R

1. MME HA JJEKAPCTBEHUSA IIPOAYKT — g. 6' / /7 /L/ﬁ J"?

Bantensun 160 mig dwiMupadu Tabaerxu
Valtensin 160 mg film-coated tabiets

2. KAYECTBEH M KOOIMYECTBEH CHCTAB

Bceska ¢unMupana Tabnetka ceaspika 160 mg sancapran (valsartan).

LloMoIHO BemecTRO ¢ M3BECTHO ASHCTBUE: TaKTO3d, IELWTHH, HATPHI.

3a OLIHPA CIHACHK HA MOMOIKHKUTE BEECTEA BHAXTE TOUKa 6.1,

3. JIEKAPCTBEHA ®OPMA
®unmupaHa tabnerka

Kznry, oBamuu dunmupann Tabnetky, 15 x 6,5 mm, ¢ oro V or eAdara cTpaHa ¥ yepTa OT APyTAara.

4. KJIMHHWYHHA TAHHH
4.1 TepanerTHYRH NOKAZAHUS

Xumeprouus
JleueHue Ha eceHUMANHA XUNEPTOHKA PH BB3PACTHH.

JieyeHue Ha XMOEPTORNA MPH ACLA Y KHOLIH Ha BL3pacT oT 6 Jo noa 18 romuumn.

Ilpecen MuoKapaeH unpapkr

JleweHne Ha KIHHMYHO ¢Ta6H/IHM BR3pacTHA NAUMEHTH CBC CHMOTOMATHYHA CHPIEYHA
HEAOCTATBYHOCT HITH 6€3CHMNTOMHA JJEBOKAMEPHA CHCTOMHA AHCQYHKIUMA e npeceH
(12 qaca — 10 nuy) MHoKapaeH HHGapKT (BXx. Touku 4.4 u 5.1).

Coppreyna HEROCTATHYHOCT

JleueHye Ha BR3PACTHY NANHEHTH CbC CHMITTOMATHYHA CHPAEYHA HEAOCTAThYHOCT, kKorato ACE
HMHXMOMTOPY HE CE TIOHACAT, WM NIPH TAUMEHTH ¢ HETMOHOCHMOCT KhM GeTa-0okeph, kaTo
JIonBIBAINA Tepanya kKum Teparusta ¢ ACE HHxuOUTOPH, KOraTo He € BbIMOXKHO [a C¢ H3NoA3BaT
MHHEPATKOPTHKOWIIHY PELICTITOPHH aHTAroHHCTH (mK. Touku 4.2, 4.4, 4.5 u 5.1).

4.2 [To3MpOBKa N HAYWH HA OPHIOKEHHE

Hozuposxa

XHIICPTOHHA
[Ipenopbusanara Ao3a Batcaprad € 80 mg €A BT AHEBHO. AHTHXHITEPTEH3HBHHAT ¢eKT € ACHO

M3pa3eH CleN 2 CEAMMLIM, a MakcHMaseH edekT ce mocTuTa ciies 4 ceaMuun. [Ipy naupenTo, Ynero

Maxkcumanso 10 320 mg.
Basnrensun Moxe ga 6b€ npunara eIHOBpPEMEHHO ¢ APYTH aHTHXMIIEPTER3MBHM
cpedcTsa (Bxk. Touku 4.3, 4.4, 4.5 u 5.1). JobaBaHeTo Ha AHypeTHK, HaNpHMeEp
OOWBJIHHUTENHO NIOHWKABA apTEPHATHOTO HAJIATaHe NPH Te3H NAl[HEHTH.
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Ipecen Muoxapnen undapkr

Ipu xiHBMYHe CTA0WAHH NAUMEHTH TEYCHASTO MoXe a O1Ie 3aNI04HATO B PaMKHTE Ha }2 yaca cief
MHokapauus uHbapkt. Cien HavaHa Josa oT 20 mg B2 ITLTH QHEBHO J03aTa Ha BaJcapTaH Tpabsa
Aa ce nopuin 10 40 mg, 80 mg 1 160 mg ABa MBTH AHEBHO B CCABAUNTE HAKOHKO CEIMHLH.
Hawannara qo3a ce ocurypsasa upes 40 mg aenumu TabneTkm.

HpynenHata MakcumanHa no3a e 160 mg gea et AHeBHO. [Ipenopbusa ce naupeHTHTE Na
AocTHrHat no3a ot 30 mg ABa ITHTH JHEBHO 3a ABE CEIMHIIH ClIe) 3aT0YBaHe HA NEYEHUETO, a
MPHLUENAHATa MAKCHMATHA 71033 OoT 160 mg npa I'bTH JHEBHO a ¢¢ NOCTHTHE 33 TPH Mecella B
33BHCHMOCT OT MIOHOCHMOCTTA Ha NauHeHta. Hpu noAra Ha CHMITOMATHYHA XHIOTOHNS WIH
HapyuweHHe Ha ObOpeunara dyHKIMA ciepa Ja ce 06CHAM NOKIKARAHE Ha J034Ta.

Bancapran Moxe [a ce IpHara npu MaIMeHTH, NeKyBaHu ¢ APYrH CpecTBa 3a JieYeHHe Ha
clleHH(APKTHH CHCTOAHMA, HATIP. TPOMOONHTHIIN, AlETWICATIHUMIOBA KucenHa, GeTa-6nokepw,
CTaTHHU M AuypeTHUM. Kombunaimsta ¢ ACE unxuburopu He ce npenophusa (Bxk. Touku 4.4 u 5.1).

OuerKata Ha MALAEHTHTE CAeK MAOKapACH MHGAPKT BUHATH TPAOBa J1a BKTIOUBA OLEHKA Ha
6nOpevnara GhyHkIHA.

CrprieyHa HeNOCTATBYHOCT

IpenoprupaHaTa HauanHa fo3a Ha BaicapTad e 40 mg aga meTH AHeBHO. [TopHMmAaRaHeTo Ha Jo3aTa
Ao 80 mg # 160 mg apa HETH nHeBHO TPAOBA Jia ce OCHLILECTRARA NIPes MHTEPBATH OT Haii-MaNKo JRe
CEIMHULH, /10 HAH-BHCOKATa 103& B 3aBHCHMOCT OT IIOHOCUMOCTTA Ha nalmeHTa. Creasa na ce obcram
TOHIDKABAHE Ha J03aTa HA BKIOYCHHA B TEYEHNETO QHYPETHK. MakcHMaliHaTa THEBHA 1033,
NpHnaraka B KIMHUMHM TIpoyqBaHus, € 320 mg B HEKONKOKpAaTeH MpHeM.,

Basicapran mosxe fa ce npunara ¢ Apyr# Teparii 3a ChpAeYHa HelocTaThaHoCT. Tpoiinata
kombuHauma ot ACE mixubutop, pancapran u Oeta-Gnokep Win kalui-chXpauasam QHYpeTHK obade
He ¢e npenopryia (Bx. Togku 4.4 n 5.1).

OueHkaTa Ha MALMEHTH CBC ChPACYHA HEOCTATHYHOCT BUHArK TPaGBa Na BKIIOYRA OIICHKA Ha
6BOpeuHaTa GyHKIMA.

ﬂonwﬂumeﬂua un@ogzmayux 3Q CREYUATHU 2PpYNU Rayiemu

NaupenTy p cTapuecka Bb3pacT
He ce nantara npomana B RO3MPOBKATa IPH NALMEHTH B CTAPYECKA BE3PACT.

BrnOpeuno vepeskaane
He ce Hanara npomsna B IO3UPOBKATA NPH BB3PACTHH MALMEHTH C KPEATUHHHOB KITHPBHC

> 10 ml/min (8. Toukn 4.4 w1 5.2). llpu nauyenTn ¢ 6u0peuno yepexaane (GFR < 60 ml/min/1,73 m?
eJHOBpeMeHhaTa ynoTpefa Ha BanicapTay ¢ ANUCKMPEH € NPOTUBOTIOKA3aHA (BX. TOUKa 4.3).

3axapeH nuafer ,
[Tpu naumenty che 3axapen iHadeT eqHOBpeMEHHATa ynoTpeba Ha BATIcapTaH ¢ aTTMCKHPEH €

MpOTHROTIOKA3aHA (BXK. TOUKa 4.3).

YepuonpobHo yEpekaane ‘
Bancapran e npoTHBONOKa3ay NPy NAUKREHTH C TEXKKO YEPHOAPOBHHO yBpexaane, SunuapHa uHposa U

TpH NALKEHTH ¢ XonecTasa (BX. Touky 4.3, 4.4 u 5.2). ITpu nanuentu ¢ nexo 10 yMepeHo
4epHOAPOGHO YEpexaane Oe3 XonecTasa, 103aTa Ha BAJICAPTAH He TpsORa Aa npepnmasa 80 mg,

Heduampyuna nonynayus

XUMepTOHUA IPH aeua

Aeya u wonowu na ev3pacm om 6 0o 18 z00unu
Havannara no3a € 40 mg peHBXK JHEBHO 32 Jena ¢ Tero nog 35 kg u 80 mg Bind,
¢ Terno 35 kg nnm noeede. Jlozara Tpabsa A2 ce KOpUIHpa B 3aBHCHMOCT OT TioR)
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apTEPUATTHOTO HANSAIAHE H MOHOCHMOCTTA. Moas, BIsKTe MaKCHMAIHITE J03H, NIpOy4eHH B XO/Ia Ha
KITHHAYHHATE H3NUTBaHAA B Ta0NHUATA NO-10NY.
Jlo31 Mo~BUCOKM OT ONMUCAHKTE He ¢a GHAN NPOoy4BaHH i NOPaaH TA2H IPHYMHA HE Ce MPETIOPLYBAT.

erno ' AKCHMATHA 4034, NPOYyHeHa B KIMHUYHUTE W3NHTBAHHA
> 18 kgao<35kg 80 mg
> 35 kg no <80 kg 160 mg
> 80 kg n0 < 160 kg 20 mg

Heya nod 6-zodwwuna avspacm
Hammynure panay ca onucanu B Toukn 4.8, 5.1 u 5.2.

Vnompeba npu neduampuynu nauuenmy na ebspacin om 6 00_18 zo0d0unu ¢ Gvipeuio yepexxdane
ViorpeGara npy neHaTpPU-HHM MALHEHTH ¢ KPEATHHHHOB KNBpLAC < 30 ml/min M nemaTpuysu
HalHEeHTH, TIOAJIOKEHH Ha XeMOJIMA/IN3a, HE € NPOYHEeHA W TIOPaay Ta3d MPHYHHA HE Ce MpelopsIRa
NPHIIATAHETO Ha BASICAPTAH MPH TaKkHBa nanHenTH, He ce M31CKBa KOPHrBpane Ha 1103aTa Npu
11eAHATPHYHH NAlMEHTH C KPEATHHUHOB KMHPERHC > 30 mi/min. br6peunara GyHrumg u HuBaTa Ha
CepyMHMSA Kanui TpAGBa ga 61aaT BREHMATENHO npocneyasanu (Bx. Toukd 4.4 1 5.2).

Ynompeba npu neduamputny nayuenmi ha 8x3pachi on 6 9o 18 zodunu c ueprodpobuo yepexcoane
ITonobuo Ha BE3PACTHUTE MALMEHTH, RAJICAPTaH € POTUBONOKA3AH NP METHATPHYHE IAUHEHTH C
TEKKO YepHoAPoOHO YBpexkRaHe, OHTHapHA IIMPO32 M IIANMERTH ¢ XonecTasa (Bxk. Toukd 4.3, 4.4

H 5.2). Ma orpann4eH KIHHUYEH OIMT ¢ ynoTpeGara Ha BancapTaH OpH ACAHATPHYHH NAUREHTH ¢
TIeKO 10 yMepeHo 4epHopoiHo yepesiiane. TIpy Takusa NalMenTH JO3aTA Ha BANCAPTAH He TpaGRa
Ja npesusasa 30 mg.

Cvpoeuna HedocmanibyRoCh U npecen MuoKkapoeH ungapkm npu deya

BanTeHsHH He ce MpenopsyBa 3a AeYCHHE Ha CHPJIEYHa HEAOCTATHYHOCT WK NPECeH MAOKApAEH
nxbapxT Npy jJeua 1 HOWN oA 1§ roxuHy, Nopaay MUNCcaTa Ha JAHHK 3a 6€30aCHOCTTa H
e(HKaCHOCTTA.

Hauwu na IpHioxenHe
BanTensun Moxe Ja ce NpyYeMa He3aBUCHMO OT TIpHEMa Ha Xpasa 1 TpalBa ja ce npHema ¢ Boja.

4.3 IIpoTupomokazaums

. CRPEXYYBCTBHTEIIHOCT KbM AKTHBHOTO BELLIECTBO WIN KBM HAKOE OT IOMOIHHHTE BEIIECTBA
ONUCAHK B TOUKA 6.
Texxko yepHonpobHo yBpeKiaHe, HunuapHa upo3a U xonecTasa.
Bropu u TpeTy TpUMECTEp Ha OpeMeHHOCTTa (BK. ToukH 4.4 1 4.6).
EnnospeMennaTa ynotpeba Ha BanTeH3uH ¢ aTHCKUPEH-ChABPIKAINY MPOTYKTH €
MPOTHBONOKA3AHA [IPH NAMEHTH ChC 3axapel Auadetr Had Gu6peyno yepexnane
(GFR < 60 ml/min/1,73 m?) (Bx. Touku 4.5 u 5.1).

. Aneprua kuM dbCTBIM WK cos. TIpeuucTeHOTO GBCTBUEHO MAC/IO MOKE A2 CHABDIKA
decThUeH NPOTEUH.

4.4 Chenuaiaau npexynpexacHns H apelna3Hi MEPKH IPH ynoTpeda

Xunepranpemus
EanospemedHaTa ynotpeba ¢ KammesH N00aBKH, KaHE-CHXpaHABalii JHYPETHIH, 3aMECTHTENN Ha

CONTA, KaJKH ChABPKAIIH WM JPYTH TIEKapPCTREHH UPOAYKTH, KOHTO OMXa MOT/IM /13 IOBHILAT HHUBATA
Ha Kanui (XenapHH H T.1.), He ce npenopbyra. CToifHOoCTHTE Ha KaJMA TPAOBa Ja ce MoK
CROTBETHO.

Hapvinena 61.6peuna dyvuxnys
Tonactosmem HAMa HATPYHaH OMUT OTHOCHO Ge3omacHara yiotpe6a npH nayme

3
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KIHpBHC < 10 ml/min 1 manueHTH NOATOMKEHH HA XEMOHATN3A, ITOPA/| Ta3H IIPUYHHA BaJICAPTaH -
TpaOBa a ¢¢ H3MOI3RA C MOBHIIIEHO BHHMAaHHE TPH TakMBa nanueHTH. He ce H3MckBa KopMrupaHe Ha
J03aTa NpH NALHEHTH ¢ KPEaTHHHHOB KIHpEHC > 10 ml/min (Bx. Touku 4.2 u 5.2). [Ipn nauuenTu ¢
O10peuno yepexnane (GFR < 60 ml/min/1,73 m?) e npoTHBONOKa3aHa eAHOBpEMEHHATa ynoTpeba Ha
AHTHOTEH3HH PELENTOPHH AHTATOHHCTH, BKTIOYMTENTHO BAICAPTAH, WIM Ha HKHXUOMTOPH Ha
aHTHOTEH3WH KoHBepTHpamus eH3uM (ACE HHXMGHTOpH) ¢ anHckupeH (Bx. Touku 4.4 1 4.5).

YeproapobHo yBpexaane o
[Tp1 nalHeHTH ¢ NeKo 10 yMepeHo yepHoapobHO yBpexaane 6e3 XonecTasa, BajcapTal Tpatpa 1a ce
HM3TION3BA ¢ IOBULIEHO BHUMaHHE (BK. TO4kH 4.2 1 5.2). '

HaumenTu ¢ HaTpHeR WM obeMeH NebHIHT

IIpu NalMEHTH ¢ TEKLK HATPHER WHIH 00eMeH JedHIMT, KATO Te3H, KOMTO MOJIYyYaBaT BUCOKH JO3H
JUYpeTHLH, B PEAKH CIYYaH Clie]l 3aN0YBaHe Ha TEpanus ¢ BAJICAPTAH, MOXKE /1a ¢& IOARH
CHMIITOMaTH4YHA XunoToHua. HaTpueBrat w/vmn 06GeMHHST RedUuuT TpaOBa 1a ce KOPHIHpa NpeaH
3aMouBaHe Ha JIEYeHHETO ¢ BANCAPTAH, HAIPHMEP Ype3 HaMalABAHE HA JI03aTa Ha JHYPETHLHTE,

CreHoza Ha OB0peuHa apTepus
INpy nauneHTH ¢ GunaTepanHa cTeHo3a Ha GLOPEeYHHUTE APTCPHH WIH NPH CTEHO3a Ha apTepuaTa Ha
enuHcTBeH 666pek, OesomacHaTa yrnotpeba Ha BalcapTaH He © YCTAHOBEHA.

KpatkocpoiHo NpUIToKEHHE Ha BAICAPTAH IPH ABAHANECET TIANMEHTH C PEHOBA3AIHA XUIIEPTOHHKA,
BCIIC/ICTBYC HAa €JHOCTpaHHa CTeHO3a Ha Ob0pevHaTa apTepys, He BOIH OO 3HAUUME MPOMEHH B
On0OpeuHaTa XeMoqUHAMHKA, CEPYMHHA KpeaTHHHH WiH HUBOTO Ha ypesTa B kpbeta (BUN).
HezapucHMO OT ToBa APYTH NEKAPCTRA, KOMTO TIOBTHABAT CHCTEMATA PEHHH-aHTHOTEH3HH, MOTAT 14
MOBHIDAT CTOHHOCTHTE HA KPLBHATA ypes U CEPYMHHs KPEaTHHUH TPH TAMEHTH ¢ €HOCTpaHHa
cTeHo3a Ha OpOpeunarTa apTepHs, MOPaaH KOETO Ce NPeNophsYRa NpocieaBate Ha 6b0peuHaTa
(YHKIMA [PH TIALHEHTHTE, JIEKYBAHH ¢ BaJICAPTAH.

BnOpeyna TpaHCTLIaHTALIS ‘
Jlo T3 MOMEHT HAMA HATPYNAH ONMUT 110 OTHOLUEHHE Ha Oe3onacHaTa ynotpeba Ha BAICApTaH OpH
[IAUMEHTH, PH KOHTO HACKOPO € H3BbpLIeHa Gb0pevHa TpaHCILUTaHTALMA.

ITbpEHYEH XHIEPATAOCTEPOHHIBM
TanHeHTHTE ¢ MBPBHMEH XHUNEPATAOCTEPOHUILM HE TPA0Ba 14 ¢e NeKyBaT ¢ BaJicapTaH, Thii KaTo
TAXHATA CUCTEMA PeHHH-dHTHOTEH3HH HE € aKTHRHpaHa.

AOpTHa H MUTpalIHa Knana cTeHo3a, o6cTpyKTHBHA XHIepTpodHIHa KapIHOMHONATHS

Kakro npu BCHUKH APYTH Ba30JHAATATOPH € HeoOX0AUMO 0coGeHO MOBUIIGHO BHUMAHHE NIPH
NalMEeHTH, CTPAAAILM OT a0PTHA HJIH MHTpalTHa CTEHO3a MITH OT 00CTpYKTHBHA XunepTpoduyna
kapauomuonaTis (OXKM). ‘

bpemenuoct
He Tpsa0Ba na ce 3anoura neueHue ¢ aHrvotensuH I peuentopuu Grnoxepu (APB) no BpeMe Ha

6pemennocT. OCBEH B CITyYaHTe, KOTaTO NPOABLKHTETHATA Tepanus ¢ APB ce npeuenu karo
HeoOXoaMMa, JICUeHHETO Ha MALIHEHTKH, KOHTO MIaHyBaT OpeMeHHoCT, Tpadea Ja Ohae 3aMeHEHO ¢
aJITCPHATHBHO AHTHXMIIEPTEH3HBHO ICYCHHE C YCTaHOBEH NMpodii Ha He30MmacHOCT 3a ynoTpeba no
BpeMme Ha GpemenHoct. [Ipn ycraHOBARaHe Ha GpemeHHOCT neyeHuero ¢ APB tpabea HesabasHo na ce
IIPpEyCTaHOBH M AKO0 € MOAXOAAILO [ ¢ 3al04YHe AITEPHATHBHO JieueHHe (BXK. TOMKH 4.3 1 4.6).

HQGCEH MHOK&pAEH HHQ&QKT

KoM6uHaUMATA Ha KanTONPHIT ¥ Ba/ICApTaH He 110KA3Ba JOTBTHATENHA KJIMHUYHA 10133, HAPOTUB,
PHUCKBT OT HEXEHAAHM PEAKIIHH C€ MOBHINABA B CPABHEHHE CHC CHOTBETHHTE TCPAITHH (B
" 5.1). Ilopaam ToBa He ce npenopLuBa KOMOMHANKATA Ha BancapTak H ACE nHxubu Q}PS
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Aa BKTIOUBA OlLieHKa Ha 650pednaTa hynxipis (sx. Touxka 4.2).

Vnotpebata Ha pasicapTaH MpH HAHEHTH CAe] MHOKapAeH HHPAPKT 4eCTO BOAM 0 TOHWKABAHE HA
apTePHATHOTO HAMATaHE, HO 0OHKHOBCHO HE Ce HANAra NPeyCTAHOBABAHE HA JIEYEHUETO TIOPATH
TpoIbbKaBalla CHMIOTOMATHYHA XHTIOTOHNA, aKO CE CMA3RAT HHCTPYKUHHTE 34 JO3HPAHE (B)K

ToYKa 4.2).

CrpaevHa HEAOCTATRYHOCT

PHCKBT OT HeskeNaHM IEKAPCTREHH PEAKUUH, 0COGEHO XMIIOTOHHKA, XUNEPKATHEMHS ¥ HAMAIABAHE Ha
616peunaTa hyHKIMS (BIIIIOUMTENHO OCTpa GHOpedHa HENOCTATEIHOCT), MOJXKE Ja Ce TIOBHMUIM, KOTATO
Banrensun ce wanonspa p xombunaups ¢ ACE nuxnburop. TIpu NalMeHTH ChC Chple4YHa
HEAOCTATBUHOCT TpoitHaTta komGHHanHa ot ACE unxuburop, Oeta Gnokep 1 Batremsuu He nokasea
KITHHUYHA monsa (BK. Todka 5.1). Tasu koMOHHAIMA BHIHMO NOBHINARA PHCKA OT HEXKEJTAHM ChOMTHSA
H CIIeIOBATENIHO He ce Npenophusa. TpoiHa koM6HHAaMA 0T ACE MHXHOHTOP, MHHEpaNKOPTHKOHIEH
pelenTopeH aHTAroHACT ¥ BajCapTaH CBIO HE ¢¢ Npenoprysa. Tesu koMGHHaumu Tpabsa aa ce
H3ION3BAT [10]] HAOMOJEHNETO HA CIIELMATIMCT M NPH YeCTO BHUMATENHO MOHHTOPHPAHE Ha
6B6pevHaTa QYHKIMA, ETEKTPOIMTHTE X KPBBHOTO HalATaHe,

HeobxommMo e noBHLIIEHO BHIMAaHKE NPH 3a0YBaHE HA TEPAIHS NIPH NAKEHTH CBC CHPALYHA
HEOCTAThYHOCT. OUEHKATA Ha TIALMEHTH CRC Chp/iedHa HeOCTATBUHOCT BUHATY TPSGBa a BKIIOUBA
oLeHKa Ha ObOpeyHaTa PyHKIMs (mx To4ka 4.2). -

VYiorpebata Ha BanTeH3HH NIPH NAaITHEHTH CBC ¢HPAeYHA HEJIOCTATRYHOCT Y€CTO BOAM JI0 H3BECTHO
cNaJaHe Ha KPBBHOTO HATAraHe, HO TIPEKBCBAHE HA TEPANIMATA NOPAIH IPONBLIKABAIA
CHMNTOGMATHYHA XUNOTOHUA 0GHKHOREHO HE € HEOOXOAHMO, IPH YCIOBHE Y€ Ce CI1a3BaT
HHCTPYKUHHKTE 3a Jo3upaHe (kK. Touka 4.2},

Ipu natmenTy, ynsTo 6EOpedHa GYHKUHA MOXKE J2 3aBHCH OT aKTHBHOCTTA Ha PEHUH AHTHOTEHIKH
aJOCTePOHORATA CHCTeMa (Halip. MAlHEHTH C TEXKa 3aCTOHHA ChPEYHA HEJOCTATEUHOCT),
neuendero ¢ ACE naxuburopu ce crbp3Ra ¢ QIMIypHa WK [IPOTPECHpalla a30TEMHS H B PEIKH
CTy4aH ¢ ocTpa OB6peyHa HeIOCTaTEIHOCT WHMK cMBpPT. Toif KaTo Bancapra ¢ anrdoren:un I1-
perienTopeH OI0Kep, He MOXKE J1a ce M3KLIOUH BLAMOMKHA BPBIKA HA ynotpebara Ha BanteHnsus ¢
yBpexaane Ha 60peunata GpyHKLs.

ACE upxudurops # anrnoTensut Il-petienropuu 610kepi He TpaGBa Jia ce M3MIOM3LAT €1HOBPEMEHHO
NP TIALMEHTH ¢ JuabeTHa Hedponarid.

AHaMHe3a 33 aBCHOENIEM

[Ipn naukeHTH, NEKYBaHY C BATICAPTAH Ca JAOKIAJIBAHY CiIyYau Ha aHrioeJeM, BIUTIOUMTENHO OTOK Ha
JIapHHKCA M TIOTHCA, KOETO BOAU 10 OGCTPYKIMA Ha AUXATeTHHTe MBTHILA WHITH OTOK HA JIMLETO,
YCTHHTE, (papHHKCA W/WIK €3MKa; HAKOW OT Te3H NAUMEHTH IPeIy TOBA Ca MONY4aBall AHTHOEAEM OT
Apyra nexkaperea, BxnouuTenso ACE nixuburopu. 1IpH nauyeHTH, KOUTO NOTYYAT aHTHOEAEM
ynorpebata Ha BancapTaH Tpabea he3abaBHO Ja ce NPEYCTaHOBH U BajicapTal He TpabBa aa ce
[Iprara nogTOPHO (BXK. Toka 4.8).

L[Boiino Snokupare Ha cUcTeMaTa PeHUH-AHTHOTEH3HH-a1ocTepod (RAAS)

Hma nannu, ye ¢nnoBpeMenHara ynorpeda Ha ACE unxubutopu, asruorensud l-penentopun
Gii0KepH UnK ATHCKUpPeH NMOBHINABA PUCKA OT XHIIOTOHHS, XHIIEPKANMEMES H HAMAIABAHE HA
OnOpeynata GyHKIMA (BKIKOUHTEHO 0cTpa Op0peuHa HelocTaThunocT). [Topaju ToBa He ce
npenopbyka oo Gnokupane Ha RAAS upes komGunupasata ynotpeba Ha ACE nuxuturopwu,
aHrnoTedsul [[-pelentopuy Gnokepn nid anuckuper (Bx. Touku 4.5 u 5.1).

Ako ce npeuenn, de Tepanuata ¢ ABoliHO O10KMpaye € abcoMoTHO HEOOXOHMA, T
CTaBa CaM0 107 HabIIoAEHHETO Ha CNENUANNCT | JiPH 4eCTO BHUMATEIHO MOHHT
6p0peunarta GyHKUHA, CASKTPOAUTHTE H KPHBHOTO HAJIATAHE.

NO12



ACE unxubiTopy M auruoTensun Il-peuenTopny Gloxepy He TpAGBa & ce HINOM3BAT €AHOBPEMEHHO
HpH nauHenTH ¢ AabeTHa BedponaT.

Heo6xonmMo ¢ noBLIeHo BHUMAHHE NIPH €{HOBPEMEHHO TIpHI0KeHHe Ha AP, skimounTtenso
BaJICapTaH, ¢ APYrH cpeacTra, bnoxupaim RAAS, karo ACE unxubutopn uim asickuped (Bx.
Touku 4.3 n 4.5).

Ennoppemennara ynorpeba Ha aHTHOTEH3WH pelenTopHu aHraronictd (APB), sxmouurenso
BANCAPTAaH WIH HA HHXHOMTOPH Ha aHTHOTEH3HH-KoHBePTHpayg eH3HM (ACE nuxuburopn) ¢
ATHCKMPEH NP NALMEHTH Che 3axaped nuaber Hmi 6u6peyHo yBpexaate (GFR < 60 mY/min/1,73 m?)
€ IpOTHBOTIOKA3aHa (Bxk. Touku 4.3 u 4.5).

Hleduampuuna nonyrayus

Hapyinena 6n6peuna dyHxuus

Vnorpebata npy neaHATPHYHH NAUHERTH ¢ KPEATUHUHOB KIMPBHC <30 mY/min i neauatpudnn
HAUMEHTH, TOMIOKEHT Ha XeMOAHANTN3a, HE € TIPoyHeHa M TIOPaTd Tasd PHYHHA HE C& Npenopbusa
NIPIWIAraHeTO HA BANICApTaH IpY TakHBa NaltmeHTs. He ce M3KCKBa KOPHrupaHe Ha JO3aTa NpH
NeJIMATPUHHM NAIWEHTH ¢ KPEaTHHUHOB KNUpBHC > 30 mi/min (&x. Toukd 4.2 u 5.2). Bsbpeunara
$yHKIMA ¥ HEBATa Ha CEPYMHUs Kanuii TpaGea fia GBAaT BHMMATENIHO TPOCTEAARAHM NIO BPEME Ha
ICUEHHETO C BaACapTaH, 0Cc0HeHo KOTaTo BANCAPTaH ¢¢ NPUIAra NIPH HATHYUE Ha JPYTH ChCTOAHHA
(Temmeparypa, nexuapaTaliA), KOUTO MOraT Aa NpeM3BHKAT HapylueHue Ha 656peyHaTa GyHKIMA.
[Ipy namyenTy ¢ 686peuHo yepeskaane (GFR < 60 ml/min/1,73 m?) e npoTuBonokazana
ENHOBpeMeHHATa yroTpeba Ha aHTHOTEH3MH perenTopHM anTaronucty { APB), sxmounTtenno
rasicapTad Wim Ha ACE nuxuGuropn ¢ anuckupes (Bx. Tousu 4.3 u 4.5).

Hapy1uesna qepHoapobna dyHRUIHA

Hoao6Ho Ha BL3PACTHHTE MTALKMEHTH, BANCAPTAH € MPOTHBOMOKA32H NPH NeJRATPHYHH TaLMEHTH ©
TEXKKO YepHONpobHO yEpexKiane, OHIMapHa UPO3a M NALMEHTH C XonecTasa (BX. Touky 4.3 u 5.2).
Vma orpaumved K THRIYEH OIUT ¢ YNoTpebara Ha BANCAPTAH NPH MEIHATPHYHHA TALMEHTY C JEKO 10
YMEPEHO 4epHoApodHO yBpexkaatie. [Tpy TakHBa NaUMEHTH A03aTa Ha BAICapTad He TPAGBa na
npepnmaka 80 mg.

To3n nekapcTBeH NPOIYKT ChALPIKA J1aKTO34. IlaUHEHTH ¢ PEAKH HACTIEACTBEHH NPpobaeMH Ha
HEMOHOCHMOCT KbM FaNaKTo3d, TLJIEH NAKTa3eH JAethHUUT WK [TIIOK030-TanakTo3Ha ManabeopGius He
TpaAGBa 1a MpUeMaT ToBa NEKaPCTRO.

JexapcTseHUAT NPOAYKT ChABPAKA JEIMTUH. AKO NIALFAEHTBT HMa CEPLXUYBCTEHTENHOCT KbM
dBLCTHUM WK COA, TOBA NEKAPCTBO HE TPAOBa Jja ce u3loNn3ga.

Topa nexapeTeo ChIbpKa No-Maiko o1 1 mmol Harpuii (23 mg) B exHa TabneTka, T.e. MOXE Aa ce
Ka&Xe, de MPaKTHICCKH He CHABPKA HaTPHii,

4.5 BsaumopeiicTBHe C APYTH JeKAPCTEEHH NPOAYKTH H APYTH GOPMHA HA B3aRMOAeHCTBHE

Heotino Oaoxupane na penun-aveuomensun-cucmemama (RAAS) ¢ APE, ACE wnxubumopu wiu
anuckupern:

Tpu naunenTy cbe 2axapen auaber win 6x6peuno yepexiane (GFR < 60 ml/min/1,73 m?) e
TIPOTHRONIOKa3aua (Bx. Touky 4.4  4.5) egHospeMeHHaTa ynotpeba Ha aHINOTEH3UH PELENTOPHU
anrarouucTd (APB), BkmounTtenso pancaprad Wik Ha ACE uHXu6uTopH ¢ anuckdpeH (Bx. Touku 4.3
u4.4).

annoctepoHosata cuerema (RAAS) upes xomburHupaHnata ynotpeba na ACE
anruotensuH [i-penienTopuu 6OKepH HIH ATHCKUPEH Ce CBBHP3IBA C NI0-BHCOKA/Y
CHOMTHSA, KaTO HAaNpUMEp XHIIOTOHHS, XHIiepKaIHeMus ¥ HaMa/lsBaHe Ha Gu0pe
{BKTIOYHTERNHO ocTpa OBOpeYHa HENOCTATHYHOCT), B CpaBHEHME C YIIOTpehaTa &4
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CpeacTBo, AcHcTRAMO BBpXY RAAS (Bx. Touku 4.3, 4.4 1 5.1).

He ce npenopvvea eonospemenna ynompeba

Jumuii

O6parumo MoBKIaBaHe Ha CEPYMHHTE KOHLEHTPALNHE Ha JNTHA M TOKCHIHOCT ¢a ChoGILeHH MpH
eaHospeMennara ynorpeba ¢ ACE naxnGuroph. [lopaay nuncarta Ha ofkT OT eAHOBpEMEHPA
ynorpeba Ha BajicapTaH W JIMTHIL, Ta3K KOMOWHALIMA He Ce TpenophyBsa. IlpenopbyBa ce BHAMATETHO
ClleIEHe Ha CEPYMHMTE HHRA Ha JINTHIH, aKO ce NPeUcHH, Ye KoMOMHALMATA ¢ HeoOXoInmMa. AKO ce
NpUnara  AMYpeTHK C¢ PEAToNara, 4e pHCKLT 0T IMTHEBA TOKCHUYHOCT MOXe 14 Grie
JOIBAHUTEIHO HOBHILEH.

Ranuit-coxpanagaugu ouypemuyy, kanuesu Q06AeKU, 3aMeCmumen #a conma, chOuprcaiyi Kanuil wi
opyzu cyGemanifiey, KOume buxa Mo 0a ROSHINOM HUBAMA HA KA

Ako ce npeneny, ye e HeoOX0UM NIeKapeTseH NPOJIYKT, KOMTO 3aCAra KATHEBUTE HHBA B KOMOHHALINA
¢ BajJCapTaH, NPenopbuBa ce crieieHe Ha MTaMeHHTe HHBa HA Kanui,

Jcobeno SHlMARIE Ce UIUCKEA RPU ONDBpeMERtY Ynompeba

Hecmepouonu npomusosvsnarumennu cpedcmea (HCHBC), exmovumenno cenexmusnu COX-2
UHXUDUMOPH, auemWICATUYHTOSA Kuceuna > 3g/oneano u necerexmueny HCIIBC

Koraro anrunorensun Il perenropnure 6nokepy ce npunarar eanospeMenno ¢ HCTIBC, moxke aa ce
nabnogasa oTcnabeane Ra aRTAXUTepTensurHusg edert. OCBeH TOBa, €AHOBPEMEHHATA YnoTpeGa Ha
anruoTeH3uM [I penenropun anraronucti 1 HCTIBC, Moixke aa aoBese 10 MOBHILEH PHCK OT
srowmasane Ha OL6peuHaTa GyHKUHA H NOBHIIABAHE HA CepyMENS Kanuil, Tlopaad ToRa ce
npenopedRa fipocieaBanHe Ha GEOpeynaTa GYHKILHS B HAYANOTO HA TEYEHUETO, KAKTO W aIEKBATHA
XHApaTauHg Ha NallueHTA.

Tpancnopmepu

M BUTPO AaHHH MOKA3BAT, Ue BAICAPTAY € CyDCTpaT Ha TPAHCTIOPTEPH 32 HEPHOAPOOHO 3aXBalane
OATPIB1/OATP1B3 u Ha uepsonpoGHua euiyke Tpanctnoprep MRP2, KnunnuHoTo 3navenye ya
TA34 HaXO/IKA HE € M3BECTHO. ENHOBPEMEHHOTO PHICKERHE Ha HHXMOHTOPH Ha TPAHCIOPTEPHTE 38
3axBaliade (Hanp. pHQamMeH, UHKIOCTIOPHA) WIM Ha ehnyke TPAHCNIOPTEPHTE (HAIp. PUTOHABKD)
MO3KE 14 fIOBHIIM CHCTEMHATA EKCNIO3HNMS Ha BajcapTad. [Ipeanpuemere moxoasiis rprxH npu
32MOYBAHE WK NIPEKPATABAHE HA CHITBETCTRAMIO NIEYMEHHE ¢ TAKHBA NEKAPCTRA.

Hpyzu

Ipu npoy4raHu 3a NEXAPCTBEHO B3AUMOEACTBUE C BAICAPTAH HE CA YCTAHOBCHH K/IMHHUHO
3HAYHMU B3AHMONEHCTBYS ¢ BANICAPTAH WK HAKOE OT CIIE[HUTE BEIECTBA: HMMETHIAMH, BaphapuH,
Dypo3eMua, JTHTOKCHH, ATCHONON, KHAOMETALMH, XHAPOXJIOPOTHA3N], AMIOAKIIMH, ruGeHKnaMun,

Heouampuuna nonyvaayns

Hpu nevenne Ha XMNEPTOHUS IPH iCUA W IOHOIIH, IIPH KOHTO 4€CTO IThTH HMa # ITOIeKalla
616peuna naToIorus, ce GPENophYBa NOBKUIIEH0 BHHMAHHE IPY EQHOBPEMEHHO NIPMIIATAHE HA
BICAPTAH C IPYIY BEUMIECTBA, KOHTO HOTHCKAT PEHUH-AHTHOTEHAMH-AIJIOCTEPOHOBATA CHCTEMA 1
MOFaT Ja ROBEAaT AG NOBHUIaBAHE Ha HHBATA HA cepyMHus kanuil. BrOpeudara GyHKuHs H HHBaTa Ha
cepymBHs kanuil Tpabga ga GbIaT BHUMATENHO HPOC/IeAIBAHH.

4.6 PeprTHaarer, GpeMeRHOCT H KhpMeHe

Bpemennoct

Vnotpebara Ha anruorensuH Il peuentopru anraronctn (APB) ve ce npenop \{m
TPUMECTBP Ha OpeMerHocTTa (Bi. Touka 4.4). Ynotpebara va APB e npotueg, A
H TPETHA TPHMECTBD Ha GpeMeHHOCTTa {BK. ToukH 4.3 1 4.4).

EnuneMuonoruyyire AafHHH 332 PHCKA 0T TEPATOICHHOCT CIE CKCTIO3HIIHA H
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TLPBUA TPUMECTHP Ha OpEMEHHOCTTA He Ca OKOHUYATC/HH; HEZABHCHMO OT TOBA HE MOMKE 1 C&
U3KITIOYH eKO MOBHIIEHHE Ha PHCKA. Benpexy, de HAMA XOHTPOITHPAHH eKACMHOAOTHYHH JaHEH 33
prcka oT APB, nogoben puck Moxe fla ChIECTBYBA IIPH TO3H Kiac AeKapcTBa. OCBEH B ciyuail e
TepamisnTa ¢ APB ce nperlenaBa KaTo MHOPO BaXkHa, TALWEHTKATE, KOHTO IWIaHyBaT GpeMerHOCT,
TpabBa J1a NIPeMUHAT Ha ATTEPHATHRHO AHTHXMITEPTEHIHRHO IEYEHIE C JOKA3aH NPOhUn Ha
be3zonacHocT 3a ynorpeSa npu 6pemensoct. [Ipi ycranorsasaune na 6pementocT, neuennero ¢ AP
TpaGEa na ce MpeyCcTaHOBN HE3a0ABHO M [IPH HeOGXOAMMOCT A2 Ce 3aN0OUHe ANTEPHATHRHA TEPAHA.

H3secTHO €, Ye eKcTo3RUEATA Ha Tepatina ¢ APB 1o BpeMe Ha BTOPHS ¥ TPETHA TPHMECTED Ha
GpeMeHHOCTTa, IPHUKHARE (eTOTOKCHHHOCT PN Xopa (ToHmwKena Sropeana dyHkims,
OMUrOXMAPAMHHOH, 380aBeHa OCH(HKALA Ha Yepena) ¥ HeOHATATHA TOKCHUHOCT (6h6peuna
HEOCTATHRIHOCT, XHIIOTOHHA, XHUIIepKanyieMus) (B, ChLIO To4Ka 5.3).

B criyuaii Ha excnosuuns Ha APB criefi BTOpYsS TPHMECTBP Ha GPEMEHHOCTTa ce NpenopLIBa
YATPA3BYKOBa NpoBepKa Ha OpOpeuHaTa GyHKUWH 4 depena.

Hosoponenn, auuro mafike ca npuemanyt APB, tpabea na 6521 BHMMaTenHO HaGIIO/1aBaHH 33
XMITOTOHHA (BXK. CBINO TOUKE 4.3 o 4.4).

Kunpmene
Hopa;m NHIIcaTa Ha a8 OTHOCHO )mOTpeSaTa HA na.rlcap'rau  1{s] BpeMe HA K’bpMeHﬁ, HpHeM’BT Ha

BAJICAPTAH HE Ce NMPENOPBYBA, a Ce NPeINOYUTA aNTePHATUBHO NIEYEHHE ¢ 10-J08pe yCTaHOBEH
mpodun Ha 6e30MIaCHOCT IO BPEME Ha KbPMEHE, 0C00EHO NMPH KEPMEHE Ha HOBOPOAEHO HIM
HegoHoceno bebe.

Peprinurer
Bancapran HAMa HEeXenany ehekTH BEpXY PETPOAYKTHBHATA CHOCOBHOCT HA MEKKH W IKEHCKH

TUTLXO0BE TIPU NIPHEM Ha lepopainuy Ao3u Ao 200 mg/kg/nes. Tasu n03a € 6 WBTH NO-BHCOKa OT
MaKCHMAITHATA NPETOPHUBaHA X03a TIPH XOpa, ONpe/ieaeHa Ha 6asza mg/m? (M3UKCTEHHETO ¢ 32
nepopanna 1o3a ot 320 mg/aen # 60-xunorpaMoB nauenT),

4.7 EdexrtH BbpXy ciocofROCTTa 33 Wwodupane u patoTa ¢ MANHHE

He ca nposexczany npoyusaHus 3a eeKTHTS BHPXY CIOcOOHOCTTa 3a odupane. Tpabea na ce uma
nIpeasHA, ye nph mobHpane v paboTa ¢ MAIHHE € BH3MOKHNO NOHAKOTrA A4 HACTHNST 3aMaAHOCT WIH
yMoOpa.

4.8 Hexenaun JEKAPCTBEHN PCAKGAH

B xouTponupans KIMHEYHK MPOYYBAHHA APH BE3PACTHH NAUVMEHTH ¢ XUNEPTOHHA 0B1aTa HeCTOTa Ha
HexenaHn peakuud (HAP) e cpapHuma ¢ Tasy nipy mnane6o U e B chviacye ¢ GapMaKOIOrHMHHA
npodua Ka Basicaprad. Yectorara Ha HJIP He e cBbprana ¢ 103aTa WK IPOALIKATENHOCTTA HA
NEYEHUETO, & CHUIO TAKA HE NOKA3BA BPL3KA C MOJIA, BE3PACTTA UM PACATA.

OcnoBany Ha KNMBHYHH NPOYYBAHMA, TIOCTMapKETHHIOB ONHUT ¥ JlaboparopHy pesyaraty HJIP ca
H36pOEHH YIO-JI0J1Y CHITIACHO CHCTEMO-OPTaHHATA KIIaCHQHKAUHA,

Hexenanute peakuy ca noApesIeHy 110 2eCTOTA, KaTO HAM-YECTUTE Ca IBPBY, CIOPE] CNEHATA
KOHBEHIMA: MHOTO wecTd (& 1/10); yectu (> 1/100 a0 < 1/10); HeuecTH (2 1/1 600G go < 1/100); penxu
(= 1710 000 no < 1/1 000); Muoro peaxat (< }/10 000), ¢ HenssecTHa uecToTa (OT WIMHHHHHTE JaRHH
He MOke Aa OBAC HaNpaBeHA OLEHKA HA YEeCTOTATa),

IlpH BeAko TPYIIMpane B 3aBUCHMOCT OT YECTOTATA, HEXEIIAHUTE JIEKapCTBEHH pea
B HH3XOAAIR PeA 110 OTHOINECHHUE HA TAXHATA CEPUO3HOCT.

3a scwukn HIIP, chobinenn ot NOCTMAPKETHHIOBUA OMKT H 1aGopaTOpHATE Ha
Aa ce NPUI0KH HYUX0A yecTota Ha HJIP v nopanu ToBa Te ca ynoMeHaTH ¢ ,HeH
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. XHIOEPTOHNS

Hapymenns Ha KPLETa H ARMJHATA CHCTeMa

C HeM3pecTHa decToTa  |[loHMKEH XEMOTrIODHH, NIOHIKEH XeMAaTOXPHT, HEYTPONEHUS, TPOMOOLIATONEH S

{Hapymiensa Ha MMYHRAT2 cHCTeMa
C nerzpecTHa YecToTa  [CBPBXMYBCTBUTENHOCT, BKIFOYHTEIHO ¢CepyMHa 6onect

ApYHieMHus Ba MeTab01H3Ma H XpAHEHETO

IC HeW3ReCTHA HecToTa |[[IOBUIIEH CEpyMeR kaunii, XHIORATPHEMY A

ApyUmIeHWs! Ha YXOTO H J1aGHpHHTR
HeuecTu [CreTopnprex
ChIORM HADYIICRHS

C Heu3BECTHR HECTOTA ~_|BacKymuT
PecnapaTopiin, IPLARA B MeAHACTHRAJIHH _Hapymenus

Heuectn _Kamnwa
CTomamno-upesEy RapymieHns
HeyecTn [Kopemua Gonka

XenatoOnMapau Hapymenns

C HewspecTHa yecToTa  [[lOBHINICHME HA OKA3aTEIHTE 33 YePHOAPOOHa GYHKUMSA, BITIOUHTETHO
MOBHIIABAHE Ha CePpYMHMA Gwinpybun

APYUICHNS BA KOKATA H MOJKOKHATA THKAR

IC Hen3BeCTHA yecToTa  |AHIHOeaeM, oGpHB, CHpBeX, GyTIo3eH AePMATHT

[Hapymenus sa MycKy.JIHo-CKeJIeTHATA CHCTEMA ¥ CHENHHHTEHATA THKAY

C HeHM3BeCcTHA quToTamnmrm

Hapymenna na 6n6penaTe H NAKOTHHTE MLTUINA

C HeuzBecTHa wecToTa  [BuOpeuna HEROCTATRYHOCT M YBPEXKIAHE, [I0BHILABAHE Ha CEPYMHHS KPEATHHUH

Obmu papymenns i epekTh HA MUCTOTO Ha UpHicKeHHe
Heuectn {Vmopa

[leduampuyna nonyaaus

XHIIEPToaNA

AHTHXNNEPTEH3UBHUAT €eKT Ha BATCAPTAH € OUCHER B XOAa Ha JIBe PAHAOMM3NPAHH, NROUHO-CIIENH
KIUHWYHE MPOYYRaHHs (BCAKO OT KOHTO NOCIEABAHO OT NEPHO] HAa YABLKABAHE WK OT NPOYYBAHE) H -
€QHO OTKpuTO mpoy4sane. Tesn npoyyranus BioTOYRAT 711 neanaTpHUHK aUKEHTH Ha BB3PacT OT

6 no noa 18 romusn cvc wm Hez xpornudo GuGpeunio 2abonaeane (Xb53), ot xouTo 560 nanuenTy
npaeMar Baicaprag. C M3rmoueHye Ha H30NMPati Cydad Ha CTOMaUIHO-YPEBHY HAPYIIEHHA (KaTOo
KopeMua 6onka, rajieHe, NOBPHILAHE) H 3aMagHOCT, HE A YCTAHOBEHH 3HAYMMM PA3IMUMs BBE BH/A,
YECTOTATA W TEXKECTTA Ha HEXCTAHHTE peaxumy, HabJloiaBaHN NPY NeAUATPHYUHN TALHEHTH HA
BL3pAcT oT 6 10 non 18 rogusy 1 Te3y, CHoGIEHN NPEeAy TOBA IPU Bb3PACTHU MAUCHTH.

Ouenkata na HEBPOKOTHUTHBHUTE (YHKLUMN U PA3BHTHETO Ha NEAHATPHYHM TAIMENTH HA BBIPACT OT
6 10 16 ro/uBEK, KaTO LAN0 He [TOKA3BA HAKAKBO KIHHHYHO 3HAYMMO HeOIaronpUsTHO NORIMARAHE
NIPH NICYEHNE C BAJICAPTaH B NPOIBLIKEHHE Ha €AHA TOAHHA.

ITpoBenen e cOopen ananys Ha NaHHHTE OT S6( NENUATPHYHY HALHEHTH C XHIEPTOHMA (Ha BH3pacT
6-17 roaunpy), NpueMally KM MOHOTEpaNHsA ¢ BancapTaH [n=483} uan komMOuskpana
aHTHXMIEPTEH3INBHA TEPaNka, BrTtouBatiia paincapral [n=77]. Ot 560 naunentu 85 (15,2%) ca Gunu
¢ XB3 (w3xomua GFR <90 ml/min/1,73 m?). O6mpo 45 (8,0%) nauyienTy ca npeycTanoBy
POY4BaHETO opads Hexenanm cubutia. Obuo 111 (19,8%) naunenTn ca nonyq j
nekapcreena peaxnms (HIIP), ¢ rmaoBonue (5,4%), 3amasdoct (2,3%) 1 xutepxan 4
Ilpy nanuenrure ¢ Xb3 Haii-uecture HIIP ca xunepkandemua (12,9%), rnasobon (
NOBMIUEHNE Ha KpeaTHHHHA B KphBTa (5,9%) 1 xumoTonua (4,7%). [Ipn nauue}ml e e
uecture HIIP ca 6unu rnasoboane (5,1%) n zamasnoct (2,7%). Hexenanurte nexag
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ca HaGmoNaRaHH HO-YECTO IIPA NALUHENTH, IPHEMAILY BANCAPTAH B KOMOHHALMS C IPYTH
AHTUXHITEPTEHIHBHHM 1EKAPCTBA, B CPABHEHHE © BAICApTaH CAMOCTOATENHO.

AHNTHXMNEPTeH3UBHMA eexT Ha BafcapTan NPH Aela Ha BH3pacT ot | 4o 6 roJuHM e OLEHEH B TPH
PaHIOMH3MpPaHH JBOHHO ClENH KIMBHYHH HPOYUBAHHA (BCAKO IOCTENBAHO OT NEPUO/ Ha
yaemkapade). B mepeoto npoyusane npu 90 Jeua Ha B3pact oT 1 no 6 ronunn, ca waSmogasasiu Asa
CMBPTHH Clly4as H {30JHPAHH ClyvaH Ha M3Pa3eH0 NOBHIaBane Ha YePHOAPOOHHUTE TPAHCAMHHA3H,
Cry4ante ca HabironaBati B IONYJIANKA ChC 3HAYUME CBHITRTCTSAINY 3abonsBanua. [Tpyannno-
ClleiCTBEHa BPE3Ka ¢ YNoTpebaTa Ha BancapTaH He € ycraHoBeHa. B asete nocaeasamm npoyusanys |,
B KOHTO ca panaoMu3upann 202 netia Ha Bb3pact ot | 20 6 roguun, He ca HabMONABAHM IHAUNMK
NOBAMICHUA Ha YEPHOAPOGHHTE TPAHCAMHHA3H, HITO CMBPTHH CITy4ak [IPY JIEUEHHE C BATCAPTAH.

[Iposenen ¢ c6open anaamz Ha JasHuTe 0T 202 NEIMATPHUHY TIALUMEHTH ¢ XHITEPTORHSA (Ha BBH3pacT oT
1 go non 6 roxHy), KATO BCHUKM NALKEHTH Ca MPUEMANH BAJCAPTaH KATO MOHOTEPanHs B JBOAHO-
ciaenuTe nepHoin (C M3KMIOHEHHE Ha Iwianelo nepuona Ba oteemade). O Tax 1 86 nanuenTy
NPOIBKABAT YUACTHETO CH WIIK B MPOARKEHHETO Ha IPOYYBARETO, WY B OTROpeHH nepuol. OT
202 narwenty, 33 (16,3%) umar XBb3 (u3xoano eGFR< 90 ml/min). [Tpes apoiiso-3acienecHns
TIePHO/, ABAMA malMeHTH (1%) ca NpexpaTHIN YJacTHE MOPaIy HEXETAHO CEOUTHE, a [1pe3 OTKPHTHA
TIEPHOJL WTH NPe3 HEPHOMA HA TIPONL/DKEHHE HA TIPOYUBAHETO, YSTHpHMa NaLiHeHTH (2,1%) ca
IpekpaThIN yJacTHe niopaay Hexenano cabutue. Ipes agoitto-sacnenenus nepuoy, 13 (7,0%) ot
DalUHeHTUTe ca u3nuTanu none exna HJIP. Hait-yecture HJIP ca nospsmane n =3 (1,6%) w qmapus
n =2 (1,1%). Enua HJIP (anapua) ¢ nabmonasana B rpyna ¢ Xb3. B oreopenns nepyog 5,4% ot
naupentare (10/186) ca usmurany none emia HIIP. Hail-uecrara HIIP e namanen anetwr, koeto ce
crobiaBa ot apama nauvenTH (1,1%). B nroifHo-3acnenedns mepHod ¥ B OTBOPEHHA NEPHOJ c&
CBODLIARA 32 XUIIEPKAIMEMUN 32 €/IHH NTALMEHT BLE BCeKH nepron. HaMa cryuan Ha XHITOTOMMA HIH
BHEHE HA CBAT B IBOHHO-3aCACTICHUS MIEPHOA HTH B OTBOPESHHA NIEPHON.

Xunepkanvemus ce HabMmoRaRa NO-4eCTO NPY Jelia ¥ YOHOWNK Ha BbapacT oT 1 4o mox 18 rogunu ¢
MoAnexamae xpoauyHo 6x6peyno sabonseane (XB3). PUCKBT OT XUnNepKaTHeMua Moxe fa 6uae no-
BHCOK TIPH J€lia Ha BB3pacT OT | 30 5 roJiuHu B cpagHeHHe ¢ Aena Ha Bu3pact oT 6 Ao noAa 18 ronqunu,

TipodunnT Ha HezonacHoct, HalIr0IaBaH IPH KOHTPOIMPAHH KIHEHYHY IPOYUBAHHUA [P BL3PACTHH
NAUMEHTH CIIEH MHOKAPACH HAGAPKT WM CLC CHPIIeYHA HEAOCTATLYHOCT, C& Pa3/uyasa oT
UANOCTHEA npodia Ha He30NacHOCT NPY NAUMEHTH ¢ Xuneprodda. ToBa Moke A2 € CBBP3aHO C
apHApyKaBamoro 3abonapaie Ha nauventa. HIIP, kouro HacThBAT NpH BR3pacTHY NAllHeHTH Ciel,
MuoKapaen HHBAPKT WANH PY IALMEHTH CBC ChPACYHA HEZOCTATHUHOCT, €A H3BPOEHN MO~HONY:

. Cucrosdye cnea MHoKapAeH HAQAPKT WK chpieyHa HeNOCTATHUHOCT (NPOYYBAHNY CAMO
NP BBAPaCTHH DaUHSHTH)

(HapyuieHHs Ha KPBBTA B IHMPHATA CHCTEMA
C neuspecTHa vecToTa  [TpomGounToneHus
apynienHsa Ha HMYHHATA CHCTEMA
C mensBecTHA YecTOTA anbquncmmmuocn BITIOHHTERHO CepyMHa GonecT
{Hapywienast Ra MeTabo.1n3Ma B XpaHEHETO ‘
Heuecty IXHTIEPKATHEMUS]
C HEH3BECTHA YECTOTA [ToBHLICH cepyMeH Kanui, XMIToHaTpHEMUs
apymieans Ha HEPBHATA CHCTEMA
YecTn aMalieane, 3aBUCCIIO OT MO34Ta 3aMaiiBaHe
eqYeCTH (CuHKon, riaeoboaue
apynieHHs Ha YXOTO M JabupHuTa
Heuectn _ICaeropppres
IChpaedHn HAPYIMEHUsH
eHMecTU |Crpredna renocrarsunoCT
IC110BH HAPYUICHHS
guUeCTH [XHOOTOHHA, OPTOCTATHYHA XMIIOTOHHS
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IC neusbecTHa uecToTa  [BacKymHT
[PecnupaTopud, rPbAHHE H MEARACTEHANHN AAPYMEARS

Heuectn ]Kaumnua
CroMamno-apeBEA HAPYHICHHA
HeuecTu fl“a.ue}le, AviapHs
XenaToOumapuu Rapytuens
C Hen3BecTHa YecToTa {loBHIIeHHE Ha NOKA3aTENUTe 32 YepHOAPOOHa (GyHKUHA
Hapyenus Ha KOXKaTa 0 HOAKONKHATA THKAH
Hedectu JAnrunoenem
IC HeH3IBECTHA YeCTOTA O6pHs, cepbex, Oynosel gepMaTut
APYUICHHUS B MYCKY/IHO-CKE/IETHATA CHCTEMA H CHEINHNTEIHATA THKAH
C Heu3ReCTHa YeCTOTA Muanrus
apyuieHus Ha On0pennTe B PHKOYNATE METAIA
Hecru GR0pevHa HEOCTATHLYHOCT U YBPEIKIAHE
Heuectn OcTpa 656petHa HEAOCTATEYHOCT, IOBUIIARAHE HA COPYMHUA KPEaTHHHH
C HeW3BECTHA UeCToTa NTosdieHHe Ha YpeaTa B KDBRTA
O6ma Hapymenna v ¢pexTH HA MICTOTO HA BPHIGKERHE
Hegecrn _ |AcTenns, ymopa

Crofuasane Ha IMONOIKPAHE HEKETAHH PEAKIH

CpobuiaBaHeTo Ha OJO3MPARM HEXKEJIARH PEAKIMY CNEJ PA3PELIABaHe 33 yroTpeda Ha AeKapCcTBeHHS
HPOMYKT € Ba>xHo. ToBa NOIBONARA A NMPOALDIH HAOMIOJEHHETO HA CHOTHOMIEHHETO NON3a/PHCK 32
JIEKAPCTREHRA MPOAYKT. OT MEIMIIMHCKUTE CMEHUATMCTH C6 HIUCKRA Jia Cho0IIaBaT BegKa
NOO3HpaHa HeXenana peakliss upes VISmMeIHUTEIHA areHiya o gekapcreara, yi. ,, Jamau [pyes”
Ne 8, 1303 Codus, en.: 02 §903417, yebeaitt: www.bda.bg.

4.9 Ilpenozupasue

CuMnmoMp

TlpenozupayeTo ¢ pancapTad MOKE [a MPHUKHH H3Pa3€Ha XHIIOTOHHA, KOATO MOXE Jd AOBEAE AC
TIOHHIKEBAHE HA ACHOTATA HA CH3HMAHUETO, UMPKY/IATOPEH KOJAlC WY MoK,

Jlewenue

TepaneBTHYHHTE MEPKY 3aBHCAT OT BPEMETO HA IPHEM Ha JIEKAPCTBOTO H BHAA M TEXKECTTa Ha
cumnTomure. OT ITHPBOCTENCHHA BAKHOCT € CTaOMIMINMPAHETO HA MUPKYIATOPHIA CTATYC.

B ciyuail Ha XMIIOTOHMA NAUMEHTHT TPRORR Ja ObAe NOCTABEH B ICTHANO TIONOKEHHE K 6BD30 Ba ce
TpelnpremMe 3aMecTBaHe ¢ o0eMO3aMECTBAlLY 4 CONIEBH PAITBOPH.

Manko BCPOATHO € BAJICapTaH Oa Obae OTCTPAHEH YpPE3 XeMOHAIH3A.

5, PAPMAKOAOTHHHI CBONCTBA
51 ®dapmakoIndaMHUHK CBOHCTBA

DapmakoTepaneBTHYHA IPYNia; AHTHOTEH3UH {1 pelenTopHy aHTArOHHCTH, CAMOCTOATETHN
ATC koa: COSCAOG3

anrnorensmH I1. TIoRNINEHHTE MnazMexn HHRA Ha aurnoTensku I B pesynrar Ha A
Gitokaza ¢ BaAcapTaly MOTaT ia CTUMYTUpaT HeGnokupauute AT, peentopy, Koenl sBrfiesis
poTHROAcHCTBa Ha edekTa Ha AT) peuentopa, BancapTad He nposBsBa HHKAKBa aé:_r'f; g

ArOHUCTHIHA aKTUBROCT KbM AT) peuentTopa ¥ uma suasutenso (oxoao 20 000 ny
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aguuuTeT KbM AT peuenropa, orkoakoTo kM AT perientopa. Bancaprad He ce cBEp3Ba H He
6noKupa pelieNTOPH Ha APYTH XOPMOHH WM HOHHY KAHAIIH, 32 KOHTO € H3BECTHD, Y€ 2 BAKHH B
ChPACHHO-CHAOBATE Pery/iailns.

Bajcapran e usxubupa ACE (m3recrer M kaTo kitHHHa32 IT), KoHTO NpeRph1na aHTHOTeH3HH | B
anruoTen3ud I1 u pasrpaxna Gpamvukanuua. Tai kato #amar edext Bppxy ACE 9 He 3acumBat
JeHCTBHETO Ha GpalMKUHUH HIH CyOCTaHIHA P, MaNKo BEPOSTHO € aHTarOHUCTHTE HA AHIMMOTEHIHH I]
Ja ca CBHP3aHH ¢ KalUTAHe, B KIMHHYHH NpoyYBaHud, KBAETO BajicapTaH ¢ cpaeHed ¢ ACE
MHXUOHTOP, YECTOTATa Ha CyXa KallgHlla e 3HaunTenHo (P < 0,05) rio-Manka Mpy nauKeHTH, IeKyBaHy
C BANCAPTaH, OTKORKOTO Npa nexyeanure ¢ ACE wnxuburop (2,6 % cpeuty 7,9 % pecnextneno). B
KIUHHYHY [IPOY4BAaHKA APH NAUMEHTH ¢ aHAMHE3a 33 cyXa KAy o BpemMe Ha jaeuenue ¢ ACE
uaxubuTOp, 19,5 % 0T UpoyyBaRHUTE JMLA, OMY4aBaIM BacapTaH, H 19,0 % oT Tesn nonyuasamy
THa3HACH AMYPETHK MMAT KalllliMla, B cpasHeHue ¢ 68,5 % ot nunara, nexyranu ¢ ACE nnxubutop
(P < 0,05).

Xuneprouns
TTpHnOXeHHETO Ha BaNcapTaH UpH MAlHEHTH C XMIEPTOHHS BOIM 10 NOHYKABAHE HA APTepHANTHOTO

Hayrade 0es MORNMABAHE Ha MYICOBATA YECTOTA,

[Ipu noredero nanuenTH, CEX AHOKPATEH NEPOPAIEH TIPHEM, HAYANOTO HA AHTHXHHEPTCHIHBHOTO
)J;eﬁcmne HACcTHIIBA € B PAMKMTE Ha 2 9aca, a MUKBT Ha NOHILKABAHETO Ha apTePHATHOTO HAIAFAKE CC
HOCTHIa B paMKHTe Ha 4 - 6 4aca. ANTHXMIIEPTEH3UBHHAT e(PeKT MPOABLKaBa Haj 24 yaca chej
npuemMa, Ilpy MHOTOXPATHO NIPANAraHe peajleH aHTHXUIEPTEH3INBEH edekT ¢ HANKUIIE B PAMKHTE Ha

2 ceamMuIY, 2 MAKCHMATHMAT eeKT ¢e MOCTHTa B pAMKHTE Ha 4 CenMMUM M ce NOUILPXKA B X0/l Ha
ABNrocpOoyHa TCpanm. 3HaduMo JAONMBTHHTECTHO NTIOHGKERHE Ha apTEPHATHOTO HAIATaHe Ce ITOCTHra
Hp¥ xoMOMHALIMA ¢ XHAPOXITOPOTHASHA,

BHezamHoTo NpeycTaHOBABAHE Ha NIEHUEHHUETO ¢ BAICAPTAH He ce CBBP3BA ¢ rebound-XuneproHus Hip
¢ APYTH HEKETaHH KTHHUYHHA CHOUTHA.

[Tpu nawpenTa ¢ xunepronna u guaber THN 2 ¢ MUKPOANGYMUHYPHA € OTYETEHO, He BAICAPTAH
HaMalABa OTAeNAHeTo ha anbymun B ypusara. [Ipdyusanero MARVAL (Micre Albuminuria
Reduction with Valsartan, Hamansease Ha MUKPOatGyMURYpPUATA C BAICAPTAH) OLEHSRA
HaMaNABaHeTO Ha OTAeNAHeTO Ha andyMuH 8 ypruata (UAE) ¢ pancapran (80 - 160 mg/nen) &
cpasHeHye ¢ aMmnonunuu (5 - 10 mg/aex), npu 332 naupenty ¢ auaber TN 2 (CpeiHa BBIPACT:

58 ropmny; 265 MuKke), ¢ MEKpoaGYMHHYpHa (BatcapTan: 58 ug/min, amnoaunus: 55,4 pg/min), ¢
HOPMATHO WK BUCOKO apTepHANHO Ha/LATaHe H Che 3anasena Ob0peana GyHKius (cepymer
kpeaTHHMd < 120 pmol/l}. Cnen 24 cenmunm, UAE e Hamaneno (p < 0,001) ¢ 42 % (-24,2 pg/min,;

95 % CI: -40,4 mo -19,1) ¢ Bancapran 1 npubrzutendo 3 % (-1,7 pg/min; 95 % CL: -5,6 ac 14,9) ¢
aAMAOKTIMH, HE38BHCHMO OT CXOIHATA CTENEH HA NOHIKEHUE Ha aDTEPHATHOTO HAATAHE B JIBETE
rpynu.

[poyusanero DROP (Diovan Reduction of Proteinuria, Hamanapade ua nporeunypnata ¢ Diovan)
H3C/IeBa AONBIHHTENHO eHKACHOCTTa Ha BaicapTad npy peaynupane Ha UAE npu 391 nanyentd ¢
xunepronng (AH=150/88 mmHg) ¢ auaber tun 2, anbymuuypus (cpeana crofivoct = 102 pg/min;
20 - 700 pg/min} u 3anazena 6v0pevHa QyHKIMS (cpelieH cepyMen kpeaThnuu = 80 pmol/l).
HanmenTyre ca paHnoMMIMpaHi Ha eaua o1 3-Te 1031 Bancapras (160, 320 u 640 mg/aeu) u
JieKyBasu B NpoJbmkedne Ha 30 ceamuun. Lenra Ha npoyuBanero ¢ Ja yCTAHOBH ONITUMANHATA 2032
BajcapTay 3a peayiuupane Ha UAE npu nausenTy ¢ xunepronud u amaber tun 2. Cneg 30 cenmuuy
npoueHTHaTa npomada 8 UAL ¢ 3HauMrento RaMaicHa ¢ 36 % oT U3XOmHATA CTOHHOCT C BAICAPTAH
160 mg (95% Cl: 22 no 47%) n ¢ 44 % c Bancapran 320 mg (95% CI: 31 go 54%). Hanpaseno e
3aKmoNeHHe, ve 160 - 320 mg pajcapTaH BOAK N0 KIMHAYMHO 3HAa9MMH peaykuny ha UAE n
NAaUMEHTH C XUNEPTOHHA U Auabet Tvn 2.

Hpecen Muokapsien nudapkr

Tipoyusanero Bancapras npu ocTsp MEoKapaeH mHdapkT {(VALsartan In Acute m
iNfarcTion) (VALIANT) ¢ paHzoMH3HPaHO KOHTPONUPAHO, MHOTOHALIMOHAIHO,
npoyueane Npy 14 703 nauyenTu ¢ ocThP MBOKAPAESH UHDAPKT U NPH3IHALIN, CHMIT
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PanHONOTHYHY IaHHA 32 3aCTOlHa CLPACYHA HEAOCTATHUHOCT W/HIH JIAHHH 33 TEBOKAMEpPHA
CHCTOIIHE TMChyHKIUHA (ApOoABeHA KaTo (pakuus Ha WRTIacKBaHe < 40% upes paHOHYKIHIHAE
BEHTPHKY/Orpadud win < 35% ypes exoxaparorpadys WM BEHTPHKYHA KOHTPAcTHa aHrHOrpadus),
[laupenture ca paHAOMUHPAHH CIPAMO BaJICAPTAH, KATITONPAI WK KOMOHHAUMA OT A8aTa
TIEKapCTBEHHK NPOAYKTA B PaMkuTe Ha 12 waca go 10 juy cnen HaganoTo Ha CUMITOMMTE Ha
MuoKapjeH nHdapkT. CpeaHHAT IEPHON Ha feucHMe e ABe roauum. ITupriadHaTa KpafiHa TOuKa
BPEMETO HA HACTRIIBAHE Ha CMBPT NOPATH BCAKAKEM NPHYHHK (06114 CMEPTHOCT).

BaiicapTan e ¢hIo TONKOBA edieKTUBEH, KOTKOTO KAMTOIPWE 110 OTHOIEHYE HA RAMANIRAHETO HA
OBINaTa CMBPTHOCT clieA MuoKap/eH uHdapkr. O6uiaTa cMBpTHOCT € nonobHa B IPYIIMTE C BancapTaH
(19,9%), xanronpun (19,5%) u sancapras + kanronpun (19,3%). KomGunaumsra ua BaJICAPTAH ¢
KalITONpPHII He Jo6aRs NOIBIHMTENHA NIO3a CPAMO NEYCHHETO CAMO C karrronpus. HaMa paziika
ME3KTy BaJIcapTaH ¥ KANTONpPMIL 110 OTHOWEHYe Ha 06iaTa CMBPTHOCT B 3aBHCHMOCT OT BB3PACTTa,
rol1a, pacata, N3XO[HHTE TEPANTUK WK OCHOBHOTO 3abonaBane. Bancaptan e edpexTHBen U B
YABIKABAHE HA BPEMETO [0, M B PEAYLVMPAHE Ha ChPASYHO-CHAOBATA CMBPTHOCT, XOCTIHTANM3ALIAN 110
TI0BOA HA CBHPJIeYHA HENOCTATHUHOCT, IORTOPEH MUOKAp/IEH HHGAPKT, peatHMUPaHo CIIMPaHe Ha
ChPUETO H HedaTalleH MACYAT (BTOPHYHA CheTaBHA Kpaifia Touka).

HpogrreT Ha GezonacHOCT Ha BaNCAPTAH CHOTRETCTSA Ha KIMHHGHOTO NMPOTHYAHE MPH NALEHTHTE,
JleKyBaHH CNeR fpexapal MuoxapaeH unbapkT. ITo otHowenve Ha Gu0pedHara dyukua €
HaGmoqaBaHo yABOABAHE Ha CepyMHMA KpeaTyHuH npu 4,2% ot NalKeHTHTE, IEKYBaHH ¢ Bajcapran,
4,8% OT MaUMEHTHTE, NEKYBAHH ¢ RajICapTaH + KanTonpun U 3,4% ot nauMeHTHTE, TEKYBAHH ¢
Karrronpuit. Ilpexscane, topaas paznuyny BUaoBe GLOPpeYna NUCHYHKINA, HACTEIBAT mpu 1,1% ot
NAUMCHTUTE, TEKyBAHHM C BaicapTan, 1,3% nanenThTe, neKyRany ¢ BajlcapTaH + Kanmronpun i 0,8%
OT MalMEHTUTE, IeKyBaHy ¢ Kanronpui. Ouenka na 6x6peutiaTa Gpyuxuns TpaGea na 6ue BKIoYeHa
B o01iaTa OleHKA HA MALMERTHTE, PEKapanA MHOKAPAEH HH(APKT.

Hama pasinka B CMBPTHOCT 110 BCAKAKBA [IPUHRHA, CHPAEYHO-CHAOBATA CMEPTHOCT U safoneraeMocT,
KOraTo ce npuiarat Geta-Gloxeps eMHOBPEMEHHO ¢ KOMOHHAIMATA BANCAPTAH + KANTTONPU, CAMO
BaJICapTan WM caMo KauTonpuit. HesaBUCKHMO OT AeHEHHETO CMBPTHOCTTA € NIO-HACKA B TPYHaTa Ha
DAUMEHTUTE NIEKyBanH ¢ Gera-Gnoxep, KoeTo Nokassa, 4e Mo3HaTaTa nonsa or Gera-Gnoxkepure npy
Ta3@ NOMYIALKA C¢ NOTRBPAJIABA B TOBA MPOyYBaHE.

ChpaeyHa HEIOCTATRYHOCT :

Val-HeFT € panioMH3npaso, KOHTPOIMPAHO, MHOTOHAIMOHATHO KIHHHYHG OpOYYRAHE Ha
BAIICAPTaH, CPaBHEH ¢ MaLe60 BbpXy 3a60/1eBAEMOCTTA U CMBPTHOCTTA fpH 5 010 naumenTy c1e
¢hpacuHa HepocTaTeHHoCT ¢ NYHA xnac I (62%), T1I (36%) u IV (2%), nonyuapdis o6udaiina
Tepanud ¢ nesokamepta OH < 40% n nepoxamepen peTpewen auactosen anamersp (LVIDD)

> 2,9 cm/m?. OcHoBHaTa TepanHs Blnousa ACE usxuburopu (93%), auyperruu (86%), auroxcun
(67%) u Geta-Grioxepu (36%). CpepHara NpogbIKUTENHOCT Ha NPOCNIEASBAHETO € IPHOTHIUTEAHO
Ape roquiM. Cpeanara AHEBHA 1032 Ha Bancapran BB Val-HeFT e 254 mg. [poy«dsanero uma ase
IBPEUYHM KPalHH TOUKH: 0611a CMLPTHOCT (BpEME 110 HACTHIBAHE HA CMBPTTA)} M CECTABHA
CMBPTHOCT M 3a00NICBACMOCT OT CHPAESUHA HEAOCTATHUHOCT (BPEME 0 MTBPROTO GONECTHO cpriuTHE),
AeMHMPAHY KATO CMBPT, BHE3AMHA CMLPT ¢ PEAHNMAIINS, XOCHNTAIN3ALMS N0 NIORO Hia ChpAcyHa
HENOCTATBUHOCT WK NPIIOKCHHE Ha BEHOIHH HHOTPONHM MY Ba30/MIATATOPHH CPEACTBA 33
YETHPU UK TIOBEUE Yaca Be2 XOCTHTaIHIALuU.

CMLPTHOCTTA 10 BCYKU NPUMEHY ¢ 110406Ha B rpynure (p = NS) ¢ Bancapran (19,7%) u naane6o
(19,4%). ITnpenunara nomnsa e 27,5% (95% CL: 17 go 37%) Hamaissasne Ha PMCKA 33 BPEMETO N0
H:pRaTa XOCHHTANKIALUA N0 TIOBOA HA ChP/ACYHE HefocTaThUHOCT (13,9% cnpamo 18,5%).
Pesyarary, usrnexnammy B nonsa Ha rnaue6o (ChbCTaBHATA CMBPTHOCT M 3a50/7€BAEMOCTTA €
- ianebo cnpamo 25,4% B rpynara c BancapTaH), ca HaGoKaBaHH IIPH NAaUHEHTUTE,

TpoitHa komBuHauma ot ACE unxudurop, Geta~-6nokep u Bancaprad. @ ﬁ;\
: ‘ ’ PSSP RPRA T L
B nojrpynara Ha naumertuTe, kouto te npuemar ACE nixuGirop (n = 366), nofipure 8 e AT
Ha 3a60neBaeMoCTTa ca Haif-roneMu. B Tasy noArpyna cMBPTHOCTTA [0 BCHYKH N H?’ 1?;« iy |
3HAMHTEIIHO HAMATIEHA ¢ BAICAPTaH, B CpaBHelue ¢ nnauedo ¢ 33% (95% Cl: ~6%\Rd.5 %‘-&3,&% R
NPT e
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BajicapTaH cnpamo 27,1% 111ane6o) 4 chCTAaBHATE CMBPTHOCT M PUCKET 32 3a007IeBaeMOCT ca
3HAUHTeTHO HaManeny ¢ 44% (24,9% sancapraa cnpamo 42,5% nnanefo).

Dipu narwenty, xonro npuemar ACE uixuburop Gez Gera-610Kep, CMBLPTHOCTTa MO BCHUKA IPHUMHY
e noobra (p = NS) B rpynute ¢ Bancapran (21,8%) 1 miauebo (22,5%). CheTaBHATA CMBPTHOCT H
pUcK®T 32 326071€BaEMOCT €2 3HaUMTENHO HaManerH ¢ 18,3% (95% CIL: 8% no 28%) ¢ BancapTaH B
cpasHenHe ¢ mranebo (31,0% cupamo 36,3%).

B obmara nonynamug Ha Val-HeFT nanmenTute, nexysaHu ¢ sancaprai, TOKa3BaT B CPaBHEHHE ¢
maueGo suauuMo nogoGpente Ra kiaca no NYHA, npyspauute 4 CHMIOTOMHTE Ha ChpReHHa
HEJIOCTATRIHOCT, BRIIOYHTERHO IMCITHES, YMOPa, OTOLM 4 Xpunore, [laiHedTiTe, npueMainy
BAJICAPTaH MMAT Mo-200p0 KAYECTBO Ha JKHBOT B CPaBHEHME ¢ MPHEMaIlHTe nauebo, KoeTo ce
AeMOHCTPHUPA upes ckanmarta Ha Minnesota Living with Heart Failure Quality of Life ot #3xoznore
HHBO O KpAHHATA TOMKa Ha Mpoy4saHeTo. [Ipy nanueHTHTe, IEKYBaHMU C BANCAPTaH, 3HAYHMO CE
NOBHMMIAEA (PPAKUKATA HA HITIACKBAHE W 3HAYMMO ce NoHWXaRa LVIDD oT #3X0AHOTO HHBO 10
KpaHHAaTa TOYKa 110 BPEMEe Ha MPOYYBAHETO B CpaBHeNHe ¢ nnanebo.

Hpyru: asoiiva 60kana Ha peHHH-aHIHOTEH3MK-AII0CTEpOHORaTa chcTema (PAAC)

Ase ronemu panzoMu3spay KOHTponupany npoyusakus — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial - Texymo riofamo wsnursane 2a
KpaHHH TOYKH Ha TEAMHCAPTAH, CAMOCTOSTENHO U B KOMGHHALMA ¢ paMunipun) 1 VA NEPHRON-D
(Ksmuidio npoydpane CBBLPIAHO ¢ Pa3BuTHE Ha HeponaTus npu auMabeT, MpOBEAEHO OT
MuHHCTEpCTBO 110 BBIPOCHTE Ha BETEPABHTE) — NpoyusaT yrioTpebarta Ha koMGHHanuaTa ot ACE
MHXUGHTOP M adTHOTEH3HH Il-penenTopen 6iokep.

ONTARGET e npoyurane, IposefeHO 1IPH HANUEHTH ¢ aHAMHE32 33 CHPICYHO-ChIOBA HITH
MOZBYHOCH0BA HONECT, HiTH 3aXapeH AHabeT THn 2, NpAAPYkeHH ¢ JaHHH 23 YBPeXkIane Ha
etpexroprn oprann. VA NEPHRON-D e npoyusane npy nauneHTv che 3axaped nuaber tin 2 1
anaberna nedponarua. Tesu Npoy<BaHis He MOKa3RAT 3HaYMM B1ArOTIPUATER edeKT BEPXY
OBOpeunHTe WHIE CHPIEUHO-CBAOBATE IOCAEAMIM H CMBPTHOCT, KATO CHUIEBPEMEHHO ca
HabmoAaBalH NOBHINEH PHCK OT XUNIEPKATMEMud, OCTPO yBpekaase Ha 6L,OpPELINTE WLTH XHIIOTOHUS
B CpaBHeHMe ¢ MoHOTepanmiTa, Karto ce MMaT NpeaBia CXOAHHTE UM papMakoANHAMKYMHEY CBOMCTRa,
Te3H pe3ynTaTy ca NPUITKUMH u 3a Apyrd ACE uuxuburopd o anrnorensuH {l-penenropim
6nokepu. ACE unxuburopu n asruorensun Il-petentopun 6noxepu cnegopareaso ne tpabsa aa ce
H3M0A3BAT €XHOBPEMEHHO YIpH NallMeHTH ¢ nuabeTha HedipomaTa.

ALTITUDE (Kmasirino npoyusaHe NpoBefIeHO ¢ aliMCKUPeH NPy IAUMEHTH Che 3axaped analer

THII 2 C H3MOA3BAHE HA CHPRETHO-CHA0BM ¥ OnOpeunH 3a00/15RaHMA KaTo Kpaitii TOMKH) €
NPOYHBaHe, [PE/HATHAYEHO Ad H3CTEABA I10)13aTa OT NOOARAHETO HA ANMCKHUPEH KbM CTAHAPTHA
tepanus ¢ ACE uHxuburop win aurnorenzus [l-penienropen Gnokep npu NALMEHTH ChC 3aXapeH
avaber Tun 2 1 xpoHudHO 650penHO 3abonBane, CHPIEUHO-CHAOBO 3a60IABAHE MK H [BETE.
HpoyusaHeTo e IpeKpaTeHo NPEKASBPEMERHO MOPaaH NOBMILEH PUCK OT HEOTAronpPHATHH

pocie uud. KakTo CbpAeHO-CHA0BATA CMBPT, TAKa H HHCYNTST €4 JI0-4eCTH B IPYTIATA Ha
ANUCKHMPEH, OTKONKOTO B TPYITATA HA MaLebo, a NPeACTaRIABAIATE HHTEPEC HEXKENAHN CHOMTHS H
CePHOIHN HEXeNAHH CHOWTHS (XUNEPRATHEMIA, XRIIOTONIY # G1Opeuna mucdyHximn) ce crobinasar
110-4Y€CTO B IPynara Ha aTUCKUPEn, OTKONKOTO B Fpynara #a rnaucBo.

Heouampuuna nomnayus

Xuneprogus
AHTUXUIIEPTEHIUBHAAT EPEKT HA BANCAPTAH € OlIeHEH B X014 HA YSTHPH PAHAOMH3HPaHY,

cneny KIHHAYHE NpOY4YBanHA pY 56) NeadaTpyuyHy NauKeHTy Ha Br3pacT o1 6 10 18
165 nexuaTpyyny nauMesT!H Ha BB3pacT o1 1 Jo 6 roguuu. Hapywenys wa 656pen
ILTAINA Y 3ATVLCTABAHE Ca HAaH-9eCTATE NOLIEKAMM METHLIMHCKY ChCTOSHEA, KO
PAa3BUTHCTO Ha XHITEPTOHKUA P ACLIATAE, BK'ROYCHH B DpoOYBAHNATA.
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Kmanuven onum npu deya na wiu Had 6-20dunina sb3pacm

B enHo KIMHUYHO NPOyYBaHe, BKTIOUBAWO 261 XunepTeNIHBHY NALHEHTH Ha BB3PACT OT 6 10

16 roauHu, nauperTuYe ¢ Terno < 35 kg nonydgasar 10, 40 wan 80 mg Bancapran HHEBHO 1O/
dropMata Ha TaGnieTky (HUCcKa, CpenHa W BHCOKa JI03a), & maierTHTe ¢ Terno 235 kg nomyuarar 20,
80 wiut 160 mg rancapran aneBHo Dofl GopMaTa Ha TabneTkA (HHCKa, CpeHa ¥ BBCOKA Jo3a). B xpas
Ha BTOPATA CCAMMIA BATICAPTaH BOAY 0 A0303aBHCHMO MOHHAKEHHE, KaKTO Ha CHCTONIHOTO, TAKA U Ha
QMACTONHOTO HaaArane, Tpure 031 BancapTad (HUCKa, CPEAHa H BHCOKA) 3HAYMMO TIOHIKABAT
CHUCTOIIHOTO Haiarare ¢hoteetho ¢ 8, 10 v 12 mm Hg cipsaMo u3xoaure crofivocrn. ITaunenTure ca
MOBTOPHO PAHACMH3HPAHU 1a NPOABIDKAT 13 NPHEMAT ChIMTE J03H BANCAPTaH WIH I3 NPEMUHAT Ha
wiaue6o. Ilpy nateHTHTE, KOHTO IIPOABIKABAT A2 TIPHEMAT CPEIHA H BHCOKE R03a BAJICAPTaH
CHCTOJIHOTO HAlTAraHe € cpefHo ¢ 4 H 7 mmHg no-Hicko OTKOJIKOTO TIpH MALKERTHTE HA JISYEHHE C
nnauebo. [Ipy mauveHTHTE, HpHeMalut HICKa 038 BANCAPTAH, CHCTOHOTO HATATGHE € oAo6Ho Ha
TOBA NPH NALUEHTUTE HA NeveHne ¢ mianebo. JJo103aBHCHMUAT aHTHXKIIEPTEH3MBEH edekT Ha
BaJICApTAH € HaNnile NPH BCHYKH Aemorpadcky cybrpyn.

BB BTOpO KIMHHYHO NpOy4BaKe, BRIF04BAG 300 HeAHATPHINY IAIMEHTH C XUIIEPTOHKS Ha BE3PACT
oT 6 a0 18 roAnHN, oNpeeNeHH NALMEHTH Ca PAHROMHINPAHH 12 NPHEMAT BATICAPTAH HIIH €HATAITPIA
B ApoawioxeHue Ha 12 cenmuim. Jlenarta ¢ verio mexay 18 kg u <35 kg npuemar 80 mg sancapran
waH 10 mg enananpmn; Tesu ¢ Terno Mexnay 35 kg u < 80 kg npuemar 160 mg sancapran wim 20 mg
CHananpys; a Teau ¢ Terno = 80 kg npuemar 320 mg pancaptan it 40 mg esananpun. [lonmkenrero
Ha CHCTONHOTO HAJLATaHe € CPABHYMO MEKIY TIallHeHTHTe MpHeMally Banicapran (15 mm Hg) n
eHananpan (14 mmHg) (p-cTofinocT 32 He No-Manka edrkacHoct < 0,0001). TlopoGuu pezynrat ce
HaGnFoaBaT M 32 RUACTOTHOTO aPTEPHANIHO HallArase, moHmwkerue ¢ 9,1 mmHg v ¢ 8,5 mmHg
CHOTRETHO ¢ BACaPTaH H C CHANATIPWIL

B tpero, oTkpuTo KITHRUYHO poyvsaHe, BKIOYBAMo | 50 neaMaTpHsM TALMEHTH ¢ XHIEPTOHHS Ha
BB3PACT OT 6 10 17 rognud, nexysaHuTe nauyenTy (cuctonso AH > 957 nepeenuTha 3a Bpapact, non
¥ BHCOYMHA) NPUEMAT BAJICAPTAH B UPOXL/LKEHHE Ha 18 Mecend, 3a /1a ce OUEHAT He30MacHoCTTa 1
noHocuMOCTTa. OT 150-Te MAUMEHTH, YHacTRAINM B TOBA NPOyUBane, 41 NAUWEHTH NMpHeMaT L0
CHIIBTCTRAINY aHTUXMITEPTEH3MBHI TekapeTea. JJozaTa Ha nauyMedTuTe ce ONpeaens B3 OCHORA Ha
rpYNUPAHETO MM M0 TErNIO 33 HAYATHH B H0MIbpkatuy 203y, launents ¢ terno > 18 1o <35 kg,

=35 no <80 kg u = 80 j10 <160 kg mpuemar 40 mg, 80 mg n 160 mg u Jo3uTe CE TUTPHPAT CLOTBETHO
no 80 mg, 160 mg 1 320 mg cren enna cepmuua. IonoerHaTa ot sonovenure nannests (50,0%,
n=75) ca ¢ Xb3, karo 29,3% (44) ot nauwesrrire ca ¢ Xb3 craguir 2 (GFR 60-89 mi/min/1,73 m?)
uny cragui 3 (GFR 30-59 ml/min/1.73 m?). Tlpu scuuky nanuyedTh CpeHoTO HAMAIISBAHE HA
CHCTOJIHOTO apTepHaiyo sarade ¢ 14,9 mmHg (w3xoaxo nuso 133,5 mmHg), npu naimenty ¢ XB3
¢ 18,4 mmHg (u3xoano mueo 131,9 mmHg) v npy matmentu 6e3 XB3 e 11,5 mmHg (#3xonHo HuBo
135,1 mmHg). IpoteHTET Ha NAIMEHTHTE, TOCTUMHATIY WATOCTEH KOHTpon Ha AH (cHcTonio u
nacToruo AH <95™ nepcentin), € Manko no-Bucok B rpynara ua Xb3 (79,5%) s cpaBHeHue c
rpynarta, koaro e 6e3 Xb3 (72,2%).

Knunuuen onum npu deya nog 6-zo0umwing svu3pacm
[IpoBenenn ca Tpu KNEHYWNHY Apoy4BaHys NpY 291 mauueHTy Ha BB3pacT oT | A0 6 roannn. B
Hpoy4YBaHNATa He Ca RKTIOYEHH AeUa noa | roauna.

B nuporo npoyupane ¢ 90 naiueHTH He.€ AEMOHCTPHPaH JO303aBHCAM KIMHHYEH OTIOBOP NipH
edrxachocTTa Ha BancapTad, BeB BTOpOTO NpoyuBate che 75 NauMedTH, O-BUCOKHTE 103K Ha
BAJICapTaH Cca CRBP3aHH C NO-TONIMO NOHIDKEHHE HA apTePUManHoOTO Rajisrane.

Tpetoro npoyusane ¢ 6~CeAMUUHO PAHIOMMIHPAHO ABOHHO-CIIANO NPOYUBAHE 34 OLIEHKA HA NO30BHS
OTrOBOP Ha BasicapTan Npyd 126 nena Ha sbh3pacT oT 1 A0 5 rogHHH ¢ XBNEPTOnNS, ¢be unu 6e3 XB3,
panfoMusdpans Ha 0,25 mg/kg 4 mg/kg TenecHo Terno. IMpu pocrirane Ha kpaiitHara Iien,
HAMANECHUETO Ha CPENHOTO CHCTONHO KPBbRHO Hansrane (MSPB) cpenno auacronso )
(MDBP) npu sancapran 4,0 mg/kg B cparHenve ¢ Bancapran 0,25 mg/kg e 8,5/6,8
4.1/0.3 mmHg; (P = 0,0157/ p < 0,0001). [To nonoGen nauun noarpynara na Xb3
Hamanenne Ha MSBP/MDBP nipu Bancapran 4,0 mg/kg B cpaBHenue ¢ Balcapra
6,5 mmHG cpemry 1,2/ +1,3 mmHg).
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EpporieiickaTa arenlps 1o NeKapcTBata 0cBOO0KAARA OT 32B/DKEHHETO 32 NPEAOCTaBAHE Ha
PE3YNTATHTE OT IPOYYBARMITA C BAIICAPTAH RHB BCHYKH MOATPYIH Ha TEAHATPHUHATA OIMY/IALHS
CBC ChPCHHE HEAOCTATHYHOCT H CHPACYHA HeAOCTATEIHOCT CICH NIPECEH MUOKAPAEH WH(APKT.
Bukre Touka 4.2 32 #®HGopMaLHig OTHOCHO NIEHATPHMHATA yrooTpeba.

52 ddapmaxokugeTHIHH CBOlicTBA

Abcopbuus:

Crnex nepopaHo NPUIOKEHHE CaMO Ha BANCAPTAH, NHKOBHUTE IUIA3MEHM KOHUCHTPAIHH Ha BANICAPTaH
ce JocTHrar 3a 2 - 4 vaca. CpexnHara abcomoTHa SnonangutocT e 23%. Xpauara uamannsa
excriiozvnmaTa {(M3Mepena upes AUC) #a ancapras ¢ okono 40%, a ikoBaTa riasMeHa
koHienTpauna {Cra) ¢ oxono 50%, BeIpekH de okoao § yaca cne npueMa NNasMeHuTe
KOHUEHTPaUMH Ha BaicapTaH ca Nojo0H! B IpYITHTE Ha NPHEM CleJl HaXpaHRaHe W Ha raano. Tosa
nosizkenie Ha AUC, ofaye He ce Npuapyxasa oT KIIHHUYHO 3HEYHMO HAMAJIABAHE Ha
TepPaNeBTHYHHA edekT, NOpaaM KOETO BaNcapTaH MOXe /1a'ce Aasa Cbe HIH He3 Xpana.

Paznipencaenie:

OBeMBT Ha paznpeIelicHRe HA BACAPTAH NPY CHCTOAHME HA HACHIIANE CIER HHTPABEHOIHO
OPHAOKEHME € OKoNo 17 MHTpa, KOeTO HOoKa3Ba, Ye BANCAPTAH He Ce PasNpeaend eKCTEH3HBHO B
ThKaHuTe. BajicapTad € B ro/iIMa CTENCH CEBP3aH CHC CEPYMHMTE npoTensu (94 — 97%), npeaumuo
'CBC CEPYMHMS ANOYMHH.

burotrpaschopmanma:

Bancapran He ce GuoTpancopmipa B ronsMa creried, Thit KaTo camo okono 20% ot jolara ce
OTKPUBA KaTo MeTabonuTy. B NniasMarta e YCTaHOREH XHAPOKCUMETAGOMHAT B HICKN KOBLISHTPAUMYA
(no-manko ot 10% ot AUC na paicapran). Tozn MeTabomut e dapMakoioruuso HEakTHREH,

Ennmunupane:
Bancapran rioxazra MynITHEKCTIOHCHLIHAIHA KMHETHXA Ha pasnan (b, o < 1 uac u t;, B oxono 9 uaca). -

BaJicaprah ce enuMHHHpa NpeIEMHO ¥pe3 OWnapHa excKpenwa ¢ pekamanre (okono 83% or aosaTa)
1 oT 6ubpenuTe upes ypunara (okono 13% ot g03aTa), FIaBHO KATO HENPOMEHEHO AekapeTso. Ches
HHTPABEHO3HO NPHWIIOKEHHE, NIA3MEHUAT KTHPBHC Ha BancapTal e oxono 2 U/h v neroeunt 666pever
kinpeHC € 0,62 Vh (oxono 30% ot obuina knpeuc). TonyKHBOTHT Ha BancapTaH e 6 4aca.

Ipy DaueRTH ¢be CLPAEYHA HEJOCTATBHHOCT:

Cpeasoro speMe 3@ ROCTUIAHE Ha IIMKOBH KOHUSHTPALMH 1 BPEMETO Ha NONY/KHBOT Ha BANCAPTAH
TIPH TALMEHTH ChC ChPASYHA HENOCTATHUHOCT ¢a NOROOHN Ha Te3H, HabMIonaBaHy NpH 3IPABH
dobposoni. AUC # Cax CTORHOCTHTE HA BANCAPTAH ¢a NOYTH NPONOPUHOHANEHN ¢ NOBHIABAHE HA
03273 HaJ KIMHHYHMEA 1030R HuTepBan (40 1o 160 mg nea nwtH axesHo). Cpepuuar dakrop na
HaTpyneaHe € okoio 1,7. TIpUBHIHAAT KAMPBHC Ha BANCAPTAH Clle/l IEPOPANTHO IPHIOKEHHE €
npubmusmrenno 4,5 h. Bespacrra se 3acara npuBuaHNg KIMPBHC NPU NAUMEHTH ChC ChPACHHA
HEIOCTaTHYHOCT.

Crreynaanu 2pyri naytenmu

Xopa B ¢Tapyecka BL3PacT
[IpH HAKOH NALMERTH B CTApUECKA BL3PACT € HAOMOAABAHO MAIKO TI0-BHCOKO ODILO pasnpeaeienue
Ha BANCAPTAH B CPABHCHHUE ¢ MIAAHTE MAKReHTH. Toea ofade HAMA OKA3aHA KIHHHYHA 3HAYUMOCT.

Hapywmetia 6u6peuna dvHRHA
Kaxro ce ouyaksa 32 BeluecTBO, 4HHTO 6BOpeUeH KIHPEHC € OTIOBOpEH camo 3a 30%
AIA3MEH KIMPLHC, BE € 0TYeTeHa Kopenauua Mexay 61x0peynata QyRKuMA H o610

YBpEikAane {XpeaTHHUHOB XnupbHe > 10 mi/min). Jlunceat nanny 3a 6esonacha oy
MalHCHTHTE ¢ KpeaTHHUHOB XiMpkHe < 10 mV/min u npsa nposexpamyre npannsa,
Ba/IcapTad TpabdBa Aa ce ynorpedsira ¢ IOBUUICHO BHUMAHKE NPH TE3M NaUMeHTH (B
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u 4.4). Bajyicapran ce cBBP3Ba C TUIAZMEHMTE NPOTEHHH BB BHCOKA CTENEH ¥ HAMA BEPOATHOCT Ja
OBle OTCTpaHeH Ypes nuaim3a.

YepronpolHo vEpex/iane

[pubnusutento 70% ot abcopGrpanaTa fo3a ce eNUMHHNPA B XKTHYKATA, THARHO B HENPOMEHEHA
popma. Bancapras He npersprABa sHaIHMa GHoTpanchopmanus. Y aposraHe Ha eKCTOHIHATA
{AUC) e rabnronarana MpH NAUMEHTH C JIEKO 0 YMEPEHO YEPHOAPOGHO YBPENAaHE, B CPaBHEHHE CBC
3apaBu xopa. He e nabmogasana obaue kopesanns Mex/1y IWIa3MeHaTa KOHICHTPALKA Ha BajICapTan
H CTENEHTA Ha YepHOApoOHa AUCcYHKUMA. BancapTa ve e npoydes npu IAUHEHTH C TeXKa
yepyoApobna mchyHKima (B, Touku 4.2, 4.3 u 4.4).

Heduampuung nonyiayus _

B eno npoywrane ¢ 26 nenmaTpyuHM NALMEHTH ¢ XHOEPTORUA (Ha By3pact ot 1 1o 16 roanHk), npu
€IHOKPATHO NpIIaraHe Ha pajicapran nof (opMara Ha cycnieHzdg (cpeano: 0,9 no 2 mgkg,
MaKcvMaitHa Ro3a 80 mg), KiMpBHCET (MuTpy/uac/kg) Ba BaJICAPTaH € CpaBHUM MEXTY OTAEIHHTE
Bb3pacTy oT 1 £o 16 roaunan # noaoGen Ha TO3H NPH BL3PACTHH BAUMEHTH, IPHEMAIH CBIIMTE JO3H
(k. mudopmauuara 3a AGcopbuus B Touxa 5.2).

Hapymena 6u0peuna ¢pyHxims

Vnorpebara Npy NeHAaTPHIHA TAMHMEHTH ¢ KPEATHHHHOB KiHPhHc <30 ml/min 0 neAgHaTpHYHH
TIANKEHTH, TIOLIOKEHH HA XEMOAUAIH3A, HE € IPOYYeHa U TIOPAIM Tash NPHMHHA HE ce NpelophiRa
NPAIaraHeTo Ha BAaNCAPTAH NPH TakHBA taieHTH. He ce M3NCcKBa KOpPUTHpaHe Ha A03aTa TipH
NEAHATPHYHH DAIMEHTH ¢ KPEaTHHHHOB KIHPHHE > 30 mi/min. brOpeqnata dynxius v HHBATA Ha
cepymHus Kanuil Tpabra a 6baaT BHMMATENHO NpocieasBany (Bk. Touky 4.2 v 4.4).

5.3 Hpeaxmayiay fanHA 3a 6e30MACHOCT

HPGJIKHHHH‘{HHTPJ JIaHHH He NMOKa3paT ocobeH PHCK 32 Xopata Ha faza Ha KOHBEHIMOHATHHUTE
(bapMaKOHOI‘ﬂ‘IHH HIMHTBAHKA 32 6630ﬂaCHOCT, TOKCHUHOCT MPH MHOTOKPATHO ITPHNIOKENHE,
TCHOTOKCHYHOCT H KapilHHOTeHeH NOTEeHIIHAN.

Ipu nnbxone, TokcHuHH 038 3a Maiikara (600 mg/kg/eH) no BpeMe Ha MOCTEAHHTE RHM OT
OpeMeHHOCTTA ¥ NIEPUOSIA HA JIAKTAlMA Ca JOBE/H A0 N0-HUCKA CTeNeH Ha MPeKUBIAEMOCT, no-cnabo
HAJJaBaHe Ha TerNo K 3a0aBeHo pasBuTHe (OTIAENAHE HA YIUHATA MHIA M OTBAPAHE HA CTYXOBHNA
KaHan) Ha noxkonenneTo (Bx. Touka 4.6). Tesu ao3u npn mnvxoee (600 mg/kg/ney) npeacTasnsear
apubnmsyrenno 18 meTH MakcuMaNHaTa penopLYBata Ao3a IPH X0pa Ha 633ara Ha mg/m?
{(#3yMcnennaTa ce 0THACST 3a nepopasisa a03a 320 mg/aen W nauMent ¢ Terno 60 kg).

Ipu npepxnunmany npoyipanns 3a Ge30IACHOCT BUCOKH 203M Bancapran (200 no 600 mg/kg
TEAECHO Ter/10) NPEAU3BEKBAT NIPH NNBXOBE HAMAIABAHE HA [IAPAMETPHTE HA YEPBEHWTE KPBBHU
KICTKH (€PHTPOLRTH, XEMOTJIOONH, XeMaTOKPHT) N MPHUKHIBAT NpoMeH B 6p6peunara
XeMOAHHAMEKA (JIEKO [IOBHINABaHe Wa InasMenata ypes, Gu0peuna TyGyniHa Xunepniasus u
6azogunna npu mMukkaTe). Tean noan npn nnsxoee (200 qo 600 mg/kg/nen) npeacrapispar
npubnu3uTeHo 6 ¥ 18 MbTH MaKCHMAaTHATA IPENOPLUBANA /103 [IPK XOpa Ha bazata Ha mg/m’
(M3UMCIEHUATA CE OTHACAT 34 nepopaita ao3a 320 mg/nen u naukenr ¢ 1eriio 60 kg).

IIpy MapmozeTu B nofoGH# K034 HMa I0AOOHH, HO NIO-TEXKHM TIPOMEHH, ocoleno B 616peusTe,
KBAETO NPOMEHMTE C€ PA3BUBAT 40 He(pONaTHA, BIIIOYBALA MOBUUIEHN YPes U KPeaTHHUH.

HabmonaBa ce chiio xuneprpodivs Ha O5OpEeURHTE OKCTAINOMEPY.THH KIIETKN U [IPH ABATa BAAA.
Cunra ce, ue BCHUKH NPOMEHH Ce Ib/DKAT Ha GapMaKoTOrHYHOTO ASHCTEME Ha BANCAPTAH, KOETO
BOIH JI0 HPOALJDKHTENHA XHIIOTOHHS 0co0eHo fpH MapMoseTare. Msrnexna, ue Tepancppss

Ha BANCapPTaH NPH X0pa HE ¢ CBbP3aHa ¢ Xuneprpodus Ha G1r0peuHsTe IoKcTarnomep

fleduampuuna nonyvarayus
ExeIHeBHOTO Nepopaino NPIIOKEHHe HA BAICAPTAH [IPH HOBOPOJSHW MIIARH TLYH
70-Tu nocTHaTaner fex) B fo3u | mg/kg/nen (oxono 10 - 35% ot MakcrManHaTa 1
ueanarpuyua go3a 4 mg/kg/aed va 6a3a cucreMHa eKCNO3ULS) [IPEH3BMKRA TPAHR
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0n0peuno yppexnane. COMEHATHTE MOCHEAHIM NPEACTABAABAT OUAKBAH arPABUPaH
dapmaxonoruuen eekT Ha MHXUGHTOPHTE HA AHTUOTEH3IMH KOHBEPTHPALIMA CH3MM M ARrHoTer3us 11
petierrtopHuTe brokepH, KaTo N0A00HM eeKTH ce HAGTIOAIBAT, KO ITLXOBETE ¢a GUNM TIONIOKEHH
Ha eYeHUE npes nppBNTE 13 AHM OT KUROTA MM, TO3H epuoa ChBnaza ¢ 36-Ta recTalBoOHHA
CenMHIIa PH X0pa, KaTo MoHAKora Moxe Na Objle YIBIKeH N0 44 CeAMMUM Clief] KOHUENIMATA TPH
xopa. [I1sX0BeTe B IOBEHHTHOTO (POYYBAHE HA BAIICAPTAH, NPUEMAT BAICApTaH o 70-TH JeH i
edexTH BBPXY pasBuTHETO Ha GuGpenuTe (4 - 6 NOCTHATANHM CEIMHUITH) HE MOTAT A C€ HIIUTIOMAT,
OYHKUMOHANHOTO pa3BUTHE Ha 656peka e npoliec, KOATO NPH XOPaTa MPOARIDKABA U IPes TLPBATa
TOZiMHA OT xuBoTa. Cliel0BaTeNHO, IPH AU Ha BB3pacT < | roRMHA He MOJKE A3 Ce W3KITIOYH
KJTHHMYHA 3RAYAMOCT, JOKATO NpPH TE3H NI0-TOAEMR OT 1 roaMHa NPeAKTHHUYHUTE NAHHH HE [OKA3BaT
HAKaKBH NPHTECHEHWA OTHOCHO Ge3onacHoCTTa.

6. @GAPMANEBTUYHNA JAHHU

6.1 Cnechk HA NOMGIIEHTE BenlecTsa
JlakTo3a MOHOXMIPAT

MukpokpucTtaina uerynosa

Kpockapmenosa natpuii

TToernacn K29-K32

Tanx

Maruezuee creapar

Konouaex Ge3soReH CHIHIHEB JIAOKCH
Covovporcante na Gurnvosomo noxpumue:
TTonvBHHANOB ANKOXON

Tanx

Turanor AuoKcHA

Maxkporon 3350

JleupTsn

JKBNT KeneseH OKCH

6.2 HechBMECTHMOCTH

Henpunoxumo

6.3 Cpok Ha roauocy

3 ropmnu

6.4 Crhennannm yc/l0BHS HA ChXpaBeHHe

Ha ce cexpaussa nog 30°C.

6.5 Bunu ceaALpKaHEe HA ONAKOBKATA

Yo 7 valnetxu B Onwcrep, no 4 Giucrepa B KyTha.
Ho 14 ta6nerku B Gnucrep, no 2 Gnucrepa B KyTha.
1o 6 TabneTkn B HiMeTep, no 5 Gnscrepa B KyTHAL

16.6  Cuenuanny npeanazHy MepKM RPA WIXBLpJARHE

Hsma crienyanydy H3HCKBAHMS,
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7. TPATEXKATEJ HA PASPEIUEHHETO 3A VIIOTPEBA
Tepa ®apma EAJT

va. ,,Jioba Bernukora* Ne 9, 1407 Codua

Brnirapus

8. HOMEP(A) HA PABPEIIEHUETO 3A YOOTPEBA

Per. Ne 20060615

9. JAATA HANIBPBO PASPENIABAHE 3A VITOTPEEA

HJara ua mepro pazpemasare: 06.11.2006 r.
Hara Ha nocnenHo noanosasane: 20.12.2011 r.

16. JATA HA AKTYAJIM3UPAHE HA TEKCTA
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