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2. KAYECTBEH U KOJIMYECTBEH CHCTAB

Bamaokc 5 mg/80 mg ¢puamMupaHu TabneTku

Beska puamupana Tabnerka cbabpxka 5 mg amnoaunuu (amlodipine) kaTo KaToO aMA0AUNUHOB
oesunar (as amlodipine besilate) v 80 mg Bancapran (valsartan).

Bamaoke 5 mg/160 mg dunmupanu TadbneTku

Beska punmupana tabnetka cbabpxka S mg amnoaunul (amlodipine) kato KaTo aMJIOAMIUHOB
oe3unar (as amlodipine besilate) u 160 mg BancapraH (valsartan).

Bamaoke 10 mg/160 mg ¢puamupanu TadaeTku

Beska ¢punmupana tadnerka ceabpka 10 mg amaoaunun (amlodipine) KaTo KaTo aMJI0AUNMHHOB
oesunar (as amlodipine besilate) v 160 mg BasicapraH (valsartan).

3a MbJIHKUA CMUCHK Ha NMOMOLLHHTE BCLUECCTBA BHKTC TOYKA 6.1.

3. JIEKAPCTBEHA ®OPMA
OunmupaHa Tabnerka (TadbseTka)

Bamsiokc 5 mg/80 mg duaMupaHu TabneTku:

KadeHHKaBo-XbNTH, KPBIJIH, JIEKO ABOWHOU3MbKHAIH, PUIMHUpPAHU TaDNETKH CbC CKOCEHH Kpaulua U
€ Bb3MOXHO 1a UMAT TbMHHM MeTHa (AMameHTbp Ha Tabnerkara: 8 mm, aebeaunna 3,0 mm—4,3 mm).
Bamaokc 5 mg/160 mg dunmMupanu TabieTku:

KadeHukaBo-)KbJITH, OBaJIHU, ABOHHOH3MbKHAIH, (UIMHPAHH TAOJIETKH KATO € Bb3MOXKHO Aa UMaT
TbMHH METHA (pa3mepu Ha TabsieTkara: 13 mm x 8 mm, nedenuna: 3,8 mm—-5,4 mm).

Bamaokc 10 mg/160 mg duamupanu TabieTKHu:

bneno kaeHUKaBO-XbATH, OBAJIHH, ABOWHOU3IMBbKHAIH, (UIMHUpPaHH TAaONETKH (pa3MepH Ha
tadbnerkara: 13 mm x 8 mm, aedenuna: 3,8 mm — 5.4 mm).

4. KJIHHHYHHU JAHHUA
4.1 TepaneBTHYHH NOKA3AHHA
JleyeHue Ha eceHUMATHA XUNEPTOHHUS.

Bamnokc e noka3zaH npu Bb3pacTHH, YUETO apTEPHATHO KPbBHO HaJIsiraHE HE C€ KOHTPOJIUpa
a/1IeKBaTHO NMPH MOHOTEpANMs C aMJIOAUITHH HJIIH BaJiCapTaH.

4.2 [o3upoBKa H HAYHH HA NPHJIOKEHHE
J0o3HpoBKAa

[IpenopbuBaHaTa 103MpoOBKa Ha BaMilokc e eaqHa TadneTka AHEBHO.




Bamaokc 5 mg/80 mg Moxe aa ce npuaara npy NaUKEHTH, YHETO APTEPHANTHO HANSraHe He ce
KOHTpONWpa aAeKBAaTHO MPH MOHOTEPANKA C aMNOAUNUH 5 mg UK BancaptaH 80 mg.

Bamisioke 5 mg/160 mg Moxe aa ce npunara Npy NaUUEHTH, YUHETO KPbBHO HaNraHe He € 4AEKBAaTHO
KOHTPOAMpPAHO ¢ aMNOAUNKH 5 mg WK ¢ BancaptaH 160 mg camocTosATeNHO.

Bamnokc 10 mg/160 mg Moxke na ce npunara npu NaUMEeHTH, HHETO KPLBHO HANAraHE He € aAeKBATHO

KOHTPOIMPAHO ¢ amnoaunuy 10 mg win ¢ sancaprad 160 mg camocToaTenHo wiu ¢ Bamioke
5 mg/160 mg.

Bamnokc Moxe Aa ce npunara ¢ wiy 6e3 xpaHa.

[IpenopbuBa ce, npeny npeMHHaBaHe Ha JieueHHe ¢ KCHpaHaTa KOMOKHALUKA, 2 Ce NpoBeae
HHAMBHIYaHO THTPHPAHE HA O3UTE HA OTACTHMTE KOMIIOHEHTH (T.€. aMJIOJUIHH K BAICApPTaH).
KoraTo € noaxoasuio ot KIHHHYHA rf€aHa To4ka, 6H MOrJIo Aa ce 06CHhK A2 AUPEKTHO NPEMHHABAHE

OT MOHOTEPAIINA KbM JICHCHHUC C koMOMHaLIMA OT dmnccupann AO3H,

3a y,IIOﬁCTBO NaLHEHTHUTE, NOJTYHABALIH BaNCapTaH H aMJOAHIIHH KaT0 OTACNHH Taﬁne*nm/icancynu,
MOraTt aa nNpeMHHAaT Ha NCYCHHE C Bamsoxkc, ChABbPKALL CHIRHUTE OO3H HA OTOCIHHTEC KOMITOHEHTH.

Cneyuannu nonyrayuu

b1rOpeuHo yBpexcaaHe

Hsama HAMMYKY KAMHHYHW AQHHH NPH NMALUMEHTH TEXKO OBOpeuHo yBpexaaHe.

He ce Hanara kopuMrupaHe Ha go3aTa TPy MalLWeHTH € JIEKO 10 yMepeHo ObOpeuHo yBpexaaHe. [pu

YMEpPEHO TEXKKO OBOpeUHO yBpeKaHe ce MpenopbYyBa MOHHTOPHUpPaHe Ha HHBATA HA Kaui
KPEaTHHHH.

YepHoapobHo yBpexaaHe

Bamiiokc € npoTUBONOKA3aH NPH NALUKMEHTH € TEXKKO YepHOApoOHO yBpexKaaHe (BxkK. Touka 4.3).

Bamnokc TpaOBa aa ce npunara ¢ NOBHLIEHO BHUMAHHE MPU NALIKEHTH C HEPHOAPOOHO YBpeKIaHe
Uiy OMnnapHH o0CTpyKTHBHH 3abosaBaHua (Bx. Touka 4.4). [Ipn nauHMeHTH ¢ N1eKo A0 YMEPEHO
4epHOAPOOHO yBpexaaHe Oe3 xonecTasa, MaKCMMAJIHATa NpenopLYBaHa no3a Ha BancaptaH € 80 mg.
[MpenopbkH 3a A03UpaHE Ha aMNOAMIKHH NPH AALMEHTH C JIEKO A0 YMEPEHO HEePHOAPODHO yBpexkaaHe
HE Ca YCTaHOBEHH. [Ipu npemMuHaBaHe Ha NOAXOAAWO NOAOpaHH NAUHEHTH C XHUITEPTOHHA (BXK. TOUKa
4.1) ¢c yuepHOAPOOHO yBpEKIAHE KbM aMIOAMINHH UK KbM Banmokc, TpabBa aa ce nanosn3ea Haii-
HMCKATa Bb3MOXHA 1033 HAa aM/I0UMHH KATO MOHOTEPAINKUA WK WK HA AMAOAUIIHHOBHA KOMIIOHEHT,
CBHOTBETHO.

[launeHTH B cTapyecka Bb3pacT (Haa 65 rognHWH No-BbL3PACTHH)

[Ipy nauuMeHTUTE B CTapUecKa Bb3PacT € HEOOXOAUMO NOBULIEHO BHUMaHHE NPH NOBHILABAaHE HA
Ao3ata. [Ipn npeMrHaBaHe Ha MOAXOAAINO NOAOpaHH NALUMEHTH ¢ XUMEPTOHKUS (BXK. TOUKa 4.1) B
cTapuecka Bb3pacT KbM aMIOAUNHUH WiH KbM Banmoxc, Tpabea aa ce uanonsea Halk-Huckara

Bb3MOHA 1032 Ha aMJIOZHITHH KaTO MOHOTEpanusa KNy Wi Ha aMJIOAUNMHOBUA KOMMOHEHT,,
CHOTBETHO.

[leanaTpuyuHa nonynaius

besonacHocTTa M edrKacHOCTTa Ha Bamioke npH aeua v I0HOLIK Ha Bb3pacT noj |
YCTAHOBEHM. JIMMCBAT HANMYHH JaHHM.




Hauun HA NpUIoKeHHe
[lepopanno npunoxenue
[Ipenopbusa ce Bamiioke aa ce npuema ¢ goaa.

4.3 IIporHBOnNOKA3aAHUA

— CBpPBLXUYYBCTBHUTETHOCT KbM aKTUBHUTE BELLECTBA M/TH KbM HAKOE OT NMOMOLLIHHMTE BELUECTBA,
H30pOeHH B TOUKa 6.1.

- Texko yepHoapoOHO yBpeKaaHe, OHUNHapHa UMPO3a HIH XONecTasa.
- EanoBpemenHaTa ynotpeda Ha BaMnoKe ¢ anUCKHPEH-ChbABPKALUM MPOOYKTH €

NMPOTHBOMNOKAa3aHa NPH NMAUMEHTH Che 3axapeH auaber wnu 6bvbpeuno yepexaane (GFR <60
ml/min/1,73 m?) (8. Touku 4.5 u 5.1).

- Bropu u TpeTu TpuMecTbp Ha OpeMeHHocTTa (BXK. TOUkH 4.4 1 4.6).

— Teskka XHNOTOHMKA.

— [0k (BK/IFOYUTENHO KAPAUOTEHEH LUOK).

- O0cTpykuMs Ha H3X0Aa Ha nABa KaMepa (Hanp. XunepTpodpu4Ha obCcTpyKTUBHA

KapAHOMHONATUA H BHCOKOCTENEHHA aOPTHA CTEHO3a).
- XEeMOAHHAMHYHO HeCcTabUIIHA ChpAEYHA HEAOCTATHYHOCT CIed OCTHP MHUOKAPACH MH(ApPKT.

4.4 CoenuanHu npeaynpexjaeHHs H NPeINAIHH MEPKH NPH ynoTpeda

bezonacHOCTTa H €PUKACHOCTTA HA AMIIOAUITHH NPH XHNEPTOHHYHA KPU3a HE Ca YCTAHOBEHH.

bpeMeHHOCT

AnruoteHauH [ peuentopuure aHraroHuctu (AIIPA) He TpabBa aa ce 3anoyBar no BpeMe Ha
6pemenHoCT. OCBeH, ako NMpoAb/KaBaHeTo Ha TepanuaTa ¢ AIIPA ce cuura 3a xu3HeHo HeoOXxoanMo,
Ha MaLHEHTKUTE, KOMTO MNaHHpaT OpeMEHHOCT, Tpabea Aa 6be HazHaYeHO ANTEPHATHBHO
AHTUXHMNEPTEH3IUBHO JICUEHHE ¢ YCTaHOBEH npodun Ha Be3onacHocT 3a ynotpeba no speMe Ha
opemenHocT. [1pu ycraHoBaBaHe Ha HpemeHHOCT, neueHueto ¢ AIIPA tpabsa aa ce npeyctaHOBH
He3a0aBHO U, aKO € YMECTHO, Aa Ce 3aNo4vHe anTepHaTUBHA Tepanus (BxK. Toukd 4.3 U 4.6).

[MTauneHTH ¢ HaTpUeB- W/ UK obeMeH aeHUUT

[Tpy nnauebo KOHTPOIHpPAHHU NPOYHBAHHS, EKCUECHBHA XHNOTOHHA € HaGmoaasana npu 0,4% or
NALMEHTHTE C HEYC/IOXKHEHA XHIEPTOHHSA, ICKYBaHH ¢ aMNoAMNHR/Bancapran. I1py nauyeHTH, kouTo
NPHEMAT AaHFHOTEH3HH PEUENITOPHU ONIOKEPH U NPpH KOMTO € aKTHBYPAHA CUCTEMATa PEHUH-
aHIHOTEH3UH-ANIOCTEPOH (Hanp. NALHEHTH ¢ HATPUEB W/ KK ODeMeH JepHUMT, NOMyYaBallH BHCOKH
034 AHYPETHLIM) MOXKE A HACTBIIH CUMITTOMATHYHA XUITOTOHMA.

[Ipean NpHUIOKEHHETO HA AMJIOJHITHH/BAICAPTAH CE NPENOPBYBA TE3H CHCTOAHUA Ja C€ KOPHIHpaT
UITU NaLveHTUTe Aa 6bAaT NoJ HenpeKbCHAT MEAULIHHCKH KOHTPOJI.

AKO NpH JieyeHHe ¢ aMNOAUTIHH/BaCcapTaH HACTBIIM XMITOTOHHKA, NALHEeHTbT TpAOBa aa 6bae
MOCTABEH B JIETHAIO NONOMKEHUE ¥ NIPH HEOOXOAUMOCT 12 C€ MPUIGKH HHTPABEHO3HA HHPY3HA C
¢u3nonoruueH pasreop. JleueHnero moxe aa Obae NPOABIHKEHO CleA KaTo ce cTabunusunpa
apTEPHATTHOTO HAJIATAHE.

Xunepxanuemus

EnnoBpemeHHara ynotpefa ¢ kanueBn 100aBKH, KATHH-CbXPAHABALUM JHYPETHLH, 3aMR @uﬁﬂ HA
COJITa, ChALPKALUH KATHH WIH APYrH JIEKADCTBEHH NPOAYKTH, KOMTO ODMXa Mornu ag/Mgeyriar Hys2
Ha Ka1ui (xenapwH W T.H.), TpAOBa 4a ce OCBHLUECTBABA C NOBHIIEHO BHUMAHHKE U C fodR g S 2
MOHHTOPHPAHE HA CTOWHOCTHTE Ha Ka/IHH. B g




CreHo03a Ha OBOpeuHa aprepus

AmtogunuH/Bascaprad TpsabBa Aa ce U3MO3Ba ¢ MOBHLIEHO BHHMAHHE 3@ J€YEHHE HA XHUIMEPTOHKA
[Py NALMEHTH C €AHOCTPAHHA WM ABYCTPAHHA CTEHO3a Ha OBOpeUHUTE apTepHH MK NpH CTEHO3a Ha
apTepuq Ha eIMHCTBeH ObOpeK, ThH KaTto MpH TaKKHBa NALIMEHTH MOXKE [a Ce NOJYYH MOBULIABAHE HA
ypesATa B KPbBTAa H CEPYMHUA KpEaTHHHH.

b1uOpeyHa TpaHcnaHTaLUs

Jo TO3U MOMEHT HsAMa HaTpyMaH ONHT MO OTHOLEHWE Ha Be3onacHaTa ynotpeda Ha
aMJIOAUITHH/BAJICAPTAH NPH NIALMEHTH ¢ HACKOPO M3BbplueHa O bOpeyuHa TpaHCIIaHTaLMS.

YepHoapoOHO yBpekKI1aHE

BancapraH OCHOBHO c€ €JIMMHHHpA HEMPOMEHEH 4pe3 KAbuKaTa. [0y KHBOTBLT HA AMAOAHITHH €
yOBJDKEH, a cToitHocTuTe HAa AUC ca no-BMCOKH MPH NMALHEHTH ¢ HapyllieHa YepHoapoOHa QyHKLUHS;
HE ca YCTAHOBEHH NpENopbKH 3a Ao3upade. [IpunoxxeHHeTo Ha aMIOAMIMH/BANICAPTAaH NPH NMALHEHTH
C JIEKO A0 YMEPEHO YEPHOAPOOHO yBpexxaaHe win ¢ SunvapHu oOCTPYKTHBHH 3a0onasanus TpadBa aa
ce OCBIIECTBABRA C MOBHILIEHO BHUMAHHUE.

I1py nauMeHTH C JieKo 10 YMEPEHO YepHOAPOOHO yBpexaaHe 6e3 xonecTasa, MAaKCHMATHO
NMpenopbYBaHATA 003a Ha BasicapTad ¢ 80 mg.

YBpexnane Ha Ob0OpeLiHTe

He ce Hanara kOpMrupaHe Ha 103aTa Ha aMJIOJUIMUH/BANICAPTAH NPH MALUHEHTH € JIEKO A0 YMEPEHO
yspexiaHe Ha 6u6peunara pyuxkuus (GFR >30 mli/min/1,73 m?). [Ipu ymepeHo 6u6peyHo yBpexaaHne
ce Mpenopb4Ba MOHHTOPHUpAHE HA HUBATA HA KAJIHIt U KPEATHHHH.

HLQBH‘-{CH XHICPpAAROCTCPOHHUIBM

[TauneHTUTE C MBPBHYEH XUTNIEPALIOCTEPOHN3IBM HE TPAOBA Aa Ce NEKYBAT C aHrHOTeH3UH I
AHTAOHHCTA BAJICAPTAH, Thil KATO TAXHATA PEHUH-AHMMOTEH3HH-AIA0CTEPOHOBA CHCTEMA € 3acerHaTa
OT MbPBUYHO 3a001ABaHE.

AHruoeaem

Cpobuwaea ce 3a cinyyau Ha aHTHOEEM, BIJIKOUHTEHO OTOK HA JAPHHKCA M MIOTHCA, NPHYHHABALL
oOCTPYKLIMA HA JUXATETHUTE MbTHLLA H/UTH OTOK HA JIMLETO, YCTHHUTE, (hapHHKCa W/ WK €3HKa NpH
NaLMEHTH, JEKYBaHU ¢ BajicapTHaH. HAKOU OT Te3W MaLUEHTH ca UMaJIH M MIPedH TOBA aHTHOEdEM,
py JIEUECHUE C JPYTH JIEKApCTBEHH NPOAYKTH, BKIOuuTeNH0 ACE nuxuburopn.
AMnogunuH/sancapraH Tpabpa aa ce cnpe HezabaBHO NP MALMEHTHTE, KOUTO Pa3BUAT AHFHOEAEM H
He TpAaOBa Ja ce mpujiara OTHORO.

HHTecTHHANIEH aHrHOeaAeEM

3a HHTECTUHAJIEH aHTHOedeM ce cboOLlaBa fNpU MaLUEHTH, JIEeKyBaHH ¢ aHruoTeH3uH Il peuentopuu
aHTArOHUCTH, BaicapTaH (BxK. Touka 4.8). Tean nauneHTu UMaTt kopemHa 60nka, rageHe, NoBpbIIaHE U
anapya. CUMNTOMUTE OTLIYMABAT CEA MPEYCTAHOBABAHE HA AHI'MOTEH3uH 1] peuenTopHuTE
AHTArOHHUCTH. AKO CE€ IMarHOCTHLMPa HHTECTUHAIEH aHI'MOEeM, JICHEHHETO ¢ BancapTaH TpsabBa na
C€ MPEeyCTAHOBHU M AA CE 3altO4HEe MOAXOAAUIO HabMOAEHHE N0 MBJIHOTO OTIUYMSBAHE H

CobpacyHa HENOCTATBYHOCT/NOCTMUOKAPIeH HHDAPKT

KaTo nocneauua or MHXUOHMpaHETO HA PEHHH-AHTMOTEH3HH-AJIIOCTEPOHOBATA CH
npenpasnoaoKeHU NaLUUEHTH MOraT Aa ce O4akBaT NpoMeHH B OnOpeuHaTa GyHKU
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C TEXKa ChpACYHA HEJOCTATbYHOCT, HUATO ObOpeuHa pyHkuua 61 Morna aa 3aBHCH OT aKTHBHOCTTA
Ha PEHHUH-AHTMOTEH3HH-ATA0CTEPOHOBATA CHCTEMA, edeHHeTO ¢ ACE UHXHWOWTOPH U aHrHOTEH3HUH
peLENnTOPHH AHTATOHUCTH CE€ CBBLP3BA C ONHIYPHA H/HWAH NPOTPECHBHA a30TEMHS U (PAAKO) ¢ OCTpa
61OpeydHa HeaocTaTb4HOCT U/MNH cMBPT. [lonoOHH pe3ynTaTu ca cboOLIeHH 3a BasicapTad. OueHkaTa
Ha NALKEHTHTE CbC ChpAEHHA HEAOCTATHHHOCTH H HIIH NOCTMHOKApAEH HHGAPKT TpadBa qa BKIKOUYBA
BHHAarv oueHka Ha 6b0pevHaTa GyHkuus.

B nnarocpouHo, niauedo-kontponupaHo npoyusase (PRAISE-2) ¢ amnoaunuH npu naumeTu ¢
NYHA (New York Heart Association Classification) knac 111 n [V cbhpaeuHa HeAOCTaTLYHOCT, ¢
HEUCXEMHWYHA €THOMOTHUS, aMJIOAMIHH C€ CBLP3Ba ¢ NOBHLWEH Opoil cbobuieHus 3a HenoapodeH oTok,
BBIIPEKH JIHNCATA HA 3Ha4YHMMa pa3/IMKa B UeCTOTATA Ha BJIOLIABALLA CE CbpAeyYHA HEAOCTATHLUHOCT B
CpaBHeHHe ¢ nnauedo.

BJ'IOKEPPITB Ha KAJIUHECBHTEC KAHATH, BKITHOYUTENHO aMJIOIHITHH, TpﬂﬁBa Aa CC H3non3Bart C NMOBHLUCHO
BHHUMAHHC MNPH NAUHUCHTH CBC 3aCTOHHA ChpACHHa HEAOCTATBHHOCT, TbHW KaTO MOraT [a MmoBHiLAaT

pPHCKa OT 6’]:,H.el.l.lld CbpACHHO-CBAOBH CHOUTHA U CMBPTHOCT.

CreHo3a Ha aopTa M MUTpaIHA Kjiana

Kakro [NpH BCHYKK JPYTH BAa30AHNNaTaTopH € HeoOX0IHUMO cna3BaHe Ha CleLHanHU Np<aAna3HH MCPKH
npyu NAMCHTH, CTpaJallH OT CTCHO3a Ha MUTpAaJIHA KJiana HiH CHI’HHd)Hl{aHTHa 40pTHA CTCHO3a,
KOATO HE € BUCOKOCTCIICHHA.

HBoiHo 610KHpaHe HA peHUH aHTMOTEH3HH -annocTepoHoBata cucteMa (PAAC)

HMa nanHu, ye eaHospemennara ynorpeta Ha ACE unxubutopH, APB win anuckdpen nosHiuasa
PHCKa OT XHNOTOHHA, XHNEPKANHEMHUA 1 oTcnabraHe Ha ObOpeuHaTa PyHKUMA (BKIIOUHTENHO OCTPa
O10peuna HepocTaTbuHOCT). [Topaau ToBa He ce npenopbyBa ABO#HO OokHpaHe Ha PAAC upes
komMOUHHpaHaTa ynotpeba Ha ACE unxuburopu, APB nnn anuckupeH (Bx. Toukn 4.5 u 5.1)

AKO C€ MPEUECHH, Y€ TepanuaTa ¢ ABoiiHO OokupaHe € abcontoTHO HEOOX0aMMa, TOBa TPAOBa Aa
cTaBsa caMo noJ HabAl0AEHHETO HA CNELHANTHCT UM NPH YECTO BHUMATENIHO MOHHTOPHpaHe Ha
ObOpeuHaTa pyHKLUMA, ENEKTPONUTUTE U KpbBHOTO HandraHe. ACE nHxuburopu v APb He Tpabsa na
Ce M3MON3BaT €AHOBPEMEHHO NPU NAUHEHTH ¢ nHabeTHa HedponaTH.

Bamnokc He € npoyy4BaH NpU ApYry rpyny OT NallMeHTH OCBEH TAKUBA C XHNEPTOHHS.

Tosa nekapcTBo Chabpka no-Manko oT 1 mmol Hatpuii (23 mg) Ha Tabnerka, T.€. MOXKe J1a ce Kaxe,
Ye NpakTHUYECKH HE ChbAbPIKA HATPHIHI.

4.5 Bsammoae#dcTBHE ¢ APYTH JIEKAPCTBEHH NPOAYKTH H APYrH GopMH HA B3auUMoJelicTBRE

B3anumoneicTena, o6y 3a KoMOMHALMATA

He ca nposexaaHu npoy4BaHHUs 3a IEKAPCTBEHHUTE B3aUMOACHCTBHA MEXY aMI0AUIHH/BAICAPTaH U
OCTaHAJIMTE JIEKAPCTBEHU MPOAYKTH.

Ha ce pieme npeaBUa NMPH €IHOBPEMEHHO NMPUIOKEHHE

Lpyzu anmuxunepmenzusnu cpeocmsa

YecTo ynorpebsapaHuTe aHTUXHNEPTEH3UBHM cpeacTea (Hanp. anda Onokepu, AHYpE #
NeKapcTBEHU NPOAYKTH, KOWUTO MOraT Ja NPEAN3BHKAT XUMOTEH3HBHH HEXEIaHU -r{ o
TPHLUMKIHYHY aHTHAENpecany, anda 6nokepy 3a teueHue Ha nobpokadecTBeHa npd
XHNEpIia3nua), MOraT Aa MOBMILAT AHTHXHNEPTEH3HBHHA e(eKT HA KOMOMHALIMATA. ﬁ;




B3auMOJEHCTBHA CBbP3aHH ¢ AMJIOAMUIIHH

He ce npengpvusa ednoepemennomo npuioNCesue

I peungppym wiu cox om cpeiingppym
He ce npenopbuBa eaHoBpemeHHaTa ynoTpeda Ha aMNIOAUIIHH ¢ TPENGPYT WIIH COK OT rperngpyT,
TbH KATO MNPH HAKOH NALHEHTH OHOHATHYHOCTTA MOXKE [1a C€ MOBUINKW W A3 A0BeAe A0 3aCHBAHE Ha

AHTUXHNEPTEH3UBHHUTE CPEKTH.

Hzuckea ce cneyuaino eHUMAaHue npu €C)H06’p€M€HHO HPUROHCEHUC

CYP3A4 unxubumopu

EaHoBpeMEHHOTO NPHITOKEHHE HA aMJIOAMNHH Cb¢ CUNHU UK yMepeHH CYP3 A4 nnxubutopu
(npoTeazHH HHXHOUTOPH, a301HH NPOTHBOIrBOHYHH CPEACTBA, MAKPOIHAM KATO EPHTPOMHLIMH HAH
KNapUTPOMHULIMH, BEpaNaMmi WIH JUITHA3EM), MOXE Aa OOBEAS OO0 CHTHU(PHKAHTHO MOBULIABAHE HA
€KCNO3HLIATA HA aMIOAMNKH. KITHHHYHATa 3HaYUMOCT Ha Te3H (papMaKOKHHETHYHH BapHaLMH MOXE
Ja e no-u3paseHa Mpu NaLUMEHTHTE B CTAPYECKa Bb3pacT. 1OBa MOXe Aa HAMOXH KIIHHHYHO
MOHUTOPHUPAHE U KOPUIrUpaHe Ha J03aTa.

CYP3A4 unoyxmopu (anmuxongyrcanmu [nanp. xapbamaszenun, penobapbuman, ghenumoun,
Gochenumoun, npumuoon], pugamnuyun, H]CoAM KARMAPUOH)

[Ipy enHOBpEMEHHO NPHNOXKEHHE HA H3BECTHH HHAYKTOPH Ha CYP3 A4 nnasmeHaTa KOHLEHTpaUK1s Ha
aMJIOAMMHH MOXE na Bapupa. [lopany ToBa KpbBHOTO HansraxHe TpsAdBa na ce npocneassa U Aa ce
oOMHCAH afanTHpaHe Ha J03aTa KaKTo M0 BpeMe, Taka W cliefl eIHOBPEMEHEH NMPHEM, 0COOEHO ChbC
cunHu CYP3A4 vHaoykropu (Hanp. pudaMIIMLKH, XbAT KAHTAPHOH).

Cumeacmamur

MHOrokpaTHOTO NPHIOKEHHE €IHOBPEMERHO Ha amoaunuH 10 mg cbe cuMmBacTaTuH 80 mg
MOBHLUABA CBC 77% €KCMO3ULHATA HA CHMBACTATHH CNIPAMO CAMOCTOATENHOTO NPHIOKEHHE HA
cumBactaTHH. [Ipenopbysa ce orpaHyHvaBaHe Ha 103aTa Ha CHMBACTaTHH A0 20 mg AHEBHO MpH
NauMEeHTHTE Ha IeHEHHUE ¢ AMIOAMITHH.

Haumponen (undghyzus)

[1pu xxHBOTHH ca HaONiOAaBaHU NeTanHa KaMepHa GUOpUNaLMA U CbPAEYHO-CBAOR KONANC, CBbP3aHH
C XMNEpKaNKHEMHUA Cel NPUNOKEHHE Ha BEpPanaMHI U HHTPaBEHO3€eH naHTpoJeH. [lopaau puck ot
XHNEPKATHEMHUS, CE TIPENOpPbUBA Aa C€ U30ArBa €QHOBPEMEHHOTO IMPUIIOKESHHE ¢ AHTATOHHCTH Ha
Ka/LIMEBATE KAHAJIM KATO AMJIOAMUIIHH MPH NAUKUEHTH, NPEApPa3NON0KEHH KbM MATHIHEHA
XHNEPTEPMHS H NIPU OBNAAABAHE HA MAIMTHEHA XHNIEPTEPMHHL.

Taxpoaumyc

CbliecTBYBa PHCK OT NOBHIUABAHE HA HUBATA HA TAKPOJHUMYC B KpbBTA, KOraTo ce npuaara
eTHOBPEMEHHO ¢ aMJIOAMNUH. 3a Aa ce U30ErHe TOKCHYHOCT Ha TaKPONUMYC, MPHNOKEHHETO Ha

B KPbBTa H KOPEKLIMS Ha 103aTa HAa TAKPOJIMMYC, KOTaTo € HenecbobpasHo.

Knapumpomuyun

KnapurpoMuuus e unxuburop Ha CYP3A4. CobluecTBYBa NOBHUIEH PHCK OT XHITO
NALKEHTH, NPHEMALIH KIIAPHTPOMHUHH ¢ amnoaunuH. [Ipenopuusa ce BHUMaTeNnHo
MaUHEHTHTE, NPH EOHOBPEMEHHO NPIIOKEHHE HAa aMJIOAHNHH C KIAPHTPOMHLIHH.
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Ha ce g3eme npedeud npu eOHOBPEMEHHO NPUTONCEHUE

Hpyeu

[1py KIHMHHYHH NPOYYBAaHKA 32 B3AMMOACHCTBUSA, AMIIOAHITHH HE MOBJIUABA (HapMAKOKHHETHKATA HA
aTOpBacTaTHH, JUIOKCHH, Bap)apyUH UK LIMKIOCMOPHH.

BzaumoneicTrYS CRbLP3aHHU C BAJICAPTAH

He ce npenopvyea eOHo8PEeMEHHO NDUAOICEHUE

Sumudi

CrobiuaBa ce 3a 00paTumo NOBHILIaBaHE HA KOHLEHTPALMATA Ha JINTHI B CEpyMa M TOKCUYHOCT TIPH
€AHOBPEMEHHO IMPHIaraHe Ha JINTHH ¢ HHXHOUTOPU Ha @aHTHOTEH3HH KOHBEPTHPALLKS €H3IHM MU
aHruoTeH3uH 1 peuenTopHy aHTarOHUCTH, BKIIOUHTENHO BallcapTaH. 3aTOBa NPU €JHOBPEMEHHA
ynotpeba ce npenopbyBa BHUMATEIHO NPOcNesBaHE HA CEPYMHHTE HHBATA HAa NIUTHM. AKO ce
U3MOJI3BA U JHYPETHK, € Bb3MOAKHO PUCKBT OT JIMTHERA TOKCHYHOCT JOMBJIHHTENIHO 1A C& NMOBHILH
py NpUEM HA aMJIOUNKH/BANICAPTAH.

Kanuii-coxpanasaiyu ouypemuyu, kaiueeu 00basku, 3amMecmument Ha Coama, CoObPNCALYU KATUT U
Opy2u eeuyecmed, Koumo mMo2am 0a ROGUULAM HUBAMA HA KAMUY

AKo JICKAPCTBCHHU MPOAYKTH, KOUTO INOBJTHABAT HUBATa Ha Kanvi ce rpyuAIMMHCEaT CAHOBPCMCHHO C
BaJICApTaH, CC NMPCOPbUYBa KOHTPOJ HA IUIa3MEHHUTEC HHBA& Ha KaJTUH.

Hzuckea ce cheyuanno sHuMarue npu eOHOBPEMERHO NPURONCERUE

Hecmepouonu npomusosvinarumennu cpeocmea (HCIIBC), sxnoueawu cerexkmuenu COX-2
uHXUOUMOPU, ayeMUICAIUYUI08a Kuceaurna (>3 g/oen) u necenexmusnu HCBITC

Moske na ce HabnoaaBa oTenabBaHe Ha AHTUXUNIEPTEH3UBHUA e(EKT, KOraTO aHrHOTEH3HH ]
adTaroHucTHTe ce npunarat egHospemeHHo ¢ HCIIBC. OceeH ToBa, eaHoBpeMeHHaTa ynoTpeba Ha
aHrpoteH3HH 1l aHraronueryn 1 HCIIBC Moske na noBeae A0 MOBULLIEH PUCK OT BIOLUABAHE HA

Ob0OpetHaTa QyHKUMA M NOBULIABAHE HA CEPYMHHA Kanui. [To Tasu npuuuna, ce npenopbysa
MOHHMTOPHPaHEe HA OBOpeyYHaTa PYyHKLMA B HAYAOTO HA JICHEHHETO, KAKTO U aJeKBaTHa XuapaTauus
Ha NauUMeHTa.

Huxubumopu na mpancnopmep 3a noemane (pugamnuyun, yukxiocnopum) uiu ephaykcHus
Mpascnopmep (Pumorasup)

Pesynratute OT In vitro npoy4BaHe ¢ ThbKaH OT YOBELIKH YepeH Apod Mokaspa, e BajcapTaH e
cyOcTpar Ha yepHOApoOHUS TpaHcniopTep 3a noemaHe OATPIB1 u Ha uepHoApoGHNS edaykceH
TpaHcnoprep MRP2. EaqHoepeMeHHOTO npunoxeHue ¢ HHXHOMTOPH HA TpaHCIOpTEpa 3a NnoemaHe
(pydaMNULUH, UHKAOCIOPHH) WM HA eQAYKCHUSA TPAHCTIOPTED (PUTOHABHP) MOXKE A4 MOBHILH
CUCTEMHATa €KCMO3HLHMA HA BAJICAPTAH.

Heotino b6roxupane va PAAC ¢ APE, ACE unxubumopu unu Qiucxupen

JlaHHKW OT KIHHHYHH NpOYUYBaHUA NOKA3BAT, ye ABOHHaTa 61okana Ha PAAC upe3 ko
ynotpeba Ha ACE unxuburopu, APb unu anHckupeH ce cBbp3Ba € NO-BHCOKA YECTY ;/
CBHOMTHS, KaTO HAMIPUMEP XUIIOTOHHA, XUNEPKATHEMHS K OTcNadBaHe Ha OLOpeuHafy:
(BrIIIOUUTENHO ocTpa OBOpEUHa HEIOCTaTbYHOCT), B CPaBHEHHE ¢ yNoTpedaTa caml
cpeactso, ackcreawio Bbpxy PAAC (Bx. Touku 4.3,4.4 n 5.1).

T.[.

Hpyeu




[Ipy MOHOTEpanHA ¢ BajicapTaH HE C€ YCTAHOBABAT KIIMHHYHO 3HAYHMH B3aUMOJEHCTBHA CbC
cneaAHHUTE CyOCTaHUMM: UMMETUIWH, BappapuH, Pypo3eMHI, AHTOKCHH, aTEHO/0JI, HHAOMETAlKH,
XHAPOXNAOPOTHA3NI, AMJTIOAUINHH, TNHubeHKNaMu .

4.6 DeprHAHTET, OPEMEHHOCT H KbPMEHE

bpeMeHHOCT

Amaoounun

be3zonacHOCTTa Ha aMIOAMNUH NO BPEME Ha OPEMEHHOCT NpH XOpa HE € YCTaHOBeHa. B npoyuBakus
IPH >XKHBOTHH, NMPH BUCOKHU A03M ¢ HabnloaaBaHa penpoayKTHBHA TOKCHYHOCT (BX. TouKa 5.3).
[TpunoxxeHue no speMe Ha OPEMEHHOCT ce Mpenopb4Ba caMoO KOraTo HAMa no-0e3onacHa anTepHaTHBa
H korato fonecrta cama no cebe CH HOCH MO-TONIAM PUCK 33 MalKaTa v MIoAa.

Bancapman

Ynorpebara Ha aHrworeHsuH 1l peuenropuu antarounuct (AIIPA) He ce npenopbyBa no Bpeme Ha
MbPBHA TPUMECTBP Ha OpeMeHHOCTTA (B, TOo4Kka 4.4). Ynorpebara Ha AHIPA e nporuBoriokasaHa no
BPEME HA BTOPHS U TPETUS TPUMECTBD OT OpeMeHHOCTTA (BXK. TOUKH 4.3 4 4.4).

EnnaeMuoNorMyHUTE JaHHH 3a PHCKA OT TEPATOreHHOCT ¢iel ekcno3nuusa Ha ACE unxuburopu no
BpeMeE Ha MbPBHA TPHMECTHLP OT OPEMEHHOCTTA HE BOAAT A0 3aKII0YEHHA; BCE NakK, cnabo
NOBMLIABAHE HA PUCKA HE MOXKE 1A C€ M3KMOYH. BhnpekH, ye HIMA JaHHHM OT KOHTPOIHPaHH
eNnHAEMHOJIOTHYHH NPOYYBAHHA 332 pHCKa NpH aHrHoTeH3uH Il peuenropHuTe anraronuctH (AlIPA)
nonoOeH prCcK MOXE Aa ChUIECTBYBA 3a TO3H Kiac JekapcTtBa. OcBeH, ako NPOABLHKaBaHETO Ha
neueHueto ¢ AIIPA ce cMeTHe 3a 3kH3HEHO He0OX0AUMO, NALIMEHTHTE, KOUTO MJIaHApaT OpeMeHHOCT
TpAOBa Ra NPEeMUHAT HA AITEPHATUBHO AHTUXHUIMIEPTEHIUBHO JIeUEHHE, KOETO UMa YCTAHOBEH Npodun
Ha 6e30onacHOCT npu BpeMeHHOCT. AKO ce YCTaHOBH OpeMeHHOCT, ieuenneto ¢ AIIPA tpabsa na ce
NnpeKpaTH He3a0aBHO H, aKO € YMECTHO, [1a Ce 3ano4He anTepHAaTHBHA TeparnHs.

Excnosuuusita npy Tepanus ¢ AIIPA no BpeMe Ha BTOpPHS M TPETHA TPHMECTBP MOXKE Aa A0BEE N0
deToTokcHuHOCT (oTcnabBade Ha ObOpeuHaTa QyHKUMA, ONUrOXHIAPAMHHUOH, 3a0aBeHa ocHpUKaLHa
Ha Yepena) i HEoHaTalHa TOKCHUYHOCT (6bOpeuHa HEAOCTATBYHOCT, XHIIOTOHHUSA, XHIICPKATHEMHA)
(Bxk. TOUuKa 5.3).

B cayuyaii ye uma excnosnuns Ha AIIPA npe3 sTopusa TpUMECTHp Ha OpeMEHHOCTTA, CE€ NPenopbYBa
npoeepka Ha OBOpeuHaTa GyHKUHA K Yepena Ha IUI0JA YPE3 YATPa3BYyK.

HosopoaeHu, unidto maiku ca npuemanu AlIPA, Tpabea BHUMaTenHo aa 6baar HabniogaBaHu 3a
XUMOTOHUA (BX. TOUKH 4.3 u 4.4).

Knpmene

AMNOAMITHH C€ EeKCKpeTUpa B KbpMaTa NpH xopa. HacTra ot fo3ara 3a MaiKkaTa, nojlyueHa ot
KbPMa4v€eTo, € H3UKC/IeHa C HHTepPKBapTUIeH Anana3oH 3-7%, MakcumyM 15%. EdexTobT Ha
aMJIOAMNKH BbPXY KbpMaueTaTta e HeussecTeH. [lopaau Tasu npyuyrHa ne4eHHeTo ¢
aMIOAMIIMH/BAICAPTAH He Ce NPEenopbUBa, a ce MPeANoYMTa AITEPHATHBHA Tepanus, ¢ no-2o0pe
ycTaHoBeH npogun Ha 6e30nacHOCT No BpeMe Ha KbpPMEHE, 0CO0EHO NPH KbPMEHE HA HO
HJIH NPEXKACBPEMEHHO POICHM A€La.

DepTUINTET

Hsma KIHHHYHH Mpoy4BaHHA OTHOCHO BIAHAHHCTO Ha EIMIIOHHI'IHH/B&HCBPTHH BBPX




Baxcapman

BancapraH HaMa HexenaHn €eKTH BbPXY penpoayKTUBHATA CNOCOOHOCT HA MBXXKH W )KEHCKH
MUILXOBE MPH NpueM Ha nepopainu ao3u 10 200 mg/kg/neH. Tazu po3za € 6 nbTH MakcumanHaTa
npenopbLYUTENHA 103a MPH XOpa, onpeneicHa Ha 6a3a mg/m? (M3UMCIeHHETOo e 3a NepopaliHa A03a OT
320 mg/neH v 60-knuIOrpaMoOB NALKMEHT).

Amroounun

[Ipy HAKOU NALMEHTH, JIEKYBaHM C OJIOKEPH HA KAlLIMEBHTE KAHANH, Ca ChODLIEHH 00paTUMH
OUOXMMHYHU MPOMEHH B IIABUYKATA HA CriepMaTo30uanTe. KIIHHHYHYTE JaHHU ¢a HEAOCTATLYHM NO
OTHOWEHHWE HA NOTEHUHANHHA eEKT Ha aMIOAUNHH BbpXY deprunnrera. [1pu eano npoyusaHe npu
[UTbXOBE Ca YCTAHOBEHH HEKeNaHH edekTH BbpXy QepTUNHTETA NPH MBKKHTE (BXK. ToUKa 5.3).

4.7 KEdekTH BLpXy cnocobHocTTa 32 iopHpane H pabora ¢ MAIHHHA

[TauneHTHTE, KOUTO NPHEMAT aMJIOJUMUH/BANICAPTAH U WO(HpAT WK paboTaT ¢ MalUMHH TpAOBa ga
UMaT NPEABUI, Y€ MOHAKOra € Bb3MOXKHO 1A ce NOABAT 3amMaiiBaHe U cnabocT.

AMJIOAMITHH MOXKeE [1a NOB/MAE B cnaba 10 yMepeHa cTeneH cnocobHOCTTa 3a LodupaHe U padora ¢
MaLIMHU. AKO NMAUWEHTHTE, NPUEMallM aMIOUITHH, NOAYyYaT 3amaiisane, rnapobonue, ymopa wiu
raacHe, CrocoOHOCTTa UM Ja pearpar Moxe Aa Obae HapyLieHa.

4.8 Hexenanu leKapcTBeHH PeaAKRHH
O606eHnne Ha npoduna Ha HesonacHoCT

be3onacHocTTa Ha aMIOAUNUH/BANCAPTAH € OLEHEHA B NET KOHTPOJIUPAHH KIIMHUYHU NIPOYUYBAHUA C
5 175 naumeHTH, 2 613 OT KOUTO NONYHABAT BaicapTaH B KOMOMHAUMA ¢ amnoaunuH. Cleapauiure
HEXeNaHHW peakLiMH Ca YCTAHOBEHH KaTO HaH-4€CTO Bb3HHKBAILH WM ¢ Hal-ronsMa 3Ha4WMOCT, UK
KaTO Hal-TeXKH: Ha30(papUHIHT, MPHI, CBPbXUYYBCTBHTENHOCT, raBodOIHe, CHHKON, OPTOCTATHYHA
XMNOTOHMA, OTOK, 3aCTOSH OTOK, OTOK Ha JIMLETO, NeprupepHH OTOLIH, YMOPA, 3auepBsiBaHe, ciabocT
WJIK TOTUTH BBIIHH.

Tabnu4uHo npeacTarsHe HA HEXETAHNTE PEAKLIMU

- Hexenanure peakumu ¢a NOAPECACHHM MO Y€CTOTA, H3MOJI3BAHKH CJleHATA KOHBEHLHA: MHOIO
yecTd (= 1/10), wectu (= 1/100 ao < 1/10), newectn (= 1/1 000 o < 1/100), peaku (= 1/10 000
ao < 1/1 000), muoro peaku (< 1/10 000), ¢ Hen3ssecTHa YecToTa {(OT HAIMYHUTE NAHHK HE MOXKe
Aa 6bAe HanNpaBeHa OLICHKA)

MedDRA cuctemo- | Hexxenanu peakuuu YecTora
OpraHHH K1acoBe amJ1I0aMNU1H/Baicap- Amnoau- | Bancapran
TaH MUH
HUudekuun u HasodapuHrur YecTn - -
HH}ECTALMH [pun YecTu -
HapyweHnus Ha [onunxen xemornodbun | -
KPbBTa ¥ MMMOHATA | U XEMATOKDHT
CUCTEMA
JleBkoneHus -
HeyTtponenus -
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Tpomboumtonenus, - MHoro C
NoHsAKOra ¢ nypnypa peaKy HEW3BECTHA
4yeCcTOTa
HapyiueHuns Ha CepbXxuyBCTBUTENHOCT | Peaku Mmnoro C
HMYHHATA CHCTEMA peaKkH HEXU3BECTHA
yecToTa

HapyweHns Ha AHopekcus HeuectH - -
mMeTabonusma Xunepkanunemus HeuecTtu - -
XPaHEHETO

XHNepramkemus - Muoro -

peKH

XHUMepJunuaeMud Heuectu - -

XUnepypukemus HeuecTH - -

XHMoKaanemus Yectr - -

XHWnoHaTpHeMHus Heuectn - -
[icuxuyHH Jlenpecus - Heuectu -
HapyLUIEHHA TpeBoxHOCT Penku - -

Hucomuus/vapyuwieHua | - Heuectn -

Ha CbHA

[IpomeHu B - Heuectu -

HACTPOEHHETO

O6bpkaHOCT - Peaxn -
HapyuieHuns Ha Hapyuiena Heuecrn - -
HepBHATa CUCTEMA KOOpAHHALINA

3aMasHOCT HeuectH YecTH -

3amaliBaHe npwu Heuectu - -

U3MNpaBsHe

Jucreysus - Heuectn | -

Exctpanupamuiex - C -

CHHAPOM HEH3BECTH

a 4eCTOTa

['naBobonue Yecth UectH -

[loBHUIEH MyCKYNEH - MHoro -

TOHYC pEIKH

[lapacresus HeuecTH HeuecTH -

[Tepudepna - Muoro -

HEBpOMaTH4, PeAKH

HeBponaTHs

CHHAMBOCT Heuectu Uectu -

CuHkon - HeuectH -

Tpemop - HeuecTH -

XHNoecre3ust - HeuecTH -
Hapywenus na 3PUTENHH HApYLUEHUS Peaku HeuecTH -
O4UTE 3pHTEAHO YBpEKAAHE HeuecTH HeuecTtn -
Hapywenus Ha Illym B yuiuTe Peaxu HeuecTn = uq N0 7
yX0TO U 1abnpuHTa | Bepruro Heuecth - EC
Cobpagunu [Tannutauuu HeuectH YecTH
HApYLWECHHA CuHKon Penkwu -

Taxukapaus HeuecTu -

APHTMHH - Mﬂoré\\ AN
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{BKJIIOYHTEITHO peaku
Opaaukapaug, KaMepHa
TaxuKapaHi U
APEACHPAHO MbXKACHE)
UndapkT Ha MHOKapna | - MtHoro -
peaKH
CbaoBu HapylweHus | 3auepBsBaHe Ha NHUETO | - YectH -
XHNOTOHUA Penku Heuectn -
OpTtocTaTuuHa HeuecTu - -
XMNOTOHUS
Backyaur - MHoro C
peaKH HEW3BECTHA
YyecToTa
PecnupaTtopHH, Kamnuua HeuecTu MHoro Heuectn
rpbAHU H peaku
MEAHACTUHAIHH JucnHes - Heuectn -
HapyLEeHHA dapHHronapHHreanHa Heuectu - -
bonka
PuHuT - Heuectn -
CroMawHo-upeBHr | CtomaiueH Heuectu Yectn Heuectu
HapyLU€HHS auckoMpopt, onka B
ropHaTa 4acT Ha KopeMa
[ipomMeHu B upeBHaTa - Heuectu -
NEPUCTANTHKA
KonctHnauus HeuecTH - -
JAnapus Heuectn Hevectn -
CyxoTta B ycraTta HeuectH Heuectn -
Aucnencus - HeuecTH -
['acTpur - MHoro -
pEAKH
['uHrusanHa - MHoro -
XHrepria3us penKH
["anene HeuectH YecTu -
[Tankpearur - MHoro -
pEAKH
ITospbuiaHe - HeuecTu -
HHTecTHHANEH - - MHuoro
aHrMoeaem peaku
Xenarobunnapuu OTKNIOHEHUA B - MHoro C
HapyLIeHHS YepHOOpOOHHTE peaku * HeHW3BeCTHa
GOYHKUHOHATHH yecToTa
nokKazarenu,
BIJTIOUHTEJIHO
MOBHLIABAHE HA
OunvpyOHHa B KpbBTa
XenaTur - Mpmnoro -
pEAKH AR N0 4
HHTpaxenaraiHa - Muorg/ y\ | . \
X0J1€CTa3a, XbJATEeHUA pen (= AT R\ 2
Hapywetus Ha Anoneuus - Heuflot | fifad ¥ -1
KOXaTa H AHICHOEOEM - Mud i ﬂ, -..f-:-’ii,ji " i
penx

AOAKOXKXHATA ThKaH
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HECCTOTA

bynozen aecpMaTut - - C
HEW3BECTHA
4YE€CTOTA
Epurema HeuecTtn - -
Eputema myntudopme | - Muoro -
peaKH
Ex3anrema Peakn HeuecTtu -
Xunepxuaposa Peaxu HevecTu -
Peakuuu Ha - HeuectH -
$OTOUYBCTBHTEIHOCT
[lpyputyc Peakn Heuectn C
HEH3BECTHA
YECTOTaA
[Iypnypa - Heuwect | -
O6pus Heuectn HeuecTu C
HEH3BECTHA
4yecToTa
[IpomsaHa B LBeTa Ha - Heyectn | -
KOXaTa
YpTHKapHus U ApYrH - MHuoro -
BHAOBE OOpHB PEAKH
EkcdonunaruseH - MHoro -
NepMaTHT peaKH
CHHapoM Ha Stevens- - MHoro -
Johnson peaKH
Otok Ha KBHHKe - MHoro -
peaKH
TokcuuHa ennaepManta | - C
HEKPONHU3a HEU3BECTH
a yecrorta
Hapyuierus Ha Aprtpanrus Heuectu HeyectH -
MYCKYJTHO- bonku B rppba Hevectn Heuectn -
CkeneTHara cuctema | TloayeaHe Ha cTaBuTe Heuectn - -
H CbEAHHHTENHATA MyckyiHu cna3smu Penku Heuectn | -
TbKaH Muanrus - HeuectH C
HEH3BECTHA
YecToTa
OTOK Ha r1e3eHuTe - Yectn -
YceljaHe 3a TexecT Peaku - -
HapyuieHus Ha [losuiuaBane Ha - - C
OonOpeurTe H CEPYMHHA KPEaTUHHH HEH3BECTHA
NMUMKOYHHUTE MTbTHULLA 4EeCTOTA
MUKUHOHHMH - HeuecTu -
HapYWECHHS
Huxrypus - Heuectn | -
[TonakHypus Penku HeuecTn
[Toanypus Peakn -
buOpeuna - -
HEAOCTATBYHOCT H
yBpeXxaaHe
HapyuieHusa Ha HMmnoreHTHOCT - Hene&(
Bb3Mpon3BoanTENHa | EpexTuana Penxu -
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Ta CHCTEMA H AHCOYHKLIHUA

rbpaara [ 'MHekoMacTus - HeuectH -

O6Wwy HapyLWIEHUS H | ACTEHHS Yectn Heuectn -

e(peKTH HA MACTOTO

Ha MPHJI0KEHHE Huckompopr, - Heuectn | -
HEPA3NONOKEHHE
YMopa Yectu YecTu HeuecTn
OTOK Ha NHUETO Yectu - .
3auepssBaHe Ha YectH - -

JAHHETO, TOMJH BBJIHH

bonka B ropaure, KOATO | - HeuyectH -

HE € CBbP3aHa Che

CBPLUETO

Otok YecTH YecTH -

[lepudepHu oTouu Yectu - -

bonka - HeuectH -

3acTOEH OTOK YecTH - -
HacaensaHuns [ToBHwIeH Kanuii B - - C

KpbBTa HEW3BECTHA

4YecToTa
HannaeaHe Ha Termno - HeuecTH -
IloHH)KaBaHe Ha Terno - HedecTH -

* Haii-uecTo CBBP3aHO ¢ XONnecTasa

JombanuTenHa nHpopmalug 32 KOMOUHHPAHUSA APOIYKT

[lepudrepeH OTOK, H3BECTEH €(heKT HAZ AMNOAMNUH, KaTo LIANO0 ce HabMioAaBa B NO-HUCKA CTENEH NpPH
NALMEHTH, KOUTO Ca NOAY4aBaaId KOMOMHALMA aMIOQUITUH/BANCAPTaH, OTKOJKOTO MPH TE3H,
NoJlyyasand camo amaoaunuH. [lpy aBoiHO-Cieny KOHTPOAUPAHH KIHHUYHHA TTPOYUYBAHHA, NOABATA
Ha NepudepeH OTOK Cropea A03aTa € KaKTO CleaBa:

% nauueHTH, npH Kouto ce | Baacapran (mg)

¢ nospua nepudepeH otok | 0 40 80 160 320

AmaoannuH | 0 3,0 5,5 2.4 1,6 0,90

(mg) 2.5 8.0 2,3 5,4 2,4 3,9
5 3,1 4,8 2,3 2,1 2,4
10 10,3 NA NA 9.0 95

CpeaHuAT NpoUEeHT Ha NOABa Ha NTepHEEPEH OTOK, €AHAKBO U3IMEPEH 3a BCHUKH A03H, € 5,1% npu
KoMOUHaLUATA aMIOAUTIHH/ BANCAPTAH.

gﬁl’l'bJ'IHHTEJ’I Ha HHQOQM&LLHH 34 OTACTHHTE KOMIIOHEHTH

Hexenanure peakumy, CboOLIEHH 3a BCEKH OT OTAECNHUTE KOMITOHEHTH (aMAOIHNIHH HITH
Morar Ja 0baaT NOTEHUHAHH HEXENaHH PeakliMi CbLIO U IIPH NPHIKEHHETO Ha
aMJIOAWNHH/BaNCapTaH, JOPH H Aa He ca HaDNKIOAABAHHM B KIIMHHYHH NPOYYBAHHSA C
no BpeMe Ha NOCTMAPKETHHIOBHR OMNMUT.

AMIOAUNHH
Hecmu COMHOJIEHTHOCT, 3aMasHOCT, NANNMHWTALMH, KOpeMHa 00Jika, rajieHe,
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r1€3EHHTE.
Hevecmu be3cbHHe, NPOMEHH B HACTPOCHUETO (BKAIOUYHTENHO TPEBOXKHOCT), AENPECHUS, TPEMOP,
AUCTEY3HA, CHHKOMN, XUNOECTE3UA, 3PUTEIHH HAPYWIEHHUA (BKNIOYUTETHO AWILIONUS ),
IWIYM B YLIHTE, XHITOTOHHA, IUCITHEA, PHHHT, MOBPbLIAHE, JHCNIENCHA, anonenus,
nypnypa, NpoMaHa B LIBETAa HA KOXKAaTa, XHNEePXHAPO3a, NPYPUTYC, EK3aHTEMA, MHAIITKA,
MYCKYJIHH KpaMIH, 60/1Ka, MHKLIHOHHH HapyLUEeHHA, YBeHYeHa YeCTOTa Ha yPUHHPAHE,
HMMOTEHTHOCT, THHEKOMACTHA, IPbAHa BONKa, HEPa3noONOKEHUE, NOBHLIABAHE HA
TErI0TO, HAMAIABAHE HA TETJIOTO

Peoxu OO0bpKaHOCT
Mnoco JlegkouuroneHusa, TPOMOOLIMTONEHHS, ANEPrUYHH PeakUHH, XHNIEPriIHKEMHA,
peoxu XHMEPTOHUA, NeprepHa HEBPONATHA, MHOKapaeH HHDAPKT, apUTMHA (BKNIOYHTENHO

Opaaukapausa, KaMepHa TaXHKapAua U NpeAChPAHO MbXKIEHE ), BACKY/IUT, MAHKPEATHT,
racTPUT, XMNEPNIA3us HA BEHLHTE, XeNATHT, XKBbATEHHLA, MOBUILUEHH Y€pHOAPOOHH
CH3UMH*, aHruoeaem, epurema MynTudopMe, YpPTHKapHa, €EKCPOTHATHBEH IEPMATHT,
cuHApoM Ha Stevens-Johnson, oTok Ha Quincke, GOTOUYBCTBHTENHOCT.

C ExkcTpanHpaMyaHU HapyLUEHKA

Heu38eCmHa
yecmoma

* Hal-4eCcTO CBBP3aHO ¢ XOJecTa3a

BancapraH

C [MonunxxeHue Ha xeMornoOHHA, NOHWKEHHE Ha XeMaTOKPUTA, HEYTPOIEeH!s,
Heuzgecmua | TPOMOOUHUTONEHHA, NOBHLLABAHE HA CEPYMHHA KA/IHil, NOBULLIABAHE HA NOKA3aTe/uTe 3a
yecmoma yepHoaApoOHa (yHKLUMA, BKIIOUHTENHO NOBULLIABAHE HA CepYMHHSA OHAHPYOHH,

61:6])3‘[]-1& HCAOCTATHLHYHOCT A YBPCKIAHEC, NNOBHILUABAHE HA CEPYMHHA KPECATHHHH,
aHrHociacM, MHaIIrHA4, BACKYJIHT, CBPbXHYBCTBUTC/IHOCT, BKINKOHHTCIHO CCpYMHA oonecrt

CrofluaBaHe Ha MOAO3IUPAHU HEXKETTAHU PEAKLIHM

CbobLaBaHeTo Ha NOAO3MPAHHN HEXKENAHU PeakLMH cnej pa3peluaBaHe 3a ynorpeba Ha JeKapCTBEHHUS
NPOAYKT € BKHO. TOBa MO3BONIABA A3 NPOABIKM HaGMIOACHHETO Ha CbOTHOLIEHHETO NOJ3a/PUCK 3a
NIeKapCTBEHHA NPoRyKT. OT MEIHLIMHCKHTE CIICLIMATMCTH CE€ H3MCKBa Aa cbo01IaBaT BCiaKa
NoJO3MpaHa HEXENnaHa peakLMs upe3 |

UantaHuTeHA areHUMS No JIEKapcTBaTa

yn. ,,JdamsaH ['pyes” Ne 8

1303 Codus

Tes.: +359 2 8903417

yeOcaiiT: www.bda.bg

4.9 Ilpexo3npane

CHUMNTOMH

Hama onut npyu npeaosupaHe ¢ aMI0AMNUAH/BaJicapTaH. [ 1aBHHAT CHMNTOM NMpH Npego3HpaHe ¢
BaJICAPTaH BEPOATHO € U3Pa3cHa XMIIOTOHHUA CbC 3aMasHOCT. [IpenoaupaHeTo ¢ aMnoaAMNKHH MOXe 1a
NOBeAe 10 €eKCTpeMHa nepudiepHa BazoAHIaTalMs H BeposaTHO pedaekcHa Taxukapaus. Uma
cboblIeHHs 3a CyyaHn Ha H3paseHa 1 NOTEHUHANHO NPOJIOHIHPAHA CHCTEMHA XHITOTOHUA AOCTHIraLLa
A0 WOK ¢ ¢araneH U3xoa.

Hekapanorenen 6enoapobeH oTok ce cbhoOliiaBa pAAKO KATo Nocnea1La oT npenoaupaue

aM/IOAWNHH, KOWTO MOXE Aa ce MPOABH CbC 3abaBeHO Havyano Ha edekra (24-48 qac o ”&tc
MOrnbLUIaHEe) v A1a U3HCKBA M3KYCTBEeHAa BeHTHNAUMA. PaHHHTE peaHHMaLMOHHH Me

HaTOBapBaHE C TEYHOCTH) 3a NOAAbP)KaHe Ha nepdy3uaATa 4 CbhpacUHHA AeOUT MOfE ,,*
ycKopaBalluK axTopH.

JleyeHue
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AKO MPOAYKTBT € MOrbjHaT HACKOPO MOTaT [1a ce 00ChHAAT CTUMYJIHPaHe Ha MOBPbBIIAHETO WK
CTOMailHa MPOMHUBKa. [IpHN0KEHHETO HA AKTUBEH BBIJIEH NPH 34paBu NOOPOBOJILH HENOCPEACTBEHO
MK 10 [1Ba Yaca cjiel MOrbLiaHeTO Ha aMJIOAMNKMH 3HaAYMMO Hamansasa abcopbumnaTa Ha NpooyKTa.
KyTMHMYHO 3HAYMMATa XHITOTOHUSA MOPaAU NPEA03HPAHE HA aMJIOIMNUH/BAICAPTAH H3HCKBA AKTHBHA
CbpAECYHO-CH0BA peaHUMALHA, BKIKOHBALIA YECTO MOHHTOPHPaHE HA ChpJEYHATA U PECNHpPAaTOPHATA
$YyHKUHWA, NOBAHraHe HA KPAHHHLIMTE H BHUMaHHE 1O OTHOLLEHWE HA LIWPKYJIATOPHUS 00eM H
anypesarta. [1punoxkeHneTo Ha Ba3OKOHCTPUKTOP MOXKE Aa € OT NoJI3a 3@ Bb3CTaHOBABAHE HA CLAOBHS
TOHYC W aPTEPHAIHOTO HANATaHe, B CyYaii ue HAMa NPOTHBONOKA3aHHS 33 NPUIOKEHHETO MY,
MHTpaBEeHO3HOTO NPUIOKEHHE HA KAILMEB IIIOKOHAT MOXKeE Ja € OT M0A3a 3a MpeoAoAsBaHe Ha
eekra 0T 6n0KaNaTa HA KATLIMEBUTE KAHAIM.

H nBete BellecTRa, BAICAPTAH H aMJIQIHITHH, HE C€ OTCTPAHABAT YpE3 XEMOIHaNH3a.

5. ©APMAKOJIOT'HYHHU CBOHCTBA
5.1 ®apmMakoaHHAMHYHH CBOHCTBA

®apmakoTepanesTHYHa rpyna: CpeAcTBa, NOBAUABAILH PEHUH-@HTMOTEH3NHOBATA CHCTEMA,;
aHruoTeH3uH 1l peuenTopHu aHTaroHUCTY U KanuuesH antaroHuery, ATC xog: CO9DBO!

AmMnoaunuH/Baicaprad € KOMOHHaUHA OT JBe aHTHXHNEPTEH3UBHH CHCTABKH C AOMBJIBALLL CE
MEXaHHW3bM Ha KOHTPOJI HAa apTEPHATIHOTO HaJiiraHe MpH NauMeHTH C ECEHLHANIHA XHIIEPTOHHA:
aMJIOAWNHH NMPHHAJIEKHK KbM KJ1aca Ha KaJIUMEBHTE aHTArOHKUCTH, 4 BAJICAPTaH KbM KJaca Ha
anrnorensud Il anraronucrure. KoMmb1MHauusTa Ha T€3H CbCTAaBKH HMA aJHTHBEH AHTHXHNEPTEH3HBEH
edeKT, KaTO NOHHKABA apTepHATTHOTO HANAraHe B NO-rojIAMa CTENEH OTKOJIKOTO BCEKH OT
KOMIMOHEHTUTE NO OTAENHO.

AmMnonunuH/Bancapran

KombuHauusTa aMnoaunuK 4 Bancaprad npean3BHKBa 40303aBUCHMA aJJMTUBHA PEAYKLIMA HA
apTepHAIHOTO HAIAMaHE B PAMKHTE HAa TCPANEBTHYHUA JO30B HHTEPBAIN. AHTHXUMIEPTEH3HBHHUAT
e(peKT Ha eJHOKpaTHA 1032 OT KOMOUHALMATA CE 3a0bpXKa 8 MPOABDKEHHE HA 24 yaca.

[Thayebo-xonmponupanu uznumeanun

Hapn 1 400 nauueHTH ¢ XUNEpTOHHUA ca MpUeMail aMIIOAHNWH/BANCAPTAH BEOHBXK AHEBHO B ABE
njaauebo KOHTponvpaHy npoy4sanua. BkiloueHu ca Bb3pacTHY ¢ Jieka 10 YMEPEHa HEYCIIOXKHEHA
eCeHUHaNHa XHIEPTOHUA (CPEAHO AMACTONHO HaAraHe B ceaHano nonoxeHue = 95 u <110 mmHg).
H3xmoueHH ca MALHEHTHTE C BHCOK CbPAECYHO CHAOB PHCK — ChpAEYHA HENOCTATBYHOCT, 3aXapeH
nuaber Tun | 1 Hepobpe kKoOHTpONHpaH axabeT THN 2, aHaMHe3a 3a MMOKApAEH HH(PAPKT WIH HHCYAT B
nocneaHara 1 roauya.

Arcmueuo-xonmponupauu UH3NUMBARUR NPU NAYUCHIMU, HENOBAUANU Ce om HPOSE()EHQ MOHRomepanui

MHOroUeHTPOBO, PaHAOMH3UPAHO, ABOMHOC/ANO, AKTHBHO-KOHTPOJIHPAHO, Napaie/IHO-TPYOBO
U3MUTBAHE, NOKAa3Ba HOPMATU3IUPAHE HAa apTEPHANTHOTO HanAraHe (Hal-HUCKO JHACTOJHO HaNIraHe B
cenHano noaoxkenue <90 mmHg B kpas Ha NpOy4BaHETO) NPH NALIMEHTH, YHETO apTepua.nHo
HAIAraHe HE C€ KOHTPOIHpA A0CTaTbUHO ¢ Bancapral 160 mg, npu 75% or nauﬂel-rr Sas)
amnoannux/sancaprad 10 mg/160 mg u npu 62% OT NnaunEHTHTE NeKYBaHH C amnon “5, -
5 mg/160 mg, B cpaBHeHHe ¢ 53% OT nauMeHTHTE, KOUTO OCTARAT Ha BancapraH 160 l 5 !& %

Ha amJ10AMNHH 10 mg 1 5 mg BOAX A0 AOMBAHUTENHO MOHWKABAHE HA CUCTOIHOTO/ IR &
aprepHanHo Hanarade ¢ 6,0/4,8 mmHg u cwvotReTHO 3,9/2,9 mmHg, B cpaBHeHHe ¢ N Hg
KOUTO OCTaBaT CaMO Ha Tepanus ¢ Bancaprad 160 mg.
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MHOroueHTpOBO, paHAOMH3HPAHO, ABOKHOCAMNO, AKTUBHO-KOHTPOIHPAHO, NapanenHo-rpynoso
H3MUTBAaHE MOKa3Ba HOPMAIH3UPAHE HA apTEPHANHOTO HansAraHe (HaH-HUCKO AHACTOJHO HANATaHE B
ceqHano nonoxeHue <90 mmHg B kpasa Ha NPOyYBAHETO) IPU NALUKEHTH, HHETO APTEPUATHO
HaNgraHe He CE KOHTPOIHpa AOCTAThYHO ¢ aMaoaunuH 10 mg, npu 78% OT MaUHEHTHTE NEKYBAHH C
amnoannuu/sancaprad 10 mg/160 mg, B cpaBHeHne ¢ 67% OT NauHeHTHTE OCTaBalllH Ha Tepanus ¢
amnoaunuH 10 mg. JlobassaHero Ha BancaptaH 160 mg BOAH 10 AONBIHUTENHO NOHHXKABAaHE Ha
CUCTONHOTO/AMACTONIHOTO HansaraHe ¢ 2,9/2,1 mmHg B cpaBHeHue ¢ naLuHeHTHTe, KOUTO OCTAaBaT Ha
Tepanua camo ¢ amy1oaunyH 10 mg.

AMNOJHIMH/BANCAPTAH € U3NHTBAH U B aKTUBHO-KOHTPOJIUpAHO npoyyBaHe npu 130 nauneHTu ¢
XHUMEPTOHUA CbC CPEAHO JHACTONHO HaNAraHe B cegHano nonokenue >1 10 mmHg v <120 mmHg. B
TOBA MpOYyUBaHe (M3X0AHO apTepranHo Hansarade 171/113 mmHg) neyeHuero ¢
amnoarnud/Bancaprad 5 mg/160 mg, Turpupad no 10 mg/160 mg, peayuupa apTepuanHOTO HAJIAraHe
B cegHano nonokeHure ¢ 36/29 mmHg cpasHeHo ¢ 32/28 mmHg npu neuyenue ¢
nuznHonpu/xuapoxnopotrasdg 10 mg/12,5 mg, Turpupad oo 20 mg/12,5 mg,

B aBe ouarocpouHH npoyuBaHus 3a NpocieassaHe ePexTbT HA aMJIOAUNIHH/BANICAPTaH Ce 3ana3sa 3a
nepHoa Haa eaHa roadHa. BHe3anHOTO ¢ciMpaHe HAa NevYeHHeTo ¢ aMIOAUNKH/BANcapTaH He ce CBbp3Ba
¢ 6bp30 MOKauBaHe Ha APTEPHATHOTO HANATaHE

BbipacTTa, moNBT, pacata WK MHAEKCHT Ha TefaecHa Maca (>30 kg/ m?, <30 kg/ m?) ne nosnusBar
OTroBOpAa CNPAMO AMJIOAHIUH/BANCAPTAH.

AMNIOAHNIHH/BANCAPTaH HE € IPOYYBaH NPH NOMYNALUMH OT NAUHEHTH ¢ ApyrH 3abonsasaHus, paznHiHu
OT XMnepToHUd. BancapraH e npoy4BaH NpH NauMeHTH caed NPeKHBIH HHGAPKT HA MHOKapaa U
TaKHBa CbC ChPACYHA HEAOCTATHLYHOCT. AMIOAMMHMH € NPOYYBaH NPH NAaLHEHTH C XPOHUYHA CTa0W/IHA
CTEHOKAPAHA, BA30CMACTHYHA CTEHOKAPAHA U aHruorpadckH JOKyMeHTUpaHO 3a00/ABaHe Ha
KOPOHAapHUTE CbIOBE.

AMJIOAUNIHH

AMNOAWNHH, KOMNOHEHT OT aMJIOAUNHKH/BancapTaH HHXubUpa TpaHcMeMOpaHHOTO HaBlIH3aHe Ha
KaJIUHEBH HOHH B CHPACYHHUTE H CLAOBHMTE rNAAKH MYCKYJIH. MeXaHu3MBT HA AaHTUXHUIIEPTEHIUBHO
NEHCTBHE HA AMNIOAHIHH C€ ABDKH HA AMPEKTHHUA penakcupalll edekT BbpXY ChbAOBHTE NaAKH
MYCKYJIH, KOETO BOAH 10 PEAYyUHPAHE Ha CbOBOTO CHIIPOTHBIEHHE H HAa APTEPHANHOTO HAIAraHe.
EkcnepuMeHTanHM NaHHHW NOKa3BaT, Y€ aM/IOJHITUH Ce CBbP3Ba U C AHXHUAPONUPHAHHOBHTE H C
HEANXKAPONUPHUAHHOBUTE MECTA 3a ¢Bbp3BaHe, [IpolecuTe Ha ChbKpallleHHE Ha ChPAEUHHS MYCKYH H
HA CBJIOBHTE MNaJKy MYCKYJIH C& 3aBHCHMH OT NPUABHIKBAHETO HAa H3BBHKIETbYHHTE KAJIUHEBH HOHH
B KNETKHTE HA MYCKYJIUTE Npe3 cneuMpHUHM HOHHHK KaHaT4eTA,

HPHJIO}KGH HETO Ha TepaleBTHYHA 1034 aMNOJHITHH NTPH NMAUHCHTH C XHNIEPTOHHUA CC NOCHCABa OT
BazoannaTauuia, KoATO BOAW A0 NOHHXABAHE Ha apTCPHAJTHOTO HAJTANaHE B JICrHAJIO H B H3MpPAaBCHO
NOJIOAKCHHE. HPH Npoab/KHATCTHA ynmpeﬁa TOBA NOHH>KaBaHEC HA apTEPHATHOTO HANATaHEC HE CC
CBNBbTCTBA OT 3HAYHMH NPOMCHH B ChpACHHATA HECTOTA UITH NJIA3MCHHUTE HHUBA Ha KATEXO/TaMHUHHTC.

[lha3sMeHHTE KOHLIEHTPALMH KOPEIHPAT ¢ e(eKTa KAKTO MPH MAAAH TaKa ¢ MPH MallMEHTH B CTapyYeECKa
Bb3pacT.

[Tpn naumeHTH ¢ XHNEPTOHHA ¢ HOpMaiHa ObOpeyHa GyHKUMA, TEPANEBTHYHHTE N03H aMIOAMTIHAF
BOIAT A0 HaMAIABaHe HA HBEOPEUHOTO CHAOBO CHNPOTHBIEHHE H YBEIHYABAHE HA INO . _ﬂv ;M 46[;(0
dunTpaums U eextuBHHua HLOpeUeH KpbBOTOK, 63 Aa NpoMeHsaT ¢uiTpauroHHaTa § A#:“w s % __
NPOTEUHYPUATA. 2/ 4 ,.s,r“,..u 2 !
32 mﬁ . |
KakTto ¥ npu apyrute 6n10kepH Ha KaIUMEBHTE KAHAIH, X€MOHHAMHYHHTE U3MEPBE ﬁj e e / £/
cbpaeYHaTa PYHKUMA B MOKOH M NMPH HATOBApPBaHE (WM XOAEHE) NPYU NALMEHTH C Haf \ ylili_l.gul/ *6‘@ /:
Ha KAMEPUTE, JIEKYBAHH C aMJIOIMINHH, KATO LUAJIO MOKA3BAT JIEKO NOKAYBAHE HA CLPACHRY W
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6e3 3HaunMo nosnuaeaHe Ha dP/dt nnu Ha NeBOKaMEPHOTO U AWACTONHOTO HanaraHe unu obem. B
NpOYyYBaHHA 32 XEMOAMHAMHKA, aMIOAHMHUH HE Ce CBbP3BA C HETATUBEH HHOTPOMEH €(EKT, KOraTo ce
npuiara B rpaHULMTE HA TEpaneBTHUYHUTE A03H MPH 3APABH AKHBOTHH ¥ XOpa, JOPH KOraTo fpH Xopa
C€ npuiara eIHOBpeMEHHO ¢ OeTa-6a0kepH.

[1pH 30paBy xopa ¥ KUBOTHH AMIIOHITUH HE NPOMEHA CHHOATPUATHATA HOAANHA DYHKUHA U
aTPHOBEHTPHKYAAPHOTO NPOBEKAAHE. B KIHHHYHH NPOYYBaHHA, NPH KOUTO AMAOIHIHH € TIPHNAraH B
KoMOHHaLKa ¢ OeTa-0nokepr HA NAUMEHTH C XHIIEPTOHUA WIH CTEHOKapAUs, He ca HADIIOJaBAHH
HEXKENaHU €PEKTH CIPAMO NapaMeTPUTE Ha eleKTPoKapaAUorpamaTa.

Ynompeba npu nayuernmu c xunepmonus

PanaoMH3dpaHo ABOHHOCAANO NPOYYBaHe 3a 3aD0neBaeMocT U cMbpTHOCT Antihypertensive and
Lipid-Lowering treatment to prevent Heart Attack Trial (ALLHAT) e npoBeaeHo ¢ 1ea cpaBHABaHe Ha
HOBHUTE Tepanuu: amaoaunuH 2,5-10 mg/aed (KanuMer aHTaTTOHUCT) Unu AusuHonpun 10-40 mg/nex
(ACE unxubuTtop) ¢ THa3MIHUA AHYPETHK XtopTanydaoH 12,5-25 mg/aeH kaTo AcYeHHe OT MbpBa
JWHHA MPH NALKHEHTY C JIEKa 0 yMepPeHa XHINEPTOHHA.

O6wo 33 357 nauMeHTH ¢ XMNEPTOHKA Ha BBb3PacT 55 roANHH 4 noseye ca OWIH paHAOMH3UPAHH U
npocneaeHu 3a cpeaHo 4,9 roauu. [NaureHTure ca UManH noye eaAMH OOMBAHKTENEH PHCKOB hakTop
3a KOPOHapHA DONECT HA CHPLETO, BKIKOYHTENHO NpeALecTBall MHOKapAeH HHPAPKT UK HHCYAT (>6
MECeLA [PeH BIUIOUBAHE B [IPOYUYBAHETO) UIAX JOKYMEHTHPAHO APYTO AaTEPOCKNEPOTHUHO ChPASYHO-
CbA0BO 3abonasaHe (Han 51,5%), 3axapen nuaber Tun 2 (36,1%), TMNONPOTEHHU C BUCOKA IUTBTHOCT -
xonectepon <35 mg/dl wnu <0,906 mmol/l (11,6%), nepokamepHa xunepTpodus, AHarHOCTHUHPaHa
ype3 eNeKTpoKapaHorpama Wil enekrpokapavorpadceku (20,9%), Hactoawun mywauu (21,9%).

[TbpeHUYHATA KpaiiHa Touka € Ouna cbheraBeH mokasaren ot daTaieH KoOpoHapeH HWHLMAEHT WIH He-
¢dataieH MHOKapaeH HugapkT. He ca HabnonaBaHu 3HaUMMHU pa3ivuMA MO OTHOLLIEHHE Ha
MbPBUYHATA KpaHHa TOYKA MEXAY TEpanuaTa ¢ aMJIOAMIUH U TePanuaTa ¢ XJIOPTATUIOH: KOe(HLIUEHT
Ha puck 0,98 95% CI (0,90-1,07) p=0,65. [Ipu BTOpHUYHHTE KpaliHH TOYKH, YeCTOTATA HA

CbhpAEUYHA HEJOCTATLUHOCT (KOMIMOHEHT Ha CbhCTaBHATa KOMOMHHpaHa ChpaeYHO-ChIOBA KpaiHa
TOUYKa) € OWuna CHrHUPUKAHTHO MO-BHCOKA B TPyNaTa Ha aMJIOUIIHH, OTKOJKOTO B rpynara Ha
xnopranuaod (10,2% cnpamo 7,7%, RR 1,38, 95% CI1 [1,25-1,52] P <0,001). Bbnpeku TOBa, HE C€
HabnaaBAT 3HAYUMH Pa3IMYHA MO OTHOLICHHE Ha 0011aTa CMBPTHOCT MEX/y IpyHaTa Ha TEPANnHA C
AMJIOAAMIIMH M Ta3M Ha Tepanus ¢ xnopraauacH RR 0,96 95% CI [0,89-1,02] p=0,20.

Bancapran

BancaptaH € nepopajlHO aKTHBEH, MOLLIEH ¥ cneuudurueH aHruoTedsuH |l peuenTopeH aHTaroHHCT.
Toit peiicrea cenekTHBHO BbpXY AT peuenTopHHA NOATHI, KOHTO € OTTOBOPEH 332 U3BECTHOTO
nencTene Ha aHrHoTeH3uH 1. [ToBMwennTe nnasmeHn HUBA Ha auruoTensuH Il B pesyntat Ha AT
peuentopHata 610Kkaaa ¢ BancapTaH MOraT aa CTHMYJMpar HeGaokupaHus AT2 peuenrtop, koeTo
H3rfexaa nporyueoAeHcTBa Ha epexta Ha AT1 peuentopa. BancapraH He nposBsABa HHKaKBa YaCTHYHA
aroHHCTH4Ha akTUBHOCT kbM AT 1 peuentopa U uma 3HaunTenHo (okono 20 000 nbTH) No-roaam
aduHuTeT KbM AT | peuenTopa, oTkonkoro kbM AT2 peuenropa.

Bancapran He nHxubupa ACE, u3Bected v kaTo kuHaza 11, koiiTo npeBpbiua aHrHoTeH3uH | B
aHruoTeHs3uH Il ¥ pasrpaxkna 6paavkuHnHa. Toit kaTo HAMa edekT Bbpxy ACE u He ce noTeHumpar
eexTHTe Ha OpaavKMHHMH U cybcTaHuus P, e Manko BepoATHO aHrHOTeH3WH 1l peuenropuuTe
AHTaroHHUCTH Aa ce CBBP3BAT € Kaunuua. B KkNTHHHYHK Npoy4BaHKs, KbAETO BANCAPTAH € CPABHABAY C
ACE vHxuburop, ciiyuanre Ha Ccyxa kawnnua ca sHaunrenHo (P <0,05) no-manko npu
NEKYBAHH ¢ BAJICAPTAH OTKOJAKOTO NpH Te3H NeKyBaHn ¢ ACE unxubutop (crorBeTH
7,9% pecnekTHBHO). B KAHHUYHHA NPOYYBAHUA NPH NALMEHTH C aHAMHE3A 34 CyXa
Ha neveHne ¢ ACE unxuburop, 19,5% ot npoyueanure nuua, nonyyasally Bajacap
T€3W NONY4aBalllk THa3HIEH ZMYPETHK Ca HMAJIM KaluAauLa, cpaBHeHo ¢ 68,5% ot
ACE uaxubutop (P <0,05). Bancaprau He ce cBbp3Ba H He §/10KHpa peuenTopy Ha
HJIH HOHHH KaHaJlM, 32 KOMTO € U3BECTHO, Y€ Ca BAXKHH 3a CbpAEe4HO-CbAOBATA pery.
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Hpuﬂomeunm Ha BA/ICAPTaH NpH NAUHEHTH C XHOCPTOHHA BOAK 40 NMOHWKABAHE HA aPTCPHAIIHOTO
Hasiaraqe 6e3 nopnuABaHe Ha nyacopaTta 4eCTOoTA.

[1pu noBeveTo MaLHEHTH, CNed EAHOKPAaTEH NepopaieH NPUEM, HAYAJIOTO HA AHTHXHNEPTEHIUBHOTO
NEeHCTBHE € B paMKHTE Ha 2 4aca, a NHKA B MOHMKABAHETO HA APTEPHANTHOTO HANACAHE Ce AOCTUra B
paMKHMTE Ha 4-6 yaca. AHTHUXHNEPTEH3INBHUAT €PEKT NPOABIKABA Haj 24 uaca ¢aea npuema. [lpu
peAOBEH NMPHEM MAaKCHMYMa B PEAYKLUHATA Ha apTEPHATHOTO HaNsraHe ¢ BCAKa 1033, KaTo LAJIO, CE
NOCTMra B paMKuTe Ha 2-4 CEAMMUM K CE NOAABPIKA B X0/1a Ha AbAroTpaiHa tepanus. BHesanHoTo
COHPAaHE HA NICUCHHETO C BAICAPTAH HE C€ CBBP3BA ¢ pHOAYH XUNIEPTOHHA HITH C APYrH HEXENAHH
KNUHUYHH PEaKLIHH.

Hpyru: ns8oiiHo Ha0KHpaHe HA PEHUH-AHTHOTEH3UH anaocTepoHoBaTa cucteMa (PAAC)

JIBe ronemmn paHaoMH3HpaHu koHTponupaHHi npoyusaHua — (ONTARGET [ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial] » VA NEPHRON-D [The Veterans
Affairs Nephropathy in Diabetes]) — npoyusar ynotpebara Ha komOnHauusaTa or ACE unxuburtop u
APB.

ONTARGET ¢ npoyusaHe, npoBeAcHO NPH NALMEHTH C aHAMHE?A 33 CBPACHHO-CBAOBA WK
MO3BbYHOCBHAOBA BOMeCT, unu 3axaped AMaber THN 2, NPHAPYIKEHH € JaHHU 32 yBpPEXKAaHE Ha
epekropud opradu. VA NEPHRON-D ¢ npoyusase npu nauneHTH cbe 3axapeH AHaber tun 2 u
auabeTHa HedponaTHA.

Te3u npoyuBaHus He NOKa3eaT 3HauuM Bnaronpusated edekTt BbpXy O6LOpeuHHTE H/ WK CHpAEYHO-
CbIOBUTE NOCNEAHLH H CMBPTHOCT, KAaTO CbLIEBPEMEHHO ¢a HabNMIOJaBaHH MOBHILECH PUCK OT
XHIMEPKATHEMHA, OCTPO YBpeXKaaHe Ha ObOpeunTe U/ U XHNOTOHHA B CPaBHEHHE ¢ MOHOTEPAINMUATA.
Karo ce uMart npeaBua cXOOHUTE UM papMakOAMHAMHUYHU CBOWCTBA, TE3W Pe3y/ITATH Ca NPUIOKUMH
u 3a Apyru ACE uaxuburopu u APD.

3atopa ACE nuxubutopu u APbB He Tpabea aa ce ©3non3ear eIHOBPEMEHHO NPH NMALIUEHTH C
nuabetrHa HegponaTus (BxK. Touka 4.4).

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints) ¢
npoyy4BaHe, NpeaHasHavyeHo Aa U3cAeaBa Nnoja3arta oT A00aBAHETO Ha ATHCKHPEH KbM CTaHAapTHa
Tepanus ¢ ACE nuxuburop nnu APb npu nauyeHTH cbe 3axapeH AHadeT TN 2 U XPOHHUYHO
61.6peuHo 3abonaBaHe, ChpACYHO-CHAOBO 3adonaBaHe Wi U AeeTe. [IpoyuBaHeTo € npekpareHo
MPEXAEBPEMEHHO NOpPaaM NMOBHLLUEH PUCK OT HebnaronpuaTHy nocneauud. Kakro ¢bpaeyHo-cbaoBara
CMBPT, TAKA U MHCYJITBT Ca MO-YECTH B rpynara Ha aTHCKUPeH, OTKOAKOTO B rpynara Ha naaucbo, a
NMpeACTABAABAIIMUTE HHTEPEC HEXeNaHH ChOUTUA U CEPUO3HU HEXENAHHW CHOUTUA (XHNEepKanUeMHus,
XUNOTOHHKA M ObOpeuHa aucdyHKLHUA) c€ ChOOLWABAT MO-4€CTO B rPYNaTa Ha ATHCKUPEH, OTKOJKOTO B
rpynara Ha rnnaue6o.

5.2 @apmMaKkoOKHHETHYHH CBOHCTBA

JIMHEeHHOCT
AMNOAHWITHH W BANCAPTaH UMAT JIMHEHHA (PapMaKOKWHETHKA.

Amiaonununu/Bancapran

Cnen nepopaliHO NMPWIOKEHHE Ha aMJIOAHTIMH/BAICAPTAH, MUKOBH U1a3MEHH KOH
BaJCApPTaH W aMJIOMNIHH CE AOCTUraT 3a CbOTBETHO 3 H 6-8 yaca. CteneHra u p
Ha aMJIOJHNHHE/BANCapTaH ca eKBUBAIEHTHU Ha OMOHAIMYHOCTTA Ha BANCAPTAH
NPUIOKEHH KaTo OTAENHHU TabNeTKHu.

AMIOOUNUH
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Abcopbyus: Cnen nepopanHo NPHUIOKEHHE HA TepaneBTUYHA 1033 AMJIOAMITHH, NHKOBH IU1a3MEHH
KOHLIEHTPaLHH ce aocTurar 3a 6-12 yaca. AbcontoTHaTa OHOHANTHYHOCT € Mexay 64% u 80%.
broHaNTMYHOCTTA Ha aMNTOIMTIHH HeE Ce MOBJIMABA OT NMPHEMA HA XPaHA.

Paznpeoenenue: Obema Ha pasnpenencHue e npubdausurento 21 I/kg. In vitro npoyusanus nokassar,
ye npubansuTenHo 97,5% ot UMpKYAHPALLOTO NeKApCTBO CE CBHP3Ba C NIA3MEHHTE NPOTEHHH.

buompancopmayus: AMnoannun ce metabonnsupa ekcreH3uBHO (NpubausntenHo 90%) B yepHus
Apob no HEAKTHBHH MeTaboTUTH.

Eauvmunupane: ENTMMUHAPAHETO Ha aMIIOAMITHH OT TL1a3Marta € 6u¢a3HO ¢ TEPMUHANEH NOAYKHMBOT Ha
enMMMHHUpane npubansutenHo 30 po 50 yaca. CrauMoHapHHTE NMJ1a3MEHH HHBA C€ AOCTUraT clen
APOABIDKHUTENEH NpHEM 3a 7-8 AHU. JleceT npoLeHTa OT OpUrHHAIHHA aMNoAMNHH ¥ 60% OT HeroBuTe
META0ONHUTH Ce eKCKPETHPAT C ypHHarTa.

Bancapran

Abcopbyua: Cnel nepopasiHO NPUNOKEHHE Ha BANICAPTaH MMKOBMTE MIA3MEHH KOHLIETPALIMH CE
aocturar 3a 2-4 yaca. CpeaHara abconoTHa GuoHanuuHoCT € 23%. XpaHaTa HaMaliaBa eKCNO3ULMATA
(usmepeno upes AUC) Ha Bancapran ¢ okono 40% u nuxoara niazmeHa koHueHrpauus (Cmax) ¢
okosio 50%, sbnpeku ToBa 0koNO § yaca cien NpueMa IUIa3MEHHWTE KOHLEHTPALMHK HA BajiCapTaH ca
NoJOOHHU B rPYIUTE MPUEMAH IEKAPCTBOTO Cliel XpaHa U Ha riaaHo. Tasu peaykuus Ha AUC, obaue
HE C€ CBITbTCTBA OT KNHHHYHO 3HaYHMa PEAYKLHA HA TCParcBTUYHUA eeKT W MO Ta3H NPUYMHA
BaJicapTaH MOXe /a c€ npueMa Ha ¢ Unu 6e3 xpaHa.

Paznpeoenenue: CTauHOHAPHUAT 00eM Ha pasnpeefeHe Ha BAJICAPTAH Clie] HHTPABEHO3HO
NPUNOKEHHE € 0KOJO | 7 THTpa, KOeTo MoKa3Bea, Ye BAICAPTaH HE CE pasnpesens LUMPOKO B TEKaHHUTE.
BancapraH ce cBbp3Ba BbB BUCOKA CTEMEH ChC CEPYMHHUTE NPOTEHHH (94-97%), OCHOBHO CBC
CEpYMHHSA anbyMHH.

Buompancgopmayus: Bancapran He ce MeTabonusvpa BbB BUCOKa CTENEH, Thi KaTo caMo okoio 20%
OT A03aTa e yCcTaHOBsABa o opmara Ha MeTabonuTu. B niasmara e yctaHOBEH XHAPOKCH
METabONIUT B HHCKH KOHUEHTpaukH (no-manko ot 10% ot AUC Ha Bancapran). Tosu meTabonuT e
(papMaKoOJOrH4HO HEAKTHBEH.

Eaumunupane.: Bancapran nokassa My/ITHEKCIOHEHLIMATHA KMHETHKA Ha pa3naa (tY2a <1 v u t'Y48
okofio 9 uaca). Bancapran ce enMMuHHpa ocHOBHO ¢ detieca (okono 83% oT ao3aTa) ¥ ypuHaTa
(okono 13% oT no3ara) OCHOBHO KaTO HEMPOMEHEHO J1eKapcTBO. Cl1e€a HHTPABEHO3HO NPHIIOKEHHE
M1a3sMeHHA KIHPBHC Ha BaicapTaH € npubausuTtento 2 1/4, a 6u0peunns kiupbhe e 0,62 1/4 (okono
30% ot 06mms knupbHc). [onyxuBoTsT Ha BajicapTaH € 6 yaca.

CneunanHu nonynaunuu

IHeouampuuna nonyaayus (8v3pacm nod 18 200unu)

Hsama ¢papMakOKHHETHYHH NaHHH 32 NE€AWATPUYHATA MOMY1aLMs,

Cmapuecka eb3pacm (@v3pacm 65 coounu u noseue)

BpeMeTo 3a noctvrate Ha NUKOBH M1a3MEHH KOHLEHTPALIMHA HA aMJIOAMITHH € CXOOHO iRk % \
,-';

MAaUHEHTH H NPH NALHEHTH B CTapyecKa Bb3pacT. MMa TeHOSHLMA NpH NaLUEHTHTE B ¢ LTy ' %\
BbL3PacT KIMpbHCa HA aMJIOAWNHH Ja HaMalABa, KOETO BOAM 40O NOKAYBAHE Ha IUIOLL: ' i _HLS-}"?';' ,,‘_'j’\?_.;; Y
(AUC) n nonyxnBota Ha enumuHupaHe. Cpeanata cuctemHa AUC 3a BancapraH e r daid X "i [ g
70% npu NauMeHTH B cTapuecka Bb3PacT B CPABHEHHE ¢ MO-MAAN NALIMEHTH, NOpaN mamfide S £/

Heo0X0aMMO BHHUMAHHE APpH NOBHINABAHC HA J103aTa.
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bvbpeuno yspescoane

QapMaKOKHHETHKATA HA AMJIOJHNIHMH HE CE NMOB/IWABA 3HAYHMO NPH HapylueHHe Ha ObOpeuHaTa
dynkuus. Kakro ce ouaksa 3a BeilecTBo, uniiTo 6b0peueH KHpbHE e caMo 0koo 30% ot obLuus
nnasMeH KIHPBHC, He ce Habnoaaea kopenauus Mexay 0bOpeuHaTa QyHKLMA U CHCTEMHATA
€KCNO3HLMA KbM BAJICAPTaH.

Yeprodpobro ygpexcoare

HanvuHu ca MHOrO OrpaHMuYE€HH AaHHM 33 NPUIOKEHUETO HA aMIOAUIKH NPH MALHUEHTH ¢
yepHOpOOHO yBpexxaare. [lauueHTUTE ¢ YepHOAPOOHO YBpEkKAAHE UMAT HAMANIEH KITHPBHC Ha
aMJIOJIMITHH € nocneasallo nokausade ¢ npubnusurento 40-60% #a AUC. CpenHo, npy nauyeHTH ¢
NEKO IO YMEPEHO TEXKKO U3PA3CHO XPOHHUYHO YepHOAPOOHO 3ab0ssBaHe eKCNO3ULHATA KbM
BasncapraH (onpeaesieHa upe3 cToHHoCTHTE HAa AUC) e ABa MbTH NO-BHCOKA OT yCTaHOBEHATA MPH
3apasu A0OpOBOLUM (TPYNUPAHHU NO BBL3PACT, NOA U Terno). [IpunoxkeHneTo NpHU NaLMeHTH ¢
yepHOApOOHO 3abonaeaHe TpAOBa Aa ce€ OCHIUECTBABA C MOBHUILEHO BHUMAHHE (BX. TO4Ka 4.2).

5.3 [IIpeaxk/HHHYHH JAHHH 33 Oe30MaCHOCT

AmjioaunuH/pancapray

Hexenanure JACKAPCTBCHH PCAaKLIHH Ha0JKAaBAHH B Mpoy4BaHHA NpH XXHBOTHHU UMAILLIH BEPOATHA
KJIHHHYHA 3HAYNMOCT Ca KaKTO CJieBa.

XMCTONATONOIHYHH AAHHH 34 Bb3NaicHUe ca HabAIOgaBaHu B KNE3UCTUA CTOMAX TIPH MbIKKH
MIBbXOBE MPH EKCMO3HLUMA OT OkoNo 1,9 (Bancapran) U 2,6 (aMJIOAUNKH) MbTH HAJ KIIHHHYHUTE 1034
ot 160 mg BancaptaH ¥ 10 mg amnoaunuH. [1p1 NO-BUCOKH €KCNO3ULMK HMA YIILIEPALHH H €PO3HH NO
CTOMALIIHATA JIMFABHIlA KAKTO MPH XKEHCKHUTE, TAKA H NPH MBXKKHTE TUTeXoBe. [lonobHH npomMeHH ce
Habnionasar M MpM rpynara, npHemMaiia caMo sancapraH (ekcnosuuus 8,5-11,0 nbTH Haa KIHHKYHAaTA
ao3a ot 160 mg sancapran).

Ilpu ekcnosuuusa 8-13 (Bancapran) 1 7-8 (aMyIoOUNMH) TBTH HAJ KNMHWYHATA A03a o1 160 mg
Bancaprad ¥ 10 mg aMn0AMNUH C€ YCTAHOBABAT YBENHUEHA YeCTOTa M TEXECT Ha ObOpeunaTta
TyOynHa 6a30¢unna/ XHaTHHH3aUWA, JHIATALHA M OTAHBKH, ChLIO H HHTEPCTHLIHAIHO JTUMQPOLIUTHO
Bb3NajicHUe U XUNEPTPOPHA Ha apTepHosapHaTa Meaus. CxoaHu NMPOMEHK Ce YCTaHOBABAT B rpynara,
npueMalila camo sancapraH (excno3uuud 8,5-11,0 nbTy Hag KAMHH4HATA A03a oT 160 mg BancapraH).

B npoyuBaHe 3a eMOpuO-eTanHO pa3BHTHE NPH MUIBHXOBE ¢ HabNKOAABAT yBE/IHYEHA YECTOTA Ha
AUIATHPaHH yperepH, MandopMalHy Ha CTEpPHYMa H HeocHpuuupaHu danaHrd Ha NMpeAHH JanHu npy
eKCro3uuua ot okono 12 (ancapran) 1 10 (amnogunyud) mbTH HaA KIHHHYHKHTE A03H OT 160 mg
Bancaprad ¥ 10 mg amnoaunuu. {unatupanu yperepu ce HabnioaasaTt ¥ B rpynara caMo C BancapTaH
(excnosvuMa 12 nbTH HaA KTHHKMYHATA A03a oT 160 mg BancapraH). B ToBa npoyuBaHe UMa ¢aMo
cnabo u3paseHu Oene3n Ha MaHuMHA TOKCHYHOCT (YMepeHa peayKunsa Ha TenecHoTo terno). Husoto,
NPy KOETO He ce Habatoaaear epekTH Mo OTHOLEHUE HA PA3BUTHETO ¢ 3-(BajicapTaH) U 4-
(aMNOAMNHH) MBTY HAZ KIMHHYHATA eKkCno3uiug (Ha 6azara na AUQC).

3a OTAe/IHUTE CHCTABKMW HAMA JOKA3AaTENCTBA 3a MYTaArcHHOCT, KNacTOrc¢HEH eq}EKT 1
KapUHHOr€HHOCT.

AMIOAUNIMH

Penpoodyxmugna mokcuurnocm

PenpoayxTUBHY Npoy4BaHHA NPY NABLXOBE H MHLLKH NOKA3BAaT 3a0aBsHe HAa AaTaTa H
yAbKEHA NPOAbHLKMTENHOCT HA PAKIAHETO W HAMaJIEHa KU3HECTOCOOHOCT Ha Maliku
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npubaH3MTENHO 50 MbTH MO-BHCOKH OT MAKCUMAITHHTE PENOPBLUUTENTHH 103K MPH XOpa, HIUHCIICHH
Ha 6a3a mg/kg.

Hapywenus 6vs hepmuiumema

Hama egekT Bbpxy depTHnuTeTa Ha IIHXOBE, TPETHPAHHU C aMIOAKWITHH (MBXKKH — 64 AHH H )KEHCKH —
14 nHu npean ungrocsane) B 1034 1o 10 mg/kg/neH (8 nbT* makcHManHata npenopbUuMTENnHa 1034
3a xopa oT 10 mg, u3uncaeHa Ha 6aza mg/ m?). B apyro npoyusaHe npH rrbXoBe, NPH KOETO MBKKH
IUTbXOBE Ca TPeTHpaHH ¢ amanoaunun 6e3unar 30 aHuK, ¢ o3a cpaBHUMA ¢ 103aTa NPH XOpa,
H3udcneHa Ha 6a3a mg/kg, ca ycTaHOBEHH NOHMXKEHHU TUIa3MEHH (DOSIHKYJIOCTHMYTHPALL XOPMOH H
TECTOCTEPOH, KAKTO H MOHWKEHH IUIbTHOCT HA cnepMara u Opoi Ha 3penu criepMaTHAW U
CEPTOIHEBHTE KIIETKH.

KHPI{HHOE'EHES‘Q, MymaceHesd

Hsama naHHH 33 KAPLIMHOM€HHOCT FIPH M1BXOBE U MULLKH, NPUEMAJIH IBE TONHHH aMIOAUIIHH B
XpaHaTa B KOHUCHTPALHH, H3YHCIIEHH [a OCHI'YPAT JHEBHH N030BH HHBa oT (0,5, 1,25 u 2,5 mg/kg/nen.
Hai-sucokara no3a (mpy MHLLKY - O51M3Ka 10, a NpH IBXOBE — ABa MbTU* MO-BHCOKA OT
MaKCHMaJTHaTa NpenopbYMTENHa KMMHHYHA n03a oT 10 mg, u3vuncneHa 3a mg/ m?) e 6una 6am3ka oo
MAaKCHMAaHO JICMYCTHMATA J03a 32 MHULLUKH, HO HE M 32 FUTbXOBE,

[IpoyuBaHms 3a MYTAr€HHOCT HE NOKA3BaT JIEKAPCTBEHO-00YCIOBEHH €(PEKTH HHTO HA FeHHO, HUTO Ha
XPOMO30MHO HHUBO.

* u3uKucneHa 3a nauueHTH ¢ Terno 50 kg

Bancapraun

[IpeaxnMHUYHKTE JaHHH He NOKa3BaT 0coOeH pUCK 3a XopaTa Ha 0a3a Ha KOHBEHLIHOHATHHUTE
(apMaKoJOTHYHHU NPOYy4BaHHA 32 6€30NaCHOCT, TOKCHYHOCT NPH MHOTOKPATHO NPHUIOKEHHE,
F€HOTOKCHYHOCT, KAPUHHOIEHEH MOTEHLHA.

[lpy nabxoBe TOKCHUKH 103H 3a Maiikara (600 mg/kg/neH) no ppeMe Ha NOCAEAHUTE OHH OT
OpeMEHHOCTTa H NEPHOA Ha JIAKTALUSA Ca NOBENM A0 NO-HUCKA CTEMEH Ha NPEXHBAEMOCT, No-¢1abo
HA/U1aBaHE HA TETJIO H 3a0aBEHO pa3BHTHE (OTHE/NAHE Ha YIIHATA MHA U OTBapsAHE HA CIYXOBHS
KaHaJs1) Ha NoKoNeHHeTOo (BxK. Todka 4.6). Teau no3u npu mwrbxoBe (600 mg/kg/neH) npeacrasnsapar
nprbansurento 18 MbTH MakcUManHaTa NpenopbLUYKTENIHA 103a NPU Xopa Ha OazaTa Ha mg/ m?
(M34MCIEHHATA Ce OTHACAT 3a nepopainHa A03a 320 mg/nen u nauueHt ¢ Terno 60 kg)

[Ipn npeakIHHHYHH MpoyuBaHHA 3a Ge30nacHOCT BUCOKH 103M BancapTat (200 mo 600 mg/kg
TEJIECHO TEM0) NPEAN3BHKBAT NPH TUTbXOBE HAMANSBAHE HA NAPAMETPUTE HA YEPBEHUTE KPHBHH
KIETKH (€PUTPOLUTH, XEMOIJIOOHH, XEMATOKPHT) H MPHYHHABAT IPOMEHH B ObOpeuHara
XEMOAHHAMHKA {JIEKO NOBHILABAHE Ha ypesiTa B KpbBTa, ObOpeuHa TyOyHa xyunepnnasusa u
Oazodnnna npH MbxkuTe). Tesu ao3u npu mbxose (200 mo 600 mg/kg/nen) npeacrasnsasar
NpHONN3HUTENHO 6 K 18 MbTH MakcHMANTHATA NPENOPBHUYMTENIHA 1032 NPU XOpa Ha 6a3ara Ha mg/ m?
(W34nCIEHHATA Ce OTHACAT 3a nepopanHa no3a 320 mg/ned U nauueHT ¢ Terno 60 kg).

I1py MapMO3€TKH B CPaBHHMH 1034 NIPOMEHHUTE ca NOAOOHH, HO NMO-TeKKH, ocobeHo B ObOpeunTe,
KBAETO MPOMEHHTE C€ pa3BHBAT 00 HedponaTus, BKIOYBALIA MOBHILABAHE HA YPEATA H K

t*“"‘a

Habmonasa ce cblwo xuneprpodna Ha ObOpeYHHTE IOKCTATIOMEPYIHH KIETKH H 1
CuuTa ce, 4€ BCHUKH NNPOMEHH Ce AbKAT Ha apMaKoJIOrHYHOTO AEHCTBHE HA B
BOAM 10 NPOALUKHTENHA XMIMOTOHHUA 0co0eHO NpH MapMmoseTuTte. Msrnexnaa, ue
Ha BaJiICapTaH NPH XOpa He € CBbP3aHa ¢ XUNepTpodua Ha 6bOpeuHHTe IKCTArNo
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6. ®APMALIFBTHYHHU JAHHU

6.1 CnHCbK HA NOMOIHHTE BEIEeCTBA

Aopo na mabaemrxama.
MukpokpycranHa uenysio3a

ManuTon

MarHesues cTeapar

Kpockapmenosa HaTpuid

[MoBuaon K25

CunuuMeB AMOKCHI, KONOHAEH Oe3BoeH
Hartpuer naypuncyngar

Durmogo noxpumue.
[Tonu(BHHUIOB ANTKOXON)
TuranoB avoxkcua (E171)
Makporon 3 000

Tank

JKenezeH okcua, kbt (E172)

6.2 HecbBMecTHMOCTH

Henpunoxxumo.

6.3 Cpok na roanocr

3 roauHH

6.4 CroenHanHH YCJIOBHS HA ChbXPAHEHAE

Ja ce cbxpanssa noxa 30 C.

6.5 BuaH cbILpKAHHE HA ONAKOBKATA

bauctrep (OPA/AI/PVC-AI donuo): 10, 14, 28, 30, 56, 60, 84, 90, 98 u 100 TabneTkH, B KyTHS.
He Bcu4ku BHAOBE OMAaKOBKY MOrart Aa ObAaT MyCHATH Ha Mnasapa.

6.6 CrheunanHH NpeANazHH MepPKH NPH H3XBLPJAHE H pafoTa

HeusnonspaHuar JICKApPCTBEH MNPOAYKT HJIK OTNAABYHHTEC MATCPpHAJIH OT HCTO T‘pHGBa Ad CC U3XBDBPIIAT
B CBOTBCTCTBUC C MCCTHHTC U3NCKBAHHUA

7. ITPUTEKATEJI HA PAZPEINEHHETO 3A YIIOTPEBA

KRKA, d.d., Novo mesto, §marje§ka cesta 6, 8501 Novo mesto, CaoBeHus

8. HOMEPA HA PAZPEIIEHUETO 3A YIIOTPEBA

Bamnoke 5 mg/80 mg — Per. Ne 20160118
Bamnoxe 5 mg/160 mg — Per. Ne 20160119
Bamsoke 10 mg/160 mg — Per. Ne 20160120
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9. JATA HA ITbPBO PA3ZPEIIABAHE 3A YIIOTPEBA/INIOAHOBABAHE HA
PASPEHIEHUETO 3A YIIOTPEBA

Jlata Ha nbpBo paszpewierHue: 13.04.2016
Jlata Ha nocaenHo noaHossaBaHe: 19.01.2021

10. JATA HA AKTYAJIM3UPAHE HA TEKCTA
19 Mapr 2025

[loapobHa uHdopmaLHa 3a TO3M JIEKAPCTBEH NMPOAYKT € NpeAocTaBeHa Ha yebcaiita Ha U3nbaHuTenHa
Arenuus no Jlekapcreara (MAJI) http://www.bda.bg.
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