KPATKA XAPAKTEPHCTHKA HA ITPOAYKTA

1.  WME HA JIEKAPCTBEHUS IPOAYKT | W31ibs HUTENHA ATEHLMS 110 NEKAPCTBATA |
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Valsavil Trio 5 mg/160 mg/12,5 mg film-coated tablets
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2. KAYECTBEH A KOJTHYECTBEH CHCTAB

Bancasua Tpuo 5 mg/160 mg/12,5 mg ¢punmupaHu Tabnerku

Besika punmupana Tabnerka cpabpxa 5 mg amnoaunuH (amlodipine) (kato ammoaunuHoOB 6e3nar),
160 mg BancapraH (valsartan) u 12,5 mg xuapoxnoporuasug (hydrochlorothiazide).

Bancaeun Tpuo 10 mg/160 mg/12,5 mg dunmupann tabnerku
Besika punmupana tabnerka cpabpxa 10 mg amnoaunus (amlodipine) (kaTo aMnoAMNUHOB 6e3unar),
160 mg sancapran (valsartan) u 12,5 mg xuapoxnoporuasun (hydrochlorothiazide).

3a ITBJIHMA CITMCHK HA MOMOILIHHUTE BELIECTBa BIDKTE TOUKa 6.1.

3. JEKAPCTBEHA ®OPMA

dunmMupaHa Tabiaerka.

Bancasun Tpuo 5 mg/160 mg/12,5 mg ¢punmupanu Tabnetku ca 6e/H, OBANHH, ABOHHOH3ITEKHAIH
¢unMupanH Tabierky ¢ AnkMHA 15,6 mm u wHpHHA 6,2 mm.

Bancasun Tpuo 10 mg/160 mg/12,5 mg ¢punMupanu TabneTku ca 65ieT10XKbJITH, OBATHH,
ABOMHOK3IMbKHAIN PriIMHpaHH TabaeTKH ¢ ABJDKMHA 15,6 mm M wKpHHa 6,2 mm.

4, KJIMHHUIHHA JAHHU

4.1 TepaneBTHYRH NOKA3AHHSA

JleueHHe Ha eceHUMANHA XHNEPTOHUA KaTO 3aMEeCTHTENIHA TEPAINKA MPH BL3pACTHU MALUEHTH, NpH
KOUTO € NMOCTHIHAT 3aJ0BOJIUTENIEH KOHTPOJ BEPXY apTEPHATIHOTO HalAraHe ¢ KOMOMHaLMATA
aMIoAUNuH, BaicapTad ¥ xuapoxyopotuazua (HCT), npunaranu kaTo TpH OTRENHH JIEKAPCTBCHH
¢OpMH WIH KaTO (PHKCHpaHa ABOHHA KOMOHHALIMA H OTAE/IHA JICKApPCTBeHa dopMa.

4.2 /lo3mpOoBKA H HAYAH HA NPHIOKEHHE

O3UPOBKA |
[IpenopruranaTa no3a Bancapun TpHo e enHa TabneTka fHEBHO, 3a MpeanounTaHe cyTpuH. [Ipeau aa
NMpeMUHAT Ha JeueHHe ¢ Bancasun Tpuo nauueHtuTe TpaOGsa Aa O0BAaT Ha DHKCHpPAHH OO3H OT
CHOTBETHUTE MOHOKOMIIOHEHTH, KOUTO MPHEMAT Mo ChILOTO BpeMe. Mozara Ha Bancasun Tpuo ce
ornpeacsis Ha 6a3a 103UTE Ha OT/ACAHHTE KOMIIOHCHTH OT KOMOMHALIMATA B MOMEHTA Ha NPEMHHABAHETO.

MakcHmManHara npenopbuBaHa g03a Bancasun Tpuo e 10 mg/320 mg/25 mg.

Cneyuannu nonyrayuu
b1pOpeuHo yepexxaaHe
[lopaau xuapoxnoporuHasunHata KoMrnoHeHra Bancasun Tpumo € nporusono

aHypHa (BxkK. TOMKa 4.3) H NpH NaLMeHTH ¢ Texko OBOpevHO yBpexxaaHe (Cko
dunrpanmsa (GFR) <30 ml/min/1,73 m?) (Buxre Touka 4.3, 4.4 n 5.2).
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He ce Hanara xopekilus Ha Ha4anHaTa n03a IMpH NMaUHEeHTH C JIeKo A0 yMepeHo HnbpeuHo yapexc,uaﬂe
(Bxk. TOukM 4.4 1 5.2).

Yeprodpobro yspesicoane

[Topanu sancapraHoBaTa KoMnoHenta Bancasun TpHO € NPOTMBOMNOKA3aH NMPH MAIMEHTH C TEXKO
yepHOApOOHO yBpexkaaHe (BxK. Touka 4.3). [Ipu nanueHTH ¢ JIEKO A0 YMEPEHO uepHOAPOOHO YBpexxaaHe
Ge3 xonectaza, MaKCUMalHaTa Mperopb4YBaHa [03a BancapraH ¢ 80 mg W mopagH Tas¥ NPUYHUHA
Bancaepun TpHo He € moaxoasu NpH Taszy rpyna nauueHTH (Bx. Touku 4.3, 4.4 u 5.2). IIpenopbku 3a
J03aTa Ha AMJIOAUIHH NPH NALMEHTH C JIEKO A0 YMEPEHO YePHOAPOOHO YBpPEKAAHE HE ¢ YCTAHOBEHH.
[Ipp npeMuHaBaHe Ha NAUMEHTH C XUNEPTOHHA (BXK. TOYKa 4.1) ¥ 4epHOAPOOHO YBpeXIaHe KbM
nevyeHue ¢ BancaBun Tpuo, TpaOBa aa ce H3Moa3Ba Halk-HUCKATA HAIMYHA /1038 AMNOAMITHH.

Cupoeuna HedocmamvyHOCM U KOPORAPHA OoAecm HA Copyemo

ChluecTBYBa OrpaHHyeH onur ¢ ynorpedara Ha Bancasun Tpuo, ocobeHO B MakCUMAaIHH JO3H, NMpH
MALUMEHTU CBC ChpAeUHA HEAOCTATHUHOCT M KOpoHapHa 6osiecT Ha cuplieto. [IpenopnuBa ¢e NoBRHIIEHO
BHHMAaHKE NpPH NALKEHTH ChC CHPACYHA HEAOCTATBYHOCT H KOPOHapHa 607ecT Ha chpLeTo, 0cobeHo
pH [IpWiaraHe Ha MakcHManHara no3a Bancasun Tpuo 10 mg/320 mg/25 mg.

Iayuenmu 6 cmapuecka ¢v3pacm (na ebzpacm 65 200uru u noseye)

IIpenopbuBa ce NOBUIIEHO BHUMAHHE, BKIIOYUTENHO MO-Y€CTO MOHUTOPHUPAHE HA APTEPHAIHOTO
HajllfraHe, rMpu NalMEeHTH B CTapyecka BB3pacT, 0cobEHO NpU npunaraHe Ha MaKCHMaIHATa 1034
Bancasun Tpuo 10 mg/320 mg/25 mg, Thii kaTo aaHHMTE 32 ynorpeda npH TasH NalMeHTCKa
Nommyauus ca orpaHdueHH. Ilpu npeMrHaBaHe Ha NOAXOAAIH NAUMEHTH C XUIIEPTOHUSA (BXK. TOYKA
4.1) xeM neyeHue ¢ Bancasun Tpuo, TpsOBa na ce H3NMON3Ba HAH-HKCKATa HAJIHYHA 032 aMOAHITHH.

Ieouampuuna nonynrayusa
Hama ¢woTBeTHO nMpuioxkeHUe Ha BancaBun Tpro B neanarpuyHaTa nomynamug (nalMeHTH Ha
Bb3pacT noA 18 roanHH) 3a NOKa3aHHETO IEYEHUE HA ECEHLIMAJIHA XHIIEPTOHHA.

HauyHH Ha NPHIOXKEHHUE
IlepopanHo NMpHUIOKEHHE.

Bancarun Tpuo Moxe Aa ce npHeMa ¢ win Oe3 xpaHa. Tabnerkure Tpabpa fa ce MOrmbLIAT LEAH ©
MaJTKO KOJIMMECTBO BOAA, 110 €IHO U CHIIO BPpEME BCEKH AEH, 3a NPEANOYHTAHE CYTPHUH.

4.3 IlporEBonoxazaHHsA

- CBpPBXUYYBCTBUTEIAHOCT KbM AKTUBHUTE BELIECTBA, APYTd CyNPOHAMMIHH NPOU3BOIHH,
AUXHAPONUPHANHOBU NMPOH3BOAHH WIH KbM HAKOE OT NOMOLUHHUTE BelIecTBa, H30POEHH B
TouKa 6.1;

- BTOPH H TPETH TPUMECTHP HA OpemeHHOCTTA (BXK. TOUKH 4.4 1 4.6);

- yepHOApOoOHO yBpeXXAaHe, OHIHapHA LMPO3a UK XO0JIeCTasa;

- Texxko 6u6peuHo yepexaane (GFR <30 ml/min/1,73 m?®), aHypHs H NpH NALMEHTH Ha
AHanNu3a,;

- ©AHOBpeMeHHaTa ynorpeba Ha Bancasun Tpro ¢ alMCKUpPEH-CBOBPKALIHN NPOIYKTH €
NMPOTHBOMNOKA3aHa MPH NaLMEHTH ChC 3axapeH auader unu 0u6peuno yepexaane (GFR <30
ml/min/1,73 m*}Brwx TouxH 4.5 K 5.1);

- pedpaKkTOpHA XMIIOKATHEMHS, XHITOHATPHEMHS, XHIIEPKATLIHEMHS U CHMITTOMATHYHA
XHIEPYPUKEMHA;

- T€)KKa XHUIIOTOHHS,

- 1OK (BKJIIOUMMTEHO KAPAKOIr¢HEH 1I0K);

- oOcTpyKUMA Ha U3XOJa Ha JiABa Kamepa (Hamp. XunepTpopuyHa o0CTPYKTHBH
KapAHOMHOIIATHA H BHCOKOCTENEHHA a0PTHA CTEHO3a);

- XeMOAWHAMM4YHO HecTabuwiHa ChbpIeYHa HEAOCTATBYHOCT Clie]] OCThpP MHOK

44 Cpnenma/jiHR NpeAynpexXKIeHHA H NpeANa3HH MePKH NpH ynorpeba
besonacHOCTTa H €(PHKACHOCTTAa HAa aMJIOAMNUH NPH XHMEPTOHHYHA KPU3a He ca y




Hayuenmu c nampuees- u/uru obemen oegpuyum

EkcuecuBHa XMIIOTOHHA, BKIIOYHTEIHO OPTOCTATHYHA XHIIOTOHHUA, ¢ Habmonasa npu 1,7% ot
nalMeHTHTe, JEKYBaHH ¢ MaKkCUMalHaTa Jo3a Bancasun Tpuo (10 mg/320 mg/25 mg) cnpsamo 1,8%
NpH NAUKUEHTHTE Ha Bancapral/xuapoxnoporuasua (320 mg/25 mg), 0,4% npu nalwenTUTe Ha
amuiogunus/Bancaprad (10 mg/320 mg) 11 0,2% npu nauMeHTATE Ha XHAPOXJAOPOTHA3UA/aMIIOOHUITHH
(25 mg/10 mg) B X012 HAa KOHTPOJIMPAHO M3NUTRAHE IMPH NALUEHTH C YMEPEHA A0 TEXKKA,
HEYCJIOXKHEHA XUTIEPTOHMA.

[Ipu nareHTH ¢ HaTpHEB WKWK 00eMeH AePUIIMT, NpUeMaId BUHCOKH AO3H AHYPETHLH € Bb3MOXKHO
N8 Bh3HMKHE CHMITTOMaTHYHA XMIIOTOHHUA C/I€[ 3ano4yBaHe Ha jieueHHeTo ¢ Bancasun Tpuo. Bancasun
Tpuo TpaGea 1a ce npuiara caMo cliel KOpUTHpaHe Ha MpellecTBalll HaTPUeB WK obeMeH

NEe(DHLINT.

Ako npu nedyeHre ¢ Bancasun Tpuo HacTBEIIM eKCLIECHBHA XUITOTOHMUS, NALUMEHTHT TpAOBa ga Oble
NOCTABEH B JIETHAIIO NOJIOXKEHUE M IIPH HEOOXOAUMOCT 18 C€ NMPUIOKH HHTPABCHO3HA HHQY3MA C
¢H3HONOrHYeH pa3TBOp. JleueHueTo Moxke 1a OBae NPOABBKEHO Clie] KaTo ce cTabHnu3npa
apTePHAIHOTO HAIATAHE.

IIpomenu 8 cepymuume erexmponumi

AMIIOAMIIMH/BAJICAPTAH/XMAPOXJIOPOTHAZKA

B xona Ha KOHTPOMIMPAHOTO KITMHHYHO W3NKTBaHe Ha Bancapun Tpuo npH MHOro oT naupeHTHTE
NPOTHUBOTIONOKHHTE e(PEKTH Ha BasicapTad 320 mg M XUAPOXNIOPOTHA3KA 25 mg BEPXY HHBaTa Ha
CEpYMHHs KaJIHH NOYTH c€ HeyTpalu3upar B3auMHo. [Ipu npyru nauMeHTH, EAMHHAT WIH APYTUAT
e(eKT MOXKe Ja JoMHHHpa. [leproanyHo, Ha NOXOASLIM HHTEPBAIIH OT BpeMe, TpaOBa Aa ce
H3CJIeIBAT HUBATA HA CEPYMHHUTE €NIEKTPONMTH € LEJ1 OTKPUBAHE HA Bb3MOXXHHU €IIeKTPOIUTHH
HapymeHud. [Teppoanuno M3ciicaBaHe HA HUBATA HA CEPYMHHTE EEKTPONNTH, MO-CIICLHAIHO Ha
Kanus, TpAOBa Ja ¢€ MPOBEXK/A Ha ONPENE/ICHH HHTEPBAJIM OT BPpEMe ¢ LI/l QTKPHBAHE Ha Bb3MOXHH
€JICKTPOJIMTHH HAPYLIECHHUA, OCODOEHO NpH NALMEHTH ¢ APYTH PUCKOBH (HaKTOpH KaTO HapylllieHa
6pOpeuna GyHKIMA, TeUEHHE C APYTH IEKAPCTBEHH NPOAYKTH WIH NMPeAXoKallla aHaMHe3a 38
€IIEKTPOJIMTHYA HAPYIHICHHUS.

BancapraH

EnxnoBpemennarta ynotpeda ¢ xanueBH 106aBKH, KalHii-ChbXpaHABalll AMYPETHIIH, 3aMECTUTEIH Ha
CONTa, ChABPIKALIH KaTUH, UK JPYTH JIEKAPCTBEHH NMPOAYKTH, KOUTO OMXa MOI/IM a MOBHAINAT
HUABaTa Ha kanuh (XenapHH H T.H.), He ¢¢ npenoppyra. CTOMHOCTUTE Ha Ka/lus TpsOBa CHOTBETHO Aa
C€ MOHHTOPMpAT.

XHAPOXJIOPOTHA3H]
Jeyenunero ¢ Bancapun Tpuo TpaOBa na ce 3anouHe caMo cliel KOPpUrMpaHe Ha XHITOKAJIHEMHATA H
CBHITETCTBALIATA XUNTOMAarHe3ueMus. THA3HAHHTE ANYPETULIM MOTAT J1a YCKOPAT HOBA MOABA HA
XHIIOK&IHEMHA WIH Aa 000CTpAT NpeAulecTBallua Xunoxandemus. THasHIHKTe JHYpeTHIH TpaOBa aa
C€ NMPHUJIAraT ¢ MOBHIIEHO BHUMAaHHKE MIPH NALMEHTH, YHETO ChCTOSIHME € CBBP3aHO ¢ MOBHIlIeHa 3ary6a
Ha KaJIM[, KaTo HanpHMep coi rydeiy Hedpponatuy wid NpepeHanHo (KapaHOTreHHO) YBpexXKaHe Ha
Op6peunara QyHKUHA. AKO IO BpEME Ha Tepanius ¢ XHAPOXJIOPOTHA3H CE PA3BHE XUITOKATTHEMMUS,
npueMsT Ha Bancapun Tpuo Tpabea na ce npeycraHoBu 10 cTabuiHO B3CTAHOBABaAHE Ha Oanakca Ha
‘Kanud. TuasuJHUTe JUYPETHUM MOTaT Aa YCKOPAT HOBA MOABa HA XMIIOHATPHEMHA H
XHMIIOXJIOpPEMHYHA AJIKAN03a WK Aa OOOCTPAT NpealecTBala xuoHarpueMud. Habmonasana e
XMNOHATPHEMHSA, CHIIPOBOJAECHA OT HEBPOJIOTHYHA CHMITTOMATHKA (TafeHe, MPOrpecHBHA
Ae30pHeHTalHs, anaTus). JleueHueTo ¢ XHaApoXIopoTHa3HAH TpsOBa Aa ce 3anouBa cjiea KOpHUrHpaHe
Ha NpejllecTBallla XMNIOHATpUEeMHs. B ciryyali Ha Texxka WiH Obp30 pa3BHBALIA Ce XHIIOHATPHEMHA 10
BpeMe Ha JieueHneTo ¢ Bancasun Tpwo, neyeHuero Tpabea Aa 6bae cnpsaHo 1o HopManyzpPafie s
HUBATA Ha HaTpui. BCHUkM NatiueHTH, MpHeMallyd THA3HIHH AHYPETHLIH TpaOBa nepugah(. e
ObaT mpocneasABaHH 3a €IEKTPOJUTHH HapylIeHus, ocOOeHO Ha Kaus, HaTPHA H Mt

bvbpeuno ygpesxcoane F
TuasugHUTE JUYPETHLH MOraT 3 YCKOPAT a30TEMHUATA MPH MaUMEHTH ¢ XPOHHUHO QHOpRiH
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npenopbysa NEPUHOAUHHO MPOCIEASBAHE HA HUBATa HA CEPYMHHTE €NEKTPOIUTH (BICTIOYHTEITHO HA
Kaua), KpeaTHHHHA M [THKOYHATA KMCENHHA.

Bancapui Tpuo € npoTHBONOKa3aH INPH MaLHEHTH ¢ TeXKKO OBOpeuHO yBpeXaaHe, aHypHs WiH
MpoBEKAALIH JHaNH3a (BX. Touka 4.3). He ce n3uckea KopHrupaHe Ha Ao3ata Ha Bancasun TpHo npu
MalHEeHTH ¢ 1EKO A0 YMepeHo 616peuno yepexaane (GFR <30 ml/min/1,73 m?).

Cmeno3za na bvbpeuna apmepus

Bancasun TpHo TpabBa na ce npunara ¢ NOBHIIEHO BHUMAaHHE 32 JieUeHHE Ha XUNEPTOHHA NpH
NALMEHTH C €AHOCTPaHHA WM JBYCTpaHHA CT€HO3a Ha OBOpeuHUTe apTepHH KIH NPH CTEHO3a Ha
apTepus Ha eIMHCTBEH ObOpEK, Thii KaTO NpHU TakMB2a MALMEHTH MOXKE JIa Ce MOTyYd NOBHINABAHE HA
ypesTa B KPbBTa H CEpYMHHS KPEaTHHHH.

bvbpeuna mpancraaimayun
J10 TO3H MOMEHT HAMAa HATPYIaH OIMMHUT NO OTHOLICHKME Ha 6e30nacHaTa ynorpeba Ha Bancaesun Tpuo

IPH NALMEHTH ChC CKopoloHa 610peuHa TpaHCcIaHTaLu.

Yeprodpobro yepescoane

BancapraH OCHOBHO ¢ €TMMHHHpPA HETIPOMEHEH upe3 XTbukara. [10yKHBOTHLT Ha aMJIOJIMITHH €
yABDKEH, 8 cToiHocTHTe Ha AUC ca ro-BMCOKM NPH NAUMEHTH ¢ HapyllleHa YepHOApoOHa QyHKIHS;
HE ca YCTAHOBEHH NPENopHKH 3a A03aTa. IIpH nalneHT! ¢ J1eKo A0 yMEPEHO 9epHOAPOGHO YBpeXKAaHE
be3 xonecTasza MaxCHManHaTa npenopeYBaHa o3a BancapraH € 80 mg, cnexosatentno Bancasun Tpuo
He € TIOAXOAALL ITPH Ta3M rpyna nauMeHTy (BX. ToukH 4.2, 4.3 u 5.2).

Anzuoeoem

Cro6inaBa ce 3a ciyyad Ha aHrHOEAEM, BKIIOYHTETHO OTOK Ha JIAPHHKCA H IIOTHCA, MPUYHHSABALL]
OGCTPYKUMS HA AMXATETHHTE TBTHUILIA W/KIHM OTOK HA JIMLIETO, YCTHHTE, (hapHHKCA H/HIM €3HKa NpH
MalMeHTH, JICKyBaHH ¢ BancapTHaH. HAkoH OT Te3n nalMeHTH ca MMaJTi U NpeaH TOBa RHTHOEAEM,
MpH JieYeHHe ¢ ApYTH JEKapCTBEHH NpoAyKTH, BounTendHo ACE unxuburopu. Bancapun Tpuo
TpsAOBa na ce cnpe He3aDaBHO NpH NaLMEHTHTE, KOUTO NOJY4YaT aHrHOeAeM H He TpaOBa a ce npunara
OTHOBO. 1

Cwpoeuna nedocmamvyHocm u KOpOHApHa boecm HA CbpYemo/nocmMuoKapoen ungapxm

Kato nocneauiia o MHXHOHpPaHETO HA PEHHH-AHTHOTEH3HH-AIIOCTEPOHOBATA CHCTEMA TTPH
MpeApasnoIOKEHH NAlMEHTH MOraT ia Ce OYaKBaT npoMeHU B 6n6peunara ¢yHkima. ITpy naumeHTH
C TEXKA CHpPACYHA HEAOCTATBYHOCT, YMATO OBOpeyHa yuxkimMs 6u Moria Aa 3aBHCH OT aKTHBHOCTTA
HA pEHHH-AHTHOTEH3HH-ANJOCTEPOHOBATA CUCTEMA, JieueHHETO ¢ ACE MHXHOHTOPH H aHTHOTEH3UH
pELENTOpHH OI0KEPH C€ CBBP3BA ¢ ONMIypHA W/HIH MPOrpecHBHA a30TeMHUA B (PAAKO) € OCTpa
OBOpeyna HerOCTATLYHOCT WIITH CMBPT. [Toa06HH pesynTaT ca chobleHH 3a Basicaptad. OlieHkaTa
Ha NMalHEHTHTE CBC ChpAeYHa HEXOCTATRYHOCT M HITM NMOCTMHOKapAeH HH(apkT TpsOBa na BKIOYB2
BUHAI'M OLICHKA Ha ObOpeunaTa GhyHKIHA.

B xrirocpouso, ruiaue6o-koHTponupano npoyusade (PRAISE-2) ¢ aMIogHNKH NpH NALMEHTH ChC
cbpaeyHa HeaoctaThuHOCT Knac 111 u IV no NYHA (New York Heart Association Classification), ¢
HEMCXEMHYHA €THOJIOTHA, aMJIOIMITHH CE CBbP3Ba C NoBHIIEH 6poil chodieHns 3a 6enoapobeH oTok,
BBIIPEKH JIMIICATA HA 3HAYMMa pa3/iMKa B YECTOTATA Ha BJIOLIARALIA C€ ChPACUYHA HEAOCTATEYHOCT B
CpaBHeHMe ¢ IUtaLedo.

Bnoxepm Ha KAJIIHCBHTC KaHAJIN, BKNIOYHUTE/THO aMII0UITHH, T|J516Ba Aa C€ H3NOJI3BAT C NOBHIUCHO
BHUMAHHC IIPH NallHEHTH CbC 3aCTOMHA CbpACHHa HEAOCTATBYHHOCT, Th# KaTO MOTaT Aa MOBHILIAT
pHCKA OT ObaeLH ChpACHHO-CBA0BH crOHTHS U CMBPTHOCT.

Heobxoaumo € noBHINEHO BHUIMaHMEe NPH NAallHEHTH ChC ChPACYHA HELOCTATEMHOCT A}
bonecT Ha cBpLETO, 0COOEHO NPH BUCOKATA 034 aMJIOIMITHH/ BAJICAPTaH/ XHAPOXJIC
mg/320 mg/25 mg, Thi KaTO ChlIECTBYBAIIMTE NAHHHATE NPH Ta3H NALMEHTCKA MO
OrPAHHYCHH.

Aﬂpmﬂﬂ UMumpaisd K1anid cmeHosa




KaxTo npy BCHUKHM APYTH Ba30AMNATATOPH € HEOOXOAHMO CMa3BaHe Ha CNICLMAHHA NPeANa3HU MEPKH
NpH NALMEHTH ¢ MUTPAJIHA KJIalHa CTEHO3a WIH 3Ha4HMa aOPTHA CTEHO3a, KOATO HE €
BHCOKOCTETICHHA.,

bpemennocm

AnrnorensyH Il peuenrropuure 6nokepu (AIIPD) He TpabBa na ce 3anouBar no speMe Ha OpeMeHHOCT.
OcBeHn ako npoAwWDKaBaHeTO Ha TepanuaTa ¢ AIIPB ce cuMTa 32 XKHU3HEHO BAXKHO, HA MALMEHTKHTE,
KOUTO MJaHupat Aa 3abpemeHear, TpabBa 1a 6bae HA3HAUECHO ANTEPHATUBHO AHTHXHIIEPTEH3HBHO
NICYECHHE C YCTAaHOBEH Npodun Ha OezonacHoCT 3a ynotpeba no BpeMe Ha OpemeHHOCT. [Ipu
ycraHoBsABaHe Ha 6pemeHHOCT neveHneTo ¢ AIIPD Tpabea na ce mpeycraHoBd He3a0aBHO U, aKo €
YMECTHO, Ja C€ 3aMo4uHe arrepHaTHBHA Tepanns (Bxk. TOUkH 4.3 u 4.6).

ITvpeuven xunepandocmeporuzvm

[larueHTH ¢ MBPBHYMEH XHITEPAJLIOCTEPOHHUIBM He TpAOBa 1a OBIaT JIeKyBaHH ¢ aHrHOTeH3uH |l
peuenTopuua Ol0Kep BajicapTaH, Thil KATO TAXHATA PCHHH-aHMHOTEH3IMH-AIZOCTEPOHOBA CHCTEMA He
¢ akTuBHpaHa. [lopaau Tasu npuuuHa Bancasun TpHo He ce npenopbyBa Npy Tasy NOIMYJIaLKA.

Cucmemern Aynyc epumemamooec
Crobitasa ce, ue THA3UAHUTE AUYPECTHLH, BKIIOUHTENHO XHAPOXJIOPOTHA3KHI, MOTaT Aa 06OCTPAT WM
1a aKTHBHPAT CHCTEMEH JIYITYC EPHTEMATOAEC.

pyeu memabonumnu napyuenun

TuazuanuTe AMYPETHIIH, BKIIOYUTEIHO XHAPOXJIOPOTHA3H]I, MOTAT Ja HAPYILIAT INIKOKO3HUA TONEPaHC
M J1a NIOBHMINAT CEPYMHHUTE HHBA HA XONECTEPOI, TPHUIVIMUEPHAM H NMUKOUYHA KUceNHHa. [IpH nanueHTy
¢ auaber MoXxe Aa € HeoOXONUMO KOPUTHPAHE Ha J03aTa HA HHCYJIMHA WIH Ha NEPOPATHOTO
XHNOTJIHKEMHYHO CPEACTBO.

[lopaau xuapoxnopordasuaHata koMnoHeHdTa Bancasun Tpuo e nporHBOnokasaH npH
CHMIITOMATHYHA XUIIEPYPHKEMH. XUAPOXIIOPOTHAZHA MOXKE /14 ITOBHIIK CEPYMHHUTE HHBA Ha
IHKOYHATA KUCE/IHHA, MOpaJH HAMAJIEHHA KIMPBHHC Ha NMKOYHATA KMCeIHHA H MOXe J1a MPUYUHHU MK
na 000CTPH XHNEPYPHKEMUATA, KAKTO H J1a YCKOPH NOABATa Ha 1oJarpa npu rnpeapasnonoxKeHH
nauueHTH. THazHaUTEe HAaMAaNABaT EKCKPELMATA Ha KAILHUH ¢ YpHHATA M MOTaT Aa MPEIH3BUKAT
NPEXOAHO H JIEKO NMOKAYBAaHE HA CCPYMHHSA KAJILIMH NPH JIMICATA HA U3BECTHH HApYLUCHHA B
kanumeBus Metabonu3eM. Bancasun Tpuo € npoTHBONOKA3CH NPH MALHEHTH C XHIIEPKAILMEMHS K
TpAOBa Ja ce mpujlara caMo Cliel KOpHrHpaHe Ha NMpeauIecTBalla XxunepkaieMus. [lpueMsT Ha
Bancasun Tpno tpabea na Onfe npexpaTeH Npu pa3suTHE Ha XUNEPKaILMEMUA IO BpeMe Ha
nevyenrero. CepyMHHTE HHBA Ha KM TPAOBA NEPUOAMUHO J1a C€ NPOBEPABAT MO BpeMe Ha
nevyeHuero ¢ Tuazuay. Ilomuepranara xunepxaniueMHis Moxe 11a Obae 10KA3ATEACTBO 34 CKPUT
Xxunepnapatupeouau3sM. [IpHeMbT Ha THa3HAHK AKYpETHLUH TpaOBa fa Obae npekpareH npean
NPOBEKAaHe Ha U3CIeABaHWA Ha (YHKUMATA Ha NapaTHPEOUAHHTE XKIIe3H.

Domouyacmeumensocm

Crod1aBa ce 3a cirydad Ha peakuud Ha GOTOUYBCTBUTETHOCT NPH NPUEM Ha THA3HAHHN OHYPETHLIH
(BK. Touka 4.8). AKO 110 BpeMe Ha JiedeHHeTo ¢ Bancapun TpHO BB3HHKHE PeakLMa Ha
(OTOUYBCTBHTEIHOCT, C€ MpENopbhYBa CIIHPAaHe Ha JIeYEHHETO. AKO Ce CHHTA 33 HeODXOaUMO
MOBTOPHO NpUIaraHe Ha JHYpeTHKa, ce MpenoprYBa 3allluTa Ha odnacTure, HIN0XEHH Ha CTBHLIE WIH
U3KycTBeHa UV A cBeT/IHHA.

Hemenanomen pax na xoxcama

B 1Be enMAEMHONOTHUHH MPOYUBAHHs, OCHOBABAIIM C€ HA JATCKHSA HALIMOHAJIEH PAKOB P
HabmoaBaH NMOBMILEH PUCK OT HEMeJIaHOMeH pak Ha xoxara {HMPK) [6&33J1HOKJ‘[BTB‘-I
(bKK) u ckBamo3HOKIIETRUEH KapuMHOM (CKK)] npH HapacTBallia €KCIIo3MLHUA Ha KY /
xuapoxaopotHasua (XXT3). Gorocencubunusupaiure edpextd Ha XX T3 morar faa § 3oL _' .
BEpOATEH MexaHHu3bM 3a pa3suTHe HAa HMPK. [lanmenrure, npuemamu XXT73, Tpad 4T et
HHpopmupaHnu 3a pucka oT HMPK u chBeTBaHu penoBHO 1a MpOBEPSBAT KOXKATA CH \ Sovt) *,,_ Ty
Tp R a TH , Fe

SI'HGERD

He3abaBHO fa choOUIABAT MPH MOABA HAa NOJO3PUTENHN KOXKHH Nesnd. Ha maupe
NpenopbYaT Bb3MOXKHM [IPEBAHTUBHH MEPKH, KaTO OIPaHUYEHO H3NaraHe Ha CITbHYCBANGSS




YJITPABHOJIETOBH JIbYH, a B CJIy4al Ha €KCITO3UUKA, NOAXOA411a 3alliiTa, 3a Ja Ce CBejie A0 MHHAMYM
PHCKBT OT pak Ha koxkata. [logospurennnre koxHu neany Tpadsa aa 6bvaaT noaiokeHH Ha He3abaBHO
M3CEBaHe, MOTEHLMAIHO BKIIOYBALIO XHCTONOFHYHH H3CIeABAHHSA HA OHOTNICHYHHA MaTepHaNHu.
[Ipepasrnexxaane Ha ynotpebara Ha XXT3 Moxe Aa ce HATOXKH H MPH NALKEHTH, KOUTO Ca HMaJllH
npeaxozed HMPK (Bx. cbio Touka 4.8).

Xopouoaner u3nug, ocmpa MUOnul U 6MOPUYHA 3AKPUMObSBAHA 2AAYKOMA

CyndoHaMHaNTE WIH JIEKAPCTBATA, MPOU3BOAHM Ha CYNI(PORAMHAMTE, MOTAT Ja NPEAH3BHKAT
UIHOCHHKpPa3Ui, BOAEIHA 1O XOPOUAANEH U3JIMB ¢ ACPEKT HA 3PUTENIHOTO T0Je, MPEXOAHA MHOITHS U
OCTpa 3aKpHTOBIBIHA rlaykoMa. CHMIITOMUTE BKITIOYBAT OCTpa HayaiHa ¢ha3a Ha NMOHMKEHA
3pHTENIHA OCTPOTa, H0/IKa B OKOTO, KOATO Ce NMOABABA B pAMKHTE HA YaCOBE [0 CEAMHLH OT HaYaloTo
Ha JieyeHuero. HenekyBanara 3akpHTOBIbIIHA FayKkOMa MOXeE Aa A0Beae 1o 3aryba Ha 3peHHeTo.
Karto mppBOHaUYaHa MApKa, T€YEHHUETO TpAORa Ja Obje MpeyCTaHOBEHO BE3MOXKHO Hai-0bp30.
He3abasna nexkapcka MoMoOlLl ¥ XHPYPruydHa HaMeca MOXE J1a Ce HaJIOKH, aKO NOBUILIEHOTO BETPEOUYHO
HalsAraHe He MoXe Ja 6bae konTponupaHo, Kato puckoB akTop 3a nmosBa Ha 3aKpUTOBIbJIHA
raaykoMa MOJKe /1a C€ CYMTA aHAMHE3a 33 aNeprud KbM CyJIQOoHaMHH HIH HEHHLIMIMH.

Ocmpa pechupamopHd MOKCUYHOCM

Crien npyeM Ha XHAPOXJIOPOTHA3ZH] CE€ CHOOLLABAT MHOIO PEAKH TEAKKH CIy4YaH Ha OCTpa
peclHpaTopHa TOKCHYHROCT, BKJIIOYHUTEITHO OCTLP pecrypaTtopeH auctpec cuHapoM (OPIC). Cnen
NPUEM Ha XMAPOXJIOPOTHA3UR OOMKHOBEHO ce pa3BHBa OenogpobeH OTOK B paMKHTE HA MHHYTH [0
yacoBe. B HauanoTo CHUMIITOMMTE BIUTHOYBAT BHCITHEA, MOBUIICHA TEMIIEPATYpa, BIOLIABEAHE HA
GenoapobuaTa GpyHk1Ma H xunoTonus. [pn cemuenHe 3a ARDS Tpa6ea qa 61ae ChpsH NPHEMBT Ha
Bancasun Tpro 1 ga ce npunoxu noaxoasuio JeueHne. Xuapoxnoporuazua He Tpabpa aa ce npuiara
IpH NaUHUeHTH, KOMTO Npeay Toea ca noxyyasanu OPJIC cnen nprueM Ha XHAPOXJIOPOTHA3UL.

Obwu

Heo6xoanMo € NOBHILIEHO BHAMaHHe NPH NaLMeHTy ¢ MPeAIlECTBAINA CBPBEXYYBCTBUTENIHOCT KbM
Apyrn anrmorensuH II penenropHu 6nokepu. PeakiMuTe Ha CBPLXYYBCTBUTEIHOCT KbM
XHAPOXJIOPOTHUA3H], Ca NO-BEPOATHHU MPH NALHEHTH, CTPaJallld OT aJieprud WiIH acTMa. .

Hayuenmu 6 cmapuecka év3pacm (Ha eb3pacm 65 200unu u nogeue)

[IpenopbyBa ce NOBULIEHO BHUMAHUE, BKJIKOUYHTENHO NMO-YECTO MOHUTOPHPaHe Ha apTePHAIHOTO
HaJlfraHe, Mpy MALMEHTH B CTApYECKA BB3PacT, 0COOCHO NMPH NpWiaraHe Ha MaKCMMAaNHaTa J03a
amnoaMnu/Bancapran/xuapoxioporvasuy 10 mg/320 mg/25 mg, Teii kaTo JaHHHTE 3a ynoTpeba
[pH Ta3H NALHEHTCKA MOMYyJaLUUA Ca OrpaHHYeHH. -

Heoimo broxupane Ha penun anzuomerzun -ardocmeporosama cucmema (PAAC)

HMa nauum, ye enHoBpemeHHaTa ynorpeba Ha ACE unxuburopu, APb unu anickupeH noBpuiapa
PHCKa OT XMITOTOHHS, XHIIEPKATHEMUA U HamanssaHe Ha Or0peunaTa QyHKLNS (BIUTIOYHTENHO OCTpPa
01.0peuna negocrarbruHocT). [lopagu ToRa He ce npenopbuBa ABOHHO Onokupane Ha PAAC upes
koMOHHHpaHaTa ynotpeda Ha ACE unxuburopu, APb wiv anuckupeH (Bx. Touku 4.5 u 5.1). Ako ce
NMpelueHH, Ye TepanuiaTa ¢ ABoiHO OnokHpaHe e abconoTHO HeobXoaMMa, ToBa TpAOBa Aa cTaBa caMo
noJ HabMOACHUETO HA CTICLIHANIUCT M NMPH YECTO BHUMATETHO MOHUTOpHpaHe Ha OB0peuHaTa
GYHKUMSA, EEKTPOMUTHTE H KPpBBHOTO Hanarane. ACE naxuburopu n APb ne Tpsabsa na ce
M3M0J3BAT €JHOBPEMEHHO MNPH NallMEHTH ¢ AHabeTHa HedponaTus.

Humecmunanen anzuoedem
3a HHTECTHHAJIEH aHTHOEEM C€ ChODIIaBa NPU MALUEHTH, NEKYBAHU ¢ aHrHoTeH3HH 11 peienropHu
AHTArOHHCTH, BKIIIOYHTENTHO BaicapTaH (BxK. Touka 4.8). Teau nauMeHTH MMaT KopeMHa 60)ks
rajeHe, NOoBpblaHe U AuapHs. CUMITTOMHUTE OTIIYMSABAT CCH MPEYCTAHOBABAHE HA aHr v
PELUENTOPHUTE AHTArOKHCTH. AKO C€ HATHOCTHLIMPA MHTECTHHAJICH AHTHOEIEM, Jieue ,
BajicapTaH TpAOBa Aa ce MPeYCTaHOBM M JIa Ce 3an0YHe NOAXoAsWo Habnoaenue 10 ifnfiofeg’ss
OTLIYMABAHE Ha CUMITTOMMTE.




He ca npoBexxaaHu opHLUMAIHA IPOYYBaHHUA 3a B3aUMoACHCTBMATA Ha Bancasun TpHo ¢ apyru
NeKaApCTBEHM NPOAYKTH. ClieoBaTeIHO, B Ta3M TOUKA € npeAcTaBeHa HHpopMalHug €JHHCTBEHO 34
H3BECTHUTE NPH OTAEITHUTE aKTHBHH BELIECTBA B3aUMOAEHCTBUS C APYTH JIEKAPCTBEHH MPOAYKTH.
BaxxHo e na ce uma npeaBHI, ye Bancapun Tpuo Moxe Aa 3aCHIIH XHITOTEH3UBHUTE €(peKTH Ha IpYTrH
AHTHXMIIEPTEH3UBHH CPEACTBA.

He ce [IpernopryYsa CAHOBPCMCHHO IIpHIOXKEHUAE!

Bancasug Tpuo
OTAEHH KOMIOOHEHTH

H3BecTHH B3aRMOACHCTBRS EdexT Ba B3aEMOACHCTBHETO €
ChC CJICAHHTE CpeacTBa APYTH JeKAPCTBEHH NPOAYKTH

BancapraH H
XHIPOXJIOPOTHA3HN

JTWTHR

Coobiaea ce 3a obpaTumo
MOBUIIIABAHE HA KOHLCHTpALMATa Ha
JIUTHH B cepyMa H TOKCHYHOCT MNpH
€AHOBPEMEHHO NMpUIaraHe Ha JIATHUHA
¢ ACE unuxuburopu, anruorensus Il
peLEenTOPHH aHTarOHHUCTH,
BKTIOYHMTEIHO BANICAPTAH WK
THA3WAHU AHYpeTHUH. ThH KaTo
OBLOpEeYHUAT KNUPBHC HA JIHTHA €
HaMaJICH OT THA3HAKTE, PUCKBT OT
NIHTHEBA TOKCHYHOCT € Bb3MOXHO
OOIMBJIHUTENHO A4 C€ NMOBULIX NPH
npueM Ha Bancaeun Tpuo. Ilopanu
Ta3H MIPHYHHA CE MpenophiBa
BHUMATENHO NPOCNCAIBaHE Ha
CEpYMHMTE HHBATA HA JIMTHHA NpPH

Bancaprax

Kanuii-cexpanapaiuy
AHYPETHLH, KaJIHeBH N0DABKH, | €JHOBPEMEHHO C BAJICAPTAH Ja CE
3aMECTHTEJIH Ha COJITa
CBALPAKALIM KAJTHIt M JpyTrH KOHTO NMOB/HABA HUBATA Ha KANHH, ce
BEIIIECTBA, KOUTO MOTAaT Ja NpenopbyBa YECTO MOHUTOPHpaHE Ha
| TOBHILUAT HHBATA HA KAJIHH IU1a3MEHHTE HUBA HA KAJIHIA.

| eaHOBpeMeHHa ynorpeba.
AKO ce cMeTHe 3a He0DX0auMO

NnpeAnnIueC JCKapCTBCH NMPOAYKT,

AMITOTUIIHH

rpedngpyT

['pefindpyT HAY COK OT

He ce npenopruBa €AHOBpEMEHHATA
ynotpeba Ha aMJIOAHITAH C

rpeMn@pyT MNH COK OT rpelindpyr,
TBH KaTO NPH HAKOM MALUEHTH

OHMOHAJTMYHOCTTA HA aMJTOJHITHH
MOX€ Ja ce MOBHLIM U J1a A0oBeIe J0
3aCHJIBAHE HA AHTHXUINEPTEHIHBHHTE
e(heKTH.

M3KCKBa ce MOBHILICHO BHUMAHHE NPH CIICIHHTE B3aUMOJCHCTBHS

Baacasua TpHo
OTAC/THH KOMIOHEHTH

H3BecTHH
B3ARMOJIeHiCTBHA CLC
CJIEJHHTE CpeACTBA

EdexT Ha B3IRAMOAEHCTBHETO C APYrH
JIEKAPCTBEHH OPOAYKTH

AMIONUITHH

CYP3 A4 vHxubuTOpH
(Harp. KeTOKOHA30J1,
HTPaKOHa30J1, pPHTOHABHP)

EnnoBpeMeHHOTO NPUNOKEHHE Ha aMIOIUIIHH -

CBC CHNTHU Uiy yMepeHH CYP3 A4 unxuburopu
(nporea3Hu HUHXMOUTOPH, a30JIHH
MPOTHBOrLOMYHH CPEACTBA, MaKpe
CPUTPOMHULIHH WIH KIAPHTPONE
WM AUNTHA3ZEM), MOXKe 3 0R
yBETHYBaHE Ha EKCIIO3ULIIMR Aa :
K1IHHUYHaTa 3HAUUMOCT &3 ; ; m_ 3
(apMaKOKHHETHYHH Bap !‘.: TN _
H3pa3cHa IpH NalHeHT

t »




ToBa MOX€E a HAJTOXKH KIIHHHYHO MPOCIEIABaHE
M KOPEKIIMA HA 103aTa

CYP3A4 ungykropu

(AaHTHKOHBYJICAHTH [Hamp.

kapbamaserus,

denobapburan, GeHUTOHH,
docheHnTonH, IPHMHACH],
pudpamnuumH, Hypericum

perforatum [XKBAT

Hsma HamH4YHH JaHHH OTHOCHO €(DEKTa Ha
CYP3 A4 uHayKTOpHUTE BEPXY aMJIOJUIIHH.
EnnoBpeMenHara ynotpedba Ha CYP3 A4
HHAYKTOpH (Hanp. pudamnuunH, Hypericum
perforatum) Moxke a MOHWKM IUIa3MEHaTa
KOHLICHTpALMA HA aMJIOAMNOHH. AMJIOAMIHH
TpabBa 1a ce U3MoN3Ba BHUMATENHO

KaHTapHOH]) eaHoBpeMeHHo ¢ CYP3 A4 unaykropu

CHMBacTaTHH MHOroXpaTHoTO NPpUICKEHKE Ha aMaoaunuH 10
mg €AHOBPEMEHHO CbC CMMBacTaTHH 80 mg
MOBHILABA CBC 77% E€KCIIO3ULIMATA HA
CHMBACTATHH CIIPAMO CaAMOCTOATEJIHOTO
NPUIOKEHHE Ha CHMBAcTaTHH. IIpenopbuBa ce
HaMaJisBaHe Ha J03aTa Ha CHMBAacTaTHH Ao 20
mg AHEBHO [PH MaLHEHTHTE HA JIEUeHHE ¢

| aMNIOAHITHH.

HanrponeH (MHy3un) I1pu xxMBOTHU ca HADMIONABAHY JIETAIHA
kaMepHa pubpunauus U CxpAEYHO-CHII0B
KOJanc, CBbP3aHU ¢ XHIIEpKaTHEMUA Chej,
NPUIOKECHHE HA BepanaMWw! 1 MHTPaBECHO3¢EH
aa”TponeH. [lopaan pyUCK OT XUNEPKAITHEMHS, Ce
NpenopbuyBa Aa ce Hidbiaraa e JHOBPEMEHHOTO
[MPIWIOKEHHUE C aHTArOHHCTH Ha KAJILMEBHTE
KaHaiK KaTo aMJIOAWIIHH NTPH Mal{eHTH,
NPEAPasnOJIOKEHU KbM MATUrHEHA
XHIIEPTEPMHA H NMPH OBRIIAJABAHE Ha MaJIHTHEHA

| XHIEPTEPMHUA.

Bancapran u HCT Hecrepounuu HCIIBC morar na orcnabsr
NPOTHBOBB3NAJIHTEIHH AHTUXUMNEPTEH3IUBHUA e(eKT, KAaKTO Ha
cpeacrea (HCIIBC), aHruoTeHsuH II peuenrropHuTe 610KepH, Taka H
BKJIIOYBALIH CEJIEKTHBHH Ha XHAPOXJIOPOTUA3UA, KOraTo ¢ npuiarar
HUKJIOOKCUIeHasa-2 eJHOBpeMeHHO. OCBEH TOBa CIHOBpPEMEHHATA
uaxuburopu (COX-2 ynotpeOa Ha Bancaeun Tpuo n HCIIBC Moxe
HHXHOUTOPH), Ja OoBenAc no sioiunasaHe Ha 6xOpeunara
aueTHICATUIUIIOBA GYHKLUMA, H NOBUILIABAHE HA HUBATA HA
KkuceanHa (> 3 g/neH) U cepyMHHUA Kanuil. [Topanu Ta3u npuynHa ce
HeceneKTHBHH HCBIIC npenopbyuBa MOHUTOpHpaHe Ha 6bOpeunaTa

(GbYHKLMA TP 3aM04YBaHE Ha JIEYEHHETO, KAKTO U
afleKBATHA XMApATAallid Ha NaLMeHTA.

Bancapran NHxu6HTOpH Ha BITTEHK PesynraTtiTe OT in vitro npoyuBaHe ¢ TEKaH OT
TpaHcnoprepa YOBELIKH 4YepeH Apod noKa3Ba, 4e BaJicapTaH €
(pudaMnuLKH, cyOcTpaT Ha YepHOAPOOHUA BITEHK
LIUKJIOCTIOPHH) HJIH tpancnioprep OATP1B1 n Ha uepHoaApoOHNA
e(pTYKCHHA TpaHCTIOPTEP edaykceH Tpaacnoprep MRP2.

(pUTOHABHUP) EnaHOBpeMeHHOTO NPHIOKEHHE C HHXHOUTOpU
Ha BIITEHK TpaHcnopTepa (pupaMnNHULMH,
LMKIOCIIOPUH) WIX Ha eDTYKCHHA TPaHCTIOPTED
(PMTOHABHUP) MOXKE 12 TTOBHII-CHETCMHATS
CKCIO3HLIMS Ha BANCApTaH m
XHAPOXJIOpOTHA3U Ankoxon, bapbutypaTu EaHOBPEMEHHOTO NPpUNAYAR be

WKW HapKOTHULH

IUYPETHIH C BELICCTBE
MOHHW)XABAIL, KPEBHOTO
ype3 HaManABaHe Ha a \ 5

HeHTpa/lHaTa HEpBEHA CHORCME




Ba30HNIaTaLMs ) MOXKE 1a NOTEHLMpa [moABaTa
Ha OPTOCTATHYHA XHITOTOHKA.

AMaHTaauH THazuauTe, BKIIOYHTENTHO XHAPOXNOPOTHA3H,
MOTAT Jia ITOBHLIAT PHCKA OT HEXKEJIaHH
peakLiMH, NPHYHHEHH OT AMAHTAUH.

AHTHXOJTHHEPTHYHH BHOHATHYHOCTTA Ha THAZHIHHTE JUYPETHLIH
CPEACTBA U APYrH MOJKE [1a C€ NMOBHILH OT AHTUXOJIMHEPTUYHKHTE
NIEKAPCTBEHH MPOAYKTH, cpenctsa (Hanp. aTponsH, Gunepuaen),
NOBJTMABALIH CTOMALIHHA BEPOATHO IOpaJd HAMANABAHE HA MOTHIIMTETA
MOTHJIHTET Ha CTOMAILIHO-4YPEBHHA TPAKT M 3a0apsaHe Ha

BPEMETO 3a u3npassaHe Ha cTomMaxa. ObpartHo,
OYaKBa ¢ NPOKUHETHYHMTE BEIlECTBa KaTo
LIM3apnMI A4 MOTaT Ja HAMaJIAT
OHOHANTMYHOCTTA HAa THA3HAHHTE NHYPETHLH.
AnTuauabeTHu cpencrea TrasuguTe Morat Aa HapyLaT [MOKO3HUA

(Hanp. UHCYJIMH W ToNepaHc. Moxe na ce HaloXKH KOpHUTrHpaHe Ha
NepopaIHH AHTHAHA0ETHH | JO3UTE HA aHTUAMAOEeTHUTE IeKapCTBEHH
CpeAcTBa) IIPOAYKTH. |

Metdopmun TpabBa na ce npreMa ¢ NOBUIIEHO -
BHHMAaHHE NOPaJH PHCK OT JIAKTaTHA ALHA034,

- MeTQOPMMH HHAYLHpaHa OT Bb3MOXHA QYHKUHOHAJIHA
O0BOpeuna HegoCTaTLYHOCT, CBBP3aHa C

XHIPOXJIOPOTHA3H.

beta-6n10kepu n anazokcun | EnHOBpeMEHHOTO NPIIO)KEHHE HA THA3HAHH
AHYPETHLH, BKIIIOYUTENHO XHIPOXIOPOTHA3HUA,
1 OeTa-00KepH MoXe A2 NOBHINM PUCKA OT
XHnepraukeMus. THA3HAHKTE AMYPETHLI,
BKJIIOUMTETHO XHAPOXJIOPOTHA3KHI, MOraT Ja
NMOBHILAT XHNEPriuKeMHYHHA edeKT Ha

. OUA30KCHA.

LuknocnopuH EnHOBpEMEHHOTO NpWIarane ¢ MKIOCTIOPHH
MOJKE JIa MOBHILM PHCKA OT XHNIEPYPHKEMHS H
YCJIOKHEHHKS Ha Nojiarpara.

LIMTOTOKCHUYHM CpEACTRa TrasunHKTEe IHYPETHIIH, BKIIOUHTEIHO

| XHAPOXTOPOTHA3HA, MOTAT Aa HAMANIAT
OLOpeuHaTa excKkpelMs Ha UUTOTOKCHYHHTE
cpeactsa (Hamnp. uukiodochamun,
METOTPEKCAT) H A4 NOTEHLMPAT TeXHHUTE
MHENOCYNIPECUBHH €DEKTH.

AururanucoBy ravko3uay | THasHO-MHAYUHpaHa XHITOKAJIHEMHSA WIH
XMIIOMArHe3HeMHs MOTaT Ja C€ HU3SBAT KATO
HeXKeNaHH peaKkllii, ynecHaBaliKy Ha4YaloTo Ha
AMTHTATUCHHIYLIMPaHH CbPACYHH ApPUTMHH.
Hoauu KOHTPACTHH B ciyyaii Ha AMYpeTHK-HHOYLHpaHa

BELLECCTBA AeXHIpaTalMa UMa NOBUILEH PHCK OT OCTPa
OLOpevYHa HeAOCTATBEYHOCT, OCODEHO NPH
BHCOKH NO3H Ha HOJHHTE NPOAYKTH.
[TanenTrre TpaGBa Aa ce pexuapaTupar npeau
NPUIAraHeTo Ha HOAHH KOHTPS4 B

' Monoo6MeHHH cMonH Abcopbumara Ha THASHIAHUZ
| | BKJIKOUHTENHO XHAPOXJIO /
OT XOIECTPHPAMUH WK
na aosene a0 cybrepanet
THA3UOHUTE JUYPETHUH.




npunara noxe 4 yaca npean WiH 4-6 yaca cnen
NPUIOKEHUETO Ha HoHooOMeHHAaTa cMolla, Oun
HaMaJIM10 B3aHMOOCHCTBHETO.

—

JlekapcTBeHH NIPOAYKTH,
MOB/IHABALUM CEPYMHOTO

HHBO Ha KaJlkuA

XUrnokanueMHYHUTE eekTH Ha
XMAPOXJIOPOTHAZHA MOraT aa ObAaT NOBHILIEHH
PH CBBMECTHO MPUIOKEHHE ¢ Kanui-rybewu
JAMYPETHLIH, KOPTHKOCTEPOUIH, JTAKCATUBH,
anpeHOKopTUKOTponeH XopMoH (ACTH),
aMpoTepULIH, KAPOCHOKCONOH, NEHHUWIHH G U
NPOU3BOAHH Ha CAIMUIOBATA KHCE/IMHA WK
AHTUAPUTMHIIH. AKO € He0DXO0IHUMO

- MIPEAITHCBAHETO Ha TC3H JICKAPCTBCHH NMPOIYKTH

€JHOBPEMEHHO ¢ KOMOHHaLMATA
AMJIOAMITMH/ BaJICAPTaH/ XHAPOXJIOPOTHA3U], CE
ONpenopb4YBa MOHUTOPHUPAHE HA IUIa3MEHHTE
HHBA Ha Kajus.

JlexapCcTBEeHM NMPOAYKTH,
MOBJIMABALIM CEPYMHOTO

HUBO Ha HATPUA

XHIIOHATPHEMHYHHUAT e(PeKT Ha JUYPETULIMTE
MOXKe Ja Ce YCUIHU MPH CbBMECTHO NMPHNOIKEHHE

C OIIpeieNICHH JIEKAPCTBEHU NPOAYKTH KATO
AHTHACIPECAHTH, AHTHIICHXOTHLIH,
AHTHENUNCITTHYHH cpeacTBa K ap. Heobxoaumo
¢ IIOBHLLICHO BHUMAHUE IIPH CHBMECTHO
NPHIOKEHHE HA TE3H JIEKAPCTBEHH NPOAYKTH.

JlekapCTBEHH NPOAYKTH,
KOMTO MOraT Ja HHIyLHpaT

torsades de pointes

[Topanu pHcKa OT XHNOKAIHEMMSA
XUAPOXJIOPOTHA3M TPAOBA Jla ce npuiara ¢
NOBUINEHO BHUMAHHKE ¢ MTPOAYKTH, KOMTO MOraT
Ia HHOyuMpar torsades de pointes, no-
creuanHo aHtHaputMuum Knac Ia n Knac I11,
KAKTO U HAKOM AHTHIICHXOTHLIM.

JlexapcTBEHH NMPOLYKTH,
MpUIaraHy 3a JieyeHHe Ha

noaarpa (npobeseumn,
CYyI(PUHITUPA3OH U
AJIOITYPHHO)

B1H3MOKHO € [a ce HAIOXKH KOPHIHpaHe Ha
A03aTa Ha YPHKO3YPHYHHTE JIEKAPCTBEHH
NPOOYKTH, Thil KATO XHAPOXJIOPOTHA3HM] MOXKE
Aa NMOKA4YM HHMBATa Ha CEpyMHATa MMHKO4YHA
xucenuHa. Moxe aa e Heob6xoauMo aa ce
yBeJUUH fo3ara Ha npobeHeLua u
CY(QUHNIHPa30oH. ENHOBpeMEHHOTO NpHIaraHe
Ha THa3HJIHH JHYPETHIH, BKIIOYHTEHO
XHAPOXJIOPOTHA3H, MOXE Aa MOBUIUN
YeCTOTATa Ha peaKLHHUTe Ha
CBPBXHYBCTBHTEJHOCT CNPAMO AJIONYPHHON.

| MBTHJ'[HOH&

HmMa oTaenHn cpo01eHHs 3a CIy4yaH Ha
XEMOJIMTHYHA aHEMHA, Bb3HUKHAA NpH
CIHOBPEMEHHO NpWIaraHe Ha MEeTUAZoMNA U

XHIPOXJIOPOTHA3 KA.

TyboKypapHH)

Henenonspusupauiu
CKENIETHO-MYCKY/THH
pellakcaHTy (Hanp.

TuasnavTe, BKMOYUTENTHO XHAPOXJIOPOTHA3UN,
NOTCHUHMPAT ACHCTBUETO HA NPOU3BOIHUTE HA

Kypape.

. JPYTH aHTHXHIIEPTEH3UBHH
JIEKapCTBEHH MPOXYKTH

TuasuauTe NOTEHUMPAT AaHTHXHNEPTEH3IUBHOTO
NeHCTBUE Ha JPYTUTEe aHTUXHINEPTEH3UBHH
NieKapcTea (Hanp. ryaHe
bnokepu, Ba3OIUNATATORDE
KaJllMeBHTE KaHa/H, A Zlﬁwmq A

IIpecoprH aMHHM (Harp.
HOpaJpeHalluH, aApeHalliH)

HupexTHH PeHUHOBU !n:_=.: e @
X HAPOXIOPOTHA3ZUA .\ﬁ .
KbM TIPECOPHH aMHHH RATQ HQPAN
KJMHUYHATA 3HAUMMOCT &
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HeomnpeaeneHa H He € A0CTAThYHa 3a
MpeKpaTsaBaHe Ha TAXHATa ynorpeba.

Buramuu D u kanienn IIpunaraHeTo Ha TMa3MIHH JHYDETHLY,

COJH BKJTKOYHTEHO XHAPOXIOPOTHA3HI, C BHTAMKHH D
WJIM ¢ KaJILIHEBH CONHU MOXE 2 MOTEHLHUpa
NMOKAYBAHETO HA CEPYMHMSA KaTLIHiA.
EnHOBpEMEHHOTO NPHIOKEHHE C THAZUAHH
AAYPETHUM MOXeE 1a ROBeIE AO
XHIIepKaTUUeMUs Npy NalHeHTH
[IPeAPA3NONOKECHH KbM XHNEPKaJILMeMua (Hanp.,
NpH XHIIEPNapaTHPEOUAMIbM, 3JI0KAYECTBEHH
sabonsapaHus Wiy BUTaMHH D-Mequupanu
CbCTOSIHHA) Ype3 NOBULIABaHE Ha TyOynHaTa

Kanuuera peabcopbums.

HAeoiino Onokupane Ha PAAC ¢ APB, ACE MHXHOHTOPH WITH &ITHCKMPEH

JIaHHH OT KNIMHHYHM NPOYYBAHHA MOKA3BAT, e ABOHHOTO Gnokupare Ha PAAC upes koMOMHHpaHaTa
ynorpeba Ha ACE nuxuburopy, APBb unm anuckupeH ce CBbLp3Ba ¢ NO-BHCOKA YECTOTA HA HEXKEIaHH
CHOUTHA, KATO HANPHMEP XHMOTOHHA, XMNIEPKATHEMHS ¥ HaMasIsBaKe Ha Gb6pedHaTa hyHKLMS
(BKIIIOUHTENHO OCTpa OBOpeyHa HeOCTATBYHOCT), B CPaBHEHHE ¢ yIoTpebarTa caMo Ha eJHO
cpeacrso, nekicreaino Bepxy PAAC (Bx. Toukun 4.3, 4.4 1 5.1). -

4.6 DepruanTer, 5peMEBHOCT H KbpPMeHe

bpeMeHHOCT

AMNOIHUNHH

besonacHocTTa Ha aMJTOAMIIHH MO BpeMe Ha OPEMEHHOCT TPH X0Opa He € YCTaHOBeHa. B nipoyusaHus
Mpy )KHBOTHH, NPH BUCOKH A03H € Ha0/IOAaBaHa pENpPOAYKTHBHA TOKCHYHOCT (BXK. TO4YKa 5.3).
IpunoskeHue no BpeMe Ha GPEMEHHOCT Ce MpenopbYBa CaMO KOTaTO HAMa Nno-6e3onacHa anTepHaTHBa
1 KoraTo 6onectra cama 1o cebe CH HOCH MO-TOMAM PHCK 3a MalikaTa M IIoja.

Bancaprau

Ynorpe6ara Ha aHrdoteHsuH Il peuenrropuu 6nokepu (AIIPB) He ce npenopkusa no BpeMe Ha MHPBUA
TPHUMECTBD Ha OpeMeHHOCTTa (BX. Touka 4.4). YnotpeGarta Ha AIIPB e nporuBonokasana no Bpeme Ha
BTOPHA M TPETHA TPHMECTHP OT OpeMEeHHOCTTa (BXK. TOUKH 4.3 1 4.4).

EnnaeMuonoruyHUTe JaHHH 33 PHCKA OT TEPATOreHHOCT ciie excrosuima Ha ACE uHxuGHTOpH MO
BpEME Ha ITbPBHA TPUMECTHP OT OPEMEHHOCTTA He BOAST 40 OKOHYATE/IHH 3aKTodeHns. Bee nak,
JIEKO MOBUINCHHE Ha PUCKA HE MOXe Aa ¢¢ H3KMOYH. Brnpekn Ye HaMa JaHHH OT KOHTPOJHpPaHH
€NMUAEMHONIOTHYHH NPOYYBaHKA 33 pHcKa npH aHruoTeHsuH II peuenropuure 6Gnokepu (AIIPE)
MOJOOEH PHCK MOXE [1a CHILECTBYBA 32 TO3M KJIaC JIEKAPCTBEHH NMPoAyKTH. OCBER axo
npoab/kaBaHeTo Ha AIIPD TepanusTa ce cMeTHe 3a XH3HEHO BAXKHO, NAUMEHTH C IIAHUpaHa
OpeMeHHOCT TpAOBa Na MPEMMHAT HA ATTEPHATUBHO AHTHXMIIEPTEH3HBHO JIEUEHHE, KOETO UMA
YCTaHOBEH NpoHI Ha 6e30MacHOCT NMpH GpeMEeHHOCT. AKO Ce YCTAHOBH OPEMEHHOCT, JIEYEHHETO C
AIIPb Tpabsa fa ce npeycTaHOBH He3aGaBHO M, AKO € YMECTHO, [1a CE 3aNO4He ATTePHATHBHA
Tepanua. Excnosuumara va AIIPB no BpeMe Ha BTOpHS M TpeTHA TPHMECTBP Ha GPEMEHHOCTTa MOXKeE
fa AoBeae A0 PeTOTOKCHYHOCT (HamaieHue Ha 6nOpedHaTa (yHKLMS, OJIMrOXHAPAMHMOH, 3a6aBeHa
OCHQMKALMS Ha Yepena)  HeOHaTalHa TOKCHYHOCT (6b6peyuHa HEAOCTATEYHOCT, XHIIOTOHMUS,
XunepkaaneMus) (Bx. Touka 5.3).

B cnyvait ue ce ycranosm ekcriozuuus Ha AIIPE oT BTopus TpuMeCTbp Ha GpeMEeHHOCTTA, g8
NpenopbyBa NpoBepka Ha ObOpeyuHaTa yHKUMA K Yepena Ha MI0Ja Ype3 YATPa3ByK.
YHHTO MalkH ca npueMainH AIIPB, TpaOea BHHMaTeNnHO na 6baaT HabmogaBaHy 3a
- TOYKM 4.3 n 4.4).

XHUAPOXJIOPOTHA3UA
HMa orpaHuu€H ONKUT OTHOCHO ynoTpe6aTa Ha XHAPOXJIOPOTHA3MA NO BpEMeE Ha GpeMyy
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MpeMHHAaBa NMpe3 IU1aleHTaTa. Bv3 ocHOBa Ha ()apMaKOJIOTHYHKA MEXAHU3BM Ha NEHCTBHE Ha
XHAPOXJIOPOTHA3HU, ynoTpeOtaTa My Ipe3 BTOPUA H TPETHA TPHMECTBP MOXKE Aa HapyLiIu
deroruaneHTapHaTa nepdysus U Ja Aosene 10 peTanHu U HEOHATATHH €(eKTH KaTo XKbITEeHHIA,
HapyLIEHHA Ha eJIEKTPOJINTHUS OanaHc U TPOMOOLIMTONICHHA.

AMII0IMNNH/BAJICAPTAH/ XHAPOXJIODOTHA3HU
Jluncea onur ¢ ynorpebara Ha Bancasun Tpuo npu 6pemennn. Bb3 ocHOBa Ha ChlLUECTBYBALLUTE

NAHHM OT NPOYYBAHHA C OTACIIHUTE KOMIIOHEHTH, ynorpebara Ha Bancasun Tpuo He ce npenopbysa
[pe3 TbPBHA TPHUMECTHP OT OPEMEHHOCTTA H € MPOTHBONOKA3aHA Npe3 BTOPHS H TPETHA TPHMECTHP OT
OpeMeHHOCTTa (BAK. TOYKH 4.3 1 4.4).

KbpMeHe -

JIunceaTt AaHHH OTHOCHO yNoTpefaTa Ha BajicapTaH HW/HIH aMJIOHIIHH 110 BPEME HA KbPMEHE.
XMApOXJIOPOTHA3H] CE EKCKPETHPA B KbPMATa B MANIKH KOJIHYECTBAa. BBB BUCOKH A03M THA3HIUTE
npeJU3BMKBAT MHTEH3UMBHA OUYPE3a U MOTaT a NOTUCHAT 00pa3syBaHeTo Ha KbpMaTa. Bancasun Tpuo
HE ce Nnpenopb4Ba rno BpeMe Ha kbpMeHe. Ako Bancasun TpHo ce npunara nno BpeMe Ha KbPMEHE,
no3uTe TpAdBa 1a 6bAAT KONKOTO ¢e MOXKe NOo-HUCKU. IIpeanounTa ce anTepHaTHBHA TEpanus ¢
ycTaHOBeH npodmi Ha 6€30NacHOCT NO BpeMe Ha KbpMEHe, 0COOECHO IPH KbpPMEHE Ha HOBOPOJIEHH U

npexaeBpeMeHHO POACHH AeLA.

OepTWIKTET
Hama kIMHMYHH NPpOYYBaHUA OTHOCHO BIMsAHMeTO Ha Bancapun Tpuo BvpXy deprunurera. -

Bancapran

BancapraH HAMa HexenaHy eeKTH BbpXY pelpoAyKTHBHATa cnocobHoCT HA MBXKKH H IKEHCKH
[IBXOBE MPH MPHEM Ha nepopanHu Ao3u 10 200 mg/kg/nen. Tasu nosa e 6 mpTH MakcUMaiHaTa
NpenopbYHTEHA A03a PH X0pa, onpeencHa Ha 0a3a mg/m 2 (M3YKUCIICHHETO € 3a NIepopaiHa 403a OT
320 mg/pen 1 60- kinorpaMoB NauMeHT).

AMJIOOAHUIIHH

[Ipn HAKOY MALKEHTH, JIEKYBaHU ¢ OI10KepH Ha KAILMEBHTE KAHAIH, ca CbOOILIEHH 0OpaTHMH
OMOXHMMUYHH IMPOMEHH B IMIABHUKATA HA cniepMaTozouaure. KNHHUYHUTE JaHHU Ca HEJOCTATHYHH 110
OTHOMICHHE Ha MOTEHLHAIHHAA €EeKT Ha aMNOAKNHH BEPpXY peprunurera. [IpH eqHo npoyusaHe npu
IUTEXOBE ¢4 YCTAHOBEHH HEXEJIaHH €(PEKTH BHPXY PepTHIMTETA IIPU MBXKHTE (BXK.TOUYKA 5.3).

4.7 EdexTn BopXy cnocobHOcTTA 32 Io¢pHEpaHe B palora ¢ MAINHHH

[Maruenture, kouto mpuemat Bancasun Tpuo u wodupar uiu pabotar ¢ MalllMHY TpAOBa Aa UMAT
NpeaBUJ, M€ TIOHSKOra € BE3IMOXKHO 5ia Ce MMOABAT YMOpa H 3aMaiiBaHe. AMJIOZHITHH MOXE Ja MOBJ/IHAE
B c1aba 10 yMepeHa cTeneH cnocobHocTTa 3a wodupaHe U paboTa ¢ MalUWHH. AKO NALHEHTHTE,
npueMainy Bancasun Tpuo, nomy4var 3aMaiBaHe, rinasobonue, ymopa WJIH rafeHe, crnocodbHocTTa UM
Ja pearupat Moxe Ja Oplie HapymeHa.

4.8 Hexenann JJeKapcTBeHE peAKIHH

[TpoduneT Ha O6ezonacHocT Ha Bancasun TpHo, npeacTaBeH No-40My C€ OCHOBaBa Ha KIMHUYHE
Npoy4YBaHUs, 1poBeacHy ¢ Bancasun TpHo u no3HaTHTe npo¢uiIH Ha He30nacHOCT Ha OTAEIHUTE
KOMIOHEHTH aMJIOJUITHH, BAJICAPTAH A XU POXIIOPOTHAIHL,.

Ob6obuieHue Ha npoduna Ha ezonacHOCT

bBesonacHocTTa Ha Bancaeun Tpuo € oleHeHa nMpy HeroBaTa MakcuManHa no3a 10 mg/320 mg/25 mg B
X0a Ha eJHO KOHTPOJHPAaHO KPATKOCPOYHO (8 ceziMHLIM) KIIMHUYHO Npoy4saHe ¢ 2 271 pajuen
582 oT KOMTO MpHeMaT BaJICapTaH B KOMOMHALIMA ¢ aMJIOJMITHH H XHIPOXJIOPOTHAIH) EHlLH.q
Hexenanure peakLiMH KaTo LIAJIO ¢a OWIM N1E€KH ¥ NPEXOAHH MO XapaKTep 4 camo B /- % 1;' ;
Hanaraay NpeycTasoBsaBaHe Ha JieyeHUeTo. [[o BpeMe Ha TOBa aKTHBHO KOHTPOJIHf) )
M3MATBAHE Hal-4eCTHTE NIPHYHHH 33 NPEYCTAaHOBABaHE Ha JieueHHETO ¢ Bancas !
3aMagHoOCT 4 xunoToHua (0,7%).

l *l‘i-r
*-‘ ﬂ"’i‘r‘
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I1o Bpeme Ha 8-CEIMHYHOTO KOHTPOJHPAHO KIHHHYHO NPOyYBaHe HabnioaapaHHuTe NpH

kombuHauuaTa Bancasun Tpuo npomeHu B 1abopaTopHHTE NMokasatenu ca OWNH MHHUMAJTHU U B
CBOTBETCTBHE ¢ GapMaKOJOrMYHHA MEXAHH3BbM Ha AeHCTBME HA OTAEJIHHUTE KOMNOHEHTH. Hannunero

Ha BaJICApTaH B TPOHATA KOMOHHALMA OTCNIa0Ba XHIOKATHEMHYHHSA €)eKT Ha XHIPOXJIOPOTHA3H].

[lo BpeMe Ha 8§-CeIMHMYHOTO KOHTPOJMUPAHO KIHHHYHO MPOYYBaHe He ca HabmoaaBaHW 3HAYHMH HOBH
HJIH HEOYaKBaHH HEXKEeaHM JIEKAPCTBSHM PEaKLMd B CpaBHEHYE C U3BECTHUTE NPH MOHOTEpANTHA HIH

KOMOMHHpaHa Tepanus ¢ OTASITHHTE KOMITOHEHTH.

TabauaeH CNHCHK HA HEXENAHUTE PEeaKlIHu
CreaBailiTE HEXENAHH PCAKLIMH, H30POEHH CIopel CHCTEMO-OpraHBEH kiracose no MedDRA u
4eCcTOTa, ¢& oTHAcAT 3a Bancasun Tpuo (amnonunub/sancaprai/HCT) u nooTaenHo 3a aMIOaAUNNH,
pancaprad # HCT. MHoro yectu: >1/10; yectu: >21/100 go <1/10; sewectn >1/1000 no <1/100; peaku
>1/10000 po <1/1000; mHOro peaxu <1/10 000 » ¢ HeusBecTHa YecTOTa (OT HAAWYHHUTE JaHHH He
MOX€E Oa Oblec HarpaBeHa OLICHKa).

MedDRA Hexe1AHH peaKnan YecToTa |
CHCTEMOOPTraHHH BajicaBHJ | AMJIGHIHH | BAJCAPTAR | XHAPOXJIOPOTHAZHN
KJIACOBE Tpuo |
Hapyinenus Ha ArpaHynouuTo3sa, - - - MHOro peaku
| xppBTa H KOCTHO-MO3b4YHa
num¢HaTa HEAOCTATHYHOCT
CHCTeMA [TonnxeH xeMorniobuH | - - C -
M XE€MATOKPHT HeH3BeCTHA
4YeCTOTa
XEeMOJIMTHYHA aHEMHU Muoro peaxu
JICBKOTICHHUSA - MHuoro - MHoro peaxku
PE/IKH
HeYTpOTieHuA - - C -
HEH3BECTHA
4YeCcTOTa
TpomboumroneHus, - MHoro C peaxH
NOHAKOra ¢ mypIypa peaAKH HEH3BECTHA
4ecTOTa
ATUIACTHYHA aHEMUA - - - C Heu3BecTHa
| | 4eCcToTa
HapyweHns Ha CBPBLXYYBCTBHTETHOCT | - Ma#oro C MBHoro peaxu
MMYyHHATa peaKu HEU3BECTHA
CHCTEMa YeCcTOTa
HapywieHus Ha AHOPEKCHUS HEYECTH - - -
meTabonn3ma u XHIIEPKAIMEMHS HeYecTH | - - peaxu
XpPaHEHETO XHUIIEPTITHKEMHSA - MHoro pPEAKH
PCAKH
XMMEPIHIHIEMHUS HEe4ecTH - - -
XHINEepYpHKEMHUs HEUECTH - - Yectn
XHNOXJIOPpEMHYHA - - - MHoro penku
aNKan03a
XUMNOKAJITHEMHA Yect - - MHOFO pe;mﬂ
XHUNOMAarHe3HeMHUA - - -
XUITOHATpUEMHA Heuectn | - -
Bnowasane Ha guabera | - - -
[Tenxuunu Henpechs - HE4YeCTH -
HapylIeHHs HHcoMHuA HE4YECTH He4YeCTH -
/HApYILIEHNs Ha ChHA
[lpoMeHu B - HE4yecTH -
HACTPOEHHETO
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MedDRA Hexenann peaknan | YectroTa |
CHCTEMOOPraHHH BajicaBan | aMJIOAHIOHER | BANCAPTAH | XHAPOXJIOPOTHAIH/
KJIACOBE Tpuo
0OBpKAaHOCT - peaKH - -
HapyieHus Ha KoopauHallMOHHH HEYECTH - - -
HEpBHATA CHCTEMA | HApPYLIEHMA
3aMassHOCT YECTH YECTH - peaxH
[locTypanna HEYECTH - - -
3aMasgHOCT, 3aMasHOCT
IPH YCWIHE
JAHcreysns HEUECTH HEUECTH - -
ExcrpanupamMuana - C - -
CHMITTOMAaTHKA HEU3BECTHA
YECTOTA
rnapobonue YeCTH | yecTH - peaKu
XHUNEPTOHUS - MHoro - - -
peaKH
NeTaprud HeuectTw | - - -
[1apECTE3 NN HEYECTH HEYECTH - Penku
[lepudepHa HEUYECTH MHnoro - -
HEBpOMNAaTHA, PeaKH
HEBpONATHA
COMHOJICHTHOCT HEYECTH YEeCTH - -
CHHKOI HEYECTH HEYECTH - -
TPEMOP - HEYECTH - -
XHIOECTE3HS - HEYeCTH - -
Hapyutedds Ha OcTtpa 3aKpHTOBI'BAHA | - - - C HeH3BeCTHA
O4YHTE riIaykoMa 4ECTOTA
XOpOUJaJieH H3IUB C HeusBecTHa
YeCTOTa
3pUTEIIHHU HapYIUeHHs | - HEYECTH - -
3pUTEJIHO YBPEXKIAaHe | HEYECTH HEYECTH - peaKH
Hapymienns va | 1lyM B ymiure - HEYECTH - -
YXOTO H CBETOBBPTENK HEeYeCTH - HEUYECTH -
nabupuHTa
Cupaeunu ~ NAJIITHTALMH - 4ECTH - -
HapyLIECHHSA TaXUKApIUs HEYEeCTH - - -
ApHTMHH Mmuoro PEAKH
(BKJIFKOUHMTENIHO penku
Opaaukapaua, kamepHa
TAXHKapAHA U
NPEACEPARO MBXKIEHE)
MuokapaeH uHdapkT - MHoro - -
| PCAKH
Cesaosu NOYEPBCHABAHE - YeCTH - -
HapyIICHHA XHNOTOHUA 4eCTH HEYECTH - -
OpTocTaTHYHA HCUYCCTH . - YECTH
XHIOTOHHUS
Dnebur, HEeYeCTH -
TpoMbOdneduT
BaACKYJIHT - MHoro
peaKH
PecniupaTopHu KalLHLa HEYeCTH MHuoro
[PBAHK H | peIKH
RUCIHES HEYECTH HEYECTH
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MedDRA Hexenanu peaknnn YecToTa
CHCTEeMOOPIraHHH BajicaBa) | AMJIOAHIHH | BAJICAPTAH | XHAPOXJIOPOTHA3ZHL
KJIacoBe Tpro
MEOHUACTHHAITHH Pecriuparopex - - - MHoro peaxu
HapyIUeHHA aucTpec, denonpodbeH
OTOK, THEBMOHHT
| PMHMT - HEYECTH - -
Bab3naneHo repio HEUECTH - - -
OcTbp pecnmparoper MHOTO peIKH
JUCTPEC CHHAPOM
(ARDS) (Bx. TOUKA
4.4)
Cromatuno- CromalineH HEYECTH YeCTH He4YeCTH peaxu
YpEeBHH DHCKOMGOpT, HONKa B
HAPYLIEHHA ropHaTa 4acT Ha
| KopemMa
Jloiu aex | HEYEeCTH - - -
[IpomeHH B upeBHaTa - HEe4YeCTH - -
NEPUCTAITHKA
3areK - - - peaku
IloHWwKeH aneTuT - - - YECTH
JAHapHs | HEUECTH | HEYECTH - penxu
Cyxora B ycrara HECYECTH HEYeCTH - -
JUCTIENICUS YECTH | HEYECTH - -
racTpuT - MHoro - -
peOKH
Xunepnnasua Ha - Muoro - -
BCHHMTE pPeaKH
rajicHe HEYECTH 4ECTH - YECTH
[TAHKPEaTUT - Muoro - Muoro peaku
peaxH
NOBpbLIaAHE HEYECTH | HEYECTH - YeCcTH
HAHTecTHHaNeH MHoro
AHI'HOCSAEM peaKkH
XenarobunuapHd | OTKNOHEHHS B - Mnoro C -
HapylUeHHA YEPHOAPOOHHTE penku** HEHU3BECTHA
(OYHKUMOHATHH 4ecToTa
MOKAa3aTeNy,
BKJIFOYHTEIHO
NOBHLIABAHE HA
CEpyMHUA Ounupybun _
XenaTur - MHoro - peOKu
penxH
MuTpaxenaranua - MHoro - penKkH
XO0JIeCTa3a, XRITCHHLA | | peaxu
Hapywenns Ha anoneLms - HeYecTH - -
KOXaTa H
NOAKOXKHATA
TbKaH
aHTHOEEM - MHuoro
peaKH
bynoseH aepMaTuT - -
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MedDRA Hexke1aHH peaknus HecroTa
CHCTEMOOpPraHAH BajicaBu)1 | AMJIOOHIIEH | BAJICAPTAH | XHAPOXAOPOTHAIHS
KJIACOBE Tpuo
Peakiuu, - - - MHoro peaku
HarnoaoOgBalll KOXKEeH
NYIYC epUTEMATOLEC,
peaKTHBHpAHE Ha
KOXeH JIYMyC
 CpHTEMATOAEC
EpureMa Mmyarudopme | - MHoro - C HeH3BecTHa
pPCAKH yecToTa
Ex3aHrem - HEYECTH - -
Xunepxuaposa HEYECTH HEYECTH - -
Peakuuu Ha - MHoro - peaKku
CBPBLXYYBCTBUTENTHOCT™ | peaku
IPYPHTYC HeYeCTH HEYeCTH C -
HEU3BECTHA
yecTOTa
Ilyprypa - HEYECTH - PEeIKH
oOpuB - HeyecTH C YECTH
HEU3BECTHA
YyeCcTOTa
OO0e3nBeTaBaHe Ha - HeYeCTH - -
KOXKaTa _
YpTuxkapud U Ipyru - MHoro - YeCTH
BUAOBE OOpHB peAKH
HekporHiupain - - - MHoro penxu
BACKYJIUT H TOKCHYHA
enuacpManHa
HEKPOJIH3a
Excdonuarupen - MHoro - - -
 EpMAaTHT pPEeOKH
CuHzpoM Ha Stevens- | - MHoro - -
Johnson peaKu
Enem na Quincke - MHoro - -
peaKu
HapyiieHus Ha Aprtpanrus - HEYeCTH - -
MYCKYJIHO- bonku B repba HEYECTH HEYECTH - -
CKEJIETHATA OTOK Ha CTAaBUTE HEYECTH - - -
CHCTEMA H MYCKYJIHH ¢na3Mu HEYECTH HEYECTH - C Heu3BeCcTHA
ChECAMHHTE/THATA YEeCTOTA
TbKaH Myckynna cnabocr HEYECTH - - -
MHAJITHA HEYECTH HE4eCTH C -
HEU3BECTHA
YeCTOTAa
bonka B KpaMHHILIUTE HEYECTH - - -
OToK Ha I'JIE3CHHTE - YECTH - -
Hapyumesns Ha [ToBHMIEH KpeaTHHHH B | HEYECTHU - C -
OnOpeLTe U ypHHaTa HEKW3BECTHA
[MTHKOYHHTE 4EeCTOTA
IIbTHILA MUKLIMOHHY HEYECTH -
HApYLUEHHA
HUKTYpUs - HEYECTH -
OJIaKHYPHS YECTH HEYECTH -
bvbpevna auchyHkums | - - -
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MedDRA Hexenans peaknHn YecTOTa
CHCTEMOOPTAHHH BajicaBHa | AMJIOZHNNH | BAJICAPTAH | XHAPOXJIOPOTHA3HA
KJIACOBE Tpuo _
Octpa 616peuHa He4yecTH - - C HeH3BeCTHa
HEAOCTATHLYHOCT 4ecToTa
b1OpeuHa - - C Penxu
HEAOCTATHYHOCT HEHU3BECTHA
YyecToTa
HapyiuieHud Ha HMMNOTEHTHOCT HEUYECTH HEUYECTH - YECTH
BB3INPOU3BOAUTE TMHEKOMACTHS HeYeCTH
JHATa CHCTEMAa M
_I'bpAacTa Il
OO0 HapywieHus | AGasus, HapylUleHHA B | HEYECTH - - -
H edeKTH Ha NOXOAKATA
MACTOTO Ha acTEeHHUA HEeYeCTH HEYECTHU C Hen3BecTHa
IIPUITOKECHHE 4YeCTOTa
Huckomdopr, HEYeCTH HEYECTH
HEPA3NONOKEHHE _
YMopa YECTH YECTH HEYCCTH
bonka B repauTe, HEeYeCTH HEYECTH - -
KOATO HE € CBBpP3aHa
ChC CHPLETO
OTtoK 4eCTH YeCcT - ’ -
boinka - HEYeCTH - -
[Tupexcua - - - C HeH3BecTHa
- 4eCcTOoTa
HacnenBaHus IloBHliIaBaHe HA - - - MHoOro uecTn
TIATTMONTE
[1oruiLaBaHe HA HEUYESCTH
| ypesiTa B KPbBTA
[lornimaBare Ha HE4YeCTH
NMKOUYHATA KMCENIMHA B
KpbBTa
IJIFOKO3YpHA peAKH
IlonibkeHn Kanuit B HEevYeCTH - - -
 KpBBTA
IToBu1EeH Kanuii B - - C -
KPBLBTa HEeH3BECTHA
YyecToTa
HannasaHe Ha Terno HevyecTH HEYECTH - -
CnanaHe Ha Terno HEe4YeCTH
Heomnaszmy — HemenaHoMeH pak Ha C Hen3BeCTHA
nobpokayecTBEHH, | KOXATa 4eCTOTA
3I0KayecTBeHU U | (OazanHokneTrueH
HeoNpeaeNneHH KAPLIMHOM H
(BKJI. KHCTH M CKBaMO3HOKJIETBYEH
MOJIKITH) KapLiHHOM)

*Bmoxre Touka 4.4 “OOTOMYBCTBUTEHOCT
** Hali-uecTo CBBp3aHO ¢ XOnecTasa

OnucaHHe Ha H36PHHH HCXKCIaHH pCaKIIMH- HEMCJIAHOMCH pPaK Ha KOXaTa. Bt3 ocHO
AAHHH OT eIMUACMHOJIOrHYHH NPOoYYBaHHA € HabmoJaBaHa 38aBHCHMA OT KYyMVYJIATHB

mexay XXT3 n HMPK (Bx. cpmo ToukH 4.4 u 5.1).

Crob11aBaHe Ha NOJO3MPAHH HEXEJIAHH PEaKLIMH
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CpobuaBsaneTo Ha IOAO3HPAHH HEXKENAHH PEaKLMU CNell pa3pelaBaHe 3a ynorpeba Ha NnexapcTBeHUA
PONYKT € BaxxHO. TOBa MO3BOJIABA Ja NPOAL/DKH HabIIIOAEHHETO Ha CHOTHOLICHHETO NO3a/pPHCK 32
NEeKapCTBEHHUS NpoAYKT. OT MEAHLIHHCKUTE CTIELIHATIMCTH C€ H3HCKBa ia ChoOIIaBaT BCAKA
[MOA03HMpaHa HEXKETAHA PEAKLIMS Ypes:

NU3nbaHATENIHA areHuus Nno AeKapcTrara

yn. ,,JdamsaH ['pyep* Ne 8

1303 Codpus

Ten.: +359 2 8903417

yebcaiT: www.bda.bg

4.9 Ilpeaosupane

Cumnromu

Hsama onuT cbe ciydaHd Ha npeno3upane ¢ Bancasun Tpro. I maBHHAT cHMNITOM Ha npeno3upae ¢
BANICAPTAH BEPOATHO € U3pa3eHa XHIOTOHHA H 3aMasHOCT. [Ipeno3upanero ¢ aMogunuH MoxKe 1a
NI0BeJie 10 eKCTpeMHa nepudepHa Ba3oauIaTaldsa ¥ BEpOSTHO peduiekcHa Taxukapausd. Uma
CHOOLIEHHUA 32 CITyyad Ha H3pa3eHa U NMOTECHLUMAIHO NPOMOHrMpaHa CHCTEMHA XHIIOTOHMA,
BKJTFOUMTETHO LIOK ¢ (haTalleH U3X0o NMPH Npeao3HpaHe ¢ aMIOIHITHH.

Hexapnuorened 6enonpober oTok ce ¢cbobilasa paako Karo mociacanLa OT Npeio3upaHe C
aMJIOAUITHH, KOUTO MOXKeE J1a C€ NPOABH Che 3abaBeHO Hauano Ha edexTa (24-48 yaca cien
NOrIbLIAHE) H 04 W3HCKBA U3KYCTBEHA BEHTWIaUMA. PAHHHTE peaHUMAaLHOHHH MEPKH
(BKIIOYMTETHO HATOBAPBAHE ¢ TCUHOCTH) 3a NMOAABP)KaHE Ha Nnepdy3uaTa U CbpACIHEA AcOHUT Morar
Ia Obaar yckopasalid (paKTopH.

JleyeHue

AMJIOTMITHH/ BaNCapTaH/XHAPOXTOPOTHAZHA

KnuHHYHO-3HAYUMATa XMIIOTOHMS MOPaJH Npeao3sHpaHe Ha BancaBun TpHo U3MCKBA aKTHBHA
CHPAECYHOCHI0BA PCaHMMALIMA, BKIIIOYBAINla Y€CTO MOHUTOPHPAHe Ha ChpAEeYHATa H AUXATeNHA
¢yHKUHMA, TOBAXTaHE HA KpaHHHLIMTE ¥ BHHMaHHE IO OTHOLIEHHE HA LHPKYIaTOpHHA o0eM H
nuypesara. [IpunoskeHUeTe Ha BA3OKOHCTPUKTOP MOXKE 2 € OT NoJI3a 33 Bb3CTAHOBABAHE Ha CHAOBHA
TOHYC W apTEepHAIIHOTO HajAraHe, B ciayvail 4e HAMa NPOTHBONOKA3AHHUA 34 NIPWIOKEHHETO MY,
HHATpaBeHO3HOTO NPWIOKEHHE HAa KANILMEB MIOKOHAT MOXE 1a € OT M0J13a 33 NMPeojoisiBaHe Ha
edekra oT 6110KaAATA HA KANIIUEBUTE KaHAJIH.

AMIIOOUIUH

AKO NPOAYKTHT € NOrbJIHAT HACKOPO MOTaT Ja ¢¢ 00CHKAAT CTUMYJIHpaHE Ha MOBPBLLIAHETO HIH
CTOMALIHa NMPOMHBKA. IIpHIOXKEHHETO Ha aKTHREH BBIVICH ITPH 3paBH A0OPOBONIKH HEMOCPEACTBEHO
WIH R0 ABa 4Yaca ¢jie MONTBIIAHETO Ha aMJIOJUNMKH 3HAYHMO HaManaea abcopOLusaTa Ha NPOoYKTA.
AMIOJHNHH HE MOXKeE Aa OBAe OTCTpaHeH Ype3 XeMOAHanu3a. |

Bancapran
BancapraH He MOXe fa OBe OTCTpaHEH Ype3 XeMOAHAIH3a.

XHAPOXJIOPOTHA3KA

[Ipeno3upanero ¢ XHAPOXIIOPOTHAIUA € CBBP3aHO ChC 3aryba Ha eNeKTPOJIMTH (XMINOKATHEMHS,
XHIIOXIOPEMHSA ) U XUITOBOJIEMUS B PE3yNTAT Ha €KCLUECHBHATa Auype3a. Hal-uecture nipu3HaLM H
CUMIITOMHM Ha Mpeao3upaHe ¢a raeHe ¥ CbHIMBOCT. XHUIIOKATHEMHATA MOXKE Ja NpeU3BHKa
MYCKYJIHM C1a3MH W/HIH H3pa3eHa CbPACYHA apUTMHSA, CBHP3aHa ¢ EAHOBpeMeHHaTa ynoTpeba Ha
AUTHTATHCOBH ITHKO3IHAH HWIH ONPEAC/ICHH AHTHAPUTMHYHH JIEKApCTBEHM NMPOAYKTH. He ¢
YCTAHOBEHA CTENEHTA HAa OYUCTBAHE HA XHAPOXJIOPOTHAZH] ITPH XEMOAHANHU3A.

5. ®OAPMAKOJOIMYHHU CBOMCTBA

5.1 PapmMakoIARAMHAYHH CBOHCTBA
dapmakoTrepanesTHyHa rpyna: CpeacrBaTra, AeHCTBallli BBPXY PEHHH-AHTHOTE
aHruoreH3uH Il peuenropuu 6nokepu, apyru kombunaumnu, ATC kon: CO9DXO01.
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MexaHU3IbM Ha JEeHCTBHE
Bancasun Tpuo ¢ KOMOMHAIMA OT TPH aHTUXUIEPTEH3UBHH CHCTABKM ¢ JOIMBJIBALY CE MEXAHH3bM Ha

KOHTPOJ Ha apTepHallHOTO HANAraHe IIpH MNALHMEHTH C C€CCHUMAJHA XWIEPTOHHA: AMIOAMIIMH
NpUHAZANEKA KM KIaca Ha KaJlLIMEBMTE AHTArOHHWCTH, BANCApPTAH KbM Kjlaca H& aHTMOTEH3uH Il
peuenTopHuTe OJIOKEPH, a XMAPOXJIOPOTHA3H KbM KJ1aca Ha THasuIRuTe avyperuim. KombunaumusaTa
HA Te3H CHCTABKH KMA 3/INTHBEH aHTHXMNEPTEH3UBEH e(eKT.

AMIOAMIHH/BAJICAPTAH/ XMAPOXJIOPOTHAZH
Knrmmanyna edpuxacHocT v 6€30macHoOCT

Bancaswi Tpuo € H3NKTBaH B IBOMHO-CNAINO, AKTHBHO KOHTPOJIHPAHO MPOYUYBaHe NMPH NALKEHTH C
- xuneproHus. O6mo 2 271 naupeHTH ¢ yMEpeHa J0 TeXKKA XHIEPTOHKS (CPEJHOTO H3XOAHO
CHCTOJIHO/AMACTONHO apTepHaiiHo HaaraHe € 6mio 170/107 mmHg) ca nexyBanu ¢
aMIIOAM M/ BasicapTan/xuapoxioporyasun 10 mg/320 mg/25 mg, Bancapral/xuapoxioporHasun 320
mg/25 mg, amnogunuH/Bancaprad 10 mg/320 mg wng XUAPOXIopoTHa3ua/aMaoaunue 25 mg/10 mg.
B HayanoTo Ha NMPOYYBAaHETO HAa NALIMEHTHTE €4 HA3HAYCHH MNO-HUCKK AO3U OT NPEANHCAHHUTE UM
TEpPANEBTHYHH KOMOHHALIMH M BNIOCAEACTBHE Ha 2 ceAMHLIA Ca TUTPHPAHH OO ITBJIHHTE UM
TEPANCBTHYHH JAO3H. |

Ha 8 cenMHIia CpeIHOTO NOHWXKABAHE Ha CHCTONIHOTO/AHACTONHOTO apTEPHANHO HanaraHe e 39,7/24,7
mmHg ¢ Bancasun Tpuo, 32,0/19,7 mmHg ¢ sancapran/xugpoxnopordasua 33,5/21,5 mmHg ¢
aMmJIonunuH/Bancapran 4 31,5/19,5 mmHg ¢ amnooumn/xuapoxiopotyasua. TpofiHaTa KoMOHHaLs
NPEeBB3X0XKIA CTATUCTHUYECKH 3HAUMMO BCAKA €JHA OT TPHTE ABOHHH KOMOKMHAIUH B MOHIDKABAHETO
Ha JHACTOIHOTO B CUCTOMHOTO apTepHaNHO Hanarade. [IoHmKaBaHeTo Ha CHCTOMHOTO/AUACTONHOTO
aprepHanno Hanarakwe ¢ Bancagun Tpwno e ¢ 7,6/5,0 mmHg no-ronsamMo, 0TKoaKoTo ¢
BaJICApTaH/XHWAPOXAOpoTHA3HA, ¢ 6,2/3,3 mmHg no-ronsmo, 0TKOJIKOTO ¢ aMJIOAHMITHH/BaJICAPTAH H C
8,2/5,3 mmHg no-ronamMo, OTKONKOTO ¢ aMIIOAHUMHHE/ XHAPOXIOPoTHAa3HI. OITUMATHHAT
AHTHXHIIEPTEH3UBEH e(eKT ce MOCTHra Clell 2 CeAMUYEH NPHEM HA MaKCHMAaJHaTa 103a Bancasun
Tpuo. CraTHCTUYECKH NO-TOJISIM NIPOLEHT NAUMEHTH MOCTUIaT KOHTPOM BBEPXY apTEePHATHOTO CH

Hamrane (<140/90 mmHg) ¢ Bancasun Tpuo (71%) B ¢paBHEHHE ¢ BCSKA €AHA OT TPUTE ABOHHH
koMOuHaumu (45-54%) (p<0,00001).

B noarpyna ot 283 nauueHTH, aHanu3 GOKYCHpaH BuPXY aMOYNaTOPHOTO MOHUTOPHpPAHE Ha
APTEePHATHOTO HAJIAraHe, NOKa3Ba KIHHUYHO M CTATHCTHYECKH NO-TOJIIMO [TIOHWKEHHAE Ha 24-
4YaCOBOTO CHCTOJHO H AHACTOHO apTEPHANIHO HANATAHE, TIPH JIEYEHHE C TpoiHaTa KOMOHHaLKA
CIIPSAMO BaJICAPTaH/XUIAPOXJIOPOTHA3H A, BAJICAPTAH/aMJIOTUIIHH H XHIPOXJIOPOTUA3HI/aMIIOTUIIHH.

AMIOAUNHKH

MexaHK3BM Ha ACUCTBHE

AMIoauImuH, KOHTO BJIM3a B ChCTABA HA AMJIOAMITUH/BAJICApPTAH/XKHAPOXIOpPOTHA3H HHXHOMUpa
TPpAHCMEMOPAHHOTO HABJIH3@HE Ha KANMLMEeBH HOHH B CHPACYHHTE U CbAOBUTE ITIAJKH MYCKYJIH.
AHTHXHMEPTEH3UBHOTO ACHCTBHE HA aMJTIOJHITHH C€ Ab/DKK Ha NUPSKTHHA penakcupa] €pexT BbpXy
ChAOBMTE ITIaJKM MYCKYJIH, KOETO BOOH A0 HaMalIBaHe Ha ChAOBOTO CHNPOTHRIIEHUE H OTTaM Ha
APTEPHATTHOTO HAJIATAHE.

P apMaKOAWHAMHYHU eeKTH

ExcriepHMeHTaTHH IaHHU NOKa3BaT, 4¢ aMJIOZIMITHH ce CBbP3Ba H C AMXHAPOMHPUAHHOBHTE H C
HeAUXHIPONHUPHINHOBHUTE MECTA 3a CBLP3BaHE, IIpoliecuTe Ha ChKpallleHUe Ha ChpJASYHHUA MYCKYJT H
Ha CBhAOBHTE IMIagKH MYCKYJ/IH Ca 3aBHCHMH OT NMPHABHKBAHETO Ha W3BBHKIICTHYHHUTE KAJTLUHEBH HOHH
B KJIETKHTE Ha MYCKYJIUTE Npe3 cneUupUIHA HOHHH KaHAIIETA.

HPMO}KGHHGTO Ha TEpallICBTHYHA N03a aMJIOLHITHH TIPH [TALUHCHTH C XHIICPTOHMA C€
Baloaunaralyia, KOATO BOAH Q0 HAMAJAABEGHC Ha apTCPHAITHOTO HAJIATAHE B JICTHAJO
MOJNIOMXCHHC.,

[Tpn xpoHHUHA ynoTpeba TOBA NMOHMWXKABAHE Ha apTEPHAIHOTO HAJIAraHe He CE ChII
NPOMEHH B ChpAEHHATA YECTOTA MM ML1a3MEHUTE HHBA HA KAaTeXONaMHRHTE.
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[InasMeHHTe KOHLEHTPALMH KOpenupar ¢ eeKkTa, KakTo MpK MJIaaH, Taka U NPH NalLMeHTH B
crapuecka Bb3pacT. [Ipy xunepronuum ¢ HopmaiiHa 0uOpeuHa pyHKLMS, TepaneBTUMHHTE 103H
aMJIOJIMTIMH BOJAT A0 HaMataBaHe Ha 66peUHOTO CHA0BO CHIIPOTHRNAEHHE H YBENMYABAHE HA
raoMepyjHara QUITpalus, ¥ epeKTHBHUA OB0peueH KpbBOTOK, 6€3 1a NPOMEHAT QUITPpalHOHHATA
¢pakuna HIH NPOTEHHYPHATA.

Kakto 1 npu apyrure 610KepH HA KAJIUMEBUTE KAHAIM, XEeMOAMHAMUYHHTE U3MEPBAHHA Ha

chpaeuyHaTa pyHKUMA B NOKOH U fIpH HATOBAapBaHe (MWIH XOAEHE) NPH NalHEHTH ¢ HOpMalHa QYHKLMA
Ha KaMEPHUTE, JICKYBaHH C aMIIOJMUIHH, KAaTO LAMO MOKA3BAT JI€KO NTOKaYBaHe Ha CHPACUYHUSA HURJEKC

0e3 3HauKMO noBIHABaHe Ha dP/dt, uiu Ha J1eBOKaMepHOTO W JHACTONHOTO HAISATAHE WIH 0beM.

B npoyuBaHM4 3a XeMOAHHAMHKA, aMJIOJUITUH HE CE€ CBBP3BA C HErAaTUBEH HHOTPONIECH €(EKT, KOraTo
ce MpWiara B rpAHHLIMTE Ha TEPANERTUHHUTE A03H IIPH 3APABH KUBOTHH M XOpa, AOPH KOraTo npu
XOpa ce npuiara ¢qHOBpeMeHHO ¢ Heta-briokepu,

[1py 3apaBu x0Opa H XKMUBOTHH aMJIOJHIIHH HE MPOMEHS CHHOATPHAIHATA HOJANHA (PyHKLHS H
aTPUOBEHTPUKYJIAPHOTO NPOBExAaHe. B KIMHUYHY NPOYUYBaHUA, B KOWTO aMJIOAMIIMH € MpUjlaraH B
koMOHHaiMa ¢ 6eTa-0Nn0KepH Ha MALMEHTH ¢ XHNEPTOHUSA WM CTEHOKapAus, He ca HabmonaBaHu
He)XelaHH e eKTH CpAMO NAapaMEeTPHTE Ha eJISKTPOKapAKorpaMaTa. AMIOAKITHH € NMPOYUBaH NPH
MaLMeHTH ¢ XPOHUYHA cTa0MNIHA CTEHOKApANA, BA30CNAaCTHYHA CTEHOKAPAHUA H aHTHOrpadCcKH
AOKYMEHTHpaHo 3a00/sBaHE HA KOPOHAPHHTE CBAOBE.

KnnaniHa edHkacHOCT M 6e30macHOCT

Ynorpeba npH NAalMEHTH C XUNEPTOHHUSA

PangomMu3vpaHo ABOHHOCHANIO MPOYy4YBaHe 3a 3abonesaeMocT U cMbpTHOCT ALLHAT
(AHTHXMNEPTEH3UBHO H JIMNHAONOHWKABALIO JICYCHHE 33 MPOPUNAKTHKA HA CBPACYCH NPHCTHI)
(Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial) e-npoBeneno ¢ nen
CPaBHABAHE HA HOBHTE TepanMH: aMnoaunyH 2,5-10 mg/neH (Kanuues aHTaroHUCT) WK JTH3HHOIIPHII

- 10-40 mg/nen (ACE vHXuOMTOp) ¢ THA3WIHHA JHYPETHK XJaopTanuaod 12,5-25 mg/ned kaTo neueHue
OT IbPBA JIMHKA TIPH MAUMEHTH € JICKa A0 YMEPEHA XHUNECPTOHMA.

O61o 33 357 naUMEHTH ¢ XMIIEPTOHHA Ha BB3PAcT 35 rogunrM U noeeye ca OUIM paHOOMHU3ZHPAHH U
npocieaceHH 3a cpeaHo 4,9 rogunu. [laumeHTHTE Ca UMANH NMOHE SAMH JOMBJIHMTENIEH PUCKOB (PaKTOp
32 KOpOHapHa 6osiecT Ha ChPLETO, BIUTIOYHTEIIHO NpeAlLllecTBalll MUOKAPASH UHDAPKT WIH HHCYNT (>6
MecCelia Ipel BKIFOYBAHE B NPOYYBAHETO) HITH AOKA3aHO JAPYTO aTEPOCKNEPOTHHHO CHPACYHO-CHAOBO
3aboyiaBaHe (Haa 51,5%), 3axapen aguaber tun 2 (36,1%), THNONMPOTEHHM ¢ BUCOKA ILTHTHOCT —
xonecrepon < 35 mg/dl unu < 0,906 mmol/1 (11,6%), nesokamepHa xuneprpodus, AMarHOCTHLIMPaHA
ype3 enexTpoKapaxorpaMa HiIH exokapauorpagceku (20,9%), vacroswum mywaym (21,9%).

FuprryHaTa KpaliHa To4Ka € 6una cecTaBeH nokasares oT (GaTaleH KOPOHApeH MHLIMACHT WIH He-
¢dataneH MmuokapaeH HHbapKT. He ca HabmoaapaHH 3HAYKMMH pa3jIMuUA 10 OTHOUICHKUE Ha
MbPBHYHATA KpaliHa TOUKa MeXY TepanuaTa ¢ aMIOAMITHH U TepanuaTa ¢ XJIOPTAIMAOH: KOeQHIUEHT
Ha puck 0,98 95% CI (0,90-1,07) p=0,65. [Ipu BTOpHYHHTE KpafHH TOUKM, HECTOTATA Ha ChpJEYHA
HEJIOCTATBYHOCT (KOMIIOHEHT Ha CheTaBHaTa KOMOMHMpaHa ChpAeYHO-ChAOBA KpalHA ToUKa) € Ouna
CHrHH(HKAHTHO NMO-BHCOKA B rpyMnaTa Ha aMJIOAMNHKH, OTKOJKOTO B rpynara Ha xiopramuzaon (10,2%
cipamo 7,7%, RR 1,38, 95% CI [1,25-1,52] P<(,001). Benpeku ToBa, He ce Habnoaasar 3HaUMMH
pa3IH4Hs MO OTHOLICHKWE HAa 001IaTa CMBPTHOCT MEIKAY I'PyNaTa Ha TEpanus ¢ aMJIOAHIHH U Ta3H Ha
Tepanua ¢ xyopraniaoH RR 0,96 95% CI{0,89-1,02] p=0,20.

Bancapran

MexaHu3bM Ha AEHCTBHE

BancapraH e nepopajIHO aKTUBEH, MOLLEH U crieLudu4eH aHruoteH3uH 1l peuenrope A oReE tﬁ%
BB3JIeHCTBA CEJIEKTHBHO BbpXY AT pelenTopHHA MOATHII, KOHTO € OTTOBOPEH 3a Nt

BB3AEHCTBUA HA AHTHOTEH3HH 1. §
. -
KnnunuyHa edpukacHoCT M 6e30nacHoCT 2 \ K

[TpunoxkeHneTo Ha BasIcapTaH NMPH NALMEHTH C XMNEPTOHWA BOAM 0 TIOHH)KABAHE \ ape
Hajiarane 6e3 NoBMsBaHe Ha yAcoBaTa Yectora. [Ipy noeeueTo nauMeHTH, cnel eINQRERTE m‘?ﬂ‘
b
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NepopaJicH NMpHUeM, Ha4anoTO Ha AaHTUXHUNIEPTEHIUBHOTO ACHCTBHE € B PAMKHUTE Ha 2 4aca, a MHKA B
NOHWKABAHETO Ha apPTEPUHATHOTO HATIArAHE C€ NOCTHIa B paMKHTE Ha 4-6 vaca.
AHTHXHINEPTEH3UBHUAT eEKT NpoabKasa Haa 24 yaca cnen npuema. Ipu peoBeH npHeM
MaKCHMyMa B PEOYKLHATa HAa apTEPHAIIHOTO HAATAHE C BCAKA 1033, KaTo L0, C€ NOCTHIa B PAMKHTE
Ha 2-4 ceMULIA.

XHAPOXJIOPOTHA3H]

MexaHHU3BM Ha JEHCTBHE

OCHOBHOTO MACTO Ha EHCTBHE HA TUASHAHKTE AUYPETHLIH Ca JUCTAITHHTE H3BUTH KaHATYETa B
ObOpeka. JlokasaHo ¢, ue B 6p0peuHaTa kopa CBUIECTBYBA PEUENTOP ¢ BHCOK aQHHHTET, KOHTO
NpeACTaB/IABa OCHOBHOTO MACTO Ha CBbP3BAHE 33 ACHCTBHETO HA THA3HIHUTE AMYPETHLIM H 32
HHxUOUpaHe Ha TpaHcnopTa Ha NaCl B aucranauTe H3BUTH KaHan4yerta. THasHAHKTE AHYpPETHLM
AeAcTBaT upe3 HHXHOHpaHe Ha Na+Clcumnoprep, BEpoATHO 4pes KOHKYpHpaHe 3a MACTOTO 3a
cBbp3BaHe Ha Cl- , ¥ MO TO3H HAUHH MOBJIHABAT MEXaHN3MHTE Ha €IEKTPOIHTHA peabcopbuus:
AHPEKTHO MOBHILABAHKH €KCKPELMATA HA HATPUI U XJIOp B MPHONM3UTENHO €JHAKBA CTENEH W
WHAWPEKTHO Y4pe3 AHYPETHYHOTO CH ACHCTBUE, HaMaNABaiKy ru1azMeHHs 00eM ¢ mocieasamno
NIOKa4BaH¢ Ha MUIa3MEeHATa PCHHHOBA aKTHBHOCT, CEKpeLiUa Ha aJiTOCTepOH M 3ary0a Ha KaJuid ¢
ypHHaTa, KakTO W HaMa/IaBaHe Ha HHBATA Ha CCPYMHHA KaJiHii.

HeMenaHOMEH paK Ha KOXKaTa:

B13 0cHOBa Ha HATMYHKMTE JaHHH OT ENMHAEMHOIONHYHH NPOYy4YBaHHUS € HabmoAaBaHa 3aBHCHMA OT
KyMyJaTHBHaTa 103a Bpb3ka Mexay XXT3 u HMPK. Eaxo npoyusaHe BKTIOYBa [ONYJIALMSA,
cbeToAma ce ot 71 533 cayyan Ha BKK u 8 629 cnyyan Ha CKK, u nonynaums ot ceoreeTHo 1 430
833 u 172 462 nogxopauiH kKOHTpoJn. Bucokara ynorpe6a Ha XX T3 (kymynatusso >50 000 mg) e
cBbp3aHa ¢ kopuripad OR 1,29 (95% JIH: 1,23-1,35) 3a BKK u 3,98 (95% JIH: 3,68- 4,31) 3a CKK.
HabmonasaHa e AcHa Bph3Ka KyMy/IaTHBHA 1032-0TroBop KakTo 3a BKK, taka u 3a CKK. Hpyro
Npoy4BaHEe MOKa3Ba BE3MOXHA Bpb3ka Mexay paka Ha yeTHHTE (CKK) n ekcriosuumsra Ha XXT3: 3a
033 cryuau Ha pak Ha yCTHHTE € noabpaHa nomynaiuys ot 63 067 nOAXOAAIUH KOHTPOIH, KaTO Ce
H3ION3BA CTPATETHA 3a B3EMaHe Ha [TpolH, onpeeneHa oT pucka. JIeMOHCTpHpaHa e Bph3ka
KyMyllaTUBHA A03a-0TroBop ¢ kopurupaH OR 2,1 (95% JU: 1,7-2,6), napactsauy 10 OR 3,9 (3,0-4,9)
3a BHCOKa ynoTpeda (~ 25 000 mg) u OR 7,7 (5,7-10,5) 3a Haii-BucOKaTa KyMynaTupHa no3a (~ 100
000 mg) (Bx¢. cbIIO TOUKa 4.4).

[lenuaTpuuna nomynauus

EBponefickara areHLMs No neKapcTBaTa 0CBO0O0XKAABA OT 3a/IB/DKEHHETO 34 NPEIOCTABAHE HA
pe3yATaTHTE OT NpOYYBaHHATA ¢ AMJIOAHITHH/BAICAPTAH/XHAPOXIOPOTHA3K BBB BCHYKH NOArPYITH
Ha NeaHaTpHYHaTa NOIyallkA MNPH eCEHLMAIHA XMNEPTOHMA (BX. To4Ka 4.2 3a HHpOpPMAIMA OTHOCHO

yrorpeba B neauaTpusTa).
Opyry

JBo¥HO Gr1oxHpaHe Ha PEHHH aHMMOTEH3MH -anaocTepoHoBaTa cucrema (PAAC)
J1Be roieMu paHAOMHU3HPaHKH KOHTponupanu npoyusanus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Tekywo rio6anHo H3nuTBaHe 3a
KpaHHH TOYKH Ha TE€IMHCAPTaH, CAMOCTOATENHO ¥ B KoMOMHaLMs ¢ pamMunpua) u VA NEPHRON-D
(KnuHaMYHO npoy4saHe CBP3aHO ¢ pa3BUTHE HA HedponaTHd Npu AHabeT, IPOBEAEHO OT
MHHKCTEPCTBO O BRIIPOCHTE HA BETEPaHHUTE) — [POYYBAT yrnorpebara Ha komM6uHaumsaTa or ACE
uHxubuTop u APb. ONTARGET ¢ npoyuBate, NpoBeieHO NIPH NALMEHTH ¢ AHAMHE3A 3a CLPCYHO-
ChIOBA WIH MO3BUHOCHA0BA HOMeCT, MK 3axapeH Auaber THI 2, IPUAPYKEHH C JaHHH 38 YBpekKIaHe
Ha eexrophu opraid. VA NEPHRON-D e npoyuBaHe np# naumMeHTH ¢he 3axapeH auaber Tun 2 u
nnabetHa HedponaTud. Tesn npoyysaHus He NOKa3BaT 3HAYUM OnaronpusTex eekT BbpXy
0Bn0peynHTe /UMK CHPACYHO-CHAOBUTE MOCIEAULIA H CMBPTHOCT, KaTO CLHIBBPEMBH .
HaONMIOAABaHHM MOBHINEH PHCK OT XHITEPKAHEMHS, OCTPO YBPEXAaHe Ha 616peLnTe 44
B CpaBHCHHE ¢ MOHOoTepanuaTa. Kato ce umar npeasua cxopHuTe UM hapmako] 4 g8y cf
TE3W PE3yNTATH ca npunoxwMu H 3a 1pyru ACE unxuburopu u APB. ACE nuxuf f Db
CJICAOBATENHO HE TPA0Ba Ja ce H3N0I3BaT EAHOBPEMEHHO MPU NAaLMEHTH ¢ nuabengE Hed
(BXK. TOuKa 4.4).
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ALTITUDE (KnuunuHO npoyysaHe NMpOBEACHO ¢ ATUCKUPEH NPH NALMEHTH ¢bC 3aXapeH Aunaber THn
2 ¢ U3MON3BAHE HA CHPACYHO-CHAOBH M GBOpeuHH 3a60/15BAHAA KaTO KPaiHH TOUKM) € IPOYUBaHe,
npedHAa3HA4YEHO 4a M3CJIeBa MO3aTa OT A00aBAHETO Ha alIMCKHPER KBbM cTaHaapTHa Tepanus ¢ ACE
HHXHOKUTOp Wi APB npy naupeHTH Cbe 3axapeH Avaber TMn 2 U xpoHuuHOo 6B0peuHo 3abonsapane,
CBPAEYHO-CHAOBO 3a60mABane WK M ABeTe. TIpoydYBaHeTO € NpeKpaTeHo NPEXAEBPEMEHHO MOPaIH
[MOBHILIEH PHCK OT HEOIAronpuATHH NoCaeIuIi. KakTo ChpaeyHO-ChAOBATA CMBPT, TAKA U HHCYJITHT
ca Mo-4€CTH B rpynaTa Ha aAlTHCKMpPEH, OTKOJIKOTO B rpynaTa Ha Iuianebo, a nmpeacrapispalliuTe
HHTEPEC HEeXCEIAHH ChOMTHA U CEPHO3HH HEXXeNaHH ChOUTHS (XUNepKaTHEMHUS, XUTTOTOHUA U
OBOpeuHa TUCPyHKUHMA) ce ChOOIIABAT NIO-YECTO B Ipyrnara Ha aJIMICKHPEH, OTKOJIKOTO B IpyIarTa Ha
nnauebo.

5.2 PapmMakoKHHeTHYHH CBOHCTBA
JInHeHAHOCT
AMIIOMITHH, BANICAPTaH H XHAPOXJIOPOTHA3HA UMAT JIMHEHHA DapMaKOKHHETHKA.

AMnoauMnuH/BaicapTaH/XHIpOXJIOPOTHAZHA

Cnen nepopaHO NpUToXKeHHe Ha Bancapun TpHo npH 31paBH Bb3PacTHH MKOBH IUIa3MEHH
KOHLIEHTPALIHH Ha aMJICAMITHH, BATICaPTaH 4 XUAPOXJIOPOTHA3H] C€ NJOCTHraT ChbOTBETHO 3a 6-8 yaca,
3 yaca u 2 yaca. CKOpOCTTa H cTerneHTa Ha abcopbuysra Ha aMIOAUNKUH, BAJICAPTaH U
XHIpOXIopoTHa3ua npu BancaBuwi Tpuo ca ChlIMTE, KAKTO MIPH NPHIAraHETO UM CAMOCTOATEITHO.

AMIIOAHUIHH

Abcopbrns

Cnez nepopaiHO NPWIOXKEHHE Ha TepaneBTHYHA A03a aMJIOAUITHH, MMKOBA [1a3MeHa KOHLIEHTpaL{is
ce JocTHra 3a 6-12 yaca. A6comorHaTa OHOHANIMYHOCT € Mexay 64% u 80%. buoHanH4yHoOCTTa Ha
aMJIOAMITHH HE Ce MOBJIMABA OT MPHEMA HA XpaHa.

Pasnpeneneune
OOembT Ha pasnpeaencHue e npudbmrurento 21 kg, In vitro npoyusaHus ¢ aMIOAHIIMH MOKA3BAT,
ue npudnuswrento 97,5% ot UHPKYNIHPAIOTO JIEKAPCTBO C€ CBBP3Ba ¢ IU1a3MEHHTE ITPOTEHHM.

buoTtpancdopmanns
AMIOAHAHH ce MeTaboausHupa ocHOBHO (TIpHOnu3uTeMHO 90%) B uepHua apod N0 HEAKTHBHH
METaOONHUTH.

EnuMmuHUpane

EnuMuHMpaHeToO Ha aMJIOJHITMH OT IUIasMaTa € OM(a3HO C TEpPMHHANEH MOJY)KHBOT Ha €IHMUHHPaHE
npubnusurenno 30 0o 50 vaca. CTaluMoOHapHHU IU1A3MEHM HUBA C€ JOCTUTAT Cliel NPOIBJDKHTENICH
npueM 3a 7-8 qHH. 10% o1 opuruHanHug amuogunuH 4 60% or Heroeute MeTaGonuTH ce

€KCKpETHpPAT C YPHHaTa.

BancapraH

Abcopbuns

Crniea nepopaniHO NPUIICKEHHUE Ha BaJiCApTaH MMKOBHTE TUIa3MEHHM KOHLIETPALIMH Cce JOCTHrar 3a 2-4
yaca. CpeaHata abcomoTHa SnoHanuuHoCT € 23%. XpaHaTa HaManABa €KCMO3ULIMATA (OTpeaesieHa
ype3 AUC) Ha sancapraH ¢ okono 40% U nNUKoBara rulazMeHa koHueHTpauna (Cmax) ¢ okomno 50%,
BBIIPEKH TORA OKOJI0 8 yaca ciien nmpuema Iia3MeHHTE KOHLICHTPALIMH Ha BajicapTaH ca Nnojo6HH B
IPYTHTE TIPUEMAJIH JIEKAPCTBOTO Ciie/] HAXpaHBaHE H Ha rajHo. Ta3un penykuus Ha AUC, obaue He ce
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MOXC d CC IIpHCMa Ha IVIagHO HIIA CJICEA HaXpaHBAHE.

PasnpeneneHue

CraupoHapHUAT 00eM Ha paslpee/ieHde Ha BAIcapTaH CJiell HHTPABEeHO3HO NPUWIoKEHHe € 0KoJio 17
JIMTpa, KOeTO IMOKAa3Ba, Y€ BAICapTaH HE CE pasnpeneis WKHPOKOo B ThKaHHUTE. BaicapTaH ce CRbp3Ba
BHB BHCOKA CTENEH CEC CEPYMHHTE NPOTEHHH (94-97%), OCHOBHO CBC CEpyMHHA a1OYMHH.

buorpancdopmanus

Bancapran He ce MeTabosiM3Upa BbB BUCOKA CTeNEH, Thit kaTo caMo oxono 20% ot no3zara ce
yCTaHOBABA oA ¢opmara Ha MeTabonHTH. B nnasmara € yCTaHOBEH XHAPOKCH META0O0IHT B HUCKH
koHUeHTpauu (nomManko ot 10% or AUC na Bancaprad). To3u metabonut e ¢papMakoIOruuHo

HCAKTHBCH.

EnuMuHUpaHe

BancapraH noka3ea MyJITHEKCIIOHSHLMATIHA KMHETHKA Ha pa3nan (t/2 <] yac u B okoso 9 yaca).
Bancapran ce enTMMKHHPa OCHOBHO ¢ deLeca (oxono 83% or noszara) v ypuHata (okono 13% or
103aTa) OCHOBHO KaTO HEMPOMEHEHO CheAMHEHHE. Clie] UHTPABEHO3HO MPHIOKEHHE TUTa3MEHM
KINPBHC Ha BasicapTaH ¢ npubnusurento 2 I/h, a 6u6peunns knupbHe e 0,62 1/h (okono 30% ot
oOwHs KIHpBHC). TomyuBOTET HA Bascapral € 6 Jaca.

XHUAPOXIOPOTHAIHI
Abcopbunsg

AOGcopOumara Ha XMAPOXNOPOTUHA3H] CIE epopalicH npyeM ¢ Osp3a (tmax okono 2 yaca).
YeenuuasaHeTo Ha cpeaHaTta AUC e TMHENHHO H € IpOonopLMOHAIHO Ha 03aTa B TePaneBTHYHHA
nuanazoH. E¢gexThT Ha Xpanara BbpXy adbcopduuara Ha XUIPOXIOPOTHA3KH], AKO HMA TaKbB, HMA
MAaJlKa KJIKHHYHA 3HAYUMOCT. ADCONIOTHATA OMOHANTHYHOCT Ha XHAPOXJIOPOTHA3HA CeH HEPOPAITHO
npuiioxxenne € 70%.

Paznpenenenue |
[IpuBuanuaT o6eM Ha pasnpeaencHue € 4-8 I/kg. [IMpKynupaiumaT XHapoxiopoTHasu/ € CBEP3aH Che
cepyMHHUTE IpoTeHHH (40-70%), npeauMHO Cbe CepyMHHUS aIOyMHH. XHAPOXJIOPOTHA3ZHUA CHLIO TaKa
KYMYJIKpa B EPUTPOLIMTHTE NPHOIU3UTENHO 3 MMBTH ITOBeYe, OTKOJIKOTO B TLIa3Mara.

buotpanchopmaLus
XHApOXTIOPOTHAZH] C€ €TUMMHHpPA NPEIUMHO KaTO HEMMPOMEHEHO BEILIECTRO.

EnuMuHupane

XUApOXJIOpOTHAIMA CE ENMUMHHHDPA OT [U1a3MAaTa C BpEME Ha MOJY)XHUBOT cpedHo 6 a0 15 yaca B
KpaiiHaTa ¢a3a Ha enMMHHHpaHe. HaMa NpoMsaHa B KHHETHKATa Ha XHAPOXJIOPOTHA3K/ NPH
MHOTOKPATHO NMpUJIaraHe, 8 KyMYJIHPAHETO € MHHHMATHO NMpH MPWIoKEHHUE BeIHbK AHeBHO. Han
95% ot abcopOupanara n03a ce EKCKPETHPa KaTO HEITPOMEHEHO BELIECTBO B YpHHATa. brOpeuHusT
KJIIMPBHC C€ ChCTOH OT NMacKuBHA QUITpaLMA H aKTHBHA ceKpelud B 0p0peunuTe TyOyu.

CrieriMaaiHy Nonynauuy
ITeanaTpudHHU NaUMEHTH (Ha BB3pacT nod 18 roguHn)
Hsama papMakOKMHETUYHH JAHHH TIPH NEANaTPUYHATA [TOITyJIaLlua.

IlauneHTH B cTapyecKka BE3pacT (Ha BB3pacT 65 roaMHH H NoBeYe)
BpemMeTo 3a JOCTHraHe Ha MHKOBA IU1a3MeHAa KOHLICHTPALMA HA aMJIOAMITHH € CXOIHO MPH }
[IAIIMEHTHU H NPH NalUeHTH B CTApUECKa Bb3pacT. MMa TEHACHLMA NPpH NAaUHEHTHTE B
BB3PACT KIHpBbHCA Ha aMAOIUITHH [1a HAMAIABA, KOETO BOAM OO NOKAYBAHE HA IUIOLLTS
(AUC) u nonyxusora Ha enumuHupane. Cpegnara cucteMHa AUC 3a BancapraH e
70% nipy NaUMEHTH B CTapyecka Bh3PacT B CPABHEHHE ¢ MO-MJIAJH NMALHEHTH, TOPS
HeOOXO0AUMO BHHMAHME NPH NOBHLLIABAHE Ha A03aTa. CHCTEMHATA €KCIO3ULIMA HA B?
NOBUILICHA NMPY NALKAEHTUTE B CTAPYECKA Bb3pacT B CPABHEHME ¢ MJIAIUTE NALIMEHTH,
HAKAKBO KJIMHUYHO 3HauYeHWe. OrpaHHUeHH JaHHM NPEANONarar, Y€ CHCTEMHHAT KIIH
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XUAPOXJIOPOTHA3KA € HAMANECH NPH MaLMEHTH B CTAPYECKa BB3PacT, 3APaBH HJIH ¢ XMIIEPTOHKS, B
CpaBHEHHE ¢ MJIAJIH 3ApaBy AoOpoBonuM. THi KaTO TPUTE BEIIECTBA C€ [TOHACAT €AHAKBO JOOpe KaKTo
OT NO-MJIQAMTE NALKMeHTH, TaKa K OT NALMCHTHTE B CTAPYECKA BB3PacT ce MPENopbyYBa HOpMaiHa
cXema Ha MpHiarase (BxK. Touka 4.2).

bpOpeuHo yBpeknaHe

(apMaKOKHHETHKATA Ha aMJIOJMITHH He ce NOBNMABA 3HAYHMO TNPH HapylieHHe Ha ObOpeuHaTa
¢yukimg. KakTo ce ouaksa 3a BellecTBO, YMitTo O6B0peucH knupbHC € camo okono 30% ot od1uus
IU1a3MEH KIHPBHC, He ce Habmonapa kopenauus Mexay 6nbpeunara GpyHKIMA 4 CHCTEMHATA
EKCMO3MIMA KbM BasicaptaH. [Topaay Ta3u NpUYHHA NALMEHTUTE C JIEKO 0 YMepeHo 6u0peuno
YBpEXXAAHEe MOTraT Jia pHeMar obHyarHara HayanHa 103a (BX. Touka 4.2 U 4.4).

[Tpu Hanuuke Ha OROpPEHHO YBpeXKIaHe CpeaHUTE NHKOBH IU1a3MeHU HUBa H AUC Ha
XMAPOXJIOPOTHA3H] Ca MOBHLIEHH, & CKOPOCTTA HA EKCKPELIMA B YpUHaTa € HaManeHa. [Ipu naidenTu
C JIeKO 10 yMepeHO Ob6peuHo yBpexaaHe ce Habmoaasa TpukpaTHO nopuuieHre Ha AUC Ha
xuzapoxaopornasul. [Ipu nauneHTHTE ¢ TEXKKO OROPEUHO yBpeXkKaaHe ce Habnoaapa 8-KpaTHO
nosHinenue Ha AUC. Bancasun Tpuo € npoTHBONoOka3aH MpH NaiHeHTH ¢ TeKKo ObOpeuHo
YBPEXJaHe, aHypHS HWIH Ha Juaiiv3a (BX. Touka 4.3).

HepnoapoOHo yBpexxaaHe |

Hanuyny ca MHOrO OrpaHH4Y€HH JaHHH 338 NPWIOKECHHETO HAa aMNOJAMITHH [IPH MALIHEHTH C
yepHOApOOHO yBpexkaaHe. [laumeHTuTe ¢ Y4epHOAPOOHO YBpeXkAaHe UMAT HAMANICH KIIMPBHC Ha
aMJIOAMITHH ¢ nocieasamo nokaysaHe Ha AUC ¢ npubnusurento 40-60%. Ilpu nauueHTH ¢ neko go
YMEPCHO XPOHHUYHO YepHOApOOHO 3aboNnsapaHe EKCIIO3HIMATA KbM BaJICapTaH (Onpe/ieicHa upes
croiiHocTHTe Ha AUC) e 1Ba IThTH NO-BUCOKA OT YCTAHOBEHATA MPH 3APaBH J0OpoBOILM (IPYTIHPAHH
1o BbL3PACT, non u terno). Ilopaan Bancapranopara koMnoHeHnTa Bancasun Tpuo e npoTtuBonokasaH
NpH NANHEHTATE ¢ 4epHOAPOOHO yBpexkaaHe (BxX. ToukH 4.2 1 4.3).

3.3 IIpeaxnHHHYHH AanH# 33 0e30NaCHOCT

AMJIOAMITHH/BANICAPTAR/ XHAPOXIIOPOTHAZHA

B peauna npeakJIHHUYHH MPOYYBaHKA 3a O€30MaCHOCT ¢ aMIOAUINHH, BANICAPTAH, XHAPOXJIOPOTHA3H,
BAICAPTAH/XMAPOXIIOPOTHA3H I, AMJIOAHITHH/BAJICAPTAH M aMJIOAMITMH/BancapTaH/ XUAPOXIIOPOTHAZMA,
pOBEeJIeHH NMPH Pa3IHYHH XKUBOTHHCKM BUOBE, JIUIICBAT I0KA3aTEJICTBA 32 CHCTEMHA WIH OpraiHa
TOKCHYHOCT, KOHUTO [Ia OKKAT HEraTHBHO BIHAHHE BLPXY KIHMHUYHATA ynoTpeba Ha koMOHHaLuaATa
aMJIOHITHH/ BAJICAPTaH/ XUAPOXJIOPOTHA3KA TIPH XOpa. |

[TpeaxmHuyHM NpoyuBaHHUA 33 0€30MacHOCT ¢ NPOABDKHTEHOCT A0 13 ceaAMULIM ca IPOBEHAESHH C
aMNOIUIHH/BaICAPTaR/XUAPOXJIOPOTHA3H], ITPH IUTEX0BE. KOMOHHALMATA BOAK 0 OYAKBAHO
NOHMKEHHE Ha MOKA3aTeIMTe Ha YepBeHAaTa KPbBHA PEANLA (€PHTPOLHTH, XEMOTrTI00HMH, XEMaTOKPUT
H PETHKYJIOLMTH), MOBHIIIaBAHE HA CEPYMHATa ypes, NOBHILIABAHE HA CEPyMHHS KpEeaTHHHH,
MOBUILIABAHE HA CEPYMHHA KAJIHIH, FOKCTarioMepyaapHa Xunepiulasua B 060peka H (OKaJIHH €pO3HH B
XKJIE3UCTHA CTOMAX NpH IUTbXOBE. BcHuky Te3u npoMeHn ca oOpaTimu ciaen 4-ceaMHUEH
BB3CTAHOBMTE/IEH IEPHOI H CE CMATA, Y€ ca BCIICACTBHE arpaBupaHe Ha ¢apMakoNOrHUHUTE eEeKTH.

KomOuBaumaTa aMnoJUnMH/BalicapTal/XHIPOXJIOPOTHA3H], HE € W3C/ICIBaHA 38 TeHOTOKCUUHOCT H
KapLMHOTEHHOCT, Thil KATO JIMMCBAT AOKA3aTEJICTBa 32 HAKAKBO B3aUMOACHCTBHE MEXTY OTACITHUTE
BEIIIECTBA, KOHUTO Ca OTJAaBHA Ha nasapa. AMIOAHMIIHH, BAJICAPTAaH H XHAPOXIIOPOTHA3HA €A U3CIICABAHH
NOOTAENIHO 32 FeHOTOKCHYHOCT H KapIIMHOTCHHOCT ¢ HEFATHBHK PE3yNTATH.

AMIIOIHIHH
PenpoayKTHBHA TOKCHYHOCT |
PenpoayKkTHBHH NMpOy4YBaHHUA NMPHU MUTHBXOBE U MHUIIIKH MOKa3BaT 3aKhCHABAHE Ha JaTa Sl %o
YIOBJKEHA MPOIBKHATETHOCT HAa PAXKAAHETO M HaMalleHa XXH3HECTIOCODHOCT Ha Mall
NpHONU3UTENHO 50 ITETH NO-BHCOKK OT MAKCHMAITHHUTE NIPENOPBUHTEIHH A03H IPH
Ha Gaza mg/kg. |

Hapyiienus sue pepTHauTeTa
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Hama edexT BbpXy depTHIMTETa HA IUTEXOBE, TPETHPAHU C AMAOJAMITMH (MBXKKH — 64 NHHU U JKSHCKH ~
14 puwm npean yngToceane) B 1038 Ao 10 mg/kg/nex (8 nbTu* MaxcuManHaTa npenopbYATENHA A03a
3a Xxopa oT 10 mg, u3unciieHa Ha 6a3a mg/m 2 ). B Apyro npoyuBaHe pu ITbX0OBe, MPH KOETO MbIKKH
IUILXOBE Ca TPETUPAHH ¢ aMJIOOHITHHOB 6e3unar 30 aHu, ¢ 103a cpaBHUMA C J03aTa Mpd Xopa,
H3gMcIeHa Ha 6aza mg/kg, ca yCTaHOBEHM MOHHKEHH TU1a3MEHH HHBa Ha GONUKYIOCTHMYTHPAIL
XOPMOH M TECTOCTEPOH, KAKTO U MOHWKABAHE Ha ITETHOCTTA HA CriepMaTa ¥ Opos Ha 3pestH
CTIEPMATHJIM H CEPTOJUEBH KIETKH.

KapuuHoresesa, MyTareHesa

Hsma gaHHHd 3a KapUMHOT€HHOCT NPH IUTBXOBE B MUILKM, TPETHPAHHU JIBE MOAWHH ¢ AMJIOJAMITHH B
XpaHaTa B KOHLICHTPaUHWH, W3YHCIICHH Ja OCHIYPAT JHEBHH 1030BH HHBa oT (0,5, 1,25 u 2,5 mg/kg/nen.
Haii-Brcoxarta 103a (ImpyM MMIIKH ~ O7TM3Ka 10, a IIpH IUTHXOBE — JIBa IMBTH* MO-BHUCOKA OT
MaKCHMAaJIHATa NMPEnOPBUKTENHA KIMHKYHA 1032 oT 10 mg, w3uKncneHa 3a mg/m 2 ) e 6una 6nuska no
MAKCUMAHO AOITYCTHMATA 032 38 MHMIIKHU, HO He Y 3a IUTLXOBE.

[IpoyusaHHa 3a MyTAreHHOCT HE NMOKa3BAT JIEKAPCTBEHO-00YC/IOBEHH €(DEKTH HUTO Ha I'EHHO, HUTO Ha
XpOMO30MHO HHMBO.

* H3yHCIeHa 3a nauyedTH ¢ tero 50 kg.

BancapraH

[IpeaAKNMHUUHWTE JAHHHU HE NOKa3BaT 0coDeH pUck 3a xopaTa Ha 6a3a Ha KOHBEHLIMOHAJTHUTE
¢apmMaKonorHyHy Npoy4YBaHus 3a 6€300aCHOCT, TOKCHYHOCT MPHU MHOTOKPATHO MPHIOKEHHE,
NC€HOTOKCHYHOCT, KapLUUHOTCHEH MTOTCHLHAT, PENPOAYKTHBHA TOKCHYHOCT H TOKCHYHOCT 34
Pa3BHTHETO.

[Ipu nreXxoBe TOKCHYHM A03M 3a Maiikara (600 mg/kg/aeH) no BpéMe Ha NoC/IeJHATE AHH OT
OpeMEHHOCTTA M NIepHOJA HA JIAKTALMA ca JOBEJIM A0 NI0-HHUCKA CTENeH Ha MPEexXUBAEMOCT, No-cnado
HaJaBaHe Ha Terno U 3abaBeHo pa3puTHE (OTAENAHE Ha YIIHATA MUA M OTBAPAHE HA CITYXOBHA
KaHa1) Ha MOKONeHHeTO (BXK. Touka 4.6). Tezun ao3u npH mibxoee (600 mg/kg/nen) npeacrasngapar
nprbnu3dTeNHO 18 MbTH MakCHMaNHaTa NPEenopbBUYHTENIHA 1034 NMPH Xopa Ha 6a3aTa Ha mg/m?2
(M34HCIIEHUATA CE OTHACAT 3a nepopayiHa ao3a 320 mg/ned u nauueHT ¢ Terno 60 kg).

[Ipu npeaKTHHAYHHM NMPOYyYBaHUA 3a 0€30NacHOCT BUCOKH A03H BascapraH (200 o 600 mg/kg
TENIECHO TErJI0) NPEM3BUKBAT MPH ILThbXOBE HAMAIABAHE HA MapaMETPHTE Ha YEPBEHHTE KPbBHH
KJIETKH (€pUTPOLIMTH, XEMOTJIOOHH, XeMaTOKPHT) B NPUYMHABAT ITIpOMEeHH B OB0peyHaTa
XeMOJAMHAMHKA (JIeKO [TOBHILABAHE Ha ypesdTa B KpbBTa, Ob0peuHa TyOynHa Xuneprinasus U
ba3zodunua NpuU MBEXKKHTE). |

Te3u po3u npu mivxose (200 no 600 mg/kg/nen) npencrasaasar npubAM3KHTENHO 6 M 18 NBTH
MAKCHMAHATA MpPenopbYMTEIIHA 4032 IIPU Xopa Ha Oa3zaTa Ha mg/m2 (M34YUCIEHUATa ¢ OTHACAT 3a

nepopanHa go3a 320 mg/aen u nauneHT ¢ terjo 60 kg).

[1pu MapMO3€TKH B CpaBHUMU J03U NPOMEHHUTE ¢a noaodHu, HO NoO-TexKH, 0cobeHo B 6bOpeuyTe,
KbACTO MPOMEHHTE C€ PA3BHBAT A0 HeponaTus, BKIIOYBALIA NTOBULICHHE HA ypeaTa U KPeaTHHHHA B
KpbBTa. Habmoaaea ce cbio xuneprpodns Ha 6b0pedHUTE IOKCTAINIOMEPYJTHH KNEeTKH M IPH ABATa
Buja. Cyura ce, 4e BCHYKH IIPOMEHH ce IbJDKAT Ha (papMaKoJOrHYHOTO JeHCTBHE HA BaJCapTaH,
KO€TO BOJM A0 NPOAB/DKHTEHA XHIIOTOHHA 0ocobeHo npu MapMoseture. Uarnexaa, ue
TepaleBTHYHATA 1034 Ha BaJicapTaH MpH Xopa He € CBbp3aHa ¢ xuneprpodus Ha 6sOpeunuTe
IOKCTarnoMepyaHu KIETKH.

6. ®APMAIEBTHYHHU JAHHH

6.1 Cnuebk HA IOMOIOHHTE BellleCTBA

Banacasaa Tpuro S mg/160 mg/12,5 mg puamuapann rabaerkn
TabnetHo sapo |
Llenynoza, MHKpOKpHCTANHA

[ToBugon K30

CunHumMeB AHOKCHI, KOJIOUAEH 6e3BoaeH

HatpHeB HHLIECTEH rAKKONAT (THN A)
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Marnesues creapar
KpocnosuaoH
[TpexxenaTHHH3HPAHO HHILIECTE

dunmoso nokputHe {Opadry White 03F28477)
Xunpomenosza 2910 (E464)

Makporon 6000 (E1521)
Turanos auokcua (E171)

Bancasua Tpuro 10 mg/160 mg/12,5 mg ¢pnamupann Tabrerkn

Tabnerno aapo

Llenynosza, MUKPOKPHCTATHA
TloBuaon K30

Cunuuyer JHOKCHI, KOJOHAeH Oe3BoaeH
HaTtpues HHLLIecTeH rnukonar (Thn A)
MaruesueB creapart

KpocnopyaoH

IlpexxenaTHHU3HPAHO HULLIECTE

Ouamoso noxkputie (Opadry yellow 03F82964)
Xunpomenosa 2910 (E464) ¥

Maxkporon 8000 (E1521)
Tank (ES553b)

Turanos auokcun (E171)
it xkeneseH okcug (E172)

6.2 HechBMECTHMOCTH
Henpunoxumo.

6.3 Cpok Ha rognocr
3 roaMuu.

6.4 CoenmajnH YCIOBHA HA ChXpaAHEHHE
Ha ce cpxpansaea noxa 30°C.
Jla ce cpXpaHsdBa B OpMrHHa/lHAaTa ONMAKOBKA, 32 Aa ce npeAria3y oT Biara.

6.5 BHa B cHABPKAHHE HA ONAKOBKATA

Bancasun Tpuo e Hamiued B 6iucrepan PVC/TE/PVAC/Al onakoBku, csabpakainu 28, 30, 60, 90, 98,
100, 105, 120 punmupany TabnetTku.

He BcHukH BHAOBE ONAaKOBKH MOTaT Ja 6bJaT mycHaTH B npoaaxkda.

6.6 Cpnenmanam npeana3sAH MepKH NPH HIXBLPJsiHE
Hensnon3paHusAT leKapCTBEH NPOIYKT WIH OTIIAABYHHTE MaTepHaly OT Hero TpsAbBa aa ce U3XBBPNAT
B ChOTBETCTBHE C MECTHUTE U3HMCKBAHUS.

7. IMPUTEXATEJI HA PASPEHIEHHETO 3A YIIOTPEBGA
STADA Arzneimittel AG
Stadastrasse 2-18

61118 Bad Vilbel
['epmanHus

8. HOMEP(A) HA PAZPEIIEHHMETO 3A YIIOTPEBA

Bancasnun Tpuo 5 mg/160 mg/12,5 mg - Per.Ne: 20210011
Bancaepun Tpuo 10 mg/160 mg/12,5 mg - Per.Ne: 20210012
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9. JIATA HA ITLPBO PA3PEINABAHE/MOJHOBSIBAHE HA PAPEHIEHHETO 3A
YIIOTPEBA

Hara Ha mepBO paspeulaBane: 19.01.2021

10. JATA HA AKTYAJINZAPAHE HA TEKCTA
OkroMBpu 2025
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