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KPATKA XAPAKTEPUCTHKA HA ITIPOJAYKTA
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1. UME HA JIEKAPCTBEHHUA ITPOAYKT

Jiunepam 5 mg/160 mg puamMupanu tabneTku
Dipperam 5 mg/160 mg film-coated tablets

Hunepam 10 mg/160 mg ¢punmupanu tabneTku
Dipperam 10 mg/160 mg film-coated tablets

2. KAYECTBEH U KOJTHYECTBEH CbhCTAB

Hunepam 5 mg/160 mg purmupanu mabremxu
Besika ¢punmupana tabnerka cbabpxKa S mg amioaunu (amlodipine) (kaTo aMnoqunuHoB 6e3unar) (as

amlodipine besylate) u 160 mg Bancapran (valsartan).

Hunepam 10 mg/160 mg purmupanu mabremxu

Besika punMupana Tabnerka ceabpika 10 mg amnoaunus (amlodipine) (xkato amiaoaunuHoB 6e3unar) (as
amlodipine besylate) u 160 mg Bancapran (valsartan).

3a MbJIHUA CIIUCHK Ha MOMOLIHUTE BelllecTBa BUXKTe To4ka 6. 1.

3. JJEKAPCTBEHA ®OPMA

OuaMupaHa tabeTka.

Hunepam 5 mg/160 mg purmuparnu madbremxu
T'bMHO xbiTa, enuncoBraHa puiIMHUpaHa TabneTka cbe CKOCeHH pboOoBe, ¢ Haanuc “NVR” ot eqnara

ctpada u “ECE” ot apyrara cTtpaHa.
[Ipubnusurenen pasmep: 14,2 mm (ab/okuHa) X 5,7 mm (luMpuHa).
Hunepam 10 mg/160 mg purmupanu mabremxu

CBeT10 XbJiTa, €MNcoBUAHa puiIMupaHa TabieTka, CbC CKOCeHH pbboBe, ¢ Hagnmuc “NVR” ot enHaTa

ctpada 1 “UIC” ot gpyrara cTpaHa.
[Ipubnusurenen pasmep: 14,2 mm (abkuHa) X 5,7 mm (LuMpuHa).

4. KNIMHUYHU JAHHH
4.1 TepaneBTHYHH MOKA3AHHA
JleyeHue Ha eceHLIMA/IHA XUTIEPTOHHS.

,[[Hnepam € IIOKa3aH IMPpH Bb3paCTHH, HHETO APTEPHAJIHO KPbBHO HAJIAraHE HE CE€ KOHTPOJIHpA a/1LkBE
[TPH MOHOTECpAIIna ¢ aMJIOJAHUITHH HUJIH BaJiICAPTaH.

4.2 Jl03MpPOBKA M HAYHH HA NPHJIOXKEHHE




Ho3uposka
[IpenopbunTennara n03a Ha Jiunepam e eqHa TabneTka AHEBHO.

Hunepam 5 mg/160 mg Moxe aa ce npunara npH NauMeHTH, YHETO APTEPHUATTHO HAIAraHe He Ce
KOHTPOJIHPA aIeKBATHO NPH MOHOTEPANMA ¢ aMJIOAKRMHH 5 mg uau Bancaptad 160 mg.

HunepaM 10 mg/160 mg Moxe na ce Npuiara Npy NalMeHTH, YHETO apTepHaNHO HaNATaHE HE Ce
KOHTPOJIMpa aIeKBATHO NTPH MOHOTepanus ¢ amaofunuH 10 mg unu Bancapran 160 mg unm ¢ {unepam
5 mg/160 mg.

JiunepaM Moxe Ja ce npuiara cbe Win Oe3 xpasa.

[lpenopw4Ba ce, MpeH MpeMHHABaHe Ha JleYeHHe ¢ PUKCHpaHaTa KOMOHHALMs, a ce npoBee
HHAMBHAYATHO THTPHPAHE HA JJO3UTE Ha OTACITHNTE KOMIIOHEHTH (T.€. aMAOAUNIMH H BajicapTaH). Koraro
e MOAXOASUIO OT KJIHHHYHA IJIeAHa To4Ka, O Morno aa ce 06chxaa AMPEKTHO NPEMHHABAHE OT
MOHOTEpanus KbM Je4YeHHe ¢ KOMOHHALMA OT PUKCHPaHU AO03H.

3a y06CTBO NalMEHTUTE, NTOJIyYaBallli BaJCapTaH ¥ aMIOJAUNUH KaTo OTAETHU TabJeTKH/Kancyan Moratr
Ja npeMHHAT Ha JieueHue ¢ Jlunepam, CbabpXKall ChIIUTE A03H Ha OTAENHUTE KOMIIOHEHTH.

bvbpeuno yapexcoase

Hama HanuyHM KIHHAYHHE JaHHH NPHA NAUMEHTH ¢ Texko 6b0peuHo yBpexaHe. He ce Hancksa
KOpHIYpaHe Ha J03aTa MpH NalKeHTH ¢ IEKO 10 YMepeHo ObnOpeuno yspexaaHe. [Ipy yMepeHo 6u0peqHo
YBpPEXJIAHE Ce MPENOopbUBa CIEAEHE HA HUBATA Ha KAIHHA U KPEAaTHHHH.

YeproOpobro yapeoicoane
HunepaM e IPOTHBONOKA3aH NP NMALMEHTH ¢ TEXKO YepHOApobHO yBpexaaHe (BXK. ToUKa 4.3).

HurniepaM TpabBa xa ce npuiara ¢ MOBHII€HO BHUMAHUE TPH MALHEHTH C YepHOAPOOHO yBpeXaHe HIIH
OMIHapHHU OOCTPYKTHBHHM 3a00naBanuA (BXK. ToUKa 4.4). [Ipy NaUHEHTH ¢ AEKO A0 YMEPEHO YEPHOAPOOHO
yBpexaaHe 6e3 xonecra3a, MaKCHUMAaJIHaTa [IPENOPbYHTENHA 1034 Ha BaicapraHd € 80 mg. [Ipenopeku 3a
I03UpaHe Ha aMJIOJAWITMH IIPH NMAUHEHTH C JIEKO A0 YMEPEHO YEPHOAPOOHO YBpEKAaHe HE Ca YCTAaHOBEHH.
[Tpu npeMHHaBaHe Ha NOAXOAALIM NALMEHTH C XHIEPTOHHUA (BX. TOUKa 4.1) 1 uepHOAPOOHO YBpEKAaHE
KbM JIeYeHHe ¢ aMIOAuNuH Wik Jlunepam, TpaOBa Aa ce H3Mon3Ba Hali-HHCKATa HANM4YHa Jo3a Ha
aMJIOAMNHH, MPUJIAraH KATO MOHOTEPANUA UM ChOTBETHO KaTO 4acT OT KOMOMHALMA.

Cmapuecka ev3pacm (65 200unu unu nogeye)

[Tpu nauMeHTHTE B CTapyecka Bh3pacT € HeoOX0AHMO NOBHILIEHO BHHMaHKE NPH NOKayBaHe Ha 103aTa.
[1pu mpeMHHaBaHe Ha MOAXOAAILIH MALHEHTH ¢ XHIEPTOHUA (BXK. TouKa 4.1) KbM JleueHHue ¢
aMnoaunuH Win Junepam, Tpadpa fa ce U3MON3Ba Hal-HUCKATa HATUYHA 032 HA aMJIOJHUITHH,
npuiaral KaTo MOHOTEpPANHs HIIM CbOTBETHO KaTO YacT OT kKoMOUHarus.

Ifeouampuuna nonyrayus
Be3onachHocrra # edukacHocTTa Ha unepam npu Aeua noa 18 roxMHM He ca yCTaHOBEHH, JIuncear
OAHHH.

HauyuH HA IpHIOXKEHHUE
[lepopanHo npuaOXeHHE.
[IpenoppbuBa ce JlurnepaMm Aa ce NpUeMa ¢ MAIKO KONHYECTBO BOJA.




4.3 IIporEBOnOKa3aHHA

. CBpPBX4YBCTBUTETHOCT KbM aKTHBHUTE BELIECTBA, KbM ANXHAPONMPHINHOBHU MPOU3IBOAHH UIH KbM
HAKOE OT MOMOIIHHTE BEIeCcTBa, K30poeHH B ToUKa 6.1.
* Texko yepHoApPOOGHO yBpexaane, bunuapHa LHPO3a WIH XOJecTasa.

EnnoBpeMeHHaTa ynorpeda Ha JJunepaM ¢ aATHCKMPEH-ChAbPXKALIY MPOAYKTH € ITPOTHBONOKA3aHa
[IPH TMALHEHTH CbC 3aXapeH auaber unn 6u6peuno yspexaane (GFR <60 ml/min/1,73 m?) (Bx.
Touku 4.5 1 5.1).

BTopH u TpeTH TpUMECTHP Ha OpeMeHHOCTTa (BX. TOYKH 4.4 1 4.6).

Texka XHIMOTOHUA,

ok (BKIIOUATENHO KApAUOTE€HEH HIOK).

OOCcTpyKUMA Ha H3X0Ja Ha NaBa kaMepa (Hamnp. xuneptpoduyHa oOCTPYKTHBHA KapANOMHOTNIATHA U
BHCOKOCTEIICHHA A0PTHA CTEHO3a).

. XeMoaUHaAMHUYHO HecTaOMIHA ChpAeYHa HEJIOCTaThYHOCT CJlie]l OCTLP MHOKAapAeH HH(APKT.

4.4 CoennalBEA NpeaynpexieHns A NpeANa3HH MEPKH NPH ynoTpeda
Be3zonacHocTTa B e(PMKACHOCTTA Ha aMJIOJKMNHUH NP XMIIEPTEH3MBHA KpH3a HE €A YCTAHOBEHHU.

bpeMeHHOCT

AnruotensuH ] peuentopaute antaroHucty (AIIRA) He TpsOBa Aa ce 3anouyBar Mo Bpeme Ha
bpemennocT. OCBEH ako NpoAb/hkasaHeTo Ha TepanuaTa ¢ AIIRA ce cuuTa 3a )XM3HEHO BaxHO, Ha
nauHeHTKUTE, KOUTO IJaHupar 3abpeMeHsBaHe, TpaOpa ga Obae HA3HAYSHO ANITEPHATHBHO
aHTHXHIIEPTEH3UBHO JIEUCHHUE C YCTAHOBEH npodun Ha HezonacHOCT 3a ynotpeba no spemMe Ha
6pemennoct. [Ipu yctaHoBiaBaHe Ha OpeMeHHOCT, neuenuero ¢ AIIRA tpabea aa ce npeycraHoBu
He3a0aBHO M 4KO € YMECTHO, J1a ce 3all04YHe aNTepHAaTUBHA Tepanud (BXK. ToukH 4.3 u 4.6).

[lalMeHTH ¢ HaTpUeB W/WiK obeMeH aeduIUT

B ninanebo-KOHTpONHpaHH MpOy4YBaHHUA, EKCLECHBHA XUIIOTOHHUA ce Habmoaasa npu 0,4% OT NanUueHTHTE
C HEYCIIOXKHEHA XUNMEPTOHHUS, JIEKYBAHH € aMJIOAUMNUH/BaflcapTaH. CUMNTOMAaTUYHA XUNOTOHUS MOXKE Aa
HACTBITH OPH NalUeHTH, KOUTO NIpUeMaT aHMMOTeH3HH pelenTopHU OIOKEepH M NpH KOKHTO € aKkTUBHpaHa
CHCTEMATAa PEHHH-aHTHOTEH3HH (HAMp. NAMEeHTH ¢ HATPUEB WHIH o6eMeH AePULIUT, [TONy4aBallH
BHCOKH KO3H AUypeTulH). [Ipeau npunoxeHuero Ha unepaM ce npenopbiBa T€3M ChCTOAHUS Ja ce
KOPMIHPAT WIH NMalHEHTHTE a ObAaT NOJ HENPEKbCHAT MEAULIMHCKH KOHTPOI B HAYQN0TO Ha JIEYEHHUETO.

Axo nipH neueHye ¢ /IlnnepaM HaCTHIK XUNOTOHMSA, NALUMEHTHT TPAOBaA Aa ObZie mocTaBeH B JIErHANO
[MOJICKEHHE H MIPH HEOOXOAUMOCT J1a Ce MPUI0XKH HHTPABEHO3HA HH(Y3HA ¢ PA3TBOP HA HATPHEB XJIOPHU/L.
Jleuenuero Moxke Aa ObAE NPOABIKEHO CJIEA KATO ce CTAONNN3Npa apTEPHATHOTO HANATAHE.

XHnepKaaHeMHus
EnHoBpeMeHHaTa ynorpeﬁa C KanHeBH J00aBKH, Kalui-ChbXpaHABalIH IRYPETHIH, 3aMECTUTEIHN HA

COJITA, ChbAbPIKALIM KaNUH HIH APYTH JICKAPCTBEHH MPOAYKTH, KOUTO ODHXa MOIJIM Ja MOBUILAT HABATA Ha
Kanu# (xenapuH 4 T.H.), TPAOBa 1a ¢e OCBIIECTBABA € IOBHILEHO BHUMAHHUE U C YECTO MOHHTOPHPAHE HA
CTOMHOCTHUTE HA KAIHUN.

CreHo3a Ha 666peyHa apTapus
Hunepam TpaOBa za ce Npuiara ¢ MOEMIIEHO BHUMaHKE 33 ICYEHUE Ha XHIIEPTOHHA TIPH NalH

CAHOCTpPAaHHA WJIH ABYCTPAHHA CTCHO34 Ha 6’hﬁpEI{HHTB APTCPHH HJIH [IpH CTCHO3a HA apTCp
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eAUHCTBEH OBOpeK, Thif KaTO NpH TaKMBA MAallHEHTH MOXKE J1a CE NOJYYH NTOBHILIaBaHe Ha ypesTa B KpbBTa
H CEPYMHUA KPEaTHHHUH.

bp6peyHa TpaHCMIaHTALIUA
Jlo TO31 MOMEHT HAMA HATPYMAH ONMUT MO OTHOLUEHKE Ha De3onacHarta ynorpeba Ha
aMJIOOMITHH/BajICApTaH NP NalMEeHTH CbC CKOpOLIHA ObOpeyHa TpaHcnaaHTalus.

YepHoapoOHO yBpexaaHe

BancapTan 0CHOBHO C€ €JIMMHHHPa HENPOMEHEH upe3 #UIb4Kara. [101yKHBOTHT Ha aMJIOUIIUH €
yABIDKEH, a cTolHocTHTe Ha AUC ¢a no-BHCOKH NPH MALMEHRTH ¢ HapylleHa yepHOApoOHa PyHKUMA; HE
ca YCTAaHOBEHH MPENOPBKH 3a go3upaHe. [IpuioxeHuero Ha JlunepaM npu NanueHTH € IEKO A0 YMEPEHO
4yepHOAPOOHO yBpexAaHe WK ¢ OunuapHu oOCTpyKTHBHH 3abonsaBanmns TpAOBa fa ce OCHINECTBABA C
0COOEHO BHHMAHHE.

[IpH MauMeHTH ¢ eKO 10 YMepeHo YepHoapoOHO yBpexaHe 6e3 xonecTa3a, MAKCUMAIHATA
npenopbhb4YUTENHA 103a HA BajicapTaH € 80 mg.

brOpeuHo yBpexnaHe

He ce Hanara kopurapase Ha go3arta Ha J{unepam IpH NaUHEHTH C JIEKO JO YMEPEHO YBpEXXIaHe Ha
6n6peunara pyuxuusa (GFR >30 ml/min/1,73 m?). [Tpu ymepero Ou0peuHO yBpexaaHe ce Npenopbyuba
cneacHe Ha HUBATa Ha KaJIW# M KpeaTUHUH.

[TepBHYEH XHNEPANAOCTEPOHHIBM
[MauuenTHTE ¢ MBPBHUEH XHIICPALAOCTEPOHUIBM He TPAORA Aa ce NeKkyBaT ¢ aHrHoTeH3HMH Il aHTaronscra
BaJICapTaH, Thi KaTo TAXHATa peHHH-aHTHOTEeH3UH CUCTEMA € 3acerHara OT ITbPBHYHO 3abosBaHe.

AHruoenem

CpobLuaBa ce 3a cnyval Ha aHr'MOeAeM, BIJIIOYMTENHO OTOK Ha JIAPHHKCE U MVIOTUCA, TPHYMHIBALLL
0OCTPYKLIMA Ha AHXATEHUTE ITbTHIIA H/UIIK OTOK HA JIMLIETO, YCTHUTE, (PapHHKCa /UK €3HKa NpH
MaLMHEeHTH, TEKyBaHHU ¢ BajcapraH. Hakou or Te3H naleHTH ca MMaJIH H Npeay TOBa AaHTHOEAEM, MIPH
fledeHHE C APYFH JEKApCTBEHU NPoayKTH, BKIIouHTenHo ACE nuxuburtopn. [Iunepam Tpabsa aa ce cnpe
He3a0aBHO MpH NaIHEHTHTE, KOUTO MONYYAT aHrHoeaeM H He TpsaOBa Ja ce npuiiara OTHORO.

NHTEeCTHHANIEH AHTMOEIEM

3a UHTecTUHANEH aHTHOeneM ce ChobInaBa Nnpy naLueHTH, 1eKyBaHH ¢ auruoreHsuH Il peuenropuu
AHTArOHHCTH, BKJ. BajicapTaH (BXK. Touka 4.8). Te3u maiueHTH UMat KopeMHa O0nKa, rajeHe, NoBpbllaHe
U quapusa. CHMOTOMHTE OTLIYMABAT CJie] NPEyCTaHOBABaHE Ha aHrHoTeH3uH Il peuenropanTe
aHTArOHUCTH. AKO Ce JAHAarHOCTHLMPAa HHTECTHHAICH aHTHOEEM, JICUCHHETO ¢ BajicapTaH TpaOBa aa ce
MPEyCTAHOBH H Aa C€ 3allOoyHe NOAX0AALI0 HAOM0JeHHE AO ITBJIHOTO OTIIYMABAHE Ha CHMIITOMHTE.

ChpaeuyHa HeIOCTAThYHOCT/ MOCTMUOKAPAEH HHDaPKT
Karto nocneacteve oT HHXHOMPAHETO Ha PEHMH-@HTHOTEH3UH-AIIOCTEPOHOBATA CUCTEMA TIPH
npeJpa3noNoXeHH NalUeHTH MoraT Ja ¢e O4akBaT npoMeHHU B Ob0peyuHara ¢pyHkuud. [1pn naunenTu ¢
TeXKa ChpAcYHa HENOCTATBYHOCT, YuATO ObOpeyuna pyHkUUA 61 Mora Ja 3aBUCH OT aKTHBHOCTTA Ha
peHHH-aHTHOTEH3NH-ANAOCTEPOHOBATA CUCTEMA, neveHneTo ¢ ACE HHXHOHTOPH ¥ aHrHOTEH3UH
pelieNTOPHH AHTArOHHCTH CE CBBP3Ba C OJINTYPHA W/HUIH IPOTrPeCHBHA a30TeMHA H (PAAKO) C OCTpa
6pOpevHa HeZOCTATHUHOCT /UM cMBPT. IloaobHHK pesynTaTh ca ch00LEeHH 3a BancapTad. OQueHkara Ha
NaUEHTHTE CbC ChPAEYHE HEAOCTATBYHOCT UNHU NOCTMHOKAPAEH HHGAPKT TpAOBRa Ja BKIIOYBA E
olleHKa Ha OLOpeunara GyHKLUS.




-

B aearocpoyHo, muauedo-koHTponupano npoyusaHe (PRAISE-2) ¢ aMnoaunuH npy naueHTd ¢ NYHA
(New York Heart Association Classification) knac Il u 1V cbpaguHa HEAOCTATEHHOCT, C HEUCXEMHYHA
eTHOJIOrHA, aMIIOJUIHH C€ CRBP3Ba ¢ nosUeH 6poii croblLueHus 3a benoapodeH O0TOK, BLIIPEKH JTUNICATA
Ha 3HauMMa pa3liiKa B 4€CTOTATA Ha B/OLIABAlLA Ce ChpleyHa HEAOCTATLYHOCT B CPAaBHEHHE ¢ U1auebo.

BnokepHuTe Ha KaJalUeBHTE KAHAIH, BKIIIOYUTENHO aMJIOAUITNH, TpAORa Ja ce H3MONI3BaT ¢ NOBHIIEHO
BHHMAaHHE MPH NAllUEHTH CBbC 3aCTOHHA ChpAevHa HEROCTATHYHOCT, ThH KaTO MOTaT Ja MOBULIAT PUCKA OT
OpJeIH CHPAEHHO-CHAOBH CHOUTUS H CMBPTHOCT.

AOpTHA U MUTpAJTHA KJIANHA CTEHO3A
KakTo npn BCHYKH JpYTH BasoAU/IATATOPH € HEODXOAMMO Crla3BaHe Ha CIICHHANHH MTpeANa3HH MEPKH NpH

NalHEHTH, CTpadalid OT MHUTpallHA KJalnHa CTCHO3a HJIN 3HaY4YHMd a0PTHA CTCHO34d, KOATO HE €
BHCOKOCTCIICHHA.

IBoitno 610KKHpaHe Ha peHUH-aHTHOTeH3UH-aI1ocTepoHoBaTa cucTteMa (PAAC)

HMma nanuu, e egHoBpeMeHHaTa ynorpeba Ha ACE naxubutopu, APb unn anuckupeH nopuinasa pucka
OT XHIIOTOHHA, XHIIEPKaTHEMHA H HaMansaBaHe Ha ObpOpednaTta dpyHKIHA (BKIOUHTENHO ocTpa 6n0peyna
HenocTaThbuHOCT). [lopanay ToBa He ce npenopbuBa ABOHHO Onokupane Ha PAAC ype3 koMOuHNpaHa
ynotpeta Ha ACE uHxuburopu, APb nnn anuckupes (Bx. Touku 4.5 u 5.1).

AXO ce MpeleHH, Ye TepanuATa ¢ ABoAHO OnokupaHe e abcoMmoTHO HeobxXoauMa, ToBa TpAOBa Ja cTara
camo noJ HaOMOAEHHETO Ha CIIEIHAIHCT W NPH Y€CTO BHUMATENHO MOHHTOpUpaHe Ha OwOpeunaTa
GYHKIHA, eNEeKTPOIUTHTE U KpbBHOTO HanaraHe. ACE naxubutoputre u APb He TpaOBa aa ce uanon3sar
¢JHOBPEMEHHO MPH NMALUEHTH ¢ AuabeTHa HedponaTHs.

AMIOIUNHH/BAJICAPTAK HE € NPOYUYBAH NMPH APYIU rPpyIy OT MALHEHTH OCBEH TaKkUBa ¢ XUIIEPTOHHUA.
4.5 BiarmoaeilicTBHE ¢ APYrH JEKAPCTBEHH NPOAYKTH H APYrAa GOopMH Ha B3AEMOACHiCTBHAE
BaaumoneicTBus, 001N 33 kOMOHMHALIUATA

He ca npoBexaaHy NpOy4YBaHHUA 32 IEKAPCTBEHUTE B3aHMOACHCTBHA MEXY aMIOAMITHH/BaNCaApPTaH U
APpYTH NIEKapCTBEHH MPOAYKTH.

La ce gzeme npedsuod npu eOROEPEMEHKO NPURONCEHUE

Hpyeu anmuxunepmen3ushu cpeocmea

Yecto ynotpebspaHuTE aHTUXHNIEPTEH3UBHHU CpeCTBa (Hanp. anga OnokepH, AMYpeTULH) H APYTH
IEKapCTBEHH NPOAYKTH, KOUTO MOTAT d NpeAU3BHKAT XHIIOTCH3UBHH HEXKENaHH peakUuH (Hamp.
TPHIMKJIHYHH aHTHIeNpecaHTH, anda 610KepH 3a nedyeHue Ha Xo0pokavyeCTBEHA IPOCTATHA
XHINepIialu), MOraT Aa NOBHLIAT aHTUXUNEPTEH3UBHUA €PEKT HA KOMOHHALIUATA.

B3anMoaefcTBUA, CBbP3aHH C AMIQJUNIHH
He ce npenopvusa eOHO8PEMERRO RPUROICERUE

I'petingppym unu cox om cpeiingppym

He ce npenopbuBa efHOBpeMeHHaTa yroTpeda Ha aMIOIUIIMH ¢ rpeAndpyT UK COK OT rpedndpyT, Thil
KaTO NMpH HAKOW NayueHTH OHOHANHYHOCTTAa MOXE Aa Ce NMOBHILH U J1a JOBEAe 0 3aCU/IBaHEe Ha
aHTHXMIIEPTEH3NBHUTE eEeKTH.

H3uckea ce noguUWEH0 BRUMANHUE NDU EOHOBDEMEHHO RDURONCEHUE

CYP3A44 unxubumopu
EnnoBpeMenHaTa ynotpeba Ha aMnoAunuH CbC CUIHU WK yMeperH CYP3A4 uuxuburo

HHXHOUTOPH, a30/IHH NPOTHBOTBOMYHH CPEACTRA, MAKPOJIMAHN KATO EPUTPOMHULIMH HITH




BepanaMius WiH JHATHA3EM), MOXE a AOBEAE N0 3HAYHMO YREHYABAHE HA EKCIIO3ULHUATA HAa AaMIIOJHITHH.
KnuHuyHAaTa 3aBHCHMOCT Ha Te3n (papMaKOKHHETHYHH BapHALIMKM MOXE Ja € [MO-U3paseHa IpH
MAalLUEHTUTE B CTAPYECKA Bb3pacT. ToBa MOXE J1a HAJIOXKH KIHHHYHO MPOCHeaBaHe U KOPEKUHUA Ha
no3ara.

CYP3A4 undyxmopu (anmuxongyacasmu [nanp. xapbamazenuH, gpenobapbuman, ghenumoun,
pochenumoun, npumudon], puchamnuyun, Hypericum perforatum (xceam xanmapuor)

[Tpu eqHOBpPEMEHHO MpHaraHe Ha W3BecTHH HHAYKTOpH HA CYP3 A4, nnasMeHaTa KOHLIEHTpALHA Ha
aMJIOJHITHH MOXKe Ja Bapupa. [lopanu ToBa, KpbBHOTO Hansirane TpabBa na ce ciea U Ja ce peryadpa
R034Ta KAKTO 110 BPEME Ha, TAKa W cle]l €AHOBPEMEHHO NpUnarane, 0codeHo ¢hC CHIIHH HHAYKTOPH Ha
CYP3A4 (nanp. pudamnuumn, Hypericum perforatum).

Cumsacmanmun

MHOIrOKpaTHOTO NPUIOXKEHHE Ha aMnoaunuH 10 mg eIHOBpPEMEHHO CbC CHMBACTATHH 80 mg nosHiLIAaBa
CbhC 77% eKCIO3HLHATA Ha CHMBACTaTHH CIIPAMO CaAMOCTOSMTEIIHOTO PUIOXKEHHE HA CUMBACTAaTHH,
[IpenopbuBa ce HaMaldBaHe Ha A03aTa HA CUMBAcTAaTHH N0 20 mg AHEBHO IMPH NMAaLHEHTHTE Ha JIEUYEHHE C
AMJIOZINITHH.

Hanmponen (unghysus)
[Tpu xuBOTHM ca Hab/iOAaBaHM JleTasiHa KamepHa GuOpuiaLvsa 4 CbpACYHO-CBAOB KOJAIC, CBLP3aHH ©

XHIIepKATHEMHA Clle] IPUIoKEHHE Ha BEpalnaMii H HHTPaBeHO3¢eH JaHTponeH. [lopaau puck ot
XHIIEPKATHEMHS, CE MPENOPBYBA Aa ¢ H304rBa eJHOBPEMEHHOTO MPHIIOKEHHE C AHTATOHHUCTH Ha
KallHEBHUTE KaHAJM KaTO aMJIOAUIIHH NMPH NALHEHTH, [TPeapa3NoIokKeHH KbM MAIUTHEHA XHIIEPTEPMUS U
npH OBJAAsIBaAHE HA MAJIMTHEHA XUIIepTEepPMHS.

Ha ce 83eme npedsud npu ednospementa ynompeba
Hpyeu

[py KIMHWYHE NPOYYBAHHA 32 B3aUMOAeHCTBUA, aMJIOJMIIMH HE NOBIHABA PapMaKOKHHETHKATA Ha
aTOpBAaCTaTHH, AHTOKCHH, BapdapHH WM LIHKIOCTIOPHH.

BaauMoaeicTBHg, CBHP3aHHU ¢ BalicapTaH
He ce npenopvyea egrogpemernnama ynompeba

Jumuti

Cpobmasa ce 3a 00paTHMO ITOBHLIABAHE HA KOHLEHTPAUHUATA Ha NUTHH B cepyMa M TOKCHYHOCT NpH
eHOBPEMEHHO NpPHAAraHe Ha TUTHA ¢ HHXUOMTOPH Ha AHTHOTEH3HH KOHBEPTHPALIHMA €H3HM HIIH
aHruoTeH3HH Il peuenTopHN aHTArOHUCTH, BKIIOYUTENHO BancaptaH. [Topaau ToBa ce npenopbyea
BHHMATENHO NPOCAEASIBAHE HA CEPYMHUTE HHBA Ha JIMTUH NIpH €IHOBpPEMEHHA yrioTpeba. AKO ce npuiara
U AMYPETHK, PHCKBT OT JIHTUERA TOKCHYHOCT € Bb3MOXKHO JOMBJIHHUTENHO [1a CE NIOBHIIH NPH MPHUEM Ha
Hunepam.

Kanuii-coxpanseawu ouypemuyu, karuesu 0obasku, 3amecmumeny Ha COAMa, CoQbPICAWU KaAAul u
Opyzu 8eujecmsd, Koumo Mozam Oda NOSUWIAM HUBAMda KA KAIUU

Ako B KOMOHHALIMA C BAJICapTaH Ce NPEANKHCRA JIEKAPCTBEH NPOAYKT, KOATO NOB/NHABa HUBAaTa Ha Kalui,
ce Npenopb4Ba KOHTPOJ Ha IUIa3MEHHMTE HHBa Ha KajluH.

H3uckea ce noguuieno gHuMarnue npu ednogpementa ynompeba
Hecmepouornu npomusoevsnanumennu aexkapcmeaenu npooykmu (HCIIBC), axnousawu cerexmugHu
COX-2 unxubumopu, ayemuacaiuyunosa xuceauna (>3 g/oen) u necenexmusnu HCIIBC

Moxe aa ce HabnonaBa oTc1a0BaHe HA AHTHXMIIEPTEH3HBHUA eeKT, KOFaTO aHTHOTEH3HH _
aHTaroHucTuTe ce npunarar egnospemenHo ¢ HCTIBC. Oceen ToBa, eaHoBpeMeHHaTa YRS Az flo
auruortensus I antaronuctu u HCIIBC Moxe fa 1oBefe A0 NOBUILEH PHCK OT BIOmAFXHE -




OnOpeuHaTa GyHKLMA H MOBUILIABAHE HAa CEpyMHHA KaTHH. Clie0BaTENIHO, C€ MPENOpbh4Ba MOHUTOPHpaHe
Ha Ob6peunaTa QyHKLHA B HAYANOTO HA JIEUEHHETO, KaKTO M aJIeKBaTHa XHpaTalMs Ha NalHEHTa,

Huxubumopu Ha vnmeiix mpancnopmepa (Du@GaMnuyus, yuxiocnopun) uiu e@prykCrus mpawchopmep
(pumonasup)

PesynratuTe OT in viiro npoyuBaHe ¢ TbKaH OT YOBEIIKH 4YepeH Apod nokassa, 4e Bascaprad € cyocrpar
Ha YyepHoApoOHus pnTelik TpaHcnoprep OATP1B1 1 Ha yepHoaApoOHHUs edaykceH TpaHcnopTep MRP2,
ExnoBpeMeHHOTO NpUI0KEHHe ¢ HHXUOUTOPY Ha BIITEHK TpaHcnopTepa (pudaMNULKMH, LHKAOCHOPHH)
UM epNyKCHHA TpaHcnopTep (PHTOHABUP) MOXE Aa MOBHILH CHCTEMHATa €KCIIO3HIIMA Ha BaJICapTaH.

Heoiino broxupane na PAAC ¢ APB, ACE unxubumopu unu arucxupen

JTaHHU OT KIMHHYHH NIPOYUBaHHUA NOKA3BaT, 4e ABoiiHoTo Onoxupane Ha PAAC ype3 xoMOMHUpaHaTa
ynoTpeba Ha ACE nHxuburtopu, APB win ajluckupeH ce CBbP3Ba ¢ M0-BHCOKA YECTOTA HA HEXEJlaHH
cEOMTHS KAaTO XMIOTOHHSA, XUIIEPKAINEMHUA H HaMalsaBaHe HA ObOpevHaTa PyHKUHA (BKIIOYHTETHO OCTpa
OBOpeuHa HeAOCTaTHLYHOCT), B CPABHEHHE € YIOTpedaTa caMo Ha €IHO CPelICTBO, A€HCTBALLO BBPXY

PAAC (Bx. Touku 4.3, 4.4 u 5.1).

Lpyeu

[Tpy MOHOTEpanHi ¢ BajiCapTaH He Ce YCTAHOBABAT KJIHHHYHO 3HAYHMH B3aHMOACHCTBHA CHC CNEAHNTE
BelllecTBa: UMETHAHH, BapdapuH, Gypo3eMH, AMIOKCHH, ATEHON0J1, HHAOMETalUUH, XUIAPOXJIOpPOTHA3UL,
aMJIOZTMITHH, rMHOEeHKIaMK].

4.6 DepraanTer, DPpeMEHHOCT H KLpMeEHe

bpeMeHHOCT

Amaoounun

BezonacHOCTTA Ha aMJIOZIHITMH MO BpeMe Ha OpeMeHHOCT MPH Xopa He € YCTaHOBeHA. B npoy4Bauus npu
’>KMBOTHH, IIPH BUCOKH J03H € Ha0JIr0jaBaHa penpoayKTUBHA TOKCHUYHOCT (BX. Touka 3.3). YnoTpeba no
BpeMe Ha OpeMeHHOCT ce NpenopbiBa CaMo KOraTo HaMa no-6e3onacHa ajiTepHaTHBa M KOrarto
3abonaBaHeTo caMo no cebe CH HOCK NMO-TOJIAM PUCK 3a MalKarTa U nmioja.

Bancapman

Ynorpebara Ha anrHoTeH3uH I peuentopHn antaroHucTd (AIIRA) He ce npenopsusa no Bpeme Ha
MbPBHA TPUMECTHP HA OpeMeHHOCTTA (BXK. To4Ka 4.4). Ynorpebara Ha AIIRA e npoTHBonoka3saHa no

| BpEME Ha BTOPHA H TPETHA TPUMECTHP OT GpeMeHHOCTTa (BXK. TOUKU 4.3 1 4.4).

EnuaeMuonori4HuTE JaHHH 332 PUCKA OT TEPATOreHHOCT cnel ekcrno3uuus Ha ACE nuxubutopu no
BpEME Ha MbPBHA TPHMECTBD OT OPEMEHHOCTTa HE BOJAT /IO OKOHYATE/IHH 3aKJIIOYEHHUA; BHIIPEKH TOBA,
MAJIKO MOBHILEHHE HA PUCKA HE MOXe Jia ¢e N3KNIOUK. Brnpeky ye HaAMa JaHHU OT KOHTPOUpaHu
enHuAEeMHOJIOrMYHH [IPOYYBaHHA 3a pUCKa NpH aHrHoTeH3uH I peuentopruTe aHTaroHUCTH (AIIRA)
nogobeH pHCK MOXE [a ChIECTBYBA 3a TO3H KJIAC JIEKapCTBEHH NPOoAYKTH. OCBEH aKko MPOAbIKABAHETO
Ha AIIRA TepanusTa He C€ CMETHE 32 XKH3HEHO BXXHO, [TALIMEHTHUTE C IUIaHHpaHa OpeMEHHOCT TpaOpa na
PpeMHHAT Ha ATEPHATHBHO aHTUXUMIEPTEH3UBHO JICHEHHE, KOETO HMa YCTAHOBEH NPOQHI Ha
Oe3onacHOCT NpH OpeMeHHOCT. AKO ce ycTaHoBH DpeMeHHOCT, neyeHueTo ¢ AIIRA Tpsabsa jaa ce
NpeycTaHOBH He3abaBHO H, aKO € YMECTHO, J1a ce 3aloYHe AJITEpPHAaTHBHA TeparnHi,

Excno3uiuara Ha AIIRA no BpeMe Ha BTOpHS H TpETHUS TPHMECTHP Ha 6p3MEHHDCTI‘a MOXK€ 14 00Beae 110

5.3).




B cayuaii e ce ycTaHOBH ekcnio3uliua Ha AIIRA oT BTOpHA TPHMECTBD Ha OPEMEHHOCTTA, Ce Npenops4Ba
npoBepka Ha ObOpeyuHaTa PyHKUHMA U Yepena Ha nojaa upes ylaTpa3Byk.

Hoeopoaenw, yniito maiiku ca npuemanu AIIRA, TpaGsa BHuMaTenHO fa Ovaart HabnwaaBaHy 3a
XHNoTOHHA (BX. TOUkH 4.3 u 4.4).

KspMene

AMNOAMUIHH CE EKCKPETHPA B MAHYHHOTO MIAKO. KOJHUYECTBOTO, NPHETO OT HOBOPOJEHOTO,
MPONOPLIMOHAIHO Ha [103aTa, IpHeTa oT MafkaTa € U34MCIEHO B MHTEPKBAPTHIICH HHTepBaI 3 — 7% 10
MakcUMyM OT 15%. EdexTbT Ha aMnoANNUH BEPXy HOBOPOACHOTO HE € U3BeCTeH. HAMa Hanu4yHa
nHdOpMaLME OTHOCHO H3NON3BaHETO Ha JfunepamM no BpeMe Ha KbpMmeHe. 3atopa /lunepaM He ce
MPENOpPBYBaA U Ce MPEANOYHTAT AITEPHATUBHH TEPANHY C N10-A00pe YCTaHOBEHH NPOGHUIH Ha
He3onacHOCT MO BPEME Ha KbPMEHE, U CNICLHANIHO fPH KbPMEHE Ha HOBOPOAEHO UITH MPEXIAEBPEMEHHO
pPOAEHO JETE.

QepTUIHTET
Hsma KIHHHYHM ApOYyYBAHUA OTHOCHO BAHAHHETO Ha aMJIOAUNUH/BaNcapTaH BEPXY QepTHINTETA.

Banrcapman

Bancapran HiMa HeX€eNaHH peakiui BbpXY penpoiyKTUBHATA CIOCOOHOCT HA MBXKKH H KEHCKH IUTbXOBE
MpH NpueM Ha nepopainy 103 o 200 mg/kg/ned. Ta3u n03a e 6 MbTH MaKCHMaIHaTa NPENOPLYHTENHA
1032 1pH Xopa, onpe/eicHa Ha 6a3a mg/m? (M34UCIEHHETO € 3a nepopaiHa 103a oT 320 mg/aeH U
nauueHT ¢ Terno 60 kg).

Amaoounun

[IpH HAKOW NALMEHTH, JEKYBaHH C OJIOKEPH Ha KaNl[MeBHTE KaHAIH, Ca ChOOIIEHH 0DpaTHMK
6MOXUMHUUHY MPOMEHH B INIaBHYKAaTa HAa ciepMarto3ouauTe. KnuHHYHKTE JaHHH Ca HEAOCTAThYHH MO
OTHOLIEHHUE Ha MOTEHUHATHHUA ePeKT Ha aMIOAUNHH BbpXY epTunurera. [Ipu enHo npoyusaHe npu
[UTBXOBE Ca YCTAHOBEHH HEXeNlaHW peaklMy BbpXy (pepTunuTeTa NpH MbXKHTE (BX. TOUKa 5.3).

4.7 EdexTn Bhpxy cunocobnocTTa 32 modupane B padoTa ¢ MAIIAEH

[Taymentute, KoUTO NpUeMar JIunepam u wodupar uiu paboTar ¢ MalllMHKU TpAOBa Na UMAT npeasu, ye
[IOHAKOra € Bb3MOXHO Jla C€ MIOABAT 3aMassHOCT WK yMopa.

AMIOINNUH MOXe Ja MoBause B cnaba no yMepeHa cTeneH cnocoOHOCTTA 3a ogupaHe H pabora ¢
MallMHN. AKO NalMEHTUTE, IPHEMALIIH AMIOJHTIHH, TIONyYaT 3aMasHOCT, [1aBoboIue, yMOpa HiH rajeHe,
CIIOcOOHOCTTA HM Ja pearupar Moxe ga 6bae HapyuleHa.

4.8 Hexenans JeKapcTBEHH PEAKHHEHR

PestoMe Ha nipoduna Ha 6e30macHOCT

BesonacHOCTTa Ha AMJIOAMITHH/BANICAPTAH € OLIEHEHA B NIET KOHTPONHPAHH KJIHHUYHHA NPOYYBAHHA ¢

5175 naumenTH, 2613 OT KOHTO ONy4YaBaT BajicapTaH B KOMOMHaLUA ¢ aMIOAUIIHH. CleJHUTE HEXENaHH
peaklHH ¢a CYETCHH 33 Haf-4eCTO Rb3HUKBALM HITH C Hal-roJisiMa 3HaYHMOCT, MJIH KAaTO Hal-TEeKKH:
Ha30()apHHIHUT, MPHII, CEPBX1YBCTBHTEIHOCT, [1aBOOONIHE, CHHKOII, OPTOCTATHYHA XHIIOTOHHUA, OTOK,
3aCTOEH OTOK, OTOK Ha IMUETO, NepHdepHH OTOLM, YMOPA, 3aUCpBABAHE, cJIaDOCT U TOIH BbI/THH.

TabnuueH CIMCHK HA HEXENAHHTE PeaKLHH




Hexenanure NEKapCTBCHH p€aKUHH Ca NoApEACHH N0 HECTOTA, KaTo © H3I10J/I3BaHa CIICAHATa KOHBCHLIUA.

MHoro yecTH (>1/10); yectu (=1/100 no <1/10); Heuectn (=1/1000 n0 <1/100); peaku (=1/10 000 xo
<1/1 000); mHoro peaxH (<1/10 000); ¢ HeH3BecTHa YecTOTa (OT HAJTMUHUTE JAHHH HE MOXKE 1a Onae

HalpaBeHa OLICHKA).

MedDRA Cucremo- Hexenann YecTOTa
OpraHeH KJjac peaknnH Amiaoaanen/ | AMJIO/AHOHH Bascapran
BajacapTan
Undekuuu u HazogapuHrur YectH - --
HHECTALIHH [pun HectH -~ -
Hapyuienus Ha kpbsTa | [loHMXeEH -- -= C Heu3BeCcTHa
H THM(QHATa CUCTEMA XeMOTI00MH U 4ecToTa
XEMATOKPHT
JIeBkomnexus - MHoro peaku -
HeyTponenus -- -- C HeusBecTHA
YyecToTa
TpoMbouuTonenus, | -- MHoro peaxs C Heu3BeCTHa
MOHAKOra C 4ecTOTa

nypuypa




yBpexJaHe

Hapyluenus Ha CepbxuysctBuTen- | Peakn MHuoro peaky C HEU3BECTHA
 HMYHHA4Ta CHCTEMa HOCT 4YEeCTOTa

Hapywenus Ha AHoOpeKcHs HeuecTH -~ --
MeTabosn3Ma H XunepxanuieMmus | HeuecTu - --
XPaHCHETO XHNepriivkeMHua - MHOro peakH —-

Xunepnunuaemus | HeudecTH -~ --

XHUnepypUKeEMHS HeuectH - --

XHIIOKANHEMHS YectH -- --

XHUMIOHATPHEMHS HeuectH -- --
[Mcuxuunu HapymeHns | Jlenpecus -- HeuyectH —-

TpeBoxHOCT Penxu —- --

bescbHue/Hapywe- | - HeuecTH --

HUA HAa CHHS

IIpoMeHu B -- HeuectH --

HACTPOEHHETO

Ob6bpka”ocT -- Peaxu —-
HapyuieHnus Ha HapyiieHa Heuectn -~ -
HepBHaTa CHCTEMA KOOpAKRHAUMA

JaMasHOCT HeuecTH Yectn -

[Toctypanua HeuecTn -- --

3aMasHOCT

Hucrey3us -- HeuecTH -

ExcrpanupamMuges | -- C Heu3BeCcTHa -~

CHHAPOM 4E€CTOTA

[ naBobosine YecTH YecTH -

[ToBuiieH -~ MHoro peaku --

MYCKYJIEH TOHYC

[MapecTe3un HeuecTH HeuecTH —-

[TepudepHa - MHoro peaku --

HEeBpOIaTH4,

HEBPOTATHA

COMHONEHTHOCT HeuecTu YecTu --

CuHxkon —- HevectH -

Tpemop - Heuectu --

XHUI0eCTEe3ns -- HeyecTH --
Hapyiuenns Ha ouMuTe 3PUTENHO Penku HeuecTn --

HapyllueHHe

3pUTENHO HeyecTu HeuecTu --




Hapywenus #a yxoro u | lllym B yuiuTe Penxy HeuecTH -
nabupHHTa CreToBBpPTEXK HeuecTH - Heuectn
Cobpaeunn Hapywenus | ITannuraumu HeuecTn HecTH -

CuHkoOn Penxu - —

Taxukapans HeuecTH -~ --

ApHUTMHH -- MHoro peaku -

(BKJIFOYHMTEITHO

Opanukapaus,

KaMepHa

TaXUKapAud U

NpeAChPAHO

MBbXKIEHE)

MuokapacH - MHOro peaku -

HHPAPKT
CbaoBK HapyLUECHUS 3aycpBaBaHe -~ YecTH -

XHNOTOHUA Penku HevecTn --

OpTtocTaTyHa Heuectu - --

XUIIOTOHUSA

Backynur -- MHoro peaku C HeusBecTHa

4eCcToTa

PecniuparopHH, rppaHy | Kauuinia HeuectH MHoro peaxu HeuectH
U MEMACTHHAITHH Jucnues -- Hedectu -
Hapyui€HHA (dapHHronapuu- Heuectu - -

reajiHa bonka

PunuT —- HeuectH -~
CToMauIHO-4YpeBHH CtomallueH Heuectu Yectn HeuectH
HapylUIEHUA OuCcKoMopT,

bonka B ropHara

4aCT Ha KopeMa

[TpoMenH B -- Hevectn -

ypeBHaTa

[NepUCTAITHKA

3anek HeuvecTn -- --

HAuapus HeuecTu HeuectH --

Cyxora B ycrata HeuecTH HeuecTy -

Jucnencus -- Heyectu --

["acTpuT -- MHoro peaku --

Xuneprnna3us Ha - MHoro peaku --

BEHIUTE

["apene HevectH YectH --

IlaHkpeaTHT - MHOro pelKH —

[lospblliaHe - HevectH --
Xenato-OMnuapHH OTKJIOHEHHSA B -- Muoro peaxku* | C Heu3BecTHa
HapylEHHKA YepHOAPOOHHUTE YecToTa

(YHKLIHOHAJTHU

[oka3aTe),

BKJTIOYHTENHO

MOBHILIABAHE HA
OuanpybuHa B
KPBBTa




XenaTut -- MHoro peakH -
HuTtpaxenaranHa -- MHoro peaxH --
X0JecTasa,
XKBJITECHULA
HapylueHnns Ha koxxata | Asoneuus -~ HeyecTH --
M MMOAKOXHATaA ThbKaH AHruoeaem -- MHoro pegku C HeusBecTHA
4YECTOTa
bynosen aepmatut | -- -- C HeusBeCcTHa
4ECTOTA
_Epnrem HeuectH —- --
EputeMa - MHoro peaku -=
MyJaTH{OpME
Ex3antem Penku Heuvect -~
XHnepxuapo3sa Penku Heuectn -
Peakuuu Ha - Heuectu --
(OTO4YBCTBHTEN-
HOCT
[Ipyputyc Pegxu Heuectn C HeusBecTHa
4ECTOTA
[lypnypa -- HedectH --
Ob6puB HeuectH HedecTu C Heu3BECTHA
4eCTOTA
[TpomsaHa B LBeTA -- HeuecTu -
Ha KOXKaTa
YpTuKapus H -- MHuoro peaku -
APYTrH BHIOBE
 06pus
ExcdonunaTuseH - MHoOro peaku --
NepMaTHT
CHHApOM Ha -- MHoro peaku --
Stevens-Johnson
Enem Ha Quincke - MHOro peaku -
TokcuuyHa -- C HEeH3BECTHA -
enujepManHa 4yeCcToTa
HEKPOIH3a
Hapyuienus Ha Aptpanrug Heuectd HeuecTH --
MyCKyJHo-cKeneTrHaTta | bBonka B repba Heuectu Heuecru -~
CUCTEMA H OTOK Ha CTaBUTE Heuectu -- --
CbEAMHHUTEIHATA ThKaH | MycKkynHH cnasMH | Peaku HevecTu --
Muanrus - HeuyecTH C HeuzBeCTHA
4eCcToTa
OTOK Ha rie3eHuTe | -- YectH -~
Ycemane 3a Texkect | Peaku -- --
HapywexHus Ha [ToBuLeH -- -- C HeusBecTHa
O610peLnTe KpeaTHHHUH B 4ecToTa
NMUKOYHUTE TbTHLIA KpbBTa
MuUKLUHOHHH -- HeuecTu
HapyLIeHHs
Hokrypus -~ HedecTu




[Tonakuypns Peaxn

HeuecTH

[lonuypus Penku

Brbpeuna -
HEZOCTATBYHOCT H

YBPEXKAAHE

C »ensBecTHa
JyecToTa

HapyuieHus Ha

BB3IMPOU3IBOAUTCIIHATA

CHCTEMa M M'bpaTa

HUMnoreHTHOCT -

HeuyecTH

EpexTunua Penxwu
ANCOYHKLUS

I MHekoMacTUsA -

HevectH

OO0y HapylweHHA H
edeKTH Ha MACTOTO HA

[MTPpHIIOXKEHUE

ACTeHUA UecTH

HeuecTH

Hucxomdgopr, --
0buo
Hepas3noJiokeHHe

HevectH

YMopa HecTH

YecTH

Orok Ha auueTo | Hectn

3auepBsaBaHe, Yectn
TOILIH BbJIHH

bonka B rspAUTE, --
KOSITO HE €
CBBp3aHa CbC

ChpULTO

HeyecTH

OTtox YecTH

YecTH

{lepudepeH oTok UecTH

Bonka -

HeuecTHn

3aCTOEH OTOK YecTH

Hacneasanusn

[ToBHIIABAaHE Ha -
KaJIHs B KpbBTa

C Heu3BecTHA
4yecToTa

YBenyyapaHe Ha --
TeIeCHOTO TEerjo

HeuyectH

Hamanspaue Ha -

TCNCCHOTO TCI'IO

Heuectn

¥ Hati-uecto CBBP3aHO C XO0JIECTA3a

JonbaHuTeNHA HHpOpMALlHa 332 KoMOUHaLKATA

[lepudepeH eaeM — NO3HATA HEXKeNAHA PEAKLUA HA AaMJIOAUINIHH — KaTo L0 ce Habnmoaasa B No-HUCKA
CTENeH Ha MogaBa NNPH MaLNEHTUTE, NONYYaBaIl KOMOMHALMA aMIOAHIINH/BajcapTaH, OTKOJIKOTO TIpH
Te3H, MOJy4aBaAIH CaMO aMJIOAMNHUH. B RBOHHO-CENH, KOHTPOIHPAHH KIHHHYHH MTPOY4YBaHUA, MOABATA
Ha nepudepeH elleM Cropes A03aTa € KaKTo clejBa:

% OT HmaLHeHTHTE ¢ nepudepen | Bajacapran (mg)

elleM 0 1‘“
0 |30 5.5

511 80 2,3

] 3 4.8

10,3 | NA

AMJOIANHH (Mg)




CpeHUAT MPOLEHT HA NOABA Ha NepUQEpeH eaeM, eIHaKBO U3MEPEH 32 BCHYKH JIO3H, € J,1% npu
KOMOMHALIMATA aMJIOIHIIMH/BaNicapTaH.

MonbaHUTENHATA HHGOPMAILMS 32 OTASNHNUTE ChCTABKH
Hexenanute peakiiiy, cbobIeHH 3a BCAKA OT OTAENMHATE ChCTABKH (aMIIOAMIIHAH HIIH BajiCapTaH), MOTarT

na OBJAT NOTEHHMATHY HEKEIAHH PEaKiHy ChIIO H MPH NPHIOKEHUETO Ha aMIIOANIUH/BAICAPTaH, I0pH
¥ J1a He ca HAOMoAaBaHy B KIIMHUYHM MPOYYBAHHA HITH [10 BpEME Ha MOCTMAPKETHHIOBHA TIEPHOA,

Amroounun
Yecmu COMHOJNIEHTHOCT, 3aMasgsHOCT, MaNIHTAlNHY, KopeMHa OoJka, rajieHe, OTOUM Ha
rJie3cHUTE,
Hevecmu BeschbHie, IPOMEHH B HACTPOSHHETO (BKIIOUMTENHO TPEBOKHOCT), AETPECHH,

TPEMOP, AUCTEY3HS, CHHKOII, XHIIOECTE3US, 3PUTEITHO HApYLUEHHE (BKIIOUNTETHO
AUTIJIONHA), LIYM B YIIHTE, XHIIOTOHHS, JUCTIHEA, PUHUT, IOBPEINAHE, THCTIETICHS,
aJlonelys, NypIypa, NpoMAHA B BETa HA KOXKaTa, XUIIEPXHAPO3a, IPYPHUTYC,
eK3aHTEM, MHAITHA, MYCKYJIHH KpaMITli, 60JKka, MUKLIMOHHH HapyLIeHHUS,
yBEIMYEHA YeCTOTa Ha YPUHUpaHe, MMIIOTEHTHOCT, THHEKOMACTHs, 00JIKa B
I'bPAUTE, OOLI0 HEPA3NOJIOKEHHE, YBENHYaBaHe Ha TEIECHOTO TErII0, HAMAJIABaHe
Ha TeJIECHOTO TETIIO.

Peoxu OO0BbpKaHOCT.

Mnuozo peoxu  JieBkouMTONEHUS, TPOMOOLUTONEHHA, AIEPTHYHH peaKkiuH, XUNEPTrITHKEMH,
XHUIEPTOHUS, NepHdEPHa HEBPONAaTHA, MHOKApJASH HH(APKT, apHTMHA
(BKITIOUUTENHO OpaguKkapaus, KAMEpHA TAXHKapAus U NIPeJChPAHO MBXKIECHE),
BaCKYJIHT, TaHKPEATHT, FaCTPHUT, XUIIEPIUIa3Usd Ha BEHUMTE, XENaTUT, XBJITCHHIIA,
yBEJIHYEHH YepHOAPOOHH en3uMu*, aHrHoeieM, epuTeMa My ITH(OpME,
ypTUKapHs, eKcPoIHaTHBEH JepMAaTHT, CHHIPOM Ha Stevens-Johnson, enem Ha
Quincke, GOTOUYBCTBHTENAHOCT.

C neuzeecmna TokCHYHA enUAEpPMaIHA HEKPOIH3a

yecmoma

* Hali-uecTO CBBP3aHO ¢ XOJECTa3a

Cro0IaBaHy ca OTHAE/IHH CIy4ad Ha eKCTpandpaMHuIeH CHHIPOM.

Barcapman
Mnozo peoxu VHTECTHHANEH aHI'HOCHEM
C [ToHmkeHME Ha XeMOrnoOuHa, NOHWKEHNE Ha XEMATOKPHTA, HEYTPOIIEHH,
Heuzgecmua  TPOMOOLIMTONEHHUA, IOBHIIABAHE HA CEPYMHHS KaJIHi, IOBHILABAHE HA
yecmoma NIOKA3aTENHTE 3a YepHOApoOHa PYHKIUA, BIUTHOYUTENHO NOBUIIABAHE HA CEPYMHUS

Ounupyobun, 6p0pevHa HEAOCTATHYHOCT H YBPEXKIAHE, IOBHINABAHE HA CEPYMHHS
KpeaTHHHH, aHTHOEAEM, MHAJITHA, BaCKYJIMT, CBPBXYYBCTBHTEIHOCT, BKJIIOYHTETHO
cepyMHa OOJIeCT.

CpoOlaBaHe Ha NOA03UPAHU HEKETAHH PEAKIINU

Cpo0maBaHeTo Ha MOJO3HPAHH HEXETAHH PeakluH Clel pa3pellaBaHe 3a ynorpeba Ha eKapCTBeHMA
MPOAYKT € BaXkHO. TOBA [MO3BOJIABA 1a NPOAB/DKYU HAOMIOAEHHETO Ha CHOTHOILIEHHETO MOJI3a/PUCK 34
JIeKapCTBEHNA NMPOAYKT. OT MEAULIMHCKUTE CIELIMATHCTH C€ M3UCKBA Ja ChOOIaBAT BCsIKA IOJ03HpaHa
HeXelaHa peaKlys Ypes HalMoHAaTHA CUCTeMa 32 cboOlaBane kbM M3nbIHHTENHATA ar€HIHA 110
nexapcTBaTa, yi. ,,Jaman ['pyes” Ne 8, 1303 Codus, ten.: +35928903417, yebcaiT: www.bda.bg.

4.9 Ilpenoznpane




CUMIITOMH

Hsima onuT cbC CIy4aH Ha IIpelo3HpaHe ¢ aMIOAXNMH/BasicapTaH. [ 1aBHMAT CHMIITOM Ha Npefo3HpaHe ¢
BANICAPTAH BEPOATHO € H3pa3eHa XHIIOTOHHA M 3aMatHOCT. [Ipeao3upaneTo ¢ aMIOAUIIHH MOXKE J1a 10BEE
110 eKCTPEMHaA NepudepHa Ba30AHIaTalUus H BEPOATHO PedIeKCHa TaXuKapau. HmMa crob1uieHnd 3a
clyyaM Ha M3pa3eHa U NOTEHUHANHO YABDKCHA CHCTEMHA XHITOTOHMA JOCTHrALA AO 10K € daraneH
H3XO0].

Hexapauorenen SenoapobeH OTOK ce ¢hobimasa pAaKo KaTo 10CAeAHNA OT NPEAO3HpaHe C aMIOAMIHH,
KOMTO MOXKE Ja ce TIPOABM Che 3a0aBeHo Havano Ha edekta (24-48 yaca cael MorablaHe) ¥ 4a H3UCKBA
M3KYCTBEHA BeHTHIAUMA. PaHHHTE peaHMMalMOHHU MEPKH (BIITIOYHTEIHO HATOBAPBAHE C TEYHOCTH) 3@
noAgbpkase Ha nepdysuara H corpAcHHKA JeOHT MoraT Aa ObJaT yCKopaBalllH GaKTOpH.

JleyeHue

AKO MPOJAYKTBT € IOTbJIHAT HACKOpO MOrart Jia ce 00ChXKAaT CTHMYJIHpaHe Ha MOBPbIIAHETO UIH
cTOMallHa NpoMuBka. [IpHIoKEHHETO Ha aKTHBEH BBIVIEH MpPH 31paBu A00POBOJILH HEMOCPEACTBEHO WITH
70 JBa Yaca cjie] MOr/ibLaHeTO Ha aMJIOAMIIHH, 3HaYMMO HaManaBa abcopbuusta My. KIMHH4HO
3HAYUMATA XHNIOTOHHA Nopaiu npenosupane ¢ JlunepaM H3NCKBa aKTHBHA CHPACYHO-CH0BA
peaHuMal[is, BKJIIOYBAILA YECTO KOHTPONIHPAaHEe Ha ChbpAECUYHATA H AUXaTeNHa QYHKIMA, TOBAKraHe Ha
KpafiHHUKTE H BHUMAHHE 110 OTHOIUEHHE Ha LMPKY/1aTOpHHA 0beM n auypesara. [IpuioxeHHeTo Ha
Ba30KOHCTPHKTOP MOXE JIa € OT MOJ13a 3a Bh3CTAHOBABAHE HA CHIOBUS TOHYC H apTEpHATHOTO HaNATaHE, B
cnyvali 4e HAMa MPOTHBOMOKA3aHUA 32 HPHI0KEHHETO My. MHTPaBEHO3HOTO NIPHIOKEHHE HA KAlLHEB
CIFOKOHAT MOYKE J1a € OT 0JI3a 3a MpeojonisBaHe Ha edexTa oT OoKanaTa Ha KaIHEBUTE KAHAIIH.

Bancaprad ¥ aMJIOZHIIHH HE € OYHCTBAT MIPH X€MOIHANIM3A.

5. ®APMAKOJIOTHYHU CBOMCTBA
5.1 <PapmakoIHHAMHYHH CBOHCTBA

dapmakoTepanesTH4Ha rpyna: CpeacTsa NOBMUABALLM PEHHH-aHTHOTEH3NHOBATa CHCTEMA; aHTHOTEH3HH

Il aHTaroHUcTH, KOMOHHAIMK, aHM'ROTEeH3HH 1] aHTAaroHNCTH U ONoKkepu Ha kanuveBuTe KaHanu, ATC kox:
C09DBO01

JunepaMm € KOMOHHAIMA OT JIB€ AHTHXWNEPTEH3IUBHH CbCTAaBKH C AOITBJIBALL C& MEXAHHU3IBM HA KOHTPOJ
Ha apTePHATHOTO HAATaHE MPH MAlUHEHTH ¢ €CEHLMATHA XUNEPTOHHA: AMJIOJIUNHH [IPHHANEKH KbM
KJlaca HA KaIUMEeBUTE AaHTArOHUCTH, 4 BANCapTaH KbM KJIaca Ha aHrHoTeH3HH Il aHTaroHUCTHTE.
KoMOHHaLMATa OT TE3H ChCTABKH MMAa aZJHTHBEH aHTHXMIIEPTEH3MBEH €(eKT, KaTo HaMansBa
apTepHATHOTO HANIATaHE B MO-TOJIAMA CTENIEH OTKOJKOTO BCEKH OT KOMITOHEHTHTE 1O OTACIHO.

AMnoannuH/Bancaptad
KomOuHalMsTa Ha aMJIOAMITHH M BAJICapTaH MpeJH3BUKBA A0303aBHCUMO aAHTHBHO MMOHHXKEHHE HA

APTEPHAJIHOTO HaNAraHe B PaMKHUTE Ha TEpaneBTUYHUA JO30B HHTEPBal. AHTHXHIIEPTCH3UBHHAT €QeKT Ha
eTHOKpaTHA 033 OT KOMOMHALMATA Ce 3aabpiKa B TPOAbJKEHHE Ha 24 yaca.

IInayebo-xoHmMponrupany usnumean s
Haa 1400 nanueHTH ¢ XMIEPTOHHS ca NPpHEeMand aMIIOAMIIHH/BAJICAPTAaH BEAHRK JHEBHO B JBE nnaueﬁo-
KOHTPOJIHPAHH NpoyuBaHHA. BriioUeHH ca Bb3pacTHH C JieKa JI0 YMEpeHa HEYCIIOKHEHA €CeH
XUNepTOHUA (CPeIHO AMACTOIHO HANATaHe B ceHaNo nojoxkeHue =295 u <110 mmkHg). He
NalHeHTHTE ¢ BUCOK ChPAEHHO-CBhAOB PHCK — ChbPJIeYHAa HEAOCTAThYHOCT, 3aXapeH Auade




HenoOpe KOHTPONKMpaH auader THIN 2, aHaMHe3a 32 MUOKAp/AEH UHGPAPKT WK MHCYJIT B [ocaeaHaTa |
roJHHa.

Axmugno-KORMPpORUPAHU USNUMBARUR NPU NAYUEHMU, HEROBAANY CE OM NPOBEOEeHa MOHOMepanus
MHOTrOLEHTPOBO, PAHAOMH3UPAHO, JBOHHO-CIANO, AKTUBHO-KOHTPOJIHPAHO, MAPATSITHOTPYITOBO
M3IIMTBAHE, MOKa3Ba HOPMANIH3UpaHe Ha apTePHATHOTO HAJIATaHe (HaH-HUCKO AHACTONHO HAIATAHE B
cegHano nonoxeHne <90 mmHg B kpas HA U3NMUTBAHETO) NIPH MALKUEHTH, YHETO APTEPUANTHO HaNATaHe He
ce KOHTPOJMpa A0CTaTh4YHO ¢ BancapTad 160 mg, npu 75% OT nalHeHTHUTE, TEKYBAHH C
amnoaunuy/Bancaptad 10 mg/160 mg u npn 62% oT nauHeHTHTE, JEKyBaHU C AMIOAHITHH/BANCapTaH

5 mg/160 mg, B cpaBHeHHe ¢ 53% OT NALMEHTHTE, KOUTO OCTaBaT Ha BayicapTad 160 mg. obasauero Ha
amstoaunuld 10 mg ¥ 5 mg BoaAK 10 AONBIHHTENHO NMOHMKaBaHE HAa CUCTOIHOTO/JHACTOIHOTO KPhBHO
Hangrabde cpotBeTHO ¢ 6,0/4,8 mmHg u 3,9/2,9 mmHg, B cpaBHEHHE ¢ MALIKEHTUTE, KOUTO OCTABaT Ha
Tepanus camo ¢ Bancaprad 160 mg.

MHOroueHTpoBO, paHAOMH3UPAHQ, ABOHHO-CIIATIO, AKTHBHO-KOHTPOJIHPAHO, NAPaIeIHOTPY0BO
W3NMHTBAHE [TOKa3Ba HOPMaM3HPaHe Ha apTepUanHOTO HalsiraHe (Hafi-HUCKO AHACTONTHO HAIATAHE B
ceHano nonoxeHne <90 mmHg B kpasd Ha UBNKWTBAHETO) MPH NALUEHTH, YHETO APTEPHAIIHO HANATaHEe He
ce KOHTPOJIHPA JOCTAaTbYHO ¢ aMaofunud 10 mg, npu 78% OT nalHEHTUTE, JIEKYBaHH C
amnoaunuu/sancaprad 10 mg/160 mg, B cpaBHeHHe ¢ 67% OT NAaLMEHTHTE, OCTaBalllM Ha Tepalud ¢
amnoaunuH 10 mg. lobapaHero Ha Bancaprad 160 mg BOAH A0 AOITbIHUTENHO MOHWKABAHE Ha
CUCTOJIHOTO/IMACTONHOTO HanArane ¢ 2,9/2,1 mmHg B cpaBHEeHUe C MalUeHTHTE, KOUTO OCTABAT Ha
Tepanua camMo ¢ amnoaunul 10 mg.

AMIOANITHH/BAJICAPTAH € U3MKUTBAH H B AKTHBHO-KOHTPONIMpaHo npoyusaHe npy 130 nauueHTty ¢
XHIIEPTOHHSA ChC CPEAHO JUACTONHO HAMAraHe B ceAHano nonoxesue 2110 mmHg u <120 mmHg. B Toa
npoy4BaHe (M3X0AHO apTepuanHo HangraHe 171/113 mmHg), neuennero ¢ amnoaunun/sancapran

5 mg/160 mg, Tutpupad o 10 mg/160 mg, noHmxkapa apTepHaNHOTO HANSIraHe B CEAHANIO NOJIOXKEHHE ¢
36/29 mmHg cpaeneHo ¢ 32/28 mmHg npu neyenue ¢ nu3HHonpua/xuapoxyoporuasun 10 mg/12,5 mg,
TaTpHpaH go 20 mg/12,5 mg.

B 1Be ALArOCPOUYHH NPOYYBaHHA 34 MpocneassaHe eekTa Ha aMJIOAMITHH/BAICAPTAH C€ 3ama3Ba 3a
nepuo] Hajx eaHa roauHa. BHe3anHOTO npeycTaHOBABaHE Ha JIEUEHHETO C aMJIOHITHH/BANICAPTAH HE Ce
CBBP3Ba ¢ ObP30 NOKaYBAHE HA APTEPHAITHOTO HAAraHe.

Br3pacTra, NONTbT, pacaTa Wi HHAEKCHT Ha TenecHa Maca (>30 kg/m?, <30 kg/m?) He noBnusBar
OTTOBOpPA CHPAMO aMIIOMIIMH/BAICAPTAH.

AMJIOHITHH/BAJICAPTAH HE € NPOYYBaH NPH NMONyJalWH OT MalHeHTH ¢ ApyTH 3aboiaBaHHi, pa3nH4YHH OT
XUMEepTOoHUA. BancapTaH e npoy4BaH Npu NaUKHEHTH cneq npekapad HHGapKT Ha MHOKapAa B TaKUBa CbC
ChpAEYHA HEAOCTATBYHOCT., AMIIOAUIHMH € MPpOoyHBaH MpH MaUHeHTH ¢ XPOHUYHA CTabH/IHA CTEHOKapAHA,
Ba30CNaCTHYHA CTEHOKApAHA W aHrHorpa)CKu JOKYMEHTHpaHO 3ab0sBaHe Ha KOPOHAPHUTE ChJOBE.

AMIOXHITHH
ChcTaBKkaTa aMJIOAMIINH, KOATO B/IM3a B ChbCTAaBA HAa aMIOAUNIUH/BAICApTaH, HHXKHOUpa

TPaHCMEMOpPaHHOTO HABIIH3AHE HA KANLUEBU HOHU B ChPACYHHTE U CHAOBHTE INIAAKH MYCKYJIH,
AHTHXHMNEPTEHIUBHOTO AECTBHE HA AMIIOAHUIUH C€ Ab/DKH HAa JUPEKTHUS pelakcupalll edeKkT BbpXy
CHIOBHTE MIAAKH MYCKYJIH, KOETO BOAM A0 HaMaJIABaHE HA CbJOBOTO ChIPOTUBICHUE U HA APTEPUATHOTO
HansraHe. ExcliepyMeHTaIHY JaHHHU MOKA3BAaT, 4€ aMJIOAUITAH Ce CBBP3Ba U ¢ AMXHAPOTIHPHAPHOE
HEAMXHAPOIUPHAHMHOBHTE MECTa 3a CBbp3BaHe. [Ipoliecute Ha ChbKpallleHHE Ha ChPASYHHS o
ChAOBHTE I'NaJKH MYCKYJIN Ca 3aBUCHMH OT [TPHJBHXBAHETO Ha U3BBHKJIETBYHHATE KAJIL *
KJIETKHTE HAa MYCKYJIUTE Npe3 cnelMduuHn HOHHH KaHaI4eTa.




[IpunoxeHHeTo Ha TEPaNeBTHYHA /10332 aMJIOJHMITHH MPH NMALHEHTH C XHTIEPTOHMA C€ MOCEABA OT
BA30AUJIaTALlHA, KOATO BOAX A0 HAMANABAHE HA apTEPUATIHOTO HAJIATAHE B JIETHAIO0 U B H3MIPaBEHO
nonoxenue. [1pu xpoHuyHa ynorpeda ToOBa NOHHXKABAaHE HA APTEPHAIIHOTO HAJIATaHe He Ce ChIIbTCTBA OT
3HAYMMH [IPOMEHH B ChPJCYHATA Y4ECTOTA WIH NIJIa3MEHHTE HUBA HA KAaTEX0JaMUHHUTE,

[TnasmMeHUTE KOHLIEHTPALIHH KOpeHpaT ¢ edekTa KaKTo [pU MJIadH, TaKa U MPH NAaLMEHTH B CTAPYECKA
Bb3pacT.

[Tpu xunepToHULK ¢ HOpManHa 6bOpeuHa PyHKLMA, TEPaANEBTHYHHUTE N03H AMIIOAMIIHH BOAAT 10
HaMansBaHe Ha OBOPEYHOTO CHAOBO CBIIPOTHBIEHHE U YBeJIHYaBaHe Ha FIIOMEPYJIHATA (PUIITpaLUS H
edexTHBHMA OBOpEYEH KPBBOTOK, O3 1a NpOMEHAT PHITPAHOHHATA PpaklMsi WIM IPOTEHHYPHATA.

KaxTo ¥ npy Apyrute 61okepy Ha KaJLIMEBHTE KAHANH, XEeMOAHHAMHUYHUTE U3MEPBaHHs Ha ChpJeyHaTa
dYyHKLHS B TOKOM H MIPH HaTOBAapRaHe (WK XOACHE) NPH MAaUHEHTH ¢ HOpMaIHa (PyHKLMA Ha KAMEPHTE,
NIEKYBaHH ¢ aMJIOJIMITHH, KATO LIANO MOKAa3BaT JIEKO OKAYBaHE HA Chp/EUHUA HHICKC 0e3 3HaYUMO
noenussade Ha dP/dt unu Ha eBOKAMEPHOTO U AHACTONHOTO HaJAraHe Ui odeM. B npoyusanns 3a
XEeMOJHHAMMKA, aMJIOJHITHH HE Cce CBbP3Ba ¢ HEraTHBEH HHOTpoNeH e(eKT, KOraro ce rnpujiara B
rpaHUIIHTE Ha TepaneBTUYHHTE JO3H MpH 3ApaBU KHUBOTHH H XOpa, AOPH KOTraTo MpH Xopa ce npuiara
eqHOBpeMeHHO ¢ Oera-OnokepH.

[Tpu 31paBH XOpa MK )KMBOTHH aMJIOAHIIUH HE IPOMEHA CHHOATpHAIHATA HOAAMHA QYHKIUA H
aTPHOBEHTPUKYJIAPHOTO NpoBexaaHe. B KiIHHKYHH NPOYYBAHMA, B KOHTO aMJIOJHIIHH € NPUIaraH B
xoMOuHaLHA ¢ OeTa-010KepH Ha NALIMEHTH C XHAEPTOHHA WIH CTEHOKapAHs, He ca HaboaaBaHy
HexXeJlaHH peaklHy CpAMO NapaMeTpUTe Ha enekTpokapaHorpamMara.

Ynompeba npu nayuenmu ¢ xunepmonus

PanpoMu3Kipano, ABORHO-CIANIO NpOyUBaHe 3a 3a00/1eBaeMOCT U CMbPTHOCT, HAPEUYEHO
AHTHXHIEPTEH3HBHO H THMHAONIOHUIKABALIO JIEYSHHE 3a MPO(PHNAKTHKA HA ChpAEUEH MTPUCTHI
(Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial (ALLHAT)), ¢ npoeeaeso
C 1ie/1 CpaBHABAHE HAa HOBUTE TEpanvu: amunoaunuH 2,5-10 mg/neH (b10kep Ha KANIHEBHUTE KAHAH) HIH
nusuHonpun 10-40 mg/nen (ACE nHxubuTOp) € THA3SHAHHA AMYPETHK XAOPTATHAOH 12,5-25 mg/neH Karto
JICYEHHE OT MBbPBA JTUHHA NPH MALUEHTH C JieKa 0 YMEPEHA XHITEPTOHHUS.

O6wmo 33 357 nalHeHTH C XUNEPTOHHA HAa Bb3PACT 55 rOAHHH UK NoBeYe ca OunK paHAOMH3HPaHU H
npocneseHy 3a cpeHo 4,9 roqunu. [launesTHTE Ca UMM NOHE €ANH JONBJAHHTENIEH PHCKOB QaKTop 3a
KOpOHAapHAa 60JIECT HAa ChPLETO, BKIIIOYUTETHO NPeALIECTBAL MUOKAPAEH HHGAPKT HIIM HHCYJIT

(>6 Mecelia NpeJy BKJIOYBAHE B MPOYYBAHETO) UMM AOKA3aHO APYro aTEPOCKIICPOTHYHO ChpPAEUHO-
cBaoBo 3abonaeane (Han 51,5%), anaber Tun 2 (36,1%), nMnonpoTerHU ¢ BUCOKA IIBTHOCT - XOJIECTEPOI
<35 mg/dl nnu <0,906 mmol/l (11,6%), neBokamepHa xunepTpodus, AMarHOCTHUIIHPAHA Ype3
eNeKTpoKapaAnorpaMa uiu enexkrpokapanorpadpceku (20,9%), Hacroawu nywayn (21,9%).

[TspeHYHATA KpaliHa TOYKA € OMNa ChCTaBEeH Moka3aTen OT gaTaleH KOPOHAPEH MHLUACHT HIN HedaTaneH
mHoOKapaeH HHapkT. He ca HabmonapaHH 3HaUMMH Pa3IMUKA 110 OTHOUIEHHE Ha MbPBHYHATa KpaliHa
TOUYKA MEXY TEpalHMaTa C aMJIOAHIIHH U TEpanHATa ¢ XJIOpTANHAOH: koedpHuHeHT Ha puck (RR) 0,98 95%
CI (0,90-1,07) p=0,65. IIpu BTOopH4HUTE KpaliHK TOYKH, Y€CTOTATA HA ChPJeYHa HEJOCTAaTbYHOCT
(KOMIIOHEHT Ha ChCTaBHATA KOMOHHHpaHa ChpPAEYHO-CBAOBA KpaifHa TOYKa) e Oua CHrHUPHKAHTHO [10-
BHCOKA B I'pyNaTa Ha aMJIOAHIIHH, OTKOJIKOTO B rpynara Ha xnoptanuacH (10,2% cnpamo 7,7%, RR 1,38,
95% CI [1,25-1,52] p<0,001). Bonpexku TOBa, HE ce HAD/IOJABAT 3HAYHMH Pa3IHYHA M0 OTHQIES ~
o0inaTa CMBPTHOCT MEXAY I'PyllaTa Ha TEPAaNUA ¢ aMJIOAUIINH H Ta3H Ha TEpanHs ¢ XJIOPTRANAGR

0,96 95% CI [0,89-1,02] p=0,20.




Bancapran
BajcapraH € NepopajlHO aKTHBEH, MOLLEH U crieuH(HIeH aHTHOTEH3MH 1] peuenTopeH aHTaroHUCT. To#

Bb3/elCTBA CeJIEKTUBHO BbpXy AT, pellenTopeH NOATHI, KOKTO € OTTOBOPEH 33 MMO3HATHTE Bb3ACHCTBHS
Ha anrnoTedsun I1. [oBuIeHHTe NIA3MEeHH HUBa Ha aHrHoTeH3nH I B pesynrar Ha AT, penentopHara
6noKkaaa ¢ BaJcapTaH MOraT a CTUMYJMpart He 610kupanusa ATz, peLenTop, KOETO H3rnexaa
npoTHBoJelicTBa Ha edexTa Ha AT peuentopa. BaicapTan He MposBsBa HUKaKBa HaCTHYHA arOHHCTHYHA
akTuBHOCT KbM AT penenropa v uma 3HauuTenHo (okono 20 000 meTH) no-roasm apuHuTeT KbM AT)
peuenrtopa, oTkonkore kM AT, peuentopa.

Basncapran ne Huxu6upa ACE, u3secteH M kato kuHasa ll, koiiTo nperprina aHrHoTeH3HH | B
auruoTeHsuH 11 u nonmxasa 6pagukuurHa. Trit kato HAMa edekr BbpXy ACE # He ce NOTeHUHpaT
ebekTHTe Ha GpaIMKUHUHA U cy6cTaHuua P, € Manko BEpOATHO aHIHOTEH3UH 11 aHTArOHUCTHTE Jia ce
CBBP3BAT ¢ KalUlMua. B KIMHHYHY IPOY4YBaHHS, KbACSTO BalcapTaH e cpaBHaBaH ¢ ACE uHxubuTOp,
M3ABATA HA CyXa Kauuiuua e 3Ha4ynMo (p <0,05) nmo-Manka fpn NauueHTHTE, JIEKYBaHH ¢ BalcapTaH
OTKOJIKOTO Npu Te3u JekypaHu ¢ ACE nnxuburop (cborBeTHO 2,6% crpamo 7,9%). B knnHHYHYK
[pOyBaHHA NPH MALKEHTH C aHAMHE3A 3a CyXa Kalliuiua no speme Ha nevenne ¢ ACE unxudurop,
19,5% oT npoy4BaHMTE JIHLA, NoTy4aBainy Bajcaprad H 19,0% oT1 Te3u, nonyvapau THa3HAEH JTHYPETHK
HMaT KalLTuLa, cpaBHeHo ¢ 68,5% ot nuuara, nekysanu ¢ ACE uuxuburop (p <0,05). BancapraH He ce
CBBLp3Ba M He OJIOKKpa PEUENTOPH Ha APYTH XOPMOHH Wi HOHHH KaHANH, 3a KOMTO € M3BECTHO, Y€ Ca
BAXKHH 33 ChPASYHO-ChI0BATa peryalus.

[IpyAcKEHHETO Ha BalicapTaH MPH NALMEHTH C XHIIEPTOHHS BOJH A0 NOHM¥ABaHE HA apTEPHANTHOTO
Hajsirade 6e3 MOBIMABAHE HA MYJICOBAaTa YECTOTA.

Mpu noBeveTo NALUMEHTH, Crell eAHOKPATEH Nepopaied NpHeM, HaualloTo Ha aHTHXUIIEPTEH3HBHOTO
neficTBHE € B PAMKHMTE Ha 2 4yaca, a MMKa B NOHIDKABAHETO Ha apTEPHaNHOTO HaIAraHe ce JOCTHra B
paMKuTE Ha 46 yaca. AHTUXHIIEPTEH3UBHUAT eeKT Npoabkasa Hax 24 Haca ciell npuema. Ilpu
peOBEH MPUEM MAKCHMYMA B peIyKUHATA HA apTEPHANHOTO HaNATaHe C BCAKA 11033, KATO LANO0, Ce
MOCTHra B PAMKHTE Ha 2—4 CeIMUIIM U C€ MOANbPXKa B X0/a Ha ABIrOTpaiHa repanud. Baezansoro
NpeycTaHOBABAHE HA JIEYEHHUETO C BaJicapTaH He Ce CBbp3Ba ¢ pUOaYHI XUMIEPTOHUA WM C APYTH
HeXeTaHW KIHHHYHUA peaklMu.

Opyru: apoiiHo 6nokupaHe Ha peHHH-aHTHOTEeH3HH-anaocrepoHoBaTa cucrema (PAAC)
IlBe roneMH paHaomMusupanu, kouTponupant npoyusaHud (ONTARGET [ONgoing Telmisartan Alone

and in combination with Ramipril Global Endpoint Trial — Teky1io rnobaiHo H3nMTBaHe 3a KpaiHH TOYKH
Ha TEJIMHCAPTaH, CAMOCTOATENHO U B koMOuHauus ¢ pamunpha] ¥ VA NEPHRON-D [The Veterans
Affairs Nephropathy in Diabetes] — KTHHAYHO NpoOy4BaHe, CBLP3aHO C pA3BHTHE Ha He(ponaTHs NMpH
auabeT, MpoBeAeHo 0T MHHHUCTEPCTBOTO 10 BBIIPOCHTE HA BETEPAHUTE) — MPOYUBAT ynoTpebarta Ha
koMOuHauuata ot ACE naxuburop u APD.

ONTARGET e npoyusaHe, IpOBEAEHO ITPH NAaUEHTH C aHAMHE34a 3a ChPACHHO-ChA0BA HITH MO3ZBYHO-
cbaoBa GoJslecT, WM 3axapeH Auaber TN 2, MPUAPYXKEHH C JaHHH 33 yBpexK/JaHe Ha €pEKTOPHH OpraHH.
VA NEPHRON-D e npoy4saHe NpH MalHeHTH CbC 3axapeH Avaber Tun 2 W AuabeTHa HedponarTns,

Te3u npoyyBaHHA He NOKA3BAT 3Ha4MUM OnaronpuaTeH edexT BbpXy ObOpeunnTe UMK CHPACHYHO-
ChIOBHTE MOCIEAHLM H CMBPTHOCT, KaTO ChIEBPEMEHHO Ca HabIII0JaBaHH [TOBHILIEH PUCK OT
XHNEPKATHEMHS, OCTPO YBpexkaaHe Ha 6bOpeLHTe W/MNHM XUMOTOHUS B CPABHEHHE C MOHOTEPAIIHATA.
Kato ce uMa npeasuj cXoaHHTe UM dapMaKkoJHHAMHYHH CBOHCTBA, TE3H PE3YJITATH Ca NPHUJ
apyru ACE unxuburtopu u APb.




Cneposarenno, ACE nuxuburopu u APB He TpabBa na ce U3nmon3eaT eAHOBPEMEHHO MPH MAIHEHTH C
nuabetHa Hedponatus (BiK. Touka 4.4),

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints —
KJIMHHYHO NPOYYBaHe MPOBEJEHO ¢ aTMCKUPEH MMPH NallUeHTH ¢ AxabeT Tvn 2 H XpOHUYHO DBOpeuHo
3abonsBaxe) e NpoydYBaHe, NpeiHA3HAYEHO Ja H3caeaBa Nnoj3ara ot 100aBsHETO Ha AMTHCKHPEH KbM
cranaaptHa Tepanus ¢ ACE nuxuburop unu APB npn nauueHnTtn cbe 3axapeH Auader THI 2 U XpPOHUYHO
61L6peuHo 3abong9Bane, CbpAe4HO-CHAOBO 3abonsBake KIH H ABeTe. [IpoyuBaHeTo e mpekpaTeHo
pexAeBPEMEHHO [TOpaAH MOBUIIEH PHCK 0T HEOMaronpHUATHH NOocAeAULH. KakTo ChpaeHHO-Cb0BATA
CMBPT, Taka ¥ MHCYJTBT Ca M0-YECTH B rPynara alMCKUpeH CIpAMO TasH Ha miauedo, a
[pPeACTARIABALLNTE HHTEPEC HeXellaHH ChONTHS H CEPHO3HH HeXeNaHH ChOMTUA (XHIIepKaTHEMHA,
XUNoToHUA U 6p0peyHa AUCYHKIUA) ce CHOOLIABAT MO-HECTO B Ipynara Ha aIiCKHPeH, OTKOJIKOTO B
rpynara Ha miauebo.

5.2 <dapMaKkoKHHETHYHH CBONCTBA

JIuHelHOCT
AMJIOAMIIMH M BajicapTaH HMaT nuHeliHa ¢apMakoKHHETHKA.

Aminoaunud/Bancapran
Cnepn nepopanHo NpHIOKEHHE Ha aMJIOAHNMH/BANCAPTaH, MHKOBH MJIa3MEHH KOHLIEHTpalUHH Ha

BAJICAPTAH M aMJIOMHMIIMH C€ JOCTUraT 3a CbOTBETHO 3 H 68 Haca. CreneHTa ¥ pasMepbT Ha abcopbLmsgTa
Ha aMJIOAHITHH/BAICAPTAH ¢a eKBHBAJIEHTHH HAa OHOHANMYHOCTTA Ha BAICAPTAaH H aMJIOAUITHH, TPHUIOKEHH
KATO OTAE/IHU TabNneTKH.

AMIOAMMHH

Abcopbyus: Cnea nepopallHO NPUIOKEHHE HA TEPANEBTHYHA 1033 aMJTIOAUIIAH, MHKOBH NJIa3MEHH
KOHILIEHTPALIMHY Ce JocTHraT 3a 6—12 gaca. AGcomoTHaTa OHOHaNHYHOCT € Mexay 64% u 80%.
BuoHanHYHOCTTA Ha aMIIOAUIHNH HE C€ MTOBIHABA OT MIPHEMA HA XpaHa.

Pasnpeodenenue: ObembT Ha pasnpenencHue e npudnusurento 21 Vkg. In vitro npoyyuBaHus ¢ aMNOIUNHH
moxassar, Y€ npubnusutenno 97,5% oT HupKyIMpalloTO JEKAPCTBO C€ CBbP3Ba C MJ1a3MEHUTE NPOTEHHH.

Buompancpopmayus: AMIOIUITHH ce MeTabonu3npa oCHOBHO (npubnusuTenHo 90%) B yepuus Apod no
HeaKTHBHH MeTabOJIHUTH,

Enumunupane: ENTMMHHUPaHETO HA aMJIOAMIIMH OT Nna3Marta € OMga3Ho C TEpMHHANEH MOJIYKHBOT Ha
enuMHHHpaHe npuOnusuTenso 30 ao 50 yaca, CrauMoOHAPHHUTE IIJIa3MEHH HHBA C€ JIOCTHUTAT CIEN
POXBIDKUTENEH npreM 3a 7-8 AHu. 10 % oT opuruHanHus amnoaunyH u 60% oT HeroBUTE METabOINTH Cce
EKCKPETHPAT ¢ ypUHATA.

BancapTtaH
Abcopbyus: Cnen nepopaiHo NpUIOKEHNE Ha BANCapTaH MMKOBUTE MJa3MEHH KOHLIEHTPALIMH CE
pocrurar 3a 2—4 vaca. Cpegsara abconoTHa OHoHaNKHYHOCT € 23%. XpaHara HaMallgIBa €KCNO3HLHATA
(onpeaeneno upe3 AUC) Ha Bancapral ¢ okosio 40% U nHKOBaTa niaasMeHa KOHUEHTPAUHS (Cmax) € OKOJIO
50%, BBITPEKH TOBA OKOJIO 8 Yaca ciea mpueMa NIa3sMEeHHUTE KOHLCHTPaLMHY Ha BajicapTaH ca nojodHu B
rpynuTe, MpUEMaNH JIEKaApCTBOTO cliell HaXpaHBaHe U Ha rinagHo. Tasu penykuus Ha AUC, obave He ce
CBHITPTCTBA OT KIMHHMYHO 3HAaUHMa peAYKIIHMA Ha TEPANEBTHYHHA €(PEKT H 11O Ta3u NPHUYHHA BajcapTaH
MOe J1a e MpHeMa Ha ITaZlHO MITH CJIeH XpaHeHe.




Pasnpedenenue; CtailnoOHapHUAT 06eM Ha pasnpese/ieHHe Ha BAICApPTaH Clle]l HHTPABEHO3HO
npUIoKeHHUe e okojo 17 nUTpa, KOETO NOKAa3Ba, Ye BAICAPTAH He Ce pasnpeaes LIMPOKO B THKaHHUTE.
BancapraH ce CBbp3Ba BbB BUCOKA CTENEH CbC CEPYMHHTE NPOTEHHH (94-97%), OCHOBHO CBC CepyMHHS

anbyMHuH.

Buompancgopmayus: Bancaprad He ce MeTabo1M3Mpa BbB BUCOKA CTENEH, Thi KaTo camo 0Ko1o 20% ot
[03aTa ce YCTaHOBsBa no dopmara Ha meTabonuTu. B nnasmara e ycTaHOBEH XHAPOKCH META0O/UT B
HHCKH KOHUeHTpaunH (mo-Manko ot 10% ot AUC Ha Baicaprtad). To3u MeTaboNMT € GapMakonorHyHo
HeaKTHBEH.

Enuvmunupane.: BancapraH noka3sa MyJ/ITHEKCTIOHCHLIHATIHA KHHETHKA Ha pa3naj (tua. <1 4ac u tys okono
9 yaca). BancapTan ce enuMHHHMpPa OCHOBHO ¢ euieca (oxono 83% ot no3ara) 4 ypuHaTta (okono 13% ot
103aTa) OCHOBHO KATO HEMPOMEHEHO aKTUBHO BellecTBO. Cliel HHTPaBEHO3HO MPHI0KEHHE MIJIa3MECHAA
KJITMPBHC Ha BaicapTaH e npubnusurento 2 1/h, a 6s6peunns knupsbhc e 0,62 1/h (okono 30% ot obwins
KJIMpBHC). [TonyKHBOTET Ha BajicapTaH 6 yaca.

CrenyanHu nonynaiuy
Ileduampuuna nonynayus (ev3pacm nod 18 200urnu)

Hsama dpapMakoKMHETHYHHA JAHHH NPH NMeAUaTpHYHATA oMY IalHs.

Cmapuecka gb3pacm (év3pacm nad 65 200uxu)
BpemeTo 3a IOCTHraHe Ha MHUKOBH [UTa3MEHH KOHLEHTPALHH HA AMJIOAMIHH € CXOHO NPH Milaay

MALMEHTH M IPH MALHEHTH B CTapuyecKka Bb3pacT. [Ipn mauueHTUTe B CTapuecKka Bb3pACcT HMA TeHACHLUA
KIMPbHCA Ha aMIOAHIKH Ja HaMansiBa, KOETO BOAM J0 MOoKauBaHe Ha MiowTa noa kpusara (AUC) u
MONYXKBOTA Ha enumuHHpaHe. Cpeanara cucreMHa AUC 3a Bancaprad e no-Bucoka ¢b¢ 70% npu
NAlMEHTH B CTAPYECKA BH3PACT B CPABHEHHE C NO-MIIAAH NALMEHTH, NOpaay Ta3u NpHYHHA € HeOOX0AHMO
BHHMaHME MPH MOBUINABAHE HA A03aTa.

bvbpeuno yepeacoane

dapMakOKMHETHKATa Ha aMJIOAXIIMH He Ce MOBIHABA 3HAUHMO NPH HapyLleHHe Ha O0bOpeynaTa QyHKuuA.
KakTo ce o4aksa 3a BELIECTBO, YniiTo 6b0pedyeH KIUPBLHC € camMo okoJ10 30% o1 00Luus niasMeH
IJIMPBHC, HE ce HaO/oAaBa kopenauus Mexay 0p0pednara QyHKLUHA U CHCTEMHATA EKCIIO3HLINSA KbM
BajIcapTaH.

Yeprnodpobro yspescoare

HanuyHu ca MHOTO OTPaHHYEHH JAHHH 34 PUI0XKEHHETO Ha aMJIOAMIIHH [TPH MALMEHTH ¢ YEpHOAPOOHO
yepexaaHde. [TauueHTd ¢ uepHOAPpoOHO YBpekKJaHEe MMAT HaMaleH KIHPBHC HAa aMIOJUNMUH € MOC/€ABALIL0
nokauysaHe Ha AUC ¢ npubnusnrenno 40-60%. Kato usno, npy nauHeHTH ¢ I€KO A0 YMEPEHO TEKKO
H3pa3eHO XPOHHYHO YEpPHOAPOOHO 3a60naBaHe EKCNO3NLMATA KbM BANCApTaH (ONMpeaeIeHa Ypes
croinocTuTe HAa AUC) € Ba MbTH NMO-BHCOKA OT YCTAHOBEHATA NMPH 3paBu A00poBOILM (FPYyTTHPAHH IO
BB3pacT, Noa K Terio). [IpuiokeHneTo NpH NalUEHTH ¢ YEPHOAPOOHO 3abonapane TpabBa aa ce
OCBLIECTBABA ¢ [TOBHIICHO BHUMAaHHE (BXK. Touka 4.2).

5.3 IlpeaxaanH9HH JaHHH 32 6€300ACHOCT

Amnoounun/Barcapman
Hexenanure iekapcTBEHH peakuMy HabN0AaBaHu B MPOYYBaHUs IIPH XXUBOTHH HMAlllH BEpOITHA
KIHHUYHA 3HAYMMOCT Ca KaKTO C/Ie/1Ba:
XUCTONAaTOMOrMYHH JaHHH 3a Bh3MalneHue ca HabiioaBaHy B XKIIE3NCTHS CTOMaX MpU Mb
MpH €KCMO3KIHA OT okoJo 1,9 (Basicapran) ¥ 2,6 (aMIONMNMH) TBTH HAJ KIHHHYHHTE 1
pajicapTaH ¥ 10 mg aMnoaunuH. [IpH no-sUCOKH €KCMO3HIMKA HMa YIILICpaLHH H €PO3H




JUraBULA KaKTO MPH KEHCKHTE, TaKa H NPH MbXKUTE miubXxose. [lonobHy mpoMeHu ce HabIr0AaBaT U Ipy
rpynara npyemaiia camo sancaptaH (ekcriozuuus 8,5-11,0 nbTu Hazn winHHuHaTa A03a ot 160 mg
BanCapTaH).

[lpu excno3uuua 8—13 (Bancapran) u 7—-8 (amnogunuH) MbTH HaJ KIMHHYHATA 1033 OT 160 mg BancapTaH
1 10 mg aMJIOAMIHH Ce YCTAaHOBABAT YBENHYEHA YECTOTa U TEXECT Ha 6uOpeyunara TyOynHa

6azod N/ XHANHHU3ALMUA, AMIATALKSA H OT/IUBKH, CbUIO H HHTEPCTHUHAITHO JIUMPOLHTHO Bb3NaleHUE H
xuneprpodHsa Ha aprepuosiapHaTa Meaus. CXOJHH NPOMEHH €€ YCTRHOBABAT B Ipyara npuemMailia caMmo
pasicapTan (ekcriozunmara 8,5-11,0 meTu Haa kiMHMYHaTA A03a oT 160 mg BancapTaH).

B npoyusaHe 3a eMOpHO-~(eTaNHO pa3BUTHE NIPH ILTLXOBE C€ HalJI01aBaT yBENIHYeHa YeCTOTa Ha
AMNATHPAHH ypeTepH, MandopMaliiy Ha CTEpHYMa H HEOCH(HUMPaHH (PalaHry Ha NpeaHH a4 NpH
excnosuuus oT okono 12 (Baicapran) 10 (aMIOANUNMH) MbTH HAJ KIHHUYHKTE 1034 OT 160 mg
pancapTad u 10 mg amnoaunuy. Jlunarupasu ypeTepu ce HaOI0ZaBat i B Ipynara caMo ¢ BancapraH
(excrnosuuud 12 wbTH HaJ KIMHUYHATA go3a ot 160 mg Bancapran). B ToBa nmpoyusaHe uma caMo ¢yiabo
H3pa3eHH Oene3sd Ha MaliuMHa TOKCHYHOCT (YMepeHa pelyKLHs Ha TeJecHO Terno). HUBoTo, MpH KoeTo He
ce HabmoaaBar epeKTH N0 OTHOLIEHHE HA PA3BHTHETO € 3- (BaIcapTaH) H 4- (aMIOAHITHH) TBTH HaA
KIMHHYHAaTa excno3niug (Ha 6a3ara Ha AUC).

3a OTOENTHUTE CHCTABKH HAMA AOKA3ATE/ICTBA 32 MYTAreHHOCT, KNacTOreHeH e(eKkT U KapLIMHOTEHHOCT.

Amnoounun

PenpoayKTHBHA TOKCHYHOCT

PenpoayxTnBHM NPOYUYBAHHA NPH INTEXOBE U MHUINKH IOKA3BAaT 3aKLCHABAHE HA JATAaTa HA paXKJaHe,
YABJKEHA NPOABDKUTEIHOCT Ha PAXAAHETO H HaMaleHa XU3HEHOCTTOCOOHOCT Ha MAIIKHTE MPH JA03H
npubausnrento 50 meTH MO-BHCOKH OT MAKCHMANTHUTE MPENOPBYHTENHH NO3H NPH XOpa, H3UHCJIEHH Ha

baza mg/kg.

Hapyiiennsa BB QEpTHANTETA

Hsama edexT BbpXy (epTUANTETA HA IUILXOBE, TPETHPAHH C AMIOAUNUH (MBXKKH - 64 JHH M KEHCKH
14 nuu npeau uyndroceane) B 1o3u Ao 10 mg/kg/nen (8 mpTH* MakcuManHaTa penopbYHTENHA 1032 33
xopa ot 10 mg, u3uncnena Ha 6aza mg/m?). B apyro npoyuBaHe NpH MIBXOBE, IPH KOETO MBbXKH

INThXOBE Ca TPETHpPaHHU ¢ amaoaunuH oesnnat 30 AHM, ¢ 03a CpaBHHMA C A03aTa PH X0pa, H34NC/IEHA Ha
fa3a mg/kg, ca yCTAHOBEHH NMOHUKEHH I1a3MEHH (PONMKYJIOCTUMYJIMpALL XOPMOH U TECTOCTEPOH, KaKTO

H NOHHXKCHH IITBTHOCT Ha cncpMarta H GPOH Ha 3pC€JIH CIICPMATHAHN K CCPTOJIHCBHTE KJIICTKH.

Kapuuborenesa, MyTareHesa

HsiMa JaHHH 3a KapLUHOTEHHOCT IPU ITBXOBE U MHMLUKH, TPETHPAHHU ABE I'OAMHH ¢ AMJIOAUITHH B XpaHaTa
B KOHLICHTpALHH, H3YHCJIEHH Ja OCHTYPAT AHEBHH N030BH HUBa oT 0,5, 1,25 u 2,5 mg/kg/nen. Haii-
BHCOKATa f03a (IpH MHIIKHK — 6)1M3Ka 10, a MPH IUTbXOBE — [1BA MbTH* MO-BHCOKA OT MAKCHMAITHATA
NpenophYHTENHA KIMHHYHA 034 oT 10 mg, u3uncaeHa 3a mg/m?) e Ouna 6M3Ka 10 MAKCHMAITHO
AOMYCTUMATA 4033 332 MHLIKH, HO HE H 3a MIbXOBE.

HPOY'-IBH.HHH 34 MYTAar€HHOCT HE€ IIOKa3BaT HEK&pCTBEHO-Oﬁ}’CHOBBHH ECbEKTH HHTO Ha 'EHHO, HUTO Ha
XpPOMO3OMHO HHBO.

* H3uncileHa 3a nauueHTH ¢ Terno 50 kg




Banrcapman

MpenxnuuMyYHKHTE JaHHH HE T0Ka3BaT oco0eH pHCK 3a xopara Ha 6a3a Ha KOHBEHI[MOHATHHTE
(hapMaKoOJIOrUMHH NpOYyUBaHUA 33 6€30MaCHOCT, TOKCHYHOCT MTPH MHOTOKPAaTHO NPHIOKEHHE,
reHOTOKCUYHOCT, KAPLIMHOTCHEH MOTEHUMAT, PETIPOAYKTHBHA TOKCHYHOCT H TOKCHYHOCT 33 Pa3BHUTHETO.

[Tpu nbXoBe TOKCMUHKHTE HO3H 3a Madikara (600 mg/kg/nen) no BpeMe Ha MOCNEAHHTE AHH OT
OpeMEHHOCTTA H MEpHOAAa Ha JIaKTalMs ca JOBENU J0 NO-HHUCKA CTENEH Ha NPeXMBAEMOCT, No-cnado
HaJaBaHe HA Teryio H 3abaBeHo pa3sBHTHE (OTAENIHE HA YUIHATA MHJA H OTBApAHE Ha CIYXOBHUA KaHal) Ha
NnokoneHueTo (Bx. Touka 4.6). Te3u go3u npu wrbxose (600 mg/kg/nen) npeacrasasBar NPUOIUIHTENHO
18 rbTH MaKCHMAIHATa MPENophYHTENRA 034 IPH Xopa Ha 6azata Ha mg/m® (H3UHCNEHHUATA Ce OTHACAT
3a nepopaiua ao3a 320 mg/nex u naueHT ¢ terno 60 kg).

[IpH MpeaIHHHYHY MPOYYBaHHS 3a Oe30MmacHOCT, BUCOKH A03H BancaptaH (200 ao 600 mg/kg tenecHo
TEMI0) IPEAXU3BUKBAT IIPH IUTbXOBE HAMAIABAHE HA MapaMETPHTE Ha YEPBEHHUTE KPBBHH KJIETKH
(epUTPOLINTH, XeMOTI0OMH, XEeMATOKPUT) U NPUYMHABAT NPOMEHH B ObOpeuHaTa XeMOAHHAMHKA (JIEKO
NOBHLIABaHEe HA ypelHNS a30T B KpbBT4, 6b0peuHa TyOyiHa xunepnnasus U 6a30¢uans npu MbLKKUTE).
Te3u po3mn npu nnbxose (200 u 600 mg/kg/neH) npeacrapnasar NpUOIH3IUTENHO 6 M 18 MBLTH
MaKCHMAJHATA IPENOPBYHTENHA 1034 IPU Xopa Ha Oasara Ha mg/m? (M3UKCIEHHATa Ce OTHACAT 3a
nepopaiHa ao3a 320 mg/aeH u nauneHT ¢ Terio 60 kg).

[Ipu MapMO3ETKH B CPAaBHUMH 03U MPOMEHUTE ca MoJ00HH, HO NO-TEXKKH, 0cobeHo B 6bOpeLuTe, KbaeTo
MPOMEHUTE CE€ pa3BUBAT A0 HeponaTHs, BIIIOYBALLA NMOBHLIEHHE Ha YPEHHHSA a30T H KPEATHHHHA B
KpPbBTa.

Habmonasa ce cbino xuneprpodus Ha Ob0pedHUTE IOKCTArNOMepYJ/IHH KIETKH Y [IPH ABaTa BHAa. CunTa
ce, Y€ BCHYKH MMPOMEHH Ce ABJDKAT Ha (papMaKoJOrHyHOTO AEACTBHE Ha BANCAPTaH, KOETO BOIH A0
NPOoABLDKHTENHA XHNIOTOHUA, 0c0DeHO pH MapMoseTkuTe. Marnexna, ue TepaneBTHYMHATA 1034 Ha
BajicapTaH MPH XOpa He e CBbp3aHa ¢ xuneptpodus Ha OLOpeUHHTE IOKCTArIOMEPYIHH KIETKH.

6. OAPMAIIEBTHYHHU JAHHU

6.1 Chanachbk Ha DOMOIIHETE BelMecTrba

Lunepam 5 mg/160 mg purimupanu mabremxu
CopuesnHa Ha rabnerkara:

MukpokpucranHa nenyino3a

KpocnosuaoH (TvI A)

KonongeHn 60e3B0¢H CHITULMEB JUOKCUT
MarnesuesB creapar

[ToxputHe:

Xunpomenosa, samecturenes tan 2910 (3 mPa.s)
TutanoB auokcua (E171)

Kenezen okcun, xuiT (E172)

Makporos 4000
Tank

Hunepam 10 mg/160 mg purmupanyu mabremxu
CopleBuHa Ha TabneTKara.
MUKpPOKPHCTATHA Lienyo3a




KpocnosuaoH (Tun A)
Konougen 6e3poeH CHIHLHEB JHOKCHA
MarHe3ueB creapar

[TokpuTHe:
Xunpomenosa, saMmecturened tan 2910 (3 mPa.s)

TutanoB auokcun (E171)
Xenezen oxcun, xbiat (E172)
XKenezen oxcun, yepseH (E172)
Makporon 4000

Tank

6.2 HecbBMECTHMOCTH

Henpunoxxumo.

6.3 Cpox Ha rogsocr

3 rOAHHH.

6.4 CHoenHannn yCJIOBHSA HA ChXPAHEHHE

Jla ce cxxpauasa noa 30°C.

Jla ce cpxpaHsABa B OpUIrHHa/IHATA ONAKOBKa, 32 Aa Ce IIpe/ina3y OT Bjara.

6.5 Buau chabpikaHHe HA ONAKOBKATA

PVC/PVDC 6ancrepu. Equn 6mucrep cvabpka 7, 10 unu 14 punmupanu rabnetka.

Bunose onakopku: 7, 14, 28, 30, 56, 90, 98 unu 280 dunMupanu tableTKH U rpynoBH ONIAKOBKH,
ceabpxautd 280 (4x70 unu 20x14) punmupann TabieTkH.

PVC/PVDC nepdopupanu eaiHon0308H Onucrepu. Eaun 6nucrep ceabpxa 7, 10 uim 14 punMupanu
TabJIeTKH.

Buaose onakoBki: 56, 98 unu 280 ¢unmupanu TabneTkH.

He BcHUKH BH0BE ONIAKOBKH MOTAT Ja ObAaT nyCHATH B npojaxoa.

6.6 CoenmajHH DpeINa3AA MEPKH NPH H3XBLpJsSHE H paboTa

Hsama cnenMaidiy H3UCKBAHUA.

7. TIPHTEXATEJI HA PAJPELIEHHUETO 3A YIIOTPEBA

Sandoz d.d.
Verovikova 57,
1000 Ljubljana
Crnosenus

8. HOMEP(A) HA PAIPEILIIEHHETO 3A YIIOTPEBA




5 mg/160 mg, Per. Ne 20170279
10 mg/160 mg, Per. Ne 20170280

9. JATA HA IIBPBO PA3ZPELIABAHE/NMIOJHOBABAHE HA PAJPEHIEHHETO 3A
YIIOTPEBA

JlaTa Ha MBPBO paspeluaBane 3a ynotpeda: 18/09/2017
JlaTa Ha nociaeaHO MOAHOBABAHE!

10. NTATA HA AKTYAJIH3UPAHE HA TEKCTA

12/2024




