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2 UME HA JIEKAPCTBEHUS MTPOAYKT (Ogodperwe M ............................ fosvasmisimiematin

A30uma HCT 5 mg/160 mg/12.5 mg ¢puamupanu tabiieTku
Asbima HCT 5 mg/160 mg/12,5 mg film-coated tablets

A30ouma HCT 10 mg/160 mg/12,5 mg punamupanu tabnetku
Asbima HCT 10 mg/160 mg/12,5 mg film-coated tablets

2. KAYECTBEH U KOJIMYECTBEH CbCTAB

A3buma HCT 5 mg/160 mg/12.5 mg dpuamupanu tabieTku

Bcesika ¢punMupana tadneTka chabprka 5 mg amnoaunud (amlodipine) kaTo aMmIoaAMIMHOB Oe3uar,
(as amlodipine besilate), 160 mg Bancapran (valsartan) u 12,5 mg XxuapoxaopoTHasua
(hydrochlorothiazide).

A36uma HCT 10 mg/160 mg/12.5 mg dunamupanu tabieTku

Bcesika ¢punmupana Tabnetka ceabpka 10 mg amnoaunus (amlodipine) kato amaoannuHoB Oe3unar,
(as amlodipine besilate), 160 mg Bancapran (valsartan) u 12,5 mg XHApOXJ0pOTHA3H
(hydrochlorothiazide).

3a MbJIHKUA CMUCHK HA MOMOIIHUTE BELIECTBA BHXKTE TOYKa 6.1.

3. JIEKAPCTBEHA ®OPMA
@unmMmupaHa TabneTka.

A36uma HCT S mg/160 mg/12.5 mg dunmupanu tabneTku
Benu, oBanHu, IBOMHO M3MBKHAIM (PUIMHUPaHK TabneTkH, ¢ BIUTbOHaTO penedHo o3Havenue “LLL” ot
e/lHaTa CTpaHa W IJIadK{ OT Jpyrara, ¢ HOMMHAIHA IbDKKHA 15,3 mm 1 HOMHMHa/IHA WKMpKHa 6,2 mm.,

A36uma HCT 10 mg/160 mg/12.5 mg ¢puamupanu Tabnerku

Bnenoxsaty, oBanHu, ABOHHO U3MbKHAIK GUIMUPAHH TAONETKH, ¢ BIUTBOHATO pesie(HO 03HAUYEHHE
“HLL” ot enHara cTpaHa ¥ IJIaJiki OT Apyrara, C HOMMHAJHA Ab/KKHA 15,3 mm H HOMUHATHA
lMpuHa 6,2 mm.

4. KJIUMHUYHH JAHHHU

4.1 TepaneBTHYHH NOKA3AHHSA

JleueHune Ha eceHUMAIHA XMNIEPTOHHUA KAaTO 3aMECTHTE/IHA Tepanus MpH Bb3PAaCTHH MALMEHTH, NIPH
KOMUTO € MOCTUTHAT 33/I0BOJIUTENIEH KOHTPO/I BbPXY apTepPHATHOTO HalsraHe ¢ KOMOMHALIHATA
aMJIOINITHH, BasicapTaHd u xuapoxiaoporuasua (HCT), npunaranu kaTo TpH OTIEIIHH JIEKapCTBEHH




4.2 [d0o3upOBKA 0 HAYMHH Ha NPHIOKERUE

,ﬂozuposxa

[Ipenopbueadara no3a Asbuma HCT e enna tadneTka [{HEBHO, 32 NIPSANOYUTAHE CYTPHH.

[Mpean ma npeMuHat Ha nedende ¢ Az6uMa HCT naunenrure Tpabsa na Ob1ar Ha GpuUKCHUpPaHy 1031 OT
CHOTBETHHTE MOHOKOMOIOHEHTH, KOUTO MIPUEMAT 10 ¢hinoto BpemMe. Jozara na A3duma HCT ce
onpenend Ha 0a3a 103UTe HA OTASTIHUTE KOMIIOHEHTH OT KOMOMHAUMATA B MOMEHTa Ha

NMPEMHHAEBAHCTO.

MaxkcuMannata npenopbuBana no3a A3ouma HCT e 10 mg/320 mg/25 mg.

Crneynaigy nomyaayuy
bvbpeuno yspeoroane

Flopagu xuapoxnoporiazugnara xomnonenta Azduma HCT e npoTusoniokasas npn NalAeHTH ©
aHypus (Bx. Touka 4.3) U IIpH MaRUeHTH ¢ TEXKO HBOpeUHO yBpexKIaHe (CKOPOCT Ha TIOMEPYITIHA
dunTpaima (GFR) <30 ml/min/1,73 m?) (ex. touxn 4.3, 4.4 u 5.2).

He ce Hanara KOpekiUns Ha HayasiaHaTa /103a MPH MalMeHTH ¢ NeKo J0 YMepeHo OsbpedHo yBpeKaane
(BX.
Touku 4.4 1 5.2).

Hepuoodpobuo yspesicoane

ITopanu pascapranoBata kKoMmioHenTa A30uma HCT e npoTuBonoKa3aH IpH MAaLMEHTH C TEXKKO
YepHOAPOOHO YBpexkaaHe (Bxk. Touka 4.3). [Ipu marHeHTH ¢ K0 10 YMEPEHO YEpHOAPOOHO
yBpeskaaHe 63 X0/ecTa3a, MakCHMaTHaTa NpenopbyyBada no3a pancaprad ¢ 80 mg H mopaau Tazu
npruyHa Az6uma HCT He e noaxoasi Npy Ta3y rpyna naureHTH (BxK. Touku 4.3,4.4 n 5.2).
[Ipenmopbks 3a 103aTa Ha AMJIOIWITMH TIIPY [IAIIKEHTH C NEKO A0 YMEPEHO YEPHOAPOOHO YBPEKAAHE HE
ca ycranosend. [Ipyu npeMunaBade Ha NOAXOUA LUK NAUMEHTH ¢ XUNEPTOHUA (BK. TouKa 4.1) M

YepHOAPOOHO YBpexKaaHe kbM nedenne ¢ Azduma HCT, tpabpa ma ce U3on3Ba Hal-HUCKATa HAJIHYHA
N032a aMIOAWUTINH,

Cwpoeuna nedocmamuvunocm U KaporapHa borecm Ha Copyemo

CopiuecTByBa OrpaHiyieH onuT ¢ ynorpedara Ha Asbuma HCT, ocoOeHO B MAKCHMATTHU 103H, [TPH
[MALUEHTH CBC ChP/eHHA HEJOCTATHYHOCT U KopoHapHa Gonect Ha cbpreto. [Ipenopbusa ce
NOBUILCHO BHUMAHKE MPH NAUMEHTH CBbC ChpAeUHa HeAOCTaThYHOCT H KOpOHapHa DoecT Ha ChPLETO,
0CO0EHO IIpH NpUJIaraHe Ha MakcuManHara 1o3a Asouma HCT 10 mg/320 mg/25 mg.

Hayuenmu 6 cmapuecka sv3pacm (na év3pacm 65 200unu u nogeve)

[IpenopruBa ¢€ NOBUILEHO BHUMAHHE, BKIKOYHTEIHO NO-4eCTO MOHHTOPHPAHE HA aPTEPHAIHOTO
HamATaHe, Npy NalHeHTH B cTapuecka Bh3PacT, 0co0SHO NpH NpHaraHe Ha MaKCHMalHaTa /1034
Azbuma HCT 10 mg/320 mg/25 mg, Thil kKaTo AAHHUTE 3a yNOTpEOa NMPU Ta3H NALHEHTCKA MOMyJIalli
ca orpanndeny. [Iph npeMinaBane Ha MOOXONALIH NALUMEHTH ¢ XHISPTOHUS (BK. TodKa 4.1) KbM
neuenue ¢ As0uma HCT, tpabpa ga ce H3noi3ea Hal-HHCKATA HATUYHA 1033 aMJIOIKIHH.

Heouampuuna nonyaayus
HsMa choTBeTHO Npunoxerue Ha Az6uma HCT B mepuaTpudHaTa noynauys (IauMeHTH HA BB3pacT
o

18 roauHN) 3a noKasaHWeTo JIeYEHUE HA ECEHIHAIIHA XHIEPTOHMA.




HauyuH HA OpUIOKEHUE

[IepopanHo npunoxeHue

Az0uma HCT moxe na ce npuema ¢ nnm De3 xpana.

TabneTkure TpadBa 0a C€ MOTNBIUAT LEJIH C MAJIKO KOJIMYECTBO BOAA, 1O €1HO H CBIIO BPEME BCEKH
IOeH, 3a IIPeATOYHTAHE CYTPHH.

4.3 [poTHBOnokaszannsa

- CBpPBbXYYBCTBHTETHOCT KbM aKTHBHMTE BELIECTBA, APYTH CYIPOHAMHIHYU NMPOHU3BOIHH,
AUXAIPOTTUPHIAVHOBH NPOH3BOIHH WITH KbM HIKOE OT MOMOLUHHTE BELIECTRA, H30POCHH B
Touka 6.1.

- BTopu u TpeTH TpUMECTHp Ha GpeMeHHocTTa (BK. Toukd 4.4 1 4.6).
- YepHonpoOHO yBpekaaHe, OupuapHa UUpo3a WM X0IecTa’a.
- Texko 6p6peuno yepexxaane (GFR <30 ml/min/1,73 m?), aHypus U py NAUKEHTH Ha AHANK3A.

- EnHoBpeMeHHaTa ynoTpeda Ha A30umMa HCT ¢ anucKupeH-CbIBpKAIIM NPOAYKTH €

[IPOTHBOIIOKA3aHA MPY MALMEHTH CBbC 3axaper auaber win 6p0peuHo yepexaane (GFR
<60 ml/min/1,73 m?) (Bx. Touku 4.5 u 5.1).

- PedpakropHa XHMOKaIMeMHs, XHIIOHATPUECMUS, XHUIICPKANIHEMHA H CUMIITOMAaTHYHA
XHNEePY PHKEMHS.,

- TeXKKa XMNOTOHUA.
- oK (BKIFOUHMTEIHO KapAUOTeHEH 1I0K).

- OOcTpyKUMA Ha H3X0/a Ha JIABA Kamepa (Hanp. XunepTpodhHyHa oOCTPYKTHBHA
KapdHOMHOIIATHR H BUCOKOCTCIICHHE a0PTHA CTGHUB&).

- XeMOIUHAMHUYHO HECTAOMITHA ChpAeYHa HEIOCTATHYHOCT Ce] OCTBD MHOKapAeH HH(papPKT.

4.4 CpenualHH NpeAyYnpexAcHHA M NPeANASHH MEPKH NpH ynorpeda

be3onacHoOCTTa M E@HK&CHDCTT& Ha aMIOOUNHH OpH XHACPTOHHYHA KPH3d HO ¢4 YCTAHOBCHHN.

[MTaumneHTH € HATpPHER- M/UN 00eMeH AeHIUT

EkcuecBHa XUNOTOHMA, BKITIOYHTENHO OPTOCTATHYHA XUIOTOHHS, ce Habmoxasa mpr 1,7 % ot
NauMEHTATE, IEKYBAHN ¢ MAKCHMAITHATA 1032 aMJIOAMIIHH/BAICapTaH/ XUAPOXIOPOTHASH

(10 mg/320 mg/25 mg) cupamo 1,8 % npH mauHeHTHTe Ha BancapTAH/XHIAPOXIOPOTHAZH/

(320 mg/25 mg), 0,4% npu naupenTute Ha amnonunun/sancaptad (10 mg/320 mg) u 0,2 % npu
NaUMEHTHTE HA XUOPOXIOpOoTHA3HA/aMAoaunuH (25 mg/10 mg) B X003 Ha KOHTPOITHUPAHO M3THTBAHE
NPH MAIHEHTH ¢ YMEPEHA A0 TEXKA, HEYCIIOKHEHA XHUIePTOHUA.

[Ipy mauMeHTH ¢ HATPHEB W/ HIIH 00eMeH AePHUMT, NpUeMallli BUCOKH T03H AHYPETUIH € Bb3MOXKHO
A4 BE3HHKHE CHMIITOMATHYHA XMIIOTOHHKA CJIed 3ano4yBaHe Ha eueHneto ¢ A36uma HCT. Azbuma
HCT TtpsabBa na ce mpunara caMo clie KOPUrHpaHe Ha MpequIecTBAll HATPUEB W/HIIH 00EMEH

AepUIAT.

Axo nipy nevenvie ¢ A30uma HCT HacThIH eKclleCHMBHA XMITOTOHWMA, TAIMEHTHT TPA0Ba fa ObIE

MOCTABeH B JIETHANO MONOKEHHE H NPH HEOOXOMHMOCT 1a Ce MPUJIOKH HHTPAREHO3HA HHPY3HA C
¢bu3nonorudeH pasreop. JleueHueto Moxe ga Obie NPOABDKEHO CAE/L KATO Ce CTabHIN3HNpa
apTepHATHOTO HA/IATaHe.

~ .
|'“"“-f- + 0 \‘-'._ ':-’-F: \
. LY LT
N
B -‘;w&?»'%;_ T
Sy o A
e S Vah B }

- E-.
T _-
- o
s e .
]

e
(K]

s



[IpomMeHH B CEPYMHUTE SJIEKTPOJHTH
Amrodunun/sarcapman/Xudpoxaopomuazio

B X012 Ha KOHTPOIHPAHOTO KIHKHYHO W3MHTBAHE HA aM/IOIUANUH/ BaJICApTaH/XHAPOXIOPOTHAZH MPU
MHOrO OT NaUMEHTHTE IPOTHRONOMOKHHUTE epexTu Ha Bancaptad 320 mg u XMAPOXJIOpOTHA3HI 25 mg
BbPXY HHBATA HA CEPYMHHSA KW [IOUYTH ¢€ HeyTpanuzupat B2auMHo, [Ipu apyry nauMedTH, eTHHUAT
WM APYTHAT edexT Moxe da foMuumpa. [TeproauuHO, Ha MOXOAY UHTEPRANH OT RpeMe, Tpadra
Oa ce U3C/IeBAT HUBATa HA CEPYMHUTE elICKTPOJIHTH C el OTKPHBaHE HAa BL3MOKHH €EKTPONUTHH
HapyLICHUA.

[MepuoaryHo H3C/IEABAHE HA HUBATA HA CEPYMHHUTE ENEKTPOIMTH, NIO-CNELHANHO HA KAk, TpAOBa Ja
ce MpOBEXK/1a Ha ONpPeAeIeHH HHTEpPBann OT BPEME C LIeJI OTKPUBAHE HA BB3IMOKHH €ICKTPONAUTHH
HApYLIEeHHA, OCODEHO IIPH MAUMEHTH C IPYTH PHCKOBH (akTopy KaTo HapylieHa 0b0peuna GpyHKIMA,
NIEYECHHE C APYTH JISKApPCTBEHH NTPOAYKTH HIIM NPEAX0XAALIA aHAMHE3A 3a €JICKTPOJUTHY HAPYLLEHHA.

Baacapman

EnnoBpemenHaTa ynoTpeda ¢ KajlieBH 100ABKH, KANMHH-CbXPAHABALIN IHYPETHUH, 3aMECTHUTEIH Ha
COJITA, ChIbPKAMIW KaaHil, UK APYTH JEKAPCTBEHH MPOAYKTH, KOHTO OMXa MOTITH 1a MOBHLLIAT
HMBATa Ha Kanuil (XemapuH | T.H.), He ce TipenopryBa. CTOHHOCTHTE HAa Kanus TpsAOBa CLOTBETHO J1a
Ce MOHHUTOpHpAT.

Xudpoxaopomuasud
Jleuenuero ¢ A3Guma HCT Tpabea na ce 3anodHe caMo criefi KOPUrHpaHe Ha XUMOKATHEMHATA U

CBOLTCTBALIATA XHNIOMarHe3ueMus. THA3HANWTE AWy PETHIM MOTAT /1a YCKOPAT HOBA MOMBA Ha
XHUIOKANMEMHA Wi A3 00OCTPAT NpeAIecTBalla XHmoKkaniemus. TuasunHuTe ALY pETHLM TpsOBa A2
C€ IpHMNaraT ¢ NOBUIIEHO BHAMAHNE MPH NALUMEHTH, YHETO CBCTOSHHE € CBBpP3aHO ChC ITIOBUILCHA
3aryGa Ha Kanil, KaTo HANpPHMep coJl ryOeni HeponaTHH HITH MPEepeHaTHO (KapAHOTeHHO)
yBpexkaaHe Ha ObOpeuHaTa PyHKIMA. AKO 110 BpeEME Ha Teparis ¢ XHAPOXNOpOTHA3H]] CE pa3Bue
XHIOKATUEMHUSA, NpHeMbT Ha A30uma HCT Tpadea na ce nmpeycTaHOBU R0 CTaOUITHO BB3CTAHOBABAHE
Ha OAJIAHCA HAa Kaltus.

THazsuIHUTE AMYPETHIA MOTAT Ja YCKOPAT HOBA [10ABa HAa XUIIOHATPHEMHA H XHIIOXIOPEMHYHA
a/Kan03a Wi Aa o00CTPAT NpeAllecTBalla XUnoHaTpueMus. Habmoapana e X MMoHaTpHEMuUA,
CBIIPOBOZIEHA OT HEBPONOTHYHA CHMNTOMATHKA (FafeHe, MPOorpecHBHA IE30PHEHTALIMA, ANATHA).
JleueHueTo ¢ XHOpOXIopOTHA3HAH TPAOBA Na Ce 3ano4Ba CIe] KOpUrupate Ha npeilecTsania
XHIIOHATPHEMHA. B ciyyail Ha Texkka unu 6Bp30 pa3BUBALLA C€ XHIIOHATPHEMHS MO BpEME Ha
nedennero ¢ Azdouma HCT, neyennero Tpabsa ga 0vae cnpaHo A0 HOPMANH3MpaHe Ha HHBATa Ha
HaTpHA.

BCcHuKM DaUHEeHTH, NpueMalld THA3HIAHKM JHYPETHUH TpabBa NEPHOAHYHO Aa ObAaT NPoCneasBaHu 3a
CNEKTPOIUTHH HApYIIeHHs, 0CO0eHO Ha Kanus, HATPUS ¥ MarHe3ud.

bbOpeuno YBpexaane

TuazuIHHTE IUYPETULH MOraT 12 YCKOPAT A30TEMUATA NPH NALHEHTH C XpOHHYHO ObOpevHo
3abonasane. Koraro Azomnma HCT ce npunara npu nacueHry ¢ 0p0pedHo yBpexaaHe, ce npenopsysa
MEPHOANYHO NPOCIIENABAHE Ha HHBATA HA CEPYMHHUTE ENEKTPOIUTH {BKMOYHTEHO Ha Kanus),
KpearAHHHA M IHKOYHaTa KHCeNnHHa, A3buma HCT € npoTHBONOKa3aH MpH MAMEHTH C TEXKKO
650pedHo YBpexaane, aHypHA WITH NPOBEXIALIM AuanKn3a (BxX. Touka 4.3).

yepexaane (GFR >30 ml/min/1,73 m?).




CreHo3a Ha 6B0peuHa aprepus

Azbuma HCT Tpabea na ce nmpunara ¢ NOBHIIEHO BHUMaHHE 3a JICUEHHE HA XUMEPTOHUA TIPH
NaureHTH ¢ €AHOCTPaHHA WJTH OBYCTPAHHA CTEHO3a HA O6bOpeUHHUTE APTEPHU HITH MPH CTEHO32 Ha
aApTEPHA HA eIMHCTBEH OBLOpEK, ThH KaTo [IPH TaKHBa MMALMEHTH MOKE Ja C€ NOMYYH MOBHLIABAHE HA
ypeAaTa B KPEBTA W CEPYMHHUA KpeaTHHUH.

brOpeyHa TpaHCIIaHTANHS
J1o TO3M MOMEHT HAMA HaTPYIIaH ONKT M0 OTHOLIEHHE HAa Oe30macHaTa yIoTpeda Ha
AMITOIMITHH/ BANICAPTAH/ XU APOXIOPOTHAIHA NPY TIATIMEHTH ChC CKOpOLHa DbOpeuna TpanCINaHTaLm.

YeprHoopobuo vBpexxaaHe

Bancaprad oCHOBHO ce eN1MMUHKMPA HEIPOMEHEH Upe3 xJThUKaTa. [ oy KHBOTHT Ha aMITOAHITHH €
yIOBJHKEH, a cToHHOCTHTE Ha AUC ca m0-BHCOKH IPH NaUMEHTH ¢ HAPYLIEHA YepHOAPOoOHa (pyHKLMS;
He Ca YCTaHOBEHH [IPErTOPbKHU 3a J03ata. [Ipy naudeHTy ¢ JIEKO 10 YMEPEHO YEPHOAPOOHO yBpeKIaHe
He3 XxonecTaza MakCcHMAaIHATaA NpelopbyYBaHa Jo3a BaicapTaH e 80 mg, caenosatenno Aszdouma HCT
He € MOJIXO/LLL IIPH Ta3n rpyla nauMeHT (Bx. Touku 4.2, 4.3 u 5.2).

AHruoenem

CrobLuasa ce 3a CITyvau Ha aHTHOEAEM, BKIIOUHTEHO OTOK Ha JIAPHHKCA M [IIOTHCE, PHYHHABALIL
o0CTPYKIMA Ha AUXATEIHUTE MBTHINA W/ WKW OTOK Ha TUUETO, YCTHUTE, (PapUHKCA H/WJIR €3UKa IIPH
NMaluKdeHTH, IEKYBAHH ¢ BalcapTHaH. HAKOK OT Te3u NauMenTH ¢a UMaJli M Nped TOBA aHTHOCAEM,
NpY NEeYESHHE C APYTH NeKapCTBeHA NpoayKTH, BKmodnTenHo ACE uaxubnropu. Azouva HCT tpsabsa
Ja ce crpe He3aGaBHO NpH MalHedTHTE, KOMTO NOJIYYAT AHTHOENEM W HE TPAOBa 1a ce npuJiara
OTHORO.

ChbpJieuHa HENOCTATHYHOCT M KOPOHAPHA BOIECT Ha ChPUETO/NOCTMHOKAPASH HHMAPKT

Karto nocneanua oT MHXWOMpaHeTO Ha PEHUH-aHIMOTEH3INH-U110CTEpOHOBATA CHCTEMA MPH
NpeApaznoIoKeH: NaleHTH MOrarT 1a c¢ 0YaKBaT mpoMend B Op0pe4qnarta ¢yrkuus. [lpn nauueHTu
C TEXKa CBPAEYHA HEAOCTATBYHOCT, YMATO Onlpeuna GpyHkumua 61 Moria Ja 3aBHCH OT aKTHBHOCTTA
Ha PeHMH-aHTHOTEH3HH-ANJO0CTEPOHOBATA CHCTEMA, NedeHneTo ¢ ACE MHXMOHUTOPH M aHTMOTEHIUH
penenTopHH OJIOKEPU Ce CBbp3Ba ¢ ONUTYPHS U/HIIH NPOTPECHBHA 230TEMHKS H (PAIKO) € 0CTpa
ObOpedHa HeAOCTATHYHOCT H/WwiH cMBpT, [Tono6uu pesysraTi ¢a ¢bo0IIEHN 3a BancapTad. OQueHKaTa
Ha NAUKUEHTHTE ChC ChpAEYHA HEOCTATPYHOCT M UK MIOCTMHOKapaeH HHGapKT Tpadsa 1a BKIKOYEBA
BHHArM OleHKa Ha ObOpeunaTa (pyHKLHA.

B awnrocpodno, nnanedo-konrponupano npoyusane (PRAISE-2) ¢ aMa004IKHH NpH MAITMEHTH CBC
cepacuna nepocrarbunocT Kaac I u IV mo NYHA (New York Heart Association Classification), ¢
HeMCXEeMHYHa eTHOJIO A, AMIIOIUITHH Ce CBBP3Ba C ToBHIIeH Opoli croOWEeRus 3a OemoapodeH OToK,
BBIIPEKH JIMINCATA HA 3HAYKMMA pAa3HKa B YECTOTATA HA B/OLIABALLA Cce ChPREeYHa HEOOCTAThYHOCT B
cpaBHEHHE ¢ naueho.

bnoxepuTe Ha KUILHEBUTE KAHAIH, BKITIOYUTETHO aMROAKIINH, TpA0BA 1a C€ H3NOJ3BAT ¢ MOBULISHO
BHHMAaHHE NPU MALHEHTH ChC 3aCTOHHA ChpAeYHA HEOOCTATHYHOCT, Thil KATO MOTAT Ra IMOBHINAT
pPHCKa 0T OBICIUU CHPASYHO-CBAOBH ChOUMTHA U CMBPTHOCT. HeoOX0OHMO € MOBHINEHO BHUMAHHUE TIPH
MAHEHTH CBC ChP/ICUHA HENOCTATHPYHOCT M KOPOHAPHA OOJIECT Ha CHPLETO, OCOOEHO NMPH BHCOKATa
A03a A3zouva HCT 10 mg/320 mg/25 mg, Thil KaTo ChIIECTBYBAUTE JAHHHUTE MPH Ta3H MALUEHTC
MOMyJIALHA Ca OrpaHHIEHH.




AOPTH& H MUTpalIHA KJIATIHA CTEHO3a
KakTo [IPH BCHYKH IPYI'H BA30QHIIATATOPH € HeODXO0AMMO CIIA3BaHE HA CNEUHATHU NnpeaIa3Hd MEPKH

[IPpH MAUHEHTH ¢ MUTpATHA KJTalMHA CTEHO3a UTH 3HAUKMA a0PTHA CTCHO3a, KOATO HE €
BHCOKOCTCIICHHA.

bpeMeHHOCT

Anruotemsud Il peuentopaure 6nokepu (AIIPE) ne tpatea 1a ce 3amouBart 110 BpeMe Ha OpeMeHHOCT.
(creH ako npoabikaraHeTo Ha TepanusTa ¢ AIIPB ce cunra 3a )XH3HEHO BaXXHO, HAa MAUMEHTKUTE,
KOUTO TUTAHUpAT da 3a0peMeHenT, Tpa0Ba Aa ObAe Ha3HaYeHO ANTEPHATHBHO aHTHXHITEPTEH3UBHO
JlleveHue ¢ ycraHoBed Npogur Ha 6e30macHocCT 3a ynotpeda no epeMe Ha Opemennoct. [pw
YyCTaHOBABaHE Ha OpeMeHHOCT JeueHnero ¢ AIIPB TpsaGsa na ce npeycraHOBHW He3a0aBHO H, aKo €
YMECTHO, 14 Ce 3aI0uHe alTepHATUBRA Tepamnus (Bx. Touku 4.3 1 4.6).

HT:QBH‘IEH XUNCPATITOCTCPOHHIBM
[laupeHTH ¢ [TEPBHYCH XHIICPAJIIOCTEPOHH3IBM HE TpﬂﬁBEl Ia Opaar JICKYBAHH C aHTHOTCH3HH I

petuentopHus OIOKep BANCAPTAH, ThH KATO TAXHATA PCHUH-aAHT MOTEH3HH-AIJOCTEPOHOBA CUCTEMA HE €
axrusupana. [lopanu Tasu npuyuna Asouma HCT ne ce npenoppusa npy Ta3y NOTy/1alHA.

CHCTEMEH NyIYC EPHTEMATOAEC
Cooflaea ce, ye THA3HAHKTE IHY PETHLK, BITIOYHTEIHO XHAPOXIOPOTHAIKI, MOraT Aa 000CTPAT HiN
Ja AKTHBHPAT CHCTEMEH JIYITYC EpHTEMATOAEC.

Hpyeu MeTabOIUTHH HAPYIIEHHS

TuazunHUTE AHYPETHLH, BKIIKOYUTENHO XHAPOXIOPOTHA3H/I, MOTAT Ja HapyluaT MMIOKO3HHA ToNepaHc
M 12 TOBHILAT CEPYMHHUTE HHBA Ha XOIIECTEPOJI, TPHIJIKUEPHUAM M IMKO4HA KHcenuHa. [Ipy nauuenTH
¢ quabert Moxke Ja e HeoOXOAHMO KOpPUrHpaHe Ha J103aTa HA HHCYMMHA HAH HA M€POPATHOTO
XHIIOTNMAKEMHYHO CpeacTBO.

[lopaou xuagpoxnopoTnazuaHata komnonenta A3z6uma HCT e npoTrBonokasaH IpH CHMITOMATHYHA
XHIIEpYPHKEMUA. XUAPOXJIOPOTHA3HA MOXKE /1a MOBUILIM CEPYMHUTE HHBA HA NHKOYHATA KHCENHHA,
MOpand HaAMAJICHHS KIIUPBHC HA MIMKOYHATA KMCEIMHA M MOJXKE J1a IPHYMHH WK Ja 000CTpH
XHIEPYPHUKEMUATA, KAKTO ¥ Ja YCKOPH MMOABATA HA MOJarpa Mnpy npeapasnoyokeHH MalNeHTH.

TuazuanTe HaMaNgBaT €KCKpELHATa Ha KAJILUIA ¢ YpHUHATAa ¥ MOTAT Ja NpeJU3BHKAT NPEX0JIHO H JICKO
NOKAYBAHE HA CEPYMHUA KaNIMii IpK JIMICATA HA H3BECTHH HAPYILEHHA B KaIUUEBHA METADOIH3BM.
A36uma HCT e nporueonokaseH IIpy MalMEHTH ¢ XMIepKanuueMua U TpsAOBa Ja ce Apuiara camo
c/iell KOpHrrpaHe Ha npeaiecTrama xunepkaniuemus. [IpuemsT Ha Az6uma HCT Tpabea na Onae
NPEeKpPATeH APU pa3sBUTHE HA XUMNEPKAILIHEMUSA IO BpeMe Ha icueHueTo. CepyMHHUTE HHBA HA KA
TpAOBA NEPUOUYHO Aa CE NPOBEPABAT M0 BpeMe Ha neyeHueTo ¢ tnazuaou. [loguepraHara
XHIePKAILUEMUT MoXke Aa 0ba¢ A0Ka3aTe/CTBO 33 CKPHT XHIIepapaTupeoran3sM. IIpHeMsT Ha
THA3HAHH JUYypeTHLIH TpAOBa Ja ObJe npekpaTeH MpeaH NpoBexaaHe Ha H3CTeABAHUA HA QyHKUHATA
Ha NapaTHPEOUIHUTE JKIIE3H.

POTOUYBCTBUTEIHOCT
Crofwaea ce 3a Cy4au Ha PEaKUHH Ha (POTOUYBCTBUTEIHOCT MPH NPHEM HA THAZHIHY OWYPETHLIH
(Bx. Touka 4.8), Axko no gpeMe Ha neuenneTo ¢ A3duma HCT pw3HuKHE peakuys Ha
(OTOYYBCTBUTENHOCT, ce IIPENOPEUBA CTIHpaHe Ha Te4eHHeTo. AKO Ce CUMTa 3a HEOOXOMHMO
MOBTOPHO MpIUIAraHe HA JUYPETHKA, C€ ITPenophyBa 3aliuTa Ha obtacTUTe, UTOKEHH Ha
u3kycreeHa UV A cBeTMHA.




XOpoHaneH H3JIMB, OCTPa MHOMUA U BTOPHYHA OCTPA 3aKPUTOBIBIHA [JIAYKOMa
XUAPOXNOPOTUAZMALT € CYyNHOHAMHI 1 € CBLP3aH ¢ peakla Ha HAHOCHHKpAa3Hi, BojIela 10
XOPOHJAIEH U3NHB ¢ Te(eKT HA 3PHTETHOTO T0JIe, OCTPa TPAH3IMTOPHA MUOMIHA H OCTpa
3aKPUTOBIbIIHA TNaykoMa. CHMIOTOMUTE BKIROYBAT BHE3AMTHO HAMAJTAIBAHE HA 3PUTE/IHATA OCTPOTA
MK O0NKa B oukTe M 00HYaiiHO Bhb3HHKBAT B PAMKHTE HA HaCOBE J0 CeMHLA CNe 3aTl0UBaHe Ha
neveHrero. HenekyBaHaTa ocTpa 3aKpHTOBIBITHA TIRYKOMa MOJXKE /1a I0Bee 0 AEPMaHEHTHA 3ary0a
HA 3PEHHETO.

[IpBOHAYATTHOTO IEYEHUE € J12 €& TTPEKPaTH NMPUeMa Ha XHUAPOXJIOPOTHA3HI, KOJIKOTO €& MOXKE [10-
Obp30. AKO HE Ce MOCTHIHE KOHTPOJI BHPXY BBTPEOYHOTO HaJAraHe TpAOBA 14 ce HMaT NpeaBull
CBOEBPEMEHHO MEIMIIKHCKO HITH XMPYPTrH4HO neveHue. PUckoBUTe QakTopy 3a pasBUTHE HA OCTpa
3AKPUTOBIBIHA II1ayKOMa MOTaT a BKAKYBAT aHAMHE3a 3a cyn(oHaMuHa HIIH IIEHHUUIIHHOBA
aneprus.

ObIinu
HeoGxonuMo € NOBHIIEHO BHUMAHME [PpH MALMEHTH ¢ MPeRIIECTRAINA CBPBXYYBCTBHTEIHOCT KbM

aIpyru adirdorensud I peuenropau Onokepu. PeakuuuTe Ha CBPbXUYYBCTBHTETHOCT KbM
XHAPOXNOPOTHA3ZH €4 TTO-BEPOSTHH NIPH MAUMEHTH, CTPaJallly OT aJIeprusa HITH aCTMA.

[lauMeHTH B cTapuecka Bh3pacT (Ha BE3pacT 65 rOIKWHY U MOBeYE)

IpernopbyBa ce MOBHIIEHO BHAMAHHE, BKIKOYUTEHO 10-4eCTO MOHHTOPHPAHE Ha apTepUaJlHOTO
HajArane, IpH MALUMEHTH B CTapyecka BE3pacT, 0COOEHO NpH MpHIarane Ha MAKCHMAJTHATA 1033
Azbuma HCT 10 mg/320 mg/25 mg, TH KaTo JaHHUTE 3a yNoTpeda npu TasH NAUKWEHTCKa MOy Iauu
ca OrpaHHYEHH.

BoiHO GiioKHMpaHe Ha peHUH aHTHOTEH3HH -aJmocTeporoBarta cucrema (PAAC)
Mma nanem, 9e enHoBpeMenHnarTa ynotpeda Ha ACE naxnOutopu, APb uny anicKupeH NosHIIARA

pPHCKa OT XHNOTOHMA, XHNEPKAIMEMHI U HAMAaNABaHe Ha OpOpeuHaTa QyHKLHA (BKIIIOYHMTEIHO OCTpa
0B6peuna HepocTaTbuHocT). [lopanu ToRa He ce npenopsuBa asoiiHO Gnokupane Ha PAAC ypes
koMGuuKupanata ynotpe6a Ha ACE naxututropu, APB win anuckuped (k. ToukH 4.5 1 5.1).

AKO ce MpeLecHH, e TepanuiTa ¢ ABoiiHo GIokupaHe ¢ abCcomoTHO HeoOX0AuMa, ToBa TpAOBa na ¢TaBa
caMo o4 Hab/mOAEHWeTO Ha CNELMANMCT | MPH YECTO BHUMATEIHO MOHUTOpHpaHe Ha OBOpeyHaTa
$YHKUHA, ISKTPONUTHTE M KpbBHOTO HanArane. ACE mHxubutopn u APb He TpadBa aa ce
H3M0/13BaT EAHOBPEMEHHO MPH MMAUMEHTU C AUabeTHa HedponaTus.

HemenaHoMeH pak Ha K0xkaTta

B aBe ennaeMHONIOrHYHE NPOYYBaHWA, OCHOBABAIIH C€ HA JATCKMA HALUUMOHAIECH PAKOB PETHCTEP, €
HaOMI0aBaH NOBULICH PUCK OT HeMeNnaHoMeH pak Ha koxata (HMPK) [6asanHokneTb4eH KapuMHOM
(BKK) 1 ckBamo3Hoknerp4eH kapuuHoM (CKK)] npu HapacTpauia ekcno3uuys Ha KyMYJIaTHBHA /1032
xuapoxnoporuazu. CoroceHCHOMTMBHpAINTE ePEeKTH Ha XHIPOXJIOPOTHA3H ] MOTaT A3 ACHCTBAT
Kato BEPOATEH MEXaHU3EM 3a pazButie Ha HMPK.

[Tane HTHTE, NPHEMAIIH XHIPOXIOPOTHAH, TpAGea Aa ObaaT uHGOpMHUpaHy 3a prcka or HMPK u
CbBETBAHH PEOBHO Oa MPOBEPABAT KOKATa CH 3@ HOBH JIe3WH U He3a0aBHO Jla ChOOWIABAT NPHU NOABA
Ha MOAO3PUTEIHH KOXKHH ne3uu. Ha naumentyTe TpadBa 1a ce npenopbyaT BE3IMOXKHH MPEBAHTHBHU
MEPKH, KATO OrPAaHHYEHO H3J1araHe Ha CIThHYEBA CBCTIIHHA W YIATPABHUOIETOBH JIBYH, 4 B ClTyYaH Ha
CKCIO3HULINA, I0AXOAALA 3ALUHATA, 32 A4 Ce CBelle 10 MUHUMYM PHCKBT OT pPax Ha KoxkaTa.
[lono3putenHuTe KOXKHH NE3Mn TpSOBa Aa OBOAT NOAN0KEeHN Ha He3abaBHO M3CNEIBaHE,
NOTEHHHAITHO BK/IOUYBALIO XUCTONOTHYHY H3CEARAHHA Ha OHoNCcHIHH MaTepuany. [Ipepasrn
Ha ynorpedata Ha XUAPOXJOPOTHAZHI MOKE J1a CE€ HAJIOMNKH U MPU NANHMEHTH, KOUTO €& BMall
npeaxoaeH HMPK (B:xk. ¢bpiio Touka 4.8).




OcTtpa pecnupaTopHa TOKCMYHOCT

Cnex niprieM Ha XHAPOXJIOPOTHA3HI c€ CHOOLIABAT MHOTO PEAXH TEXKH CMyYaH Ha 0CTpa
PECIIMPATOPHA TOKCHYHOCT, BKJTIOYHTEIHO OCTEpP pecnuparoper auctpec cuuapom (OPJIC). Caen
[IPUEM HA XUAPOXINOPOTHA3KHI OOHKHOBEHO CE€ pa3BHUEA Oenoapo0eH OTOK B PAMKUTE HA MHHYTH 10
yacose. B HAaYATOTO CHMINITOMUTE BKTIOYBAT AUCITHES, [TOBULIEHA TEMIIEpATypa, BIOLIABAHE HA
OcnoapodHaTa pyHKIMA U xunoToHud. [Tpu cbmuenue 3a OPJIC Tpsabaa aa 6bae cripsad NpHEMBT HA
A30uma HCT n ma ce nmpwioxku NoaXonsmio edeHde. X HAPOoXJIOpOTHA3UA, He TPADBa J1a ce npunara
IIpH HALHEHTH, KOUTO Npeau Tosa ca noyyasatn OPJIC cnen npuem Ha XUAPOXIOPOTHA3H.

4.5 BzaumoaeiicTBHE ¢ APYrA JeKAPCTBEHH NPOAYKTH B APYr# (JOpMH Ha B3aHMOJEHCTEHE
He ca npoexnanm opunuaiHyg PpOyYBAHKA 3a B3aHMOJCHCTBYATA Ha

aMIIOAMIMH/ BAJICADTAH/XHAPOX/I0POTHA3KI ¢ APYTH JIeKapcTBEHH NPOAYKTH. CIIeq0BaATENHO, B Ta3H
TOYKa € NPEACTaBeHa HHPOPMAaLUU €IHHCTBEHO 3@ H3IBECTHHUTE TIpH OTAEIHUTE AKTHBHH BELICCTBA

B3aUMOJCHCTBHA C IPYTH JIEKAPCTBEHH IPOAYKTH.

Baxuo e 1a ce uma npensua, ye Azouma HCT moske na 3acuiM XHNOTEH3HBHKHTE e(peKTH Ha ApYTH
aHTHXHIIEPTCH3UBHH CPECTRA.

He ce npenopbuBa CAHOBPEMECRHO MTPHITOKCHHUC

A3buma HCT [H3BecTHH EdexkT Ha B3aHMOACHCTBHETO ¢ APYTH JIEKAPCTBECHH
OTAEIHA B3AHMOACHCTBHA CbC  [IPOAYKTH

KOMIIOHEHTH [KJEIHHTE CpeacTBA

Bancaprann  [lumuu ICrobiiasa ce 3a oOpaTUMO NMOBHIIABAHE HA

HCT KOHUEHTPALMATA HA INTHH B CEPYMa H TOKCUYIHOCT IIPH

leIHOBpeMeHHO mpraraHe Ha TuTui ¢ ACE nuxnbutopH,
laHrnoTeH3uH 1l peuenTopHH aHTarOHUCTH, BKIIOYHTEITHO
BaICAPTAH WIM THA3HMOHH auypeTUlH. THH KaTo

OBOPeYHUAT KITHPBHC HA JIMTHA € HAMAalleH OT THAa3UJIUTE,
PUCKBT OT RUTHERA TOKCHYHOCT € Bbh3MOXKHO
NOMBIHKUTENHO a c€ HOBHIUK IPH npreM Ha A301Ma
HCT. Hopaau Ta3d npHYHHA CE IIpenophiBa BAHUMATENIHO
npocieAsBaHe HA CEPYMHUTE HUBATA Ha JIMTHH NpH
leJHOBpEMEHHA ynoTpeda.

Bancaprax Kanuti-coxpanasauju AXOQ Ce CMETHE 3a HEOOXOOMMO €JHOBPEMEHHO C
uypemuyu, Kaiuesu BasiCApTaH Jia Ce¢ NpedNnuiIe JeKapcTBeH MPOOYKT, KOHTO
obasku, 3amecmumeiy  [MOBJIMABA HUBATAa Ha KaNKWH, ce NpenopbyBa 4eCTo

a corma COBPHCAY  [MOHUTOPUPAHE HA IUTAIMEHNTE HHBA HA KaJIWH.

Karuu u opy2u geujecmsa,
Koumo mozam oa
Rosriam nugama Ha

weari
Awitopunue [ peiinghpym wiu cox om  |He ce npenopbuBa eqHOBpeMeHHaTa ynoTpeda Ha
Cpeitngdpym [AMJIOAMIIHHE ¢ rpedn(pyT HIH COK OT Irpedn@pyT, Thii

K4TO MPH HAKOH MALMEHTH OHOHATTHYHOCTTA HA
[AMITOIUITMH MOXKE Ja C€ NOBHIIM W Aa AOBEOE 1
RACHNBAHE HA AHTUXHMIEPTEHIUBHUTE eEKTH.




ICYP3A4 wnxub UmMop

EHHDBPEMEHHDTD NpUIKECHHE Ha aMIIOAHIIHH CbC CHUITHH

(Hanp. KeTOKOHAa30M, i ymepeHn CYP3 A4 unuxuburopu (mporeazHu
UTPAKOHA307, UHXHMOUTOPH, A30]HH IPOTUBOIBONYHKN CPEACTRA,
[PUTOHABHUP) AKPOJTHIH, KATO epHTPOMHLMH HIIH KMTapUTPOMHLHH,
epanaMuI HIH JUITHRAZEM), MOXE A3 TOBEJE 10
HaYHMMO YBEITMUBaHe Ha eKCNO3MLMATA HA aMIIOLHIIKH.
THHHYHATA 3HAYHMOCT HA Te3U (PapMAKOKHHETHHHH
ApHALIME MOJKE Aa € [10-U3pa3cHa MPH NAUHEHTHTE B
Tapyecka BE3pact. ToBa MOXe Ja HAJIOMWKH KITHHHYHO
NpocieIsBaHe U KOpeKUHA HA 103aTa.
YP3A44 undykmopu [Ipy egHOBpEMEHHO NPHIOKEHHe Ha H3BECTHH
AHTUKOHBYJICAHTH runykropu Ha CYP3A4 nnasMenara KOHUSHTpaiug Ha
[Hanp. kapGamazenuH, [AMITOIUITMH MOKe fa BapHpa. [lopaau Toa KpBBHOTO
eHobapOural, HaArade TpAORa fa ce NpociensBa U 1a ce 0OMHCIY
CHUTOMH, lANaNTHPaHE HA 03aTa KAKTO 10 BpeMe, Taka H CIeH
OCEHHTOMH, EIHOBpEMEHEH NpHeM, 0coOeHo cbe cuHy CYP3 A4
H;ﬁ:{i{;ﬂ;m HHEIYKTOpH (Harp. paaMIMUMH, HCbIM KAHMAPUOH).
'ypericum perforatum
[ kBT KaHTapHOH])
Cumeacmamun MHOroKpaTHOTO NPpHIMKEHHE Ha aMIoAHIUH 10 mg

ETHOBPEMEHHO ChC cMMBAacTaTHH 80 mg MOBHLIABA CBC
77% eKCTIO3UUATA HA CHMBACTATHH CIIPAMO
ICaMOCTOSTETHOTO TIPHIIOKEHUE HA CHMBACTATHH.
[TpenopbyBa ce HAMATABAHE HA /103aTa HA CHMBACTATHH
o 20 mg AHEBHO MpH MALMEHTHTE HA JICUECHUE ¢

AMITO THITHH.

/fanmponen (ungy3iia)

[IpH 5kMBOTHH ca HAOMIOAABAaHH JICTANHA KaMepHa
IpubpuIaLMa M CbpASYHO-CHIOB KOMANC, CBBP3aHH €
XHICPKATHEMHA CJIE NPHIIOKEHHE Ha BepanaMmnil 1

HTpaBeHo3eH gauTponeH. [lopaan puck or

MIIEPKATHEMHS, C€ NPenopbyBa Ja ce H308rea

OHOBPEMEHHOTO IPUJIOKEHHE ¢ AHTArOHUCTH Ha
KaJIMHEBUTE KaHAJIM KAaT0 aMITOQUITHH IPH NalUeHTH,
Mpeapa3noIokKeHd KbM MAIMTHEHA XHMIEPTEPMUs U NPH
IOBAAASBAHE HA MAJIUFHEHA XHIEPTEPMHIL.

BancaprtaH K
HCT

Hecmepoudnu

FIDOMUBOBBINAIUMERH
cpeocmen (HCITB(C),

HUKNQOKCUZeHA3a-2

BRHIOYBAUU CeneKmUsHU

HCITBC morar ga oTeiadsT aHTUXHNEPTEHIHBHHA eeKT,
KaKTO Ha aHruoreH3uH lI peuentopuute OII0KEPH, Taka H
Ha XHAPOXJOPOTHA3ZHI, KOTATO CE NpUIaraT
lennoppemenno, OcBeH TOBAa CIHOBpEeMeHHaTa yrnoTpeba
Ha Az0uma HCT n HCIIBC Moxe j1a nosene ao

\unxuﬁumopu (COX-2 B/IOIABAHE HA OROpeyHaTa QYHKIMA, U NOBULIABAHE HA
UHXUOUMOpY), HHBATa Ha cepyMuug kanui. [lopagn Tasu npuyyHa ce
BYeMUACATUYUTOBA MpenopbyBa MOHHTOpHUpaHe Ha OsOpeyHaTa QyHKUMS
Kuceruna (>3 g/oen) u [PY 3A[I0YBAHE HA /ICYEHHUETO, KAaKTO 1 aACKBAaTHA
wecerexmueny HCBIC  ixynparauns va nauueHTa.




Bancaprtan Huxubumopu ua wnmetic  [Pe3ynTaTUTE OT {1 Vifro Tpoy4BaHe C ThKaH OT HOBCILIKH
impancnopmepa epen Jpod Moka3ea, 4e BaicapTad € Cy0CTpat Ha
(puchamniiun, EEpHDﬂpUﬁHHH wrreiik Tpancnoptep OATP1B1 u Ha
YUKAOCHOPUH) Uil MeproapobHUa edykceH TpadcnopTep MRP2.
epayrcHus mpancnopmep  |EpoBpeMEHHOTO NPUJIOXKEHHE C HHXMOUTOPH Ha bITEHK
(pumonasup) TpaHcIopTepa (pruhaMIuiFH, LHKIOCHOPHH) HIH Ha
e (DITYKCHHSA TpaHCTOpTEpP (PUTOHABHP) MOKE J1a OBHILIHA
CHUCTEMHATa EKCIIO3HIIHA Ha BaicapTaH.
HCT Anxoxon, bapbumypamy  [ETHOBPEMEHHOTO NpUNaraHe Ha THAZHIAHUTE NHYPETULH

HIU HAPKOMUYU

€ BellecTBa, KOHTO ChIUQ HMAT MOHIDKABALL XPBBHOTO
Hanarane eexr (Hamp. Ype3 HaMaNIBaHe HAa aKTHBHOCTTA
Ha LUEHTpa/IHaTa HEPBHA CUCTEMA HITH JTUPEKTHA
BA30JM/IATALHA) MOXE Aa IIOTEHLIHpa II0ABATA Ha
OPTOCTATUYHA XHIIOTOKHUA.

cpeocmaa u Opyzu
rexapcmeenu RpOGYKmMu,
HOBTUABAUIU CINOMAUHUS
MOMUTUMEN

A manmadun Tnazugute, BRIFOYHTEIHO XHAPOXJIOPOTHAZNAI, MOTAT Aa
MOBULIAT PHCKA OT HEXKEJIAHM PEAKUUH, TPHYNHEHH OT
AMAHTAAHH.

AnmuxonunepeudHu BHOHAMMYHOCTTA Ha THA3UMAHUTE AUYPETHUHN MOXE 1A Ce

[TOBHIIM OT aHTHXOJMHEPPHYHUTE CpeaCcTBa (Hanp.
ATPONUH, OHepUOEH), BEPOATHO IOpadl HaMalABAHE HA
MOTHIIHTETA Ha CTOMALUHO-YPEBHUS TPAKT U 3a0aBAHE Ha
BPEMETO 34 H3Ipa3BaHe Ha cToMaxa. O0parHo, ouaksa ce
MPOKHHCTHHHHTE BCUICCTEA KaTo HH34pnua Oa Morat dd
HAMAIAT OMOHANHYHOCTTA HA THASHAHHTE JUYPETHLH.

Anmuduabemnu
cpedcmed (Harp.
MHCYJIMH ¥ NEPOpPasiHA
AHTUANAOETHM
CpeacTsa)
Memghoprtun

‘TruazMauTe MOTaT Aa HAPYIUAT MIOKO3HUA TOJICPAHC.
Moske na ce HUI0:KM KOpPUTHPAHE Ha I03UTE Ha
[AHTUIUADETHHTE JIEKAPCTBEHH MTPOAYKTH.

MeTdopMiH TpaOBa ga ce mpuema C MoBHUIeHO
BHUMAHUE NOpaAd PUCK OT JIAKTATHA al(HO03a,
WHIYLHMpaHa OT BE3MOXHA (yHKUHOHANHA OBOpeyHa
HEZOCTATHYHOCT, CBBP3aHa C XHAPOXJIOPOTHAZHUA.

bema-baoxepu u
AuUQzoKCUd

EAHOBPEMEHHOTO MPUIOKEHHE Ha THA3HAHH Uy PETHIIH,
BXIIIOYMTENHO XHAPOXAOPOTHA3NA, H 0eTa-00KepH
MO>KE @ MOBHIIN PUCKA OT XHNCPrAHKEMHUSL.
THazuaHUTE JHYPETHLH, BKIIOYHUTENHO
XHIPOXIOPOTHAIUI, MOraT Aa IOBHIUAT
XUOEPrIUKEMHYHHAA e(eKT HA BHA30KCHL.

[ [urcnocnopun

EMHOBPEMEHHOTO NpHIAraHe ¢ [IHKIOCIOPHH MOXE 1a
IMOBHIIN PHCKA OT XHHEPYPHEGMHH H YCJIOKHEHHA Ha
nozarpara.

[umomoxcuunu cpedcmea

TuazuaAHUTE TUYPETHUH, BKIHOUHTETHO
XMIPOXAOPOTHAZH]I, MOTAT A3 HAMAJAT OBOpeuHaTa
eKCKpELIMs Ha IIMTOTOKCHYHHUTE CPEACTBA (Hanp.
LuKIogochamua, METOTpEKcaT) ¥ 1a NOTeHIHpaT
TEXHHTE MHENOCYHPECHBHU SQEKTH.

ueumanucosy 2nuKo3uou

[Ha3Hg-HHAYUMpaHa XUIOKATUEMHA HITH

XHIIOMarHe3UeMHusa MOraT a ce H3ABAT KaTO HEX
CaKUMHA, YIECHABAHKH HA4YaA0TO HA

Enrmanncunnyunpaun ChbpASYHH apHTMUHU
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Hoouu konmpacmui B ciyuait Ha AMypeTHK-MHIYLIHpaHa AeXHApaTauus uMa
eewecmea MOBHLIEH PUCK OT ocTpa 6LOpeYHa HeaOCTaThYHOCT,
0cOoOEHO NMPH BUCOKH J03H Ha HOAHHTE IPOAYKTH.
[TauneHTuTe TPAOBA Aa ce pEXUAPATHPAT IIPEIH
MpPHNaraHeTo Ha HOHM KOHTPACTHH BEUIECTBA.

Honoobmennu cvonu AGcopOunATa Ha TUASUIHUTE AHYPETHLIM,
BKJTFOUMTENHO XHAPOXIIOPOTHAZUI, CE HAMAIABA OT
XOeCTPUpaMHUH MM XoJlecTHNoN. Tora MOXe 14
noBee 10 cyOTepaneBTHYHH e(PeKTH HA THA3HIHHTE
nuypetuun. Ilpriaranero Ha XMAPOXJIOPOTHA3HI U HA
HOHOOOMEHHHTE CMOJIK IIOOTAENHO, TaKa “e
XHIPOXJIOPOTHA3H Jia Ce MpHiara node 4 4yaca npean
vy 4-6 yaca cieq NpwIoKeHUeTo Ha HOHOOOMeHHAaTa
kkMoJ1a, OM HAMan o B3auMOASeHCTBUETO.

Jexapcmeenu npodykmu, |[XHUIOKATHEMUIHHTE eEKTH Ha XHAPOXIIOPOTHA3H]
ROBAUABAMYU CEPYMHOMO  IMOraT na Ob1aT NOBHILEHH [IPH CBBMECTHO

HUGO hd NPUJIOKECHKE C Kanni-ryOeim QuypeTHIH,

KQAUs KOPTHKOCTEPOWIH, TAKCAaTHBH, AAPCHOKOPTUKOTPOIICH
xopMoH (ACTH), amdoTepuind, KapOSHOKCOJIOH,
MEHUIMAHE G ¥ IPOW3BOAHH HA CANHIIHIIOBATA
KHCEJIHHA HIIH AHTHAPUTMHLH. AKO € He0OX0aHMO
NMPeANMUCBAHETO Ha TE3H JICKAPCTBEHH MMPOAYKTH
eIHOBPEMEHHO C KOMOHHALIMATA

AMIIOIMITHH/ BANICAPTAH/XUAPOXIIOPOTHA3H], CE
npenopbuBa MOHUTOPHPAHE HA MIA3MEHUTE HHBA Ha
KAITHA.

HHexapcmesenu npodyxmu, [XHNOHATPHEMHYHUAT e()eKT HA AUYPETHLIMTE MOXKE J1a
NOGTUABAUY CEPYMHOMO  [C€ YCHITA MPH CBBMECTHO NPUIIOKEHHE C ONPENEICHH
HUBO HA HAMPUS [IEKapcTBEHH NPOOYKTH KaTO aHTUAENPECAHTH,
[AHTHTICHXOTHUM, AHTHENMHJICIITHYHH CPEACTRA H Jp.
HeoOxoauMo € NOBUIISHO BHUMAHHE IIPH CHBMECTHO
NPHIIOKEHHE Ha TE3U NEKAPCTBEHH MPOLYKTH.

Jexapcmeenu npodykmu, [llopanr pUCKa OT XHIIOKAIIHEMHUS XHAPOXIIOPOTHA3U]

Kouma TpAOBa na ce npuiara ¢ MOBHIIEHO BHHMAaHHE C

MO2am 00 uHOYYUpam  \MpoRyKTH, KOHTO MOTAT Ja MHAYIMpAT forsades de

torsades de pointes pointes, o-cnelHanHo aHtTAapuTMuuy Knac [a w Knac
1], xKakTO U HAKOH aHTHIICHXOTHIIH.

Jlexapcmeenu Bb3MOXKHO € A2 ¢ HATIOXKH KOPUrApaHe Ha 103aTa Ha

RPOOYKMU, NPWIA2AnY 30 [YPUKO3YPHUHHTE MEKapCTBEHU NMPOIYKTH, ThH KaTO

Jedenue Ha nooazpa XHAPOXJIOPOTHAZHI MOKE [a MOKaAYH HUBATA Ha

(npoOeHeLna, lcepyMHAaTa NUKOYHA KucenuHa. Moxe fa e HeoOXonumo

CyNUHITHPA3OH U 1a Ce YBEJIHYHU J03aTa Ha npobeHelHa B

afIOTY PHHOIT) YT HHIHPA3OH.

ETHOBPEMEHHOTO MpUIAraHe Ha THA3ZUIHH JHYPETHIIH,
BKJIIOYHTE/THO XHAPOXIIOPOTHA3KHI, MOKE [a ITOBULIH
eCTOTATa Ha PeaklUHUTe HA CBPBXYYBCTBHTEIITHOCT
ICTIPAMO AJIOITY PHHO.I.

Memundona IMa oTAenHH ChOoOUICHHUA 32 CTyYaH Ha XEMOJIHT
aHEeMHA, Bb3HUKHANA MPH €AHOBPEMEHHO IIp
XUAPOXJIOPOTHAZIHA H METHIIHOIIA.




Heoenonrapuzupawu TraznauTe, BKIKYUTETHO XUAPOXJIOPOTHA3MNA,

CKeACMHO-MYCKYRHU MOTEHUWPAT ACHCTBHETO HA NIPOKM3BOJHHTE HA Kypape.
peraxcarmiu (Hanp.,

TYOOKYpapHH)

Hpyeu TuazHaMTE NOTEHUMPAT AHTHXUMEPTCH3HBHOTO
aHMUXUNEPMEN3UBHU neicTBHE HA IPYTUTE aHTHUXUIIEPTCH3IMBHH NeKapCcTBa

Aexapemeenu npodykmy  (Hamnp. IYaHeTHAUH, MeTiIona, Geta Sitokepw,
BAa301MIATaTOPH, ONOKepH Ha KanuueBuTe KaHamu, ACE
uHxudutopu, ARB u /IupexTHn PeHHHOBH
Huaxuburopn [APH]).

Ilpecopru avunu (Hanp.  XuApoxJIOpOTUA3UA MOKE 1A HAMAITH 0TrOBOPA KbM
HOPAJAPEHATHH, MIPECOPHH aMUHH KaTO HOopaapeHamdH. KinHu4yHaTa
[AAPEHATHH) | 3HAYHMOCT HA TO3M €eKT € Heonpe/Ie/IeHa 4 He €

NoCTaThuHa 3a MPeKpaTsABaHe Ha TAXHATA ynotpeda.

RBumavun D u xaryueeu I[pl-maraﬂem Ha THA3WIHHU JHYPETHLH, BKITIOUHTEIHO
conu Eduﬂ.poxﬂopo'mamﬂ, ¢ BUTAMHUH D 1 ¢ KASILEBH CONU
03Ke [1a [TOTEHUHYpA NOKAYBAHETO HA CEPYMHHUA

KaJIlUi. EOHOBpEMEHHOTO NIPHIIOKEHHE C THA3UAHHN
MITYPETULN MOXKE 1A 1OBEJE A0 XUnepKanlueMud npu
MALWEHTH NPEAPA3NON0KEHH KbM XHITEPKATITHEMA
KHamp. Op XueprnapaTHpeouau3byM, 3/TOKa4ECTBEHN
3a0oIABaHMA MM BUTaMHH D-MeIuapaHd CeCTOSHHIA)

pe3 NOBHILABAHE HA TyOyNMHATa KaJILHERA

eabcopbuns.

Heotino éroxupane na PAAC ¢ APE, ACE unxubumopu wiu anucKupen
JlaHHH OT KNHHUYHH NPOYYBaHHA NOKA3BAT, e ABOHHOTO Ookupane Ha PAAC ypes koMOHHMpaHaTa
yrnotpeba Ha ACE unxubutopu, APD 1IN anuCKHpeH ce CBBp38a ¢ MO-BUCOKA YecTOTa HA HEXENaHU

CbOHTHA, KATO HATIPUMED XHUIIOTOHHS, XHIIEpKaTHEMHA i HaMansBaHe Ha Op0OpedHaTa QyHKLNA
{BKIIIOUHTENHO ocTpa OBOpEeUHa HEAOCTATBYHOCT), B CpaBHEHUE ¢ YRoTpeDaTa caMo Ha €HO

cpencTBo, AeicTBawo Bepxy PAAC (Bx. Toukn 4.3, 4.4 1 35.1).

4,6 @eprRanTeT, DPEMEHHOCT H KbpMEHe

bpeMerHOCT
Amrodunun

besonacHocTTa HAa aMIIOAUIHH MO BpeMe Ha OPEMEHHOCT IIPH X0pa He € YCTAHOBEHA. B npoyyuBaHua
TIPH XMBOTHY, [TPH BHCOKH 103M € HabMIOJaBaHa peNpoAyKTHBHA TOKCHYHOCT {BXK. TOUKa 5.3).
IIprioskenne no BpeMe Ha OpeMEHHOCT CE NPenoprYBa CaMo KOraTo HAMA Mo-0€30MacHA ANTEPHATHBRA
H KoraTto donecrra caMa 1o cede cu HOCH NO-rOIAM PUCK 3a Maikata U Nnoaa.

Bancapman

Ynorpebara Ha anruoteHsHH II penenropun dnokepu (AlIPB) ne ce npenopsusa o BpeMe Ha IIbPBUA
TPHUMECTBP Ha OpemeHHOCTTa (BXK. Touka 4.4). Ynortpebara Ha AlIPb e nporuBomnokasaHa no speMe Ha
BTOPHA H TPETHA TPHMECTBP OT OpeMEeHHOCTTA (BXK. TOUKH 4.3 U 4.4).

EnuaeMHonoTHYHHTE JAaHHH 33 PHCKA OT TEPATOTeHHOCT ciell ekcnosuius Ha ACE HHXHGHTOpH 1O




NoA00eH PHCK MOKE 0a CHIIECTBYBA 3a TO3M KJIAC JIEKAPCTBCHH NPOAYKTH. OCBEH Ko
npoaskapaHeTo Ha AIIPD tepanuaTa ce cMeTHe 3a KU3HEHO BaXKHO, MALMEHTH C ITAHUpaHa
OpeMenHOCT TpAOBa 1a NPeMUHAT HA ANTEPHATHBHO AaHTHXHIIEPTCH3UBHO JICHEHE, KOETO HMa
ycTaHOBEH mpodHl Ha 6€300acHOCT [pH OpeMEHHOCT. AKO ce YCTaHOBH OPEMEHHOCT, ICHEHHETO C
AIlIPb tpsabpa aa ce npeyCcTaHOBH He3aDABHO H, AKO € YMECTHO, Ja Ce 3al0YHe anTepHATHBHA TEparusl.

Excrnozunuara sa AIIPB no BpemMe Ha BTOPUA H TPETHS TPpUMECTbp HAa OpEeMEHHOCTTA MOKeE J1a
poeene 1o GeToTOKCUUHOCT (HaManenue Ha Ou0petnata QPyHKINA, ONHTOXHAPAMHHOH, 3a0aBeHa
OCHPUKALWA Ha UEPENA) H HEOHATATHA TOKCHYIHOCT (Ob0OpeuHa HEZOCTATHYHOCT, XHIIOTOHUA,
xHnepkatHeMus) (Bxk. Touka 5.3).

B cnyyaii ue ce ycranoeu ekcnozunus Ha AIIPE ot Bropusa TpuMecTsp Ha OpeMeHHOCTTa, ce
IpenopbpYBa MpoBEPKA HA OrOpeuHaTa (PyHKUHA K 4epena Ha TUTOAaA Upe3 YIITpa3ByK.

Hogropoaenu, uniito Maiiku ca upuemanu AUPB, TpaGea sHuMaTentdo na ObaaT HadMeaARaHM 32
XHNOTOHHA (B, ToukH 4.3 1 4.4).

Xuopoxnopomuasio
Mma orpaHHyeH ONMHT OTHOCHO yroTpebaTa Ha XHIPOXJI0pOTHASMA 10 BpeMe Ha DpeMeHHOCT, ocoDeHo
npe3 TbpBUA TPUMECTDBP. [IpoyusannsTa NpU )KMBOTHH €A HEAOCTATHYHH.

Xuapoxnioporua3ni NpeMuKaBa npe3 mialeHTara. Bb3 ocHOBa Ha GapMaKkonordyHuga MEXaHU3bM Ha
AeHCTBUE HA XWIPOXIOpOTHA3HA, YIoTpedaTa My Nnpe3 BTOPHS M TPETHA TPEMECTEP MOXE 1a HapyIH
deTonmnaneHTapHarta nepy3us U 1a Joeee A0 PeranHy M HeoHaTaaTHn eeKkTU KaTo XKBJITCHHLIA,
HapyLLIEHHUA HA eJIEKTPONUTHHA OaTaHC M TPOMOOLIUTOIIEHUA.

AMaodunun/earcapman/XudpoxaIopomua3no

JInncea onur ¢ ynorpetara Ha Az36uma HCT npu 6pemennu. B3 0CHOBA Ha CHINECTBYBALIMTE JAHH
OT NPOYYBAHHUA C OTACHHUTE KOMNOHEHTH, YIToTpebaTta Ha A36uMa HCT He ce npenophuba nipes
ITLPBHA TPEMECTbP OT OpPEMEHHOCTTA U € IPOTHBROMOKAa3aHa Npe3 BTOPHR M TPETHUA TPHMECTBD OT
OpemeHHOCTTa (BXK. TOukH 4.3 u 4.4).

Kbpmene
AMITOAMINH ce eKCKPeTUpa B KspMaTa npy xopa. Yactra o1 Ao3aTa Ha MaHKaTa, IIONyY€HA OT

KBPMaUETo, ¢ H3YHC/ICHA C MHTEPKBAPTIICH uana3od 3 — 7 %, ¢ MakcuMyM 15 %. EQeKTeT Ha
aAMJIOJINITUH BLPXY KbpMaueTaTa ¢ HeuspecTeH. JIuncear JaHHM OTHOCHO yHoTpebaTa HA BaJICApTaH II0
BPEME Ha KbpMeHE. XHAPOXIOPOTHA3H I C€ eKCKPETUpa B KbPMATA B MAJIKH KoNH4ecTBa. BbB BUCOKH
N03H THA3WAHTE IIPCAH3BHKBAT MHTEH3UBHA JNYpe3a M MOraT A4 MOTHCHAT 0Dpa3yBaHeTo Ha KbpPMaTa.
A306uma HCT ne ce npenopsyba mo ppeme Ha kbpMeHe. Ako A30uMa HCT ce npuara no Bpeme Ha
KbpPMeHe, 103uTe TPIObBa Aa GBIAT KOIKOTO €€ MOXKe ITO-HUCKH. lpeanoyunra ce antepHaTuBHa
TEPANHA ¢ YCTaHOBEH NPodun Ha 6€30MaCHOCT NO BpeMe Ha KbPMEHE, 0C00eHO0 IIpH KbpPMEHE Ha
HOBOPOJESHH U TIPEXASBPEMEHHO POAEHH JCIIa.

DepTUANTET
Hsama xnuauaHU npoyuyBanus orHocHo piusaueTo Ha A3brma HCT eupxy deprunmrera.

Barcapman

Bancaptan HiaMa HexkenaHd edekT BHpXY PEeIPOAYKTHBHATA CIIOCOOHOCT HA MBIKKH H JKEHCKU
IITBXOBE NPH pHeM Ha repopandu ao03u 10 200 mg/kg/nen. Tasu qo3a € 6 MbTH MaKCUM
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MpenopLYATETHA 1032 TIPH Xopa, onpeaeieHa Ha 6aza mg/m? (M3UUCIEHHETO € 3a EPOPaHa 1034 OT
320 mg/nen u 60 KUIOrpaMOB MALKECHT).

Amaoounun

[Tpy HSIKOM DALHMEHTH, IEKYBAHH C GIOKEPH Ha KATUMEBHTE KAHAH, ca Chob1eHH oDpaTHMH
OMOXHMWYHU [IPOMEHH B rlaBHYKaTa Ha cniepMartos3ouante, KNTMHUYHNTE JAHHY ca HEAOCTAThYHH N0
OTHOLUEHKE Ha MOTEHUMATHUA eeKT Ha AMIOAUIIHH BBPXY pepTHiIHTETA. [IpH e1HO TPOYYBAHE NPH
IUTEXOBE €4 YCTAHOBEHH HexeslaH! epeKTH BbPXY QepTUIHTeTa NpH MBKKHTE (B)K.TOUKa 5.3).

4.7 EgexTH BupXy ¢cnocodHoCcTTA 32 WIOGHPpaHe H padoTa ¢ MAIOHHH

[MaupenTture, kowro npuemat Az6uma HCT u mwodupar wm paboTar ¢ MalIHHHM TpAOBa 1a UMaT
IIPEARH], Y€ MNOHAKOrd € Bh3MOJKHO J1a ce MOABAT YMOopa M 3aMaiBaHe.

AMIIOIHIIAH MO3Ke Aa NIOBUAE B cyiaba 10 YMepeHa cTeleH crnocobHOCTTa 3a odHpaHe H padoTa ¢
MALIHK, AKo nanuedtTure, npuemaniy A3duma HCT, nonyuar 3amaiisane, rmasobonue, ymopa nin
rajgeHe, CriocoOHOCTTAa UM [Ia pearupat MOXe aa Oblae HapyleHa.

4.8 Hexeaanu JeKapcTBEHH peakuHH

INpodpunet Ha GezonachocT Ha A3duma HCT, npencrasen no-10i1y ¢e 0CHOBaBa Ha KITHHHYHH
npoy4BaHuA, nposeAcHH ¢ A30uMa HCT u nozHaTute npoduad Ha 0€30MaCHOCT Ha OT/IENMHHTE
KOMITOHEHTH aMJIOIMITUH, BAJICAPTAH U XHAPOXJIOPOTHA UL

ObdodiieHye Ha npoduna Ha 0e30NACHOCT

BesonacHocTTa Ha aMIIOAUNMH/BaNlcapTaH/ X UIPOXIOPOTHAZU], € OLUCHEHA IPH HErOBAaTa MaKCUMaIHa
no3a 10 mg/320 mg/25 mg B Xoa Ha €/|HO KOHTPONMUPAHO KPATKOCPOUHO {8 cenmuiM) KIHHHIHO
npoyusaHe ¢ 2 271 nauueHTH, 582 oT KOWTO NpHeMaT BaJICapTaH B KOMOHHALIMA C aMJIOJHIIHH U
xuapoxnoporuazea. Hexenanure peakud Kato Um0 ca Guuid NeKH U OpeXoaHu Mo XapakTep v caMo
B PEAKH ClIy4yad ¢a HAlAraiu NpeycTaHOBABaHE Ha eueHueTo. [1o Bpeme Ha ToBa akTHBHO
KOHTPONHPAHO KJIHHHYHO M3NMHTBAHE Haii-uecTUTe NPUYHHY 33 NPEYCTAHOBABAHE Ha JICUEHHETO C
Az0uma HCT ca 6unu 3amasHocT U XHIoToHuA (0,7 %).

[1o BpeMe Ha 8-ceAMHYHOTO KOHTPOJIHPAHO KIIMHUYHO MPOYYBaHE HE ca HabmogapaHy 3HAUUMU HOBU
WJIH HEOYAKBaHU HeXENAaHU JIEKapCTREHH PEAKLMY B CPABHEHUE C H3BECTHHTE MPH MOHOTEpANUA HiAH
KOMOUHHMpaHa Tepanus ¢ OTIENHUTE KOMIIOHEHTH.

I1o BpeMe Ha 8-cemMAHHOTO KOHTPOJSHPAHO KIHHHYHO OpOY4YBaHE HAOMIOAABAHUTE [TPH
xomOHBauuaTa Azouma HCT npomenu g TabopaTopHMTE NIOKA3aTeNnH ¢a OMNY MUHMMATTHY H B
ChOTBETCTBHE ¢ (hapMaKONOrHYHH MEXAHH3BM Ha NCHCTBHE HA OTJENHHTE KOMIOHCHTH, Hannuunero
Ha BaJICapTaH B TpoiiHaTa KOMOMHALIMA OTC/1a0Ba XHIIOKATHEMHYHNA e(eKT Ha XUAPOXITOPOTHAZ L.

Tabnu4eH CUChK HA HEXKENTAHKTE PeaKIiH

CrenpaiuTe HeXeNaHH PeakLny, H3GPOEHH Ciopen CHCTeEMO-0opraHHy Knacose no MedDRA u
4ecTOoTa, ¢e oTHacaT 3a A36uma HCT (amnozunun/pancaptan/ HCT) u nootaenso 3a aMNIOJHITHH,
Bancapran u HCT.

Muoro yectu: >1/10; wectu: >1/100 no <1/10; mewectn: >1/1 000 ao <1/100; peaxu: >1/10 000 no

HANPAaBEHA OLCHKA),
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MedDRA He:xeland peakuun HecToTa
CHCTEMOOPranHA
KJIACOBE
Azouma | Amiaoaunun | Bajscapran HCT
HCT
Heonnasmu — 100- HemenanoMeH pax na - - - C
POKAYECTBEHH, KOKATa HEU3IBECTHA
3JIOKAYECTBEHH H (OazanHOKIeThUEH 4yeCcTOTa
HEOIIpEHCNeHH (BKII. | KapIHHOM K
KHUCTH H ITOJTHITK) CKBaMO3HOK/IETBYEH
KapLHUHOM )
Hapywenus na ATrpaHyJIoHTO3a, - - - Mmuoro
KpbBT2a M JIMM(QHATa | KOCTHOMO3bYHA pPEaKH
CUCTEMA HEAOCTATBYHOCT
[Tonmken xeMornoOUH U | - - C -
XEMATOKPHT HEHW3BECTHA
4YeCTOTA
XeMONUTHYHA aHEMHUA - - - MHoro
pEIaKU
JleBKOTICHHA - MHoro penku | - Muoro
peaKu
HeyTtponieHns - - C -
HEH3BECTHA
YeCTOoTa
TpoMmbouuToneHus, - Mruoro penxu | C Peakn
IIOHAKOra C IypIypa HEH3BCCTHA
4ecToTa
ANIacTHYHA aHEMHSA - - - C
HEM3BECTHA
4eCcToTa
HapyueHus Ha CBpBbXYYBCTBHTE/IHOCT - Mpuoro peaku | C Muoro
MMYHHATa CHCTEMA HEH3BECTHA | peldKH
q4ecTOoTa
HapywieHua Ha AHopeKcHs Heuect - - -
MeTabonu3mMa u XunepKanineMus Heuecrn - - Penxu
XPAaHCHCTO XUNepriukeMus - MHuoro - Penku
penku
XUnepnunvaeMmud Heuectn - - -
XUIEPYPUKEMHUS Heyectu - -
XHNOXJIOpeMUYHA - - -
ankajnola
XHUIMOKaIHEMHS HectH - -
XUroMarHe3neMus - - -
XHUMOHATPHEMHA Heuectu - -
Browuasaxe na nuadera - - -
[lcuxuuuu Hetnpecus - Heuectn -
HapyLICHWA Hucomuus/HapyieHus Ha | Hewectu Heuectu -
ChHA
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[IpoMeHHN B HACTPOEHHETO | - Heuect -
Obwpradoct - Penku - -
HapyuweHHs Ha KoopanHaulHoHHH HeuecTn - - -
HEPBHATA CUCTEMA HapyIIeHHS
3aMafHOCT Yectu Yectu - Peniu
IlocTypanna 3amasHocT, | Hedectn - - -
3aMafHOCT NMPH YCUITHE
Jucreysus Heuectu Heuectu - -
ExctpanupamuaHa - C - -
CHMNTOMATHKA HEH3BECTHA
4ecToTa
["napofosive Yectn YectH - Penxu
XUNEPTOHHA - MHoro - -
pPEAKU
Jletaprus HeuectH - - -
Ilapecte3nu Heuectu Heuectn - Pexu
INepudepua nesponatusa, | Heuectu MHoro - -
HeBPOMNATHS peaKu
COMHBOJICHTHOCT HeuecTtn YecTH - -
CHHKOI Heuecru Heuectu - -
Tpemop - Heuectu - -
Xunoecre3ns - HeuecTa - -
Hapyuenusa Ha ouute | OCTpa 3aKPUTOBIBIHA - - - C
riaaykoma HEH3BECTHA
4eCTOTa
3pUTEIHU HApYIECHHUSA - HeuecTu - -
3pUTEIHO YBPEXKAAHE HeuectH HeuecTtu - Penku
XOpoHOalneH U3nuB - - - C
HEHU3BECTHA
4ecToTa
Hapyurenns Ha yxoro | lllyM B ymnre - Heuectu - -
H JJaOHpHHTA CReTOBBEPTEK HeuectH - Heuectu .
Cepaednu Iannurauyn - Yectn - -
HapyileHHs TaxukapoHs HeuecTH - - -
ApUTMHH (BKIIOYMTEAHO | - Muoro - Penkn
Opanukapausa, KaMepHa peaKu
TAXHKAPIHA H
NpeAChPAHO MBHKICHE)
MuoxapaeH nadapkr - MHoro - -
peaku
Cbnosu Hapymienus | [NouepeeHsBaHe - YectH - -
XHUNOTOHHSA YecTH Heuectn - -
OprocTaTuyHa Heuectu - - Hectu
XUIMOTOHHS
@Onedut, Tpombopnedbur | Heuectu - - -
Backynut - MHoro C -
penKn HEHM3BECTHA
YecTOTa /‘_\‘\%
Pecrparopum, Kalinnoa Heuectu MHoro Heuect <D
PBhAHH H peakH R : et \
W/ A |
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ME&AHACTHATHH JlucnHes Heuectu He4gecTH - -
HAPYICHHA PecnupartopeH - - - MHoro
aucTpec, OenoapodeH peaKu
OTOK, TTHEBMOHHMT
OcTnp pecuMparopeq - - - Muoro
AUCTPEC CHHAPOM penKu
{(OPJIC) (Bx. TOuKa
4.4)
Puuut - HeuecTn - -
Bb3naneHo repro Heuectu - - -
CroMauiHoupeBHH Cromauwen nuckomropt, | Hewectn Yectia Heuectn Penku
HAPYLUCHHA 00JIKa B TOpHATa 4acT Ha
KopeMa
Jlowr awX Hedecrn ~ - -
[TpoMenu B ypeBHaTa - Heuectn - -
EPUCTANTHKA
3anex - - - Penku
[ToHu:keH aneTuT - - - Hectn
Hnapus Heuectu HeuectH - Penku
CyxoT1a B ycTata Heuectn HeuectH - -
Hucnencus Yectn Heuectn - -
INacTpur - MHoro - -
peaKy
XUNEPIUIa3Hs Ha BEHIUTE | - Muoro - -
penKH
I'anene Heuectu Yectu - HectH
IlaHkpeaTur - Muoro - MHuoro
peaKH peaku
Ilopphiane HeuecTn Heuectu - YecTH
XenatoOuJIHapHu OTknoHEHHA B - Muoro C -
HAPYILIEHAA YepHOIPOOHUTE peaku** HEU3BECTHA
) YHKUHOHARHH 4eCTOTA
MOKa3aTe/IH,
BKJIFOUUTEIHO
HOBHILABAHE HA
CepyMHUs OUITHpYyOrH
Xenatur - Mtoro - -
peaKH
HuaTpaxenaranHa - Muoro - Penkn
X0J1eCTa3a, XK bJATCHHLA peaKH
Hapyuienna Ha ANoTIe A - HeyectH -
KOXaTa U AHrHoenem - Muoro penku | C -
MOJKOXKHATA THKaH HEH3BECTHA
YyeCTOTA
byo3en pepMartur - - C -
HEW3BEeCTHA
4eCTOTA

Peaknnn, HanooOABaIIN
KOKeH JIYyNyC
epuTeMaTomec,
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pcaKTUBHPAHES HA KOXEH
NYITYC €pUTEMATONEC

EputeMa myntudopme - MHoro peakua | - C
HEH3BECTHA
4ECcToTa
Ek3anTem - Heuectu - -
XUAepxujaposa HeuectH Heuectu - -
Peakuuu Ha - MHoro penku | - Penku
CBPBXYYBCTBHTETHOCT™
IIpyputyc Hevectu Heuectu C -
HEU3IBECTHA
4ecTOoTa
Ilyprypa - Heuectu - Rare
O6pus - Heuectu C YectH
HEeH3BCCTHA
9eCTOTa
O0e3upeTABaHE Ha KOXKATA | - HeuecTn - -
VpTHKApUS U BpYTH - MHoOro peaxks | - Yectu
BHAOBE ODpHUB
HekpoTtusupalu BacKynauT | - C HeHu3BeCcTHA | - MHuoro
M TOKCHYHA eNUacpMaHa 4ecToTa peOKH
HEKpOIH3a
ExcdonuatuBeH aepMaTmr | - Muoro peaku | - -
CuaapoM Ha - MHoro peakua | - -
Stevens-Johnson
Enem na Quincke - Muoro peaku | - -
Hapyenus na Aptpanrus - Heyectu - -
MYCKYJTHOCKeNeTHaTa | Bomkut B ropba Heuect Hedecrtu - -
CHCTEMaA H OToOK Ha cTaBUTE Hedectu - - -
ChCAHHHTCIHATA MyckynHH cnasMu Heuectn Heuectu - C
ThKAH HEH3BECTHA
4eCTOoTa
MyckynHa ciaboct Heuectu - - -
Muanrug Heuectut Heuectu C -
HEeH3BECTHA
4eCcToTa
bonku B kpailHULMTE HegecT - - -
OTOK Ha IVIC3EHUTE - YectH - -
Hapyenus na [loBHIEH KpeaTHHUH B Heuectn - C -
OvOpenuTe U KpbBTa HEH3BECTHA
MUKOYHHUTE MBTHLIA 3ecToTa
MUKITMOHHH HAapyLIEHM Heuectu
Huxkrypus - HeuecTH -
[ lonakuypus Yecru HeuectH
buOpeuna nuchyHKLmuA - - -
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Octpa ObGpeuna
HEXOCTATBYHOCT

Heuectu

C
HEU3BECTHA

HeCTOTA

brOpeuHa
HEOCTATBUHOCT M
yBpeXKaaHe

C

HCH3BECTHA
HECTOTA

Peaku

HapyieHna Ha
Bb3[POHIBOANTEN
HaTa CHCTEMA U
repaaTa

HMMoOTeHTHOCT

HeuectH

HeuecTH

YecT

{'MHexoMacTHs

HedecTn

OO1H HApYILIEHHS U
edeKTH Ha MACTOTO
Ha IIPHIIOKEHHE

Abazua, HApYLLEHHA B
MoXoaKarTa

HeuecTu

ACTeHHa

HeuecTH

HedectH

C
HEW3BECTHA

qecTOTA

Juckomdopr,
HEPA3IOJIOKCHHE

HeuecTn

HeuecTH

¥mMopa

YectHu

YecTH

HevecT

bornka B repaute, KoATo
HE € CBhP3aHAa ChC
CBPLETO

HeuecTn

Heuectu

OToK

YectH

YecTH

bornka

Heuectu

[Inpexcus

C
HEM3BECTHA

QeCTOTa

HMacnenosanusa

ITorHInaRaHe Ha
JTUITHIUTE

MHOIro 4ecTu

Ilopuimmaeane #a ypesra B
KPBRTA

HeuecTtu

IloBHIiIagaHe Ha
IMHKOYHATA KHCEIHHA B
KPpbBTA

Heuectu

I nroko3ypus

Penku

INoHrkeH kanuil B KPbBTA

Heuectn

IloBuilieH kanMi B KPBBTA

C
HEH3BECTHA

YEeCcTOTd

Hagnasaue Ha Tersio

HeuectHn

Heuectn

CrnaaaHe Ha TETJID

HedecTtn

* Bitkte Touka 4.4 “®oTOHYBCTBHTEITHOCT
*k Hait-4ecTo cpbp3aHo ¢ xonecrasa

OmnucaHde Ha H30paHH HeXeJIaHH DeaKIIuH

HemeslanoMeH pak Ha KoxkaTta: B3 OCHOBAa Ha HAMTHYHWUTE JAHHU OT €NHAEMHWONOTHYHH IPOY4BaH
HAOMO/JaBaHa 3aBUCHMA OT KYMYJ/IATHBHATA 403a BpPb3Ka MexKAy xuapoxinoporuaszua 1 HMP

cbiio Touku 4.4 1 5.1).
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Cro0Omapane Ha NOXO3MPAHM HEXKENaHHW PEAKIIHH

Cb0o01aBaHETO HA MONO3HPAHH HEXKETAHH PEAKIIHH CIIeH pa3pellaBaHe 3a ynorpeda Ha IeKapCTBEHHA
OpoayKT € BakHo. Tosa Mo3sonsaBa 1a NPOAB/DKA HaGIIOJEHHETO Ha ChOTHOWMEHHETO T10JI32/PHCK 32
nekapcTReHUA MPoaykT. OT MEAMIMHCKHTE CTIEUHATHCTH C& H3UCKBA Aa ChOOIABaT BCAKA
IT0JI03MPaHA HEXKEJIAHA peakius upe3 MI3bIHNTENHA areHUHA [0 AeKapeTBaTa yi. ,,Jlaman I pyes” No
8, 1303 Cofus, Ten.: +35 928903417, yebeaiim: www.bda.bg.

4.9 Ilpenosnpane

CUMOTOMH

Hsima onur ¢BC cTyHa Ha npeno3upade ¢ aMJIOOHTIHH/BaJicapTa/ XHAPOXJIOpOTHA3 U, [ TaBHHAT
CHUMITTOM Ha NPEAO3HPAHE C BANCAPTAH BEPOIATHO € U3pa3eHa XHUIMOTOHUA B 3aMadgHOCT.
Ipeno3upaHeTo ¢ aMIOIATIMH MOKE A2 AOBEE JI0 eKcTpemMHa nepigepHa Ba3oIHnatauysa H BEPOATHO
pediekcha Taxukapaus. Mima cbo0imenns 3a ciiyyan Ha yU3paseHa H MOTCHIHAIHO NPOJIOHIHpaHa
CHCTEMHA XUIIOTOHHA, BKTHOYHTEIHO HIOK ¢ (aTanieH H3Xo/1 Npu NPEao3upaHe ¢ aMIIOIHITHH.

HexapauoreHen denoapoGeH 0Tok ce cbodluaBa psaako KaTo nocIenia 0T TpefAo3upaHe ¢
aMJIOJIUIIKH, KOHTO MOJKe A2 ce MpOoABM Cbe 3a0aBeHo Haualo Ha epexra (24-48 vaca cnen
MOTNBLIAHE) M A3 H3UCKBA U3KYCTBeHa BEHTHIALMA. PAaHHHTE peaHUMALHOHHH MEPKH (BKJIIOUYHTETHO
HATOBAPBAHE C TEYHOCTH) 33 MOAABKAHE Ha Mepdy3uaTa u ChpAcHHHA AeOUT MoraT aa Obaat
ycKOpABallY QaKTopH.

JleueHue
Amaodunun/sarcapman/Xucpoxaopomuazuo

KnnnauyHo 3Ha4MaTa XMIIOTOHUA NOPaAH NPEeI03HPAHE HA

AMMNIOAUINIHH/ BAICAPTAH/XUAPOXNOPOTHA3HI U3UCKBA aKTHBHA ChPACYHOCHA0BA peaHHMALNA,
BKJTFOYBAIIA YECTO MOHUTOPUPAHE HA ChPJAEYHATA H AMXATe/Ha (PYHKLMS, [I0OBAHraHe Ha KpaHHuUHTe
M BHHMaHHE 10 OTHOLUEHHE Ha IUPKYJIaTOpHUA o0eM 1 auype3ata. [IpHnokeHHETO Ha
BA30KOHCTPHUKTOP MOXKe J1a € OT M0/i3a 32 Bb3CTAHOBABAHE HAa CHIAOBHA TOHYC H apTEPHANHOTO
HAJIAraHe, B Cy4ai 4e HAMA OPOTUBONOKAZAHUA 3a IPUIOKSHMETO MY. FIHTPaBeHO3ZHOTO
NPUI0KEHHE HA KAIIKMEB NTIOKOHAT MOXKE d € 0T [0JI3a 3a peofosifiBaHe Ha edexTta oT GnokajaTa Ha
KAIIIMEBUTE KAHAIIH.

Amiaodunuu

AKO NIPOAYKTHT € NOCbAHAT HACKOPO MOTar Aa ce 00CHKOAT CTUMYJ/IHPaHe Ha MOBPHIUAHETO HIH
cTOMauHa NpoMHBKa. [IpwioxenneTo Ha aKTUBEH BBIVIEH NTPH 3paBH J00POBONIM HEMOCPEACTBEHO
WK 10 [Ba Yaca CeN NOrTbIIAHETO Ha AMNOIHITHH 3HAYHMO HaMalsBa abcopOupATa Ha IPOAYKTA.
AMITIOANNUH HE MOKE 13 ObJEC OTCTPaHEH Upe3 XEMOUANu3a,

Bascapman

Bancaprad He MOXe 1a Obe OTCTpaHeH Ype3 XeMoaAHanu3a,

Xuodpoxaopomuazug
[Tpeno3upaHeTo ¢ XHAPOXAOPOTHASHI € CBEP3aH0 ChC 3ary0a Ha eJIEKTPOJIHTH (XUITOKATTHEMMUA,
XHIIOXJIOPEMHS} H XWIIOROJIEMHS B PE3Y/ITAT HAa eKCUeCHBHATA Auype3a. Han-yecTuTe NpyU3HaLH 1
CHMIITOMU HA NPEJO3UPaAHE CA TAACHE Y CHHAMBOCT. XUTNIOKAIUEMUATA MOXKE [ia NPEON3BNKA
MYCKYJITHH Cra3sMH H/HTH H3pPa3eHa ChbpAEYHa apuTMHUS, CBbP3aHA C €AHOBpEMEHHATa ynorpeda Ha
OUTHTATHCOBU TIMKO3UON HITH ONpeaeeHy aHTHAPUTMHUYHH JIEKAPCTBEHH MPOJYKTH.

Hee YCTAaHOBEHA CTCIEHTA HA OUHMCTBAHS H& XUAPOXJIOpOTHA3ZH/ ITIPH XEMOIAHAIHN3A.
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5.  ©®APMAKOJOTUYHU CBOUCTBA
3.1 dapMaxoIHHAMHYHH CBOHCTEA

DapmakoTepaneBTHYHA rpyna; CpencTrara, AciCTBALIM BBPXY PCHHH-AaHIHOTCH3HHOBATA CHCTEMA,
aurvorensu Il penenropuu 6nokepu (ARBs), apyru kombunaumu, ATC xon: CO9DXO01.

MexaHU3bM Ha AeHCTBHE

A30uMa HCT e xomOnWHAIUA OT TPH aHTUXUNEPTEHIKBHHE ChCTABKH C JOIBJIBAIL C& MEXAHH3BM HA
KOHTPOJ Ha apTepUATHOTO HAJIATAHEe TIPH NAUMEHTH ¢ €CEHIHAIHA XHTIEPTOHHA: aMIIOAHITHH
MPHHALTEXH KBM KJIaca Ha KaJIIHEBUTE AHTArOHUCTH, BAJICApPTaH KBM KJlaca Ha AHrHOTEH3HH 11
peuenTopuNTe DIOKEPH, @ XHIPOXJIOPOTHAH/ KbM KITaca HA THa3HAHHTE AnypeTHiM. KomOunaumsta
HA TE3U CCTABKH MMa aAUTHUBEH aHTUXUTIEPTEH3UBEH €EKT.

AMITOAMIINH/ BaNcapTaH/ XuAPOXI0pOTHAZH
Knuruuna echuxacnocm u bezonacriocm

AMIIOOHIIYY/ BaNcapTaH/ XHAPOXJIOPOTHAZUA € H3MUTBAH B JBOHHO-CIIAI0, aKTHBHO KOHTPOJIMPAaHO
[poyYBaHe NMpH NAUMEHTH ¢ XUNepToHua. Q6o 2 271 mauueHTH ¢ YMEpPEeHa 10 TeXKKa XHNEPTOHHA
(cpeaHOTO M3XO0AHO CHCTOIHO/ AMACTOMHO apTepranHo Hanirade € ouno 170/107 mmHg) ca buan
JEeKYBaHH C aMJIOAMIIME/BaTcapTan/xugpoxnoporuasun 10 mg/320 mg/25 mg,
BacapTal/xugpoxnoporyasug, 320 mg/25 mg, amnoaunub/sancapran 10 mg/320 mg wim
XUAPOXNIOpoTUa3MA/aMIToaUIIHH 25 mg/10 mg.

B Ha4an0TO HAa NPOYYBAHETO HA MALKEHTUTE ¢4 OWNM HA3HAYEHH NMO-HUCKH J03U OT NPEIMHCAHUTE HM
TEeparneBTHYHH KOMOHHALIMH H BIIOC/IEACTBHE HA 2 CeAMUILIA CA THTPHPaHH A0 MIBJIHUTE UM
TEpaeBTHYHU JO3H.

Ha 8-Ma cenMuIa CpeHOTO MOHIMKABAHE HA CHCTOMHOTO/IMACTO/NHOTO APTEPHANIHO HanATaHe e onno
39,7/24,7 mmHg ¢ aMnomMNuE/ BancapTan/xuapoxjoporHasug, 32,0/19,7 mmHg ¢

BAJICApTaH/ xuapoxaopoTHazua 33,5/21,5 mmHg ¢ ammogunun/Bancaptad ¥ 31,5/19,5 mmHg ¢
AMAOIMIOUH/XuaApoxnopoTHasna. TpoiiHata kOMOHHALMA NIPEBB3X0XKIAHA CTATHCTUYECKH 3HAUHMO
BCAKA €MHa OT TPUTE ABOMHHKM KOMOMHALIMM B MOHIKABAHETO HA AMACTONIHOTO H CHCTONIHOTO
apTepHaIno HanArade. [IOHKABAHETO HA CHCTONHOTO/AKACTOIHOTO apTepHAaIHO HanAraHe ¢ A3buma
HCT e 6uno ¢ 7,6/5,0 mmHg no-ronsmo, 0TKOJIKOTO ¢ BaICAPTaH/ XHIPOXJIOPOTHAIH, C

6,2/3,3 mmHg no-roiaMo, 0TKONKOTO ¢ aMJIoaMnyuE/Bancapta U ¢ 8,2/5,3 mmHg mo-rossimo,
OTKOJIKOTO C aMJIOJHIHE/ XHAPOXIOpoTHa3HR, ONTHMATHHAT aH THXHIIEPTEH3UBEH eeKT ¢ Oun
NMOCTUTHAT ¢Jien 2 ceaMUUeH ITPHEM HAa MaKCHMalHaTa 1o3a

aMJI0R HMNE/ BancapTaH/XRAPoXA0poTHa3UA. CTAaTHCTHYECKH NO-TOIAM NPOLUCHT NALHEHTH ca
MOCTUTHATM KOHTPOI BEPXY apTepHATHOTO cd HanAraHe (<140/90 mmHg) ¢

aMIIOAUNMH/ BancapTaw/xuapoxnopotuasui (71%) B cpaBHEHHE ¢ BCsiKa €IHA OT TPUTE IBOMHH

KoMOHHaIMH (43-54%) (p<0,0001).

B noxarpyna ot 283 mauueHTH, aHanuz, POKycHUpaH BbpXy aMOYJIaTOPHOTO MOHHTOPHPAHE Ha
aApTEPHANHOTO HASIFAHE, € MTOKA3aHO KIIMHUYHO M CTATHCTHYECKH MO-TO/IAMO NOHIDKEHHE Ha 24-
YaCOBOTO CHCTOJIHO H JIMACTOJIHO APTEPHAIIHO HandraHe, TIpH JieYeH!e ¢ TpoliHaTa KoMOHHaUMs
CIpPAMO BancapTaH/XUAPOXAOPOTHA3K/, BAICAPTAR/aMIOAMITHH H XHAPOXAOPOTHAIHI/ AMIIOIUTTHH.

AMJIOINUIIMH
Mexanuzvat va oeticmeue
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AMIIOHITHH, KOHTO BNKN3a B ChCTaBa Ha A3buma HCT unxubupa TpaHcMemMOpaHHOTO HABIH3AaHE Ha
KaIIUEeBU HOHH B CHPJIEYHHUTE H CHAOBUTE TJIAJAKH MYCKYJIH. AHTHXUNEPTEH3IHBHOTO JEHCTBHE HA
AMITOAHITHH C€ IB/KH HA JUPEKTHHA peJlakcHpall ePeKT BbPXY CBIAOBHTE [NTAAKH MYCKY/IH, KOETO
BOJIM OO0 HAMATIBAHE HA CHAOBOTO CEIPOTUBIICHHE U OTTaM Ha apTEPUATHOTO HAJIATAHE.

Papmaxodunamuyny eexmu

ExcrniepuMeHTanHY JaHHH [I0Ka3BaT, Ue aMJIOJMIIHH CE CBbP3Ba U ¢ AHXHAPONHPUAHHOBHUTE U C
HEAMXUAPONHPHUIHHOBUTE MECTA 3a CRbp3BaHe. [IpouecHTe Ha ChKpauleHye Ha ChbpACYHHA MYCKYJT 1
HA ChAOBUTE MIAAKH MYCKY/H Ca 3aBUCHMH OT [PHIBWKBAHETO HA UIBBHKACTHYHUTE KAILMEBN HOHU
B KNETKMTE HA MYCKYJIUTE TIpe3 CIeRu(pUIHN HOHHH KaHANYETa.

IpunoxeHueTo Ha TepaneBTHYHA 1032 aMIOUITHH APK NALKMEHTH ¢ XUNEPTOHU C€ MOCICIBaA OT
Ba300MNATALMA, KOATO BOJH JI0 HAMATABAHE HA apTEPUAJIHOTO HANIATAHE B JIETHAJIO M B U3IIPAREHO
nonoxeHue. [Ipu xponnuna ynorpeda ToBa NMOHMKABAHE HA APTEPUATHOTO HANATaHE HE €€ ChIIBTCTBA
OT 3HAYHMH NIPOMEHH B CHPACYHATA YECTOTA WIH IIIa3MEHHTE HHBA HA KaTEXOJIAMHHHTE,

[nasMmenuTe KOHLUCHTPaUHH KOpEavpart C e(l)BKT‘&, KaKTO NIpyA MIaaH, Taka u ITPpY ITAUKCEHTH B
CTApUCCKa BB3PAcCT.

[Ip1 xunepToHHuK ¢ HopManHa 0pOpeuHa QyHKUMS, TEPANEBTHUHHATE N03H AMJIOJAMIIMH BOJAT 0
HaMaJIBaHe Ha OBOPEUHOTO CHAOBO CHIIPOTHBIEHHE H YBEIUYaBaHEe HA TTIOMEpYHATA PHITPalKA, 1
e(eKTUBHHUA OBOpeUeH KPBBOTOK, 0€3 Aa NpOMEHAT (PUMNTPALHOHHATA (PpaKUMs HIH NPOTEHHY PUATA.

KakTo v npu apyrure 610KepH Ha KANLMEBUTE KaHaNH, XeMOJAMHAMUYHHTE U3MEPBAHRA Ha
chpAcuHaTa QYHKIHA B MOKOH ¥ NpH HATOBapBaHe (MAM XoNeHe) NPy MALMEHTH ¢ HOPMATHA Qy HKLIAS
Ha KaMEpHTe, MeKyBaHH ¢ aMIIOJUIIHH, KATO 910 NOKA3BaT JICKO [IOKAYBaHe Ha CbpACHYHHA HHACKC
Oe3 3HAYMMO NOBRUABAHE HA KOHTPAKTHIMTETA M moMnexnarta pyukuys (dP/dt), win na
NIEBOKAMEPHOTO U AMACTOMHOTO HAJIsrane uikn obem. B npoyusanus 3a XeMOAHHAMUKA, aMJIOAUITHH
HE C€ CBBP3Ba C HEraTUBEH UHOTPOTIEH e(eKT, KOTaTo ce MpHIara B rpaHALUUTE Ha TePaneBTHYHUATE

1037 MPH 3TPABM KMBOTHH U X0Opa, IOPH KOTAaTo [PH X0pa ce Mpuiara eJHOBPEMERHO ¢ DeTa-
OJI0KepH.

[Ipu 3apaBH X0pa M KMBOTHU aMJIORKNHH HE MPOMEHA CHHOATPHAIHATA HOJANHA PYyHKLUA U
aTPHOBEHTPHKYIAPHOTO NpoRexaaHe. B KnMHHuaU MPOYyYBaHYA, B KOMTO AMIOIUIIMH € [IPUNaraH B
KOMOMHaUWs ¢ GeTa-0oKepH Ha NALHEHTH C XMIIEPTOHUS UM CTEHOKapAus, He ca HaO/moaaBaHu
HeXXeNaHd epeKkTH COpsAMO MapaMeTpUTE Ha eNIEKTPOKapIHOrpaMaTa.

AMIIOOUNHH € I[TPOYYEBAH ITPpH IIAUHCHTH C XpPOHHYHA cTabHIHa CTCHOKApAWA, Ba30CHaCTHYHA
CTCHOKApAHA 1 aHFHOTpﬂ(‘)CKH OJOKYMCHTHPAHO 3a00J1BAHE HA KOpOHapHHUTE CbIOBE.

Knunuyna edhuxacrnocm u bezonacrhocm

Vnompeba npu nayuenmu ¢ Xunepmonus

PanpomuzupaHo neoiinocnano npoyurade 3a 3abonepaemMoct U cMbpTHOCT ALLHAT
{Antihypertensive and Lipid-Lowering treatment to prevent Heart Attack Trial - AnTHXHNIEPTEH3HBHO
W JINTHAOMOHM)KaBALIO JISUSHHE 32 NPOPHIAKTUKA HA ChPAEYSH MPUCTBIT) € OUNO NMPOBEIEHO € LieN
CPABHSBaHE HA HOBUTE TEPATIMH: AMJIOAKIHH 2,5-10 mg/neH (KanLUHeB aHTArORUCT) HITH JTH3HHOMPHI

OT IIbPBA JIMHUA [IPH NAUHEHTH C AEKA 10 YMEPEHA XHIIEPTOHHS.
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OO61we 33 357 nauueHTH ¢ XHIEPTOHUA Ha BB3PACT 55 rofMHu W nosede ca OWIM paHIOMHU3NPaHH U
npocieneHH 3a cpeauo 4,9 roaunu. [lanyesTuTe ca MMaiy NOHE eAVH AONBIHUTEINIEH PACKOB (harTop
3a KOpOHapHa 00J1eCT HA ChPUETO, BKIFOYHTEIHO NIpeJuIeCTBall MHOKApAeH HH(APKT WIKM HHCYNT (>6
MECEeUA NPeay BKIMOYBAHE B IPOYYBAHETO) WITH IOKA3aHO APYTrO aTePOCKIEPOTHUHO ChPICUYHO-CHAORO
3abonaBane (Han 51,5 %), zaxapen nuadet tun 2 (36,1 %), TUNONPOTENHH ¢ BUCOKA ILNIBTHOCT -
xonectepon <35 mg/dl wim <0,906 mmol/l (11,6 %), nepokamepHa XHITepTpOQUs, THATHOCTHIIHPAHA
ype3 eNeKTPOKapaHorpaMa une exokapauorpadexu (20,9 %), Hacroain mymaau (21,9 %).

[IspBHYHaTa KpaliHa TOYKA e OWna CLCTABEH MMOKa3aTesl OT (pataneH KOpoHapeH HHUMACHT HITH He-
patanien muokapaeH nHdapkt. He ca HabmogaBaHu 3HaYMMH pa3iMyid IO OTHOLICHHE Ha
IbPBUYHATA KpaiiHa TOUKa MEKIY TEPANUsTa ¢ AMIOAUMKHH W TEPANUATA ¢ XIOPTANHAOH: KOSHLUHKEHT
ra puck 0,98 95 % C1 (0,90-1,07) p=0,65. [Ipn BTOpHUHHUTE KpaiHHA TOYKH, YECTOTATA HA CHPACYHA
HENOCTAThUHOCT (KOMIOHEHT HAa ChCTABHATA KOMOMHHUpaHa ChP/IeYHO-CBHA0BA KpaiHa To4ka} € OHa
CUFHA(BUKAHTHO 0-BYCOKA B MPYNaTa Ha aMJIOIUIINAH, OTKO/IKOTO B rpynara Ha xnopranuaocH (10,2 %
cripamo 7,7 %, RR 1,38, 95 % CI [1,25-1,52] P <0,001). Benpeku TOBa, He ¢& HAOMOAABAT 3HATHMH
Pa3IMUKA M0 OTHOUIEHHE HA 00IIATA CMBPTHOCT MEXTY TpyliaTa Ha Tepallks ¢ aM/IOAHNKH U Ta3u Ha
Tepanus ¢ xnopranuaod RR 0,96 95 % CI [0,89-1,02] p=0,20.

Bancaprau
Mexanuzom na oeticmeue

Bancapran e nepopanHo akTHBEH, MOILEH H crenubuued anruoten3ud Il penentoper Gnoxkep. Ton
Bh3EHCTEA CENEKTHRHO BEPXY AT peuenTOpHHA MOATUII, KOWTO € OTTOBOPEH 3a MO3HATHTE
BB3AEACTBUA HA AHTUOTEH3UH 1.

Knunuuna epuxacrocm u besonaciocm
[IpunoxenreTo Ha BaJiIcCApTaH TIPH MALMEHTH ¢ XHUMEPTOHHMA BOAH A0 MOHHXKABAHE HA apTepPHAJIHOTO
HaTaraHe 6€3 NOBIMSABRAHE HA MYJICOBATA YECTOTA.

[pu MoBeYeTO MALHEHTH, Clled eIHOKPATEH NMEPOPAJIEH IPHEM, HAYAII0TO HA AHTHXHINEPTEHIUBHOTO
OeHCTBHE € B pAMKHTE Ha 2 yaca, a [IVKa B MOHKaRaHeTO Ha apTEPHaJTHOTO HAJIATAHE CE J0CTHUra B
pamMxuTe Ha 4-0 vaca. ARTHXHNEPTEH3UBHUAT ePeKT NpoabnKkapa Hal 24 yaca cnel nmpreMa. llpu
penoBeH NPYEM MakKCHMYMa B peIyKUUATA HA apTEPUAITHOTO HASMIaHe ¢ BCAKA 034, KaTo LSUI0, CE
NOCTHIA B PAMKHUTE Ha 2-4 ceAMHIIH.

XUAPOXIOPOTHAZ K,
MexanuzwM nHa Oelicmaue

OCHOBHOTO MACTO Ha JelcTBHE HA THAZUIIHUTE NHYPETUIH Ca AUCTATHHTE H3BHTH KAHAMYETA B
6n0peka. [lokazaHo e, ye B 6B0peunara kopa ChlecTBYBa peLenTop ¢ BHCOK aQHHHUTET, KOHTO
npeCcTaB/ABa OCHOBHOTO MSCTC HA CBBP3BAHE 3a JIEHCTBHETO Ha THASHAHHTE AMYPETHIH H 34
nHxuOKpaHe Ha TpaHcnopta Ha NaCl B aAucTanHUTEe H3BUTH KaHAM4ETa. THASHAHHTE JUYPETULH
neticTBaT upe3 uHxuOUpane Ha Na'Cl' cuMniopTep, BepoaTHO ¥pe3 KOHKYPHPaHe 3a MACTOTO 3a
cebp3eade Ha Cl, # no To3H HAYMH NOBAHMABAT MEXAHH3MHTE HA eIeKTPONUTHA peabcopOumi:
OUPEKTHO MOBHLIABANKY eKCKpeMaTa Ha HATPUH U xJ10p B NpuONM3HTEIHO €THAKBA CTEMCH H
MHIUMPEKTHO 4pe3 JHYPeTHIHOTO CH ACHCTBHE, HaMansaBaiKy nasMeHHa 00eM ¢ mociaeaBaio
MOKauBaHEe HA [UIa3MEeHATa PEHHHOBA AKTHBHOCT, CEKPEIUA HA aI0CTEPOH H 3aryba Ha Kaylnu C
YPHHATA, KAKTO H HAMaNsABaHe Ha HUBATA HA CEPYMHUA KasHii.

Hemenanomen pax Ha Koxcama

Bb3 0CcHOBa Ha HATHYHHTE JAHHH OT ENUAEMHOJOTHYHH NPOYUBAHHMA € HADMIOJaBAHA 34BH
KyMy/TaTHBHATA 4033 BPL3Ka Mexay xuapoxnopotrasia 1 HMPK. Eano npoyysane Bk
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normyJiaus, cherosuma ce oT 71 533 cnyuau va BKK u 8 629 cny4van Ha CKK, u nonynauus oT
cboTeeTHO | 430 833 11 172 462 nopxoasuum kouTpony. Bucokara ynorpeda Ha XHAPOXIIOpOTHAZHA
(KyMymnaTHBHO >50 000 mg) e cBbp3aHa ¢ KOPHIHPaHO oTHoleHHE Ha wancoseTe {OR) 1,29 (95 %
IH: 1,23-1,35) 3a BKK u 3,98 (95 % JIW: 3,68-4,31) 3a CKK. HabmopnapaHa ¢ sicHa Bpb3Ka
KyMyJnaTHBHA 103a-0Trosop kakTto 3a bKK, taka u 3a CKK. JIpyro npoyusane nokasea BE3MOXKHa
Bpb3Ka MeXxTy paka Ha yerauTe (CKK) H excriozunisaTa Ha XUApoXIopoTHasul;: 3a 633 ciIy4yad Ha pak
Ha ycTHUTE € moadpana nomynaius ot 63 067 noaxoaal KOHTPOJIH, KaTo Ce H3IM03Ba CTpaTerus 3a
B3eMaHe Ha Mpo0H, onpegerneHa oT pucka. JleMoucTpupada e Bpb3Ka KyMyJIaTHBHA 403a-0Tr0BOp C
kopurupad OR 2,1 (95 % JIU: 1,7-2,6), napacteam xo OR 3,9 (3,04,9) 3a Bucoka ynotpeba

(~25 000 mg) u OR 7,7 (5,7-10,5) 3a Haii-BucokaTta Kymynatuaya no3a (~100 000 mg) (Bx. chilo
TouKka 4.4).

lleauatpyuaHa NOWYNALKS

EBporneiickaTa areHIMs Mo fieKapcTeaTa 0CBO0O0XK/1aBa OT 3aAB/DKCHHETO 32 NPEAOCTABAHE HA
pe3y/ATaTUTE OT IPOYURAHHATA C aMIOAHNMH/ BANICAPTAH/ XUAPOXICPOTHA3HI BEB BCUIKH MOATPYITH HA
neauaTpHYHATA TOMYNAUKsA IPH eceHITHANHA XUTIepToHHA (B, Touka 4.2 3a HH(OPMALIHA OTHOCHO
ynotpeba B MeAUATPHATA).

g[!yl‘“

Boiino §10KHpaHe HA PeHHH AHTHOTEH3HH -ang0cTepoHoBata ciicTeMa (PAAC)

JIBe rojieMH paHAOMM3HPaHH KOHTpoHpanu npoyusauda — ONTARGET (ONgoing Telmisartan
Alone and in combination with Ramipril Global Endpoint Trial — Tekywuio rnobanso u3nuvTeane 3a
KpaiiHi TOMKK H2 TEIMUCAPTAH, CAMOCTOATENHO K B KoMOuHanusa ¢ pamunpun) 1 VA NEPHRON-D
(KnuHHYHO ApoyYBaHe CBEP3aHo ¢ pa3BUTHE Ha HedponaTus npy ZMadeT, IPOBEIEHO OT
MUHHCTEPCTBO TI0 BLIPOCHTE HAa BETEPAHUTE) — Mpoy4ear ynorpedaTa Ha KomOuHauuata o1 ACE
uHxubuTop U APDB.

ONTARGET e npoyueane, npoBeaeHO OPU NAUKMEHTH ¢ AaHAMHE3a 32 CHPASYHO-ChIOBA HITH
MO3BYHOCEA0BA DOJIECT, WIIH 3aXapeH AHaber TUIl 2, IpHAPY-KEeHH ¢ JaHHH 33 yBPEKIaHe Ha
edekropuu oprani. YA NEPHRON-D e npoyuysaHe npu NaiyeHTH cbe 3axaped quader Ta 2 1
IuadeTHa HedponaTus.

Te3u npoyyYBaHUA HE Ca MMOKA3AIM 3HAYHM ONaronpHATeH epekT BEpXy Ob0pedHHTe W/ HAH
ChPAEYHOCBAOBHTE MOCACIUIIM H CMBPTHOCT, KaTO ChLUCBPEMEHHO Ca HADIII0JaBaAHH MOBHIIEH PUCK
0T XHNEPKATHEMHA, OCTPO YBpexkKIaHe Ha ObOpeUHTe U/ HIIH XHIIOTOHHUA B CPAaBHEHHE C
MoHoTepanuata. Karo ce uMaT npeasua cXoAHHTE UM dapMaKoAHHAMHYIHH CBOHCTBA, TE3H pe3yJITaTH
ca npunoxuMK H 3a 1pyrd ACE unxudurtopu 1 APb. ACE wnxuburopu u APb cnenosarenno He
Tpsa6Ba 1a Ce M3M0M3BAT eAHOBPEMEHHO NPH NALIMEHTH ¢ AMabeTHa Hedponatua (Bxk. Touxa 4.4).

ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints —
KIHHMuHO IpoyYBaHe NpoBeREHo ¢ AMUCKUPEH TIPH NMallHeHTH Che 3axXapeH auabeT THI 2 ¢
H3MOJI3BAHE HA ChPASYHO-ChAOBH U OBOpPEeYHH 3a0019BaAHMA KaTO KpaHM TOYKH) € NIPOyYBaHe,
MpeaHA3HAYEHO 13 H3CIEABa MO3aTa OT 106aBAHETO HA AMTMCKHPEH KbM cTaHgapTHa Tepami ¢ ACE
nuxuOuTop Wi APB npn nauuentu ¢be 3axapen nualet THM 2 ¥ XPOHUYHO OBOpe4HO 3abonaBaHe,
CBHPASYHO-CHAOBO 3a0onasaue uny U gsere. [IpoyusadeTo € OUI0 NpeKpaTeHo NpeXaeBpeMEHHO
MopaaH MOBHILEH PUCK OT HEONAroIpHATHH mocneauiy. Kakto cbpaeqHO-ChA0BATA CMBPT, TaKa H
MHCYITHT Ca OHITH MO-4eCTH B IPYHATA HA AlMCKUpPeH, OTKONKOTO B rpyrnaTa Ha niauedo, a
NPeOCTABIABALIMTE HHTEPEC HewenaHu ChONTHI W CEPHO3HM HeXeNanu ChOUTHA (XulepKanuem
XHITOTOHUS U OBOpeuHa nucdyHKUKUA) ce OMITH CHOOUIABAHM MTO-4ECTO B IpyriaTa Ha amucKup
OTKOJIKOTO B Ipyrara Ha niaanedo.
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5.2 @apMaKoOKHHETHYHH CBOKCTRA

JIMHERHOCT
AMJIOJIMNUH, BANICAPTaH U XHAPOXJIOPOTUA3HI HMAT TUHEHHA (hapMaKOKHHETUKA.

AMIIOIUNIHH/BATICAPTAH/ XHAPOXAOPOTHAIN

Cren nepopanHo NpiIoKeHHe Ha aMJIO HITHH/ BaNicapTaH/X MAPOX/IOpOTHA3UA IIPH 3[IpAaBH Bb3PACTHH
NMUKOBK NJIa3MEHH KOHLCHTPALMH Ha AMJIOJTHIINE, BAJICAPTaH W XUAPOXJIOPOTHAZHI CE€ NOCTHUTAT
CBOTBETHO 32 6-8 yaca, 3 yaca 1 2 yaca. CKopocTTa M CcTeneHTa Ha abcopOuHaTa Ha aMJTOMHITHH,
BAJICAPTAH U XHIpOoXnopoTHa3ud npd AsOnMa HCT ca ceiuure, XakTo NMPH NpANaraHeTo UM
CaMOCTOSATEITHO.

AMJTOOMITNH
Abcopbuus

Cren mepopaHO MPHIOKEHKE HA TEPANEBTUYHA 1033 AMJIOAMITHH, TMKOBA NNIa3MEHA KOHLICHTpaUK:
ce JocTHra 3a 6-12 yaca. AGcomorHara GuoHanuyHoCT € Mexxay 64 % u 80 %. buonannuHocTTa Ha
aMIIOJUIIHH HE Ce [TORIHABA OT NpHEMa Ha XpaHa.

Paznpedenerniie

ObembT Ha pasnpenesienre ¢ npubnuzutentHo 21 I/kg. In vitro npoyusanus ¢ aMJIOAHITHH [IOKa3BaT, 4e
npHOMH3uTENHO 97,5 % 0T LHPKYIHPALLOTO JIEKAPCTBO C€ CBBP3BA C IUIA3MEHHTE NPOTEHHH.

buompancchopmayun
AMIIOIMIHH ce MeTabonuarpa ocHoBHO (npuOnn3utento 90 %) B yepHud Apod A0 HEAKTHBHH
MeTa0OoIUTH,

Eawmunupane

EnMMHHHpaseTo Ha AMIIOJMIIHH OT IJ1a3Mata € OM(pasHo ¢ TEPMHUHATIEH MTOIYKHBOT HA ENHMHHUpAHE
npubimsntendo 30 oo 50 yaca. CtaunoHapHi nMa3sMeHH HUBa ce JOCTHIaT CIeld NMpodb/DKHTENIEH
MpHEM 3a

7-8 aan. 10% o1 opuruHanuug amnoaunuH H 60% oT HeroBrUTe MeTabOTUTHU e eKCKPETHPAT C
YPHHATA.

Bancaptan
Abcopbyus

Crniest nepopaiHo NPHIOKEHHE Ha BalCAPTAH [IHKOBUTE MIIA3MeHH KOHLETPALUH ce AOCTHIaT 3a 2-4
yaca. CpennaTa abcomotHa GuoHanu4HocT e 23 %. XpaHaTa HaMalsaRa eKCMO3ALMATA (OfpesiccHa
ype3 AUC) Ha BancapTaH ¢ 0ko0 40 % n nukosaTa mwiazMeHa KoHUeHTpauus (Cmax) € 0koa0 50 %,
BBIPEKU TOBA OKONO 8 yaca ¢iel npueMa IUIa3MEeHMTE KOHLEHTPAMH Ha BaJicapTaH c¢a NOoq00HH B
rpynuTe NPHEMAaNH JIEKapCTBOTO CNeA HaXpaHeaHe d Ha raagHo. Ta3u peaykuud Ha AUC, obade nHe ce
ChITETCTBA OT KNHHUYHO 3HAUUMA peayKIHS HA TepaneBTHYHHUA e(eKT W [0 Ta3u NpHYHHA BajacapTad
MOJXKE [ c€ NpUeMa HA IMAaAHO KK CAS HaXpaHBaHE,

Pasnpedenenue

CrauMoHapHUAT 00cM Ha paznpenesIeHHe Ha BAICAPTAH CIIER HHTPABEHO3HO NMPUIIOKEHHE €
okono 17 nuTpa, KOeTo MoKa3sa, ue BajicapTaH He ce pa3npeac/is HIHPOKO B ThKAHHUTE.
Bancapras ce CBBEP3Ba BhB BHCOKA CTEMEH ChC CepyMHNTE nipoTerHY (94-97 %), 0CHOBHO CBC
CEPYMHUSA ATTOYMHUH.

buompanchopmanus
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BancapTtaH He ce MeTaGOITH3IHpa BHB BHCOKa CTENEH, Thil KaTo camo okomno 20 % oT aosara ce
yCTaHOBSBA Mo (opmara Ha MeTabonuTy. B m1asMara e yctaHOBEH XHAPOKCH META0OIHT B HHCKH
koHUeHTpauuH (nomManko ot 10 % ov AUC ua Bancapran). Tosu MeTaGonuT e GapMaKkoIornaHo
HeaKTHBeH.

FEauniunupane

Bascaprad nokasga My ITHEKCTOHEHIIMATHA KHHETHKS Ha pa3naj (t2 a<l yac u t'2 [} okoso 9 yaca).
Basicapran ce enumuHaMpa ocHOBHO ¢ deneca (okono 83 % ot mosara) v ypuHarta (0kono 13 % ot
[103aTa) OCHOBHO KaTO HeMpOMeHeHo cheAnHeHue. Caea HHTpaBeHO3HO TIPHIIOKEHHE [ITa3sMEHHS
KIIMPBHC Ha BAJICAPTAR € npuonusurenno 2 I/, a 6e6peunns kaupsHce e 0,62 /h (oxomo 30 % ot
001 KnupbHE). [Toy:xMBOTHT HA BAlICapTaH € 6 yaca.

XHWAPOXJIOPOTHAZHI
Abcopbyus

AGcopOunsTa Ha XHAPOXIOPOTHAZHA CJIeA NEePOPATeH NpHeM € 6bp3a (tnax 0K0OIO0 2 Haca).
¥ BennyaBaHeTo Ha cpenHata AUC e mMHeiHO W € NPOMOPLUHOHANHO Ha J034Ta B TEPaneBTHIHHA
AHANa30H.

EdexThT Ha XpaHaTa BEpXy abcopOUHATA HA XUAPOXIIOPOTHAZH/, aKO HMA TaKbB, HMA MallKa
KITMHHYHA 3HaYMMOCT. ADCOMIOTHATA OHOHASIMYHOCT HAa XUAPOXIOPOTHA3H CIIE/l [IEPOPATIHO
npuaoxenue € 70 %.

Pasnpeoencrue

[TpueuauusT 00em Ha pasnpenenenue e 4-8 I/’kg. LldpKyHpaiusa T XWAPOXIOPOTHA3H € CBBP3aH ChC
cepyMHHUTE npotennu (40-70 %), npeauMHO CbC CEPYMHKA aN0YMHUH. XHAPOXNOPOTHA3M CbLUO TaKa
KYMYJIHP3 B EPUTPOLIHTHTE NPHOIU3ATEIHO 3 MBTH [I0BEYE, OTKOJIKOTO B TNIa3Mara.

Buompancgopranus

XPIHPUXHDPDTH&SHH CC CNIHMHUHHPpA fIPECAUMHO KaTO HENMPOMECHCHO BEIICCTRO.

Enumunupane

XUAPOXTOPOTHAZH/ CE ENUMHHMPA OT IIa3MaTa ¢ BpeMe Ha IOITY>KHBOT cpeHo 6 A0 15 vaca B
KpaiHara (pa3a Ha enuMuHupaHe. Hama npoMsaHa B KHHETUKATA Ha XUAPOXIOPOTHASHI NTPH
MHOIOKPATHO NPUIIarade, a KyYMyAHpaHeTo € MHHHMAIHO MPH MPHACKEHHE BEIHBK NHEBHO. Han
95 % ot abcopbupanaTa 103a ce eKCKPETHPA KATO HEMPOMEHEHO BEIIECTBO B YpUHATA, BhOpeyHUAT
KJIHPBHC Ce CHCTOH OT MacHBHA (PUATPALUA H AKTHBHA cekpelus B OpOpedHuTe TyOY M.

Crienyaniy nonyaaunm
fleduampuuna nonyaauus (8v3pacm nod 18 200unu)
Hsama rapMakoKHHETHYHH JAHHU TIPH NEAHATPUIHATA TTOMyIaLHA.

llayuenmu 6 cmapuecka sv3pacm (sb3pacm 65 200uHu u nogeue)

BpemeTo 3a A0CTUraHe Ha MHKOBA NMa3MEHa KOHUESHTPAaUuMs HA AMIIOJTUITHH € CXOAHO TIpH MAaau
NIALMEHTH M [IPK NALMEHTH B cTapdecKa Bb3pacT. MMa TeHAeHIMA NP NalWeHTHTE B CTap4eCKa
BB3pacT KIUPBHCA HA aMJTOAHIIUK J1a HAMATABA, KOETO BOJIH J0 NMOKAYBAHE HA NIOLITA N0/ KPHBATA
(AUC) v nonmyxusoTta Ha euMuHApane, Cpenrara cucreMHa AUC 3a BajicapTaH € Mo BUCOKa Ch

€ HeoOX0IMMO BHUMAaHME MPH ITOBHUIIABAHE HA 03aTa.
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CHucTeMHATa SKCOO3UIIMA HA BaJICAPTaH € JIEKO MOBHILEHA IIPH MAUHCHTUTE B CTApUCCKa BB3PaCT B
CpaBHCHHC C MJIAJUTE NAUNEHTH, HO TOBA HAMd HAKAKBO KIIMHHYHO 3HAYCHHC,

OrpaHrueHY JaHHHW MPEANoNAarar, Y€ CUCTEMHHAT KITMPBHC Ha XUAPOXJIOPOTHA3H/ € HAMAJICH IIpH
MaUMeHTH B CTAPYECKA Bb3PACT, 3APaBH HIH C XHIEPTOHUA, B CPABHEHME C MIIaJH 31paBH
goOpoBONLM.

TBi KaTo TPUTE BELISCTBA CE NOHACAT €IHAKBO 100pe KAaKTO OT NO-MJIAAHTE MAlHEHTH, Taka H OT
IAUMEHTHTE B CTAPYECKA BH3PACT C& MPenopbisa HOpMATHA CXeMa Ha NpHUaarate (Bx. Touka 4.2).

bvbpeuno yepexcoate
(DapMakOKHHETHKATA HA aMJIOIUAMH HE C€ NIOBNHMABA 3HAUUMO IPH HapyLIeHUue Ha GpOpedyHaTa
dyuxuus. Kakto ce ouaksa 3a BemecTso, 4uiito H86peden knupeHe e caMo okono 30 % oT olwus

[UIa3MEeH KIHPBHC, He ce HaOloaapa kopenamus Mexxny 0népeunata dyHKUHA H CHCTEMHATa
€KCITO3ULIMA KBM BaJjicapTaH.

ITopaan Ta3¥ NpHYHHA NALUUEHTUTE C IEKO J0 YMEPEHO OBOpEeYHO yBpekI1aHe MoraT J1a npueMart
oOHuaiHaTa HaYasiHa a03a (XK. Touka 4.2 1 4.4).

[1pu nanuuue Ha 650peyHo yBpeskaaHe cpeIHHTe MUKOBH miiasMeHy Hua W AUC Ha
XHAPOXJIOPOTHA3H Ca MOBUIICHH, A CKOPOCTTA HAa eKCKpelA B ypuHaTa ¢ HaManeHa. [Ipy mauHeHTH
¢ Jleko 10 yMepeHo 6p0peuno yBpekaane ce Habmoaasa TPHKpaTHO noBHLleHHe Ha AUC Ha
xuapoxJopoTuasua. I1pu maumMeHTHTE © TEXKO 0BbOpeuHO yBpexxaaHe ce Habmo1aBa 8-KpaTHO
nosuienne Ha AUC. A36uma HCT e nporneonoka3saH [IpH NAHEHTH C TeXKO Op0peuyHO YBPEeXKAaHE,
aHypMsi MM Ha Juanusa (BK. Touka 4.3).

Yeprodpobro yepesicoane

Hanuuuaun ca MHOTO OrpaHHMeHH JAHHHK 33 IPUIIOXKEHHUETO HA aMIOJHMITHH MIPH DALHEHTH C
yepHoApobHO yBpexkaane. [lagueHTure ¢ YepHOIPOOHO YBpEXAAHE HMAT HAMANCH KMTHPBHC HA
AMIIOAMINKH C NocnegBamo nokausaHe Ha AUC ¢ npudmuzutendo 40-60 %. [Ipy nauveHTH ¢ N1EKO 10
YMepeHO XPOHUYHO YepHoApoOHO 3a00IaBaHe eKCMO3HUKATA KbM BaJcapTaH (onpeaencHa upes
croitHocTHTe Ha AUC) e 1Ba 'bTH 0-BHCOKA OT YCTAHOBEHATA MPH 3APaBU KOGPOBOIIH (TpYNHUPAHH
1o BB3pact, o U Terno). [lopaau Bancapranosata komnoHenTa A30umMa HCT e nporueonoxasan
MpH MallMeHTUTE C YepHOOpoOHO yBpexaaHe (BxXx. Touku 4.2 u 4.3).

5.3 IlpeaKIHHUHYHH AAHHH 3a De30NACHOCT

AMIOIHORE/BANICAPTAH/ X UAPOXIOPOTHAZH
B penuua npeaknMHHUYHY IPOYYBAHUA 3a O30IIaCHOCT ¢ aMIIOAHIIKHE, BAJICAPTAH, XHUAPOXNOPOTHA3HI,

BATICAPTAH/XUAPOXIOPOTHAIHA, AMJIOJHITMH/BAJICAPTAH M aMJIOUNHWH/BATICAPTAH/ XHAPOXNOPOTHAZ U,
MPOBENIeHH MPH Pa3/IMYHKY )XKMBOTHHCKHA BHXOBE, JIUIICBAT J0KA3ATEJICTBA 3a CHCTEMHa HIIM OpraHHa
TOKCHYHOCT, KOHTO J1a OKa>KAT HeraTHBHO BIUSHHE BBPXY KIHHHYHATa ynoTrpedba Ha

aMJIOTHITHH/ BAJICAPTaH/ XUIPOXJIOPOTHAZHA NIPU X0pa.

[IpeakNHHHYHK IPOYYBaHHA 32 6230MacHOCT ¢ MPOABDKUATENHOCT Ao 13 ceaMHuiH ca MPOBEACHH C
HMHO,E[HHHHKBEU'ICapTaHfXHﬂPDXHDPOTHHZSH,Il, IIPH IUTEXO0BC. KDMGHHEIIIHHTEI BOJH 00 OYAKBAHO

TIOHMKEHHE HA MOKA3ATSIINTE Ha YepBeHaTa KpbBHA peauua (EpHTPOLIATH, XEMOIJIO0HH, XeMaTOK
W PETHKYAOLWTH), NOBUIUIABAHE HA CEPYMHATA Ypes, TOBHIIABAHE HA CEPYMHHA KPEaTHHMH,
IMOBHMINABAHE HA CEPYMHHA KAJIMH, IOKCTAarIoMepyiapHa Xunepruiasus B 0p0peka u goxan
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AUIE3MCTHA CTOMAX NPH TIAbX0oBe. Beuuki Te3n npoMent ca ofpatiMiu cnen 4-ceMHYeH
BB3CTAHOBHUTEJICH IIEPHOJL H CE CMATA, YE €A BCIIECTBUE arpaBupane Ha apMakonornyHHTe edekTH.

KomOuHauusaTa aMAOIMNHH/BATICAPTAH/ XMAPOXIOPOTHAZU HE € H3CJICABAHA 38 FCHOTOKCUYHOCT H
KAHLEPOTEHHOCT, Thil KATO JUNCBAT AOKA3ATEACTEA 32 HAKAXBO BIAUMOAEHCTBUE MEKTY OT/ICITHUTE
BELISCTBA, KOMTO CA OTJABHA Ha ma3apa. AMJIOAUIIHMH U BATICapTaH ¢a W3CNEABaAHH ITOOTACIHO 34
FEHOTOKCHYHOCT ¥ KaHLEPOIeHHOCT ¢ HETATHBHU PE3yATATH.

AMITOTUINTUH

Penpoodykmuena moxcuunocm

PenpogykTHBHU MPOYYBAHKS IPH NBXOBE M MUUIKH MOKA3BAT 3AKbCHABAHE HA JATATA HA paKaaHe,
yIB/DKEHA MPOAB/HKATETHOCT Ha PAXIAHETO U HAMAIeHa »KH3HECTIOCOOHOCT Ha MAJIKHTE NPK 103K
npubnu3nTeHo 50 IbTH NO-BUCOKHA OT MAKCHMAIHUTE NPENOPEYUTE/IHHA 03U IIPH X0Pa, H3UHCIICHH
Ha ba3za mg/kg.

Hapywenus gue _d_;aegmmumema

Hama edekt sbpxy depTUANTETA HA NTBXOBE, TPETHPAHHK ¢ AMJTOJHITHH (MBKKH — 64 THH W XKEHCKH —
14 nan npeaun wudroceane) B no3u no 10 mg/kg/new (8 npru™* makcumaHaTa OpenopbYHTENHA 1033
3a xopa ot 10 mg, M3uucriena Ha 6aza mg/m-). B gpyro npoyusaHe NpH IUTbXOBE, MPH KOETO MBXKKH
[LTLXOBE CA TPETHPAHHU ¢ aMNIoAunHHOB Oesunar 30 aHH, ¢ K033 CPaBHHUMA C J03aTa [P X0pa,
W3YHCReHa Ha 0a3a mg/kg, ca ycTaHOBeHY TIOHMKEHH I11a3MEHH HHBA HA (OIUKYNOCTAMY IHPALI
XOPMOH W TECTOCTEPOH, KAKTO H NOHIDKABAHE HAa MITBTHOCTTA HA CHepMara u Opos Ha 3peid
CIIEPMATHIH H CEPTOJIHEBH KJIETKH.

Kanyepocenesa, mymazeneza

Hama naHHM 3a KAHLEPOreHHOCT NPH FIBXOBE U MUIIKH, TPETUPAHH JBe FOJHHM C aMJIOAUNHH B
XPaHaTa B KOHUEHTPALMY, W3UHCIICHH J4 OCUTYPAT JHEBHH n030BH HEBA ot 0,5, 1,25 1 2,5 mg/kg/nen.
Haft-Bricokara no3a (Mpu MULIKY - §JTIM3Ka 10, a MPH [IBX0BE — JBa ITBTH* NO-BHCOKA 0T
MAKCHMA/IHATA NPETOPBhYMTENHA KTHHIYHA 1033 0T 10 mg, u3yKcneHa 3a mg/m?) e Guna Hinska a0
MaKCUMAJTHO JIOTTYCTUMATA /1033 32 MHUIKK, HO HE U 33 TUTBXOBE.

[lpoyuBaHus 3a MyTareHHOCT HE NOKA3BAT JICKAPCTBEHO-00YCIOBEHH e)€KTH HUTO HA TEHHRO, HUTO Ha
XpPOMO30MHO HHBO.

* W34ncIeHa 3a mauMeHTH ¢ terno 50 kg

Bancapran

HekNMHHYHUTE NAHHH HEe NOKa3BaT 0COOEH PHCK 3a Xopa Ha 6a3aTa Ha KOHBEHLIMOHATHHTE
(apMakonorHdHH MPOYHBAHHUA 3a 0€30MaCHOCT, TOKCHYHOCT IIPH MHOTOKPATHO IIPHJIaraHe,
r€HOTOKCHYHOCT, KAHHEPOTEHEH MOTCHIIMAN, PENPOAYKTHBHA TOXCHYHOCT H TOKCHYHOCT 34
Pa3BHUTHETO.

[Ipu nnexoBe TOKCUYHU A03M 33 MaitkaTa (600 mg/kg/nen) no BpeMe HA MOCIENHHTE AHH OT
OpeMeHHOCTTa M IePU0a HA JIAKTALMA ¢& NOBENH A0 NO-HUCKA CTEIEH HA NPEeKHBAEMOCT, [0-C1abo
HanJaBaHE Ha TErNo U 3adaBeHo pazBuUTUe (OTACISHE HA YIUHATA MMIA U OTBAPAHE HA CAYXOBHA
KaHaJT) Ha NOKOACHUETO (BiK.

Touka 4.6). Te3n go3u npu wisxose (600 mg/kg/new) npeacrapmssar npudmsurendo 18 mbTH
MaKCHMAJTHATA NPENOPHIUTEIHA 103a IPH X0pa Ha (a3aTa Ha mg/m” (M3UACIEHUATA CC OTHACH
nepopanna no3a 320 mg/oed v nauuent ¢ terno 60 kg).
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[Tpu npeaKIMHUYHH IPOYYBaHUs 3a Ge3onacHocT BUCOKH 103u BaiacapTaH (200 mo 600 mg/kg TenecHo
TErJ10) NpeaW3BUKBAT MPH IUITbXOBE HamMa/IiBaHe HA NMapaMeTpUTe HAa YEPBEHUTE KPbBHH KIIETKH
(EpUTPOUMTH, XeMOrJIO0MH, XEMATOKPHT) U NPUYHMHABAT MPOMEHHU B ObOpeyHaTa XeMoAMHAMHKa
(1eK0 MoBHIIaBaHE HA ypesTa B KpbBTa, ObOpeuHa TyOysiHa xunepruiazus U 6a3oquaus npu
MBbKkHTe). Te3u no3u npu mubxose (200 mo 600 mg/kg/nexH) npeacrasassat npubau3uTeNHO 6 1 18
MBbTH MAaKCHMMAaJIHAaTa MPENopbYMTEIHA 1032 NP Xopa Ha 0a3ata Ha mg/m? (M3YMCIEHHATA C€ OTHACAT
3a [epopajiHa 103a

320 mg/nen n naumeHt ¢ Terno 60 kg).

[Tpu MapMO3eTKH B CPaBHHMH [103H NPOMEHHTE ca MOA00HH, HO MO-TEXKH, 0cOOeHO B OBOpelHUTE,
KBAETO MPOMEHHUTE C€ pa3BUBAT J10 HedponaTHs, BK/IIOYBALA MOBHILIEHHE HA YpeATa H KpEaTUHHHA B
KpPbBTa.

Habmonasa ce cbuio xuneprpodusa Ha Ob0pedyHnTE HOKCTArJIOMepy/IHH KJIETKH U NPU IBaTa BH/A.
Cuura ce, ye BCHUKM NPOMEHH CE Ab/DKAT Ha (papMaKoJI0rHYHOTO ACHCTBHE HA BaJICAPTaH, KOETO
BOJIM /10 NMPOOBIDKUTEIHA XMNOTOHUS oco0eHOo npu MapMo3eTuTte. M3rnexaa, ye TepaneBTH4YHATa 1032
Ha BaJICApTaH MpPH XOpa He € CBbp3aHa ¢ XunepTpodus Ha OGbOpEeYHUTE FOKCTArIOMEPYTHH KIETKH.

6. OPAPMALEBTUYHU JAHHU

6.1 CnucbK HA NOMOLIHHMTE BelllecTBA

Hopo na mabremxama

Llenyno3a, MUKpOKpHCTa/IHA
Kpocnosuaox

CunuuueB JTHOKCH]I, KOJIOHIEH Oe3BoIeH
Marue3sueB cteapar

Duimoso nokpumue
A3ouma HCT 5 mg/160 mg/12.5 mg ¢punmMupanu tabieTku

Xunpomeno3sa (E464), Turanos auoxcun (E171), makporos/nonueruned raukon (E1521), rank
(ES53b)

Azouma HCT 10 mg/160 mg/12.5 mg dunmMupanu TabsieTKu
Xunpomesosa (E464), turanos auokcun (E171), makporos/monueruneH riaukos (E1521), xenezen
okeun, xKueat (E172), xenesen okeun, uepseH (E172), Tank (ES53b)

6.2 HecbBMecTHMOCTH
Henpunoxumo
6.3 Cpok Ha rognocrt

2 TOAWHHU

6.4 CpnennanHu yCJIOBHS HA CbXpaHEeHHE
3a PVC/PVDC/arymunuegu baucmepu

Ha He ce cbxpaHsaBa Han 30°C. CpxpansaBaiite OJIMCTEpUTE B KApTOHEHATA OMAKOBKa, 3a 13
NpeanassT OoT CBECTJIMHA U BJi1dra.
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3a PVC/PCTFE/ anymunuesu baucmepu
Jla He ce cbxpansaBa Haa 30°C. CexpansBaiite B OJIMCTEPHTE, 3a J1a Ce MpEAnasy OT CBET/IHHA U Bjara.

3a anyMunuesw/arymurnuegu baucmepu
To3u nekapcTBeH NPOAYKT HE M3UCKBA CMELHAIHH TeMNepaTypHHU YCIOBUA HA CbXPaHEHHE,
ChXpaHsBaiiTe B OJIMCTEpUTE, 3a [1a CE Mpearna3y OT CBET/IMHA W BJiara.

6.5 Buawu cbabpkaHHe HA ONAKOBKATA

PVC/PVDC/anymunuesu 6nucrepu, PVC/PCTFE/anymunuesn 61uctepy u
aTyMHUHHEBH/aTyMHHHEBH OJIMCTEPHU.

A3zbuma HCT 5 mg/160 mg/12,5 mg ¢punmupanu tabneTku
14 punmupanu Tabnerku
28 punMupanu TabneTku
30 punmupaHu TabNeTKH
90 punmupanu TabneTku
98 dbunmupanu TabneTku

Azouma HCT 10 mg/160 mg/12,5 mg punmupanu tabierku
28 bunMupaHu TabneTku
30 punmupaHu TaONETKH
90 punmupanu TabneTku
08 dunMupanu TabneTku

He BcuukyM BUIOBE OMAaKOBKH MOraT aa ObJaT myCHaTH B Ipoaaxoa.
6.6 ChnennajHu nNpeana3sHd MepKH NPH H3XBLPJsHE H padora
Hama crieuyanHu U3HCKBaHHA.

Hewusnon3saHUAT JIeKapCTBEH NMPOAYKT UM OTIMAABYHUTE MATEPHAIIH OT HETO TpsAOBa Ja C€ U3XBBHPIIAT
B CBOTBETCTBHE C MECTHHUTES M3HUCKBaAHUA.

A INPUTEXATEJI HA PASPELLEHHUETO 3A YIIOTPEBA

Zentiva k.s.

U kabelovny 130,
Dolni Mécholupy,
102 37 Prague 10
Yewka pernyOnuka

8. HOMEP(A) HA PASPELLUEHUETO 3A YIIOTPEBA

Azouma HCT 5 mg/160 mg/12,5 mg ¢punimupann tadbnerku: Per. Ne 20210137

Az6uma HCT 10 mg/160 mg/12,5 mg ¢punmupann tadnetku: Per. Ne 20210139
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0. JATA HA INTbPBO PAJPEIIABAHE/MOAHOBSIBAHE HA PABPEIMEHHETO 3A
YIIOTPEBA

Jlata Ha nmupro paspemasane: 31.05.2021

10. IXATA HA AKTYAJIN3UPAHE HA TEKCTA
23.05.2023 r.
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