothiazide).

10 mg/160 mg/25 mg
Bcsaka duamupana tabnerka cbabpka 10 mgamnoaunuu (amlodipine) (kato amnoaunuHos 0e3unar), 160 mg
BasicapraH (valsartan) v 25 mg xuapoxnoportuasua (hydrochlorothiazide).

10 mg/320 mg/25 mg
Bcesika punmupana tabnetka cbabpka 10 mg amnoaunuu (amlodipine) (kato amnoaunuuos 6e3unar), 320 mg
BaJjicapTaH (valsartan) u 25 mg xuapoxnopotuasui (hydrochlorothiazide).

3a MbJIHUSA CIMTUCHK HA MOMOLIIHUTE BELLIECTBA, BUKTE TO4YKa 6. 1.

3. JIEKAPCTBEHA ®OPMA
Ounamupana Tabnerka (Tadserka)

5 mg/160 mg/12,5 mg
benu uau nouru 6esu, 0Ba/IHK, ABOHHOU3MbKHAIK GUIMHpaHHU TaONeTKH, ¢ penedHo obo3HaueHue K1 or eaHara

cTpaHa Ha Tabnerkara, ¢ npudIM3MTEIHU pasmepH 13 x 8 mm.

5 mg/160 mg/25 mg
baenoxbaTH, oBaNTHUA, ABOHHOU3MBbKHAIK PUAMUpPaHH TA0JETKHU, ¢ pestehHO 0bo3HayeHue K3 ot eaqHaTa ctpaHa Ha

TabdseTkara, ¢ NpUOJIM3UTETHH pa3MepH 13 x 8§ mm.

10 mg/160 mg/12,5 mg

Po30BH, OBaJIHW, ABOHHOM3MbKHANH (pHIMHpaHU TaONETKH, € pesiepHo od0o3HaueHue K2 ot e E‘QLP&H& ﬁ“ Li’
Tabnerkara, ¢ npubAM3MTEIHM pasMepu 13 x 8 mm. /D 1.;.“ \fJ :
10 mg/160 mg/25 mg / rﬂ‘-i‘*'{ Pa ""-?" vl \ % |
KadsBo-xbJTH, OBAIHH, ABOHHOU3MbKHAIK (HWIMHPAHU TaOIETKH, ¢ peliehHO 0003HAUEH e E€40Tez1ﬂm m‘pal-la Ha
Tabnerkara, ¢ npuoIM3KTEIHH pazmepu 13 x 8 mm. \ 'f;:ﬁ“y;-;.fn-.4_,;.;.;_ % Fo i
10 mg/320 mg/25 mg \‘\"5; & ,_"r"“




Kadaso-yepBeHH, OBATHH, ABOHHOW3NbKHANY (PUIMHPAHH TAONETKH, C MPHONU3HTENHH pasmepu 18 x 9 mm.

4. KJJAHAYHH IAHHHU

4.1 TepaneBTHYIHH NOKAIARUS

JleyeHHne Ha eCeHLHATTHA XMNEPTOHUA KaTO 3aMECTHTE/HA TEpanus NpH Bb3pacTHH NaLHEHTH, NMPH KOUTO €
MOCTHIHAT 3aJ0BOJIMTENEH KOHTPO BbPXY aPTEPHAITHOTO HANATaHe ¢ KOMOMHALUMATA aMITIOAMITHH, BAJICAPTaH

xuapoxsiopornasua (HCT), npunaranu KaTo TpH OTAETHHU JIEKAPCTBEHH GOPMH MK KaTo (HKCHUpaHa 1BOHHA
KOMOMHALIMA K OTAEJIHA JIEKApCTBEHA popma.

4.2 JTO3HPOBKA H HAMHH HA NPHI0KEHHE

Ho3upoBka

[IpenopbunTenHaTa no3a BanTpukoM € eaHa tTabaeTka AHEBHO, 32 NPEANOYUTAHE CYTPHH.

[Ipean na npemMuHar Ha JieyeHue ¢ BanTpukom nauuernTuTe TpadBa aa 6bAAT HA PUKCHPAHK NO3H OT
CbOTBETHHTE MOHOKOMITOHEHTH, KOMTO NPpHEMAT No cbilloTo BpeMme. [lo3ara Ha Bantpukom ce onpeaens Ha Oasa
NO3HUTE HA OTAENHHUTE KOMNIOHEHTH OT KOMOHHALUUATA B MOMEHTA Ha MPEMHHABAHETO.

MakcuManHaTa npenopbuHTenya no3a Bantpukom e 10 mg/320 mg/25 mg.

CneunanHy nonvJjiauuu

bvbpeuno yspexcoarie

[Topanu XxuapoOXnOpOTHA3MAHATA KOMNIOHEHTa BanTprukoM e mpoTHBONOKa3aH NpH NAUKUEHTH C aHypHa (BXK.
Touka 4.3} ¥ NpH NALUMEHTH ¢ TeXKO ObOpPeUHO yBpexkaaHe (CKOpoCT Ha rinomepyiHa puntpauns (GFR)
<30 mV/min/1,73m?) (Bx. ToukH 4.3, 4.4 n 5.2).

He ce Hanara kopekuHs Ha Ha4ATHATA 0032 NPU NALKEHTH C JIEKO 00 YMEpEHO ObOpeUHO yBpEKIAHE (BXK. TOUKH
4.4 1 5.2).

Yepnoopobro yspeacoane

[Topanu BajsicapTaHoBaTa KOMNOHEHTa BAITPHKOM € NPOTHBONOKA3aH MPH NAUMEHTH C TEXKO YE€pHOAPOOHO
yBpexaaHe (Bx. Touka 4.3). [Ipu nauueHTH ¢ neko Ao ymepeHo uepHoaApoOHO yBpexkaaHe 0e3 xonecrasa,
MaKCHMMAIHATA NpenopbyYMTEnHa A03a BancaptaH ¢ 80 mg 4 nopaaM Ta3zu NpyuKHa BanTpukoM He e NoAXOAsLLL
NpU Ta3u rpyna nauxeHTd (BxK. Touku 4.3, 4.4 n 5.2). Ilpenopbky 3a 103aTa Ha AMJIOAMINIHH NPH NMALKEHTH C JIEKO
10 YMEpPEHO YepHOAPOOHO YBPEXKAAHE HE ca ycTaHOBeHH. [IpH nmpeMuHaBaHe Ha NOAXOANLUM MALHEHTH €
xuneproHus (Bx. Touka 4.1) u uepHoapoOHO yBpexaaHe KbM neueHue ¢ BantpukomM, Tpabea aa ce nanon3ea
Hah-HHCKaTa HATUYHA A03a AMIOAUNHH.

Cwpoeuna Hedoc mamvynocm u KOporapna 6oaecm Ha cvpyemo

CobuiecTByBa orpaHuueH onuT ¢ ynotpebara Ha BanTpukoM, ocobeHO B MAKCHMAaNIHH JO3Y, NPH NAUHEHTH CbC
CbpIEYHA HEAOCTATHYHOCT H KOpOHapHa 0onecT Ha cbpueTo. [Ipenopbusa ce NOBUWEHO BHUMAHKE NPH

MAaLUEHTH ChC CbPACUHA HEJOCTATBYHOCT M KOPOHapHa OOJIECT Ha CHPLETO, OCOOEHO NMPH NpUIaraHe-Ha, .
MakcumasiHaTa no3a Bantpukom10 mg/320 mg/25 mg.

Hayuenmu 6 cmapuecka év3pacm (ua eév3pacm 65 coounu u noeeye) a;j?; *: T\
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[Mpenopbtsa ce NOBHWEHO BHUMAHHE, BKITFOUMTEHO MO-4ECTO MOHHTOpPUpaHE Ha apTe a;; o'ro Ha'ﬂlﬂraﬁe AIpH;,




10 mg/320 mg/25 mg, Thi KaTo AaHHHWTE 3a ynoTpeda npu Ta3u NaLMeHTCKa Nomny/alMs ca orpaHnueHu. [ipu
npeMuHaBaHe Ha NOAXOAALIM NMAUNEHTH C XUNEPTOHHUS (BXK. TouKa 4.1) kbM neuenne ¢ Bantpukom, Tpabea na ce
H3NO0J3Ba Hal-HUCKATa HATHYHA 1033 aMIOJMITHH.

HHeduampuuna nonyaayus

Hsama ¢cbOTBETHO MpUAOKEHHE HA BANTpUKOM B NneaHaTpHyHaTa nonyaums (mauxeHTH Ha Bb3pacT nog 18
roAMHH) 3a NOKa3aHHUETO JIEUEHHE HA €CEHLIHANIHA XHIEPTOHHUA.

HauuH Ha NMPpHIOKCHHE

[TepopanHO NpUNOKEHHE
BanTpukom MoXe aa ce rnpuemMa ¢ Uid 6e3 xpana.

Tabnerkute TpAOBa Na Ce NOTABLLLAT Le/IH ¢ MaJIKO KOAWYECTBO BOAA, MO €AHO U CHLIO BPEME BCEKH ACH, 3a
NpeanoYHTaHE CYTPHH.

4.3 IIporuBONOKA3aAHHA

- CBpLXUYBCTBHUTENHOCT KbM AKTHBHHTE BELUECTBA, APY Y CYNPOHAMHAHH MPOU3BOAHH,
AUXHAPOTIUPHAHHOBH NMPOW3BOAHH HJIH KbM HAKOE OT NOMOLLUHHTE BELUECTBA, U3OPOEHH B TOUKa 6. 1.

- BTopu 1 TpeTH TpumecThp Ha BpeMeHHocTTa (BK. TOUKH 4.4 1 4.6).
- YepHoapobHo yBpexcnane, SunaunapHa uMpo3a HIIH X0J1ECTasa.

- Texko 6bOpeuHo yepexaade (GFR <30 ml/min/1,73 m?), aHypHA [PH NAUUEHTH HA JHATIH3A.

- EnHospemeHHaTa ynotpeba Ha BanTpukom ¢ anncKkupeH-ChAbPKaLi NPOAYKTH € NPOTHUBONOKA3AHA NPH
NAUHEHTH CbC 3axapeH anabet unun 6u0peuno yspexaaHe (GFR <60 ml/min/1,73 m?) (Bx. Toukn 4.5 1

5.1).
- PedpakTopHa XMNOKaNHEMHS, XHNOHATPUEMHS, XUMEPKATLIMEMHS H CUMITTOMATHYHA XHIEPYPUKEMHUSL.
- TexkKa XMNOTOHHA.
- Lok (BKknrOMMTENHO KapAHOTE€HEH LLIOK).

- OOCTpYKLUMA HAa M3X0Aa Ha AfABa Kamepa (Hanp. xunepTpoduyHa 00CTPYKTHBHA KAPAUOMHONATHA U
BUCOKOCTENEHHA A0PTHA CTEHO3a).

- XeMOoAMHAMHUYHO HecTabWiHa cCbpaevHa HEAOCTATHYHOCT CJEA OCTbP MHOKAPACH HHpApPKT.
4.4 Cnennansu npeaynpexXieHHs H NpeARa3HH MePpKH NpH ynorpeda
besonacHocTTa H ePUKACHOCTTA Ha AMIOAUITMH NPH XUNEPTOHHUHA KPH3a He Ca YCTAHOBEHM.

[TauneHTH ¢ HaTpUEeB- U/ MU obeMer aeHUUT

EkcuecHBHa XHNOTOHHA, BIJIIOYHTENHO OPTOCTAaTUYHA XMIIOTOHHNS, ce Habmoaasa rpH 1,7% ot A

1,8% npv nauuyeHTUTe Ha Bancapran/xuapoxaoporuasuz (320 mg/25 mg), 0,4% npu nau
amaoaunud/eancapraH (10 mg/320 mg) u 0,2% npu nauneHTUTE HA XUAPOXNOPOTHAZKA/
(25 mg/10 mg) B X04a HA KOHTPOAHUPAHO UIMKUTBAHE NPH MALNEHTH C YMEPEHA 0 TEXKK
XHMTIEPTOHMA.



[lpu1 nauHeHTH ¢ HaTpHUEB WHilH 00eMeH AePHUMT, MpHEMALLLH BUCOKH 1103H AHY PETHLH € Bb3MOXKHO 1a
Bb3HHKHE CHMITTOMATHYHA XUIIOTOHHSA ¢ 3an04BaHe Ha JICUCHUETO C
aMN0IHNUH/BAICAPTAH/XUAPOXJIOPOTHA3HA. AMAOAUNHH/BANICapTaH/XHAPOXJIOPOTHA3HA TPADOBA 1a ce npuiara
CaMo CJleA KOPUrHPaHE Ha NpeLLeCcTBalll HaTpUeB Wi obemen aedpuumr.

AKO NMpH JIe4HeHHE C RMACIUIMTUH/BAJICAPTAH/XUAPOXJIOPOTHAZH/L HACTHITH EKCUECHBHA XUMMOTOHHS, NALIUEHTDT
TpaOBa Aa Obe NOCTaBEH B JIETHAJIO MOJIOXKEHHE W NPY HEOOXO0AUMOCT Aa Ce NPHUAOXKH MHTPABEHO3HA HH(PY3HA C
¢ur3nonoruueH pasTeop. JleueHuero Mmoxke Aa 6bAae MPOABIKEHO CIEA KATO ¢e CTaDMNN3Kpa apTEPHANHOTO
Ha/IAraHe,

[IpOMEHH B CepYMHUTE €IEKTPONUTH

Amaoounun/earcapman/xudpoxnopomuaug

B xona Ha KOHTPOJHPAHOTO KIIMHUYHO U3NUTBAHE HA AMJAOAUNUH/BANCAPTAH/XUAPOXIJIOPOTHAIHA NPH MHOFO OT
MAauMEeHTHUTE MPOTHBOMOMOXKHUTE edekTH HA BaicapTaH 320 mg W XMAPOXJIOpOTHA3KA 25 Mg BLPXY HHBaTa Ha
CEPYMHHSA Kanui rnoYTH CE HEYTpaU3HpaT B3aMMHO. [1py Apyry NaUMEHTH, EAHHHUAT WK OPYTHAT E€PEKT MOXE
na noMuHUpa. [leppoanyHo, Ha NOAXOAALLW UHTEPBAJM OT BpeMe, TPA0Ba Aa Ce H3CNEABAT HHUBATA HA CEPYMHHTE
eNeKTPONMUTH C LIEN OTKPHBAHE HAa Bb3MOXKHH €JIEKTPOSIMTHH HapYLLICHHA.

[TeproanyHO H3cieBaHe H3 HUBATA HA CEPYMHMTE €JIEKTPOIUTH, NO-CMELMANTHO Ha Kanus, Tpabsa Ja ce
MPOBEXKAa HA ONpeieIeHH HHTEPBAIY OT BPEME ¢ L€ OTKPUBAHE HA Bb3MOXXHHW €1eKTPOJIMTHH HapyllEeHUS,
0coOeHO NMpH NaLUEHTH ¢ APYTH PUCKOBH (PaKTOPH KaTo HapyweHa ObOpedHa PyHKLUA, N€YEHNE C APYTH
nekapcTBeHH NPOAYKTH WM NIPeaXoXJalila aHaMHe3a 3a €1EKTPOJAMTHH HapyUEHMS.

Banacapman

EaonospeMenHara ynotpeba ¢ KanHeBH 100aBKH, KaTHA-CBXPaHABALLM AHYPETHLH, 3aMECTUTENH HA CONTA,
ChABPKALIM KANWH, WIX APYTH JIEKAPCTBEHH NPOAYKTH, KOUTO OHMXa MOTTIH Aa NOBULLAT HUBATA HA KAHiA
(XenapHH H T.H.), He ce npenopbyBa. CTORHOCTHTE Ha KaUg TPAOBA CHLOTBETHO Na C€ MOHHTOPHPAT.

Xuopoxiopomua3uo

JleueHweTo ¢ aMmnoannuH/BancapTaH/XHAPOXAOpPOTHA3HA TPAOBa Aa CE 3ano4He CaMO CNIE/] KOPHUrHpaHE Ha
XHIMOKANHEMHATA H ChITLTCTBALIATA XMNIOMArHe3nemMus. THasHIHHUTE AUy PETULIH MOTaT [1a YCKOPAT HOBA NosBa
Ha XUMOKanWeMHUs WK Aa 0OOCTPAT npeallecTBaia XxunoxkanueMus. TuazuaHuTe AMypeTHLHM TpabBa aa ce
NMPUNAraT ¢ NOBHILEHO BHUMAHUE NMPH NaUKEHTH, YUETO CHCTOSHHE € CBBP3aHO CbC MOBHLIEHA 3aryba Ha KanMii,
KaTo Hanpumep con ryber HedponaTuu UM MpepeHanHo (KapaAHOreHHo) yBpexaaHe Ha Ob0peuHaTa QyHKLMA.
AKO no Bpeme Ha Tepanus ¢ XHIPOoXJIOpOTHA3HA CE Pa3BHE XUNOKAIMEMHS, MPUEMDBT Ha
aMJIOAMITHH/BAICAPTaH/XMAPOXIOpOTHA3KA TPA0Ba Aa Ce NpeyCTAaHOBH A0 cTabWIHO Bb3CTaHOBABaHE Ha GanaHca
HA Kanu.

THasuaHUTE IUYPETHLIM MOraT ia YCKOpPAT HOBa NOABA Ha XMIOHATPUEMHUS H XHNOXJIOPEMHUYHA aJIKaJio3a WU Aa
o0oCTpST NpeauecTraina xunoHarpuemua. HabntonasaHa € XunoHaTpHeMHa, CbNPOBOACHA OT HERPOJIOrHYHA

CUMIITOMAaTHKA (I"&.[IeHE, [MpOrpeCHBHa NC30PHCHTALIMA, EHETHH). JleyeHueTo ¢ XHAPOXNOPOTHA3NAH 'l‘pIIGBa Aa cC
3anoysa cne KOpUIrupaHe Ha NnpeAlIcCTealla XHnoHaTpuEMHuAL. B Cﬂy'-laﬁ Ha TCXKKA HITH 61:[)30 pa3BHBalla CC

XHIMOHATPHEMHA NO BPEMC HA JICHCHUETO € aMN1OH ﬂHH/BﬂJICﬁpTaHfKHﬂ,pQXJ]OPOTHaSHﬂ, JNEHYEHHCETO T'pﬂﬁBa 2a
Obae CIIPAHO A0 HOPMAJIM3IHPAHC HA HUBATA HA HATPWA.

BcuukH naliHeHTH, NMpUEMaillt THA3HIHHW JUYDPCTHLH T‘pﬂﬁBE [ICPHOAHYHO Aa 39iF:4 [Npoc/icjiBaHH 3a
CNCKTPOJIUTHH HaAPYLICHHA, OCOOCHO HA KAJTHA, HaTpHid U MarHc3us. |

brOpeuno yBpexaaHe

TvazuaHuTe JHYpETULIM MOTAT 1a YCKOPAT a30TEMUATA [TPU MALIMEHTH ¢ XPOHHYHO 61BOP l-ﬁ ﬁﬁﬁﬂﬂsang,.
Korato amnoaunud/BancapraH/XuapoxJiOpoTHa3uA C€ NpuUiara npy nauueHTy ¢ 6uopeyr yﬁpexﬂﬁﬁe, ce’




KpeaTHHWHA ¥ NMMKO4HATA KWUCEIMHA. AMIOAMMUH/BANCAPTAH/XHAPOXIOPOTHA3HA € NPOTHBONOKA3AH MPH
MALMEHTH C TEXKKO ObOpeUHo yRpekaaHe, aHYpHUA WK NPOBEXKAALN AMANn3a ( BK. Touka 4.3).

He ce M3MCKBA KOPHIHPAHE Ha 103aTa Ha AMIIOAHNKH/BAJICAPTAH/XHAPOXIOPOTHA3HU MPH NALIMEHTH C IEKO A0
ymepero 6u6peuno yepexkaare (GFR >30 mi/min/1,73 m?).

CteHo3a Ha ObOpeuna apTepua

AMNoaMnUH/BancapTaH/XxuapoxnopoTHasua Tpadea aa ce npuiara ¢ NOBMLIEHO BHHMAHHUE 33 NIEYECHHE Ha
XUNEPTOHUSA NPU MALIMEHTH C €IHOCTPAHHA WIH ABYCTPAHHA CTEHO3a Ha OBOPEUHHTE apTEPHH MU NPH CTEHO3a
Ha apTepus Ha eAUHCTBEH OBOpEK, Thil KATO NPU TAKKMBA MALMEHTH MOXKE Na CE MOAYYH MOBHILABAHE HA ypeATa B
KPbBTA W CEPYMHHA KpEaTHHHUH.

bu6peuHa TpaHcNAAHTAUKMA

J1o TO3¥ MOMEHT HAMa HaTPYNaH ONMT MO OTHOLEHUE Ha De3onacHaTta ynotpebda Ha
aMJIOIHNUH/BaNCapTaH/XHAPOXJIOPOTHA3HUA FIPY NALMEHTH ChC CKOpolLHa Ob0peyHa TpaHCIaHTaLM.

YepHoapobHo yBpexaaHe

BancapraH OCHOBHO C€ ETMMHUHHPA HENPOMEHEH Ype3 XITbUKATA. [IOMYyKMBOTBLT HA aMIOAMUIHH € YIbL/IXKEH, a
ctoiiHocTuTe Ha AUC ca no-BUCOKH Npy NallMEHTH ¢ HAPYLLIEHA HePHOAPOOHa PyHKUUA; HE C2 YCTAHOBEHH
NpenopbKy 3a A03aTa. [1py nauseHTH ¢ AeKo 10 YMEPEHO YepHOaApoOHO yBpexaaHe De3 xoecTasa
MaKCHMaTHaTa MpenopbyuTe/IHA 1032 BancapraH € 80 mg, cneaosarenHo
aMJIOMNMUH/BaNcapTaH/XuAPOXJIOPOTHA3UA HE € MOAXOAALL NPH Ta3H rpyna naureHTy (BXK. Toukn 4.2, 4.3 1

3.2).

AHruoeaem

CnobuiaBa ce 3a cjlyyad Ha aHrHOEAEM, BKIIOUHTENHO OTOK HA JIAPHHKCA M JI0TUCA, MPUYUHABALL OOCTPYKLIMA
Ha AMXATENHHKTE IMHTULIA WHIH OTOK Ha JIMLUETO, YCTHHTE, (papHHKCa W/HWIK €3UKA NPU MALHEHTH, IEKYBaHH ¢
BancapTaH. Hakomn oT Te3u NauMeHT! ca MMaJd M NIPEaH TOBA AHFHOEAEM, MPH NECUEHHE C APYTH NEKAPCTBEHH
NPoAYKTH, BMounTeaHo ACE nHxuburopu. AMIOOHNKH/BaICapTaH/ XHAPOXJIOPOTHA3U TpAOBa 1a ce cnpe
He3a0aBHO MPH NALUMEHTUTE, KOUTO NOJYyYaT aHTHOEAEM H HE TpAOBA aa ce npuiiara OTHOBO.

AHTecTHHaneH aHruoeaeMm

3a HHTECTHHAIEH aHTHOEAEM ce ChoOLIaBa NPH MALMEHTH, NEKYBaHHU C aHrHoTeH3HH I peuenTopHu
AHTaroHWCTH, BKITIOYHTEHO BaicapTaH (Bx. Touka 4.8). Te3u nauneHTH UMaT KopeMHa 6oJika, rageHe,
nospbiuaHe v aHapus. CHMNTOMHTE OTINYMSBAT CNeA NpeycTaHOBABaHE HA aHrHoTeH3HH LI peuenTopHuTe
AHTARrOHUCTH. AKO ce IHarHOCTHIHWPa HHTECTHHAIEH aHIHOeIeM, JIEUEHMETO C BancapTaH TpabBa aa ce
NpeyCcTaHOBH U Ja Ce 3aMo4YHe MOAXOAAWO HabIACHHUE 0 ITBIHOTO OTIUYMSIBAHE HA CHMITTOMUTE.

CbpaeyHa He1OCTATBYHOCT U KOpOHapHa 00J1ecT HA CbpLETO/MOCTMHUOKAPAEH HH(pAPKT

Karo nocneanLia oT HHXUOHPAHETO HA PEHHH-AHMTHOTEH3HH-ANJ0CTepOHOBATA CUCTEMA NPU  NIPEAPA3NONOKEHH
NMalMeHTH MOraT Ja ce O4akBaT NpOMeHH B O1bOpeuHaTa pyHkuua. [Ipy nauMeHTH ¢ TexXKa CbpaevHa
HENOCTaTbYHOCT, UuATO ObOpeuHa pyHkUMS OM MOraa 1a 3aBUCH OT aKTHBHOCTTA HA PEHHH-GHTHOTEH3HH-
aNA0CTEPOHOBATA CHCTEMA, JieueHHeTo ¢ ACE HHXHOMTOPH M aHTHOTEH3WH peuenTopHH ONOKEPH Ce CBBP3BA C
ONTUTYPHA W/HITH MPOrPECUBHA a30TeMus H (paaKo) ¢ ocTpa OLOpeuHa HeaOoCTaTLbYHOCT H/UIHU cMBPT. [ToaodbHK
pe3ynTaTy ca cbhobLueHH 3a Bancaptad. QueHKaTa Ha NaLUMEHTHTE ChC ChpAeHHA HEOCTATBYHOCT W MAK-_
NMOCTMHOKApAeH HHDAPKT TpgOBa na BKIIOYBA BUHATH OLIEHKA HA OBOpeuHaTa pyHKumA. / ;@;\W fl0 4,
. -

)

3Ha4YuMa pa:m HKa B 4€CTOTATa Ha B/IOLLABALLA CE ChPASYHA HEAOCTATLHHOCT B cpanﬂeme {lﬂ‘ahéﬁﬂ SN 3 //




brokepuTe Ha KAJIUHEBHUTE KAHAIHW, BKIHOUHTENHO aMIOAHIHH, TpA0Ba a Ce H3MOA3BAT C MNOBHIUIEHO BHHMAHHE
NpH NAUKEHTH ChC 3aCTOHHA CbPACYHA HEAOCTATBHHOCT, ThH KATO MOraT 4a MOBHLIAT PHCKA OT ObRELUM
CHPACYHOCHAOBH CHLOUTHE H CMBPTHOCT.

Heobx0a1Mo e nosHilleHO BHHMAHHWE NPH NALKEHTH CbC ChpAEYHA HEZOCTATLYHOCT W KOpOHapHa bonecT Ha

ChPUETO, 0OCODEHO NPH BUCOKATA 1032 aMJAOAMITUH/BasicapTaH/XxuapoxaopoTtyasna 10 mg/320 mg/25 mg, TbH
KaTO CbIHECTBYBALLIUTE AAHHHTE NPH Ta3H MALKEHTCKA NOMynauus ¢a orpaHuyeHH.

AOpTHA ¥ MUTPANHA KIallHa CTeHo3a

KakTo npy BCHYKH JPYrd Ba301MNATaTOPH € HeoOX0AHMO Cna3BaHe Ha CNELHAIHU NPEANa3Hyd MEPKH MpH
NaLMEeHTH ¢ MUTPAJIHA KJIaMHa CTEHO3a WK 3Ha4yHMa a0PTHA CTEHO3a, KOATO HE € BUCOKOCTENEHHA.

bpeMeHHOCT

AHruorensut Il peuentopuure 6bnokepu (AIIPB) He TpabBa aa ce 3anousar 1o BpeMe Ha OpeMeHHOCT. OCBEH ako
npoanKaBaHeTo Ha TepanuaTa ¢ AlIPD ce cuvTa 3a aKHU3HEHO BAKHO, HA MMALIUEHTKHTE, KOMTO NAAHMUPAT A2
3abpeMeHesdT, TpadBa n1a Obae HA3HaA4YEHO ANTEPHATHBHO AHTHXMINIEPTEHIMBHO JICYEHUE C YCTAHOBEH NPodun Ha
Oe3onacHocT 3a ynotpeba no speme Ha OpeMeHHOCT. [1pu ycTanoBaBaHe Ha OpeMeHHOCT neueHuero ¢ AlIPb
TpaOBa 1a ce nNpeycTaHOBH He3a0aBHO U, aKO € YMECTHO, Aa C€ 3aMOovHe alTepHaTUBHA Tepanus (BxK. TOUkH 4.3 u
4.6).

n'pr HYCH XHNCPANAOCTCPOHHU3IbBM

[TauneHTH ¢ MLPBHYEH XHNEPANAOCTEPOHH3LM He TpAOBa na ObaaT nekyBaHH ¢ aHrHoTeH3ud Il peuenTopHus
Onokep BancapTaH, ThiH KaTO TAXHATA peHHH-AHTHOTEH3UH-AIA0CTEPOHOBA CUCTEMA HE € aKTHBHWpaHa. [lopaau
Ta3W NPHYKHHA aMJIOJIHMUH/BANICAPTAH/ XHAPOXJIOPOTHAZH] HE C€ NPENOPbYBa NIPH Ta3H MOMYJIALMHA.

CHcTeMEH JIYMYC €pUTEMATOAEC

CooOl11aBa ce, Ye THa3WAHHUTE AUYPETHLH, BKIKOUYHTETHO XUAPOXIOPOTHA3HI, MOTAT Aa ODOCTPAT HIM 4
AKTHBUPAT CHCTEMEH JIYITYC €pHUTEMaTOOEC.

Hpyru metaGonurHy HapylieHHus

THa3HIHUTE AHYPETHLM, BKNIOYHTENHO XHAPOXIOPOTHA3WA, MOTAT A4 HapyILLaT MIKOKO3HUA TONEpaHC U Aa
MOBHLIAT CEPYMHUTE HUBA HA XOJIECTEPOI1, TPUINTMLEPHIN U NHKOYHA kuceauHa. [Ipu naunenTu ¢ anaber Moxe
1a € HeoOXOAUMO KOPUrHPaHe Ha 103aTa HA HHCYJIMHA WK HA NEPOPATHOTO XHNOMTTMKEMHYHO CPEACTBO.

[Topaau xuapox10poTHa3UIHATA KOMITOHEHTA aMJIOAUNKMH/BANICAPTaH/XHAPOXNOPOTHA3U] € MPOTUBONOKA3aH
MpH CUMIITOMATHYHA XHUNEPYpHKEMHUS. XUIPOXJIOPOTHAZHI MOXKE [a NMOBUIIK CEPYMHHTE HMBA Ha MIMKOYHATa
KHCEJIMHA, Nopald HAMATEHUS KIMPBHC HA MHKOYHATA KMCENHHA U MOXKeE Aa NPUHYHHY WIH Aa obocTpu
XUMEPYPHKEMHATA, KAKTO M 1a YCKOPU NOABATA HA MNOAArpa NpU NMpeApa3noNoKEHH NALKUEHTH.

THazuauTe HAMANABAT €KCKPEUMATA Ha KaJUHMi ¢ YpHHATa U MOTaT Aa NPeAW3BHKAT NPEXOAHO U JIEKO MOKa4YBaHE
Ha CEPYMHMA KaJILHH MPY NHANCATa HA H3BECTHHU HAapYLUCHHUS B KaLIUEBHUA METaOOIH3bM.
AMJIOHNHH/BANCApPTaH/ XHAPOXJIOPOTHA3KA € MMPOTHBONOKA3EH NPH NALUMEHTH ¢ XHNepKanudeMusa U TpaOBa 1a
ce npujara caMo Clell KOPHUrupaHe Ha nNpeaulecTBala xunepkanuveMus. [lpueMsr Ha
aMNOAYNUH/BaNICApTaH/XUAPOXN0poTHa3Ua TpaOBa Aa Oble NpeKpaTeH NpPH pa3BUTHE HA XUNEPKAILUEMHUS MO
BpeMe Ha Jeuenuero. CepyMHHTE HHBA Ha KaJLuAa TPAOBa MEPHOAMUYHO Ja CE NPOBEPABAT MO Bp B
neyeHueTo ¢ Thazuau. [loguepraHara xunepkanuueMua MoxKe aa Obae A0Ka3aTeNCTBO 3a CKP '
Xxunepnaparupeouansbm. [IpyemMbT Ha THA3KMAHU AMYypeTHUHM TpaOBa Aa ObAE ApeKkpaTeH N
u3caeARaHHA Ha GYHKUMATA HA NAPATUPEOMAHUTE HJIE3H.

QOTOUYBCTBUTEIHOCT



CroOLuasa ce 3a cjtyuau Ha peakLuy Ha POTOUYBCTBUTETHOCT NPH [IPHEM HA TUA3UAHU AUYPETULIM (BK. TOYKA
4.8). AKO 110 BpeMe Ha IEUEHHETO C aMITOJUITHH/BANCapTaH/XHUAPOXA0POTHA3H Bb3HUKHE PEAKLIUs HA
OTOUYBCTBUTENTHOCT, CE MPENnopbLYBA CNUPAHE HA NEUEHHETO. AKO C€ CUMTa 32 HEOOXOAUMO AOBTOPHO
MpuUIaraHe Ha JUypeTHKA, € MPENOpPbUBa 3aLMTa Ha O0JIACTUTE, H3JTOXKEHH Ha C'BHLIE MU H3KycTBeHa UVA
CBET/IMHA.

XopouiaaneH n3nne, 0CcTpa MMONUA U BTOPUYHAE 3aKPUTObIbAHA rN1ayKoma

CyndoHaMUANTE WNH JIeKapCTBaTa, MPOU3BOHH HA CyN(POHAMHANTE, MOraT Aa Npeau3BHKAT UIHOCHHKPATHYHA
peaklius, BOAELLA 10 XOpOoUJaNieH H3NUB C AeEKT Ha 3PUTENHOTO 10J1e, IPEXOAHA MHOTHS H OCTpa
3aKPUTODBIb/IHA rJlayKoMa. CUMNITOMKTE BKIKOUMBAT BHE3ANHO HAMAJIABAHE HA 3PHTENHATA OCTPOTA WK DOJIKa B
OUHTE H 00HUYAHO Bb3HUKBAT B PAMKUTE Ha 4acoBe 10 CEAMMUM Cle] 3anoyBaHe HanekapcTroTo. HenekyesaHata
OCTPa 3aKPUTOBIBAHA IN1IaYKOMa MOKE a 0Be/ie N0 MepMaHeHTHA 3aryda Ha 3peHueTo. [IbpBoHaqanHOTO
JieYeHMe e J1a ce MPEeKpaTy NMpHeMa Ha XUAPOXJIOPOTHA3HA, KONKOTO CE MOXKe 110-0Bp30. AKO HE C€ MOCTHIHE
KOHTPOJ BhpXY BLTPEOUHOTO HANATaHE TpAOBa 1a ce UMaT MNpeaBHI CBOSBPEMEHHO MEAHLMHCKO WIH
XUPYPruvHoO neveHue. PuckoBuTe pakTopy 3a pa3BUTHE HA OCTPA 3aKPHUTOBIB/THA IN1ayKOMa MOrar Aa BKJIFOYBAT
aHaMHe3a 3a Cy/1pOHaMUAHA UM NEHULIIMHOBA aeprus.

O01H

Heo0xoauMo e noBHIIEHO BHUMAHHUE MPH NMALMEHTH C MPEeAUICCTRALLA CRPBbXYYBCTBUTEIHOCT KbM APYTH
anrnoreHsuH I peuentopau 6noxepn. PeakiunTe Ha CBPbX4YYBCTBUTENHOCT KbM XHAPOXJIOPOTHA3H] Ca NO-
BEPOATHH NPH MaLHEHTH, CTPAdALLH OT AJIEPrus WiK acTMa.

[TlauMeHTH B cTapuecka Bb3pacT (Ha Bb3pacT 65 roiUHU H MOBEYE)

[TpenopbuBa ce MOBULIEHO BHUMAHUE, BKIIOYUTENHO MO-YECTO MOHHTOPHPAHE Ha APTEPHANTHOTO HANIATAHE, NPH
NaLHEHTH B CTAPUECKA Bb3PACT, OCOOCHO NpY MpUaraHe Ha MaKCMMAJTHATA 2034
aMaoAMNUH/Bancapran/xuapoxiaoporydasua 10 mg/320 mg/25 mg, T kaTo naHHUTE 32 ynoTpeda npu Tasu
MALUEHTCKA NMOMYJIaLMA ¢a OFPaHHYECHH.

I BoiiHO On1oKMpaHe Ha peHWH aHTHOTEH3UH -anocTepoHoBara cucrema (PAAC)

Hma naunu, ye ensoepeMeHHara ynorpeda Ha ACE nnaxuburopu, APb uny anckupeH noByinasa pucka or
XUMOTOHHUS, XUNIEPKANIMEMHUs M HaMaaBaHe Ha ObOpeuHara QyHKLMA (BKITIOYMTENHO OcTpa Ob0peuHa
HexocTaThuHOCT). [Topaau ToBa He ce npenopbuBa ABOMHO Onokupane Ha PAAC upes komOuHupaHaTa ynoTpeda
Ha ACE unxuburopn, APb unu andckupeH (Bx. Touku 4.5 1 3.1).

AKO ce npelieHH, 4Ye TepanuaTa ¢ ABOMHO Onokupane e abcomoTHO HeoOXxoauMa, ToBa TpsaOBa Ja cTaBa camo noa
HaOTI0AEHHETO HA CNELMANHCT U MPHU YECTO BHUMATENHO MOHUTOpHpaHe Ha ObbpeyHara pyHKuLuA,
e/IEKTPONUTHTE W KpbBHOTO HansArane. ACE nuaxuburopu n APb He TpaOBa na ce uanon3sat eAHOBPEMEHHO MPH
nauveHTy ¢ aMadeTHa HeponaTus.

HemenaHoMeH PaK H4 KOXATA

B nBe enuaeMHOJIOrHYHH MPOYYBaHUA, OCHOBABALLH ¢€ HA JATCKUA HALIMOHANEH PAKOB PETHCTLHD, €
HaOII01aBaH NOBHILIEH PUCK OT HeMeaHOMEH pak Ha koxata (HMPK) [6azannoknersuen kapuuHom (BKK) u
cKkBaMo3HoKJIeTbuUeH KapuuHOM (CKK)] npH HapacTBalla €KCno3Muua Ha KyMylaTUBHA 1034
xuapoxsoporuasuj ( XXT3). @orocencubunusMpaumre edpextd Ha XXT3 morar ga AeiCcTBaT KaTO BEPOATEH
MEXAHU3BM 3a passuTHe Ha HMPK.

[Taunenture, npuemai XXT3, Tpadsa na 6bvaat nHpopMupanu 3a pucka or HMPK v ceBeTBanu P&I0BHQ N3

Ha nauuenTrTe Tpabsa aa ce npenopbyaT Bb3MOXKHU NPEBAHTUBHU MEPKH, KATO OTPaHH
C/IBHYEBA CBET/IMHA W YITPABMOJIETOBH JIb4H, 4 B C/IYyUail HA €KCMO3UUMA, MOAX0A411a 3
MMHHMYM DHCKBT OT PaKk Ha Koxata. [[0a03pUTENHUTE KOKHU ne3ud TpaOea aa 6baat



HMPK (Bx. cbwio Touka 4.8).

OcTpa pecnHpaTopHa TOKCHYHOCT

Cnen npyeM Ha XMAPOXJOPOTHA3HKA CE CHOOLWABAT MHOTO PEKH TEXKH CJIy4aH HA OCTPa pecripaTopHa
TOKCHUYHOCT, BKJTFOUHTENHO OCTLP pecnupaTopeH auctpec cuuapom (OPC). Cnen npuem Ha
XHPOX10poTHA3NA 0GuKHOBEHO ce pa3BuBa OenoapobeH OTOK B pAMKHTE HA MHHYTH A0 4acose. B Havanoro
CHMIMTOMHTE BKJIIOUYBAT HCNHE, MOBUILEHA TeMNepaTypa, BiiowwaBaHe Ha OenoapobHara dyHKUKA U
xunoroxus. [pu cemuenne 3a OPIC tpabea aa 6bae cnpsH npueMbT Ha BanTpukoM u 1a ce npuiaoxkH
MOAXOAKILO JieueHHe. XMAPOXJOpPOTHa3KUa He TpAabBa fa ce npuara npy NaudeHTH, KOUTO Nnpeau ToBa ca
nonyuasanu OPC cnen npHeM Ha XHAPOXIOPOTHA3MA.

Hatpu#
Tosa nexapcTBo cbabpxa No-Manko ot 1 mmol Hatpuit (23 mg) Ha punMupana Tabaerka, T.€. MOXKe Ja ce

Ka)ke, 4€ NPaKTHUYECKH HE ChbAbpXKa HATPHH.
4.5 B3aumoneiicTeHe ¢ APYTrH JIeKAPCTBEHH NPOJAYKTH H APYI'H POPMH HA B3aHMOZEHCTBHE

He ca nposexnanu oHLiHaATIHH POYYBAHHA 32 B3AUMOAEHCTBHUATA Ha
aM10JMNKH/BANCAPTAH/XHMAPOXIOPOTHA3H C APYTH JIEKAPCTBEHU NPOoAYKTH. CnenosaTesHO, B Ta34 TOUKA €
npeacraseHa MHGOPMALIMA EAMHCTBEHO 3@ H3BECTHUTE NPH  OTACTHUTE AKTHBHH BELLECTBA B3AUMOIEHCTBUA C
APYTH JIEKAPCTBEHH MPOOYKTH.

BaxkHo € aa ce uma npeaBu, 4e aMJOAMITMH/ BAICAPTaH/ XU APOXJIOPOTHA3HA MOXKeE Na 3aCHIH XHITOTEH3HBHUTE
e(eKTH Ha ApPYrH aHTHXHMNEPTEH3WBHU CPE/CTRA.

He ce npenopbuBa ¢AHOBPEMEHHO NPUIIOKEHUE

Amiaoannun/ HiBecTHH EdexkT Ha B3aHMOJeRCTBHETO ¢ APYTH
Bajicapras/ B3AHMOJACHCTBHA CbC | JEKAPCTBEHH NPOAYKTH
XHAPOXJIOPOTHA3HA | CJICAHHTE CpeACTBa

OTAC/IHH

KOMMNOHEHTH

Bancapran u HCT JluTHi Cnobuaea ce 3a 00paTHMO NMOBHLIABAHE HA

KOHLIEHTPaLIMATA Ha JIMTHHA B CEPYMa H TOKCUYHOCT
npyu eJHOBPEMEHHO NpunaraHe Ha nuTHi ¢ ACE
MHXMOUTOPH, aHrHoTeH3uH Il peuenTopHm
AHTArOHHUCTH, BKIIOUUTENHO BajcapTaH WiH
THA3NAHU AUYpeTHLM. Tbi kaTo 6BOpeUHUIT
KJIMPBLHC Ha JIUTUA € HaManeH OT THA3UAMTE, PUCKDBT
OT IUTHEBA TOKCHUYHOCT € Bb3MOMXHO JAOIMbIHUTENHO
Ja ¢ NOBHIUKW NPH NPHEM HA
amMa0AUNUH/BancapTan/xuapoxnoporuasui. [lopaau
Ta3W NPUYKHA CE€ MPENOPBYBA BHUMATE/THO
NpoCneAsBaHe Ha CEPYMHHUTE HUBATA HA JIUTHI NpH
€HOBpeMeHHa ynoTpeba

Bancapran Kanuii-cbxpanssawm | Kanuit-cbxpaHaBalld AMYpeTHLM, KanHesu 100aBKH,
OUYPETHLH, KAJTMEBK | 3aMECTHTE/IM Ha COATA ChABbPMKAIHHW KAJTHM U ApYyru
a00aBkw, BELIIECTBA, KOWTO MOraT Ja MOBULIAT HUBATA Ha

3aMECTUTE/IH Ha CONTA | KATHUM
ChAbPKALUH KAaNUH U
APYTH BELLECTBA,
KOWTO MOrar aa
NOBUILAT HUBATA HA

Kanui
AMNOAUNUH [pedndpyT UNU COK He ce npenopbuysa eIHOBPEMEHHATA
OT rpedndpyT aMJIOAMTIMH € rpedndpyT WU COK OT

Thil KATO APH HAKOW NAauHeHTH GHOH




aMJIOAMITHH MOXKE [1a CE MOBHILUM M [a JOBeIE 10
3aCH/IBAHE HA AHTHXHINEPTEH3UBHHTE €PEKTH

H3uckBa ce noBHIIEHO BHHMaHHWE MPH €AHOBPEMEHHO NMPHUIOKEHHE

Amaoanrnun/asic | HiBecThn EdexT na Bzaumoaeiicrsuero ¢ Apyr#

APTAH/XHAPOXJIOP | B3AHMOAEHCTBHA CbC JeKapCTBEHH NPOIdYKTH

OTHA3HA OTIAEAHH | CJIEJHHTE CPeICTBA

KOMMOHEHTH

AMIOJMNHH CYP3A4 unxuburtopu EAHOBPEMEHHOTO NMPHAOKEHHE HA AMTOAUIMHH CbC
(Hanp. KeTOKOHA30J1, CUIHH UnKn ymepeHu CYP3A4 nuxuburopu
HTPaKOHa3o0J1, (NpoTea3HH HHXUOHTOPH, a301HU NPOTUBOIrBLOUHHM
PMTOHABHUD) CpPEACTBA, MAKPOJUIN, KATO EPUTPOMHLMH WK

KJTapUTPOMHLMH, BEPANaMui WIH AWITHAZEM), MOXKE
Aa OOBEAE A0 3HAYUMO YRE/IHWUYBAHE Ha
eKCMO3MULHATA HA amioaunuH. KnnHruuHara
3HAYMMOCT Ha Te€3H PapMAKOKHHETHUHH BAPHALIHH
MOXKE 1A € NMO-U3pa3eHa NPH NMaLMEeHTUTE B
cTapyecka Bb3pacT. ToBa MOXE 1a HATOXKH
KJIIMHHYHO NPOC/IEASBAHE H KOPEKUHUA Ha 103aTa.

CYP3 A4 vuaykTopn [Ipy eAHOBPEMEHHO NPHIOKEHHE HA U3BECTHH

(AHTHKOHBYJICAHTH HHAYKTOpH Ha CYP3 A4 nmnasMeHaTa KOHUEHTPALIMA

[Hanp. kapbamazenuH, Ha aMJIOQMIMUH MOXe a BapHpa. [lopaau Tosa

¢peHobapbuTan, KpBLBHOTO HangraHe Tpabpa aa ce npocneassa v aa

(heHHTOMH, ce 0OMHCNM ananTHPaHe Ha A03aTa KAKTO NO BpeMe,

$hOCHPEHUTOMH, Taka Y cllell €AHOBPEMEHEH NPHEM, OCODEHO ChC

NPHUMHAOH], cuiHU CYP3 A4 ungykropu (Hanp. pupaMnuumH,

pudaMnHUHH, HCBJIT KAHTApPHOH).

Hypericum perforatum

_[>BbAT KAaHTapHOH])

CHMBacCTaTHH MHOroKpaTHOTO NpHUAOKEHHE HA aMNOAMIMUH 10 mg
€AHOBPEMEHHO ¢bC cuMBacTaTHH 80 mg nopuilaBa
cbec 77% €KCNO3UUMATA HA CUMBACTATHH CAPAMO
CaMOCTOATE/THOTO NPUIOKEHHE HA CHMBACTATUH.
[lpenopruBa ce HaMaABaHE Ha J03aTa Ha
CHMBacTaTuH 40 20 mg AHEBHO PU NAUHWEHTUTE HA
JIEYEHUE ¢ AMJIOAMNHH.

Hautponex (MH(py3ua) [lpu xUBOTHHU ca HabnroaaBaHU NeTanHa KaMepHa
¢ubpunauus ¥ CbPASHHOCHAOB KOAANC, CBbP3aHH C
XUTIEPKATUEMHA CNIeA NPUIOXKEHWE Ha BepanaMui U
UHTPABEHO3EH AaHTpoaeH. [lopaam puck or
XUMEePKATHEMHUS, CE PENOpbYBA Aa ce H3bsArea
€AHOBPEMEHHOTO MNPHIOKEHHE C aHTArOHUCTH Ha
KANLMEeBUTE KaHAIW KaTO aMJIOJAHITHH MpH
MalUEeHTH, NPEAPA3NOI0KEHH KbM MATTHTHEHA
XUMEPTEPMHA U MNPHU OBJIAAIBaHE HA MAJIUTHEeHa
XHUIEPTEPMHUA.

Bancapran » HCT | Hectrepouanu HCIIBC morar ga otcnabar aHTUXHEepTeH3UBHHS
NPOTHBOBB3ANANHTENHH | €EKT, KAKTO Ha aHrHoTeH3uH Il peuentopuure
cpeactea (HCIIBC), ONoKEpPH, TaKa K Ha XHAPOXJIOPOTHA3U, KOTATO CE
BKJTKOMBALUH npuUnaraT efHoBpeMeHHo. UcBeH ToRa _ﬂ k\\ﬁ-ﬂﬂ /
CE/ICKTUBHH eJHOBpeMEHHaTa ynoTpeda Ha N e

LMKJI00KCHIeHas3a-2
HHxubuTopu (COX-2
HHXUOHUTOPH),
ALETWICATHUWIOBA

KMCENnHHa (>3 g/neH) u

aMJI0AMNUH/BaNICAPTAH/XUAPOXJIOPOTH
HCIIBC moxe na goseae 4o Biowaea
6n0peuHaTa pyHKUHA, U NOBULIABAHE
cepyMHHUA kanui. [lopaau tasu npruUH
penopb4yBa MOHHUTOPHpaHe Ha ObOpeuH
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HecenekTuein HCBIIC

(yHKUKA NPH 3aN0YBAHE HA NEHEHHUETO, KAKTO U
a/lcKBaTHa XHMApaTauus Ha NalHeHTa..

BancapraH HMuxuburopu Ha pnTedk | PesyntaTure oT in vitro npoy4saHe ¢ TbXaH OT
TpaHcnopTepa YOBELUIKKM YepeH Apod nokalea, e BAJICAPTaH €
(pudpaMnuUuUMH, cyOcTpaT Ha YepHOApOOHUS BNTEHK TpaHCNopTEP
LHUKAOCMOPHH) WK OATPIBI u Ha yepHOapOOHUA ebnyKCeH
ePIyKCHHUA tpaHcnopTep mRP2. EaHoBpeMEHHOTO NpunoxeHue
TPaHCNIOPTEp ¢ HHXHOMTOPY Ha BNTEHK TPaAHCIOPTEpA
(pUTOHaABMD) (pHpaMNUUHH, UHKIIOCIOPHH) WK HA eQNYKCHHA
TPaHCNOPTEP (PMTOHABHP) MOXKE 1A MOBHILH
CHCTEMHATA €KCTIO3HULIMA Ha BalcapTaH.
HCT Ankoxon, 6apbutypat | EAHOBpEMEHHOTO NpUlaraHe Ha THa3UAHHTE

WiH HAPKOTHUH

AHUYPETHUM C BELIECTBA, KOUTO ChLLO UMAT
MOHW)KABALUl KPBBHOTO HanaraHe epexT (Hanp. 4ypes
HaMaJIIBaHe H& AaKTHBHOCTTA HA LEHTpanHara
HEpPBHA CHCTEMAa HJIU AUPEKTHA BAa30AMIaTaALIMA)
MOXKE [a MOTEHLMPA NOABATA HA OPTOCTATHYHA
XWAOTOHUA.

AMaHTaaHH Tuazuaure, BKJIIOYHTENHO XHAPOXIOPOTHAZHA,
MOTaT Aa NOBULUAT PUCKA OT HEXKeNaHW peaKkLuH,
OPHYHHEHH OT AMAHTAJHUH.

AHTHXONHHEPry4HH BHOHATHYHOCTTA Ha THA3UAHUTE AUYPETHLH MOXE

CpEaCTBa W APYFH
NIeKapCTBEHH NMPOOYKTH,
MOBJIUABALIH

CTOMALIHHUA MOTHJTUTET

12 C€ MOBHLUH OT AHTHXONHHEPIUMHUTE CPEACTBA
(Hanp. aTponuH, OUNEpHAEH), BEPOATHO NOPaaH
HamaJiIIBaHe Ha MOTHJINTETA HA CTOMALLHO-YPEBHUA
TPakT # 3a0aBsgHE HA BPEMETO 3a M3Mpa3BaHe Ha
cromaxa. ObpaTHo, ouakBa c€ NPOKHHETHYHHTE
BELLIECTBA KATO LM3apnHua A2 MOFaT 0a HamansaT
OHOHATMYHOCTTA Ha THA3UAHHUTE AHYPETULH.

AutnauabeTHH
cpeacTsa (Harp.
HHCY/IHH H NEPOPaTHH
aHTHAWabeTHH
Cpe/ICTBA)

TuasnanTe MOraTt aa HaApyLUAT FTIOKOZHUA TONEPaHC.
Moske 1a ce HanoXH KOPUrupaHe Ha 103UTE Ha
aHTHIMabeTHHTE NeKapCTBEHH NMPOLYKTH.

MeTrdopmun

MetdopMuH TpAOBa Aa ce€ npuema ¢ NMOBHLUECHO
BHMMaHUE NOpagy PUCK OT JIAKTATHA aLMA03a,
MHAYLHPAHA OT Bb3MOXKH2 QyHKUHOHANTHA O1LOpeuHa
HEJOCTAaThYHOCT, CBbp3aHa C XMAPOXJOPOTHAZHI.

bera-bnokepu u
AHA30KCH]

EAHOBPEMEHHOTO MPUIOKEHHE HA THA3HIHU
AWYPETHLH, BKITIOYUTENHO XHAPOXJIOPOTHAIH], U
beTa-ONn0KepH MOXe a MOBHLLIK PHCKA OT
XUnepriavkeMus. THasHaAHUTE AUYPETHLM,
BIJTIOUMTENTHO XUAPOXJIOPOTHA3HA, MOraT Aa
MOBHUIAT XUNEPIVIMKEMUUHHUA €DEKT Ha NHA30KCHA,.

LinkinocnopnH

EnHOBpeMEHHOTO NpUnaraHe ¢ UMKJIOCIIOPUH MOXKE
Aa MOBMLLK PUCKA OT XMNEPYPHKEMMUS H
YCJIOXKHEHHA Ha nojiarpara.

LluToTOKCHYHH
CpeacTRa

TuasnaHuTe AHYPETHUH, BKIIKOUUTENHO
XUIAPOXJIOPOTHA3KA, MOraT Aa Hamanat OxOpeunara
EKCKpEUHUA Ha UHTOTOKCHYHUTE CpeACTBa (Hanp.

uvknogochaMul, METOTPEKCAT) M 4a NOTEHU E
TEXHHUTE MHUENOCYNPECUBHU edexTH

JTHrUTaIuCOBH
rMUKO3WAH

THasua-HHAYUMpaHa XHUMOKaTHEMHSA H

AUTHTAJIHC- HHAYUHPAHH ChpAC4YHH ap “{M;;i,u

HMOoAHHU KOHTPACTHH

B cay4ail Ha AMypeTHK-UHAYUUpaHa ﬂeﬁgpa"raum
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BCLCCTBA

“Ma MOBHLLEH PHCK OT ocTpa OBOpeyna
HEeAOCTATBbYHOCT, OCOOEHO MPH BUCOKH A03H HA
HoauuTe npoaykTu. [laumenture TpabBa na ce
pexyapaTvpar rpead NpyUi1araHeTo Ha HOaHM
KOHTPAaCTHH BELIECTRBA.

HoHoOOMEeHHU cMONU

AOcopOuuaTa Ha THA3UIHUTE AUYPETULIK,
BKAIOYUTEAHO XHAPOXJIOPOTHA3NU, C€ HAMANIABA OT
XONIECTPUPAMHH WK XonecTHNo. ToBa MoXe aa
noseae A0 cydrepaneBTUYHHU e(PeKTH HA THASHIHUTE
anypeTHUH. [lpunaranero Ha XHApPOXJIOPOTHA3KA H
HA HOHOOOMEHHHWTE CMOJH MOOTAEHO, TAKA Y€
XHAPOXJIOPOTHA3MKA Aa ¢¢ npunara noHe 4 yaca
npeau uind 4-6 yaca ciaea NPHUIIOKEHUETO Ha
HOHOOOMEHHAaTa ¢cMona, 64 HaManuno
B3aMMOJEACTBHUETO.

JlekapcTBeHH NPOAYKTH,
NOBJMABALIA CEPYMHOTO
HHBO HA KaJIUH

XHUNOKANUEMHUYHHUTE ePEKTH HA XUAPOXTOPOTHA3ZUA
MoraT aa 6bAaT NOBHUIEHH NMPH CHLBMECTHO
NMPHIOKEHHE ¢ KANHA-TYOCLIH ANYPETHLU,
KOPTHKOCTEPOHM, IAKCATHBH,
aapeHOKopTHKOoTponed xopmol (ACTH),
ampoTepuLrH, KApOECHOKCONOH, NeHULUMNHE G U
MPOMU3BOJHHM HA CAJTULIMIIOBATA KHCETHHA HITH
AHTHAPHTMUUH. AKO € HEOOXOAWMO NMPpEeANUCBAHETO
Ha Te3H JIeKapCTBEHH NPOAYKTH €IHOBPEMEHHO C
koMOHHauHUsATA
aMNOAUNKH/BAJICAPTAH/XHAPOXIOPOTHAZH], CE
npenopLYBa MOHUTOPHPAHE HA NNA3MEHUTE HUBA Ha
Kanu.

JlekapcTBEHH MPOOYKTH,
NOBMHABALUH CEPYMHOTO
HHBO Ha HaTpUH

XHNOHATPUEMHUHHAT €PEKT MOXKE 1A CE YCHITH NPH
CHBMECTHO NPUIOKEHHE C ONPEOCNIEHH NEKaPCTBEHH
[IPOAYKTH KaTO aHTHAENPECAHTH, AHTHIICHXOTHLIU,
aHTHENWIENTHYHH cpeacTea U ap. Heobxonumo e
NOBHUIEHO BHUMAHHE MPH ChBMECTHO NPHIAO0KEHHE
HA TE34 JEKAPCTBEHHU NPOIYKTH

JlekapcTBEHH NPOAYKTH,
KOWTO MOraT aa
WHAYLMpaT torsades de
pointe

[Topaan pyMcKa OT XHNOKATMEMUH
XHAPOXNOpOTHAa3Ka TpAabGBa na ce npunara ¢
MOBHLIEHO BHHMaHHE ¢ NPOAYKTH, KOUTO MOrar Ja
WHAYuHpat torsades de pointes, no-cneumanHo
aHTHapuT™MUUY Knac la n Knac Ill, kakTo u Hskou
AHTHMNCHXOTHUH.

JlexkapcTBEHU NPOAYKTH,
npunaraHy 3a J1eYeHMe
Ha nojarpa
(npobeHeumn,
CYN(PUHITHPA3OH U
anonypUuHoN)

Knac Ia u Knac II1, kakTo M HIKOH aHTHIMCHUXOTULIH.
B13MOXKHO € Aa C€ HANOXKH KOPHUIrMpaHe Ha Jo3aTa
HAa YPHUKO3YPHUYHHUTE NIEKAPCTBEHU MPOAYKTH, Thil
KaTo XUAPOXJOpOTHA3HI, MOXKE A4 MNOKa4H HHBATa Ha
CepyMHaTa NMKOUYHA KUCEeNUWHA. Moxke na e
HeoOX0AHMMO Na ce yBenruH J03aTa Ha npodeHeH,
U CYJPHHNUPAZOH.

EaHOBpEMEHHOTO NpUaraHe Ha THaA3HAHH
AKYPETHUH, BKITFOYUTETHO XHAPOXJIOPOTHAZM/,
MOE 14 MOBHLIH YECTOTATA HA PEAKLIMMTE Ha

Metunaona

HMma otaenHu cbodLueHUs 3a CJlydaHn Ha
XCMONHWTHYHA aHEMHA, Bp3HHUKHANA TP
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penakcaHTH (Hamnp. Kypape.

TyOOKypapHH)
Hpyru TuazuauTe NOTEHUUPAT AHTHXHUNEPTEH3UBHOTO
aHTHXUNEPTEHIUBHH NEHCTBHE HA APYTUTE AHTUXUIEPTEHIUBHYU

NEKAPCTBEHH NPOAYKTH | fieKapcTBa (Hanp. ryaHeTHAMH, MeTHAAoNA, OeTa
OJioKepH, Ba30AHIATATOPH, ONIOKEPH HA KAMLIMEBHTE
kaHanH, ACE uuxuburopu, ARB u InpekTuu
PenrHoBH MHXHOUTOPH.

[IpecopHy aMuHU (Hanp. | XHAPOXAOPOTHA3H MOXKE 1a HAMAIH OTrOBOPa KbM
HOpaapeHalHH, NpecOpHU aMHUHH KaTo HOpaapeHanuH. KnMHu4HaTa
afpeHaNH1H) 3HAYMMOCT HA TO3H e(eKT € HEONPEAEIEHA U HE €
AOCTaTbYHA 34 NPEKPATABAHE HA TAXHATA ynoTpeoda.
Buramud D u kanuuesd | [IpunaraHeTo Ha THA3WAHKW OHYPETHLM,

CONMK BKJKOUYHUTENTHO XUAPOXAOPOTHA3NA, € BUTAMHUH D nnu
C KaJILWEBH CONYU MOXKE [1a NOTEHUHPA NOKAYBAHETO
Ha CepyMHHMA Kanuui. ETHOBpEeMEHHOTO
MPUICKEHHE C THAZMAHU JUYPETHULIA MOXKE J1a
NOBEJE A0 XUMEPKANLUECMHSA NPH MaLUEHTH
npeapas3noloKeHH KbM XUIepKanuueMus (Hanp.
Npv XHUNEepnapaTHPEOUAHIbM, 3T0KAYECTBEHH
3a00/IABAHMUA UNH BUTAMHH D-Meanupanu
CHCTOSHHA) Ype3 NOBUIIABAHE Ha TyOynHaTa
KaJuHesa peabcopOums.

Heoiino baoxupane na PAAC ¢ APS, ACE unxubumopu uiu aruckupen

JTaHHH OT KIMHHYHHW NPOYYBAHKA NOKA3BaT, 4e NBoiHOTO OnokupaHe Ha PAAC ype3 komGuHupaHaTa ynotpeba
Ha ACE uHxuburtopu, APb nnu anMckHpeH ce cabp3ea ¢ MO-BHCOKA YECTOTA HA HEXENTAHH ChOMTHA, KaTO
HanpuMep XMNOTOHHSA, XMNCPKATMEMUA 1 HaMaABaHe HA ObOpeyHaTa PyHKUHA (BKIHOUYMTENHO ocTpa ObOpeuna
HENOCTATLYHOCT), B CpaBHEHHE ¢ ynorpedara camMo Ha eAHO cpeacTBo, AeHcTBawo BbpXy PAAC (BX. TOukH 4.3,
4.4 u5.1).

4.6 @epTHaHTET, PEMEHHOCT H KLPMEHE

bpeMEHHOCT

Amaodunun

besonacHocTTa HA aMNOAHIMH MO BpeMe Ha OPEMEHHOCT MPH XOpa HE € YCTaHoBeHa. B npoyusaHus npwu
YKMBOTHH, NPYU BUCOKHK A03H € HAOMI0AaBaHa PENPOIYKTHBHA TOKCHUYHOCT (BX. TOYKa 3.3). [Ipunoxkenue no
BpeMe Ha OpEeMEHHOCT ce NpenopbHBa CaMO KOraTo HAMa no-0e30nacHa aTepHaTHBa M KoraTto dosaectra cama no
ce0e CH HOCH NMO-T'oIIM PUCK 32 MaiKaTa U roaa.

Baacapman

YnorpebaTta Ha aHrnoTeH3dH Il peuentopau 6nokepu (AlIPbB) He ce npenopbusa no BpeMe Ha MbpBUA
TpUMeCTHP Ha OpeMeHHocTTa (BK. TOUKa 4.4). Ynorpebara Ha AlIPb e npoTuBonokasana no speme Ha
BTOPHUS H TPETHA TPUMECTBP OT OpeMEeHHOCTTA (BX. TOUKH 4.3 U 4.4).

EnuaeMHONOrHYHUTE AAHHH 32 PUCKA OT TepaTOoreHHOCT cnel ekcno3vuud Ha ACE nHxuburopu no epeme Ha
MbPBUA TPUMECTHP OT OPEMEHHOCTTA HE BOAAT A0 OKOHYATENIHH 3aK1l0oveHHs. Bee nak, neko nosuuieHUe Ha
PHCKA HE MOXKE J1a ¢e H3K/TI0YH. Bbnpeku ye HAMa JaHHHW OT KOHTPOJIMPAaHH €MUASMHOIONHYHY NPOYYBAHUS 34
pucka npu aHruoteHsuH Il peuentopHute 6nokepu (AlIPB) noaoben puck Moxe aa cbLIECTBYBA 34 TO3H Kj1ac
fnekapcTeeHy npoaykTu. OcseH ako npoawmbkasatieto Ha AlIPb TepanuaTa ce cMeTHE 3a XH3HEHO BAKHO,
MnaLHeHTH ¢ TlIaHupaHa bpeMeHHOCT TpabBa 1a MpeMUHAT HA aJITEPHATHBHO AHTUXKNEPTEH |
KOETO MMa YCTaHOBEH npodun Ha HezonacHocT npu HpeMEHHOCT. AKO c€ YCTaHOBU Opeme
AIIPB Tpa®ea na ce npeycTaHOBH HE3a0aBHO U, AKO € YMECTHO, Ja C€ 3aMno4He anTepHaT

Exkcnosuumara Ha AlIPE no BpeMe Ha BTopUd 1 TpeTUA TPUMECTHP Ha OpeMeHHOCTTa MO
(heToTOKCHYHOCT (HamaneHue Ha ObOpeuHaTa dyHKUUA, ONUIOXUAPAMHHOH, 3a0aBeHa OC



HeOHATaHA TOKCHYHOCT (ObOpeuHa He10CTaTbUYHOCT, XUIIOTOHHS, XHIepKkanHeMus ) (Bx. Touka 5.3).

B cnyuyait ye ce yctanoBu ekcnosuuus Ha AIIPB oT Bropms TpuMecTsp Ha OpeMEHHOCTT], Ce NpenopbYBa
nposepka Ha ObOpeuHaTa PyHKLMA U uepena Ha nNaoJa 4pes yaTpa3syk.

Hosopoaenu, uuitto maiky ca npuemanu AlIPh, Tpabsa sHumarenno na 6naar Habmonasanu 3a XxMNOTOHUA
(BXK. TOUKH 4.3 1 4.4).

Xudpoxaopomua3uo
HUma orpaHnueH OMUT OTHOCHO yrioTpebara Ha XMAPOXOPOTHA3HA MO BpeMe Ha OpEMEHHOCT, ocobeHo npes

MbPBUA TPHMCCTDBP. npD)/‘-IBaHHSITa NPH ) KHEOTHH Ca HCJOCTAaTbYHH.

XuapoxJopoTHa3ua NpeMUHARa Mpe3 nnaueHTaTa. Bx3 0CHOBa HA PapMaKOIOrHYHHA MEXAHU3bM Ha OCHCTBUE
Ha XHAPOXAOPOTHA3MUA, ynoTpebaTa My npe3 BTOPUA W TPETHS TPUMECTBD MOXKE [1a HApylUH (eTonnaleHTapHaTa
nepdy3ua U Aa noeeae A0 GETaNHY M HEOHATANHU eEeKTH KaTo KbATEHHLA, HAPYLIEHHS HA €1eKTPONUTHHSA

bananc ¥ TpPOMOOLIHTONEHHA.

Ama00unun/saicapman/xudp OXi0pomua3suo

JIuncea onut ¢ ynorpebarta Ha aMAOAHNMH/BAICAPTaH/ XHAPOXIOpOTHA3KA NpH OpeMeHHu. Bb3 ocHOBA Ha
CBILECTBYBALLMUTE JAHHHU OT NMPOYUBAHHA C OTACIHHTE KOMIIOHEHTH, ynoTpebara Ha aMJ10 UM MH/BancapTan/Xuap
OXJIOPOTHA3HI_HE CE NPETNOPDBUBA MpPe3 [TbPBHA TPUMECTBP OT OPEMEHHOCTTA M € NPOTHBOMOKA3aHA NPE3 BTOPUS
H TPETUA TPHMECTDBP OT OpeMEeHHOCTTa (BK. TOYKU 4.3 u 4.4).

KbpmeHe

AMIIOIJMITHMH CE€ EKCKpeTHpa B KbpMaTa Npu xopa. YacTra oT A03aTta Ha MaiKaTa, MoJyUeHa OT KbpMadero, €
H3YUCIEHA C UHTEPKBApPTUNEH JHana3oH 3 — 7%, ¢ MakcuMyM | 53%. EdexTsT Ha aMNIOOMNKH BRbPXY KbpMayeTara

€ HEH3BECTEH. JIMNCBAT AaHHH OTHOCHO ynoTpebarta Ha BancapTaH 1o
BpeMeE Ha KbpMeHe. XHUAPOXJIOPOTHA3ZHKA CE EKCKPETHPA B KbPMATA B MAJIKH KOU4ecTBa. BbB BUCOKH J03HM

THA3UAMTE NMPEAN3BUKBAT MHTEH3WBHA AMYpe3a W MOraT 1a MOTHCHAT 00pa3yBaHeTo Ha KbpMarTa.

AMJIOAUNIHH/BancapTaH/XHAPOXJIOPOTHA3K/ HE CE MPETNIOPBUBA 10 BpEME Ha KbpMEHE. AKO
aMJ1I00MNHH/BaNcapTaH/XuapoXI0pOTHa3HA €€ NMpUiara no BpeMe Ha KbpMeHe, ao3uTe Tpabsa na 6baart KoJKoTo

ce MOXe Nno-HUCKHK. [IpeanounTa ce anTepHaTHBHA Tepanua ¢ ycraHoBeH npodun Ha 6€30nacHOCT No BpeMe Ha
KbpMeHe, 0COOEHO NPH KbPMEHE HA HOBOPOACHH H NMPEXACBPEMEHHO POACHHM eua.

DepTraurer

Hsama KTMHHYHK NPOYYBaHUA OTHOCHO BJIMAHHETO HA aMNOAMNHH/BANCAPTAH/ XHAPOXIOPOTHA3UA BHPXY
dbepTHIUTETA.

Baacapman
BancapraH HAMa HexkeNnaHH €PEKTH BLPXY PENPOAYKTHBHATA CNOCOOHOCT HA MBIKKH H XKEHCKH NIBLXOBE NPH

npuem Ha nepopantu xo3u 10 200 mg/kg/aeH. Tazu a03a € 6 NBTH MakKCHMaNHaTa MPEMOPBLYHTENHA A03a [IPH
Xopa, onpeaeiieHa Ha 6a3a mg/m* (M34MCNEHHETO ¢ 3a nepopanya a03a ot 320 mg/ned u 60- kunorpamor
NALUEHT).

Amaodunun

[lpH HAKOM NALIUEHTH, JIEKYBAHH C OJIOKEPU Ha KAJIUMEBHTE KAHAIH, ca CbODLIIEHH 0OpaTUMH OHOXHMHUUHH
NPOMEHH B rNasyuKara Ha cnepMartozonaute. KnWHUYHWTE JaHHH ¢a HEJOCTAThYHH MO OTHOLUEHHE Ha
MOTeHUHANHUs eeKT Ha aMNOAMNHH BbpXY epTuauTeTa. [Ipy eaHO NpoyyuBaHe NpU TUTBXOBE €4 YCTaHOBEHH
HeXeNaHu ePekTH BbpXY QepTHIIMTETA MpH MBbKKHTE (BXK.TOUKA 5.3). P

™

4.7 EdexTn BHpxy cnocodHOCTTA 32 ModHpaHe H padoTa ¢ MAIIHHH

[TaLMeHTHTE, KOUTO NPHEMAT aMIOAUNKH/BANICAPTAH/XHAPOXJIOPOTHA3UA H LWIODUPAT HIIH
TpaOBa Ja UMAT NPEABHI, Y€ MOHAKOra € Bb3MOXKHO Aa Ce NOABAT yMOpa U 3aMaliBaHe.



AMIOAUNHH MOKe 1a NoBause B ciada no yMmepeHa creneH cnocobHOCTTa 3a Wwodupane n padoTa ¢ MaLLKHM.
AKO nauueHTuTe, NPUEMaluK aMI0AWNUH/BAICapPTaH/ XHAPOXNOPOTHA3H A, NOTYYaT 3aMaiiBaHe, rinasodonue,
yMOpa WK rajexe, cnocobHocTTa UM [a pearupaT Moxe Aa Obae HapylueHa.

4.8 Hexe1aHH JI€KAPCTBEHH PeAKIHH

- Muoro vectu (= 1/10)

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

- Heuectu (= 1/1 000 no < 1/100)

- Peaku (= 1/10 000 no < 1/1 000)

- MHoro peaku (< 1/10 000)

- C Heu3BecTHa yecTOTA (OT HAIMYHUTE ZAHHH HE MOXKe Aa Ob/e HanpaBeHa OLIEHKA)

[MpoduabT Ha 6e30NacHOCT HAa AMAOAUIIMH/BANCAPTaH/ XMAPOXJIOPOTHAZNA, NPEACTABEH TO-A0Y C€ OCHOBABA Ha
KINHHUYHH IPOYUBAHHWA, NPOBEACHH C aMJIOAWITHH/BANCAPTAH/XHAPOXJIOPOTHA3HA U NO3HATUTE NPOdUSIUA Ha
0e30MacHOCT Ha OTAE/THUTE KOMMOHEHTH aMJTOAUIHH, BANCAPTAH H XHAPOXNOPOTHA3H.

O606uenre Ha npoduna Ha Ge3onacHocT

be3zonacHocTTa Ha aMNOIUITHH/BAICAPTAH/XHAPOXJIOPOTUA3U]L € OLICHEHA NPH HErOBaTa MAKCHMaJTHa 1034

10 mg/320 mg/25 mg B X0Aa Ha €AHO KOHTPOJIHPAHO KPATKOCPOUHO (8 CEAMHUH) KIIKHHYHO NpoyuBaHe ¢ 2 271
nauneHTy, 582 oT KOMTO NpHemar BajicapTaH B KOMOWHALMA ¢ aMJIOAHMITHH H XHAPOXI0poTHA3KA. Hexxenanure
peaKkuMy KaTo UANO ca OWIK JIEKU U IPEeXOAHH MO XapaKTep H CaMO B PEAKH CNyYau ca Hanaraiu
MpeycTAHOBABAHE Ha JieueHHeTo. [1o BpeMe Ha TOBA AKTHBHO KOHTPONUPAHO KIHHUYHO H3MUTBAHE HAl-4YeCTHTE
MPHYUHH 32 [PEYCTAHOBABAHE HA JIEUEHHETO ¢ AMJIOAHUMUH/BANCAPTAH/ XUAPOXTIOPOTHAZUA ca OWIN 3aMasHOCT H

xunotouus (0,7%).

ITo BpECMEC Ha 8-ceIMHYHOTO KOHTPOJIMPAHO KJTHHHYHO NIPOYYBAHC HC Ca HaOnoaaBaHH 3HAYHMU HOBH WIH
HCO4YAaKBaHH HOXCNAHH NICKAPCTBCHA pCakKliM B CPABHCHHC C H3BCCTHHTC IIpH MOHOTCPAIINA NJH KOMSHHHP&HH

TEpannua C OTACIHHUTE KOMIIOHCHTH.

[To BpeMe Ha 8-ceAMHYHOTO KOHTPOJAWPAHO KITHHHYHO Npoy4BaHe Ha0MoAaBaHUTE NpH KOMOHHALUATA
aMJIOJHIHH/BaicapTaH/XHAPOXNOPOTHAZKA NMPOMEHH B 1a00PaTOPHHTE NOKa3aTeNny ca OMIM MUHUMAITHH U B
CbOTBETCTBUE C (HAPMAKOIOIrHYHHA MEXAHH3BM HA NEHCTBHE HA OTACNTHUTE KOMNOHEHTYU. Hannunero Ha
BaICapTaH B TpoifHaTa koMOUHaLMA OTCNabBa XMNOKATHEMHYHUA €PEKT Ha XHAPOXJIOPOTHA3U,

TabauveH cNUCHK HA HEXKETAHUTE PEAKLIUY

CneaHunTe Hexenauy peakUuu, n3bpoeHu cnopea cUCTeMO-opraHHHK Knacose no medDRA u yecToTa, ce oTHacAT
3a amaoaunub/Bancaptan/HCT u nooTaenyo 3a amnoaunux, sancaprad u HCT.

MedDRA cucremo- Hexenanu peaknun  [Uectora |
IOpraHHH KJacoBe Amioaanun/BancapraHAmiaoaunuaBancapranHCT
VXHAPOXIOPOTHAIHA
Heonna3mu HemenaHoMeEH pak Ha | IC
InoOpokaueCTBEHM, KOXaTa HEHU3BECTHA,
BAOKAYECTBEHH U OazanHOKNeThUEH YyecToTa
HeomnpeaeacHH (BKA. APLMUHOM U
KHCTH H MOJKNH) KBAMO3HOK/IETLYEH
APLMHOM)

Hapywenus Ha KpbBTa ¥ |[ArpaHyNoOLMTO3A, —
NMM@HATA CUCTEMA IKOCTHO- MO3bYHA

I[HEAOCTATHYHOCT

IlonuxeH xeMornoOuH

U XEMaTOKPUT




XEeMOJIUTUUHA aHEMHUS — — MHoro
€AKM
VleskoneHus — Muoro — Mnoro
[peAKH PeAKH
HeytponeHus — — —
HEU3BECTHA
eCTOTA
TpoMOouuTONEHNA, | MHoro Penkn
TOHSKOra ¢ myprnypa peaKy HEU3BECTHA
ecToTa
AnnacTUuyHa aHEMHA | = — IC
HEH3BECTHA
| 4eCcTOTa
Hapyuiexns Ha iMyHHaTta [CBPbXHYBCTBUTENHOCT (- Muoro IC MHoro
CUCTEMA PEAKH HEN3BECTHA [PEAKH
_ MecToTa
Hapywenus Ha AHOpEKCHSA HeuectH — — —
MeTabonu3Ma v XpaHeHeTo X HnepKanUHeEMHS HeuecTH — — Peakn
XUNEPranKEMHs — Muoro — Peaku
[PEAKH
XHNIEPAHIHAEMHA HeuvecTH — — =
XUnepypHKEMHS HeuecTn — — YecTH
XHNOXJI0pEMHYHA - = — Muoro
[AJ1KaN03a eaKH
XHUNOKATHEMMSA Yecru — —~ HOIO
YEeCTH
XHMIIOMATHE3HEMHA - — — l‘-lec:TH
XHNIOHATPHEMHS HeuectH - — HecTH
BrnowaeaHe Ha nuaberal- — — Penky
[IcUXHUHYHK HAPYLLEHHA enpecHs — Heuectn | Peaku
HCOMHMA/HapyLeHus [HeuecTn Heuectn |- Penkwu
a CbHA
POMEHH B — HevecTn —
aCTPOEHHETO
bPKAHOCT — Penxku .. |
HapylueHus Ha HepBHaTa [KOOpAUMHALMOHHH HeuectH — — —
cHCTEMA HapyLueHHs _ _
[BamasHoCT Yectu Yecru — Peaku |
[TocTypanna HeuecTy — — —
BaMasHOCT, 3aMasHOCT
NpH YCHIIHE _
Jlncreysus IHeuecTu Heuectw |- —
ExctpanvpamMuaHa — iC = —
CHMITTOMATHKA HEU3BECTHA
YECTOTA
I napobonue YecTH UecTH — Penku
[ToBULILIEH MYCKYNEH - MHoro — —
TOKYC [PEAKH
Vletaprus HeuecTH T
I lapecTe3nu HeuectH HeuecTn
[Tepudepna Heuecty MHoro X
HEBpPOMNAaTHA, PeaKH
HEBPONATHS _
ICOMHONEHTHOCT HeuecTu Yectn -
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ICurkon Heuectn HeuecT — —
[Tpemop - Heuectd |- —
XHNoecTe3ns — HedecTH — —
Hapyuwienus Ha oudTe  OCTpa 3aKPHTOBLIbIAHA |- — - iIC
rnaykoma HEU3BECTHA
_ UECTOTA
BpHTENHW HAPYLUEHHS |- IHeuecTH — —
BpurenHo yspexaaHe |Heuectu Heuectu — Penku
XopouaaneH U3NuB IC
HeU3BeCTHA
YeCTOTa
Hapyiienus Ha yxorou  [LLiyM B yriuTe — (Heuectn - —
InabupunTa ICBeTOBBLPTEX HeuecTn — Heuectn |-
CbpaevHun HapyLIEHUA [lannurauuu — Hectw — t
[Taxukapaus HeudecTH — — —
ApPUTMUH — MHoro — Penku
BKJIKOYUTEAHO pPEAKH
pajguKapans, KaMepHa
aXHKapaus W
IMPEACHPAHO MBXIEHE)
MuokapaeH nHapkT | Muoro — ~
L [pEAKH
ICbAOBH HapylUEHHA [louepBeHaBaHe — YecTu — -
X MNOTOHMS Yectu HeuecTH — —
pPTOCTATHUYHA HeuecTut — - YectH
UINOTOHHUSA
\Daebur, HeuecTu — — —
TpoMbodaedHT
BacKynauT — Mnoro IC —
[P€AKH IHEH3BECTHA
. MecToTa |
PecnupatopHu, rpbaHH M [Kalliinua HeuecTy Muoro Heuectn |-
MeIHACTHATHH pEAKH
L—lapymeuuﬂ UucnHes HeuecTH HeuecTu — —
PecnupatopeH — — — Muoro
inucrpec, 6enoapobex peaku
OTOK, MHEBMOHMT
PUHUT - HeuvecTn — —
Bb3naneHo rupJio HeuecTu — - —
OCTLD pecrIHpaToOpeH - - MHoro
HCTPEC CUHAPOM IPEAKH
OPJIC) (Bx. TOuka
4.4)
(CToMalHo- YpeBHHU KCToMaileH HeuectH Yectu Heuectn  [Penxu
HapylUeHUS inuckomdopt, 6onka B
FOpHaTa YacT Ha
Kopema
o gBx +HGHCCTH :
IlpoMeHu B upeBHaTa [ HeuecTH
NEPUCTANTHKA
Banek — —
[ lOHH>KEH aneTUT — —
ylnapus HeuecTH HeuecrtH




@yxm‘a B ycTara Heuecty Heuectr — -
Ylucnencus YecTH |Heuectn — -
[acTpur — MHoro —~ —
eOKH
Xurepnna3ivs Ha — Muoro — -
BEHLIUTE €AKH
I ageHe HeuecTH YecTH — UecTn
[TankpeaTuT - MHoro — MHoro
[peaKH [peAKH
1loBpbluaHe HeuecTtH HewectH |- Yectu
HHTecTHHANEH - - MHoro -
AHTHOEAEM eAKH
XenarobuamapH IOTKAOHEHNS B — MHoro % —
HApYLLIEHHS 4EpHOApPOOHHUTE [peaku** HEW3BECTHA
DYHKLMOHANHH YEeCTOTa
NOKa3aTeNH,
BKJTHOHYHUTENHO
NOBULUABAHE HA
KEpYMHHA OUNTHpYOUHH
Xenartur — MHoro - ~
‘ OKH
HMHTpaxenaTtanHa -~ MHoro t— Penkn
XOJIECTa3d, XKbJITEHHLIA EoKH
Hapyuwenna Ha kokaTta i |AJsioneums = HeuecTH —
MOJAKOXHATa ThKaH JAHrHoEeaeM — MHoro IC -~
PEAKH HEH3BECTHA
| MecToTa
byno3eH AepMaTUT — - —
€U3BECTHA
ecToTa
Peakinu, — = — MHoro
HanoaoOABaWH KOXKEH Ipeaxku
nynyc epuremMarojec,
peaKkTUBUpaHe Ha
KOXKEH Jynyc
epMTEMATOIEC
EputeMa MmynTudopme Muoro — IC
IPEaKH HEU3BECTHA
_ _ YeCcToTa
Ex3iaHTeM — HeuecTu -~ —
Xunepxuaposa Heuecty |Heuectn |- —~
Peaxuuu na — MHoro — Peaxwu
ICBPbXUYBCTBUTENHOCT™* peaKH
[Tpypuryc HeuecTu HeuecTH —
eHU3BeCTHa
_ €CTOTa
[lypnypa — HeuecTuH Penku
O6pus — HeuectH _- ) :
Shecrwd' 110
[O0e31BeTABAHE HA — Heweetn /) bt
IKOXKaTa T { i NS \ f—n |
YpTHKApMS U APYTH Muoro N o |
BHAOBE OOpUB [PEAKH




HekpoTuiunpaiil — IC — Muoro
BACKYJIUT U TOKCHYHA HEHU3BECTHA peaKH
enuaepManHa 4eCTOTa
HEKPOJIH3a
Excdonnarneer — MHoro — —
CpPMATHUT €IKH
MHIPOM Ha Stevens- |- MHoro — —
ohnson eAKH
Eaxem Ha Quincke — Muoro - —
[PEAKH
HapyuieHus Ha IApTpasrus — Hewectn -
MYCKYJIHO- cKenetHata  [bonku B ropba Heuyectu |Heuectu — —
ccTeMa U OK Ha CTaBHTE HeuectH — - —
CHCAUHUTENHATA ThKAH  MycKyJTHU cna3Mu HeuecTy Heuectn - IC
HEM3BECTHA
_ 4eCTOTa
Myckynnacnaboct  [HevectH — = —~
Muanrus HeuecTH HeuecTn E —
€H3BECTHA
4eCTOTA
bonku 8 kpaiinuunte  |HedecTH - — —
{(OTOK Ha rjie3eHHTe — YecTH = =
Hapyuienus Ha I:jDBHUJeH KpeaTHHHH B [HeyecTu — IC —
01LOpeLTe H NHKOYHHTE [KPBHBTA HEH3BECTHA
NbLTULNA JeCTOTA
MUKLMOHHH Heuect
lHapy LeHns
HHKTYpHs — Heuectt - —
Ttonakuypus [HectH HevecTH
bbOpeuHa nucdyHKUNA — - — IC
HEeH3BECTHA
[MECTOTA
1OcTpa 6nOpeunHa HeuecTH — — IC
HEAOCTATBLUHOCT HEH3BECTHA
MecTOoTA
Br6peyna = = IC Peaku
HEAOCTAaTBYHOCT Y HEH3BECTHA
L'Bpex(,uane [MecTOTa
HapyeHus Ha MMnoTeHTHOCT |Heuectu Heuectu — Hectu
BL3MPOU3BOAMTENHATA || HHEKOMACTHS Heuectn |- —
CHCTEMA H MbpAaTa
1001UH HapyLIEHHA H Abasus, HapyleHud B [Heuectn — — —
ledeKTH Ha MACTOTO Ha [oxoaKara
NpUAOKEHHE ACTEHHS HeuecTn HeuecTH — IC
HEU3BECTHA
[MeCcToTa
uckomdopr, Heuectn Heuwectn |- —
HEPaA3NOJOXKEHHE
YMmopa YecTu YecTu
bosika B repauTe, Heuectu Heuectu
KOSTO HE € CBhp3aHa
CBC CHPUETO
I0TOoK UecTH UecTH
Bonka — HeuecTu




Iupekcus — — — C
HEU3BECTHA
4yecToTa
H3cneapaHns IloBHlIaBaHe Ha — Muoro
NUIIMAUTE YecTH
IlorKHluaBaHe Ha ypeaTalHeuecTH = — —
B KpBBTA
IMosMLUaBaHe HA HeuecTH — -
MUKOUHATA KHCENHHA B
KpbBTa

[ 1roKo3ypus Penxu

I loHWKeH KanuH B HeuecTH | | u
KPbBTa

[loByLLIEH Kaui B — — IC —
KPbBTa HENU3BECTHA
| yeCcTOoTa

HannasaHe Ha Terno  |HedecTH HeuecTy — —
ICrnajaHe Ha Tero — HeuecTu — —

"

* Buxre Touka 4.4 “POTOMYBCTBUTENHOCT
X Haii-uecTo ¢cBBLp3aHO € X0necTrasa

CpoOliapaHe Ha NOJ03UPAHH HEXKENAHHW PEAKLIHH
Cbo0uiaBaHeTo Ha MOAO3UPAHH HEXENAHH PEaKLUH CeA pa3peluasaHe 3a ynoTpeba Ha NeKapcTBEHUA MNPOAYKT e

BaXXHO. TOBA NO3BOIABA A2 NPOAB/DKHA HAONIOAEHHETO HA CHOTHOLEHHETO 110138/ PUCK 3a JIeKapCTBEHUS
npoaykT. OT MEQHUMHCKUTE CNEUHATHCTH C€ H3UCKBA Aa chOOLIABAT BCAKA NOAO3UpaHA HEXKEsaHa peakuus upes
H3nbaHuTeHa areHuHs Mo N1eKapcTaaTa

ya. ,,JJaman I'pyes” Ne 8

1303 Cogus

Ten.: +359 2 890 34 17
yeOcaiT: www.bda.bg

4.9 Ipeposupane

CuMnTOMHM

Hsima onuT cbC cyHaH Ha Mpeao3vpaHe ¢ aMmiioauNuH/BasicapTaH/XHapox1opoTuasua. [ TaBHUAT CUMNITOM Ha
npeao3dpaHe ¢ BAICapTaH BEPOATHO € H3pa3eHa XHUINOTOHUS H 3aMafHoCT. [Ipeao3upaHeTo ¢ aMnoaMnHH MoXe
Aa AOBEJE A0 eKCTpeMHa NnepH(epHa Ba30AWIaTauMa W BepoATHO pedniekcHa Taxukapavs. Mma crobuienns 3a
C/Iy4au HA H3pa3eHa U MOTEHUMATHO NPONOHTHPAHA CUCTEMHA XHITOTOHHA, BICTIOUHTENHO LWOK ¢ daTalieH U3Xo
NPpH NpEeao3upaHe C aMIIOIUNHH.

HekapaouoreneH 6enoapobeH oTok ¢e ¢hobluaBa paaKko KaTo Nocneauua oT Nnpeao3wpalHe ¢ aMaodUuNnuH, KOHTO
MOKe [1a ce MpOosABH CbC 3a0aBEHO Hauano Ha edekra (24-48 yaca ciien NOrbUIAHE) W 1A W3HCKBA H3KYCTBEHA
BEHTHJIaUWs. PaHHUTE peaHUMaUMOHHN MEPKH (BKIIOUHMTEHO HATOBApBAaHe ¢ TEYHOCTH) 3a NOAABbPXKAHE Ha
nepdy3uaTa M cbpaeuHus 4eduT Morar aa 6baaT yckopasaliu GakTopH.

JleueHue

Amaodunun/eancapman/xudpoxiopomuasuo

KnuHMYHO 3HaUMMaTa XMNOTOHKA NMopaay Npeao3HpaHe Ha aMI0dKNIKH/BalicapTaH/XHUAPOXNo
aKTUBHA ChpA€4YHOCHAOBA PEAHMMALIUSA, BKIIOUBALLIA YECTO MOHHUTOPHPAHE Ha ChpACYHATA
(GYHKUMA, NOBAHraHE HAa KpaiHULIUTE H BHUMAHHUE MO OTHOLUEHHUE HA LIUPKYJIaTOpHUS 00e
[IpunokeHHETO Ha BA3OKOHCTPUKTOP MOXKE 1a € OT 110132 32 Bb3CTAHOBABAHE HA CbAOBUS

HajlfraHe, B Cityai 4e HAMa NPOTHBOMOKA3AHHS 3 MPUIOKEHHETO My. HHTpaBeHO3HOTO § uﬂbmgﬂg?c HA o /
KanlMeB TNTIOKOHAT MOXKE Ja € OT NoJi3a 3a NpeoaonaBaHe Ha edekTa ot HokanaTa Ha Kai E‘BH"F¢ Km:nu P
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Avirodunun

AKO NPOAYKTBT € MOTrbJIHAT HACKOPO MOrarT a €€ 00CHXKIAT CTHMYIMPAHE HA MOBPBLUAHETO WK CTOMAlHA
npoMHBKa, [1pHIOKEHUETO Ha AKTHBEH BBIVIEH MPH 3paBu JOOPOBOJILM HEMOCPECTBEHO MK 10 ABA Yaca clel
NOrJbLIAHETO HA aMJIOIMITMH 3HAYUMO Hamansea abcopObuuATa Ha NPoaYKTa.

AMAOAHITHUH HE MOXKE [1a ObAE OTCTPaHEH Ype3 XeMOHan3a.

Ba.icap mau

Basicaptan He Moxe aa ObAe OTCTpPaHEH Ype3 XEMOAUATU3A.

Xudpoxiopomua3zuo

[Ipeno3upaHeTo ¢ XHAPOXTIOPOTHA3K] € CBLP3aHO Che 3ary0a Ha €IEeKTPOIMTH (XMITOKATHEMHUSA, XHIIOXTOpEMHUA)
M XHIIOBOJIEMHSA B Pe3yJITaT Ha EKCUECUBHATA ANype3a. Hai-yecTUTe NpU3HaLmM U CUMITTOMH Ha Ipeao3HpaHe ca
raeHe W ChHAMBOCT. XMMOKaNHEMHATA MOKE /1a NPENU3BUKA MYCKY/THH CMa3MU W/ WJTH W3pa3eHa ChpaeyHa
apUTMHA, CBbp3aHa C €AHOBPEMEHHATA ynoTpeda Ha AMMUTATIHCOBY [VTHKO3HAH WM ONPEACIEHH
AHTHAPHTMHUHH NEKAPCTBEHH NPOIYKTH.

He e ycraHOBeHa CTENEHTa HA OYMCTBAHE HA XHAPOXIOPOTHA3ZHI NPH XEMOAHAIN3A.

5. GAPMAKOJOI'NYHHU CBOHCTBA
3.1 PapmakoaHHAMHYHH CBOHCTBA

(bapmakoTepanesTH4Ha rpyna: CpeacTsara, ACHCTBALIY BbPXY PCHUH-AHMMOTEH3HHOBATA CHCTEMA,
aHruoTeH3uH Il peuenropHu 6nokepu, Apyru kombuHauuu, ATC koa: CO9DXO01.

MexaHW3ILM Ha fJelicTBue

BantpukoM € koMOHHALMA OT TPU AaHTUXHNEPTEH3IUBHU CHCTARKH C AOMTBJIBALU C€ MEXAHH3IBM Ha KOHTPOJT Ha
apTEPHAITHOTO HAATAHE NPH MALKEHTH C €CEHLHANTHA XHINEPTOHHUA: aMNOAUIIMH NPHHAANEXKH KbM K1aca Ha
KaJIUHEBHTE aHTArOHUCTH, BANCapTaH KbM Kilaca Ha aHrmoteH3uH Il peuenropuure On1okepH, a
XHAPOXJIOPOTHA3HA KbM KJ1aca Ha THA3UAHHUTE AUypeTHUH. KoMOHHauuWATa Ha T€3H CbCTAaBKH UMa aHTUBEH
AHTUXHNEPTEH3UBEH eheKT.

AMIOAHNNH/ BAACAPTAH/ XUAPOXIOPOTHAZNU

Kaunuyna egpuxacnocm u bezonacnocm

AMIOAHNMHUH/BANCAPTaH/ XKAPOXJIOPOTHA3UA € U3MUTBAH B JBOMHO-CNANO, aKTUBHO KOHTPOIHPAHO NPOYUYBaHe
NMpH NAaUHEHTH ¢ XHNepTOoHUA. Q0o 2 271 nauneHTH ¢ yMEpEHa 10 TEKKA XUNIEPTOHHUSA (CPEAHOTO U3XOAHO
CHUCTONTHO/ AWACTONHO apTepUaTHO HanaraHe € Ouno 170/107 mmHg) ca nekyBanu ¢
amIoaunuH/BancapTan/xuapoxjoporuazua 10 mg/320 mg/25 mg, Bancapran/xuapoxnoporuasua 320 mg/25 mg,
amoaunuy/Bancaprad 10 mg/320 mg nan xuapoxnoporuazug/amnoaunyd 25 mg/10 mg. B Hauanoro Ha
NPOYYBAHETO HA NALUUEHTHTE Ca HA3HAYEHH NO-HUCKH 403U OT NPEANHCAHUTE UM TEPANEBTHYHH KOMOHHALMWH U
BMOCNEACTBHE HA 2 CEAMHLA Ca THTPUPAHH 10 NBIHUTE UM TEPATIEBTHYHH J03H.

Ha 8 ceaMuua cpegHOTO MOHWKABAHE HA CUCTOIHOTO/IHACTOHOTO APTEPHATHO HansArane e 39,7/24,7 mmHg ¢

BaJICapTaH/XHApOXJI0poTHa3KA, ¢ 6,2/3,3 mmHg no-ronaMo, OTKONKOTO ¢ aM.no,anHH/ Ba

8.2/5,3 mmHg no-ronamo, OTKOAKOTO ¢ aMNOAUNUH/ XUAPOXAOPOTHA3HA. ONTUMANHUAT a \ﬁ\(ﬁnepTeH:mBeH
¥ _ - f__,.



eeKT ce NOCTUra cliea 2 CEAMHUYEH NPUEM Ha MaKCHMAaTHATA /1032 aMJIOAUNHMH/ BAJICAPTaH/ XHAPOXJIOPOTHA3U.
CTaTHCTHYECKH MO-TONSAM MNPOLEHT MALMEHTH MOCTHTAT KOHTPO BbPXY apTEPHATTHOTO CH HaJisiraHe
(<140/90 mmHg) c amnoannuu/Bancapran/xnapoxnoporuasui (71%) B cpaBHeHHE ¢ BCAKaA €0HA OT TPHUTE

ABOHHH KoMOHHauun (45-54%) (p<0,0001).

B noarpyna ot 283 nauveHTH, aHanu3 (oKyCHpaH BbpXy aMOyNaTopHOTO MOHHTOPHPAHE Ha apTEPHATHOTO
HANIAT4aHE, NOKAa3Ba KIHHWUYHO U CTATHCTHYECKH NO-rONAMO NOHUXKEHHE HA 24-4aCOBOTO CHUCTONTHO M AKACTONIHO
apTEPHANTHO HaNAraHe, Mpy eyeHue ¢ TpoitHaTa KOMOMHALKMA CNpAMO BaslcapTaH/XHAPOXJI0pOTHA3HU,
BANCAPTAH/aAMNOAUTHH U XHAPOXIOPOTHAZHA/aAMAOHUNHH.

AMIOOUNUH

Mexanuzvm na oeucmeiue

AMIOIMMKH, KOWTO B/IH3a B CbCTaBa H& aMJIOAWMHH/BAICAPTaH/XUIPOXAOpOTHA3KHA HHXHOKpa
TPaHCMEeMOPaHHOTO HABJIM3aHE HA KAJILMEBH HOHU B ChPAEHHHUTE H ChIOBUTE M1aAKH MYCKYJIH.
AHTUXHNIEPTEHIUBHOTO AEHCTBHE HA aMJTOJUIMHUH CE AL/KH H2 NUPEKTHHUSA penaKkcUpail e(DeKT BbPXY CbAOBHTE
FfialKH MYCKYJTH, KOETO BOAH 10 HAMasiBaHE HAa CbAOBOTO CHIPOTHBRICHHE U OTTAM Ha apTePHANTHOTO HAJIATAHE.

DapmaxoounamMuyru egpexmu

ExcnepuMeHTaHH JaHHH MTOKA3BAT, Y€ aMNOAHINHKH CE CBbP3Ba H ¢ JUXHAPONTHPHIHHOBHTE H C
HEOWXHAPONUPHAWHOBHTE MeCTa 3a cBbp3BaHe. [Ipouecute Ha cbkpalleHHe Ha ChPAEHHHUA MYCKYJ1 H Ha
CBHAOBUTE MMAaJKH MYCKYJIH Ca 3aBUCHUMH OT MPHABHKBAHETO HA H3BBHKIIETHUHHUTE KAILMEBH HOHH B KJIETKHUTE Ha
MYCKYJIUTE npe3 cneudPuiHn HOHHU KaHATueTa.

[TpunoxeHUETO Ha TepaneBTHYHA 103a AMJIOAWIIHH NPH NALMEHTH C XHNIEPTOHHSA CE MOCNEABA OT

BA30AMNATALMA, KOATO BOAM A0 HaMa/IABAHE HA apTEPHANTHOTO HAJIATAaHE B IEFHAJIO M B H3NPABEHO MOJIOXKEHHUE.
[Ipu xpouuuxa ynorpeba ToBa NOHH)KABaHE HAa APTEPHAIHOTO HANATAHE HE CE ChMBTCTBA OT 3HAYUMH NPOMEHH B
CHLPACUYHATA YECTOTA MK IU1a3MEHHTE HHBA Ha KAaTeXOJaMHHHTE.

[Lna3sMeHHUTE KOHLUEHTPALIHH KOpENUpar ¢ epeKTa, KAKTO NpH MNaaH, Taka H NPpH NaLUHEHTH B CTap4eCKa Bb3pact.

an XHNCPTOHHLIKA C HOPDMATHA 6'!:6[)8‘-! Ha dJyHKLlHSI, TCPANCBTUYHHTE JO3H aMI0AHUNHH BOOAT 10 HAMAJ1aABaAHE HA

O0bOpeHHOTO CbAOBO CHAPOTHBACHHUE H YBE/TMYABAHE HA ITOMEpynHaTa pUnTpauus, 1 epekTUBHUA ObOpeueH
KpBbBOTOK, 06€3 1a npoMeHAT QuiTpaunoHHaTa Ppakuus WU MPOTEUHYPHATA.

KakTo u npu apyrute On0KepH Ha KANUMEBHTE KAHAIM, XCMOAHHAMHYHHTE H3MEPBAHHA HA CLpACYHATa (DYHKUHA
B MOKOH W Npy HAaTOBapBaHE (KM XOACHE) NPY NAUMEHTH C HOPMATHA QYHKLHS HA KAMEPHUTE, JIEKYBAaHHU C
AMNOAUNKHH, KaTO LIA/10 MOKA3BaT JIEKO NOKaYyBaHE Ha ChpACHHHA UHAEKC Oe3 3HauuMo noBnusaBaHe Ha dP/dt, wnn
Ha NeBOKAMEPHOTO H AXACTONMHOTO HansaraHe unu obemM. B npoyusaHus 3a XeMOAWHAMUKA, AMJIOJUIHH HE ce
CBbP3Ba C HEraTUBEH HHOTPONEH eeKT, KOraTo ¢ nNpuaara B rpaHUUMTE Ha TEPANEBTHYHUTE 103H NPH 31paBH
AMBOTHH H XOpa, AOPH KOraTo rpu xopa ce fnpuiara eaHoBpeMeHHO ¢ 6eTa-bnokepH.

[1pu 3apaBu Xxopa U XKMBOTHH AMJIOJMITMH HE NPOMEHA CHHOATPUHANHATA HOAAIHA PYHKLIMA U
aTPHOBEHTPUKYNAPHOTO MPOBEXAaHE. B KIMHUYHM NMPOYyYBaHHUSA, B KOMTO aMJIOJUIIMH € NPUIaraH B
KOMOHHaLHA ¢ OeTa-010KepH HA MALUHEHTH C XHNEPTOHHS WK CTEHOKApAHA, He ca HabniojaBaHW HexeaHH
edeKTH CNIpAMO NapaMeTPHUTE Ha eNeKTpoKapaHorpamMara.

AMJIOJUINKH € NnpOy4YBaH MpH NaUHEHTH C XPOHHYHA cTabunua CTCHOKAapAHA, Ba3zOCNacTH4Ha CTCHOKApAHA H

aHrvorpadcku A0KyMeHTUpaHo 3a0onaBaHe Ha KOPOHAPHHUTE CHAOBE. m;':;m _
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NMMUAONOHMKABALIO JIeHeHKHE 3a NPOodUNAKTHKA Ha ¢bpAacHeH npucTbn) (Antihypertensive and Lipid-Lowering
treatment to prevent Heart Attack Trial) e npoBeaeHo ¢ uen cpasHsBaHE Ha HOBHUTE TEPANHH: AMJIOJAMIIHH 2,5-
10 mg/aex (kanuunes antaroHucT) Uau nusuuonpua 10-40 mg/nen (ACE nHxubuTop) ¢ THaA3HAHNA AHYPETHK
xnopranuacH 12,5-25 mg/aeH kaTo neveHHe OT MbPRA IMHHUA NPH NALUWEHTH C JIEKa 10 YMEPEHA XHNEPTOHHS.

O6wo 33 357 nauneHTy C XUNEPTOHUA HA Bb3PaCT 535 roanMHu M noseye ca OWIM paHIOMU3MPAHH U NIPOCIEICHU
3a cpeaHo 4,9 ronuny. [TanneHTHTe ca UMaITA NOHE eAMH AOMBJIHHTEEH PHCKOB (PAaKTOp 338 KOpoHapHa bonecT
Ha ChPLETO, BKAKOUHTENHO NPEALLECTBALL MHOKapAEH HH(APKT WK MHCYNT (>6 Mecenla npeau BKIKO4YBAHE B
NPOY4YBaHETO) HJIM AOKA3AHO APYro aTepPOCKIEPOTHHHO ChbpACUHOCHAOBO 3abonsaBaHe (Haa 51,5%), 3axapeH
anabet Tvn 2 (36,1%), TMNONPOTEHHHU ¢ BUCOKA MITBTHOCT - Xosectepon <35 mg/dl uau <0,906 mmol/l (11,6%),
neBoOKaMepHa XunepTpodusa, IMarHOCTHLIMpaHa Ype3 eJIeKTpoKapavorpama Wik exokapavorpagceku (20,9%),
HacToaLH nymayu (21,9%).

[TeprruHaTa kpaliHa Touka € 61una cbeTaBeH flokasaren oT GaTaneH KOpOHapeH HHUMACHT WM He-daTalieH
MHoKapaeH hHdapkT. He ca HabnionaBaHn 3HaUMMH Pa3IHUKA MO OTHOLIEHHE HAa MbPBUYHATA KpaHHA TOYKA
MEXKY TEPANUATA ¢ aMJIOAMITHH W TEPANUATA C XJIOpTanHaAoH: KoeduuneHT Ha puck 0,98 95% CI (0,90-1,07)
p=0,635. [Iput BTOpHUHKTE KpailHH TOUYKH, HECTOTATA HA CbPACYHA HEAOCTATHLYHOCT (KOMIIOHEHT HA ChCTABHATA
KOMOHHUpaHa ChpAE4HHOCHI0BA KpaiHHa TO4Ka) € Ouna CUrHUPUKAHTHO MO-BUCOKA B IPYNaTa Ha aMIOIUIUH,
OTKOJIKOTO B rpynara Ha xyiopTanuaoH (10,2% cnpamo 7,7%, RR 1,38, 95% C1 [1,25-1,52] P <0,001). Bsnpeku
TOBa, HE ¢e HaO/FOAaBaT 3HAUMMH PATHYHA MO OTHOLLEHHE Ha 00LLAaTa CMBPTHOCT MEXAY rpynaTa Ha Tepanus C
aMJIOJMINHH H Ta3HW Ha Tepanui ¢ xnoprannaod RR 0,96 95% Cl [0,89-1,02] p=0,20.

BancapraH

Mexanuzwem Ha oeticmeaue

BancapraH e nepopanHo akTHBEH, MollieH H cneunduueH aurnorensuH 1l peuentopen Onokep. Toll Bv3acHcTBa
cenekTHBHO BbpXy AT1 peuenTopHua NOATHN, KOHTO € OTrOBOPEH 3a MNO3HATHTE Bb3ACHCTBHA HAa AHMMOTEH3HH
1.

Krunuuna echuxacrnocm u bezonacruocm

HPHJ'IOH{EHHETO Ha BancapTaH NpH NallHCHTH € XHINCPTOHHA BOJIKW 4O NOHWXKABAHE HAd aPTCPHATHOTO HallAraHe
6e3 NOBNUABAHE HA ITyJICOBATa HECTOTA.

[Tpy noBeueTO NALMEHTH, CAEA EAHOKPATEH NEPOPAIEH MPHEM, HAHATOTO HAa AHTHXHIIEPTEH3UBHOTO AEHCTBHE €
B pAMKMKTE Ha 2 4aca, a MMKA B NOHHXKABAHETO Ha apTePUATHOTO HalAraHe ce JOCTUra B paMKHTE Ha 4-6 yaca.
AHTUXUNIEPTEHIUBHHUAT eEKT NPOoABIKABA HAJ 24 yaca cnel npyuema. [Ipu penoseH npueM MakCUMyMa B
peAYKUHATA Ha aPTEPHATTHOTO HAJIAMAHE C BCAKA 032, KATO UAN0, Ce MOCTUra B paMKUTe Ha 2-4 CeIMHLIM.

XHAPOXNOPOTHABUI

Mexauuzvm na oeticmeue

OCHOBHOTO MACTO Ha N€HCTBUE HA THAZUIHWTE AHYPETHLM ¢a JUCTATHHATE U3BHTH KaHanyeTta B OnOpeka.
JokazaHo e, ye B 6LOpeyHaTa KOpa ChLIECTBYBA PELIENTOP ¢ BUCOK AQHMHHTET, KOMTO MNPEeACTABAABA OCHOBHOTO
MACTO Ha CBLP3BaHE 3a AeHCTBHETO HA THA3UAHUTE AUYPETUUH U 32 HHXHOUpaHe Ha TP2HCOpTa Ha NaCle
IUCTATHHUTE U3BHTH KaHalueTa. THa3sHaAHUTE AMYPETHLHU ACHCTBAT upe3 uHxubupaHe Ha Na Ter CHMMNOpPTEP,
BEPOATHO YpPe3 KOHKYPHPAHE 3a MICTOTO 3a CBbp3BaHe HA Cl, ¥ MO TO3W HauHH NOBAUABAT MEXAHU3IMHUTE Ha
€JIEKTPONKTHA peabcopbLma: AMPEKTHO NOBULLIABANKH €KCKPELMATA Ha HATPUH Y XJ10p B MPUOIIU3HUTEITHO
e/JHaKBa CTENEH U HHAUPEKTHO Ype3 AMYPETUYHOTO CH ACINCTBHE, HAMAIABANKY IU1Ia3MeHHs 00eM C nocneﬂaamo
MOKa4YBaHE Ha NIa3MeHaTa PEHHHOBA aKTUBHOCT, CEKPeLMd HA anJoCTePOH U 3aryba Ha kanu
H HAMAJIABAHE HA HMBATA HA CEPYMHHUA KaTHil.

[leauaTpuyuHa nonynauyus

EBponeiickaTa areHLMA 110 NekapcTBaTa 0cBOO0XKAABA OT 3aAB/DKEHUETO 32 [IPeoCcCTassH



POYy4BaHHUATA C aMIIOAUNHKH/BANCAPTaH/XUAPOXJIOPOTHA3ZH] BB BCHUKH MOArPYIH Ha NE1HaTpHYHaTa
AONyNauus NPy eceHUManta XxunepToHus (Bx. Touka 4.2 3a uHgopmauus 0THOCHO ynotpeba B neanaTpuaTa).

Jdpyru: ABoiiHO 0J10KHpaHe Ha PEHWH AHIFHOTEH3UH -anaocrepoHosaTa cucteMa (PAAC)

HBe ronemu panaoMu3upanu koutpoaupanu npoyusaius — ONTARGET (ONgoing Telmisartan Alone and in
combination with Ramipril Global Endpoint Trial - Tekywo rnodanHo u3nursaHe 3a KpaHHU TOMKM HA
TeJIMHCApPTaH, CaMOCTOATENHO U B KoMOWHauKa ¢ pamunpui) 1 VA NEPHRON-D (Kauuuuno npoyusate
CBBLP3aHO C pa3BUTUE HA HepponaTHs Npu AMadeT, NpoBedeHO OT MHHHCTEPCTBO MO BLITPOCHTE HA BETEPAHUTE)
— npoyusat ynotpebara Ha koMmOHHauusaTa ot ACE unxudutop H APb.

ONTARGET e npoyuepaHe, NnpoOBEAECHO NpU NALMEHTH C aHAMHE3a 3a ChPACYHOCHIOBA HTH MO3BYHOCHIOBA
OonecT, U 3axapeH AuabeT THN 2, NPUAPYKEHH € AaHHH 33 YBPEXKAAHE HA €PEKTOPHH opraHn. VA
NEPHRON-D e npoyuBaHe rpu naudeHTH Cbe 3axapeH avader Tun 2 u nnabeTHa HedponaTus.

Te3u npoyuBaHus He NOKA3BAT 3HaYMM OraronpusTeH edexT BbpXy ObOpeuHHTE H/HITH CHPAEYHOCHAOBHTE
MOCIEAHLH H CMBPTHOCT, KaTO ChLUEBPEMEHHO ca HabNoAaBaHH MOBULLUEH PUCK OT XHOEPKATHEMHS, OCTPO
yBpexaaHe Ha ObOpeLinTe W/ HIM XHITOTOHWA B CPaBHEHHUE ¢ MOHOTepanuaTa. KaTo ce Mar npeaBua CXoaHHUTe
UM dapmMakoaHMHaMHYHHU CBOUCTBA, Te3H Pe3yaTaTH ca npunoxumu M 3a apyrn ACE nnxubutopu 1 APb.

ACE unxuburtopu y APbB cnenoBatenHo He TpabBa na ce H3MoA3BaT €JHOBPEMEHHO MPHU MALMUEHTH ¢ aHabeTHa
HedponaTus (BXK. TouKa 4.4).

ALTITUDE (KnuHnuuHO nNpoyHBaHe NPOBEACHO ¢ aJMCKHPEH NPH NALMEHTH CbC 3axapeH anader tvn 2 ¢
H3MOJI3BaHE HA ChPAEYHOCHAOBH H OBbOpeuHH 3abonaBaHUA KATO KPaiiHK TOMKH) € NPOYyYBaHe, NPEeAHAa3HAYEHO
Aa W3cneaBa nosasara ot N00aBAHETO Ha ANUCKHPEH KbM cTaHaapTHa Tepanus ¢ ACE wHxubutop unu APB npy
NaLHEHTH CbC 3aXapeH AMabeT Tyn 2 U XpOoHHUYHO ObOpeuHO 3ab0naBaHe, ChPACHHOCHAOBO 3a00/1ABAHE HIIH H
nseTe. [IpoyuBaHeTO € NPEKPATEHO NPEXICBPEMEHHO NOPaJH FOBHIUEH PHCK OT HEOIArONPHATHH NOCHEAHLH.
KakTo cbpneuyHOChA0BATA CMBPT, TAKA W MHCYATBT €4 M10-YECTH B MPYIIATa HAa ANHCKHPEH, OTKOJIKOTO B Frpynara
Ha rauebo, a NpeACTaBNSBALUMTE HHTEPEC HEXENAHU CLOUTHA H CEPHO3HH HEXKENaHH ChOHTHA
(XunepkanueMHs, XunoToHUs 4 O0bOpeyHa ancdyHkumMs) ce cbodLaBaTepyuTeEMa NO-YECTO B I'pynarta Ha
aTMCKMpPEH, OTKOJIKOTO B rpynara Ha rnnauebo.

HemenaHomeH pak Ha Koxara

Bb3 ocHOBa HAa HANMYHUTE JAHHH OT ENUAEMHOJIIONHYHHA NPOYYBaHKUA € HabnoaaBaHa 3aBUCHMa OT
KyMYJIaTHBHATA J03a Bpb3ka Mexay XX T3 u HMPK. Eano npoyusaHe Br1touBa nonynauus, CbCToslia ce oT
71 533 cnyuam Ha BKK 4 8 629 cnyuau Ha CKK, 1 nonynauus ot cxoteetHo | 430 833 u 172 462 noaxonsim
KOHTpo/H. Bucokara ynotpeba Ha XXT3 (kymynatusno =50 000 mg) e cenp3aHa ¢ kopurdpad OR 1,29 (95%
JH: 1,23-1,35) 3a BKK u 3,98 (95% JIH: 3,68-4,31) 3a CKK. HabmonasaHa e scHa Bpb3ka KyMyJIaTHBHA 103a-
orroBop kakTo 3a bKK, Taka 1 3a CKK. [{pyro npoyusaHe rnoka3sa Bb3MOXXHa BPh3Ka MEX/ly paKa Ha yCTHUTE
(CKK) 4 excnoavuunaTa Ha XXT3: 2a 633 cnyuau Ha pak Ha yCTHUTE € noabpaHa nonynauus ot 63 067
NOAXOAALIM KOHTPOJIH, KaTO CE€ M3MON3Ba CTpaTErkd 3a B3eMaHe Ha nNpodu, onpeaecHa OT pucKa.
JleMOHCTpHpaHa € Bpb3Ka KyMYJaTHBHA 1032-0TroBop ¢ kopurupad OR 2,1 (95% AH: 1,7-2,6), HapacTsaly ao
OR 3,9 (3,0-4,9) 3a Bucoka ynotpeba (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a Haii-BucokaTa KymynaTueHa go3a (~
100 000 mg) (Bk. ¢bLUO TOUKA 4.4).

3.2 PapMAKOKHHETHYHH CBOHCTBA

JInHelHocT

AMIOIMIHH, BAJICAPTAH M XWAPOXJIOPOTHA3UA UMAT JINHEIHHa $papMaKOKHHETUKA.

AM0AKNYH/BancapTaH/XuAPOXNOPOTHAZUA
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yaca M 2 vaca.
CkopocTTa ¥ cTeneHTa Ha abcopOumnsaTa Ha aMI0OANINKH, BAICAPTaH H XHAPOXJIOPOTHA3HA FIPH
aMI0AWNHUH/ BANICAPTAH/ XHAPOXIOPOTHAIKA Ca ChLUMTE, KAKTO MNPH MPUIAraHEeTO UM CAMOCTOSATEITHO.

AMIOAMIMHH

Abcopbyus

Chnen nepopaiHo NpUNOKEHHE HA TEPANEBTHYHA 1033 AMJIOMTTHH, NIUKOBA IL1a3MEHa KOHLEHTPaLMA C€ Q0CTHra 3a
6-12 uaca. AGcomoTHara OHoHaNMYHOCT € Mexay 64% n 80%. bHOHANMYHOCTTA HA AMJTOUINUH HE CE€ NMORIUABA OT
NpUHEMa Ha XpaHa.

Paznpegerernue

ObembT Ha paznpeneneHue € npubnusutenHo 21 V/kg. In vitro npoyusanus ¢ aMJI0AMINHH NOKA3BAT, Y€
npubnuzurento 97,5% oT uMpKyTHpaLLoTo NEKAPCTBO CE CBbP3BA C MIA3MEHHTE MPOTEHHH.

buompancghopmayun

AMJIOAUNHH ce MeTabonu3rpa ocHOBHO {NpubnuzuTenHo 90%) B yepHua Apod A0 HEAKTUBHH METADOMKTH.

Erumunupane

EnnmMuHupaHeTo Ha aMJIOAHITHH OT M1a3Mara ¢ OudasHo ¢ TepMHHANEH NONYKHBOT HA €MMHHHpaHE
npubansnTenHo 30 ao 50 yaca. CrauHoHapHH I1a3MEHHU HHBa CE JOCTHIAT Cliel POAWDKHTENEH NpHeM 32 7-8 aHMm.
10% oT opurHHanHus aMmnoaMnuH W 60% oT HeroBHUTe METADONWTH CE EKCKPETHPAT C yPHHATA.

Bancaprax

Abcopbyus

Cnea nepopaniHo MPUIOKEHHE Ha BAJICAPTAH MMKOBUTE MU1a3MEHH KOHLETPALMH Ce JOCTHraT 3a 2-4 yaca.
Cpeanara abcomoTHa dSnoHannyHocT e 23%. XpaHaTta Hamansaea ekcrnozuuusaTa (onpeaeneHa upes AUC) Ha
pancapTaH ¢ okono 40% v nMkoeara rnazmMeHa koHueHTpauus (Cmax) ¢ okono 50%, Bbnpekn ToBa okono 8 yaca
cjen NpUeMa NNasMeHHTe KOHUEHTPALMH Ha BAICAPTaH Ca NMNOJOOHH B IrpYNHUTE NMpUEMaJTH JIEKapCTBOTO CNEA
HaxpaHBaHe U Ha rnaaHo. Tasu peaykuns Ha AUC, obaue He ce CbNbTCTBA OT KIMHAYHO 3HA4YWMa peAyKLUs Ha
TepaneBTHUHUA €EKT M NO Ta3M NPHYMHA BAJICAPTAH MOJKE [1a CE NPUEMA HA MAARO HJIH Cjled HaXpaHBaHe.

Pasnpedenenue

CraunoHapHusaT o0eM Ha pa3npele/IeHUE Ha BANCAPTaH cliel HHTPaBEeHO3HO NpHIoKeHHe € okono 17 nuTpa,
KOETO MoKa3Ba, 4e BAJICAPTaH He ce pasnpeaens LIMpOKO B ThKaHUTE. BancapTaH ce CBbp3Ba BbB BUCOKA CTENEH
CbC CEpYMHUTE MPOoTeUHH (94-97%), OCHOBHO CbC CEPYMHHUA ATOYMHH,

b uomganc@ﬂpmauuﬁ

BancapraHn He ce meTaboIn3upa BbB BUCOKA CTENEH, Thil KaTo ¢amo okono 20% oT ao3ara ce ycTaHOBABA NOA
¢opMarta Ha MeTaloauTH. B nna3smata e yCTaHOBEH XHAPOKCH META00IUT B HUCKH KOHLEHTPALIKH (10~ ManKo OT
10% ot AUC na sancapraH). To3u metabonut e papMakoIOrHyHO HEAKTUBEH.

Eaumunupane

Bancapran noka3pa MynTHEKCOHEHLIMAIHA KUHETHKA Ha pa3nan ((tY2a <1 yac u )28 oko
ce eNMMHHUpPA OCHOBHO ¢ tbeuneca (oxono 83% ot nozara) n ypuHara (okono 13% ot ao3

npubnuzurenHo 2 l/h, a 6'b6pellHH$I KAHpBHC € 0,62 1/h (okono 30% ot obwuus KiupbHC).
[TonyKuBOTHT Ha BasicapTaH € 6 yaca.



XUIPOXSIOPOTHAZNA

Abcopbyun

AbcopbumaTa Ha XHAPOXIIOPOTHA3HA Clie] NepopaneH npreM € 6bp3a (tmax OKONO 2 yaca). YBenuuaBaHero Ha
cpeaHata AUC e nMHERHO H € NpoNnopuUXMOHATHO Ha 103aTa B TepaneBTHYHHUA AUanas3oH.

EdekTbT Ha xpaHaTa BbpXy abcopbunaTa Ha XHAPOXIOPOTHA3KU, AKO HMa TaKLB, MMA MAJIKa KIMHUYHA
3HaAUYUMOCT. ADCONIOTHATA OHOHATHYHOCT HA XUAPOXJIOPOTHA3UA CJIE/ NIEPOPAIHO NpUAcKeHHe e 70%.

Paznpedenenue

[IpuBHaHHAT 0OeM Ha pasnpeneneHue € 4-8 I/kg. Liupkynupaluust XuapoxXJIOpOTHA3HA € CBLP3aH ChC
cepyMHuTe npoTeunu (40-70%), npeaAuMHO ChC CepyMHHUA ATOYMUH. XHAPOXIOPOTHA3H ChILO TAKA KyMy/Hpa
B EPUTPOLMTUTE MPHONUIUTENHO 3 MBTH NMOBEYE, OTKOJKOTO B IU1a3MaTa.

buompancgopmayus

XHAPOXJ0POTHA3H/ CE ETHMHHHPA NPEAHMMHO KaTO HENPOMEHEHO BEILIECTRO.,

Enuwmunupane

XHAPOXJIOPOTHA3HA CE €IMMHHUPA OT NAa3mMaTa ¢ BpeMe Ha NOJYKHBOT cpeaHo 6 go 15 vaca B kpaiiHaTa ¢aza
Ha eNMMUHKpaHe. Hama nmpoMsHa B KHHETHKATA HA XHAPOXJIOPOTHA3H/ [PH MHOTOKPATHO NpUiaraHe, a
KyMYJIMPaHETO € MHUHWMAJTHO NpPH NPHIOXKEHHE BeaAHBbXK AHeBHO. Han 95% ot abcopbupanara no3za ce
eKCKPETHPa KaTO HENPOMEHEHO BELLECTBO B YpUHaTa. buOpeHHUAT KINMPBHC ce ChCTOH OT nacHBHa (GUATpALMA H
aKTUBHA CeKkpelusa B 6bOpeuHuTe TyOyNu.

Cneunanyy nonynawuyu

IHeduampuunu nayuenmu (na ev3pacm noo I8 coounu)

Hama @apmakoKMHETHYHUY NaHHU NPH NIeAHaATPHYHATA 10y IALHA.

Hayuenmu 6 cmapuecka év3pacm (na ev3pacm 65 2o0unu U nogeye)

BpemeTo 3a 10CTHUraHe Ha MMKOBA [1a3MEHA KOHLIEHTPALUNSA Ha aMJIOJIUITMH € CXOAHO MPH MNIAAHW NMAUMEHTH U
MpH NAUMEHTH B CTapyecKa Bb3pacT. UMa TEHACHLMA MPH NALKHEHTHTE B CTAPYECKA Bb3PACT KIHPBHCA Ha
aMJIOMINHH Aa HaMansBa, KOETO BOIH A0 NokausBade Ha naowra noa kpusata (AUC) u nonyxkuBoTa Ha
enuMuHupane. CpeaHata cucreMHa AUC 3a Bancaprad € no Brcoka cbwe 70% npu naumeHTH B cTapyecka
BB3pacT B CPABHEHHE C NMO-MJIAAN NALIHEHTH, MOPAAH Ta3u NPHYHMHA € HEOOX0AUMO BHUMAaHHE NP NOBHLLABAHE
Ha f03arTa.

CHCTEMHATA eKCITO3MLMA Ha BaJICApTaH € JICKO MOBULLUCHA NPU NALUEHTHUTE B CTAPHECKA Bb3PacT B CpaBHEHHE C
MIdIHUTE NaUMUCHTH, HO TOBA HAMA HAKAKBO KIMHHYHO 3HAUMCHHAC,

OFP&HH‘-IEHH AaHHHU npeanoiarar, 4€ CHCTCMHHAT KIHPBHC HA XHAPOXNIOPOTHA3KUA € HAMAJICH NMPH NaLUKUCHTH B
CTApYCCKa Bb3pacT, 3JpaBH WIH C XHIICPTOHHA, B CPABHEHHE C MNAaAH 3JpaBH ,LIOGPOBDJ'IHH_

Toii kaTO TpHTE BELLECTBA CE NMOHACAT €AHAKBO A00pE KAKTO OT NO-MJIaAUTE MALIHEHTH, TAKa U OT NALUMEHTHUTE B
CTApPYECKa Bb3PacT C€ NPENopbUuBa HOPMATHA CXEMA Ha npuaaraHe (Bx. Touka 4.2). o

bvbpeuno yepexcoane
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HabnwJaea Kopeiauua Mexay 6nbpeuHaTa QyHKUHS U CUCTEMHATA EKCNO3HUUA KbM Ba/ICapTaH.

[lopaau Ta3u npyUYKMHa NALHEHTHTE C JIEKO 40 YMEPEeHO OBOpeYHO yBpexxaaHe MmoraT aa npueMaTt oonvaiHara
HavyanHa no3a (Bxk. rouka 4.2 u 4.4).

[Tpn HanKHuKne Ha OBOpeuHO yBpexkaaHe cpeaHUTE NUKOBH fna3MeHH HHBa M AUC Ha XxuapoxJiopoTHa3ua ca
MOBHLLUEHH, 4 CKOPOCTTA HAa EKCKpELHA B ypyHaTa e HaManeHa. [1pn naunenTu c eko 4o ymepeHo 6b0peyHo
yBpexaaHe ce Habnronasa TpukpaTHo nosrweHue Ha AUC Ha xuapoxnopoTtHazna. [Ipy nauMeHTHTe ¢ TEKKO
610peuHo yBpexaaHe ce Habmoaasa 8-kparHo nosuweHue Ha AUC. amnogunuy/Bancapral/XuapoXaopoTHa3H
€ MPOTHBONOKA3aH NpH NaLHUEHTH C TEXKKO OBOpEYHO YBpEXaaHe, aHYPUS MK HA AHANH3a (BXK. TO4Ka 4.3).

Heproopobro yepescoare

Hanuunu ca MHOro OrpaHH4EHH 1aHHH 32 NPWIOKEHHETO HA AMIOAMITHH MPH NAaLHUEHTH C YEPHOAPOOHO
yBpexkaaHe. [TauneHTUTe ¢ YepHOAPpOOHO yBpexKaaHe UMAT HAMANEH KNHPBLHC Ha aMJIOAKNHKH € NOC/IEABALLO
nokauraHe Ha AUC ¢ npubnusurenqo 40-60%. [Ipu nauueHTH ¢ Ko 40 YMEpPEHO XPOHHUHO YEPHOAPOOHO
3a00NaBaHe EKCMO3HLUMATA KbM BajicapTaH (onpeaeneHa upes ctoitHocTuTe Ha AUC) e 1Ba MbTH MO-BUCOKA OT
YCTaHOBEHATA IIPH 3ApaBy 100pOoBOILM (rpynUpaHy no Bb3pacT, noa U terio). [lopaau sancapraHoBaTa
KOMIOHEHTA aMII0ANNHH/BAJICAPTaH/XMAPOXIIOPOTHA3H/ € MPOTHBONOKA3aH NPH NALMEHTHTE C YEPHOAPOOHO
yBpexcaaHe (Bx. Touku 4.2 1 4.3).

5.3 IlpeAKATHHHYHH JaAHHH 32 6e30NnacHOCT

AMJIOAWNKH/ BANCAPTAH/ XHAPOXNODOTHAZH,

B peavua npeaiMHHYHY NpoyUyBaHys 3a 6€30nacHOCT C aMIIOAMMKH, BaICAPTaH, XUAPOXJIOPOTHA3H,
BA/ICApTaH/XHUAPOXI0pOTHA3H/, AMIIOAMTIHH/BATICAPTAH M AMJIOAHNHH/BaNcapTaH/ X HAPOXJIOPOTHAIHA, NPOBEAEHH
[IPH pa3IHiHH }KHBOTUHCKH BUAOBE, TKACBAT A0KA3ATE/ICTBA 38 CHCTEMHA WIIM OpraHHa TOKCHYHOCT, KOUTO Ja
OKa)XaT HEraTUBHO BJHAHHE BbPXY KJIHHUYHATA ynoTpeba Ha aMJOAUNIMH/BANCAPTAH/ XUIPOXJIOPOTHA3HA NPH
Xopa.

[lpeaknMHUYHH NMpOyUBaHHa 33 DE30NACHOCT ¢ NPOALHKUTENHOCT 10 13 ceamMHLIM ca NpOBEAEHH C
aMIIOAUNKH/BAICAPTAH/XHIPOXJIOpPOTHA3KUA NPH IbxoBe. KomOuHaLmsaTa BOAH 10 O4AKBAHO NOHMKEHHE Ha
OKa3aTeIUTE HA YEPBEHATA KPbBHA PeAMLA (EPUTPOLMTH, XEMOrTOOHUH, XEMATOKPUT U PETUKYIOLIUTH),
MOBHLIABAHE HA CEPYMHATA Ypes, NMOBHULLABAHE HA CEPYMHHUA KPEATUHMH, NOBHILIABAHE HA CEPYMHHA KaJIHH,
IOKCTArI0MEpyIapHa Xxunepnnasus B 0p6pexka u GoKaTHU €pO3UU B XKIEIUCTHA CTOMAX NPH MbxoBe. Bcuuku
TE3H NPOMEHH ca 0OpaTUMH cneg 4-ceaAMHUYEH Bb3CTAHOBUTEIIEH NEPHO K Ce CMATA, Y€ Ca BCIEICTBHE

arpaBvpaHe Ha hapMaKoNoTHUHUTE edeKTH.

KoMbuHauuaTa aMnoaunuH/BaICapTaH/ XMAPOXIOPOTHAZH HE € U3CNEARAHA 38 FEHOTOKCHYHOCT H
KaHLUEPOreHHOCT, Thil KaTO IUMNCBAT AOKA3ATENCTBRA 3a HAKAKBO B3aUMOECHCTBHE MEXAY OTAE/IHWTE BELLECTBA,
KOWTO Ca OTAABHA HA nMa3zapa. AM/IOAMIIHH W BAICApTaH ¢a U3C/CABAHU NMOOTIAENHO 32 FeHOTOKCHYHOCT U
KaHLEPOr€HHOCT € HEFaTUBHU PE3YJITaTu.

AMIOAUNUH

Penpooyxmusna moxcuunocm

PenpoaykTHsHu npoy4BaHKs NPH ILTEXOBE MU MULLIKH MOKA3BaT 3aKbCHABAHE HA aTaTa HA paXKAaHe, YAbJDKEHA
MPOABL/DKHTEHOCT HA PAXAZHETO H HAMAIEHA KH3IHECIIOCODHOCT HA MANTKWTE NPpH 403U npuﬁnusuwnuo 50 nuTH
MO-BHCOKH OT MaKCUMAJTHUTE NPENOPBbYHUTEHH 103K NPH XOpa, U3UKCcaeHH Ha 6aza mg/kg.

Hapvuenus éve ghepmurumema

HaMa edext 8bpxy depTHaNTETa HA TNTBLXO0BE, TPETHPAHU ¢ aMAOAUNMH (MBXKKH — 64 AHH me cxn - Mﬂgw |
npeau unprocsane) B 1034 10 10 mg/kg/nen (8 meTu* MakcuManHara npenopbLUYMTENHA 1 zaxxﬂpam‘ lﬂ”mg‘ + )

H3umMciieHa Ha 6asa mg/m?). B apyro npoyusaxe NpH nNibXoBE, NPH KOETO MBXKKH NIbXOBE e{a\"rpe'mpaﬂn c ,:{
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amaoannuaos 6e3unar 30 aHu, ¢ 103a CpaBHHMa C 303aTa NPH Xopa, H3uMucaeHa Ha 6a3a mg/kg, ca yctaHoBeHH
[NOHWKEHH MN1a3MEHH HUBA HA (POTMKYIOCTUMYAUPALL XOPMOH H TECTOCTEPOH, KAaKTO H MNOHW)XaBaHe Ha
NABTHOCTTA Ha criepMata v Opod Ha 3penu CnepMaTrUId U CEPTONHEBHA KNETKH.

Kanyepocenesza, Mymazenesa

Hama naHHH 3a KaHUEPOTreHHOCT MPH MUTbXOBE U MULLIKH, TPETHPAHH [BE FOAWHH C AMJIOAHTIUH B XpaHaTa B
KOHUEHTPALUKWH, H3UHUCAEHH 1A OCHIYPAT AHEBHH 103084 HUBA OT 0,5, 1,25 v 2,5 mg/kg/nen. Hali-sucokara noza
(NpyU MHLLKH - BAK3Ka A0, 3 NPH MIbLXOBE — ABa MbTU* MO-BUCOKA OT MAKCUMATHATA NMPENOPbUYHTENHA KIHHUYHA
go3a ot 10 mg, n3uunciena 3a mg/m-) e 6una 611M3Ka 10 MAKCHMATHO A0ITyCTHMATA 03d 32 MULIKH, HO He M 3a

IBXOBE.

[TpoyuBaHHA 3a MyTareéHHOCT HE NOKa3BaT N€KApCTBEHO-00YCNOBEHU €DEeKTH HUTO HA TEHHO, HUTO Ha
XPOMO30MHO HHEO.

* U34YHC/IeHa 3a nauMeHTH ¢ Terno 50 kg

Bancapran

HexnHHWYHHUTE QaHHKW HE NOKa3BaT OCOOEH pHCK 32 Xopa Ha 0a3aTa Ha KOHBEHUUOHANHNTE (apMaKONOFHYHH
NnpoyyBaHus 3a 6€30NacCHOCT, TOKCHYHOCT TP MHOIOKPATHO MpUJiaraHe, reHOTOKCUYHOCT, KAHLEPOreHeH
NOTEHLHMA, pENPOAYKTHBHA TOKCUYHOCT H TOKCHUHOCT 33 PA3BHTHETO.

ITpn nivXoBe TOKCHUHHU A03H 3a MaikaTa (600 mg/kg/aeH) no BpeMe Ha nocneaHuTe AHU OT OpeMeHHOCTTa H
NepHoAa Ha NaKTalns ca JOBENU 40 NO-HHUCKA CTENEH Ha NPEeXUBIeMOCT, No-c1abo HaJaaBaHe Ha TENIO H
3abaBeHO pa3BuTHE (OTACNAHE HA YLLIHATA MUAA M OTBAPAHE Ha CIYXOBHA KaHAT) Ha HOKOIEHHETO (BX. TO4Ka
4.6). Te3zn no3mn npu mavxoee (600 mg/kg/aeH) npeacrapnasar npubausurenno 18 nbTH MakcHmanHarta
Npenopb4MTENHA 4034 NIPH XOpa Ha 6azaTa Ha mg/m?’ (M3UUCIIEHHATA Ce OTHACAT 3a nepopaita Jo3a 320 mg/neH
U nauueHT ¢ tersio 60 kg).

[1pn npeaknuHUYHK NpoyuBaHus 3a Oe30nacHOCT BUCOKH 2034 BancapTaH (200 no 600 mg/kg TenecHo Terno)
NPEIU3BHKBAT N1PH MIIbXOBE HAMAJIABAHE HA 1APAMETPHTE HA YEPBEHHUTE KPbLBHH KNETKH (EPHTPOLIMTH,
X€MOTrNOOHUH, XEMaTOKPHT) U NPUYHUHSBAT MPOMEHH B ObOpeuHaTa XeMoJHHaMHUKa (JIEKO NOBHLIABAHE HA ypeATa
B KpbBTa, ObOpeuHa TyOynHa xunepnnaszus n 6azodprnua npu muxkure). Tezn ao3u npu mabxose (200 o

600 mg/kg/neH) npeacrasngsat npUOAU3IUTENHO 6 U | 8 NMBTH MaKCHMAIHATA NIPENOPBUYMTENHA J03a MPU XOpa Ha
6aszata Ha mg/m? (M34MCAEHHATA Ce OTHACHT 3a nepopastHa no3a 320 mg/nen v nauneHT ¢ Terno 60 kg).

an MapMO3C€TKH B CpaBHHMH JO3H [TPOMCHHTE Ca HﬂﬂﬂﬁHH, HO [MO-TCHKKH, 0CcO0€HO B ﬁbﬁpeuwre, KbAETO
NMPpOMCHHTC CC pa3gHBaT 40 He(bpona'ma, BKNHOYBALA NOBHWCHHC HAa YPEATA H KPCAaTHHHHA B KPbBTA.

Habaropaea ce ¢bo xuneprpodus Ha ObO0peUHHTE HOKCTAIOMEPY/IHH KNIETKH U NpH ABaTa BHAa. CuuTa ce, ue
BCUUKH MMPOMEHH C€ Ab/IKAT HA (PapMaKOIOFHYHOTO AeHCTBUE HA BAJiICapTaH, KOETO BOJM A0 NPOAL/DKHTETHA
XUNOTOHUR 0c0obeHO Npu MapmoseTuTe. H3arnexaa, ye TepaneBTUYHATA 1032 HA BAJICAPTAH MPH XOpa HE €
CBBbp3aHa ¢ xuneptpodus Ha OBOpeUHUTE IOKCTArTIOMEPYIHH KIETKH.

6. PAPMAILIEBTHYHN NJAHHHA
6.1 ChnHcbk B2 DIOMOIHHTE BeIeCcTBA

Aopo na mabremxama

Lienynosa, MUKpOKpHCTaNHA

[Tosuaon K25

Kpockapmenosa HaTpHid

HaTtpues naypuncyndar

MaHuTon

CuMLMeB NHOKCH, KOJIoHaeH Oe3BoaeH




Marue3ues creapat (E470b)

Duimo60 noKpumue

[Tonu(BMHKHIOB AIKOXO0)

Makporon 3350

TutanoB guoxcua (E171)

Tank

XKeneszen okcua, uepseHd (E172) —cavo za 10 mg/160 mg/12,5 mg u 10 mg/320 mg/25 mg
Kenezed okeun, scwat (E172) — cavo 3a 5 mg/160 mg/25 mg ul0 mg/160 mg/25 mg

6.2 HecbBMECTHMOCTH

Henpuioxumo

6.3 CpoK na roagaocTr

3 rOAxHH

6.4 Cnennasiny YCJIOBHA HA ChXPaHEHHE

To3n nexapcTBEH NPOAYKT HE UIUCKBA CNEUHATIHH YCAOBHSA Ha CHXPAHECHHUE.

6.5 BHA H ¢HABLPKAHHE HA ONAKOBKATA

bnuctep (OPA/AV/PVC/Al gponuo): 7, 10, 14, 28, 30, 56, 60, 84,90,98, 100, 7x 1, 10x 1, 14 x 1,28 x 1,
30x1,56x1,60x1,84x1,90x 1,98 x 1 un 100 x | dunmMupanu TabNeTKH, B KYTHA.

bnucrep (OPA/AI/PVC//Al gonno), ¢ orbenszanu anu or ceamuuara: 7, 14, 28,56, 84,98, 7x 1, 14 x 1,
28x 1,56 x 1,84 x 1198 x | dpunmupanu tabnetku, B KyTHa.

He BCHUYKH BUAOBE ONAKOBKH MOraT Aa ObaaT myCHATH Ha na3zapa.
6.6 CrnenHa/IHH NpeANA3ZHH MEPKH IPH H3XBBPJaHe H padoTa

Hama cneusanH U3HCKBAHHA.

7. NIPHTEXATEJIHA PABPEHIEHHETO 3A YIIOTPEDBA

KRKA, d.d., Novo mesto, gmarjeika cesta 6 , 8501 Novo mesto, Cnosenus

8. HOMEP(A) HA PASPEIIEHHMETO 3A YIIOTPEBA

Bantpukom 5 mg/160 mg/12,5 mg — Per. Neo: 20190064
Bantpukom 5 mg/160 mg/25 mg — Per, Ne: 20190065
Banrpukom 10 mg/160 mg/12,5 mg — Per. Ne: 20190066
Banrpukom 10 mg/160 mg/25 mg — Per. Ne: 20190067
Bantpukom 10 mg/320 mg/25 mg — Per. Ne: 20190068

9. HATA HA ITBPBO PAZPELHIABAHE/TIOAHOBABAHE HA PAZPEINIEHHE

Jlata Ha mbpBo paspewasane: 28.03.2019
IMaTa Ha nocneaHo noaHoeapaHe: 25.09.2023




10. JATA HA AKTYAJIUBUPAHE HA TEKCTA

19 Mapt 2025

[MoapoOHa uHdopMaLHs 3a TO3H JIEKAPCTBEH NPOAYKT € npeaocTaBeHa Ha yebcaiita Ha U3nb/iHWTeHA AreHius

no Jlekapcreara (MAJI) http://www.bda.bg.



