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Cysaprap H 160 mg/12,5 mg pwmmpanu TaGreTxu B 27 -0 ¢

Suvartar H 160 mg/12,5 mg film-coated tablets

Cysaprap H 160 mg/25 mg dunMupanu tabneTku

Suvartar H 160 mg/25 mg film-coated tablets

2. KAYECTBEH H KOJJUYECTBEH CHECTAB

Cyeapmap H 160 mg/12,5 mg dpunmupanu matnemxy

Besxa punmupana tabnerka chabspika 160 mg Bancapran (valsartan) n 12,5 mg xupoxmopoTsasin
(hydrochlorothiazide).

Cysapmap H 160 mg/25 mg hurmupanu mabremxu

Beska dpunmupana Tabnetka ceanpixa 160 mg BasicapraH (valsartan) u 25 mg XHApOXJIOPOTHA3H

(hvdrochlorothiazide).

3a I'BNHUA CIHCHK HA TIOMOIIHHTE BELIECTBA, BUXKTE TOUKA 6.1,

3. JEKAPCTBEHA ®OPMA

PunmupaHa TabaeTka

Cysapmap H 160 mg/12,5 mg hrwupann mabremxu

TBMHOUEPBEHH, NPOABITOBATH, JICKO M3MEKHATH GUIMHUPaHH TAGNETKY, IAMIIOBAHH OT €1HATA CTPAHA ¢
"HHH" u "CG" ot obpardara cTpana Ha TaGneTkara.

Cysapmap H 160 mg/25 mg duarmupanu mabremxu

OpawxeBoKaQarM, IPOALArOBATH, NEKO H3ITBKHANHA GIIMHpauu TableTkH, IAMIIOBAHH OT E[IHATA CTPAHA C
"HXH" 1 "NVR" ot obparuara crpana Ha tabneTkara.

4. KJIHMHWYIHU JAHHN

4.1 TepaneBTHYHH NOKAZAHUL

JleueHne Ha eceHIMAHA XHITEPTOHMUS MIPH BB3PACTHH.

Cygaprap H duxcupana no3osa koMOMHaLMA e TOKA3aH MPH NALMEHTH, YMETO APTEPHATIHO HANATAHE HE CE

KOHTpOJTHPa aACKBaTHO OT MOHOTEpanud ¢ Bajlcaprad HIH XHAPOXJIOPOTHA3HA.

4.2 o3HpOBKA H HAMHH HA NPHIOKEHHE

QOBMQOBKEI

[penopsunrennara no3a Cyeaprap H e eana cmeMHpaHa Ta6neTKa anesxo. [Ipenop PG
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HE CE KOHTPO.IMpA aICKBATHO OT MOHOTEPANH ¢ BAJICAPTaH MM XUAPOXI0POTHAH, KAaTO CE OCHTYPH
CTIA3BAHE HA NPETIOPBYUTENHATA TOCSIOBATENHOCT 34 THTPKPAHE HA OTACIHHUTE KOMIIOHEHTH,

Cnen 3ano4BaHe Ha TepanMATa TPSORA Aa C& HANPABH OlleHKA Ha KITWHH4HES 0Troop cnpamo Cysaprap H 1
aKO HE MOXKe /12 ¢e IOCTHIHE KOHTPOI Ha apTepHaHOTO HalATaHe, J03aTa MOXKE [a Ce [IOBHINH Ypes
NORHIIABAHE HA OTACIHWTE KOMIOHETH J0 MakCHMaHa nosa 320 mg Bajcaptad u 25 mg
XHAPOXJIOPOTHAZHLL.

AWTHXUDEPTCH3UBHUAT €(PEKT € MOAUSPTAHO HANMYEH Cle/i 2 CEMUIIH.

[Mpu roBe4eTo NALMHEHTH MAKCHMATHATE edieKTH Ce OCTHTAT B paMKHTe Ha 4 cenmuu. [lpu Hakon
MAIHSHTH, 06a4e, MOJXKE A3 ¢ HeOOXOIHMO feteHue B poab/kenue Ha 4-8 cenmunm. Tosa TpaGsa 1a ce uMa
TIPE/IBHA 11O BPEME HA THTPHPAHETO Ha JO3aTa.

AKo cret 8 cenmul He HacThIH ouaxBanuA efext ot Cysaprap H 320 mg/25 mg, TpsbBa aa ce o6cvau
TIEUCHHE ¢ JOMBJIHHTENCH WK ANTepHATHREH AaHTHXMIIEPTEH3UBEH JIEKAPCTBEH MPOIYKT (Bink Touky 4.3, 4.4,
4.5us.1)

Chneyuannu zpynu nayyenmu

Bwbpeuno yepexciane

He ce nanara mpomsaHa B J03UPOBKaTa NPH MALIHEHTH C JIeKa A0 yMepeHa 656peuna HeoCTaTBYHOCT
(Ckopoct Ha rmomepynna duntpanus (GFR) > 30 ml/min). Mopany XHapoxnaopoTHasHaIHATA KOMIOHEHTA
Cysaprap H e npoTHBOnOKasaH IIpH NALKEHTH ¢ TeXKO OBOpeuno yspexaane (GFR < 30 mL/min) u anypus
(B, Touku 4.3, 4.4 u 5.2),

Yeprodpobuo yepexcoane
IIpH mauueHTH ¢ neKo 10 yMepeHo yepHoapodHO yBpeskiaHe Ges Xolnecrasa 03aTa Ha BAJICAPTAH He TpadBa

Aa npesumaba 80 mg (Bk. Touka 4.4). He ¢ HeoGX0IMMO KOpHTHpaHe Ha A03aTa Ha XHAPOXJIOPOTHASHI 34
NALKMEHTH C JIEKO 10 YMEPEHO YeproapobHo yepexaaHe. [Topaay HANMYHETO HA BANCAPTaH, KOMOHUHPAHUAT
nexapcTeeH npoaykt Cyeaptap H e nporusonokasas mpy NallHeHTH ¢ TEXKO 4ePHOAPOOHO YBPEKIaHE HiH
funnapHa uMpo3a i xonecTasa.(Bx. touku 4.3, 4.4 1 5.2).

Hayuenmu 8 cmapuecka gw3pacm

He ce nanara NPOMAHA B NO3IHPOBKATa IPH [IALHCHTH B CTApYeCKa BL3PacT.

Heduampuyna nonynayus
Barncapras /XuapoX/TOpoTHA3H/L He ¢e TIpenophyBa 3a ynotrpeba ripy aena nos 18 ronuuu, nopamy auncata
Ha AaHHH 32 He20NacHOCT U eUKACHOCT.

Hoauun na npuroocenue
Cyeaprap H Moxe Ja ce nprema ¢ Wi 6e3 XpaHa d Tpsafpa 1a ¢e npHeMa ¢ Boja.

4.3 IipoTHBONOKA3ZAHHS

¢ CBPLXYYBCTBHTEHOCT KbM AKTHBHUTE BELIECTBA, APYTH CYNPOHAMMAHH IPOU3BOLHHU HIH KbM HIKOS

OT NOMOLIHHTE BellecTRa, H30PoeHH B TouKa 6,1,

Brops ¥ TpeTH TphMecTBp Ha GpemenoctTa (BK. ToukH 4.4 1 4.6).

Texko yepHOIPOOHO YBpeKaAaHe, OHNHAPHA LKPO3a H X0JIeCTasa,

Texxo 61u6peuno yBpeknane (KpeaTHHHHOB KanpbHe <30 ml/min), anypus.

PedpaxkropHa XUNOKaTHEMHs, XHMOHATPHEMUA, XUIIEPKATTIIHEMHS H CUMITTOMATHYHA
XHUMEPY PUKEMHS.

* Epnospemennara ynotpeba Ha Cypearap H ¢ anMcKHpeH-cbIBPRAIH TPOAYKTH € IT
NpH NAIMEHTH CHC 3axapeH auabeT wiH 0n0peuHo yrpexaane (GFR < 60 ml/min/
ToukH 4.5 u 5.1).
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4.4 CoenrajHmr npeaynpexieHns H NpeJNa3HH MEPKH NPH ynoTpeda



IlpoMeHH B HUBATA HA CEPYMHHTE ENEKTPOIHTH

Bancapman

EpnospemenHaTa ynoTpe6a ¢ KalHeBH JOGABKH, KaJHH-ChXPaHABAIIH THYPETHIIH, 3aMECTHTENH Ha
COINTA, CHABPIKALIY KUTHH, HIIH APYTH JICKAPCTBEHH MPOAYKTH, KOMTO GHXa MOTJIM [a TIOBHMIIIAT
HHBaTa Ha KaiMH (XenapuH U T.H.), He ¢e npenopbusa. CTOMHOCTHTE Ha Kasus TpAbBa Aa ce
MOHYTOPHPAT CLOTBETHO.

Xuopoxnopomuazuo

[Ipu nedeHue ¢ THABMIHE TUYPETHHM, BIIIOUYHTEHO XUAPOXIOPOTHA3K, ce ChoDIIaBa 3a CTy9YaH Ha
xurokanuemus. [Ipenoprupa ce 4eCTo MOHUTOpUpAHE HA HHBATA HA CEPYMHHSA KAITHIL.

JleHenueTo ¢ THASHAHH JMYPETHLH, BKIIOYHTEIHO XHAPOXJIOPOTHA3HI, C& CBBP3BA C XHIIOHATPHEMUS
4 XHINOXJIOpeMHUYHa ankano3a. THazsuanTe, BIIIOUHTETHO XHAPOXIOPOTHA3K], IOBHIIARAT
eKCKpeLNnsTa Ha MArHe3ui B ypUHATA, KOETO MOXKe Jia JOBee AC XHIIOMarHe3neMus. EKCkpennaTa Ha
KaTLMii HaManABa 0] BIMAHUETO HA THA3HAHMTE auypeTuiu. ToRa Moxe Ja OBEIE 10
XHITePKATIHEeME.

KakTo nps BCHHKM NIALMEHTH, NOTYYABAIH JHYPETHUHO JIEYEHHE, € HEOOXOAMMO Ha MOIXOASIUH
HHTEPBAIK OT BPEME [ Ce OCHIUESCTBABA OTIPEIENIHE HA HHBATA Ha CEPYMHHTE E€NEKTPOJIHTH.

TlanenTH ¢ HATPHER W/HAH obeMeH TehHIHT
IlaupeHTHTe, MOMY4aRaIM THA3HIHH IHYPETHIIH, BRTIOUHTEITHO XHAPOXAOPOTHA3H]L, TPIOBA 1a
G'BIlaT Haﬁmonanaml 34 MOARa HA KITHHHYHH l'IpP[3H&HH Ha BOACH HIH GJICKTPOIEHTGH I[HCﬁaJIaHC.

[IpH NALHEHTH ¢ TEXbK HATPHEB H/HIH 0DeMeH Je(bUIHT, KATO TE3H, KOHTO NOTYYABAT AHYPETHLIM, B PeaKH
CITyvaH cneX 3arousane Ha Tepanss oxc Cysaprap H Moxke 13 ce HOJBH CHOTOMATHYHA XHITOTOHHS.
HaTtpuesnat w/umi oGeMHUAT JeHULMT TPAORA 1a Ce KOPHTUpa [IPeIH 3aII0YBaHe HA NCUEHHETO Che
Cysaprap H.

TTaXMEHTH ¢ TEXKKA XPOHHYUHA ChPIETHA HEOCTATHYHOCT WK JAPYTH CHCTOSHUS, [IPH KOHTO € HATUIIE
CTHMYJIAIMA HA CHCTEMATa PEHHH-aHTHOTEH3HH-AJIIOCTEPOH

[Ipu nausenTy, 4ua1o 666peuHa GYHKLNMA OH MOITIA 13 3aBHCH OT AKTHBHOCTTA HA CHCTEMATA PeHHH-
4HTHOTEH3MH-AIIOCTEPOH (Hanp. MALKECHTH ¢ TEXKKa 3aCTOMHA ChPASYHA HEIOCTATBYHOCT), JIEYEHHETO ©
HHXMOMTOPH Ha aHTMOTEH3INH-KOHBEPTHPALUMS EH3UM CE CBLP38a ¢ OMUIYPUA M/WITH NPOrpecupalla
430TEMHA H B PEIKH CIy4aH ¢ ocrpa 060pedHa HeOCTATBYHOCT WHIH ¢MBPT. ONEHKA HA NALIMEHTHTE ChC
ChpJe4Ha HENOCTATHYHOCT WK C/1eX NPeKapaH HHgpapKkT Ha MHOKapAa TpAOBa BHHAI'M 1a BKJIKOYBA OLIEHKA
Ha Obbpeunara dynkuus. [Tpunoxennero na Cysaprap H npu naupeHTy ¢ Te)KKa XpoOHHYHA ChpJEYHA
HEIOCTATBYHOCT HE € NPOYYBAHO.

CnenoBaTeNnHO He MOXKE Ja Ce H3K/IIOHY, U€ [I0paid HHXHOHPAHE Ha CHCTEMATA, PCHHH-aHTMOTEH3HH-
anfaoctepoH npuaaranero Ha Cysaptap H moke na 6b71e cBBbp3aHo ¢ yBpexaane Ha ObOpedHaTta dyHKUHS.
Cysaprap H He Tpa0Ba 1a ce npiiara Ipu Te3u NaLueHTH.

Creunosa Ha 6pOpeuHaTa aprepus

Cysaprap H He Tpadsa 1a ce mpunara 3a iedeHre Ha XUNIEPTOHUS [IPH MAUHMEHTH C €HOCTPAHHA WITH
ABYCTpaHHa CTEHO3a Ha OEOPEYHHTE apTepHt KK CTEHO3a HA apTePUA Ha eJUHCTBeH OROpeK, Thil
KaTO TPH TaKWBa MAUMEHTH ¢ Bh3MOKHO OBHUIARAHE HA CTOWHOCTHTE HA CEpyMHUTE HHBA HA ypes U
KPEeaTHHUH.

ITepEHYEH XHIEPATIOCTEPOHUIEM
[ManpenTHTe ¢ MBPBHYEH XHIIEPAJIIOCTEPOHHIEM He TpSOBa N1a ce siekysar ¢b¢ Cysaprap H, Thii kato
TAXHATE CHCTEMA PCHHH-AHTHOTCH3HH HE © AKTHBHPAHA,

AOpTHA ¥ MUTPAJIHA KJIAIHA CTeHO3d. XHIePTpodHIHA OGCTPYKTHBHA KAPIHOMHOIATHS
Kakro npd BCHYKH Ipyrd BazoQiaaTaTOPH € HeoOXO0OIHMO 0Co0eHO TIOBHIIEHO BHUMA

CTpajally OT 30PTHA WIM MMTPAIHA CTEHO32 WM OT XuneprpodnyHa o6CcTpYKTHBHA
(XOKM).

Hapymenue Ha O:0peunaTa QVHKIMHA




He ce Hasiara Kopuripane Ha 103aTa HpH MAUHEHTH ¢ KPeaTHHHHOB KIHpBHC = 30 mL/min (ex.
To4ka 4.2). [Ipy nanmenTr ¢ 650peyHa HEAOCTATHYHOCT Ce MPENOPHYBA NEPHOIHYHO MOHHTOPHPAHE HA
CepyMHHTE KaJlHEBH HHBA, KAKTO H HUBATA HA CePyMHHTE KpeaTHHHH H ypes.

Brbpeuna TpancIUTAHTAITHS
Mo To3an MOMEHT HAMa HAaTpyIaH OIMT IO OTHOMIeHHe Ha GesonacHara ynorpeba na Cysaprap H npu
NALHEHTH, TIpeKapali Hackopo Op0peuHa TPAHCIUIAHTAITHAL

YepHoapoOHO YBpeKaaHe

[IpH maLMeHTH ¢ JIeKo 10 yMepeHo uepHoapolHo yBpexknane Ges xonectaza Cysaprap H tpsabsa na ce
ynotpebsBa ¢ [MOBHINEHO BHEMaHUe (BX. Touky 4.2 1 5.2).

TuazuuTe TpaOBa 1a ce M3NOM3BAT ¢ NOBULIEHO BHAMaHWUE [IPH TALMCHTH ¢ HapYILeHa YepHoapoGHa
GYHKIMA M MPOTpecHpalio 4epHoApoOHO 3abonaBane, Thil KATO MHHHMAaTHH NPOMEHH BbB BOLHO-
eIeKTPOIHTHMA GAJIAHC MOraT Aa OTKIIIOUAT HepHOAPOOHA KoMA.

Anamube3a 3a aHroenemM
AHFHO@JIGM, BKJIKOUITEIHO H FIONYBAHE HA JIAPHHKCA H ITOTHCA, KOUTO NIPHYHHARA OGCT}JYKHHH Ha

Bb3yLIHUA BT WU TIOAYBaHE Ha THIIETO, YCTHHTE, (hapHHKCa, WHIH e3uKa ¢ GWT HOK/IABAH NPH
MALHeHTH, MPUEMAallii BAICAPTAH; HAKOK OT Te3H IALMEHTH ¢a NOTy4aBali aHTMOEAEeM TIpH yriotpeba Ha
Apyru nekapctea, BKnouuTTenHo ACE-unxuburtopy. [Ipuema Ha Cysaprap H Tpabea za 6ba¢ He3a6aBHO
OpeKpaTeH MPH NMAHEHTH, KOUTO PA3BUAT AHFHOEAEM, H KOMOHHALMATA BAICAPTaH/XHAPOXITOPTHASH HE
TpsAGBa Aa 6b/e HA3HAuaBaHA OTHORO.

CHcTeMeH TYITYC €PHTEMATONEC
Crobmara ce, ¥e THA3HIHHTE AUYPETHLH, BKITIOUHTEHO XHAPOXIOPOTHA3H, MOTaT Ja obocTpar wim
A3 aKTHBHDAT CHCTEMEH ITyIyC epHTEMATOAEC.

Zpyru MeTaboNKTHY HAPYIHEHHS

TuasHaHHTE THYPETHIH, BKIIOYHTENHO XHAPOXTOPOTAAH, MOI'AT 18 HAPYILIAT NIIFOKO3HHS TOJEPAHC
H /1a IOBHILAT CEPYMHHTE HUBA HA XOJIECTEPOIT, TPUITTHLEPHIR H IHKOUHA KucemuHa. [Tpu malpentn
¢ 1uabeT MOXe Ja € HeoOXOMMO KOPHTHPAHE HA A03aTa HA HHCY/IHHA WA Ha TIEPOPATHOTO
XHITOMTTHKEMUYHO CPEICTRO.

TrasuanuTe NMypETHIM MOTAT A2 MOHMKAT CKCKPELUSTA Ha KAIUMHA B YPHHATA H J1a JOBEJAT JI0
HHTEPMUATEHTHO JICKO MOBHINABAHE HA HHBATA HA CepyMHHE: KaJIHH IPH JIMIICA HA YCTAHOBEHO
HapylieHHe Ha KaJluHerns MeTabonnsbM. Mspazenata xunepkanipeMys Moxke 1a € JOKA3ATE/ICTBO 3a
NOAIeKALL XUnepaparipeonanssM. IIpueMbT Ha THa3uaHE QuypeTHuM TpabBa Aa Oble npexpaTeH
IpelH NPOBEXAAHETO HA U3CIICABAHNA Ha NnapaTapeouannte QyHKUHH.

@oTOUYBCTBHTEIHOCT

Crobiapa ce 3a Clyyau Ha peaxiiiy Ha QOTOHYBCTBUTENHOCT IIPH IPMEM Ha THASHIHH AHYPETHLIH (BXK.
1o4Ka 4.8). Ako peaxuuara Ha GoTOHYBCTBMTEAHOCT Bb3HHKHE B X043 Ha JIEYEHHETO, CE NPENopLYBa
CIiMpaHe Ha JICYSHHETO. Axo ce cuuTa 3a HBOGXO,ELHMO HOOBTOPHO ApH/IaraHe Ha AHYPETHEA, Ce IPenope4HBa
3amMra Ha OSJ]&CTHTB, H3JIOKEHH HA CTBHLUE HIH H3IKYCTBSHA UV A ceetnuHa.

bpemennoct
He tpabBa aa ce 3anousa nevenue ¢ anrHoTensuH 11 penenropuu antaronuctu (ATIIPA) o Bpeme Ha

6pemennocT. OcBeH ako ApoaBIKHTENHATA Tepanus ¢ ATIIPA ce npenenn kaTo CHINECTBEHA, JIEUSHHETO HA
MALHEeHTKH, KOUTO Ca THIaHHpani OpeMeHHOCT, TpaOBa Aa Obe 3aMEHCHO ¢ ANTCPHATHBHO
AHTHXHIICPTEHIHBHO JICUCHHEC ¢ YCTAHOBCH Mpodun Ha 6e3omnacHOCT 3a ynoTpeba 110 BpeMe Ha GpeMeHHOCT,
[Ipu ycranosdaBase Ha OpeMeHnoct jeuenyeTo ¢ ATIIPA Tpabea HesaGasHO A ce NPeyCTAHORH H 13 ce
3aM0YHe AITePHATHBHO JICUSHHE, aKO € NOAXOAAIIO (BK. ToukH 4.3 1 4.6).

O01un

anrnoTeH3uH Il perentopHy anTaroHucTH. PeakimuTe Ha CBPBXUYBCTBHTENHOCT KBM X
I0-BepOATHH NIPA NAllHEHTH, CTpajalit OT aleprua HH acIMa.



XopoHAaNeH H3IHB, 0CTPA MHONMA W OCTPA 33KPHTORIBAHA [11aVKOMA

CynpoHamMuauTe HITH IeKapcTBata, NIPOU3BOAHH Ha CYIGOHAMUAKTE, MOTAT Aa NPeM3BHKAT
HAHOCHHKPATHYHA PeaKIlii, BOAEILA IO XOPOH/IANEH H3/THB C Ae(eKT Ha 3pHTE/IHOTO HOMe, 0CTpa MPexXo/Ha
MHUOIMKA H OCTPa 3aKPHTOBIbIHA rnaykoMa. CHMITOMHTE BKTIOUBAT OCTPO HACTBRABALIO HAMANECHHE Ha
3PHTENHATA OCTPOTA HIIH G0NKa B 04HMTe H OOHYAHHO BEIHHKBAT B PAMKHTE HA YaCOBE [0 CEAMHIM OT
3an04BaHe Ha JICYSHHUETO C JIEKapCTBEHKA MPpoAYyKT. HeleKyBaHata 0CTpa 3aKPHTOBIBITHA TIAYKOMA MOYKE JIa
JAoBeAe A0 TpaiiHa 3aryba Ha 3peHHeTo.

ITepBOHAYANHO TEYEHHETO € CIMpaHe HA XHAPOXJIOPOTHA3H/A 110 BE3MOKHO Hail-Obp3Ha Hauun, AKO
BBTPEOYHOTO HAJIATAHE OCTaBa 63 KOHTPOT MOYKE JIa Ce MMa [IPEABHA H CBOSBPEMEHHO KIHHMYHO HIH
XUpYpPryuYHO NeyenHe., KbM prckoBHTE akTOPH 3a pa3BUTHE HA OCTPA 38KPUTOBIBIIHA TIAYKOMA MOXE Ja C&
BKIIIOYM ¥ MHHAa aHAMHE3a 33 alepTHA KbM CYTQOHAMIMIH WY NSHULAIHH,

JpoiiHa Ogokaza Ha PEHHH-AHTHOTEH3IWH-ANA0CTepOoHOBaTa cucTeMa (RAAS)

Hma nanuu, de enHoppeMennara ynotpe6a Ha ACE uaxuburopy, anruorenszus 11 petuentopid Siokepu v
aTHCKHpPEH NMOBHINABA PHCKA OT XMITOTOHHS, XHIIEPKATHEMUsA U HAMANIABAHE HA OBOpedHaTa dyHKIHL
{BrmouMTeTHO OCcTpa OLbpeuna HemocTaTEuHOCT). ITopany ToBa He ce MpenopBYBa NBOKHHO GIoKUpane Ha
PAAC upes xkombuHHpaHata yrnoTpeba Ha ACE-uaxubutopn, aHruotenzis 11 peuentopHu GokepH WiTH
anuckupeH (Bxk. ToukH 4.5 1 5.1).

AKo ce nipelieHH, 4e TepanuaTa ¢ ABOHHO Oyi0KMpaHe e abcomoTHO Heo0X0aHMa, ToBa TpADBa Aa cTaBa caMo
no1 HaGMIOAEHHETO Ha CIICIHAIIMCT H TIPH YeCTO BHUMATETHO MOHHTOpHpane Ha ObOpeunarta QyHkims,
e/IEKTPOJIHTHTE H KPEEHOTO HAJIATAHE,

ACE urxuburopu 1 APB He Tpa6Ba 12 ce u3nos3Bar e1HOBpeMEHHO MPH [TALMEHTH ¢ AHabeTHa
HedponaTus.

HemenanomMeH pak Ha KQKaTa
B aBe enuaeMHONOTHYHH NIPOYYBAHHA, OCHOBABALIM CE HA AATCKHS HAIMOHATICH PAKOB PETHCTHP, ©

Hab1r01aBaH TIOBMILIEH PHCK OT HeMelaHoMeH pak Ha koxata (HMPK) [6asanHoknersuen xapupnoM (BKK)
¥ CKBaMO3HOKIEThYEH KapilHoM (CKK)] npu HapacTBama eKcio3HIka Ha KYMYJIATHBHA 7032
xuapoxsiopoTHasua (XXT3). Gorocencubunmsnpamure edextu va XX T3 morar aa aeicTBAT KaTO
BEPOATEH MEXAHW3BM 3a pazeutHe Ha HMPK.

HNaumenTute, npuemainy XXT3, tpabea aa 6bAaT HHPopMupany 3a prcka or HMPK ¥ ¢hBeTBaHu penoBHO
Aa NpoBepABaT KOKATA CH 3 HOBH JIE3HH H He3a0aBHO /ia ChOOILABAT MPH MOABA HA MOJO3PHTEIIHM KOXKHH
ne3ud. Ha nauuenture Tpsadea na ce mpenopruart Bh3MOKHHE NPEBAHTUBHA MEPKH, KATO OTPAHHYUEHO
H3/laraHe HA CJTEHYEBA CBETIMHA M YITPABHONCTOBH JIbYH, 4 B CIIy4al Ha eKCIIO3MITHA, MOAXOIAIIA 3aIlHTa,
3a Jla ce cBefie /10 MHHHMYM PHCKBT OT pak Ha Koxkara. [TofospureMnTe KoxKHM ne3nd TpsGea 1a Gpaar
TIOAJIOKEHH Ha He3abaBHO HicaeqBaHe, TOTEHUHATHO BKAKOYBALIO XHCTONOTHYHH W3CIeBaHHS Ha
Ononcuunu Matepuanu. [pepasrnexnane Ha ynotpeGara na XXT3 Moxe 2 Ce HAJIOKH H TPH MaLMEHTH,
KOHTO ¢a uMany npeaxoned HMPK (e, cbino Touka 4.8).

Ocrtpa pecoypaTopHa TOKCHIHOCT
Cren nprem Ha XMAPOXNOPOTHA3HI C& CHOOIIABAT MHOI'O PEAKH TEXKKH CITyHaH Ha OCTPa pecrMpaTopHa
TOKCHYHOCT, BKJIKHHTETHO OCTBY pecnuparoper auctpec cuuapoM (OFJIC). Cren npuem Ha
XHAPOXJIOPOTHA3H]L OOMKHOBEHO Ce pa3BHBa GenoapobeH OTOK B paMKMTE HA MMHYTH 10 dacope. B
HA4aA0TO CHMIITOMHTE BKJIOUBAT JUCIIHEA, NOBULIIEHA TEMIIEPATYpa, BIolIaBaHe Ha GenoapobHaTa
bynkuusa u xunotonud. [Ipu cemuenue 3a ARDS Tpsabsa na 6bae crpsH npuemst Ha Cysaprap H u na ce
NPHI0XKH MOAXOIALO JieueHHe. XHAPOXTIOPOTHARHA He TPAGRA J1a Ce NPHIIara NpH HallHEHTH, K
rosa ca noryuasaid OPJIC cnen npueM Ha XMapoXTOpoOTHAZMA,

4.5 B3aHMOREHCTBHE ¢ APYI'H N€KAPCTBCHH NPOAYKTH H APYTH GOpPMH HA B3aH

BiaumonelicTBHS, CBLP3aH¥ ¢ BAICAPTAH H XHAPOXJIOPOTHAA/



He ce npenopvusa ednospemenna ynompeba

Jlumuii

O6paTtumo nosuLIaBaHe Ha CEPYMHHTe KOHLIEHTPALMH Ha JIHTHI ¥ TOKCHYHOCT ca choOmeHH Ipy
enHOBpeMennaTa ynorpeba ¢ ACE-nHxnGHTOpH U THA3HIH, BKIOMHTENHO B XHApoxaopordazujl, [lopanu
TIMIICATA HA OTIHT OT €AHOBPEMEHHA yroTpe6a Ha BajicapTaH M JIATHIH Ta3H KOMOMHALMA He C€ MPenopbYBA.
Hpenopsuea ce BHEMATEIIHO CIIEICHe HA CEPYMHHTE HHBA HA JIUTHIA, aKO ce NpeLeHy, Ye KoOMOHHAIMATA €
HeoOXoamuMa.

H3zuckea ce ROGUILEHO BHUMARUE NPYU eOHOBPEMEHNA YROmpeba ¢!

JApYry aHTHXHIIEPTEHIMEHH AT€HTH

Bancapran/xuapoxnopoTHasua, MoKe [ja YCHIR AeiicTBRETO Ha IPYTH JISKapCTBa ¢ aHTHXHITEPTEHINBHH
CBOHCTBA (Hanp. rBAHMTH/NH, METHINO0MA, BasonuiataTopd, ACE unxuburopu, AHrsotensun 11-
PELEIFFOPHY aHTAar OHHCTH, OeTa-OnokepH, KaluueBy anTaroHueTy 1 DRIS).

Iipecopuu aMuuy (Hamp. HO eHAJHH €HATHH
Br3M0oxkHO € HamanisBaHe HA OTTOBOpA KbM NPECOPHU aMHHH. KITHHHYHATA 3HAUMMOCT HA TO3U e)eKT He €
CHMI'YPHA Y He € IOCTaThuHA, 3a 13 OBJaT CrpeHH.

Hecmepoudnu npomusesvsnanumenny cpeocmea (HCIIBC), exumovumenno ceacxmusnu COX-2
unxubumopy, ayemuicanuyutosa xuceauna ((>3g/0en) u necenexmusny HCIIBC

Koraro anrnotensun Il penenrropHuTe GMOKEPH B XHAPOXIOPOTHA3H] CE IPHIATAT €IROBPEMEHHO C
HCTIBC, moxe na ce nabmopasa oTcnaGBaHe HA AHTHXHIEPTEH3HBHKA UM edekT. OcBeH ToRa
eHOBpemeHHara ynorpeba Ha Bancapran/xuapoxnopornasui 1 HCIIBC moxe na ioesnie 10 HOBHIIEH PHCK
ot Bnourasane Ha 6s0peunara GyHKIMA H MOBHIABAHE HA cepyMuusa kauit. [Topamu ToBa ce nperophusa
npocaeispane Ha Gs0peunara QpyHKIMs B HAYANIOTO Ha JICYEHHETO, KAKTO M AJICKBATHA XMPATALMA HA
fiaLKeHTa.

BaanmopaelicTBHA, CBBP3aHH ¢ BAICAPTaH

Heotina 6roxada na penun-anzuomensun-aroocmeponoéama cucmema (RAAS) ¢ ACE unxubumopu (ACEIs),
Anzuomenzun Il-peyenmopnu anmazonucmu(ARBS) wwu aruckupen

JanHyu oT KIMHWYHK MPOYUBAHKSA TIOKA3RAT, Y€ ABojiHOTO GiiokupaHe Ba PAAC upes koMGuHEpaHaTa
ynorpe6a Ha ACE unaxuburopu, APB unu anuckipeH ce CBBP3Ba ¢ MO-BHCOKA YECTOTA HA HEXKENaHU
cBOMTHS, KATO HAMPHMEP XUTIOTOHHS, XHIIEPKATHEMHS 1 HaMasBaHe Ha ObOpeunara QyHKLMA
(BRITHOUHTETHO 0CTPa GROpeUHa HEOCTATEYHOCT), B CpaBHeHHe ¢ ynoTpeldara camo Ha eHO CpeacTRo,
Aeiicreawo Bbpxy PAAC (Bxk. Touku 4.3,4.4 1 5.1).

He ce npengpvusa ednospemenna ynompeba
Kanuii-cbxpansapaid JMypeTHUM, KaTHeBH T0OABKH, 3aMECTHTEIIH Ha CONITA, WM APYTH CYOCTaHITHH, KOUTO

OWXa MOTIIH 12 OBHLUAT HUBATA HA KasIMii,
[1py HEOOXOAMMOCT OT NPUIOKEHHE Ha JIEKAPCTBEH NMPOAYKT, KOWTO 3aciAra KAIMEBHTE HUBA, B KOMOWHAIM
C BAjICapTa, ce NPENopbUBa CleacHe Ha IUTa3MEeHUTEe HHBA Ha KAIHIA.

Tpancnopmepu
In vitro nannu nokaseat, ye Baicaprad ¢ cyOCTpaT Ha TPAHCTIOPTEpPA HA YEPHOAPOOHOTO 3aXBaLlaHe
OATPIB1/OATP1B3 u uepHoapobuus edayke Tpancnoprep MRP2. KiunuyHata 35aUAMOCT Ha Ta3u
HAXOMIKaHe ¢ H3BeCTHa. EqnoBpeMeHHOTO MpHAOKEHHE Ha HHXHOHMTOPH HA BXOOUPALLUTE TPAHCIIOPTEPH (T.€
pupaMITHH, UMKIOCTIOPHH) WTH e(IyKe TPaHCTIOPTepHTe (PHTOHABMP) MOTAT Aa YBE/THYAT CHCTE

CBIOBTCTBALIC JICHYEHHE ¢ TAKUBA TEKapCTRa

JInnca ya prauModeHcTBHA
[Npu npoyyBaHHA 3a ieKapcTBEHH B3aHMOAEGHCTBHSA ¢ BAKICAPTAH HE ¢a YCTAHOBEHH KIHH
B3aMMOACHCTBHA MEXKIY BAICAPTAH M HAKOE OT CIIG/IHUTE BELIECTBA: LHMETHAKH, Bapda




JMIoKCHH, ATEHONON, HHAOMETALHH, XHAPOXTOPOTHAZH, AMITOMMIMH, rIHOeHKIAMHA. JIMFOKCHH 1
HWHAOMETALMH MOraT [la B3auMoJeicTRAT ¢ XHAPOXIOpoTHasHaHaTa komnoHeHTa Ha Cygaprap H (six
B3aMMOEHCTBHA CBBP3AHH C XHIPOXIIOPOTHASHI),

B3aumogaeiicres, cBEp3anE ¢ XHAPOXJIOPOTHASH]

Heobxodumo e nosuueno enumarnue npu eOnospemenid yrompeba

Jlexapcmeenu npodykmu, NOSAUAGGUIY HUSAMA HA KATUL 8 CepyMa

XunokaHeMHIHUAT €QEKT Ha XMAPOXITOPOTHA3ZH/ MOKe Aa Gh/Ie MMOBULICH OT SAHOBPEMEHHOTO IIpYIaraHe
Ha KanMH-ry0eiu Uy peTHIM, KOPTHKOCTepou Iy, nakcatiey, AKTX, amporepHiun, kapberokcomon,
neHULMITHH G, CaniiiiIOoBa KUCENHHA H TPO3BOAHH.

Ako e Heo0X0UMO NPEANMHCBAHETO HA TE3M IEKAPCTBEHHM MPOAYKTH €HOBPEMEHHO ¢ KOMOMHALIMATA
XMIPOXJIOPOTHAIMA-BANICAPTaH, Ce NPENOPHIBA MOHUTOPHPAHE HA TA3MEHUTE HIWBA HA Kadws. (B, TOUKa
4.4).

JlekapcTReHH NPOAYKTH, KOMTO MOrat na HHAYUMpar forsades de pointes

IMopazn pHcka OT XHNOKaTHEMHR, XHAPOXJIOPOTHA3ZHA TPAOBa 1a ce IPWIara ¢ NOBHIIEHO BHUMAaHHe
€THOBPEMEHHO C NEKAPCTBEHH MPOJYKTH, KOHTO MOTAT Jla HHAYLIMPAT torsades de pointes, ocobero Knac [ u
Kiac Il aHTHApHTMHOYM M HIKOH 3HTHIICHXOTHLIH,

Jlexapcmeenu nPpooyKmy, NOGAUARALY HUEAMA Ha HOMPUK 6 cepyMa

XHIMOHATPHEMHIRHAT eheKT Ha JWyPETHIITE MOXe Aa Ob/E YCHIeH OT eJHOBPEMEHHOTO NPHIOKEHHE Ha
JEKAPCTBEHH NPOIYKTH KaTO AHTHAESTIPCCAHTH, aHTUIICMXOTHIIM, AHTHETTIAENTULH | T.H. [Ipenoprusa ce
TIOBHLIEHO BHHMAaHUE NTPH NPOABIDKHTENTHATA YIoTpe0a Ha Te3u JieKapeTea

JMTHTATIHCOBH [JIMKO3KUAN
THasHa-HHAYUHpaHa XMIOKATHEMHS WK XMIOMATHE3UEMHS MOTAT 3 ¢€ H3ABAT KATO HeKeNIaHw
PCAKLHH, YIeCHABAHKY HAYANOTO HA THFHUTANMC-WHAYLMPAHH ChpAeYHH APHTMHH (BIDK T.4.4).

Kanyueeu conu u eumamur D

[MpunaraHeTo Ha THASHIHH AHYPETHLH, BKIIOYHTETHO XHAPOXIIOPOTHAZH, ¢ BUTaMHH D WK ¢

KajilIKeBH COMM MOXe Ja NMOTeHLMpa NOKAUBaHETO HA CepyMHMS Kanuuil, EqHOBpeMeHHara ymotpe6a Ha
THA3KUIHH JYPETHIH ¢ KANMEBH COTH MOXe Aa JOBEME A0 XHUTIEPKANLHEMHS TIPH NAIMEHTH,
NPEeAPa3oNoKEHH KbM MOBMILICHH HUBA HA KaJIUMi B KPEBTA (T.€ XUNIEPNAPATHPEOHANIBM, 3I0KAHECTBEHH
3a00/19BaHYA T BATAMAH /| — CBBP3aHM CHCTOAHKA) KATO [OBUIIABAT 0OpATHATA pe3opluvs Ha Kanupi B
TyOyauTe.

Anmuduabemnu nexapemea (HePOPAIHY CPeACMEd U UHCYIUH)

TuaznyuTe MOTaT a MPOMEHST IIIOKO3HNS Tosiepaic. Moxke fia € HeoOX0AUMO KOPUTHpaHe Ha JI03UTE Ha
TIeKapCTBEHHS TIPOAYKT.

Metdopmun TpabBa Ja ce pHeMa ¢ NOBHINEHO BHUMAHHME [I0PA/IM PHCK OT JAKTATHA auu/I03a,
HWHAYUMpPaHa OT BB3MOKHA QYyHKUMOHAIHA GBOpeUHa HeAOCTaTBYHOCT, CRbP3aHa ¢ XMAPOXIOPOTHAZML,

Bema-6noxkepu u ouazoxcud

EnHOBpeMEHHOTO NPHIOKEHUE Ha THA3H/THY IMYPETHIH, BKIIOYHTETHO XUAPOXIIOPOTHA3HI, H GETa-
Ha0KepH MOXe 2 IOBKIIM PHCKA OT XMICPriMKeMus. THASHIHUTE JUYPETHLH, BKTIOUHTETHO
XMAPOXTIOPOTHA3K, MOTAT Jia TIORMINIAT XHIEPTJIMKEMUYHHA e(EKT HA THABOKCH,

Jlexapcmeenu npodykmu, npuaazanil 3a ieveHue #a nodazpa (npobeneyud, cyiduunupason u
B13MOXKHO e 1a ce HANOXKH KOPHIHPAHE Ha 103aTa HA YPHKOIYPHYHHUTE CPENICTRA, Thif KaTo

ce yBeJIH4H J03ata Ha npofeHennn H cyndunipazon. ExdoBpeMenHoTO npriarase Ha
JUYPETHIH, BKIHOYHTEITHO XHAPOXIOPOTHAZML, MOXKE Aa IOBUIIH YSCTOTATA HA PEaKiy
CBPBX4YBCTBHTENHOCT CIPAMO AJTOTTY PHHOIL.



Anmuxonunepeuuny Rexapcmeeny NPOJYKmu U Opyau ReKapCemeq 3acazauii MOnMWumema ia CmoMauHo-
upesHus MpaKm

BHOHANMYHOCTTA Ha THA3MITHNTE AUYPETHLIM MOXKE a Ce IOBHILH OT AHTHXOTHHEPrHYHHUTE IEKAPCTBEHM
NPCIYKTH (Hamp. aTponuH, GHIIepHACH), O4eBHAHO NOPAIH HAMAIABAHE HA MOTH/INTETA HA CTOMALNHO-
4peBHUS TPAKT M 3a0aBsHe Ha BPEMETO 3a H3NPa3BaHe Ha cToMaXa. OOPaTHO, OUAKBA Ce Y€ TTPOKHHETHLHTE,
KaTO IIM3aKpHI, MOTAT Ja HAMAJAT OHOHATHYHOCTTA HA THASHUIHUTE THYPETHIIH.

Ananmaoun
TuasmanuTe qUypeTHLIN, BKIFOYHTETHO XAAPOXIOPOTHA3K, MOTaT [a MOBHIUAT PUCKA OT HeKeIIaHH
peaknuy, PUYMHEHH OT aMaHTaqHH.

Honoobmennu cmonu

A6copOHHATA Ha THAHIHKTE AHYPETHLH, BKITIOMHTENHO XHAPOXIOPOTHAZH, CE TIOHIKABA OT
XONEeCTHPAMMH WIH XONECTHIION. TOBA MOMKe a OBeAe A0 NOHIDKEH TepaneBTHYSH eQeKT Ha THASHIHMS
aMypeTHK. Bee nak, HanacBaHeTO Ha JIO3HPOBKATA Ha XMAPOXJIOPOTHA3ZKAA M HOHOOOMEHHATA CMOAa, KAaTo
HApUEMEp [pHeM Ha XHIPOXJIOPOTHAZHAA TIoHe 4 Yaca npeny wiM 4-6 yaca cliel cMOJIATa, HOTEHUHATHO G
HAMATHIO eeKTa Ha B3aHMOACHCTBHETO HM.

Lumomoxcuunu rexapcmeenu npooyrkmu

ThasnauuTe AMYPETHLH, BIUTIOYHTEIHO XHAPOXIOPOTHA3HI, MOTAT Aa HamanaT GOpedHaTa eKCKpeLHa Ha
LUHTOTOKCHYHHTE JIEKAPCTBEHH MPOOYKTH (HAIp. LHKIo(GocdhaMH/, METOTPEKCaT)_ 1 4a IOTEHIHPaT TEXHUTE
MHENOCYNPECHBHH e(eKTH.

Heoenorapusupaiyu crenemnomyckyinu peaaxcanmu (Hanp. myboxypapun)
TrasHAHHTE Ty pETULY, BKIIIOUHTEHO XHAPOXIOPOTHASH, TOTEHUHPAT JEHCTBUETO HA CKEIEeTHATE
MHOPEJIAKCAHTH, KaTO NPOH3IBOJHHTE Ha Kypape.

Luxaocnopun
EanospeMeHHOTO NMpHnaraxe ¢ NMKNIOCHOPUH MOXKE [1a TOBUIIH PHCKA OT XHIIEPYPHKEMHS 1
YCIOXKHEHHS Ha OJarpaTa.

Anxoxon, bapbumypamu u HapKOMudHU AEKaPCMBe YU HPOOYKIMU

EaxoepeMenHOTO MpHTOMKeHHE HA THA3MAHN AUYPETULW ChC CYGCTAHINHA, KOUTO TIOHKMKARAT KPBEHOTO
HayAraHe (Hamp. KaTo peyliHpaT aKTHBHOCTTA Ha cuMnaTHkoBata LIHC HIH ca MpeKTHH BazogunaTatop),
MOX€ Ja NOTCHIHPA OPTOCTaTHYHA XHUITOTOHHA.

Memunoona
HMMa uzoaMpaHH choOIEHMA 34 C/IyYaH Ha XeMONMTHYHA aHEeMU 1IPH ¢IHOBPEMCHHO TIpHIaraHe Ha
METHILIONA H XHAPOXTOPOTHAZHI.

Hoouu xonmpacmuu cpedcmsa

B ciy4aii Ha AUy peTHK-HHIYUMpPAHA KEXHIPATAIMS € HAMUE NOBHIUSH PUCK OT ocTpa OBOpeuHa
HEJO0CTATBLYHOCT, 0COOEHO NPH BHCOKM 103H Ha Honuus npoaykr. Ilauuenture TpadBsa fa ce pexuapatHpar
HpeaH NPHIAraHeTe HA HOAHM KOHTPACTHH BEIECTRA.

4.6 ®epTHAHTET, OPEMEHHOCT H KEPMEHE

bpesennocm

Bancaprax

m

W k4

Ynorpebara Ha aHrnotersuH 11 petientopuu anTaronwcti (ATIIPA) He ce mpenopbusa
TPHMECTBP Ha OpeMerHoctTa (B, To4ka 4.4). Yiiotpebara xa ATIIPA e nporusonoxas
TPETHA TPUMECTEP Ha OpeMeHHOCTTa (BK. TOUKH 4.3 u 4.4).




EnuaeMU0NIOrHMHMTE JaHHH 32 PHCKA OT TEPATOreHHOCT cllel] ekctosuius Ha ACE~uHxubuTopH npes
OBPBHA TPHMECTHD Ha OPEMEHHOCTTA HE €2 OKOHYATETHY; HE3ABHCHMO OT TOBA HE MOXE 113 ¢ M3KIIOUH
NICKO NOBHILABAHE HA PHCKA. BBIpeKH ue HAMA KOHTPONUPaHH eNHASMHOIOTHYHH JaHHH 33 PMCKA OT
ATIIPA, 1ono0en puck MoXke 1a CHINECTBYRA NIPU TO3M Kiac Jiekaperea. OCBeH B Ciryyaii ue TepanusTa ¢
ATIIPA ce npenenssa KaTo MHOTO BaXKHa, MALMEHTKKTE, KOMTO ILIaHUPAT OpeMeHHOCT, TpabBa a
NPEMUHAT Ha ANITEPHATHBHO AHTHXHIEPTEH3UBHO JIEYEHHE C OKA3aH Npodin Ha SesonacHocT 3a yrotpeba
npu OpemenHocT. [Ipu ycranoBaBane Ha GpemenHocT neveHneTo ¢ ATIIPA TpaGra ma ce npeycTaHoru
He3a0aBHO H TPpH HeOOXOIHMOCT Aa ¢ 3allOdHe ATTEPHATHBHA Tepanus.

H3BecTHO ¢, ue excro3HIuATa Ha Tepanis ¢ ATIIPA mo BpeMe Ha BTopus W TPeTHA TPUMECTHP Ha
GpeMeHHOCTTa NPUYHHABA PETOTOKCHYHOCT MPH X0pa (MOHIKeHa Gu0peuna GyHKUMSA, ONMIOXHAPAMHHOH,
3abaBeHa OCH(HMKALMA HA Yepena) H HEOHATATHA TOKCHUIHOCT ((B6peyHa HeOCTATEMHOCT, XMIOTOHMS,
XUIEPKATHEMHA); BUATE CHIO Touka 5.3 "[IpeakmuHuang JaHHH 3a Gesonacnoct”.

B crryqait Ha ekcriosunnsg Ha ATIIPA cres BTopus TPHMeCTEp Ha GpeMEHHOCTTA Ce Mpenopbysa
yIITpasByKoBa Ipopepka Ha GpOpeuHaTa (yHKLHA H Yeperna.

Hosoponeus, unnto maiiku ca npuemanu ATIIPA, tpabea 1a 6R1aT BHHMAaTENHO HAOMIOAABAHH 22
XHUITOTOHHKA (BAK. CHLIO TOUKH 4.3 H 4.4).

Xuopoxnopomuazuo

Hanuue e orpasi4eH onMT OTHOCHO YNOTpeDaTa Ha XHIPOXJIOPOTHAZKA 110 BpeMe Ha HpeMEeRHOCT, 0cobeHo
Ape3s rspBUs TPHMeCTsP. 1IpoyuBaHHiTa TIPH *HBOTHH ¢4 HEAOCTATHYHH. XHAPOXTOPOTHAZH NPEMUHARA
npes wiauentara. Haxoxaaiku oT GpapMakoJOTHYHHA MEXaHH3BM Ha ASHCTBHE HA XMAPOXJIOPOTHASM,
ynorpebara My npe3 BTOpHs H TPETHA TPHMECTBP MOXKE {3 Hapylu detorutaneHTapHara nepdysus 1 na
moBefie A0 $eTATHH H HEOHATAIIHH YCIOKHEHIA KATO JKBIITEHHIIA, HAPYLICHHA HA &JIeKTPONHTHHSA Gaane 1
TPOMOOLIHTOTIEHHA.

Kvpmene

JlumicBaT MaHHH OTHOCHO ynoTpebaTta Ha BaJiCapTaH 10 BpeMe Ha KbpMeHe. XHAPOXAOPOTHA3H/ Ce
EKCKPETHPA B MOBEKOTO MIIAKO. [lopanu Ta3u npuumHa He ce NMpenopbuea prHeM Ha Cysaprap H no speme
Ha KbpMeHe. [Ipeanounta anTepHaTHRHO JeueHHe ¢ no-100pe ycTaHoBeH npodut Ha 6e30MacHOCT 110 BpeMe
Ha KbPMEHE, 0COOEHO MPH KbPMEHE HA HOBOPOJEHO MM HEJIOHOCEHO Oebe.

Depmmuiumem
Hama maHHH 0THOCHO eeKTa Ha BaNcapTaH HTH XHAPOXJIOPOTHA3H/ BhPXY (epTHIHTETA.

4.7 EdexTH Bbpxy cnocobHocTTa 32 modHpaHe H paboTa ¢ MailinHA

He ca nposexaann npoyusanns 3a eeKTATE HA BAICAPTaH/XHAPOXJIOPOTHA3HI BEPXY CIIOCODHOCTTA 32
wodupare. Tpadsa na ce uMa TpelBUN, He NPH odupaHe U paboTa ¢ MALIMHM € BL3MOXKHO ITOHIKOra A4
HACTHIAT 3aMASHOCT HIH YMODA,

4.8 HexelaHn JeKapCTBEHH peakIBEH

HeskenaHHTe AeKapCTBEHH PEAKLHH, CHO0MWEHH MPY KITHHHYHH [POYYBAHHA H Ta60paTopHH HAXOIKH,
HACTBIBANIH TI0-YECTO IPH BANICAPTAH IUTIOC XHAPOXIOPOTHAZM CIPAMO IAlIe60, KAKTO U OT/IEHHTE
CHODINEHHMA 110 BpeMe Ha MOCTMApKETHHIOBHS EPHOR, Ca IPEACTABEHMU N0-TOJTY 1O CHCTEMO-OPTAHHH
Kacose. HexenaHHTe peakIMH, 38 KOMTO Ce 3Hae, Ye HACTBIBAT [PH NPHAAraHe HA OTIEe/HHTE ChCTAaBKH
CaMOCTOATENHO, HO KOHTO HE ¢a HabMIOAaBaHH MpH KTMHMYHKTE NPOY4BalKA, MOTAT Aa BE3HMKHAT B X0Ja
Ha JCHCHHETO ¢ BAJICAPTAH/XHIPOXIIOPOTHAZH.

Hexenavure PeakLHH ca [NOAPENCHH MO YECTOTE, Hal-ueCTHTE ca [TEPBH, CBITIACHO CNEeIHATA KO
MHOr0 4ectd (> 1/10); gectn (> 1/100 no < 1/10); mewectw (> 1/1 000 no < 1/100); peaxn (>
1/1 000); muorO0 peaku (< 1/10 000); ¢ HeM3BeCTHA YecTOTA (OT HATHYHHTE AZHHH HE MO
HanpaseHa oleHka). ITpu BeAko rpynppaHe B 3aBHCHMOCT OT YECTOTATA, HEXEIIRHHTE NE
ce H3OpoABAT B HU3XOMALL PEX 110 OTHOIICHHE HA TAXHATA CEPHOZHOCT.

Tabruya 1. Yecmoma na nesicenanume pearxyliy RPU 4AACAPMAH/XUOPOXIOPOMUASUO
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Hapywenns Ha MeTabon3Ma H XpAHEHETO

Heuectn [ JCXHOpaTallig

HapymenHa Ba HEPBHATA CHCTEMA

MHoro penku 3AMAAHOCT

HeuecTH MapecTe3nd

( HeM3BeCTHA YeCTOTA CHHKOI

HapynienBEs ga 0uRTE

Hevectu 3aMBINICHO 3peHHE

HapymeHEs HAa YX0TO H abupuaTta

Heuectn THHHUTYC

CbI0BM HApYIICHHS

Heuectn [ XHIOTOHHA

PecnapaTopHH, TPLIHA H MEIRACTHHAJIHH HAPYIIEHHA

Hevwects KalllJIMIa

(C HeM3BECTHA YECTOTA HekapauoreHeH Oenoapoben oToK

CroMamHO-4ypeBHH HAPYIICHUS

MHoro peakn | JHapusa

Hapymeaus 5a MyCKY/JIHO-CKe/IETHATA CACTEMA H CLCIHHHTE/IHATS ThKAH

Hevectn MHANTHA

MHoro peaku apTpanrug

Hapymenns na 6b0peHMTe B NHKOIHHTE HLTHIIA

C HemW3BeCTHA YeCTOTa | Hapymena 6u6peuna dysxups

O6mu Bapymenus 4 epekTH HA MACTOTO HA NPHJIOKEHHE

Heuectu | YmMopa

H3cnenpanns

C Heu3BeCTHA YECTOTA TMoBuineny HABA Ha TIHKOYHA KHCETHHA B CePYMa, TTOBHIEHH
cepyMeH OMNHpYOHH M KpeaTHHHH, XHIIOKATHEMHA,
XHITOHATPUEMU, NIOBHUICHH HHBA Ha ypes B KPBBTa,
HEYTPOTEHH

JonbaepTenta vudopMaIms 3a OTAeIHATE CHCTABKH

Hexenanure peaximin, cro0IMIEHH 3a BCAKA OT OTAENHHTE ChCTABKH, MOTAT Aa OBJAT NOTEHLMATIHI
HexenaHu peakipy Ha Cysaptap H, 1opn 1a He ca HabGmoAaBaHH B X043 Ha KITMHHYHHMTE MPOYYBAHHA WIH
N0 BpeME Ha IOCTMAPKETUHTOBHA IIEPHON.

Tabruya 2. Yecmoma na Hexceanume peaxyui npy 8aiCapman

Hapyumenus sa KppBTa M JIBEM(pHATA CHCTEMA

C HeM3BeCTHa YeCTOTA [HownmxeH XUMOTrNOOHH, IOHAKEH XEMAaTOKPHT,
HEYTPONEHHS, TPOMOOITHTONICHHS

Hapymenns Ha AMYHHATA CHCTEMS

C Hen3BecTHa HeCTOTa Jpyru peakilny Ha CBpBXHYBCTBHTEITHOCT,
BRJIKOUMTENIHO cepyMHa GorecT

Hapymienus Ha MeTa00/I1H3Ma H XPAHEHETO

C HeW3BeCTHA HMeCTOTA | Mouwes cepymen ki, XHMOHATPHEMHS
Hapynienus Ha yXoTo H 1a0HpHETA

Heuectn | CeeToBBpPTEK

CrioBH HapyHieHAS

C HeusBecTHa uecTOTa | Backynur

PecnmpaTopHu, rpLIHH B MEIHACTHHAIHE HAPYHICHHS

HeuecTn Kamnuia

CromManmHo-ypeBHA HAPYUICHHS

HetecTn | Kopemna 6onka
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XenaToOH/HAPHH HAPYIIEHHS

C HemspecTHa JectoTa Tlopumagane Ha noKa3aTenuTe 3a YepHoApoOHa

GYHKLHA

Hapymenusi Ha KOXKATA H NOIKQKHATA ThKAH

C HexsBecTHa 4YecTOTa | Anrsoeniem, o6pue, chpGex

Hapymenns na 6n0pennre n IHKOYHUTE NTHTHMA

( HEeH3BECTHA YeCTOTA ] Hapyena Osopeunta $yHKLIS

Tabruya 3: Yecmoma na nedceranume peaxyuy NPy xudpoxiopomuasd

XuapoxnopoTuasui ¢e MpeAnucBa IHPOKO OT MHOIO TOAHHH, 9€CTO B I03H, [10-BHCOKH OT 403474,

npurarana npu Cysaptap H. CreanuTe HeKeaaHM pHakuMK ¢a 6Hid chOOMICHH TIpU HalMEHTH, NEKyBaHH ¢

THA3HAHH JHYPCTULH, BKIEOUHTENHO XWAPOXIOPOTHAZH, KAaTO MOHOTEpanuA:

HapymeHHs Ha KPBBTA H JHMQEATA CHCTEMA

Penxu

TpombouuTOneH s, MOHAKOTa ¢ MypIypa

MHoro peaxu

ATpaHyIOTIMTO3a, JEBKOMCHNSA, XeMOIHTHYHA
@HCMHA, HAPYHICHHE HAa KOCTHO-MOIBYHATA
PyuKuus

C HeW3BecTHA YeCcToTa

ATUTaCTHYHE aHEeMUS

HapymieHust Ha HMYHHATA CHCTEMA

Muoro peaku

| Peakumy na CBPBXUYBCTBHTEIHOCT

Hapymenns B MeTaboin3mMa H XpaHEHETO

Muoro yectn

XUnoKarHeMusi, NOBHIIEHH JIMIHAH B KPBBTA
{rnaBHO MpH BHCOKH AO3H)

Yectu XUIIOHATPHEMHS, XHMOMArHE3HEMEA,
XUIEepYPHKEMHS
Penxu XunepKajUpeMHAs, XUICPITIHKEMHS, [TIOKO3YPHA,

BHOIMABAHE Ha MeTabOIMTHHUA CTATYC NpH AvabeT

Muoro peaxu

XHIOXAOPEMUYHA ANKAI03a

IcuxHyHH peakiuy

Penxu Henpecus, HapyIICHNA Ha CbHA
Hapyfaiends HA HEPBHATA CHCTEMA

Penkn I"nmaBofonue, 3aMasHOCT, NAPECTE3HA
Hapymennsi Ha ounte

Penku Hapymenne Ha 3putennara ocrpora

C peH3BecTHA YECTOTA

OcTpa 3aKpHTOBIBIHA MIAYKOMA, XOpOKIATeH

H3NTHB

Cbpaeunn HapymeHns

Penku | Cyvpreuna apurMus
CraoBu HApYIIEHHS
Hectn ] OpTocTaTHYHa XMUIIOTOHHS

PecnapaTopHn, TPbAHH H MEIMACTHHAJIHHE HADYIICHHS

Mruoro peaxu

Pecnupatopen auctpec, BRIIOYHTETHO
MHEBMOHHT K Genoapofen oTok

OcTrp pecnpaTopeH quctpec cHuapom (ARDS)
(k. Touka 4.4)

CroMamBo-upeBHA HAPYIICHHH

Yecr Jlunca Ha aneTuT, rafeHe ¥ MOBPLUIAHE =" 3
Pemxu 3arick, CTOMALIHO-UPEREH ARCKOMPOPRS WA /)
Mzuoro peaku ITanxpearur o2 ‘ P
XenaToOHAHAPHE HAPYIIEAHA // & / :
Penxu | MuTpaxenaTansa XonecTasa wid ichjreeH

Hapymenns Ha 6L0penuTe H THKOMHNTE HHTHINA
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C HensBecTHA YeCTOTA Hapymiena dynxuua Ha 666perire, octpa
OBOpedHa HEMOCTATHLYHOCT

Hapymennn HA KOXKATA H NOAKOKHATA THKAH

YecTH Ypruxapusg ¥ apyru bopMu Ha 06pHB
Penxu @oTouyBCcTRHTENHOCT
MHoro peaku HexpoTHsupat BackyiuT u TOKCHYHA

CIHACPMATHA HEKPOJTH34, KOKHH Peaxiit,
Hano00ABaMM JIY[EyC ePUTEMATO3YC,
PSaKTHBHpAHE Ha KOKEH JIVITYC EPUTEMAaTO3yC

C Heu3BecTHa 4eCcToTa Epurema mynrudopme

O0mu papymenns H epeKTH HA MACTOTO HA NPAIOKEHHE

C HEH3IBECTHA YECTOTA | Mupexcws, acTenus

HapymeHns Ha MYCKYJIHO-CKe/JCTHATA CACTEMA H CheIHHATETHATA ThKAR

C HeusBecTHA 4ecToTa | Myckynuu cnasmu

HapyuienHs Ha penpoagyYKTHBHATA CHCTEMA H FbPAATA

Yectn | Mmnorertaoct

Heon.razmun — no6pokauecTBeRN, 3I0KAYECTBEHH H HeonpeaeaeHy (BK/L. KHCTE M NOJIHNH)

C HewzBecTHA 4eCTOTA HemenanomeH pak Ha KoskaTa (6a3aHOKTETHYEH

KAPLMHOM M CKBAMO3HOKIIETEUEH KapLHHOM )*

*HemenanoMeH pak Ha koxara: Bb3 0cHOBa Ha HATMMHWTE JAHHM OT STHAEMHONOMMYHHE POYYBABHS &
HafmogasaHa 3aBHCUMa OT KyMy1aTHBHATA 1032 BpB3ka MexTy X XT3 1 HMPK (Bx. cpmo ToukH 4.4 1
5.1).

Cro0maBate ya NONO3HPAHH HEXENAHH PEaKiMK

CrobiraBaneTo Ha ONO3MPAHH HEXKENAHH PEAKLKH ClIe pa3pellaBaHe 3a YNoTpeba Ha NeKapCTRe s
TIPOJYKT € Bako. TOBA II03BONARA A MPONBNKH HAOTOMEHHETO HA CHOTHOILIEHHETO NON3a/PHCK 33
NeKapCeTBEHUA MPOIYKT. OT MEMIMHCKHMTE CIISLHANHCTH C€ H3MCKBA J1a Cho0IaBaT BCsAKa MOA03HMpPaHa
HEXeJaHa peakliHd Ypes HallHOHAIHA CHCTeMa 3a chobmaerane keM MSIEIHATeNHATa areHUnA 110
nekapcTBata, ya. . Jlaman Ipyes” Ne 8, 1303 Codms, ten.: +35928903417, yeGcaitr: www.bda.bg,

4.9 TIlpegosupane

CHMIOTOMH

[Ipenosupaneto ¢ BancapTaH MoKe 13 MPUYHHH H3Pa3eHa XUTIOTOHMA, KOSTO MOXKE 1A JIOBee 10
NOHKKABAHE HA ACHOTATA HA CH3HAHUETO, HPKYIATOPEH KOJIarnc WUk oK. B TonsIHeHNe, npu
[PEHO3MPAHE C XUAPOXNOPOTHAZHAHATA CECTABKA MOTAT f1a Bb3HHKHAT CleTHHTE TIPH3HALH U CHMITTOMH:
rajigHe, CHHIMBOCT, XHNOBOICMHS U €EKTPONNTEH AuchalaHe, CBbp3aH ¢bC ChPICUHH apHTMHUK H
MYCKYJ/JIHH CIIa3MH.

Jleyenwe

TepaneBTHUHATE MEPKH 3aBUCAT OT BPEMETO Ha MPHEM Ha JIEKAPCTROTO M BUIA M TEKECTTA Ha
cumMnTOMHTe, OT TBPBOCTENEHHA BAXKHOCT € CTADMIH3UPAHETO HAa IIMPKYIATOPHUA CTATYC.

B cnyuaii Ha XMIIOTOHHSA NAUMEHTHT TPAOBA a OBAE HOCTaBeH B JICTHAO NOJIOKEHHE ¥ GBP30 jia ce
NpeANpHEME 3aMeCTRaHe ¢ 06eM03aMeCTRAIIM W CONIEBH PA3TBODH.

Manko BeposTHO € Bancaptad aa 6bae OTCTpaHEH Upe3 XEMONHAIH3A Nopadl CTaDWIHOTO MY CBBP3IBAHE ¢
IUTA3MEHHTE IPOTEHHH, OT APYra CTPaHa ¢ AHAIN3a MOXKeE J1a ce [IOCTHIHE KIMPBLHC Ha XHAPOXTOPOTHAIM]L,

5. @®APMAKOJOI'HYHU CBOMCTBA
5.1 PapmakonHHAMHYHH cBOHCTBA

PapMakoTepaeBTHHHA FPyNa: aHIHOTeH31H 1] peLieNTOPHH aHTATOHKCTH H JEHY PETHIIM
JHYpeTHIIH,
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ATC xon: CO9DAO3
Bancapman/xuopoxnopomuazud

B asofiHO-ciATIO, paHIOMH3HPAHO, AKTHBHO KOHTPOIHPAHO H3MUTBAHE IPH MALMEHTH, HETIOCTHIHAJIK
KOHTPOJT Ha apTePHAITHOTO HAATAHE C XHAPOXIOpOTHA3KA 12,5 mg, ce HabmoaBa CHTHH)WKAHTHO MO-
rofismMa peAyKIips Ha CPeJHOTO CHCTONHO/IHAcTONHO AH ¢ koMGUHAUMATA BANCAPTAH/XHMAPOXIIOPOTHASHA
80/12,5 mg (14,9/11,3 mmHg) B cpaBHerwe ¢ XuApoxropoTHaszkn 12,5 mg (5,2/2,9 mmHg) u
XHApOXJIopoTHa3HA 25 mg (6,8/5,7 mmHg). B somennenye, NpoleHTHT HA TAUHSHTHTE, NOBIHAIH C€ OT
nevenueTo (aHacTonHo AH <90 mmHg niH nonmwkenue > 10 mmHg), e 3HaUHMO TIO-BHCOK ¢
BancapTan/xuapoxioporHasun 80/12,5 mg (60%) B cpaBHeHue ¢ XHuapoxnopoTHasug 12,5 mg (25%) u
XHAPOXJIOpoTHAsHA 25 mg (27%).

B mBOHHO-CIANO, PARJOMH3HPAHO, AKTHBHO KOHTPOMHPAHO M3INTEAHE NPH MALUEHTH, HEHOCTHTHATTH
KOHTPOJI Ha apTEPHAIHOTO HAaaATaHe ¢ Baicaprad 80 mg, ce HabmonaBa CHrHUPHKAHTHO NO-roOIIMa
PEOYKLHS HA CPeRHOTO CHCTOMHO/IHacToMRO AH ¢ komOGuHanuaTa sancaptan/xuapoxnoporuazug 80/12,5
mg (9,8/8,2 mmHg) B cpasnenwe ¢ pancapran 80 mg (3,9/5,1 mmHg) u pancapran 160 mg (6,5/6,2 mmHg).
B gonbsiHeHHe, NPOLEHTHT HA NA[HEHTHTE, MOBJIHIH ce OT neueHHeTo (auactonHo AH <90 mmHg win
nonmkeHue >10 mmHg), ¢ 3HAYMMO TTO-BHCOK ¢ Bancapras/xuapoxioporsasua 80/12,5 mg(51%) B
cpaeHeHHe ¢ Bajcapran 80 mg(36%) 1 pancapran 160 mg(37%).

B npolHO-¢I1A10, pAHIOMH3HPAHO, T1aLEe00 KOHTPONHPAHO W3IHTBAHE, CPABHABALIO PA3THYHHTE HO30BH
KOMOUHALIHK Ha BAICAPTAH/XHAPOXIOPOTHA3U C TEXHHTE CHOTBETHH CHCTABKH, ce HabAIOAaBa 3HAYHMO TI0-
TOJIAMA PeIyKUHMA Ha CPEAHOTO CHCTONHO/ nMacTonHo AH ¢ KOMOHHALMATA BAICAPTAH/ XHAPOXITOPOTHAZH]T
80/12,5 mg (16,5/11,8 mmHg) B cpaBreH#e ¢ mianeto (1,9/4,1 mmHg) u oTaeHUTE CHCTABKH
xHapoxnoporHasua 12,5 mg (7,3/7,2 mmHg) u Bancapran 80 mg (8,8/8,6 mmHg). B sorrsnuense,
NPOLIEHTHT HAa MALUEHTHTE, IOBITHATHM ¢ OT feveHneTo (ractoaHo AH BP <90 mmHg wnw noHmskenue >
10 mmHg), € 3rauuMO 110-BHCOK ¢ BancapTan/xuapoxnoporuasu 80/12,5 mg (64%) B cpapHenue ¢ mwianebo
(29%) u xugpoxnopotHasua (41%).

B apoiino-cnano, paHaoMH3upaHo, akTHEHO KOHTPONTHPAHO H3MUTBAHE (IPH NMailMeHTH, HEMOCTHIHAJTH
KOHTPOJT Ha ApTePHAIIHOTO HaldraHe ¢ xuapoxnopotuasua 12,5 mg, ce nabmogaBa CHIHH(HKAHTHO T0-
ronsaMa PefyKInA Ha CPeIHOTO CHCTONHO/ AHacTonHo AH ¢ kOMOHHALIMATA BAICAPTAR/XHUAPOXJIOPOTHAZHA
160/12,5 mg (12,4/7,5 mmHg) B cparHeHHe ¢ XuapoxaopoTHasun 25 mg (5,6/2,1 mmHg). B nonbaxenue,
MIPOIEHTHT Ha NALMEHTHTE, NOBIHATH c€ oT nevueHHeTo (AH < [40/90 mmHg unu nomxenue na CAH >20
mmHg win nonmwxenre Ha JAH >10 mmHg), € 3HAYMMO [O-BHCOK ¢ BalCApTaH/ XHAPOXIOPOTHASHI
160/12,5 mg (50%) B cpaBHeHHe ¢ XHAPOXIOpoTHA3N 25 mg (25%).

B neoi#HOo-cAm0, paHIOMM3HPAHO, AKTHBHO KOHTPOIMPAHO U3NMTBAHE [IPH MANMEHTH, HETIOCTHTHANIK
KOHTPOJT Ha apTePUA/IHOTO HaNATaHe ¢ BajucapTan 160 mg, ce Habmonara CHTHHQHKAHTHO [10-roJiaMa
penyKuHs Ha cpeanoTo cuctoaHo/auactonno AH ¢ komOuHauusaTa pancapran/xuapoxnoporaazus 160/25
mg (14,6/11,9 mmHg) u pancapran/xuapoxnoporuasun 160/12,5 mg (12,4/10,4 mmHg) B cpaBaenne ¢
Bancaprad 160 mg (8,7/8,8 mmHg). Pasimkata B noHmkeHneTo Ha AH mMexay aosure ot 160/25 mg u
160/12,5 mg ¢bIo JOCTHra CTATHCTHHMECKA 3HAUHMOCT. B NomsITHEHHE, NPOLIEHTET HA TIALMEHTHTE,
MNOBJIHA/IM ¢ce oT nedeHueto (Anacronde AH <90 mmHg wnn noumwxenne >10 mmHg), e 3HaunMo No-BHCOK
¢ BajicapTan/xuapoxnopoTrasin 160/25 mg (68%) u 160/12,5 mg (62%) B cpaBHeHHe ¢ BaicapTal 160 mg
(49%).

B BOHHO-CIIAIO, PAHNOMH3UPAHO, IWTauebo KOHTPONHPaHO M3MHTRAKE, CPABHIBAIIO PA3THYHHTE NO30BH
KOMOUMHAIMH Ha BANCAPTAH/XMAPOXIOPOTHAZK] C TEXHHTE ChOTBETHH ChCTABKH, C& HabMOIaRa 3HAUHMO M0~
s

CBHOTBETHHTE MOHOTEPAIIHMY, T.€. XHAPOXJIopoTHa3sHuz 12,5 mg (7,3/7,2 mmHg), xunpo et b
(12,7/9,3 mmHg) u Bancapran 160 mg (12,1/9,4 mmHg). B nomsiHedue, npoLeHTET #E Hafy
TIOBJIHAJIM C€ OT AedeHHeTo {quactonHo AH <90 mmHg wnn noHmwkenue >10 mmHg) cg;xka 14
¢ BajicapTan/xuapoxnoporuazua 160/25 mg (81%) u Bancapran/xunpoxnoporuasug 16 FJ:;_%‘,‘: ;
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cpaeHeHHE ¢ nanedo (29%) B CHOTRETHHTE MOHOTEPAIWH, T.e. XHAPOXIOpoTHasH 12,5 mg (41 %),
xuapoxnopor#asua 25 mg (54%), u pancapran 160 mg (59%).

B exHo nBOHHO-CAANO, PAHIOMH3HPAHO, AKTUBHO KOHTPOJIMPAHO NPOYYBAHE NIPH NAIMEHTH, KOWTO HE ¢a
aIeKBATHO KOHTPOIHPaHH ¢ BancaptaH 320 mg, e OWI0 YCTaHOBCHO 3HAYHTENIHO M0-TOIAMO NOHIKEHE HA
crofiHocTuTe Ha cpeaHOTO cucTonHO/ quactonHo KH 1 ¢ apeTe KoMOMHALHH Ha
BajcapTan/xuapoxnopotHasun 320/25 mg (15,4/10,4 mmHg) 1 BajcapTan/XUIpoXIOpOTHAIHA

320/12,5 mg (13,6/9,7 mmHg) cpamo Baacapran 320 mg (6,1/5,8 mmHg).

Pasnwkara B NOHIKEHHETO Ha cHCToNHOoTO KH Mexxny no3m 320/25 mg and 320/12,5 mg ceinoe e aocTurHana
CTRTUCTHYECKA 3HAYHMOCT. OCBEH TOBA, CTATHCTHYECKH MO-TOMIAM MPOLICHT OT NAIMEHTHTE ¢4 JATH OTTOBOD
cnpsmo (auacronno KH <90 mmHg nnu peayxuus >10 mmHg) Bancapran/ xunpoxnoporuazug 320/25 mg
(75%) u 320/12,5 mg (69%) B cpapHeHHe ¢ BancapTan 320 mg (53%).

B enHO MBOHHO-CIIANIO, PAHAOMH3HPAHO, TUIaNe00-KOHTPOTHPAHO TPOYIBAHE ¢ pakTopes AM3alH, KOETOo e
CPaBHABAIO Pas/IM4HK J030BH KOMOMHALIMY Ha BANCapTaH/XHAPOXIOPOTHAZHI CTIPAMO KOMIIOHEHTH MY IO
OTAENHO, € OHI0 HAOMFOAaRAHO 3HAUHTEITHO MO-TOIIMO HAMAIEHHE HA CPEIHOTO CHCTONMHO/AMacTonHo KH
npy KoMGHHallMKTE BaicapTan/xuapoxnoporuazug 320/12,5 mg (21,7/15,0 mmHg) u 320/25 mg
(24,7/16,6 mmHg) » cpapHenue ¢ wiane6o (7,0/5,9 mmHg) # chOTBETCTRAIINTE UM MOHOTEPANHH, T.E.,
xuapoxnopotrazua 12,5 mg (11,1/9,0 mmHg), xuapoxnopotuazug 25 mg (14,5/10,8 mmHg) 1 Bancaprau
320 mg (13,7/11,3 mmHg). Ocsen Toka, 3HAUMTENHO NO-ronaM Gpoii NALMEHTH ca OTTOBOPHIH (AHACTONHO
KH<90 mmHg nay nonmwxenue >10 mmHg) va pancapran/xuapoxiopotrasig 320/25 mg (85%) u
320/12,5 mg (83%) B cpaBHeHHE ¢ IHarebo (45%) 4 CHOTBETCTBAILHTE HM MOHOTEPANMH, T.€.,
xugpoxnopotuasua 12,5 mg (60%), xunpoxnopotrasua 25 mg (66%), u Bancapran 320 mg (69%).

B KOHTpOJIMpPaHM KIMHU4HH NPOYYBAHHS C BANCAPTAH + XUAPOXJIOPOTHA3H Ce HabIlIoAaBa 0303aBHCHMO
[IOHMMEHHS HA HMBATA Ha CEPYMHUA KAJTHIL, [TOHIKEHHETO B HHBATA HA CEPYMHHS KAJTHH € 10-YecTo TIpH
NaUMEHTHTE, PHEMAIIH 25 Mg XHIPOXTOPOTHA3H, OTKOIKOTO TPH T€3H, IpreMam 12,5 mg
XMAPOXJIOPOTHA3H/, B KOHTPONHPaHH KIHHHYHM M3IIMTBAHKA ¢ BAJICAPTAH/ XMIPOXIOPOTHASH KAJTHH-
TIOHKKARAILIMAT €EKT Ha XHAPOXJIOPOTHAZM/ ce 0TCNabBa OT KaNHH-ChXpaHABaIMAT eGEeKT Ha BAJICAPTAH.

Ha TO3H eTan He ¢a M3BECTHH MOJI3HTE OT KOMGHHB.IIPIHT& Ha BajcapTaH ¢ XMJIPOXJIOpOTHA3H 1O OTHOLISHHE
Ha CBPIACUHO-CRAORATA CMEBEPTHOCT H SonecrHocT,

EmupeMuonoruatm MPOY'BAHHA ITOKA3BAT, 9¢ OBJIFOCPOYHOTO JICHCHHUE ¢ XHAPOXNOPOTHAINH [IOHIKABA
PHCKa OT CBPACYHO-CBA0BA CMBPTHOCT H GOJIECTHOCT.

Bancapman

Bancapran e nepopanHo akTHBeH, MolueH U cnietduded anrnotensud I1 (AT IT) peuerrroped aHTarosmcr.
Toit peiicTBa ceneKTHBHO BBPXY A'T| pelienTTopHHA IIOATHIT, KOHTO € OTrOBOPEH 34 NO3HATHTE ACHCTBHA HA
anrgoTtensuH I1. ITopHieHHTE IUta3MEHH HUBA HA aHrHOTeH3uH 11 B pesysrat na AT, peuentopuara 6nokana
C BICAPTAaH MOXe 1a CTHMYJHpar HeGnokupanure AT, peuenTopu, x0eTo H3rnesxaa npoTHBOAeHCTEA HA
edexta Ha AT penerrropa. Bancaprau He riposissaBa HHKAKBA 4aCTHYHA ArOHMCTUYHA AKTHBHOCT KEM AT
pelenTopa ¥ HMa 3HauHTenHo (0Kono 20 000 nbru) no-ronsm aduuurer kbM AT penentopa, OTKOIKOTO
kM AT, penenrtopa. Bancapran He ce cBbp3Ba U He 6JI0KMpa peLIeNTOPH Ha APYTM XOPMOHH WiIH HOHHH
KaHA/IH, 32 KOUTO € U3BECTHO, Y€ Ca BAKHH B ChPASUHO-CHAOBATA PeryJIaLys.

Bancapran He nnxubupa ACE (u3BecTeH M kaTo KWHHHA3a 1), koiiTo npeBpbuia anrsoTensuH [ B
anrvorensud II v pasrpaxaa dpanukununa. Trit kato HaMat edekT BepXy ACE u He 3acunBar AeiicTBHETO
Ha GpagvKHHMH WK cyOcTaHuus P, Mako BEpOSTHO € aHTArOHHCTHTE Ha aHrHoTeH3uH 11 1a ca cebp3anu ¢
Kautage. B kTHHHYHW npoyvBaHHsA, KBACTO BalcapTaH ¢ cpasHeH ¢ ACE HHxuGuTop, yectorara Ha cyxa
kauTHia e 3HauuTenHo (P<0,05) mo-Manka NpH MALMEHTH, JIEKYBaHH ¢ BallCapTaH, OTKOJIKOTO 11
nexysauute ¢ ACE uaxuburop (2,6% cpemy 7,9% pecnekTHBHO). B KIHHUYHA MPoyuBa
C gHAMHE3A 3a CyXAa Kalkia no Bpeme Ha jeuenue ¢ ACE unxuburop, 19,5% ot npo
MOJTyqaBallly BajIcapTaH, 4 19,0% or Te3n nomyvaBaum THA3HIAEH AHYPETHK UMAT Ka
68,5% ot nmuara, nexysanu ¢ ACE unxuGurop (P < 0,05).

Hpmomeﬂne'm Ha BaJICApTaH NpPH MAIHCHTH ¢ XHIEPTOHHSA BOIH 10 MOHMKABAHE Ha a
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HanArase 6€3 noeauaBaHe Ha HyNCOBATA YECTOTA.

TIpu noBedyeTo MauUMEHTH cie 6HOKPATEH NepopaieH NpHeM HAYan0TO HA AHTHXHIIEPTEHIHBHOTO
AcHCTBHE € B PAMKHTE Ha 2 9aca, 8 MHKBT Ha [IOHHW/KARAHEeTO Ha APTEPHANHOTO HAIrAHE ¢& JIOCTHIA B
paMKHTe Ha 4-6 4aca. AHTHXMIIEPTEH3HBHUAT eheKT MPOTBDKaBa Ha 24 uaca cies npuema. [pu
MHOTOKPATEH NPHEM peancH aHTHXHNEepTeH3KuBeH edeKT Hali-00110 ce NoCTHra B paMKHTE Ha 2-4 CeMHIH,
¥ C€ TOJALPA B XOAa HA FBJAroTpaiHa Tepanua. JHa4MMO JOMbJIHHTETHO TIOHIKEHHE Ha APTEPHATHOTO
HANATaHe C& MOCTHIa NpH KOMOHHALKA ¢ XHAPOXJIOPOTHa3HA.

BHe3amHOTO NMpeycTaHOBABaHE HA IEUEHHETO C BAICAPTaH He Ce CBLP3Ba ¢ rebound-XHNepTOHHA WK ¢
JAPYTH HEWENAHH KIHHHYHH CHOUTHA.

Tpu NatEeHTH ¢ XHNEPTOHHS | AHA0ET THH 2 ¢ MEKPOATOYMUHYDHSA € OTYETEHO, 3¢ BAICAPTAH HAMA/IABa
OT/IENAHETO Ha anOymuH B ypunata. [Tpoyusanero MARVAL (Micro Albuminuria Reduction with
Valsartan) olensBa HAMATABAHETO Ha OTAENAHETO Ha anOymuH B ypunara (UAE) ¢ Bancapran

(80-160 mg/nen) B cpapHeHHe ¢ amyToaunHH (5-10 mg/aen), npu 332 naumwenty ¢ auabet THI 2 (cpeaua
BE3pAcT: 58 roauHu; 265 Mhxke) ¢ MEKpoandyMmuHypus (Bancaptas: 58 pg/min; aMmogumnus:

55,4 pg/min), c HOPMAITHO WNH BHCOKO aPTEPHAIIHO HAIATAHE M ChC 3anaszeHa 6nopeuna QyHKLHA
(cepymen kpeatinuH <120 pmol/1). Cnex 24 cexmuum, UAE e Hamanena (p<0,001) ¢ 42%

(-24,2 ug/min; 95% C1: -40,4 mo -19,1) ¢ Bancapran u npu6nuzurenno 3% (-1,7 pg/min; 95% Cl: -5,6
1o 14,9} ¢ aMIOJHITHH, HE3ABHCHMO OT CXOJIHATA CTENCH Ha TIOH}KEHHE B JIBETE TPYITH.

ITpoyusatero Diovan Reduction of Proteinuria (DROP) u3ciieniBa TOITBIHHTENHO epHKACHOCTTa HA
Bajicapras npu penyuupase Ha UAE nipu 391 nanpenTH ¢ xuniepronus (AH=150/88 mmHg) ¢ quaber
THI 2, anbyMuHypHsa (cpenHa cToiHocT=102 pg/min; 20-700 ug/min} u 3anazena Guopeuna Gyukpa
(cpenen cepymed kpeatuHHH=80 pmol/1). ITaumeHTHTe Ca pAHAOMH3HPAHH C eAHa OT 3-Te RO3H
sancapran (160, 320 u 640 mg/nen) ¥ neKyBaHH B TIpoOb/LkeHHe Ha 30 ceqmuum. LenTa Ha MpoyYBaHETO
¢ Jla YCTAaHOBH ONTHMAJHATA [03a BajcapTaH 3a pexyimpase Ha UAE npu nanments ¢ Xunepronus v
nuaber tan 2. Crien 30 cenmuuM npouenTHaTa mpoMada B UAE ¢ 3Hauuresino Hamasiena ¢ 36% ot
U3XOJHaTa CTORROCT ¢ BancapraH 160 mg (95% CI: 22 no 47%) u ¢ 44% ¢ pancapran 320 mg (95% CI:
31 no 54%). Hanipaseno e saimouenue, ye 160-320 mg BancapTad BOJIM JO KIKHHYHO 3HAYHME PENYKIHA
Ha UAFE npu nauuenT ¢ xunepronus 1 gHabet THII 2.

Hpyau: Osolino broxupane Ha penun anuomernsun ~ardocmeporosama cucmema (PAAC)
HApe roseMu paHIOMH3HPaHH KOHTpoupaHu npoyusatus — ONTARGET (ONgoing Telmisartan Alone and
in combination with Ramipril Global Endpoint Trial - Texywo rnobanso n3nuTeaHe 3a kpaiHH TOUKY Ha
TEJIMHCAPTaH, CAMOCTOATENHO M B KoMOuHauud ¢ pamunpui) 1 VA NEPHRON-D (Kauuuuso npoyusaHe
CBBP3aHO ¢ pa3BHTHe Ha HeporaTHA NMpH AHA0eT, MPOBEJEHO OT MHUMHCTEPCTBO 110 BLIPOCUTE HA
BETEpPAHHMTE) — MPOYUBaT ynorpebaTa Ha koMOunanuata ot ACE unxuturop v APB.

ONTARGET € npoyueaHe, MpoBeAeHO NPH MAIMEHTH ¢ aHAMHE3a 38 ChPAEYHO-ChI0BA KIIH MO3BYHOCHI0BA
Bonect, WNM 3axapeH auabeT THIT 2, MPUAPYKEHH ¢ JaHHH 3a YBPeXJaHe Ha eeKTopHH opranu. VA
NEPHRON-D e npoyusaHe IpH NMallMEATH Che 3axapeH AxabeT Tun 2 ¥ anabeTHa HebponaTHs.

Tesn npoyusanus He NOKA3BAT 3HAYNM ONArONPUATEH edieKT BhPXY OBOpedHHTe U/HITH CHPACHHO-ChAOBHTE
MOCTHeJHULH H CMBPTHOCT, KATO CHUIEBPEMEHHO ca HAO.MI01aRaHH NOBHILEH PHCK OT XHIIEPKATHEMHUA, OCTPO
yBpexaade Ha O0peuuTe WM XMIOTOHNS B cpaBHEHHE ¢ MOHOTepanuaTa. Kato ce uMar npeasua
CXOIHHTE MM $apMaKOIMHAMHYHH CBOHCTBA, TE3H pe3yJITaTH ca NMPUIoKUMH | 32 Jpyrd ACE uaxuburopu
u APB.

ACE mxuburopu u APb crerioarenHo He TpaGBa a ¢€ W3TON3BAT €HOBPEMEHHO NMPH MALUEHTH C
auaberHa HedponaTns.

ALTITUDE (KnuHi4HO Npoy4YBaHe TMPOBEIEHO ¢ ATHCKUPEH 1IPH NALIHEHTH ChC 3aXapeH AuabeT THIT 2 ¢
H3MO/3BAHE HA CHPASYHO-CHA0BH B O1OpedHy 3ab0NnaBaHKA KATO KPaiHH TOUKH) € TIPOYyY

uHxubHTOp MM APB npu nauuenTu cbe 3axaped auabet THO 2 H XPOHHUHO GBOpeUH
ChpPAEYHO-CBHIOBO 3abomiBane WK U ABeTe. |IpoydBaHeTO € PeKPATEHO NpeX/IeBpe
MOBHINEH PUCK OT HeOMaronpusaTHy nocneamuy. Kakro ¢upaeqno-cbaosara CMBPT, T
4eCTH B IPyNaTa Ha aTHCKHMPEH, OTKONIKOTO B rpynara Ha miaue6o, a rpeacrasissain
ChOWTHA M CEPHO3HH HEXENMAHM CEOMTHA (XMOSPKATHEMHA, XMIIOTOHNS 1 G10peuHa 1
¢bo0OMABAT MO-9ECTO B IPyMaTa Ha AJTMCKUPEH, OTKOIKOTO B rPynaTa Ha wiauebo.
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Xudpoxaopomuazuo

OCHOBHOTO MACTO Ha ACHCTBHE HA THASHIHHTE JHYPETHLM ¢4 JHCTAIHUTE H3BHTH KaHarieTa Ha Gnbpexa.
Hoxkazsano e, ge B H0peunara kOpa CHUIECTRYBA BHCOKOA(HHNTETEH PELETITOP, KOWTO € OCHOBHO CBLP3BAIL0
MSCTO 32 THASMHUTE JUYPETHLIH M 33 MHXUOHPaHE Ha TPAaHCNOPTA Ha HATPHEB XJIOPHI B

JAWCTATHOTO M3BUTO KaHaT4e. THA3HIHKTE AHYpETHIIM AcHcTBaT upes HHxKGHpaHe Ha Na “Cl cuMmoprep,
BEPOATHO 4pe3 KOHKYPHPAHE 3a MACTOTO 33 cBbp3Bane Ha CI', 0 TO3H HAYHH MOBNHABAT MEXEHUZMUTE HA
eIeKTponMTHA peabcopOLma: IRPEeXTHO TIOBHILARANKY eKCKpeLWsTa Ha HATPHH H XJIOPHIM B
NpAGTH3KTENHO eAHAKBA CTEIICH W HHIHPEKTHO UPes NUyPETHHHOTO cH AeHCTBHE, HaMaIaBaiiky IIa3MeHns
obeM ¢ mocneaBaLI0 NOKA4BaHe Ha TTA3MEHATA PEHMHOBA AKTHBHOCT, CEKPELMA Ha a/IOCTEpOH H 3aryba Ha
KaJHH ¢ ypyHaTa, KaKTO H HAMAJIABAHE Ha HYBATa Ha CepYMHHs Kaiuil. Bpbikara penun-annoctepon ce
MeIHHpa OT aHTHOTeH3HH H, Taka 4e pu eJHOBPEMEHHO NpHIAraHe ¢ BAICAPTAH PEAYKIIHATA HA CePyMHHS
kanmii e no-cnabo u3pa3eHa, OTKOIKOTO HAGMIOAABAHATA TIPH MOHOTEPAIAA ¢ XHIPOXIOPOTHASHL.

Hemenanomen pax na xoxcama

B®3 OCHOBA Ha HATM4HHTE JAHHY OT CIMISMHONIOTHYHH NMPOyYsauus € HabmoJaBaHa 3aBHCHMA OT
KyMyJTaTHBHaTa /lo3a Bpb3ka Mexay XXT3 u HMPK. Eano npoyueane BkIiovBa MOMynauus, ChCTOALA CE
or 71 533 ciyuav na BKK u 8 629 ciryuan na CKK, u nomynaimms ot ceoteetso 1 430 833 u 172 462
HOIXOIAIM KOHTponu. BucokaTa ynorpe6a Ha XX T3 (kymynatieso >50 000 mg) € cebp3ana ¢ KOPUrHpaH
OR 1,29 (95% [M: 1,23-1,35) 3a BKK 1 3,98 (95% JTH: 3,68- 4,31) 3a CKK. Habmoaapana e AcHa Bpb3Ka
KyMY/aTHBHa [1033-0TT0BOp kakTo 32 BKK, Taka u 3a CKK. [Ipyro nmpoyusasde nokasea B3MOXKHa Bpb3Ka
meskTy paka Ha yetHuTe (CKK) u excnosuumata va XXT3: 3a 633 cnyvan ua pak Ha ycTHMTE € NoaGpaHa
nomynanus ot 63 067 NOMXONANIH KOHTPOIIH, KAaTO Ce H3IIOA3BA CTPATErHA 3a B3eMaHe Ha Mpobw,
OnpeneNieHa OT PHCKa. JIEMOHCTpHpaHa € Bpb3ka KyMynaTHBHA 103a-0TToBop ¢ kopurkpad OR 2,1 (95%
HH: 1,7-2,6), napactsam a0 OR 3,9 (3,0-4,9) 3a Bucoka ynorpe6a (~ 25 000 mg) u OR 7,7 (5,7-10,5) za
Hal-BHCOKATa KyMy/naTHBHa no3a {(~ 100 000 mg) (Bx. chio Touka 4.4).

5.2 <dapMakoRHHETHYHH CBOHCTBA

Bancapman/xuopoxaopomuazud

Cucremuata HAMMYHOCT HA XHIPOXIOPOTHA3MA € HaMaieHa ¢ 0Koso 30% NpH eNHOBPEMEHHO NPHIIATAHE C
Basicaprad. KunetykaTa Ha BasicapTaH He Ce MOBTHABA IHAYHTENHO [PH eTHOBPEMEHHO TIPHIATaHe ¢
xuapoxnoporyasui. Habmonasanoro B3auMoneiicTeie He okasga BIHAHUE PH YTIOTpeba Ha KOMOHHAIMATA
BAICAPTaH H XHAPOXJIOPOTHA3HN, Thil KATO KOHTPONHPAHH KIMHKYHY TTPOYYBAHHA CA NIOKA3aTH SBEH
AHTHXHUIEPTEeH3MBeH eQeKT, I0-roNAM OF HOCTHIHATHA FMPH AKTUBHUTE BEUIECTRA, PHICKEHH TIOOTASITHO
HJTH NpH futauedo.

Barcapman

Abcopbyus:

Crex nepopanHo mpHAOKEHHe caMO Ha BaJIcapTaH NHKOBKTE IU1a3MEHH KOHIIEHTPAIIMY HA BAJICAPTAH ce
aocterar 3a 2-4 vaca. CpegHata aGcomoTHa OCHOHANMYHOCT € 23%. XpaHaTa HAMAJIABA EKCIO3HIHATA
(usmepena ¢ AUC) na sancaprau ¢ okono 40%, a MHMKoBAaTa M1a3MeHa KoHueHTpalus (Cmax) ¢ okono 50%,
BBIPEKH Ye 0KONIo 8 waca cie npuema FTa3MEHHTE KOHIEHTPAINN Ha BaJICapTaH ca NOZO0HHM B IPYIHTE Ha
OpHeM CIIEN HaXpaHBaHe M Ha rnaaxo. 1Tosa noHwxeHne Ha AUC obave He ce npuapyxapa 0T KIMHHYHO
3HAYHMO HAMAaNABaHe HA TEpaneBTHYHUA edeKT, MOpaIi KOSTO BANICAPTAH MOXE /A C€ 1aBa ¢ HiTH Oe3 xpaHa.

Pasnpedenenue.
O6embT Ha pasnperie/ieHHe Ha BaNcapTaH NP CHCTOSHHE Ha HACHILAHE CIIE] MHTPABEHO3HO NPHIOKEHHE €

OKONO 17 UTpa, KOETO MOKA3Ba, Ye BATICAPTAH He Ce Pasmpenelis eKCTEH3HBHO B ThKauuTe. Bajucaprad e B

buompanchopmayua.
Bancapran ne ce 6orpaHcdopMHEpa B rojiAMa CTETNeH, Thi Kato camo okosio 20% ot 1
Kato MeTabonuTH. B mia3MaTa e ycTaHOBEH XMAPOKCHMMETAG0IMT B HHCKH KOHLIEHTPA
10% ot AUC ua pancaptan). To3u MeTaGonuT € (hapMAaKONOIHYHO HEAKTHREH.
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Enumunayus

Bancapran nokaspa My ITHEKCTIOHEHIIMAIHA KHHETHKA (tye < 1 Uac |ty 0K0JI0 9 yaca). Bancapran ce
€THMHHHPA NPETHUMHO ¢ dexananTe (0kono 83% ot gozara) u ypusara (oxono 13% ot 103ara), rnasHO KaTo
HEMPOMEHEHO JeKapcTBo. Crie/l WHTPABEHO3HO MPWIOKEHHE TUTA3MEHHAT KIHPBHC HA BANICAPTAH € OKOJIO 2
1/uac u HeroBuaT 6L6peyeH kikpbHe e 0,62 1/4ac (okono 30% or o6mma kiupsHe). [TomyxuBOTET Ha
BajcapraH e 6 yaca.

Xuopoxaopomuaszuo

Abcopbyus

AGcopOLMATa Ha XMAPOXITOPOTHAH ClIe]l TIEPOPANEH IPHEM € GBP3a (tmax OKOMIO 2 4). YBeNHUEHHETO Ha
cpennata AUC e muHeitHO i 1030BO NPIIOPUHOHAIHO B TEPATIEBTHYHHTE TpaHuLy. BeanefcTereTo Ha
XpaHaT BbpXy abcopOimsaTa Ha XHAPOXIIOPOTHA3HA, 4KO H306LIO IO MMa, € ¢ MAJIKA KITHHWYHA 3HAYHMOCT.
AGcontoTHata 6HOHATHYHOCT HA XMAPOXJIOPOTHASHA ClIEX lepopalieH npreM € 70% cries mepopanuo
PHIONKEHHE.

Pasnpecenenue
ITpuBuauuaT obem Ha pasupenenenue e 4-8 1/kg.

[upxynupamusT XMEPOXJIOPOTHAZH], © CBBP3aH ChC CePYMHUTE MpoTennu (40-70%), IpetiMHO Cbe
cepyMHHA atOyMHUH. XHAPOXIOPOTHAZHA CHIIO TaKa KYMYJIMPA B €PUTPOLMTHTE NPHOIU3HTEHO
3 NbTH MOBEYE, OTKOMKOTO B I1A3MATA.

Enumuynayus

XugpoxJiopoTHA3HIL C& €MMHHHPA IIPEJMMHO KATO HEIIPOMEHEHO JIEKApCTRO. XHAPOXJI0pPOTHA3H, Ce
EMHMHHHPA OT MIA3MATA ¢ ITYKHBOT BAPHPAL MeIKIy 6 4 15 yaca 3a TepMHHANHATA eJIUMMHAIHOHHA
¢a3za. HsaMa npoMAHa B KHHETHKATA HA XHIAPOXIOPOTHA3HI IIPH IIOBTAPALILH C€ J03H H AKyMYJIHPAHETO &
MHHHMAJTHO TIPH €JHOKPATHO AHEBHO JO3HpPAHE,

Hax 95% ot abcopOupanata 1033 ce EKCKpeTHpA KaTO HENPOMEHEHO BEWIECTRO B ypHHaTa. bropeunnar
KJTHPBHC C€ CHCTOM OT NAcMBHA (PHUITpalA W AKTHBHA ceKpeLs B 6u0peuHnTe TYOYIM.

Creyuannu 2pyny nayuenmy

Xopa B Crapuecka B3pacT

[pu nakom nalMeHTH B cTapyecka BE3PacT ¢ HabI0AaBaHO MATIKO TIO-BHCOKO 00O paznpesieNieHHe Ha
BANICAPTAH B CPABHEHHWE ¢ MIaAUTE nardeHTy. Tora ofave HaMa J0Ka3aHa KAWHHYHZ 3HAYUMOCT.
OrpanuueHn fasny IpeaToNaraT, Y€ CHCTEMHHAT KIMPBHC HAa XHAPOXIIOPOTHASH € HAMATIEH TTPH
[AUHEHTH B CTAPYECKA BB3PACT, KAKTO MPH 3APaBY, TaKa M ¢ XMIIEPTOHHA, B CpaBHEHHE ¢ MITAIH 31PaBy
IOGPOBOJILH.

Hapywena 010peyna ¢pyHKims
TIpn npunarane Ha npenopruBanata Jo3a Ha Cyraprap H He ce H3MCKBA KOPUIMpaHEe Ha 034Ta TIPH
nalyedTu ¢ CkopocT Ha romepyinHa urrpauis (GFR) 30-70 ml/min.

Hama nanuu 3a npunaraseTo Ha BaACapTaH/XHAPOXIOPOTHA3M/L [IPH MALHEHTH C TEXKO OBOPeuHo
yepeaxcaane (GFR <30 ml/min) H npu nauuenTH Ha qHain3a. Bancaprau ce cBbp3sa BhE BHCOKA CTENCH ¢
[UIA3MEHHTE IPOTENHH H He MOXKe Aa O'BJie OTCTPaHEeH upes JHAIN3a, AOKATO XHMAPOXIOPOTHASHI MOXE A4
Ob/ie OYHCTEH Upe3 AHAITHAA.

Ipy vanuurero Ha 6u0peuHo yBpeskaaHe, CpeaHuTe MMKOBH IUIa3MEHH HUBA M cToMHOoCcTHTe Ha AUC
(nowTa Mo KpUBaTa) 3a XUAPOXIOPOTHAINIL Ca YBEIHHEHH H eKCKPELHATa ¢ YPHHATA ¢ hamaneHa. [lpu
MALHEHTH ¢ JIEKO HIIH yMepeHo 6B0peHO yBperkaaHe € HabmoRaraHo 3- KpaTHO ypenudeHue va AUC Ha
xugpoxmopoTHasua. Ilpu nampeHTd ¢ Texko OB0peuHo yBpexaaHe ¢ HabmonasaHo 8 - yse,

UYephionpobHo yBpexaaHe .
BB QapMakoKMHETHYHO H3NHTBAHE NPH NALKMEHTH ¢ eka (n=6) 10 yMepeHa (n=>5) 4épud
IHC(yHKIMA EKCIO3HLHATA Ha BAICAPTAH Ce MOBMIIARA NIPAOANIHTENHO 2 IBTH CIips
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nobpoponmuu (Bx.TouKa 4.2 1 4.4).

JIMncBar qaHHM 3a ynoTpebaTa Ha BalicapTaH TIPH MAIMEHTH ¢ TexKa YepHoapoOHa AHchYHKUMS (BXK.
Touka 4.3). YepHoapoOHUTE 3a00NARBAHHA HE MOBTHABAT 3HAYMMO (PAPMAKOKHMHETHKATA HA
XH/IPOXJIOPOTHAZH].

5.3 THpeaxkJHHHYHHA AaHHH 33 (e30NaCHOCT

IToTeHUaIHATa TOKCHIHOCT HA KOMOUHAHMATA BaAcapTaH + XHAPOXTOPOTHAZHI CIIE NEPOPAITHO
OPHIOKEHUE € M3CIeARaHA TIPH [LTBXOBE H MapMO3eTKH B TIPOYUBAHUS, APOIBIKABAIIM /0 ecT Mecena. He
ca YCTaHOBSHH JaHHH, KOUTO OHXa MOTJIH A3 W3KHOUAT NPUIOKEHUETO Ha TEPAeBTHYHE KO3H IIPH XOpa.

HaMeHeHHsITa, IPHUHHCHH 0T KOMOHMHALMATA B TIPOYUBAHMATA 32 XPOHHYHA TOKCHYHOCT € BEPOATHO /i ¢a
OpeRM3BHKAHH OT BajicapTaH. TOKCHKOJOTHYHUAT MPULICIICH OpraH ca Ob0pelinTe, peakiHaTa e NMo-u3paseHa
MPH MApMO3€TKH, OTKOJIKOTO [pH IUTbX0Be. KoMOMHan#aTa ¢ JoBena do 6u0peuno yepexaade (Hedponarus
¢ TyOynna 6asoduinsd, NokayBaHe Ha IUTA3MEHATA Yped, IUIA3MEHHA KPCATHHHH K CepYMHMS KATHH,
yBeNMuaBane Ha 00eMa Ha yPHHATA M €NEKTPONMUTHTE B ypHHaTa oT 30 mg/'kg/nen Bancapran + 9 mg/kg/nen
XHAPOXJIOPOTHA3H NpH ITbxoBe ¥ 10 + 3 mg/kg/neH rpu MapMO3ETKH), BEPOATHO 110 MEXAHM3IMA Ha
HapyllleHa 6b0peuna xemoauHamuKa. [1pu WIsXoBe Te3u 403U chotBeTCTBaT Ha 0,9 u 3,5 mbTH
MaKCHMaJIHaTa NpenopbyYBaHa Ao3a npu xopa (MIIIX) choreTHO Ha BAJICAPTAH M XHAPOXIOPOTHAZHA,
H34MC/ieHH Ha Daza mg/m?. [lpu MapMO3eTKU Te3H 103U choTBercTBar Ha 0,3 u 1,2 NETH MAKCHMATHATA
npenopp4uBaHa ao3a npu xopa (MITIX) cborserHo Ha BANCApTaH M XMAPOXAOPOTHA3Y/, HIUHCICHH Ha 0a3a
mg/m?, (M34uciieHusTa ce OTHACAT 3a nepopanHa 103a or 320 mg/neH BajicapTaH B KoMGHHALWMA C 25
ME/NeH XHAPOXIOPOTHA3HA H NALHeHT ¢ Terno 60 kg.)

Bucoku no3u Ha koMOMHAIMATA BANCAPTAH - XMAPOXJIOPOTHA3ZK] TPEJU3BUKBAT HAMATISBAHE HA
EPUTPOLIMTHHTE MoxasaTen (Opok Ha epuTpouuTHTE, XeMOr106HH, xeMatokpuT ot 100 + 31 mg/kg/neH mpH
nnexose W 30 + 9 mg/kg/nen npu Mapmozerku). [Ipr nrbxoee Te3u 403H choTBeTCTRAT HA 3,0 M 12 MBTH
MaKCHMaJTHATA MPEnopBYBaHa 1032 IPH xopa (MITJX) choTReTHO Ha BANCAPTAH M XHPOXIOPOTHASHIL,
M3UHCTeHH Ha 6a3a mg/m?, [IpH MapMO3eTKE Te3u 034 choTBeTcTRAT Ha 0,9 1 3,5 IMBTH MaKCUMATHATA
npenoprurana Jo3a rnpu xopa (MITJX) croTBeTHO Ha BancapTaH H XHAPOXJOPOTHAZHI, U3UHCICHH Ha Gasa
mg/m?. (MaumcieHnaTa ce OTHACAT 3a IiepopanHa Ao3a ot 320 mg/aeH pancapTad B KOMGHHAIHS ¢ 25
mg/aen XuAPOXIOPOTHARK) M IIaLMeHT ¢ Teryio 60 kg).

Ipu MapmozeTkH ce HabmoAaBa yBpexdane na croMauipara murapuua (or 30 + 9 mg/kg/nen).
KomOuHauusTa Chbio Taka BOOM 0 XHMIEPILIA3ZUA Ha a()epeHTHUTE ApTEPHONH B os6penute (mpu 600 + 188
mg/kg/nen npu mexose 1 30 + 9 mpg/kg/nen npu Mapmozerku). [Ipy MApMO3ETKM JO3HTE CHOTBETCTRAT Ha
0.9 1 3,5 TETH MakcHMATHATa NpeNopBYUTENHA H03a IpH Xopa (MILJIX) choTBETHO Ha BATCAPTAH H
XHAPOXIIOPOTHA3KA, H3UHCIEHH Ha 0a3a mg/m>. [Ipu mWIbX0Be Te3W J03M CHLOTBETCTRAT Ha 18 1 73 meTH
MaKCHMAITHATA IPenopsYHTEHA A03a 1pH xopa (MITX) croTBeTHO Ha BalcapTaH U XHUAPOXIIOPOTHAZH]L,
H3UMCNIeHH Ha 6a3a mg/m . (M3uncieRHATa ce OTHACAT 3a iepopanHa 1o3a ot 320 mg/aed BancapraH B
KOMOMHAIWMA ¢ 25 mg/IeH XHAPOXIIOPOTHA3H/L U TTAIMEHT ¢ Terno 60 kg).

CroMenaTuTe no-rope eekTH BEPOATHO ce IBDKAT Ha GapMaKoNOrHYHHA eheKT Ha BUCOKHTE JO3H
Basicapran (6nokKMpane Ha aHTHOTeH3HH [[-UHIYIIHpaHaTa HHXUOULINA Ha OTAENSHETO HA PEHHH H
CTHMYNAUHUS HA PSHHH-TIPOXYLHPAIIH KIICTKH) 1 ce cpewat # pH ACE-uuxubutopure. Te3u naHHK
BEPOATHO HAMAT MPAKTHYECKO 3HAYCHHE 110 OTHOLICHHE HA TEPANCBTHYHOTO MPHAMKEHHE HA BAICAPTAH TIPH
Xopa.

KoMOunauusira sajncapray - XMAPOXIOPOTHAZK HE € IPOY4YBaHa 3a MyTareHHOCT, XPOMO3OMiM AHOMAIHH
HIH KapLMHOICHHOCT, Thi KaTO JIMIICBAT JOKA3aTe/ICTBA 32 B3aUMOJEHCTBHE MEKLY JIBETE Cy

HesaBucumo ue TecToBeTe ca NPOBEKAAHH MOOTAETHO 33 BAICAPTAH H XUAPOXIIOPOTHAS e g&“
YCT@HOBCHH JOKA3ATC/ICTEA 384 MYTArCHHOCT, XPOMO30MHH aHOMANTHH HIH KaplIRHOTI¢HH

TIpu nrexoee TokcHyHM Ko3u 3a Madikata (600 mg/kg/ned) no BpeMe HA NOC/SAHUTE AH
W MIEPUO/a Ha NTAKTALMA Ca AOBEJIH JI0 MO-HICKA CTETeH Ha MPeXHBAEeMOCT, no-cnabo u
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touka 4.6). Tesu mo3u npu nabXxose (600 mg/kg/neH) npeacrarnapat npuGausuTenHo 18 meTa
MaKCHMaIHATA IPETIOPhURAHA 024 NPK Xopa Ha (asara Ha mg/m? (M3UHCIEHWATA e OTHACAT 3a HepopaIHa
Ro3a 320 mg/nen 1 ¥ matEeHT ¢ Terno 60 kg). Ipy npunaraxe sa BANCAPTAH/XUAPOXIOPOTHAZMS IPH
ILUILXOBE M 3aiili ce HabraasaT cxoHH Raxoikd. B npoyusanusTa 3a eMGpuoderanno pazsutue (Paza II)
JHTICBAT JOKA3aTe/ICTEA 32 TEPATOreHHOCT IPH NPHIAraHe Ha BAJICAPTAH/XHAPOXIIOPOTHASH [IPH [UTEXOBE M
3ai1y, BBIAPEKH TOBA HabmiogaBaHa (peTOTOKCHIHOCT, CBBP3aHa ¢ MaliYHHa TOKCHYHOCT,

6. PAPMAILEBTHYHH JAHHH
6.1 CoHCLK H2 TOMOIIHHTE BellecTBA

Copyesuna na mabnemrama:
MuxpoxprcTansa nemynosa
Kpocmorunon

Marnesuer creapat
Konouaen 6e3poaeH chaunmii

Hoxpumue:

Cyesapmap H 160 mg/12.5 mg dunmupanu mabiemxy
XunpomMenoza

Maxporon 8000

Tanx

Turanos aroxenn (E171)

Yeperen xenezen okcuz (E172)

Cyeapmap H 160 mg/25 mg ¢urmupany mabnemxu
Xunpomenosa

Makporon 8000

Tank

Turanor anokcuz (E171)

Uepsen xenezen okeuy (E172)

Awor sxenesen okeun (E172)

Yepen sxenezer okcug (E172)

6.2 HecbBmecTHMOCTH
Henpunoxumo.
6.3 Cpok na rognocr

Cysapmap H 160 mg/12,5 mg hunmupanu mabremxu

3 roaMuu
Cyeapmap H 160 mg/25 mg dhunmupanu mabaemxu
3 roguHA

6.4 Cpenuansy yCc10BAA HA ChXPAHEHHE

Ha ce cpxpaHaBa npH TeMniepaTypa non 30°C.
CobxpannpailTe B OPHIYHAIHATA OMAaKOBKa, 34 [a MPEINasHTe OT Blara.

6.5 JlaHHH 32 ON2KOBKaTa
Onakoexu ¢ PVC/PVDC/AL bauctep

Onakoku ¢ PVC/PE/PVDC/AL 6Gavctep
OnakoBku ¢ PA/AL/PVC/AL 6nucrep
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Omnaxosku ceappkamy 7, 10, 14, 15, 20, 28, 30, 50, 50x1, 56, 60, 84, 90, 98, 100 wnn 280 duimupann
TabNeTKH.

He BCcruku BHIOBE OTIAKOBKH MOTAT Jla GBIAT MyCHATH B npoaax6a.
6.6 CrnenuajHH MpeANA3HH MEPKH DPH K3XBBpAsHe B pabora

Hsima crielHaigy USHCKBAHHS

7.  HNPHUTEKATEJ HA PAPEHIEHHUETO 3A YIIOTPEBA

Sandoz d.d.

Verovskova 57, 1000 Ljubljana, Ciosenns

8. HOMEP(A) HA PAIPEIIEHUETO 3A YIIOTPEBA

Cysaprap H 160 mg/12,5 mg, Per.Ne: 20100453

Cysaprap H 160 mg/25 mg, Per.Ne: 20100454

9. JATA HA IIBPBO PA3PEINABAHE/TIOJHOBABAHE HA PASPEHIEHHUETO 3A
YIIOTPEBA

IMspeo PY: 12.07.2010

IMonuosasawe Ha PY; 18.01.2017

10. JTATA HA AKTYAJIMIUPAHE HA TEKCTA

1172021
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